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Preface 

This final report presents the results of the project “Models of good practice in drug 
treatment in Europe (‘Moretreat’).  
The main aims of the project, which lasts April 2007 to August 2008, were to identify 
and collect evidence of drug treatment interventions, and to evaluate models of good 
practice in drug treatment in Europe. Based on this investigation good practice 
guidelines or treatment improvement protocols for the key interventions in drug 
treatment have been developed. 
This report includes the guidelines for 11 areas of interventions or cross-cutting issues. 
Additionally “short versions” (of fact sheets) of the guidance are presented. They are 
also available for dissemination in German and French language. 
An identified problem in Europe is the absence of a platform for exchange and 
dissemination of good practice guidance. On basis of a survey this report comprises a 
proposal for next steps to improve such a platform on a European level. Apart from that 
the dissemination of the project results is ongoing. The results will be delivered to 
national platforms, international networks and to the just installed EMCDDA`s “best 
practice” portal. 
The delivered evidence reports on interventions and corresponding recommendations 
for interventions are not the endpoints of the discussion about drug treatment 
interventions and their improvement. However, they serve as a starting point and an 
initiation of a further important development. 
We want to thank all involved partners for cooperation in this challenging project and 
the European Commission for funding. 
 
Prof. Dr. Christian Haasen 
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1 Summary  

Objective of the project “Models of good practice in drug treatment in Europe 
(‘Moretreat’)” was to deliver guidelines or treatment improvement protocols for key 
interventions in drug treatment. 
This “Moretreat”-project aimed to identify and evaluate models of good practice in drug 
treatment in Europe. European drug treatment interventions were identified and 
collected from all European Union Member States. The guidelines are based on the 
inventory of international and European evidence. Regional European evidence that is 
not available in English and not represented in international scientific journals has been 
collected in addition. Based on a consensus process good practice guidelines have been 
formulated for main treatment interventions as well as for the system level of drug 
treatment services.  
The overall aim of the project was to contribute to guidance in order to improve drug 
treatment and health care in the EU-Member States. Therefore the report presents 
recommendations for the improvement of drug treatment in Europe which are to support 
health authorities, commissioners, providers and professionals.  
The following results of the project are presented in this report: 
• Reviews of good practice and evidence for different drug treatment intervention 

modalities and their effectiveness for different target populations.  
• Good practice guidelines for the improvement of drug treatment interventions in 

Europe (short and comprehensive versions with an unified structure). 
• A proposal for the development of platforms for treatment guidance on a European 

level that provides a basis for the continued improvement of drug treatment in the 
Member States (sustainability). 

2 Guidelines for interventions in drug treatment – fact sheets 
(summary) 

In the following the guidelines for the most relevant drug treatment interventions are 
presented as short versions (fact sheets). 
These versions are delivered also in German and French and will be disseminated to the 
relevant national and European networks for drug treatment and also to the “best 
practice” portal” of the EMCDDA. 
Starting from the summary the detailed “Guidelines for drug treatment improvement” 
are presented in chapter 6.  
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2.1 Brief intervention and brief therapies for illicit drug abuse  

A Definition and objectives 

1 Problem definition 
Illicit drug abuse became a significant social and medical problem in the last decades. In 
spite of numerous attempts to cut the consumption of drugs in Europe, the number of 
drug abusers remains high as well as the number of urgent, chronic and disabling 
medical conditions, related to drugs use. High prevalence of illicit drug use and drug 
use disorders translates into high treatment demands which cannot be completely 
satisfied by specialised addictions service institutions. This makes various primary care 
institutions not specialised in addictions the first providers of medical help for those 
individuals. Specific treatment settings in these institutions require implementation of 
short-term, simple and cost-effective treatment models as brief interventions and 
therapies. 

2 Aims and objectives of Brief Interventions and Therapies 
Brief interventions are short-term clinical practices comprising one ore few sessions and 
aimed mostly to analyse the subject’s problem and motivate an individual to minimise 
the harm from his substance abuse either directly during the intervention itself or 
indirectly – by seeking additional substance abuse treatment. 
Brief therapy is a process of systematic and focused assessment, client engagement, and 
rapid implementation of actual change strategies. Brief therapies usually comprise more 
sessions than brief interventions and also differ from brief interventions in that their 
goal is to provide clients with tools to change basic attitudes and handle a variety of 
underlying problems. 

B Evidence base 

1 Data availability 
Currently there are numerous studies and meta-analytical reviews showing efficacy of 
brief interventions and therapies for various categories of patients and types of 
substance abuse, including poly-substance abuse. While reports regarding the 
psychosocial interventions are mostly concentrated on cannabis and stimulants abuse, 
literature on opiates abuse is dedicated prevalently to maintenance treatment. 

2 Main findings 
Research of efficacy of various psychotherapeutic techniques has shown mixed but 
predominantly positive results for motivational enhancement therapy, high efficacy of 
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cognitive-behavioural therapy apart and in combination with MET, positive effects of 
family and social therapies and appropriateness of implementation of pharmacological 
interventions in certain cases. 

C Recommendations 

1 Motivational Enhancement Therapy 
The evidence of effectiveness of motivational enhancement therapy is multiple and 
diversified, mostly presented for cannabis and stimulants abuse and less – for opiates. 
While certain studies report poor efficacy of MET, most of them show its high 
effectiveness. 
Motivational enhancement should include informational component and be based on the 
following key points: 
• Medical complications and related disorders, common for major types of substance 

abuse affecting mental and physical functioning. 
• Economic aspects of drug use – amounts spent for drugs and economic benefits of 

abstinence. 
• Social aspects of drug use – Social, family and vocational problems related to drug 

use. 
• Legal status of drug. Potential legal consequences of drug acquisition, use and 

keeping as well as the legal outcomes of actions and emergency situations. 
• Drug dependence and its acknowledgement by patient. 

2 Cognitive-behavioural therapy 
There are multiple evidences of high efficacy of cognitive-behavioural therapy for 
substance abuse treatment. Most of the patients with substance abuse have certain 
patterns of using the drugs. These may be certain situations, friends or companies or 
certain life events. Consequently, there are some associative psychological “triggers” 
that will obviously lead the patient into temptation to continue using the substance. 
Analysis of these triggers, better understanding of psychological grounds of addiction 
and development of coping skills based on it result in relatively higher abstinence rates 
in the most of related studies. 

3 Social and family therapy 
Multiple studies of implementation of family- and/or social-based techniques have 
shown their efficacy in coping of social deprivation and facilitating the treatment 
process. Thus, it’s desirable that his or her family and friends were involved into the 
treatment process. 
The main goals and potential achievements of engaging the family and friends in the 
treatment are: 
• creating the psychologically comfortable circumstances for treatment; 
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• encouraging and inspiring the patient; 
• preventing “occasional” relapses and 
• increasing socialisation of the patient. 

4 Pharmacological interventions 
While pharmacological treatment is not a part of brief interventions, there may be 
certain medical complications and related disorders, present or to be predicted. Thus, 
the implementation of pharmacological interventions is obvious in some cases, both for 
coping present medical problems and prevention of potential ones. 
Pharmacological therapy may and must be used to improve general medical condition 
of the patient as well. 

5 Techniques to be chosen 
All psychotherapeutic techniques described in the guidelines are effective. As the 
clinical evidences show their complementary and cumulative effectiveness we 
recommend their combined implementation. 

6 Number of sessions and duration of treatment 
While current evidences report effectiveness of single-session interventions, the 
effectiveness of treatment is higher when multiple-session therapies are being used. 

2.2 Enhancing motivation for change in drug treatment 

A  Definition & objectives 

1 Problem definition 
Motivational interviewing is a counselling style based on the following assumptions:  
• Ambivalence about substance use (and change) is normal and constitutes an 

important motivational obstacle in recovery.  
• Ambivalence can be resolved by working with your client's intrinsic motivations and 

values.  
• The alliance between you and your client is a collaborative partnership to which you 

each bring important expertise.  
• An empathic, supportive, yet directive, counseling style provides conditions under 

which change can occur. (Direct argument and aggressive confrontation may tend to 
increase client defensiveness and reduce the likelihood of behavioral change.)  

The Motivational Approach (MoAp) started off as a ‘transtheoretical’ model to deepen 
understanding of the motivation for change among drug users and alcoholics. 
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The MoAp (and its clinical applications) covers the theme of the subject’s attitude, 
his/her actions and reactions faced with the advantages and disadvantages of his/her 
consumption. 

2 Aims and objectives 

The motivational approaches are based on the following assumptions about the nature 
of motivation:  
• Motivation is a key to change.  
• Motivation is multidimensional.  
• Motivation is dynamic and fluctuating.  
• Motivation is influenced by social interactions.  
• Motivation can be modified.  
• Motivation is influenced by the clinician's style.  
• The clinician's task is to elicit and enhance motivation.  

B Evidence 

1 General description of the current situation with regard to the available data 
Motivational Interviewing is a well-known, scientifically tested method of counselling 
clients developed by Miller and Rollnick and viewed as a useful intervention strategy in 
the treatment of lifestyle problems and disease.  
Although the demand for treatment of substance abuse continues to far exceed its 
availability, changes in health care economics are placing greater pressure on providers 
and their clients. Payers increasingly demand evidence that the services being provided 
are not only effective, but cost-effective. Clinicians and programs are increasingly 
challenged if they do not use research-supported, current methods. Public funding is 
scarce, and third-party payers exert great pressure to provide treatment that is shorter, 
less costly, and more effective.  
In sum, clinicians are asked to do more with less 

2 Short description of the main outcomes all studies 
The incorporation of motivational approaches and interventions into treatment programs 
may be a practical and efficacious response to many of these challenges. Recent 
research (Brown and Miller, 1993; Kolden et al., 1997; McCaul and Svikis, 1991) 
supports the integration of motivational interviewing modules into programs to reduce 
attrition, to enhance client participation in treatment, and to increase the achievement 
and maintenance of positive behavioral outcomes. Other studies have shown brief 
interventions using motivational strategies and motivational interviewing to be more 
effective than no treatment or being placed on a waiting list, and not inferior to some 
types of more extensive care (Bien et al., 1993a, 1993b; Noonan and Moyers, 1997). A 
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review of the cost-effectiveness of treatments for alcohol use disorders concluded that 
brief motivational counselling ranked among the most effective treatment modalities, 
based on weighted evidence from rigorous clinical trials (Holder et al., 1991). Brief 
motivational counselling was also the least costly--making it the most cost-effective 
treatment modality of the 33 evaluated. Although cautioning that it was an 
approximation that requires refinement, the same study found a negative correlation 
between effectiveness and costs for the most traditional forms of treatment for alcohol 
use disorders and highlighted a growing trend to favor effective outpatient care over less 
effective or less studied--but far more expensive--inpatient, hospital-based, or 
residential care (Holder et al., 1991). 
As already noted, MI increases the effect of another treatment, but has not itself been 
subjected to randomized study. Brief, motivation-enhancing treatment appears to have 
the same effect as more extensive treatment. The studies, with the exception of Project 
MATCH, have mainly recruited patients with a lower level of alcohol dependence. 

C  Recommendations 

• MI is considered of great help for professionals of drug treatment. As motivation to 
change is a predictor for adequate treatment, MI can be used for measuring 
behaviour and aptitudes of patient toward treatment 

• Mi is evidence based and its outcomes can be evaluated 
• MI approach could be included in several treatment to increase their results   
• MI should be used for high threshold treatment 
• MI theoretical corpus should be known by the clinicians, even if not directly 

involved in MI-based intervention 
• MI should be intended as an early module of treatment to assess the readiness of 

patient for residential and semi-residential treatment, psychosocial treatment 
(residential or not) in prison milieu, psychosocial treatment in general 

2.3 Interventions in blood-borne diseases 

A Definition and objectives 

1 Problem definition 
Drug users and in particular injecting drug users (IDUs) are at risk of infections with 
blood-borne diseases (BBD). These include especially Human Immunodeficiency Virus 
(HIV) and hepatitis C (HCV), furthermore other hepatitis infections (HBV and HAV) 
and tuberculosis, but other infections are rather common as well. In 2005, there were 
around 3,500 new diagnoses of HIV in the European Union which were traced back to 
injecting drug use (EMCDDA 2007a). The prevalence of HIV among IDUs differs 
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between the countries and may range from almost zero up to 40%, and the prevalence of 
Hepatitis C (HCV) among IDUs ranges between 30% and 98% in the European Union 
(EMCDDA 2007a). 
HCV is a virus with potentially devastating hepatic complications, which will get 
chronic in about 80% of the infected persons, while 20% will clear the virus (Wright 
and Tompkins 2006). Young IDUs get infected with HCV still in the beginning of their 
drug use career (EMCDDA 2007a). 
Interventions in blood-borne diseases have been developed as an integral part of harm 
reduction policy with the general aim to minimise harms and reduce risks related to 
drug use. With respect to the prevention of blood-borne diseases main interventions are 
• needle and syringe exchange services, 
• drug consumption rooms, 
• testing and vaccination and 
• information and education. 

2 Aims and objectives interventions in blood-borne diseases 
In general, interventions in blood-borne diseases aim at reducing the transmission of 
blood-borne infections in drug users. Priority aim of needle and syringe exchange 
services is to reduce the sharing of equipment used in drug preparation and injection, 
and consequently to reduce the transmission of HIV, hepatitis B and C, and other blood-
borne infections (Morissette, Cox et al. 2007; Ritter and Cameron 2006; Trimbos 
instituut 2006). Main aim of testing and vaccination is provide access to testing for 
hepatitis B and C and HIV, and for hepatitis immunisation in order to prevent blood-
borne diseases. Drug consumption rooms aim at reducing drug-related overdoses and 
mortality, as well as to establish contact with difficult-to-reach clients and reduction of 
public nuisance.  

3 Client group served 
• Needle exchange services provide easy access to all drug injectors. 
• Pro-active testing for drug-related infectious diseases and vaccination is targeting at 

all problem drug users that may practice sharing of injecting equipment or unsafe sex 
(Trimbos instituut 2006). 

• Specific target groups for testing, vaccination and related counselling are drug users 
infected with HCV, new and young injectors, prisoners, drug addicted sex workers, 
migrants etc. 

• Target groups of drug consumption rooms are mainly high-risk drug users and 
marginalized drug users. 

• Information and education is targeted at drug users, their family, friends and the 
wider community as well. 
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B Evidence base 

Evidence of effectiveness for harm reduction measures in general is rather scarce, 
compared to controlled medical research. Evidence base is methodological limited in 
some points. 

1 Evidence for needle and syringe exchange services 
There is a strong evidence that the increased availability of needle and syringe provision 
has contributed considerably to the control of HIV among drug injectors (Henderson, 
Vlahov et al. 2003; Emmanuelli, Desenclos et al. 2005; Bravo, Royuela et al. 2007). 
• The use of NSP is associated with clear benefits of decreased HIV risk behaviour 

such as the decrease in sharing of injecting equipment. 
• Needle exchange programmes seem to be less effective in preventing hepatitis C 

infection. 
• The slow decrease of HCV prevalence is attributed to the continued risk behaviour, 

the infrequent use of NSP services, and the high risk profile of NSP clients (e.g. due 
to cocaine injecting). 

• There is some evidence that increased access to and utilisation of NSP services is 
effective in reducing the drug use frequency, the transition from injecting to smoking, 
and the enrolment and retention in drug treatment. 

2 Evidence for testing and vaccination 
• There is no clear evidence for the effectiveness of testing for blood-borne diseases 

and counselling as single interventions. Current results suggest that testing for blood-
borne diseases might be effective in reducing HIV infections in terms of reduced risk 
behaviour as a consequence of testing and related counselling. 

• Testing and counselling may increase drug users enrolment in medical or drug 
treatment (Trimbos instituut 2006; Samet, Walley et al. 2007). 

• Vaccination against viral hepatitis B have been found to be strongly effective in 
preventing hepatitis B infection after completing the primary course of 3 
vaccinations. 

• Vaccination against hepatitis B seems to have also a positive influence on the 
hepatitis C serostatus. 

3 Evidence for drug consumption rooms 
• There is evidence that health status is stabilised and shows positive outcomes. 
• (Re-) integration into drug help services does take place 
• Consumption rooms do decrease public disturbances in the vicinity. 
 
Research on information and education 
• Information and education may help to reduce drug-related risks, mainly in 

combination with other prevention strategies. 



 16 

C Recommendations 

1 Location 
• In order to provide easy access to needle and syringe exchange services there should 

be a comprehensive range of these services on local level, including rural areas. 
• Outpatient drug services, drug treatment, health care centres, prisons, general 

practitioners and further services are suitable locations for testing, counselling and 
vaccination related to blood-borne diseases (Matic, Lazarus et al. 2008), as well as 
for information and education. 

• Since availability of rapid tests which reduce the time between testing and result, and 
where testing and counselling is provided in settings convenient to clients voluntary 
testing has increased markedly (WHO 2007). 

• Targeted vaccination for injecting drug users seem to be most effective when done in 
methadone maintenance programmes, at syringe exchange services or in other 
community based settings that provide prevention of infectious diseases (Edlin, 
Kresina et al. 2005). 

2 Staffing and competencies 
• Professional competencies in needle and syringe exchange as well as drug 

consumption rooms include knowledge about injecting patterns and the provision of 
harm reduction advice in terms of safer use. 

• In specialised drug agencies or needle exchanges medical staff such as nurses should 
be employed in order to treat minor infections or offer basis health checks. 

• Health care professionals have to be offered necessary training in order to achieve an 
understanding of the dynamics of drug use and drug addiction (Edlin, Kresina et al. 
2005). 

• Best practice is to ensure that suitable trained staff is available who have the 
necessary skills and knowledge to advice clients about blood-borne viruses, testing 
and vaccination, and further treatment. 

3 Treatment environment 
• Good practice is not to simply distribute sterile needles and syringes, but to combine 

NSP with advice, risk counselling, primary healthcare for minor infections, overdose 
prevention, and advice in housing, social welfare or legal issues. Drug users should 
also be offered referrals to brief interventions and structured treatment. 

• All services should provide information and advice about access to routine screening 
for hepatitis B, C and HIV. Drug users who do not know they are infected cannot 
take advantage of treatment, care and support, which can considerably improve their 
health and quality of life. 

• Testing for blood-borne diseases requires that professionals carefully prepare clients 
for testing by providing information and advice on implications of testing for 
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hepatitis and HIV. Pre- and post-test counselling is an essential part of testing in 
order to discuss with the client procedures of testing and further steps to be taken 
after receiving the test result. 

• Testing and related counselling should be voluntary and confidentiality. 

4 Access  
• In order to improve uptake of testing and vaccination services should ensure high and 

easy access, and be designed as low-threshold, free of charge, and confidential 
services. 

• These open-access services have to be sensitive for different groups such as young 
drug users, women, migrants etc. In general, all clients have to be ensured equal 
access to testing for hepatitis and HIV, pre-and post-test counselling, hepatitis B 
vaccination or other medical treatment for infectious diseases (National Treatment 
Agency 2002). 

• Needle exchange services and drug consumption rooms are to be made as accessible 
as possible with no or low thresholds for eligibility. This kind of open-access service 
includes drop-in service, no waiting list, minimal identification requirements and 
informal relationships with staff. 

• Vaccination for hepatitis B should be made available for all problem drug users. 

5 Assessment 
• Assessment is an important part of prevention related to testing for blood-borne 

diseases as it will result in information which is essential for the care planning 
process. 

• In addition health checks and health information should be provided regularly to 
clients. As well harm reduction messages on risk reduction and the transmission of 
blood-borne infections (HIV, HBV, HCV) should be given ongoing. Drug users 
should be given advice on how to prevent harmful behaviour. 

• With regard to NSP services it is good practice to carry out a basic assessment of the 
clients on their first visit. The initial assessment should cover information on the 
drug use profile and injecting history, the health status, risk behaviour, and history of 
referrals to treatment or other services. 

• For testing and vaccination a broader risk assessments is required which includes 
additional information on history of sharing injecting equipment, history of sexual 
risk behaviour, history of imprisonment, alcohol use, previous testing for hepatitis 
and HIV, and previous contact to health care for screening of blood-borne diseases. 

6 Management 
• It is of major importance important to implement a comprehensive approach by 

providing sterile injecting equipment, and by offering condoms, harm reduction 
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advice, first aid and options for referrals to structured treatment (National Treatment 
Agency 2002). 

• Provider of dedicated needle exchange services should be able to recognise people 
with physical or severe mental health problems, and to refer them to the most 
appropriate treatment. 

• In prison vaccination for hepatitis B and C, testing and counselling should have a 
linkage to medical and drug treatment services. 

• Drug users should be offered voluntary, confidential testing combined with client-
centred pre- and post-test counselling. Counselling has to include an individualised 
behavioural risk assessment. 

• Main competences related to management include (Edlin, Kresina et al. 2005) 
minimising barriers to participation in testing, vaccination and treatment by allowing 
flexibility in adherence to appointment schedules and offering drop-in visits. 

• In addition, clients have to be informed about appropriate treatments if needed and 
on adverse effects of treatment. Access and adherence to antiretroviral therapy may 
be improved if drug users are attending either a medication-based or a psychosocial 
treatment programme (Altice, Springer et al. 2003; Kapadia, Vlahov et al. 2008). 
both improved adherence to HIV treatment among drug users. 

7 Pathways of care 
• Integrated care pathways include that self-referrals and referrals from a variety of 

services are accepted. Elements of care for drug users comprise a range of preventive 
interventions covering assessment of risk behaviour, pre- and post-test counselling, 
offers or referrals for testing for hepatitis and HIV and vaccination against hepatitis 
A and B viruses. 

• Care coordination requires that specialised services for drug users cooperate closely 
with non-specialist services. Strong linkages with mental health services and the 
provision psychiatric care are recommended as many IDUs suffer from co-morbid 
psychiatric disorders. 

• As needle exchange services and drug consumption rooms have been found to form a 
gateway to further treatment clients have to be offered referral to a variety of 
structured treatment programmes such as brief motivational interventions, 
counselling, detoxification, substitution treatment with psychological care, and 
rehabilitation. 

• Clients requiring treatment for blood-borne infections or other health problems must 
be referred to treatment where it is appropriate. 

• If testing and vaccination are not provided on-site, local availability of HBV, HCV 
and HIV testing should be mentioned and those clients who want to be tested should 
be referred to other services such as GPs, health services or specialist AIDS services 
etc. 
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• Clients with hepatitis C are at further risk of becoming infected with hepatitis B. For 
this reason it is important to ensure that clients with hepatitis C who are not infected 
with hepatitis B are offered HBV vaccination. 

• Countries should increase access to antiviral treatment for drug injectors, and ensure 
the same access and treatment standards regardless of gender, age, sexual orientation, 
substance use, imprisonment or migratory status. 

• Information and education should be available in all kind of setting for different 
target groups. 

8 Standards 
• Standards include assuring quality and efficiency of the needle exchange service. 

One approach to this task is to transform evaluation results into practice. 
• For harm reduction services it is recommended to develop specific working standards 

and methods – if not already existing – in order to ensure minimum quality 
standards. 

• Data should be collected in a standardised way by adopting the five key-indicators of 
the EMCDDA to monitor harm reduction. 

• For testing and management of infectious diseases a number of guidelines exist at 
national (Canada, Scotland) and international level (WHO, UNAIDS). To address the 
problem of undiagnosed HIV infection, WHO and UNAIDS issued a new guidance 
on informed, voluntary HIV testing and counselling in the health facilities 
(WHO/UNAIDS 2007). 

9 Performance and outcome monitoring 
• With respect to performance it is good practice to regard interventions to assess for, 

prevent and manage blood-borne diseases as an integral part of treatment. 
• Performance and outcome monitoring covers to collect routine information, monitor 

and evaluate needle exchange services. 
• Monitoring of performance includes to develop and implement adequate evaluation 

protocols for the harm reduction services provided (Trimbos instituut 2006). 

2.4 Maintenance treatment  

A Definition and objectives 

1 Problem definition 
Treatment of drug dependence through prescription of a substitute drug (agonists and 
antagonists) for which cross-dependence and cross-tolerance exists, with the goal to 
reduce or eliminate the use of a particular substance, especially if it is illegal, or to 
reduce harm from a particular method of administration, the attendant dangers for health 
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(e.g. from needle sharing), and the social consequences (Demand Reduction – A 
Glossary of terms, UNDCP). 

2 Aims and objectives 
• Treatment of opioid dependence consists of pharmacological and psychosocial 

interventions with the intention of reduction or cessation of opioid use and reduction 
of harms associated with opioid use. 

• The aims of agonist maintenance treatment include: reduction or cessation in illicit 
opioids, reduction or cessation of injecting and other blood born virus risks, 
reduction of overdose risk, reducing criminal activity and improving psychological 
and physical health. 

• Opioid agonist maintenance treatment is increasingly recognised to be the most 
effective management strategy. Agonist maintenance treatment is indicated for all 
patients who are opioid dependent and are able to give informed consent and for 
whom specific contra-indications do not exist. 

• In recent years, the value of psychosocial treatment has also been demonstrated, 
particularly when used in combination with pharmacotherapy, be it in the context of 
opioid agonist maintenance therapy, opioid withdrawal or relapse prevention. 

B Evidence base 

• Methadone maintenance treatment is known to reduce drug-craving as well as 
morbidity associated with opioid dependence. Furthermore treatment outcome in 
methadone maintenance seems to be improved with increased dosages and the 
provision of adequate psychosocial support. 

• Cochrane reviews found the efficacy of buprenorphine maintenance treatment to be 
comparable to methadone maintenance with advantages in some treatment settings, 
in alternate day dosing, better safety profile, and milder withdrawal syndrome. 

• Slow-release morphine might prove as an alternative to methadone and 
buprenorphine substitution treatment. 

• A rather new development is the prescription of heroin to chronic, treatment-
resistance, heroin-dependent patients in some countries of Europe. Heroin-assisted 
substitution treatment might be an effective option for chronically addicted patients 
for whom other treatments have failed. However, it requires considerable resources 
as patients usually inject three times per day under supervised conditions at treatment 
centres, which need to have long operating hours as well as high demands on 
personnel and security. 

• Codeine (Dihydrocodeine = DHC) is an analgesic agent, which is available for 
maintenance treatment in a few European countries. Due to a shorter bioavailability 
compared to other opioid agonists, codeine treatment might require closer monitoring 
as it has to be administered more than daily. 
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• The buprenorphine/naloxone combination compound contains buprenorphine, a 
partial agonist at the µ-opioid receptor, as well as naloxone, an antagonist at the µ-
opioid receptor. While there is only a limited number of comparative studies 
available, buprenorphine/naloxone seems to be equally effective as buprenorphine 
alone, while buprenorphine/naloxone might be less likely to be misused 
intravenously. 

C Recommendations 

1 Treatment environment 
• Pharmacological treatment programmes and interventions should be integrated or 

linked with other medical and social services and interventions to ensure possibility 
of transition of patients to other treatment modalities as their treatment needs change. 

• Men and women can be treated in the same facility, providing that culturally 
appropriate and gender specific needs. 

2 Choice of treatment and dosing 
• Methadone should be considered the optimal treatment with buprenorphine reserved 

for patients in whom methadone is not wanted, inappropriate or ineffective, of for 
whom it is anticipated that buprenorphine will improve the quality of life in other 
ways. Buprenorphine might be a safer option but there is not yet sufficient evidence 
to advocate its value over methadone on this basis. 

• Buprenorphine is effective for the treatment of opioid dependence and where 
available should be offered as alternative to methadone for opioid dependent 
patients. Reasons for use of buprenorphine include: previous response to 
buprenorphine or lack of response to methadone; short duration of action of 
methadone in the past; interaction between methadone and other medications taken; 
specific adverse effects of methadone; treatment availability; and patient preference. 

• Patients being treated with agonist maintenance pharmacotherapy, clinicians should 
be encouraged to use adequate methadone doses, 60-120mg. 

• Patients being treated with agonist pharmacotherapy, clinicians should be 
encouraged to use buprenorphine doses in the range of 8-24 mg. 

• To maximise recruitment into, and retention in agonist maintenance treatment 
programmes, policies and regulations should allow flexible dosing structures, 
without restriction on dose levels and the duration of treatment. 

• Methadone and buprenorphine are not suitable for people with decompensate liver 
disease (for example cirrhosis with jaundice and ascites) as they may precipitate 
hepatic encephalopathy. They may also worsen acute asthma and other causes of 
respiratory insufficiency. 
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• Other contra-indications listed by the manufacturers are: severe respiratory 
depression, acute alcoholism, head injury, raised intracranial pressure, ulcerative 
colitis, biliary colic, renal colic. 

3 Diagnosis and assessment 
• The diagnosis of opioid dependence and other medical conditions should be made by 

trained health care personnel. If the diagnosis leads to agonist maintenance treatment 
it should be done by a trained physician. Social conditions should be determined by 
social workers or staff trained in social conditions. 

• Patient history and self reported drug use are generally reliable, but for making a 
diagnosis of drug dependence but these should be correlated with other methods of 
assessment including and history from family and friends, the clinical examination 
and relevant investigations. 

• A detailed individual assessment of treatment needs includes: past treatment 
experiences; medical and psychiatric history; living conditions; legal issues; 
occupational situation; and social and cultural factors, that may influence drug use. 

• Patients should have proof of identity before commencing treatment with controlled 
medicines. The patient must be able to give informed consent before treatment. 

• Voluntary testing should be offered as part of an individual assessment, accompanied 
by pre- and post- test counselling. 

• All patients who have not been exposed to hepatitis B should be vaccinated against 
it, with consideration given to accelerated vaccination schedule to improve 
completion rates. 

• Voluntary pregnancy testing should be offered as part of an individual assessment. 

4 Management 
• In some cases, a simple and short-term intervention such as assistance with opioid 

withdrawal will result in an immediate and lasting improvement. 
• However, in many others, treatment will have to be regarded as a long-term, or even 

a life-time process, with the occasional relapse. The aim of treatment services in such 
instances is not only to reduce or cease opioid use, but also to improve their health or 
social functioning gradually, to encourage them to try again, or to avoid some of the 
more serious consequences of drug use. 
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2.5 Psychosocial interventions 

A Definition and objectives 

1 Problem definition 
Psychosocial treatment is an expanding intervention for the treatment of drug 
dependence. There is not a single method, but a set of different forms of psychosocial 
interventions offered to people. There are a vast number of psychosocial methods 
available for drug dependence, even if the methods on one hand might look very 
different; they have some common aspects: 
• Focus on the misuse 
• The treatment is structured around the patient/treatment 
• Sufficient amount of time for treatment 
• Focus on both the misuse and the psychological factors (Fridell 2007) 
The psychosocial methods can be divided into supportive methods, re-educative 
methods and re-constructive or psychodynamic oriented methods (Berglund et al. 2001 
p. 12). 

2 Aims and objectives 
The idea of psychosocial treatment is that the therapist and the client should cooperate. 
Cooperation is to avoid direct confrontation and instead base the interaction on trust and 
understanding. A very important part of the treatment is that the patient should be active 
and learn about his or her specific situation through self-exploration and data gathering. 
This data is a ground for discussion in the sessions with the therapist. The role of the 
therapist is to share knowledge about different factors that may be important reasons for 
drug- or alcohol misuse. The aim is that the client should learn about those reasons and 
be able to understand why he or she has problems and what to do about it. An important 
part of the therapy is that problematic drug users become more aware of the negative 
consequences of the dependence and instead develop a larger self-control, become 
calmer and more active when it comes to choices of life. Different forms of therapy 
includes role play and concrete practices when it comes to different social areas and 
skills, such as not being late to appointments, buying food and contact with the social 
governments. 
Inpatient drug and alcohol misuses treatment programmes are designed for drug and 
alcohol misuse disorders. The aim is to support the addict to get free from his/her drug 
use and to create a social context. 
The residential treatment takes place in many various settings and includes both long-
term and short-term placements in residential treatment facilities, prisons and other 
criminal justice facilities, involuntary institutions and halfway houses. 
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B Evidence base 

• A great deal of the material in this overview comes from the meta analysis the 
Swedish council of technology assessment in health care (SBU 2001; Berglund et al. 
2001) which was an initiative to establish an evidence-based practice platform. 

• An important finding is that psychosocial treatment per se has effects on drug 
dependence, but no individual form of psychosocial treatment is superior to another 
(see e.g. Socialstyrelsen 2007; Shulte et al. 2006; Berglund 2003). 

C Recommendations 

1 Counselling 
Counselling can effectively be used in different settings and combinations in reducing 
drug use and enhance treatment retention. 
Structured counselling can lead to moderation of cannabis and cocaine use. 

2 Cognitive behavioural therapy 
• CBT can be provided in many different settings e.g. privately founded care, through 

and within the primary care system, inpatient/residential care, etc. 
• Treatment for drug misuse should always involve a psychosocial component. 
• Homework compliance can be used in a CBT to improve outcomes. 
• Psychosocial treatment has effects on drug dependence, but no individual form of 

psychosocial treatment is superior to another. Family therapy dynamic forms of 
therapy and CBT are more effective when it comes to continued participation in 
treatment. 

3 Community reinforcement approach 
• The community reinforcement approach can be carried out in inpatient programmes 

and in combination with vouchers, but also in outpatient treatment contexts. 
• Community Reinforcement Approach (CRA) in combination with vouchers as 

positive reinforcers can reduce cocaine use. 

4 Group therapy 
• It is important that the individuals in the group take ownership of the problem. 
• If all members in the group are in a similar situation it might be easier to discuss the 

problems and get social support. 
• Group therapy is particularly effective when it comes to treating depression. 
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5 Motivational interviewing 
• Care givers must try to understand the logical reactions, based on previous 

experiences, that the patient makes, and from there point out the difference in the 
experienced situation and how the patient would like it to be. 

• Methods of Motivational Interviewing (MI) have shown effectiveness particularly for 
those with initial low motivation and less severe dependency. 

• Motivational Interviewing (MI) can be used to effectively enhance motivation, 
retention rate, and reduction of use. 

• Motivational Interviewing can help even as a single-session intervention. 

6 Relapse prevention therapy 
• Highly structured relapse prevention seems to be more effective than less structured 

interventions, with regard to cocaine users with co-morbid depression. 
• People who have relapsed should be offered an urgent assessment. Immediate access 

to treatment should be considered. 

7 Contingency management 
• The staff needs to be trained in “appropriate near-patient testing methods and in the 

delivery of contingency management”. 
• Vouchers and prizes as reinforcers can be used on the short-term to reduce cocaine 

use. 
• The magnitude and immediacy of reinforcement may be critical to the efficacy of 

vouchers. 
• Contingency management in conjunction with pharmacotherapy may increase 

treatment retention and compliance for opiate dependence. 

8 The 12 step programme 
• The 12 step programme can be used in both residential and outpatient care. 
• The 12 step programme can be used as a control condition for other treatment 

interventions. 

9 Case management 

Generalist case management might be appropriate for enhancing treatment participation 
and retention. It can be combined with other interventions or with more intensive or 
specialised models of case management. 
Intensive case management is most effective for extremely problematic substance 
abusers. It is also effective for treatment of chronic public inebriates and dual diagnosed 
individuals. 
A strong perspective on case management might help to enhance treatment participation 
and retention among persons with little or no motivations for change. 
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10 Inpatient and residential treatment 
• The same interventions as is available in community settings should be available in 

residential and inpatient settings. 
• All the different psychosocial treatments should be carried out by professional staff. 
• Short-term and other less intense programmes are better adapted for less problematic 

clients. 

2.6 Detoxification 

A Definition and objectives 

1 Problem definition 
Detoxification denotes a set of interventions aimed at managing acute intoxication and 
withdrawal, so that the effects of drugs are eliminated from dependent users in a safe 
and effective manner. Detoxification is often used as a first step in the patient's drug 
treatment career, and has the primary aim of providing symptomatic relief from 
withdrawal while physical dependence on drugs is eliminated. A range of settings have 
been used for detoxification, including specialist in-patient drug dependence units, 
psychiatric hospital wards, residential rehabilitation programmes, community-based 
settings and prisons. Different settings may suit different users in different 
circumstances or suit the same user at different stages of their career. It should also be 
considered that detoxification is often not successful, particularly at the first attempt. 
Opioids, cocaine and benzodiazepines are the main problem drugs addressed by 
detoxification programmes. The European Monitoring Centre for Drugs and Drug 
Addiction (EMCDDA) has estimated an average prevalence of problem opioid use of 
between four and five cases per 1,000 of the population aged 15-64 in Europe and 
Norway. The EMCDDA further estimates that this rate suggests that 1.5 million people 
experience problem opioid use in Europe. Similar estimates for cocaine are not 
available for Europe as a whole but available for only three countries, Italy, Spain and 
the United Kingdom. Here the estimates from these countries are between three and six 
problem users of cocaine users per 1,000 adults aged 15-64. 
Benzodiazepines are infrequently the primary drug reported by those coming for 
treatment but are widely used by problem drug users. For example, around 25% of 
treatment clients recorded by the UK Drug Treatment Outcomes Research Study 
(DTORS) reported benzodiazepine use (Home Office 2007). 

2 Aims and objectives 
The aim of detoxification is to eliminate or reduce the severity of withdrawal symptoms 
in a safe and effective manner when the physically dependent user stops taking drugs 
(WHO 2006). Detoxification programmes should include the following elements: 
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• An assessment of the psychological, psychiatric, social and physical status of patients 
using defined assessment schedules. 

• An assessment of the degree of misuse and/or dependence on relevant classes of 
drugs, notably opioids, stimulants, alcohol and benzodiazepines. 

• To define a programme of care and to develop a care plan to carry out a risk 
assessment. 

• To prescribe medication safely and effectively to achieve withdrawal from 
psychoactive drugs. 

• To identify risk behaviours and offer appropriate counselling to minimise harm. 
• To assess the longer-term treatment needs of patients and provide an appropriate 

discharge care plan. 
• To assess and refer patients to other treatments as appropriate. 
• To monitor and evaluate the efficacy and effectiveness of prescribing interventions. 
• To provide referral to other services as appropriate (NTA). 

B Evidence base - managing opioid detoxification 

1 Methadone 
The most extensively tested medication for opioid detoxification is the long-acting 
opioid agonist methadone. Detoxification with tapered doses of methadone shows fewer 
withdrawal symptoms and fewer drop-outs than placebo. Methadone has been found to 
have a better adverse-event profile, particularly in relation to hypotension, compared to 
clonidine and better detoxification completion rates when compared to lofexidine. 
Extant studies do not indicate a difference between buprenorphine and methadone for 
detoxification completion rates but there is no data available to compare abstinence 
outcomes. 

2 Buprenorphine 
Available studies suggest that the efficacy of buprenorphine with regard to treatment 
retention, illicit drug use and suppression of withdrawal symptoms compares to that of 
methadone, although detoxification with buprenorphine can be conducted more quickly 
than with methadone. There are also no significant differences in completion of 
withdrawal. 

3 Dihydrocodeine 
Limited evidence suggests that dihydrocodeine is less likely to lead to abstinence and 
treatment completion than buprenorphine in detoxification. 

4 Clonidine and lofexedine 
A recent major review found there was no evidence that clonidine is more effective than 
lofexedine for managing opioid withdrawal and, because of its greater side effect 
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profile, suggested that clonidine is not used in routine practice. Lofexedine has 
comparable clinical efficacy to clonidine but has a slight advantage of fewer side 
effects, and in particular less postural hypotension. 

5 Buprenorphine and naloxone 
It has been demonstrated that rapid detoxification with buprenorphine-naloxone is safe 
and well-tolerated by patients with positive outcomes for treatment retention, 
detoxification completion and abstinence rates in treatment. 

6 Other medications for symptomatic treatment 
Opiate detoxification when properly conducted usually can be conducted without 
significant patient discomfort. However patients receiving adequate detoxification doses 
may still complain of withdrawal symptoms such as diarrhoea or insomnia and which 
can be treated with adjunctive medications. However, there is no systematic evidence 
that any of the medications work to improve outcomes. 

7 Psychosocial interventions in combination with detoxification 
The majority of the studies examining psychosocial interventions combined with 
detoxification have featured contingency management techniques during community 
detoxification. Contingency management in these studies usually begun after 
stabilisation and continued through the detoxification process until treatment was 
completed. Patients receiving contingency management were more likely to be abstinent 
at the end of treatment and to complete treatment than those patients who did not 
receive it. This outcome was found with both short-term and longer term detoxification 
programmes. 

8 Managing benzodiazepine withdrawal 
The limited evidence available supports a stepped care approach to benzodiazepine 
detoxification. Those with low dose benzodiazepine dependence normally do not 
require special treatment. During early abstinence these patients should be given support 
and reassurance that the withdrawal effects will soon reduce or disappear. If minimal 
intervention fails then supervised gradual withdrawal can be initiated. The treatment 
aim for benzodiazepine detoxification should be to prescribe a reducing regimen for a 
limited period. Adjunctive therapies such as structured psychosocial interventions, 
counselling, support groups and relaxation may be helpful to alter negative cognitions 
related to medication cessation, provide patient education and provide cognitive and 
behavioural techniques for anxiety reduction and sleep enhancement during withdrawal. 

9 Managing stimulant detoxification 
Antidepressant drugs such as fluoxetine have been used to manage the depressive 
episodes associated with stimulant withdrawal. There is no evidence that 
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antidepressants have any effect on the withdrawal effects of stimulants regardless of the 
type of antidepressant used. 

C Recommendations 

Due to the limited evidence base for cocaine and benzodiazepine detoxification, the 
following recommendations largely concern detoxification from opioids. 

1 Access to care 
Detoxification should be a readily available option for people who are dependent and 
have expressed an informed and appropriate choice to become abstinent. Information 
should be made available on criteria for access to detoxification programme. The 
material should describe who the service is intended for and what are the expected 
waiting times for entry. 

2 Programme duration 
Most opioid detoxification treatments with methadone use a linear reduction schedule 
with regular equal dose decrements from an individually tailored starting dose to zero. 
Treatment programmes typically last 10-28 days. While research suggests that longer 
periods in treatment with a critical period of 28 days may predict better outcomes, there 
is little evidence to support more protracted detoxification schedules which may lead to 
residual symptoms continuing after treatment has finished. 

3 Setting 
Inpatient opioid detoxification should provide 24-hour supervision, observation and 
support for patients who are intoxicated or experiencing withdrawal. 
Community-based programmes should be offered to those considering detoxification 
except for those: 
• Have not benefited from earlier community-based detoxification. 
• Need medical and/or nursing care because of significant co-morbid physical or 

mental health problems. 
• Require complex polydrug detoxification. 
• Are experiencing significant social problems that limit to the benefits of community 

detoxification (NICE 2007). 
In patient care should normally only be considered for people who need a high level of 
medical and/or nursing support for significant and severe co-morbid physical or mental 
health problems or need concurrent detoxification from alcohol and other drugs which 
need a high level of medical and nursing expertise (NICE 2007). 
Residential detoxification should normally only be considered for those who have 
significant co-morbid physical or mental health problems or need sequential 
detoxification from alcohol and opioids or concurrent detoxification from opioids and 
benzodiazepines. It may also be considered for those who have less severe levels of 
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dependence e.g. those who have only recently started their drug use, or would benefit 
from the residential setting during and after detoxification. 

4 Assessment 
Those presenting for opioid detoxification should be assessed to establish the presence 
and severity of opioid dependence, as well as misuse of and/or dependence on other 
substances including alcohol, benzodiazepines and stimulants. 
Assessment should include: 
• Urinalysis to aid confirmation of the use of opioids and other drug use/ dependence. 
• A clinical assessment of the signs of withdrawal if present. 
• The taking of a history of drug and alcohol use and previous treatment episodes. 
• A review of current and previous physical and mental health problems. 
• Risk assessment for self-harm, loss of opioid tolerance and the misuse of drugs or 

alcohol as a response to opioid withdrawal symptoms. 
• An assessment of present social and personal circumstances. 
• A consideration of the impact of drug misuse on family members and any 

dependents. 
• Development of strategies to avoid risk of relapse. 

5 Staffing Competencies 
Community detoxification should be co-ordinated by competent primary or specialist 
practitioners. Residential and in-patient detoxification programmes should be staffed by 
multidisciplinary teams with an emphasis on medical and nursing staff. 

2.7 Treatment in Criminal Justice System 

A Definition and objectives 

At any day more than half a million people are imprisoned in 27 EU countries. The 
prevalence of drug dependence in individual countries varies from 10 to 48 % among 
male prisoners and 30 to 60 % in female prisoners. Therefore, questions of their health 
have to be considered of crucial importance from public health perspective. 
The aim of this guideline is identification and depiction of the evidence-based best 
practices in drug treatment in prisons. It is focusing on illicit drug users and especially 
on problematic drug users who are subjects to prevention, treatment and harm reduction 
programmes offered in the framework of the Criminal Justice System. The term 
“prison” is used for all places of detention no matter if the person is in police detention, 
pre-trial/remand prison, or prison for sentenced inmates. 
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B Evidence base 

To sum up outcomes of studies presented in the guideline, it can be said that majority of 
services which are offered in a community can be used after necessary modifications in 
prison settings, including drug-free treatment, treatment of infectious diseases, 
methadone maintenance programmes (MMP) and harm reduction measures. A number 
of studies confirmed that both MMT and harm reduction strategies do not produce any 
serious unintended side-effects that have been feared of or anticipated by prison 
administration. Nevertheless, specificity of prison environment has to be taken into 
consideration, prisoners’ needs should be respected and their social capital utilised in 
treatment process. Assuring continuity of care after release is of outmost significance. 

C Recommendations 

1 Testing for infectious diseases 
Testing for infectious diseases and vaccination is a very important tool to promote and 
secure health in prison. Vaccination for Hepatitis B and A is highly recommended for 
prisoners. 

2 Drug testing 
Even though drug testing may play important role in implementing prison drug policy, 
mandatory drug testing should be carefully applied as it is rather expensive and can be 
counterproductive, due to an increasing tensions between prisoners and staff. 

3 Treatment of infectious diseases 
Prison authorities should ensure that prisoners receive care, support and treatment 
equivalent to that available for people living within the community, including Anti-
Retroviral Therapy (ART). Treating HIV-infected prisoners with ART will not only 
have an effect on the individual’s health but also an impact on public health outside the 
prison. It has been shown that treatment for HCV is also feasible and successful in 
prison. 

4 Abstinence oriented programmes 
Abstinence-oriented programmes should be offered for all who are likely to accept 
drug-free approach. However, it is important for prison systems to develop particular 
strategies for prison drug treatment (e.g. drug-free wings) rather than simply just 
reflecting those strategies that exist in the community. Generally there is a growing 
consensus that drug treatment programmes in prison can be effective if they are based 
on the needs and resources of prisoners and are of sufficient length and quality. 
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5 Detoxification 
There is no sufficient literature on this issue to formulate recommendations. 
In general, detoxification with adequate medication is rarely available in prisons 
throughout Europe. 

6 Substitution treatment 
Substitution treatment in prisons is highly recommended. It can reduce sharing injection 
equipment, results in decreasing opiate use, diminishing drug-related violence in prisons 
as well as crime following release. In several studies negative side-effects often feared 
by prison staff, such as a black market for methadone, were reported not to have 
occurred. A sufficiently high dosage (more than 60 mg) also seems to be important for 
an increase in the retention rate. Offenders participating in substitution treatment in 
prisons are more likely to continue treatment after release and their prison readmission 
rates are clearly lower. 

7 Needle exchange 
Prison needle exchange programmes (PNEP) should be offered for those who do not 
accept drug-free treatment or substitution treatment. A number of reviews gathered 
evidence for the effectiveness of PNEP, so a further discussion on the implementation is 
needed. Evidence indicates that the implementation of such measures is possible and 
feasible with no security problems and no problems in an increase of injecting drug use 
or drug use in general. 

8 Provision of bleach 
There is no evidence of effectiveness of decontamination with bleach in the community 
and therefore it seems rather unlikely to be effective in prison. Disinfection as a means 
of HIV prevention is of varying efficiency, and is regarded only as a secondary strategy 
to syringe exchange programmes. 

9 Provision of condoms 
Condoms are likely to be the most effective method for preventing sexually transmitted 
infections. No serious negative effects of condom provision in prisons have been found, 
and the provision of condoms seems feasible in a wide range of prison settings. 

10 Case management 
Available data do not show compelling evidence of its effectiveness. Nevertheless, 
some positive effects are noted including reduced drug use and relapse rates, increased 
treatment participation and retention and less violation of judicial conditions. 
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11 Clients’ needs 
Programmes offered in prison should be based on the needs and individual resources of 
clients and their goals, whether this be maintenance or abstinence, and provide adequate 
support in this regard. The needs of women must be treated specifically. 

12 Continuity of care 
Sustainability of successful drug treatment in prison requires a continuum of care that 
takes a drug-using inmate from the correctional environment to the re-integrative 
processes of community-based treatment. Facilitation of personal links between a 
prisoner and potential after release treatment is highly recommended. 

13 Staff competences 
Prisoners have the right to receive state of the art medical care. To secure this right staff 
should get professional training including not only medical or therapeutic issues, but 
also attitudes towards drug using prisoners. 

2.8 Treatment of substance abuse clients with co-occurring disorders 

A Definition and objectives 

1 Problem definition 
• Co-occurring disorders (COD) refer to occurrence of both substance use (abuse or 

dependence) and mental disorder. 
• A diagnosis of co-occurring disorders is confirmed when at least one disorder of each 

type has established independently of the other. 

2 Aims and objectives 
• The co-occurrence of a severe mental illness and a substance use disorder is highly 

prevalent; about half of the patients in psychiatric and substance abuse treatment 
suffer from both disorders. 

• Clients with COD represent a major public health problem which predicts poor 
treatment outcome related to medication compliance, physical co-morbidities, poor 
health, social dysfunction, and poor quality of life. 

• Clients with co-occurring disorders also have poorer outcomes such as higher rates 
of relapse, hospitalisation, depression, and suicide risk. 

• The rates of mental disorders increase as the number of substance use disorders 
increases and complicating further treatment. 
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B Evidence base 

• Current research indicates that at least three types of interventions are probably 
effective for drug abusing clients with dual diagnosis: group counselling, 
contingency management, and long-term residential treatment. 

• Group counselling effects are consistent across several types of groups, suggesting a 
non-specific effect based on common elements such as cognitive-behavioural 
intervention, education, skills building, and peer support. 

• Contingency management interventions tend to be narrowly focused on substance 
use, but results appear to show an improvement of other factors such as housing and 
employment. Improvements achieved by contingency management are probably not 
related to motivation and other cognitive factors, which may be an advantage for 
clients with COD. 

• Long-term residential substance abuse treatment is effective in reducing drug use and 
crime. 

• Other interventions have shown minor effects on substance use outcomes but often 
lead to improvements in other areas. For example intensive case management is 
effective to engaging and retaining clients with COD in outpatient treatment. 
Assertive community treatment is a promising approach to treat mental disorders as 
it reduces re-hospitalisation and improves the quality of life. 

C Recommendations 

1 Guidelines for core elements of interventions 
The following principles reflect the evidence and experience of models how best to 
provide COD treatment in substance abuse treatment agencies: 
• Providing access: A “no wrong door” policy should be implemented at the initial 

contact with the service system to the full range of clients with COD. 
• Completing screening and full assessment: The aims of assessment are to obtain a 

comprehensive picture of needs and problems through an ongoing process. Screening 
is a formal process of testing to determine whether a client does or does not warrant 
further attention at the current time in regard to a particular disorder and, in this 
context, the possibility of a co-occurring substance use or mental disorder. A basic 
assessment consists of gathering information that will provide evidence of COD and 
mental and substance use disorder diagnoses; assess problem areas, disabilities, and 
strengths; assess readiness for change; and gather data to guide decisions regarding 
the necessary level of care. 

• Adopting a multi-problem, tailored and phased approached viewpoint: As people 
with COD generally have an array of mental health, medical, substance abuse, 
family, and social problems treatment services should be able to integrate care to 
meet the multidimensional problems. Clients are progressing empirically though 
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identified phases or stages including engagement, stabilisation, treatment, and 
aftercare or continuing care. The use of these phases enables to develop and use 
effective, stage-appropriate treatment protocols. As co-occurring disorders arise in a 
context of personal and social problems, approaches that address specific life 
problems early in treatment are important. Services for clients with more serious 
mental disorders should be tailored to individual needs and functioning. 

• Providing an appropriate level of care – matching to treatment: A framework should 
be established for fostering consultation, collaboration, and integration among drug 
abuse and mental health treatment systems and providers to deliver appropriate care 
to every client with COD (related to the combination and severity of problems). 

• Ensuring continuity of care: As recovery for COD is a long-term process the 
recovery perspective generates as principles: A treatment plan should be developed 
that provides continuity of care over time. It is important to reinforce long-term 
participation in these continuous care settings. 

2 Guidelines for interventions and programme elements 
Both substance use and mental disorder interventions are targeted to the management or 
resolution of acute symptoms, ongoing treatment, relapse prevention, or rehabilitation 
of a disability associated with one or more disorders, whether that disorder is mental or 
associated with substance use. 
• Maintaining therapeutic alliance: Guidelines for addressing therapeutic alliance 

should be part of all interventions. 
• Motivational Interviewing: Several well-developed and successful strategies for 

motivational enhancement from the substance abuse field should being adapted for 
COD. 

• Contingency Management (reinforcement approaches): Approaches with 
reinforcement as Contingency Management (CM) maintain that the form or 
frequency of behaviour can be altered through the introduction of a planned and 
organised system of positive and negative consequences. 

• Cognitive-behavioural Therapy (CBT): Cognitive-behavioural Therapy (CBT) uses 
the client’s cognitive distortions as the basis for prescribing activities to promote 
change. 

• Relapse Prevention (RP): Relapse Prevention (RP) has proven to be a particularly 
useful substance abuse treatment strategy and it appears adaptable to clients with 
COD. 

• Ensure proper medication: The use of proper medication is an essential programme 
element, helping clients to stabilise and control their symptoms, thereby increasing 
their receptivity to other treatment. 

• Outpatient programmes with key elements of Assertive Community Treatment 
(ACT) or Community Reinforcement Approach (CRA): Outpatient treatment 
programmes serve the greatest number of clients and should use the best available 
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treatment models to reach the greatest possible number of persons with COD. 
Assertive Community Treatment (ACT) and Community reinforcement Approach 
(CRA) employ extensive outreach activities, active and continuing engagement with 
clients, and a high intensity of services. These approaches should be introduced in 
Europe. 

• Intensive Case Management (ICM): The goals of ICM are to engage individuals in a 
trusting relationship, assist in meeting their basic needs (e.g. housing), and help them 
access and use brokered services in the community. The fundamental element of 
ICM is a low caseload per case manager, which translates into more intensive and 
consistent services for each client. 

• Modifications in residential settings: The principles and methods of residential 
models (see special guideline to psychosocial interventions) have to be adapted to the 
circumstances of the client, making the following alterations: increased flexibility, 
more individualised treatment, and reduced intensity. A number of continuing care 
(aftercare) options should be made available for clients with COD who are leaving 
treatment. 

• Aid for self help approach: These approaches apply a broad spectrum of personal 
responsibility and peer support principles, often employing 12-Step methods that 
provide a planned regimen of change. 

• Promotion of coordination and continuity of care: Continuity of care refers to 
coordination of care as clients move across different service systems and is 
characterised by consistency among primary treatment activities and ancillary 
services, seamless transitions across levels of care, and coordination of present with 
past treatment episodes. 

• Implementation of integrated interventions: Integrated interventions are specific 
treatment strategies or therapeutic techniques in which interventions for both 
disorders are combined in a single session or interaction, or in a series of interactions 
or multiple sessions. Integrated interventions can include a wide range of techniques. 

2.9 Treatment for stimulant use disorders 

A Definition and objectives 

1 Problem definition 
Stimulant users include users of powder cocaine, crack cocaine and amphetamines. At 
present there is not a complete treatment package that has been demonstrated to achieve 
abstinence and prevent relapse for stimulant users. Consequently treatment for stimulant 
users should include an initial phase of seeking the cessation of stimulant use, a second 
phase involving relapse prevention and a third phase that seeks to maintain abstinence 
through the learning of new skills to achieve this. However stimulant users, like other 
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problem drug users, may experience a range of medical problems or emergencies, 
psychiatric problems or crises or various social, legal or employment problems which 
may need the involvement of a range of services beyond drug treatment services. 
Estimates of the extent of problem cocaine use in Europe are available for only three 
countries, Italy, Spain and the United Kingdom. Here the estimates from these countries 
are between three and six problem users of cocaine users per 1,000 adults aged 15-64. 
Using its Treatment Demand Indicator data the EMCDDA has recorded cocaine as a 
secondary problem drug for around 15% of all outpatient clients. Most countries in 
Europe report a low proportion of cocaine users among all clients in drug treatment, 
although the Netherlands and Spain have reported high proportions of 35% and 42% 
respectively in 2004. 

2 Aims and objectives 
Treatment for stimulant users aims to achieve cessation of stimulant use, prevent relapse 
and maintain abstinence through the learning of new skills to achieve this. Programmes 
to treat stimulant misuse should include the following: 
• An assessment of the psychological, psychiatric, social and physical status of patients 

using defined assessment schedules. 
• An assessment of the degree of misuse and/or dependence on relevant classes of 

drugs, notably opioids, stimulants, alcohol and benzodiazepines. 
• To define a programme of care and to develop a care plan to carry out a risk 

assessment. 
• To prescribe medication safely and effectively to achieve withdrawal from 

psychoactive drugs. 
• To identify risk behaviours and offer appropriate counselling to minimise harm. 
• To assess the longer-term treatment needs of patients and provide an appropriate 

discharge care plan. 
• To assess and refer patients to other treatments as appropriate. 
• To monitor and evaluate the efficacy and effectiveness of prescribing interventions. 
• To provide referral to other services as appropriate. 

B Evidence base 

1 The available data 
Patients with a cocaine or other stimulant use problem generally do not require 
treatment in an inpatient setting as withdrawal syndromes are not severe or medically 
complex. The limited evidence available suggests that most patients can be effectively 
treated in intensive outpatient programmes. Studies have demonstrated that patients 
offered rapid entry to treatment are more likely to attend initial appointments. 
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2 Prescribing for stimulant dependence 
Antidepressants (notably desipramine and fluoxetine), dopamine agonists (notably 
amantamide, bromocriptine and pergolide, and anticonvulsants (notably carbamazepine 
and phenytoin) and mood stabilisers (notably lithium) have been trialled for the 
treatment of cocaine dependence and there is no evidence to support their effectiveness. 
Other medications, including modafinil, are currently being trialled. 

3 Maintenance therapy 
There is no evidence to support the use of stimulant maintenance therapy for stimulant 
users.  Studies have shown that providing methadone or buprenorphine maintenance 
therapies for those with opiate dependence problems but also use cocaine, can lead to 
reductions in cocaine use, an effect enhanced when used in combination with 
contingency management techniques or disulfiram. 

4 Psychosocial Interventions 

5 Contingency management 
Research evidence has found that contingency management is acceptable to patients, 
contributes to patient retention and is effective in achieving initial abstinence. 

6 Psychotherapeutic interventions including Cognitive-Behavioural Therapy 
The results of studies of cognitive-behavioural therapies (CBT) with cocaine 
dependence are inconsistent. Whilst one study found better long-term outcomes for 
CBT than clinical management, other studies found no long- or short-term positive 
effects for CBT. A recent RCT on brief cognitive behavioural interventions for 
amphetamine users found that the number of treatment sessions had a significant effect 
on the level of depression, and also abstinence rates were better in those attending at 
least twice or more (Baker et al. 2005). 

7 Relapse prevention and skills training 
Several studies have failed to demonstrate greater efficacy of skills training or relapse 
prevention over control approaches. Those patients with CST in addition to their 
treatment programme experienced shorter and less severe relapses. 

8 Motivational interviewing 
Studies have shown that motivational interviewing may help patients with lower initial 
motivation or ambivalence about treatment. 

C Recommendations 

There is a limited evidence base to guide treatment practice. 
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1 Access to care 
Treatment should be a readily available option for people who have a stimulant problem 
and have expressed an informed and appropriate choice to seek help. Information 
should be made available on criteria for access to the treatment programme. The 
material should describe who the service is intended for and what are the expected 
waiting times for entry. Services should respond quickly and positively to initial 
telephone enquiries and schedule appointments with minimal delay. 

2 Programme Duration 
The limited data available and clinical experience suggest that treatment programmes of 
12-24 weeks in duration are commonly used for treating stimulant misusers. Studies 
have found that the benefits of treatment among those in residential therapeutic 
communities were concentrated among those who had stayed for at least three months. 

3 Setting 
The majority of stimulant users are likely to be seen in an out-patient setting, while 
crisis management services may be needed for some users with an acute crisis. Patients 
with multiple needs are more likely to benefit from intensive residential rehabilitation 
which can be provided on a day-care basis. 

4 Assessment 
Those presenting for problematic stimulant use should be assessed to establish the 
presence and severity of stimulant use, as well as misuse of and/or dependence on other 
substances including alcohol. Assessment should be brief and focussed to avoid 
becoming a barrier to treatment for stimulant users who want quick access to treatment. 
Assessment should include: 
• Urinalysis to aid confirmation of the use of stimulants and other drug use. 
• The taking of a history of drug and alcohol use and previous treatment episodes. 
• A review of current and previous physical and mental health problems. 
• Risk assessment for self-harm. 
• An assessment of present social and personal circumstances. 
• A consideration of the impact of drug misuse on family members and any 

dependents. 
• Offer screening for hepatitis, HIV and sexually transmitted infections. 
• Development of strategies to avoid risk of relapse. 

6 Staffing Competencies 
Staff involved in treating stimulant users should include nursing and medical staff, 
social workers and care managers, psychologists and counsellors. Staff should be 
trained in crisis management, specific counselling techniques and trained in mental 
health issues. 
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2.10 Pregnancy and parenting in drug treatment 

A Definition and objectives 

• Substance abuse in pregnancy leads to consequences for the pregnant women, the 
foetus and neonate in two ways: direct consequences due to substance use or abuse 
as well as indirect outcomes resulting from the influence of living environment. 

• Abstinence of opioids during pregnancy is difficult to maintain, but it presents the 
ideal goal. Opioid maintenance therapy is the recommended treatment approach 
during pregnancy and there appear to be few developmental or other effects on these 
children in the long term. 

• Poly-substance dependence and misuse of either licit or illicit substances lead to the 
manifestation of a neonatal abstinence syndrome (NAS). The incidence of NAS in 
neonates of opioid-dependent women is between 70% and 95%. NAS is 
characterised by a variety of symptoms of variable intensity: sneezing, yawning, 
hyperactive Moro reflex, sleeping after feeding, tremor, increased muscle tone, 
myoclonic jerks, high pitched crying, excoriation, mottling, generalised seizure, 
convulsions, fever, sweating, nasal stuffiness, tachypnea, retractions, nasal flaring, 
poor feeding, excessive sucking, vomiting, diarrhoea, failure to thrive, excessive 
irritability and, in very rare cases, convulsions. 

B Evidence base 

• Methadone in the context of comprehensive care is associated with more prenatal 
care, increased foetal growth and less neonatal morbidity and mortality than 
continued opioid abuse. 

• Although methadone is clearly beneficial, it has been estimated that 60–87% of the 
infants born to methadone-maintained mothers need treatment for NAS. 

• Buprenorphine, approved in Europe since 1999 for the treatment of non-pregnant 
opioid-dependent adults, may reduce the incidence and/or severity of NAS. 
Buprenorphine demonstrates safety for mother and child, and shows effectiveness in 
the treatment of opioid-dependence during pregnancy, although limited controlled 
data are published so far. 

• NAS may start any time during the first postnatal 24 hours up to 10 days, depending 
on the medication administered during pregnancy or substance abused. The 
withdrawal syndrome of heroin in the neonate sets in during the first 24 hours. With 
methadone, the symptoms don not develop until after 48 hours. An even later onset 
of withdrawal symptoms can be observed if the neonate was exposed to 
buprenorphine, benzodiazepines or barbiturates in utero. 

• It is not easy to determine which substances are the most beneficial in the treatment 
of NAS, as there are currently no double-blind controlled studies available. The 
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effectiveness and safety of opiate treatment in neonates has been dealt with in a 
recent Cochrane Review, which concludes that opiates represent the preferred initial 
therapy for NAS, particularly for infants of mothers taking opioids during pregnancy. 

C Recommendations 

1 Maintenance therapy during pregnancy 
• Methadone maintenance therapy is the gold standard pharmacotherapy. There is a 

growing body of evidence regarding the use of buprenorphine while it was shown 
effective in recent studies. 

• Methadone is the gold standard treatment during pregnancy because there is more 
evidence on the safety of methadone than buprenorphine in pregnancy. If women are 
being well treated with buprenorphine then the risks of transferring to an alternative 
treatment should be weighed against the certainty of methadone effects. 

• Women who are in treatment should be encouraged to remain in treatment during 
pregnancy. 

2 Management of NAS 
• Clinicians should use opioids or barbiturates for the management of NAS. Untreated 

NAS can cause considerable distress to infants and in rare cases seizures. Cochrane 
reviews indicate that opioids and barbiturates are more effective than placebo or 
benzodiazepines. Of the two, opioids are probably more effective than barbiturates. 

3 Access to treatment 
• Every maternity unit should ensure that it provides a service that is accessible to and 

non-judgemental of pregnant problem drug users and able to offer high quality care 
aimed at minimising the impact of the mother’s drug use on the pregnancy and the 
baby. 

• Every maternity unit should have effective links with primary health care, social 
work children and family teams and addiction services that can enable it to contribute 
to safeguarding the longer-term interests of the baby. 

4 Breastfeeding 
• For women on methadone and buprenorphine, breast feeding is safe and should not 

be precluded. Breastfeeding is not recommended if the mother is infected with HIV 
or Hepatitis C virus. If an opioid-maintained mother wants to breastfeed her child, 
this should be encouraged: it can be helpful for mother-child bonding, and it might 
decrease NAS symptoms. 
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5 Blood borne viruses 
• Pregnant female drug users should be routinely tested, with their informed consent, 

for HIV, hepatitis B and hepatitis C, and appropriate clinical management provided 
including hepatitis B immunisation for all babies of drug injectors. Transmission of 
these viruses from an infected mother to her baby can occur during pregnancy or 
birth or through breastfeeding. 

• Elective Caesarean section appears substantially to reduce the rate of transmission. 

2.11 Systemic aspects of drug treatment 

A Definition and objectives  

Across Europe enormous resources are committed for drug treatment. Their share in 
overall drug policy expenditures vary form about 50% in Ireland to around 90% in 
Portugal, Hungary and France. However, distribution of these funds among different 
treatment modalities does not seem to be related to any pragmatic evidence-based 
standards. E.g. in UK and Luxembourg about 90% of all treatment expenditures goes 
for out-patients interventions while in France residential services consume 60% and in 
Poland over 80% of all drug treatment funds. This huge variation cannot only be 
attributed to different epidemiological situation. It is more likely that contrasting 
financial priorities reflects vested interests, petrified power structures and treatment 
traditions of individual countries. 
Therefore an urgent need exists to elaborate special recommendations for drug 
treatment to become a system of inter-related interventions that offer the optimal 
balance between individual treatment needs and individual outcomes. In addition to 
individual level perspective, a public health outcomes should be achieved including 
satisfactory access to treatment, high coverage rates, optimal cost/benefit rates of 
different treatment modalities, low relapse rates as well as diminished morbidity and 
mortality associated with drug use. 
In addition, social indicators should be considered such as welfare expenditures and 
crime rates. 

B Evidence 

There are very few studies available on systemic aspects of treatment. Research focus is 
more on characterizing treatment populations, individual treatment approaches, 
problems associated with drug use at the individual level, and even to a lesser extent on 
individual assessment and case co-ordination. Nevertheless, there are some studies 
available focusing on systemic aspects of the one hand as well as guidelines provided 
by international organizations as well national guidelines that may serve as a 
background for a set recommendations. 
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C Recommendations 

1 Evidence based treatment policy 
Drug treatment policy should be formulated and adopted by relevant authorities at the 
national, regional and local levels. Treatment policy should be integrated within general 
drug policy on the one hand, and with general treatment policy, on the other. Instead of 
promoting dominant treatment approaches, drug treatment policy should encourage 
development of drug treatment system(s) at the national and local levels composed of 
coordinated network of open-access and structured services. Treatment policy should be 
based on evidence of effectiveness and cost-effectiveness rather than on existing 
traditions and convictions. 

2 Comprehensive needs assessment 
Needs assessment at the national and local level should precede decisions aiming at 
expanding or ameliorating existing treatment system. Needs assessment should be 
methodologically sound but politically – participatory including commitment from local 
authorities as well participation of current and potential clients. Comprehensive 
assessment includes not only epidemiological data but also expectations of potential 
users of a treatment system as well as available treatment resources with focus on 
human resources, their competence, attitudes and commitments. 

3 Implementation of a differentiated treatment system 
Treatment system should offer a range of services and be tailored to a range of specific 
needs of heterogeneous target groups. System must offer services which are accessible, 
of different intensity, requiring varying client’s commitment.  Clients’ needs are very 
likely to go beyond health needs and to include social, legal and economic dimensions. 
Therefore, treatment system should spread across different sectors: health, social 
welfare, criminal justice, employment et cetera.   

4  Care oordination 
Coordination between different elements of the system including inter-sectoral 
coordination is crucial. It will take into account systemic coordination i.e. appropriate 
distribution of tasks and resources as well as individual case coordination. To this end, 
effective communication structures should be established to secure efficient referrals 
and continuity of care. 

5 Evaluation and research 
Research on drug treatment as a system should be among top priorities among EU 
research programmes as well as national and regional research funding schemes. Drug 
treatment system studies do not need to be expensive. Simple approaches work and 
bring useful information on treatment demand, needs assessment, adequacy of 



 44 

treatment, feasibility, effectiveness and even cost-effectiveness. New approaches need 
to be invented to study continuity of treatment, level of system integration and 
population impact of treatment. 

6 Tailoring to specific needs 
Population impact of drug treatment system should be continuously studied. This 
includes proportion of population in-need that receives treatment (coverage rates), 
morbidity and mortality due to drug-specific causes such as HIV, hepatitis, overdose, 
social marginalisation (e.g. homelessness, unemployment), crime rates 
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3 Aims of the “Moretreat”-project 

The main objective of the project “Models of good practice in drug treatment in 
Europe” (Moretreat) was to identify, collect and evaluate models of good practice in 
drug treatment in Europe. European drug treatment interventions were identified and 
collected from all EU-Member States. Based on a consensus process good practice 
guidelines have been formulated for key interventions in drug treatment as well as for 
the system level of drug treatment services.  
For the consensus building the delphi-method was intended to be applied as a proven 
strategy to initiate and facilitate the process of consensus among experts.  
The overall aim of the project was contribute to guidance for improving drug treatment 
and health care in the EU-Member States. For this reason recommendations have been 
developed that are to support the improvement of drug treatment on a European level 
and thus are of use for health authorities and commissioners as well as for providers and 
professionals.  
General objectives of the European project – as stated in the proposal – were: 
• To deliver good practice protocols for central drug treatment modalities  
• To improve the quality of drug treatment services (especially to strengthen their 

integration and connection to other health care services) 
• To assist drug policy decision makers in the implementation or support of drug 

treatment facilities und drug service systems according to models of good practice  
• To increase the drug treatment know-how  
• To support the exchange of good practices in drug treatment 
• To enhance a broader access for substance users to effective treatment in Europe 
• To improve drug treatment strategies to reach substance users on an earlier stage of 

their addiction career to facilitate social integration and health stabilisation 
• To establish a system for continuous improvements of European drug treatment 

interventions through evidence based recommendations and procedures 
 
Specific objectives of the “Moretreat”-project were: 
• To realise a protocol based European inventory of „good practice“ of drug treatment 

interventions (guidelines, reviews, meta-analysis) and their effectiveness (treatment 
modalities, cost-effectiveness, service-system and relevant cross-cutting issues, e.g. 
gender/culture/age-specific) including all 25 European Member States and two EU 
candidate countries. 

• To develop European evidence based „good practice guidance“ for drug treatment 
interventions/modalities. 



 46 

• To disseminate pro-actively the results to commissioners, service providers and 
service users in Europe, and to present models of good practice in existing databases 
(e.g. via EMCDDA). 

• To develop and disseminate a proposal for a system of regular exchange of protocols 
of good practice in drug treatment. 

 
On basis of the different procedures applied in the project mainly the following results 
have been expected: 
• To carry out reviews of good practice and evidence for different drug treatment 

intervention modalities. 
• To evaluate the effectiveness of evidence-based interventions for all target 

populations.  
• To compile good practice protocols for drug treatment interventions in Europe that 

are based upon a unified structure. 
• To provide a final report on “good practice guidance” for different drug treatment 

interventions. 
• To propose procedures for establishing a platform for guidance for treatment on a 

European level that serves for a continued improvement of drug treatment in the 
Member States (sustainability). 

4 Methodology 

The methodology of this project can be divided into five consecutive phases. 
 
Phase I:  Definition and collection of European drug treatment modalities 
Phase II:  Methods for the preparation of an inventory of good practice  
• Description of drug treatment interventions 
• Identification of evidence of effectiveness of drug treatment interventions 
• Data abstraction form 
Phase III:  Formal aspects of consensus process 
Phase IV:  Consensus building about drug treatment/interventions 
Phase V:  Disseminating of the results 

4.1 Phase I: Definition and collection of treatment modalities in Europe  

Phase I formed the base for the general methodology by specifying the methodological 
approaches of the project. In a first step, given European drug treatment modalities from 
different regions/countries were collected and predefined in terms of a general 
classification of European drug treatment modalities (Table 1). Each identified 
European drug treatment intervention was assigned to the respective classification, 



 47 

which were taken as the basis for the formulation of draft treatment improvement 
guidelines for drug treatment modalities in Europe.  

Table 1:  
Classification of European drug treatment modalities 

I Advice and information 
II Harm reduction interventions 
III Community prescribing interventions 
IV Structured psychosocial interventions/Care planned counselling 
V Other structured treatment 
VI Inpatient drug treatment 
VII Residential rehabilitation 
VIII Aftercare 

4.2 Phase II: Preparations for an inventory of good practice in drug treatment 

The second phase focused on the principle preparations for the inventory of European 
drug treatment interventions.  

Description of drug treatment interventions 
On the basis of a detailed description of drug treatment interventions the structure of 
the draft treatment improvement guidelines were defined, which included general (e.g. 
objective, aim, context) and specific conditions (e.g. eligibility criteria, access to care) 
of drug treatment interventions as well as aspects for their assessment (e.g. outcome 
monitoring, process management, standards). 

Identification of evidence of effectiveness of drug treatment interventions 
The identification of evidence of effectiveness of drug treatment interventions was 
carried out on two different ways. For the identification of international evidence a 
comprehensive search of international electronic literature databases was carried out. 
This strategy included also a search on internet based platforms of international 
organisations in the field of drug research in the European Union, but also from outside 
of Europe. A systematic search strategy (Annex #) based on combinations of index and 
free text search terms was developed and adapted to the respective electronic literature 
database. Due to the wide range of research literature on the efficacy and effectiveness 
of drug treatment interventions, the analysis was limited to the findings of the latest 
experiments in the form of “Randomized Controlled (Clinical) Trials” (RCTs), meta-
analyses/systematic reviews including RCTs or at least clinical trials. From a 
methodological point of view, RCTs have the highest evidential value in terms of 
efficacy, because they are less susceptible to methodological biases. Therefore, a 
comprehensive literature review was carried out, including a systematic search strategy 
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to identify all relevant randomised controlled trials and clinical trials (see search 
strategy). In the absence of RCTs this the strategy also refers to less rigorously designed 
studies (such as observational studies), case series and unsystematic reviews. In addition 
to general limitations (heterogeneity of the assessment of outcomes, widely varying 
approaches with regard to duration, design and treatment objectives etc.), the inclusion 
of less rigorously designed studies may lead to limitations. The searched relevant 
international electronic databases were MEDLINE, EMBASE, DARE, Central register 
of the Cochrane library, Database of Health Technology Assessment (HTA) and 
PsychInfo (Table 2). 

Table 2:  
Medical and psychological electronic databases  

MEDLINE  “Medical Literature Analysis and Retrieval System Online” 

EMBASE  Bibliographic database for biomedical and pharmacological information 

DARE  “Database of Abstracts of Reviews of Effects” 

Cochrane  Central register of controlled trials/systematic reviews 

HTA  Health Technology Assessment (HTA) Database 

PsychInfo  
Electronic bibliographic database provides abstracts to the literature in the 
behavioural sciences and mental health 

 
The specification and sensitivity of the search strategy was refined through literature 
scoping. Several general limits and selection criteria were set to avoid analysis iterations 
(Table 3).  
 

Table 3: 
Inclusion criteria 

Inclusion criteria 

• Focus on illicit drugs  
• Study type: (Controlled) clinical trials, randomised controlled trials, meta-analyses 

and systematic reviews 
• Language: published in English 

 
Additionally, available on-line and electronic journals in the field of addiction were also 
searched for further relevant publications. All publications identified through literature 
search in international databases were assessed in a first analysis of the abstracts and the 
full text was ordered of the literature considered relevant. The results of the search on 
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the efficacy and effectiveness of drug treatment interventions in international databases 
are placed in front of the results part.  
Besides this general search of international electronic literature databases, an adapted 
search strategy was developed for each European region/country to identify “European 
national drug treatment interventions”, which are only available in national databases 
and national journals, mainly written in the respective national language. All associated 
partners carried out this specific search for their respective European region. 
Besides the collection of data and literature about the evidence and effectiveness of 
these interventions through searching in national databases, contacts to national experts 
in the area of drug treatment were established to gather further information and 
literature. Regional reviews were screened for further literature by using the method of 
reference tracking. This method was also applied for the search for evidence in the 
national reports of the REITOX Network of the European Monitoring Centre for Drugs 
and Drug Addiction (EMCDDA) and project reports of medical and non-medical 
research bodies working in field of drug treatment.  

Data abstraction form 
In order to establish a common platform for the exchange of information about national 
European drug treatment interventions, the database programme FileMaker was used to 
prepare a data abstraction form for detailed description and further analysis. On the 
basis of a specific manual, including explanations, definitions and help, relevant 
information from identified national publications were extracted and entered in the data 
form (Table 4). If necessary, parts or the whole publication were translated into English 
language.  

Table 4:  
Structure and issues of the data abstraction form 

General 
information 

Study 
population 

Study design 
& quality 

Intervention Findings 

• Author 
• Title 
• Abstract 
• Publication 

type 

• Number 
• Description 
• Inclusion/ 

exclusion 
criteria 

• Study type 
• Allocation 
• Observation 
• Analysis 

• Area 
• Number 
• Description 
• Conditions 
• Setting 
• Place 

• Primary 
outcomes  

• Predictors 
• Variables 
• Process 

management 
 
In order to provide all gathered information about the defined treatment areas for all 
project partners, each get free online access to the database. On the basis of this 
common platform, each project partner obtained the relevant information for the 
development of his/her respective draft treatment improvement guideline. Besides this, 
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each partner received a literature database including the results of the general systematic 
search strategy in international databases.  

4.3 Phase III: Development of consensus process  

For the development of consensus a nominal group technique (Delphi method) was 
applied. The Delphi method is a formal consensus process providing the possibility to 
discuss and resolve open questions. The Delphi method is an interactive and systematic 
method, which provides an exchange platform for independent experts. In one or more 
rounds the experts give their opinion to a specific question. The process stops normally 
after a pre-defined stop criterion (e.g. number of rounds, achievement of consensus, and 
stability of results). Adapted to this project several experts were selected to discuss the 
recommendations of the draft and final version of the treatment improvement 
guidelines.  

4.4 Phase IV: Consensus building about drug treatment/interventions  

This phase focussed on the achieved consensus of experts in the different areas of drug 
treatment/interventions under consideration of the different groups of professionals, 
commissioners and providers of drug treatment. 
To realise the formal consensus process via adapted Delphi-method, a consensus 
conference in Hamburg (3 days) was organised. Before the consensus conference the 
draft treatment improvement guidelines were disseminated to the involved project 
partners including a short questionnaire with closed and open questions, which should 
highlight potential barriers to consensus building. On the basis of the reviewed draft 
treatment improvement guidelines open questions were discussed and resolved.  

4.5 Phase V: Dissemination of the results  

For the dissemination of the project results a strategy was developed, taking into 
account the different project deliverables as well as the relevant different target groups 
for dissemination.  
 
Projects results for dissemination are: 
• Fact sheets of good practice treatment improvement guidelines  
• Full version of good practice treatment improvement guidelines  
• Executive summary of the final report  
• Final report 
 

Target groups for dissemination are: 
• Organisations and service provider  
• National and European networks  
• National authorities and policy decision maker 
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• European stakeholder 
 
Table 5 shows relevant target groups with regard to the respective project deliverable. 
From each treatment improvement guideline fact sheets were developed for short 
communication, wide spread and awareness rising. For a deeper understanding and for 
more information regarding specific drug treatment modalities, full versions of the 
treatment improvement guidelines will be provided to European drug treatment 
provider. The executive summary of the final report provides the opportunity to 
disseminate a short communication form to European stakeholder in the field of drug 
treatment. The final report will be disseminated to relevant networks, services and 
organisations as well as to public health authorities and drug treatment commissioners 
in the European Member States.  

Table 5:  
Dissemination strategy 

Target group 
Deliverable Services & 

organisations Networks National 
policy maker 

European 
stakeholder 

Fact sheets x x   
Full treatment 
improvement 
guidelines  

x x   

Executive summary  x x x 
Final report  x  x 
 

5 European and non-European evidence of effectiveness of drug 
treatment 

Results related to the effectiveness of drug treatment are based on research from all 
available countries (inside and outside of Europe). In order to separate the studies 
conducted in European States from those conducted outside of Europe, the country of 
origin of all included references was identified. The number of included references was 
counted for each chapter and allocated as evidence from a European State or from a 
State outside of Europe. Usually it is indicated if the research was conducted in 
European State, although the evidence of effectiveness is not influenced by the location 
of the study concerned. Generally there are some reviews and systematic reviews on the 
effectiveness of drug treatment conducted by researchers in European countries (e.g. 
Berglund et al 2003; Rigter et al. 2004; Amato et al. 2007), but these reviews cover 
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research from all over the world as well. The methodology for the identification of 
relevant literature is described in chapter 4. 

5.1 Evidence from outside of Europe  

Pharmacological treatment agents for opioid-related disorders 

Crisis Intervention 

Use of naloxone and naltrexone for crisis intervention 

Heroin overdose is one of the leading causes of death among heroin addicts (Sporer 
2003) and non-fatal overdoses are highly prevalent among opioid addicts (Warner-
Smith et al. 2001). One study showed that 23-33% of injecting heroin users have taken a 
non-fatal overdose in the last year, and 43% have witnessed a heroin overdose in 
another user within the last year (Sporer 1999).  
The short-acting opioid-antagonist naloxone is considered to be an effective substance 
in treating respiratory depression and coma in patients with an overdose (Kaplan et al. 
1999), This has prompted a discussion on a new strategy to reduce the risks of overdose, 
by making naloxone available in addicts´ homes for peer administration in order to 
prevent fatal overdose (Baca & Grant 2005; Lagu et al. 2006; Sporer 2003). A recent 
study supports this recommendation by showing, that especially drug users with an 
overdose history have a great willingness to administer naloxone in the case of a friend's 
overdose (Lagu et al. 2006).  
There is no evidence to suggest that subcutaneous or intramuscular routes of 
administration are inferior to intravenous administration of naloxone (Clarke 2001), 
where as another route, the nasal application of naloxone, seems to be comparably 
effective to the intravenous application (Barton et al. 2005). Others studies investigated 
the preventive effect of sustained release naltrexone implants, where initial findings 
support the clinical efficacy in preventing opioid overdose (Hulse et al. 2005).  
As a recent period of abstinence may lead to a reduction in tolerance and has been 
shown to be a time of particular risk, the best prevention of heroin overdoses is 
participation in opioid-assisted maintenance treatment. All opioid dependent persons 
who opt for abstinence based treatment need to be made aware of the particular risk of 
overdose after a period of abstinence. This is especially true when abstinence was 
temporarily obtained through maintenance treatment with the long-acting opioid 
antagonist naltrexone. Extended use of naltrexone can result in supersensitivity of the µ-
opioid receptors and an increased risk of overdose (Lesscher et al. 2003). Digiusto et al. 
showed eight times higher rates of experienced overdoses in naltrexone treated 
participants after leaving treatment, compared to participants who left agonist treatment 
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(Digiusto et al. 2004). Recently, Gibson et al. found the overdose-related risk of death 
related to oral naltrexone appears to be higher than that related to methadone treatment 
(Gibson et al. 2007). This results lead to an open discussion about the overdose-related 
death risk of oral naltrexone. 
In summary, the short-acting opioid-antagonist naloxone is effective in treating in 
patients with an overdose. However, an extended use of opiate antagonists can lead to a 
reduction of tolerance and therefore to an increased risk of overdose. 

Pharmacotherapy of opioid withdrawal/detoxification 

Withdrawal or detoxification treatment is a necessary step to enter a following drug-free 
treatment and during detoxification various pharmacological substances can be used to 
manage withdrawal symptoms, including (partial/full) opioid agonists (e.g. methadone, 
buprenorphine), opioid antagonists (e.g. naltrexone) and α2-adrenergic agonists (e.g. 
clonidine). The major goal of pharmacotherapy during detoxification is to relieve the 
severity of opiate withdrawal symptoms in order to avoid unnecessary human suffering 
and medical complications (e.g. epileptic seizures) as well as to enhance motivation to 
continue treatment (Gonzalez et al. 2004).  

Methadone as a detoxification agent (including methadone reduction treatment) 

Detoxification treatment with tapered doses of methadone showed fewer severe 
withdrawal symptoms and fewer drop out rates compared to placebo (Kleber et al., 
2007). Nevertheless, various patients relapse to heroin use and in comparison to 
methadone maintenance treatment, methadone withdrawal treatment leads to high drop-
out rates, even though the effect on the proportion of positive urine samples in both 
treatment modalities remains high (Kleber et al. 2006). Because of the poor treatment 
outcomes especially in rapid detoxification approaches (e.g. 10% dose reduction per 
week) like taper interruptions, illicit drug use and withdrawal symptoms, a gradual 
methadone taper (like 3% per week) is recommended (Kleber et al. 2006).  
Higher doses of methadone for non-rapid detoxification were found to be more effective 
than lower doses with regard to treatment retention and fixed methadone detoxification 
programmes may lead to higher retention rates than flexible methadone detoxification 
schedules (Kleber et al. 2006). Patients who are informed about the methadone 
withdrawal schedule have better outcomes than uninformed patients, although patients 
do not have better outcomes, when they control their methadone schedule on their own 
(Gowing et al. 2001; Kleber et al. 2006). One Australian effectiveness report found that 
detoxification with tapered doses of methadone is more likely to be completed if 
withdrawal is scheduled to occur over a short period of time (21 days or less) (Gowing 
et al. 2001).  
Low doses of methadone were found to be equal to clonidine in the effectiveness to 
suppress withdrawal symptoms (Gowing et al. 2001; Kleber et al. 2006). However, in 
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comparison to methadone treated patients, patients treated with clonidine were more 
likely to leave the treatment early, possibly because opioid agonists suppress 
withdrawal symptoms early in treatment (Kleber et al. 2006). No differences were 
found between clonidine and low doses of methadone with respect to withdrawal 
symptoms, but patients treated with clonidine tend to dropout earlier compared to 
patients treated with methadone (Gowing et al. 2001; Kleber et al. 2006). Buspirone, an 
azipirone used primarily as an anxiolytic agent, administered in addition to methadone, 
could lead to a more rapid methadone taper with larger and more frequent methadone 
decrements, but more trials will be needed to confirm this hypothesis (Buydens-
Branchey et al. 2005).  
There is evidence to show that severity of withdrawal under methadone tapering can be 
reduced by different psychosocial measures, such as having patients well-informed 
(Green & Gossop 1988), contingency management (Hall et al. 1979) or counselling 
(Rawson et al. 1983). Kleber et al. (2006) suggests combining pharmacological 
treatment with behavioural and psychosocial approaches to increase efficacy (Kleber 
2003). The recent Cochrane review found only one randomised controlled clinical trial 
comparing inpatient and outpatient settings for opioid detoxification, suggesting that 
opioid detoxification in inpatient settings is slightly more effective, but the underlying 
available research remains limited (Day et al. 2007).  
In summary, there is evidence that detoxification treatment using tapered doses1 of 
methadone is associated with adequate rates of completion of withdrawal, reduction of 
withdrawal symptoms to tolerable levels, and minimal adverse effects. Control by the 
clinician rather than the patient of the rate of reduction of the methadone dose is 
associated with greater reductions in methadone doses. Compared to the effects of 
methadone in maintenance treatment, the efficacy of methadone for detoxification 
treatment is limited. The attrition rate of methadone detoxification treatment remains 
high, particularly in an outpatient setting compared to an inpatient setting. Despite the 
findings related to methadone and α2-adrenergic agonists of one recent RCT, the current 
systematic Cochrane review shows that methadone had better outcomes than other 
opioid agonists in terms of completion rate, and patients have shown less severe 
withdrawal symptoms.  

Buprenorphine as a detoxification agent 

The partial µ-agonist and κ-antagonist buprenorphine is a commonly used agent for the 
detoxification treatment of opiate dependents, mainly in Europe and Australia. In the 
USA, buprenorphine is commonly combined with the short-acting opioid-antagonist 
naloxone. Like methadone, the detoxification treatment with buprenorphine is carried 
out in a linear reduction schedule with equal dose decreases. 

                                            
1  Gradually reducing methadone over time  
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The efficacy of buprenorphine in the detoxification of opioid dependents is comparable 
to methadone with regard to treatment retention, illicit drug use, and suppression of 
withdrawal symptoms, though detoxification with buprenorphine can be completed 
more quickly, within 3 to 8 days (compared to a normally duration of 14 days in 
methadone detoxification (Gowing et al. 2007; Kleber et al. 2006). Also, no significant 
differences were found between buprenorphine and methadone in terms of completion 
of withdrawal, despite quicker resolution of withdrawal symptoms with buprenorphine 
(Gowing et al. 2007). Furthermore, the current Cochrane review found that neither 
buprenorphine nor methadone is associated with significant adverse effects when used 
to manage opioid withdrawal (Gowing et al. 2007). The recent Cochrane review 
suggested that gradual tapering of buprenorphine after buprenorphine maintenance 
appears to be more effective than rapid tapering, but further research is needed to 
confirm this assumption (Gowing et al. 2007). 
Kosten and O’Connor (Kosten & O'Connor 2003) prefer buprenorphine over methadone 
as their first choice opioid tapering and detoxification strategy, because withdrawal 
symptoms of methadone last longer than those of buprenorphine. Conventional inpatient 
detoxification (clonidine and other medications for a mean of 3.5 days) was found to be 
more effective in achieving initial abstinence than outpatient detoxification using 
buprenorphine (Digiusto et al. 2005). Only 12% of patients treated with buprenorphine 
in an outpatient setting achieved initial abstinence compared to 24% of patients in 
conventional inpatient treatment (Digiusto et al. 2005), although outpatient 
detoxification was found to be more effective with buprenorphine than when 
conventional symptomatic medications (e.g. clonidine) were used in an outpatient 
setting (4%) (Digiusto et al. 2005).  
Assadi et al. (2004) suggest that opioid detoxification using high doses of 
buprenorphine (12 mg) in 24 hours is a reasonable approach to reduce the time required 
for opioid detoxification (Assadi et al. 2004). One group of twenty patients were treated 
with 12 mg buprenorphine in 24 h, the other patients received conventional doses of 
buprenorphine tapered down over 5 days. No significant group differences were found 
regarding treatment retention, severity of subject-rated opioid withdrawal, and side 
effects profile. Patients treated with a high dose of buprenorphine in 24 hours, 
developed early the maximal withdrawal symptoms, and patients in the conventional 
protocol group were more likely to use more adjuvant medications for symptom 
palliation. However, larger studies are needed to confirm these results. 
Buprenorphine tapering was found to be more effective than clonidine or clonidine 
combined with naltrexone for the management of opioid withdrawal, especially in the 
suppression of withdrawal symptoms (Gowing et al. 2007; Kleber et al. 2006). 
Buprenorphine probably improves withdrawal symptoms better than clonidine (Gowing 
et al. 2001). Furthermore, buprenorphine has fewer cardiac side effects than clonidine 
and methadone (Gowing et al. 2001). Compared to clonidine, buprenorphine has also 
more positive effects on well-being and psychosocial variables (Ponizovsky et al. 2006). 
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Collins et al. (2005) found no significant differences, but greater rates of treatment 
retention and naltrexone induction in patients detoxified with buprenorphine than in 
anesthesia-assisted or clonidine-assisted heroin detoxification, but no differences in 
completion rates of inpatient detoxification and opioid free urine samples (Collins et al. 
2005).  
A recent proposal is to detoxify heroin addicts with a single high dose of buprenorphine 
(32 mg), because the combination of a high dose, the relative long plasma half-life and 
the slow dissociation kinetics of the drug from the opioid receptors seems to create a 
slow and effective tapering process (Kutz & Reznik 2002). Future research should focus 
on determinants of withdrawal following cessation of buprenorphine in tapered doses 
and the optimum approach to withdrawal following long-term buprenorphine 
substitution treatment. Also the effectiveness of buprenorphine for managing 
withdrawal from methadone as compared to withdrawal from heroin still remains 
unclear, even though some studies indicated that the use of buprenorphine for the 
management of withdrawal from methadone is feasible (Gowing et al. 2007). Also more 
information is needed about the transition from methadone to buprenorphine, which can 
lead to precipitated withdrawal (Johnson et al. 2003). 
In summary, buprenorphine seems to have similar efficacy as tapering doses of 
methadone for the treatment of opioid detoxification with comparable effectiveness in 
improving withdrawal symptoms and in completing detoxification treatment. Compared 
to clonidine, buprenorphine provides at least more effectiveness in withdrawal 
management and has fewer adverse effects. Therefore, a replacement of heroin by 
buprenorphine in tapered doses followed by the prescription of α2-adrenergic agonist 
(e.g. clonidine or lofexidine) to reduce withdrawal symptoms proved to be an effective 
strategy for detoxification of opioid addicts (Gowing et al. 2004; Gowing et al. 2004a). 
However, it should be noted that patients on high doses of heroin are sometimes 
difficult to stabilise with the partial agonist buprenorphine, resulting in precipitated 
withdrawal symptoms and early drop out.  

α2-adrenergic agonists as detoxification agents 

The use of α2 adrenergic agonists (clonidine, lofexidine) to manage the acute phase of 
opioid withdrawal is common worldwide.  
The α2-adrenergic agonists clonidine and lofexidine have been approved for 
detoxification treatment. Clonidine reduces opioid related withdrawal symptoms, 
although does not completely relieve symptoms like anxiety, restlessness and insomnia 
(Kleber et al. 2006). In comparison to morphine, clonidine is more effective in 
suppressing objective withdrawal symptoms, but less effective than morphine in 
attenuating subjective withdrawal symptoms (Kleber et al. 2006). Low doses of 
methadone were found to be equally effective in suppressing withdrawal symptoms as 
clonidine, but patients treated with clonidine were more likely to drop out early 
(Gowing et al. 2001; Kleber et al. 2006). No differences were found between clonidine 
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and low doses of methadone in resolving withdrawal symptoms, but patients treated 
with clonidine tend to drop out earlier compared to patients treated with methadone 
(Gowing et al. 2001; Kleber et al. 2006). Maybe one reason for the high attrition rate in 
the early stage of treatment with clonidine is that patients treated with clonidine develop 
withdrawal symptoms early in treatment compared to methadone tapering (Gowing et 
al. 2001). Another reason for lower retention rates of withdrawal with clonidine could 
be higher rates of adverse effects. Despite more evidence supporting the efficacy of 
clonidine, it has now been shown that lofexidine is to be preferred over clonidine, 
because hypotension is less likely to occur with lofexidine (Gowing et al. 2004).  
The comparison of α2-adrenergic agonists with methadone tapering shows some 
differences - the longer duration of methadone tapering, no difference in completion 
rates, similar or marginally greater withdrawal severity with α2-adrenergic agonists, 
earlier resolution of withdrawal under α2-adrenergic agonists, more adverse events for 
clonidine - but no overall difference in clinical efficacy (Gowing et al. 2004).  
A systematic review, including ten clinical trials, indicates that the clinical effectiveness 
of buprenorphine is superior to clonidine regarding suppression of opioid withdrawal 
symptoms, treatment retention, side effects and completion of treatment (Gowing et al. 
2004). Recent randomised trials confirmed these findings. Oreskovich et al. (2005) 
demonstrated in their randomised, prospective pilot study the superiority of high doses 
of buprenorphine to clonidine for acute detoxification from heroin in different 
measures, like suppression of withdrawal symptoms (Oreskovich et al., 2005). 
Ponizovsky et al. (2006) compared detoxification programs using buprenorphine and 
clonidine with regard to side effects and effects on well-being and psychosocial 
variables in a randomised controlled trial design (Ponizovsky et al. 2006). Patients, who 
received clonidine, developed significantly more side-effects. The authors suggested 
that buprenorphine is preferable for inpatient detoxification due to these findings. The 
application of buprenorphine in combination with behavioural interventions proved to 
be more effective than the combination of clonidine and behavioural interventions with 
regard to treatment retention in the detoxification of opioid-dependent adolescents 
(Marsch et al. 2005). Patients treated with buprenorphine were also more likely to 
provide negative urine samples. On the other hand, Digiusto et al. (2005) found higher 
retention rates in patients treated in an inpatient detoxification setting with clonidine 
plus other symptomatic medications than in patients in outpatient detoxification using 
buprenorphine or clonidine plus other symptomatic medications (Digiusto et al. 2005).  
Higher completion rates were found for patients in clonidine-naloxone precipitated 
withdrawal treatment under sedation (rapid opioid detoxification), than in clonidine-
assisted detoxification (Arnold-Reed & Hulse 2005). However, the reasons for these 
findings remain unclear: No differences were found in secondary outcomes, like 
severity of withdrawal or craving, and also oral naltrexone compliance levels and 
abstinence from heroin four weeks following detoxification were similar (Arnold-Reed 
& Hulse 2005).  
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Sinha et al. (2007) found higher opioid abstinence rates and better relapse outcomes in 
patients treated with lofexidine-naltrexone compared to those treated with placebo-
naltrexone (Sinha et al. 2007). Furthermore, patients treated with the combination of 
lofexidine and naltrexone showed lower opioid craving symptoms in laboratory as 
patients in the placebo-naltrexone group. The authors concluded that lofexidine has the 
potential to decrease stress-induced and cue-induced opioid craving and improves 
opioid abstinence in naltrexone-treated opioid-dependent individuals (Sinha et al. 2007). 
The combination of opioid antagonists like naltrexone and α2-adrenergic leads to a 
more intense (higher peak) but less overall withdrawal severity than withdrawal 
managed with clonidine or lofexidine alone (Gowing et al. 2006). The additional 
provision of symptomatic medications enhanced the effectiveness of adrenergic 
agonists, and especially the combination with opioid antagonists such as naltrexone and 
naloxone leads to less severe withdrawal symptoms in detoxification compared to the 
treatment with lofexidine alone (Gowing et al. 2006). 
In summary, adrenergic agonists (clonidine and lofexidine) could be considered as an 
effective detoxification option especially for patients, who prefer non-opioid treatment 
for detoxification. Compared to tapering doses of methadone, opioid withdrawal 
management with α2-adrenergic agonists like clonidine and lofexidine leads to equal 
rates of completion of withdrawal and overall severity of withdrawal, but to more side 
effects and therefore to higher drop-out rates especially at an earlier stage of treatment. 
Buprenorphine seems to be superior to clonidine, with regard to the better safety profile, 
well-being and self-efficacy. Lofexidine showed fewer side effects with similar clinical 
effectiveness in comparison to clonidine. The most described adverse effect of the 
opioid withdrawal treatment with clonidine is hypotension, which leads to the 
recommendation to check patients` blood pressure regularly. Due to the hypotensive 
side effects of clonidine, lofexidine should be preferred in outpatient settings.  

Buprenorphine-naloxone combination as a detoxification agent 

The combination of buprenorphine and naloxone is available for the maintenance and 
detoxification treatment of opioid dependence is available several countries worldwide. 
The intention of adding naloxone to buprenorphine is to deter intravenous misuse and 
reduce the symptoms of opiate dependence. 
Recent RCTs show that a direct and rapid detoxification with buprenorphine-naloxone 
is safe and well tolerated by patients with good results in terms of treatment retention, 
detoxification completion and abstinence rates in treatment (Amass et al. 2004; Ling et 
al. 2005). Amass et al. (2004) treated 234 mostly intravenous heroin-dependent 
participants in a thirteen-day buprenorphine-naloxone taper regimen for short-term 
opioid detoxification. Most patients received an initial dose of 8 mg buprenorphine-2 
mg naloxone and reached a target dose of 16 mg buprenorphine-4 mg naloxone in three 
days. Treatment compliance and treatment retention were high: Four of five patients 
showed compliance with regard to the medication and two of three patients completed 
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the detoxification treatment. Only one serious adverse event2 was possibly related to 
buprenorphine-naloxone (Amass et al., 2004). Ling et al. (2005) used a multi-centre 
randomised trial design to investigate the clinical effectiveness of buprenorphine-
naloxone and clonidine for opioid detoxification in inpatient and outpatient settings. 113 
inpatients and 231 outpatients were recruited, and short-term treatment seeking opioid-
dependent individuals were randomly allocated in a 2:1 ratio to buprenorphine-naloxone 
or clonidine detoxification treatment over a period of 13 days. Appreciably more 
participants treated with buprenorphine-naloxone completed the detoxification 
treatment and provided also opioid-free urine samples on the last day of clinic 
attendance (Ling et al. 2005). With respect to dose related effects of 
buprenorphine/naloxone, a recent double-blind randomised controlled trial found that 
patients did not additionally benefit from buprenorphine/naloxone doses higher than 8 
mg/2 mg with regard to opioid blockade and withdrawal symptom suppression (Correia 
et al. 2006). However, Hopper et al. (2005) showed that a single high dose of a 32 mg 
buprenorphine/naloxone combination tablet is a feasible method for rapid 
detoxification. In this pilot study, twenty patients were randomly allocated to one-day 
vs. three-day buprenorphine inpatient detoxification protocols for heroin dependence. 
No group differences were found with regard to completion rates, retention in treatment, 
intensity of withdrawal symptoms, and provision of opiate-free urine samples (Hopper 
et al. 2005). In summary, the combination of buprenorphine and naloxone is effective 
and safe for the detoxification of opioid dependents and well tolerated by patients. 

Pharmacotherapy for opioid maintenance 

Given the chronic, relapsing nature of the disease and the generally disappointing long-
term results of detoxification in combination with relapse prevention, stabilisation of 
illicit drug use, improvement of well-being and reduction of drug related harm have 
become the most important treatment modality in many countries. Opioid-assisted 
maintenance programmes are among the most important strategies in this respect, as 
they are associated with reductions of heroin use and HIV risk behaviour (Kerr et al. 
2005). Considering the high rate of relapse after detoxification of opioid dependence, 
maintenance therapy is currently considered to be the first-line treatment for such 
patients (O'Connor 2005). Opioid-assisted maintenance programs have been introduced 
in most countries of the world, yet the medication of choice differs from one country to 
the next. Methadone is the most extensively studied and most widely used opioid in 
maintenance treatment. Other µ-opiate agonists that are used include levo-
acethylmethadol (LAAM), codeine, slow-release oral morphine and diacetylmorphine, 
as well as the partial µ-opioid agonist buprenorphine. 

                                            
2  SAE = untoward medical occurrence results in e.g. death, life-threatening, inpatient hospitalization 

etc. 
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Methadone as a maintenance agent 

Methadone maintenance treatment constitutes an effective treatment modality in 
reducing illicit opiate use, although not all patients benefit from methadone substitution, 
indicated through further illicit heroin use (Gowing et al. 2001). Nevertheless, several 
pre- and post-treatment outcomes confirmed the effectiveness of methadone 
maintenance treatment in a wide range of age and ethnic groups of patients and showed 
that MMT leads to higher retention rates and longer treatment duration than placebo or 
no treatment.  
Even lower doses (≤ 20 mg methadone) were found to be more effective in retaining 
individuals in treatment than placebo or no treatment (Connock et al. 2007). Methadone 
dosages ranging from 60 to 100 mg/day were found to be more effective than lower 
dosages in terms of treatment retention and reduction of heroin and cocaine use during 
treatment (Connock et al. 2007). Higher doses (60 mg - 110 mg) of methadone are in 
general associated with a lower number of opioid-positive urine samples than moderate 
and lower doses (< 40 mg) (Connock et al. 2007). Indeed, lower doses of methadone 
seem to be sufficient to stabilise the patient and might be helpful to keep the patient in 
treatment, but are inadequate to suppress opiate use (Kleber et al. 2006). In comparison, 
the treatment retention rates are higher with moderate doses of 40-60 mg/day of 
methadone, which are normally necessary to suppress the opioid withdrawal symptoms 
(Kleber et al. 2006). Higher methadone doses are needed during maintenance treatment 
to block craving for opiates and illicit drug use (Donny et al. 2005), and especially 
heroin addicts with axis 1 disorders benefit from high methadone doses (≥ 100 mg/day) 
(Kleber et al. 2006). Yet, one effectiveness report from outside of Europe found no 
significant difference in the retention rate between patients with moderate (≥ 40-50 
mg/day) and high methadone doses (≥ 80-100 mg/day), maybe due to a plateau of dose 
related efficacy of methadone, but marked declines in self-reported illicit drug use in 
both groups (Kleber et al. 2006). As the illicit drug use significantly declines in patients 
with higher methadone doses, the explanation of a plateau of dose related efficacy of 
methadone is only valid for the retention rates (Kleber et al., 2006). However, adequate 
daily dosing has an important effect on retention in methadone maintenance treatment 
(Anderson & Warren 2004). In the US, low dosages of methadone have to a large extent 
been replaced by higher dosages: In 1988, almost 80% of the patients received dosages 
of less than 60 mg/day, in 2000, this was the case in 36% of the cases (D'Aunno & 
Pollack 2002). Suboptimum methadone doses lead to a lower retention rate, and when 
patients remain in treatment, MMT reduces heroin use, delinquency, and HIV-related 
risk behaviour and HIV transmission (Ward et al. 1999). Nonetheless, since very high 
dosages of methadone have also been associated with the occurrence of Torsade de 
Pointes (TdP), high dosages need to be monitored carefully (Krantz et al. 2002). 
However, sporadic cases of TdP have also been reported in patients receiving a 
recommended dose between 60 and 100 mg methadone per day (Pearson & Woosley 
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2005) and the risk of death caused by overdoses in heroin users seems to substantially 
reduce after stabilisation on methadone (Gowing et al. 2001).  
MMT seems to be superior to methadone detoxification treatment or outpatient drug-
free treatment in reducing heroin use, criminal behaviour and risky sexual behaviour 
and is associated with greater retention in treatment than therapeutic communities, 
outpatient drug-free treatment or naltrexone treatment (Gowing et al. 2001). 
Observational studies suggested that the treatment retention is better in a take-home 
approach with corresponding doses of methadone and reduced frequent treatment centre 
visits (Gowing et al. 2001). 
Opioid dependence is commonly associated with psychiatric co-morbidities like 
depression and, therefore, associated with poor outcomes. Dean et al. (2004) used a 
double-blind, double dummy, randomised controlled trial design to examine whether 
heroin users maintained on buprenorphine demonstrate greater improvement in 
depressive symptoms than those on MMT (Dean et al. 2004). Contrary to former 
findings, which reported depression as a side effect of buprenorphine or described 
greater depressive symptom improvement with methadone, no differential benefits of 
buprenorphine compared to methadone were found on depressive symptoms in heroin 
users engaged in maintenance treatment (Dean et al., 2004). However, a conclusion 
based on these results could not be made and requires further investigations. Flexible 
doses of methadone were found to be more effective than flexible doses of 
buprenorphine for maintenance treatment, maybe because of the higher potential of 
methadone to suppress heroin use, especially if high-doses of methadone are used 
(Connock et al. 2007; Mattick et al. 2007). Compared to buprenorphine maintenance 
treatment, the administration of an average maximum dose of 80 mg methadone leads to 
higher treatment durations, longer periods of sustained abstinence and a greater 
proportion of cocaine- and opioid-free urine samples than liquid buprenorphine in an 
average maximum dose of 15 mg (Schottenfeld et al. 2005). Furthermore, MMT is 
associated with a reduction of self-reported adverse effects, a reduction of the relative 
mortality risk, an improvement of HIV-related behaviour and a reduction of 
delinquency (Gowing et al. 2001; Johnson et al. 2003).  
In summary, methadone is the best-studied and most effective opioid agonist for 
maintenance treatment so far. Treatment outcome in methadone maintenance has been 
shown to improve substantially with increased dosages of methadone. Adequate dosing 
is an important issue and avoids on the one hand unpleasant withdrawal symptoms, 
especially in the latter half of each inter-dosing interval, and on the other hand 
significant adverse effects. The combination with psychosocial treatment such as 
counselling and behavioural interventions leads to a broader effectiveness and a greater 
range of treatment outcomes such as reduced craving, reduction of illicit drug use and 
drug-related delinquency, improvement of health and well-being and reduction of drug 
related harm. However, even methadone maintenance treatment without adequate 
psychosocial care as an interim solution until entry into a comprehensive methadone 
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maintenance treatment programme has shown to increase the likelihood of entry into 
comprehensive treatment and reduce heroin use and delinquency (Schwartz et al. 2006; 
Teesson et al. 2006). 

Buprenorphine as a maintenance agent 

Buprenorphine proved to be effective and clinically useful in the maintenance treatment 
of opioid dependence. Compared to placebo, buprenorphine was found to be an 
effective agent for the treatment of opioid dependence in a maintenance approach and 
several studies have shown efficacy of buprenorphine in maintenance treatment of 
opioid dependence (Ling & Wesson 1984; Mattick et al. 2007). Like methadone, the 
efficacy of buprenorphine is dose-related: Higher doses of buprenorphine showed better 
outcomes than lower doses, although these differences were not always robust in their 
values (Kleber et al. 2006). Low and moderate doses (2 - 8 mg) of buprenorphine are 
superior to placebo in the measures of treatment retention, provision of opioid-negative 
urine samples, mortality, and psychological and social functioning (Kleber et al. 2006). 
When using equipotent doses, the efficacy of buprenorphine in the maintenance 
treatment of opioid dependents is comparable to that of methadone (Kleber et al., 2006). 
Therefore no significant differences were found between low dose buprenorphine and 
low dose methadone with regard to treatment retention, opiate free urine samples and 
self-reported heroin use (Mattick et al., 2007), whereas moderate doses of 
buprenorphine are superior to low doses of methadone (Kleber et al. 2006). In general 
contrary to these dose-related results, Connock et al. found that methadone in 
comparable and especially in flexible doses is superior to buprenorphine with regard to 
treatment retention, with the exception of lower doses (Connock et al. 2007). 
The maximum therapeutic effect of sublingual buprenorphine tablets occurs in the range 
of moderate (8 mg) to higher doses (16 mg), comparable to moderate methadone doses 
of 40-60 mg (Kleber et al. 2006). In flexible dosage, methadone is significantly more 
effective than buprenorphine in retaining patients in treatment, perhaps because of the 
higher potential of methadone to suppress heroin use, especially if high doses of 
methadone are used (Mattick et al. 2007).  
Methadone seems to be superior to buprenorphine in the maintenance treatment of 
opioid dependents with co-occurring cocaine dependence (Schottenfeld et al. 2005). The 
administration of an average maximum dose of 80 mg methadone leads to higher 
treatment durations, longer periods of sustained abstinence and a greater proportion of 
cocaine- and opioid-free urine samples than liquid buprenorphine in an average 
maximum dose of 15 mg (Schottenfeld et al. 2005). However, Montoya et al. (2004) 
showed in their double-blind, controlled clinical trial with strict eligibility criteria that 
daily doses of 8 and 16 mg of buprenorphine solution in combination with drug abuse 
counselling are feasible and effective in maintenance treatment of outpatients with co-
occurring opioid and cocaine dependence (Montoya et al. 2004).  
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The longer duration of therapeutic action of buprenorphine provides the advantage of a 
less than daily schedule, however, the comparison of daily vs. intermittent 
administration lead to different results. Some findings showed no increase of 
buprenorphine doses under intermittent administration, while others found a doubling of 
doses (Kleber et al. 2006). However, another trial found that intermittent doses for 48-
hours provide adequate effects and are preferable to daily dosing (Kleber et al. 2006). 
From a clinical point of view, dosing of buprenorphine on every fourth day is possible 
and was found to lead to similar effects on the measures of adverse effects and efficacy 
than daily doses (Kleber et al. 2006). A recent controlled trial confirmed these results 
(Marsch et al. 2005). In this comparison no differences were found between one per 
day, three times a week and twice a week administration of buprenorphine regarding 
treatment retention and opiate use (Marsch et al. 2005). However, the less-than-daily 
schedule with adapted doses was found to be effective, is often preferred by the patient 
and provides the opportunity to serve a greater number of opioid-dependent patients.  
The efficacy of buprenorphine maintenance treatment was found to be comparable to 
methadone maintenance with advantages in some treatment settings, in alternate day 
dosing, better safety profile, and milder withdrawal syndrome (Mattick et al. 2007). In 
two small-scale studies, buprenorphine prescription in primary care was associated with 
good retention (70-80%) and reasonable rates of opiate free urines (43-64% achieving 
three or more consecutive weeks of opiate free urines) (Fiellin et al. 2002; O'Connor et 
al. 1996). These positive effects were confirmed in a larger trial, showing a reduction of 
opiate use and craving under buprenorphine (Fudala et al. 2003). Similar results were 
obtained in France some years ago (Duburcq et al. 2000). Buprenorphine reduced the 
risk of overdose related death compared to methadone (Kleber et al. 2006; Simoens et 
al. 2000) and was found to reduce mortality in maintenance treatment (Auriacombe et 
al. 2001). However, recently, Lofwall et al. (2005) examined the safety and side effect 
profiles in 164 opioid dependents in buprenorphine and methadone outpatient treatment. 
After randomisation to buprenorphine (n = 84) or to methadone (n = 80) all patients 
were maintained for 16 weeks. Besides very few clinical gender differences, common 
profiles of safety and side effects were found for both groups (Lofwall et al. 2005). 
Connock et al. (2007) found in their recent health technology assessment no 
generalisable results in the comparison of methadone and buprenorphine with regard to 
mortality (Connock et al. 2007). In general, buprenorphine is associated with lower 
levels of withdrawal symptoms than heroin or methadone (Gowing et al. 2001).  
In general, maintenance treatment with buprenorphine provides some advantages for the 
treatment of opioid dependence in comparison to methadone, e.g. a better safety profile 
at high doses, a lower abuse potential, the possibility of a less-than-daily administration 
and lower impairment in psychomotor and cognitive functioning. Similar to methadone, 
the efficacy of buprenorphine in maintenance treatment is dose related; higher doses of 
buprenorphine (12 mg/day or more) improve the treatment retention and reduce illicit 
heroin use. Provided in effective doses, buprenorphine appears to be at least as effective 
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as methadone with regard to reduction of illicit opioid use and treatment retention, 
whereas methadone maintenance in high doses is associated with higher rates of 
retention in treatment and better suppression of withdrawal symptoms than 
buprenorphine maintenance treatment (Mattick et al. 2007). The recent Cochrane review 
recommends that buprenorphine maintenance should be supported as a maintenance 
treatment, when higher doses of methadone cannot be administrated (Mattick et al. 
2007). However, Marsch et al. (2005) demonstrated that predictors of treatment success 
of LAAM, buprenorphine, and methadone appear to be largely comparable, and they 
did not detect any factors that would prefer one medication over the others (Marsch et 
al. 2005).  

Buprenorphine-naloxone combination as a maintenance agent 

The buprenorphine-naloxone combination contains the partial opiate agonist and 
antagonist buprenorphine as well as the opioid antagonist naloxone to deter illicit 
intravenous preparation of the tablet. This is intended to attenuate the effects of 
buprenorphine on opioid-naive users should this formulation be injected. 
Fudala et al. (2003) used a randomised blinded placebo-controlled trial design including 
4-week follow-up to demonstrate that sublingual tablet formulation of buprenorphine 
and naloxone is effective for the treatment of opiate dependence compared to placebo 
(Fudala et al. 2003). Recently, Mintzer et al. (2007) showed the feasibility and efficacy 
of buprenorphine-naloxone treatment in primary care settings (Mintzer et al. 2007). 
An Australian pilot study showed the tolerability and feasibility of unsupervised 
administration of buprenorphine-naloxone combination tablets in the maintenance 
treatment of opioid dependence (Bell et al. 2004). Another double-blind crossover study 
found only minor impairment with buprenorphine-naloxone administration in the 
highest dose of 32 mg/8 mg (Mintzer et al. 2004). However, both recent studies 
included only a small number of patients and further investigations are needed with 
larger sample sizes in a control group design to confirm these findings. Both for 
methadone or buprenorphine maintenance alone, new research focuses on the 
improvement of adherence through additional psychosocial treatment. Fiellin et al. 
(2006) conducted a 24-week randomised, controlled clinical trial with 166 patients to 
investigate the effect of adding two different kinds of counselling to buprenorphine-
naloxone maintenance therapy for opioid dependence (Fiellin et al. 2006). The 
participants were randomly allocated to a brief, manual-guided, medically focused 
counselling and either once-weekly or thrice-weekly medication or enhanced medical 
management with extended sessions and thrice-weekly medication dispensing. The 
patients in all three treatment types showed significant reductions of illicit opioid use, 
although no differences were found regarding opioid-negative urine samples, the 
duration of abstinence from illicit opioids and the retention in treatment. The efficacy of 
buprenorphine in combination with naloxone seems to be comparable to buprenorphine 
alone in the maintenance treatment of opiate dependency. Patients treated with 
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buprenorphine and naloxone showed lower rates of opiate-positive urine samples, 
showed fewer craving symptoms for opiates, and greater improvement in overall health 
and well-being than patients who received placebo. 

Slow-release oral morphine as maintenance agent 

Slow release oral morphine (SROM) acts as an agonist on the µ-receptor and the long 
duration of action permits to administer a once-a-day preparation. SROM has been 
authorized for maintenance treatment of opioid dependence mainly in a few European 
countries. Only little evidence was found from outside of Europe. Jones et al. (2005) 
showed in their recent randomised trial the feasibility and safety of switching opioid-
dependent pregnant women from short-acting morphine to buprenorphine or methadone 
during the second trimester3 of pregnancy (Jones et al. 2005). Further studies will have 
to confirm these results in order to be able to evaluate the added value of this substance 
for the treatment of heroin dependence. In summary, SROM might be a promising 
compound for maintenance treatment. Further details are provided in the respective 
European chapter. 

Pharmacotherapy for relapse prevention 

Naltrexone for relapse prevention  

The opiate antagonist naltrexone is indicated for prescription for those who have 
achieved abstinence. In a human laboratory setting, naltrexone showed to be effective to 
block the effects of short acting opioids such as heroin (Kleber et al. 2006). Low doses 
of naltrexone had no discernible advantage, and participants preferred 50 mg per day. 
Despite the preference of patients for blocking doses of oral naltrexone (like 50 mg per 
day), the effectiveness of naltrexone appeared not to be dose related (Rea et al. 2004). 
Due to the prevention of the euphoria effect of opiates, outpatient double-blind placebo 
controlled trials with long-acting opiate antagonist are very uncommon. Placebo-
controlled trials showed extremely high dropout rates, which implicates that the general 
acceptability of the participants is low (Kleber et al. 2006). On the other hand, the high 
drop out rates lead to highly selective patient samples in most of the naltrexone 
maintenance studies and it could not be precluded that these groups of patients have a 
high level of motivation (Kleber et al. 2006). Indeed, the retention in treatment was 
found to be the most important predictor for the effect of naltrexone in treating opioid 
dependence, and authors therefore propose to add counselling to naltrexone 
maintenance treatment (Ritter 2002). O’Brien et al. (2005) suggested in their meta-
analytic review that medications for relapse prevention are most effective in the context 
of counselling, therapeutic and behavioural techniques (O'Brien 2005). However, Nunes 
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et al. (2006) concluded in their recent randomised control trial that there may be a limit 
on the extent to which behavioural therapy can overcome poor adherence to oral 
naltrexone (Nunes et al. 2006): The authors investigated the effectiveness of 
Behavioural Naltrexone Therapy (BNT) including voucher incentives, motivational and 
cognitive behavioural therapies. Sixty-nine patients were randomly administrated to the 
admission of BNT or to a standard treatment control including compliance 
enhancement. In both groups, treatment retention after six months was low (22% BNT 
vs. 9%), whereas most patients remaining in treatment after three months achieved 
abstinence from opioids (Nunes et al. 2006). Tucker et al. (2004) found no reasonable 
effects, although the provision of an additional 12-week manualised group-counselling 
programme including a cognitive-behavioural relapse prevention approach provides 
additional benefit to naltrexone treatment (Tucker et al. 2004).  
An alternative strategy to improve the retention rates is the administration of sustained-
release depot formulation of naltrexone instead of oral naltrexone in treating opioid 
dependence. A recent randomised controlled trial found promising results (Comer et al. 
2006): Sixty heroin-dependent males and females were randomly allocated to placebo 
or 192 or 384 mg of depot naltrexone, including twice weekly relapse prevention 
therapy for all participants. The sustained-release depot formulation of naltrexone was 
well tolerated. After two months, 60-68% of patients in the 192 mg of naltrexone and 
384 mg of naltrexone groups, respectively, remained in treatment compared to 39% of 
the placebo group. The mean dropout time was dose related, varying between 27 days 
for the placebo group and 48 days for the 384 mg of naltrexone group. However, the 
study sample was small and no direct comparison with oral naltrexone was provided, so 
that the potential advantages should be regarded as promising but not proven. The 
former assumption that the combination of naltrexone with a Selective Serotonin Re-
uptake Inhibitor (SSRI)4 is more effective than naltrexone alone, could not be 
confirmed in recent randomised, placebo-controlled trials (Farren & O'Malley 2002). A 
recent primarily double-blind, placebo controlled RCT with a small number of patients 
suggests that the additional administration of lofexidine to oral naltrexone leads to 
higher opioid abstinence rates and improved relapse outcomes as compared to the 
combination of placebo and naltrexone (Sinha et al. 2007). However, these promising 
results have to be proven in larger sample sizes. 
Naltrexone is considered to be a safe medication with few side effects; only high doses 
can lead to transaminase elevations in liver function tests (Kleber et al. 2006). Two 
other issues related to the prescription of naltrexone deserve special attention: the 
potential induction of depression by naltrexone, and the overdose risk following 
discontinuation of a naltrexone treatment. A systematic review of the available literature 
found no evidence for a relationship between naltrexone and depression or anhedonia, 
but found that reduced opiate tolerance following naltrexone treatment may indeed 
increase the risk of heroin overdose (Dean et al. 2006; Ritter 2002). Therefore, a clear 
                                            
4  SSRI = a class of antidepressants used in the treatment of depression, anxiety disorders etc. 
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warning to patients treated with oral naltrexone regarding the risk of heroin overdose is 
warranted. One possibility to avoid this risk is the administration of long acting 
sustained release naltrexone implants. Hulse et al. (2005) showed a reduced number of 
opioid overdoses observed in the 6-12 months post-implant treatment (Hulse et al. 
2005). However, a most recent case report indicates that patients can die from an opioid 
overdose with a naltrexone implant and blood naltrexone levels higher than reported 
blockade levels (Gibson et al. 2007).  
In summary, the effectiveness of antagonist maintenance with oral naltrexone for opioid 
dependence has been limited by high dropout rates. This conclusion is corroborated by 
the findings of the National Evaluation of Pharmacotherapies for Opioid Dependence 
(NEPOD) in Australia, which showed that only 4% of the patients in naltrexone 
maintenance treatment were still in treatment after six months (NDARC 2001). 
Furthermore, patients preferred relapse prevention treatment with buprenorphine or 
methadone (Digiusto et al. 2005). Naltrexone maintenance seems not to be effective as a 
stand-alone treatment and should be, therefore, part of a broader treatment programme 
or should be reserved only for highly motivated patients living in a stable life situation. 
Nevertheless, a promising strategy to improve treatment retention in broader range 
could be the combination of long-acting implantable naltrexone formulations and 
behavioural methods.  

5.2 Pharmacotherapy for the treatment of stimulant-related disorders 

In summary, non of the proofed medication has been found yet that can be considered a 
standard for treating stimulant dependence effectively, although a number of different 
medications has been tried (Kleber et al. 2006). The treatment of cocaine dependence 
frequently still includes the use of antidepressants, especially SSRIs, despite the low 
evidence level for their efficacy. Some typical and atypical psychotic agents such as 
haloperidol, olanzepine and risperidone, were found to be effective in the treatment of 
patients with co-occurring schizophrenia and cocaine dependence. Also promising 
results are expected from topiramate and other antiepileptic drugs, and much hope is 
being placed in the development of the cocaine vaccine. 

Detoxification treatment for stimulant-related disorders 

Symptoms of intoxication are treated in different ways. Labetalol, an alpha-1 and beta 
adrenergic blocker used to treat high blood pressure, has been used for treating 
symptoms of cocaine intoxication, but the little clinical research shows that the use of 
adrenergic blockers and dopaminergic antagonists should be used carefully in acute 
cocaine intoxication (Kleber et al. 2006). Benzodiazepines (such as Oxazepam, 
Alprazolam) are given those cocaine users with acute intoxication who are very agitated 
(Kleber et al. 2006).  
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One way of treating withdrawal symptoms during detoxification, such as sleep 
difficulties, symptoms of depression, anxiety, anhedonia is to give dopamine agonists 
(e.g. amantadine), but research findings have been ambiguous, with two studies finding 
positive effects and two others with no significant effect (Kleber et al. 2006). The same 
is true for bromocriptine that acts as a dopamine agonist. Bromocriptine has potential 
use in treating cocaine addiction, since the addictive effects of cocaine are caused by it 
blocking dopamine reuptake. First studies seemed to be promising, until a double-blind 
RCT found a higher rate of negative urine-samples but higher dropout rate with 
bromocriptine than amantadine, an antiviral drug, releasing dopamine from the nerve 
endings of the brain cells (Kleber et al. 2006). Another double-blind RCT found no 
significant differences between bromocriptine and placebo concerning reduction of 
cocaine use (Kleber et al. 2006). One uncontrolled inpatient study found no reduction of 
craving with bromocriptine (Kleber et al. 2006). Therefore, the UNODC report 
(UNODC 2002) comes to the conclusion that there is no significant effect of both 
bromocriptine and amantadine. For patients with relatively severe withdrawal 
symptoms, propranolol has showed some effect (Kleber et al. 2006). 
Antipsychotic medication has been prescribed and reported to be somewhat effective in 
treating cocaine-related delusions, but most patients recover from delusions without 
medication after a few hours (Kleber et al. 2006. No evidence has been found that 
anticonvulsants reduce cocaine-induced seizures (Kleber et al. 2006). Gillman et al. 
(2006) found reduced cocaine withdrawal symptoms in cocaine dependents treated with 
psychotropic analgesic nitrous oxide (PAN), a titrated mixture of oxygen and nitrous 
oxide (Gillman et al. 2006). 
A recent placebo-controlled pilot study investigated the safety and efficacy of 
mirtazapine, an antidepressant used for the treatment of moderate to severe depression, 
in amphetamine detoxification (Kongsakon et al. 2005). Twenty amphetamine 
dependents were randomly allocated to either mirtazapine treatment (9 patients) or 
placebo (11 patients), of which seven patients in the mirtazapine and nine in the placebo 
group completed the study. Patients in the mirtazapine group showed significant 
improvements in the total Amphetamine Withdrawal Questionnaire (AWQ)5 score 
versus placebo at days 3 and day 14. Despite reported mild adverse events like headache 
etc. and the small sample size the authors suggested, that mirtazapine may be an option 
for amphetamine detoxification treatment (Kongsakon et al. 2005).  

Substitution treatment for stimulant-related disorders 

Different approaches have been considered for replacement therapy in the treatment of 
cocaine dependence. Replacement therapies with methylphenidate or sustained-released 
amphetamine showed better patient retention and greater reduction in cocaine use 
compared to placebo, but further studies are needed (Kleber et al. 2006). Buprenorphine 
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has been tried with those patients with double dependence (opiate and cocaine) and 
showed some effect on cocaine use in open trials but not in double-blind studies (Kleber 
et al. 2006). Montoya et al. (2004) showed reducing concomitant opiate and cocaine use 
under the provision of 16 mg daily doses of sublingual buprenorphine solution 
(Montoya et al. 2004). Schottenfeld et al. (2005) found significantly longer treatment 
retention rates, longer periods of sustained abstinence and a greater proportion drug-free 
tests in co-occurring cocaine and opioid dependents maintained with methadone than 
patients assigned to receive buprenorphine (Schottenfeld et al. 2005).  
 
Stoops et al. (2007) recently indicated that acute d-amphetamine pre-treatment does not 
increase stimulant self-administration (Stoops et al. 2007). Grabowski et al. (2004) 
conducted two studies to investigate efficacy of sustained release d-amphetamine as 
well as risperidone (an atypical antipsychotic medication for cocaine dependence), each 
in combination with methadone in 240 (120/study) cocaine and heroin co-dependents, 
which randomly allocated to one trial medication or placebo (Grabowski et al. 2004). 
All patients underwent a methadone induction, were stabilised at 1.1mg/kg and received 
one behavioural therapy session per week. The combination of the methadone and d-
amphetamine was found to be significantly more effective than methadone and placebo, 
and also better than methadone and risperdione for treatment of concurrent cocaine and 
opioid dependents (Grabowski et al. 2004).  
Methylphenidate (MPH), a prescription stimulant commonly used to treat attention-
deficit hyperactivity disorder (ADHD), was recently found to be effective for reducing 
intravenous drug use in patients with severe amphetamine dependence respectively 
cocaine use in patients with cocaine dependence (Levin et al. 2007; Tiihonen et al. 
2007). Furthermore, methylphenidate can be safely provided in an outpatient setting 
with active cocaine users (Winhusen et al. 2006).  
Recently, Collins et al. (2006) found that the provision of up to 20mg memantine, a 
non-competitive N-methyl-d-aspartate (NMDA) antagonist, did not alter the subjective 
or reinforcing effects of cocaine in methadone-maintained cocaine smokers (Collins et 
al. 2006). Also, the maintenance treatment with gabapentin, a medication originally 
developed for the treatment of epilepsy, did not alter the choice to self-administer 
cocaine by treatment-seeking cocaine-dependent individuals and was found not to be 
clinically useful for the treatment of cocaine and methamphetamine dependence (Haney 
et al. 2005; Hart et al. 2007; Hart et al. 2007a; Hart et al. 2004; Heinzerling et al. 2006).  
Also, baclofen, a GABA-ergic compound, was found to be ineffective at suppressing 
self-administration, especially in more intensive cocaine users and seems to have only a 
small therapeutic effect for the treatment of methamphetamine dependence compared to 
placebo (Heinzerling et al. 2006).  
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Abstinence maintenance for stimulant-related disorders 

No medication has shown clear efficacy in treating cocaine dependence (Kleber et al. 
2006), and no antagonists have been found yet to be effective (UNODC 2002). 
However, patients with severe forms of dependence and severe withdrawal symptoms 
or those not responding to psychosocial treatment may find medication to be useful for 
them (Kleber et al. 2006).  
 
Shoptaw et al. (2006) indicated that the antidepressant sertraline is contraindicated for 
the treatment methamphetamine dependence due to significant more adverse events 
compared to placebo conditions (Shoptaw et al. 2006). Newton et al. (2006) suggested 
that the antidepressant bupropion has some effectiveness in reducing 
methamphetamine-induced subjective effects and cue-induced craving (Newton et al. 
2006). Newton et al. (2006) found reduced acute methamphetamine-induced subjective 
effects and reduced cue-induced craving under the administration of bupropion, an 
atypical antidepressant that acts as a norepinephrine and dopamine reuptake inhibitor, 
and nicotinic antagonist (Newton et al. 2006). Furthermore buprion was found to be 
well-tolerated by patients and seems to alleviate the cardiovascular effects of 
experimentally administered methamphetamine (Newton et al. 2005).  
The selective serotonin reuptake inhibitor fluoxetine and the dopamine reuptake 
inhibitor bupropion had some benefit in small studies but not in larger trials (Kleber et 
al. 2006). The tricyclic antidepressant desipramine has been studied with inconsistence 
findings, some studies showing positive effects others not. One study compared 
desipramine with placebo and found a short term effect of 6 weeks but not at 12 weeks 
or longer (Kleber et al. 2006). Several recent clinical trials confirmed, that the use of 
antidepressants such as paroxetine, reboxetine, nefazodone, sertaline, and venlafaxine 
do not support the treatment of cocaine dependence (Ciraulo et al. 2005; Ciraulo et al. 
2005a; Passos et al. 2005; Winhusen et al. 2005). Desipramine, a tricyclic 
antidepressant (TCA) that inhibits the reuptake of norepinephrine, is associated with 
depression improvements and therefore with improvements in cocaine use in treatment 
of cocaine-dependents with depression in an outpatient setting (McDowell et al. 2005). 
However, the administration with desipramine lead to higher dropout rates due to side 
effects and medical adverse events (McDowell et al. 2005). 
After some initial promising results, the anticonvulsant carbamazepine had no effects in 
later double-blind placebo-controlled studies (Kleber et al. 2006). In recent clinical 
trials the anticonvulsants valproate, lamotrigine, and gabapentin were found to be not 
more effective than placebo in treating cocaine dependence (Berger et al. 2005; Bisaga 
et al. 2006; Gonzalez et al. 2007; Reid et al. 2005). For the utility of divalproex (an 
anticonvulsant and mood-stabilising drug) in patients with bipolar disorder and primary 
cocaine dependence further high quality experimental, placebo-controlled studies are 
warranted to confirm the promising results of a first pilot study (Salloum et al. 2007). 
Tiagabine, an anti-convulsive medication, has been shown to lead to reduced positive 
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urine samples in patients treated for cocaine dependence compared to placebo and may 
merit further study, although the patients of a recent trial showed difficulties in 
tolerating low dose of tiagabine (Gonzalez et al. 2007; Winhusen et al. 2005). 
Topiramate, an anticonvulsant drug, showed recently some promising results in one 
double-blind study (Kleber et al. 2006) and Kampman et al. (2004) demonstrated that 
topiramate-treated patients were more likely to be abstinent from cocaine compared to 
placebo-treated (Kampman et al. 2004).  
The GABA agonist baclofen has shown some minor effect (Heinzerling et al. 2006), 
and one double-blind clinical trial with tiagabine showed more effect than placebo in 
reducing cocaine use (Kleber et al. 2006). The narcoleptic medication modafinil has 
shown some effects, but needs further studies (Kleber et al. 2006). Modafinil blocked 
the euphoric effects of cocaine, significantly decreased systemic exposure to cocaine 
during the first 180 minutes following intravenous cocaine administration and improves 
clinical outcome when combined with psychosocial treatment for cocaine dependence 
(Dackis et al. 2005; Donovan et al. 2005; Ginsberg 2005). Malcolm et al. (2006) found 
in their recent clinical trial6 no significant hemodynamical interactions between 
modafinil and cocaine, but further outpatient trials appeared to be warranted (Malcolm 
et al. 2006). The systematic review by the APA describes mixed results on dopamine 
agonists: amantadine, an antiviral drug, has been best studied but with no overall 
benefit, only in some studies (Kleber et al. 2006). Kampman et al. (2006) used a double-
blind, placebo-controlled design to evaluated the efficacy of amantadine, propranolol, a 
non-selective beta blocker mainly used in the treatment of hypertension, and their 
combination in one hundred and ninety-nine cocaine dependent patients with severe 
cocaine withdrawal symptoms (Kampman et al. 2006). Neither propranolol nor 
amantadine or their combination was found to be significantly more effective than 
placebo in promoting abstinence from cocaine in these extremely difficult-to-treat 
patients, whereas highly adherent patients to study medication showed better treatment 
retention and higher rates of cocaine abstinence under the provision of propranolol 
compared to placebo (Kampman et al. 2006).  
Reid et al. (2005) found no effectiveness of the atypical antipsychotic agent olanzapine 
for the treatment of cocaine dependence with regard to cocaine use, as measured by 
urine Benzoylecgonine (BE)7 levels and self-report (Reid et al. 2005) and risperidone, 
another atypical antipsychotic medication, were found to be insufficient in reducing 
cocaine craving in cocaine dependents (Smellson et al. 2004). The partial dopamine 
agonist aripiprazole have shown promising results in a small clinical trial regarding 
subject-related and cardiovascular effects, but further research is needed to confirm the 
effectiveness (Lile et al. 2005). However, typical and atypical psychotic agents such as 
haloperidol, olanzepine and risperidone, were found to be effective in the treatment of 
patients with co-occurring schizophrenia and cocaine dependence (Albanese & Suh 

                                            
6  Phase I of clinical trials: First stage of testing a drug/agent/medication in human subjects 
7  Benzoylecgonine is the major metabolite of cocaine 
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2006; Rubio et al. 2006; Sayers et al. 2005; Smelson et al. 2006). Stoops (2006) 
indicated that the aripiprazole, an atypical antipsychotic medication approved for the 
treatment of schizophrenia and acute manic and mixed episodes associated with bipolar 
disorders, may have clinical utility in treating stimulant dependence, but large-scale 
clinical trials are needed to confirm the efficacy (Stoops 2006). Otherwise, mazindol, a 
catecholamine reuptake inhibitor and antipsychotic agent, was fount to be ineffective in 
reducing cocaine consumption, cocaine craving, and psychiatric symptoms in patients 
diagnosed with comorbid schizophrenia and cocaine abuse or dependence (Perry et al. 
2004). 
Dopamine agonists like selegiline, l-dopa/carbidopa, pergolide had inconclusive or 
negative findings and altogether no superiority to placebo (Kleber et al. 2006) and also 
recent findings did not confirm the support for the efficacy of dompamine agonists for 
the treatment of cocaine dependence (Ciraulo et al. 2005; Focchi et al. 2005; Gorelick & 
Wilkins 2006). However, Shoptaw et al. (2005) found good results for cabergoline, a 
potent dopamine receptor agonist, regarding improvements in addiction severity and 
negative urine samples for cocaine metabolites and provided empirical support for 
conducting a larger study of the medication (Shoptaw et al. 2005).  
The opiate antagonist naltrexone has not been found useful for treatment of cocaine 
dependence (Kleber et al. 2006; Schmitz et al. 2004). Schmitz et al. (2004) found, that 
50 mg/day of naltrexone failed to reduce either cocaine or alcohol use in co-occurring 
cocaine and alcohol abusers, whereas psychotherapy significantly reduced cocaine use 
during the first 4 weeks of treatment (Schmitz et al. 2004). Baker et al. (2007) found 
that the administration of disulfiram reduced cocaine-associated subjective effects 
(‘high’ and ‘rush’) (Baker et al. 2007). Carroll et al. (2004) showed that the provision of 
disulfiram alone and in combination with cognitive behaviour therapy (CBT) is 
effective in reducing cocaine use in cocaine-dependent outpatients (Carroll et al. 2004). 
Several further medications were recently investigated with regard to their efficacy for 
treatment of cocaine dependence. Progesterone, a steroid hormone, attenuated some of 
the physiological and subjective effects of cocaine, but further studies are warranted to 
assess the efficacy (Sofuoglu et al. 2004). High doses of dehydroepiandrosterone, a 
natural steroid prohormone, seems to be contraindicated as a pharmacotherapy for 
cocaine dependence due to increasing cocaine use compared with placebo (Shoptaw et 
al. 2004). Tryptophan, an essential amino acid, did not significantly prevent relapse to 
cocaine use or attenuate cocaine use after relapse (Jones et al. 2004). Levodopa (L-
dopa), an intermediate in dopamine biosynthesis, and amlodipine, a calcium channel 
blocker, were found to be not superior to placebo in reducing cocaine use (Malcom et 
al. 2005; Mooney et al. 2007). Also selegiline, a drug used for the treatment of 
Parkinson's disease, does not support the treatment of cocaine dependence (Elkashef et 
al. 2006), as well as celecoxib, a non-steroidal anti-inflammatory drug (Reid et al. 
2005).  
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Immunisation and vaccination are two strategies with a long tradition and very little 
empirical proof of effectiveness (Kantak 2003). In (passive) immunisation, catalytic 
antibodies are injected that bind cocaine and subsequently hydrolyse cocaine into the 
inactive products ecognine methyl ester and benzoic acid. A cocaine vaccine has also 
been proposed; this would attempt to block the effects of cocaine using cocaine 
antibodies (Bagasra et al. 1992). This unique approach to the pharmacotherapy of 
cocaine addiction was initiated by immunisation experiments that demonstrated specific 
cocaine antibody production in animals (Carrera et al. 1995; Carrera et al. 2000; Fox 
1997; Fox et al. 1996). Cocaine-specific antibodies can sequester cocaine molecules in 
the bloodstream, thereby allowing naturally occurring enzymes (cholinesterases) to 
convert cocaine into inactive metabolites, which are then excreted. As the antibodies 
cannot cross the blood-brain barrier, the vaccine is not expected to have any direct 
psychoactive effect. As the antibodies prevent cocaine from having an effect, the 
reinforcing effect of continued cocaine use would be dampened. Furthermore, the 
vaccine persists for months, so there is no need for daily administration of medication. 
A randomised, double-blind, placebo-controlled clinical trial involving 34 former 
cocaine users was carried out to assess the safety and immunogenicity of the therapeutic 
cocaine vaccine TA-CD (Kosten & Biegel 2002). The results of this trial showed that 
the vaccine induced cocaine antibodies in a time- and dose-dependent manner and that it 
was well tolerated with no serious adverse events during 12 months of follow-up. This 
trial was then followed up by an open-label, 14-week, dose escalation study evaluating 
the safety, immunogenicity and clinical efficacy of the cocaine vaccine (Martell et al. 
2005). Ten cocaine-dependent subjects received a total dose of 400 µg of vaccine in 
four injections over the course of 8 weeks and eight cocaine-dependent subjects 
received a total dose of 2 000 µg of vaccine in five injections over the course of 12 
weeks. The results showed a high completion rate, no serious adverse events, good 
tolerance and a significantly higher likelihood of cocaine-free urine in the high-dose 
group at 6 months. The results are most encouraging when compared with other 
pharmacological strategies, but will have to be replicated in further studies. 

Pharmacotherapy for the treatment of cannabis related disorders 

Neurobiological trials on cannabis withdrawal demonstrate the importance of the 
development of further pharmacological options for the treatment of cannabis 
dependence. Different published studies have employed laboratory animals to evaluate 
medication effects on cannabinoid withdrawal symptoms. Nevertheless clinical trials of 
human participants are rare and none of the included effectiveness reports found clinical 
trials supporting a medication for the pharmacotherapy of cannabis dependence (Kleber 
2003; UNODC 2002). Some findings suggest that oral delta-9-tretrahydrocannabinol 
(THC) might be helpful in suppressing cannabis withdrawal (Budney et al. 2007). In a 
recent clinical trial eight daily cannabis-using adults were randomly allocated to placebo 
or lower dose of THC (30 mg) or higher doses of THC (90 mg) during three 5-days 
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periods of abstinence from cannabis. A lower daily dose of THC reduced withdrawal 
discomfort, where as higher daily doses showed a greater effect in suppressing 
withdrawal symptoms (Budney et al. 2007). These results replicated the findings of 
another clinical trial that demonstrated that THC administration beginning on the first 
day of marijuana abstinence lead to decreased symptoms of cannabis withdrawal, like 
anxiety, misery, chills or self-reported sleep disturbance, relative to placebo (Haney et 
al. 2004). Oral THC also decreased marijuana craving during abstinence compared to 
placebo. The same study investigate the effect of the mood stabiliser divalproex to 
attenuate a broader range of cannabis withdrawal symptoms, compared to 
antidepressants, such as nefazodone and burpropion (Haney et al. 2004). As like 
bupropion, maintenance with divalproex prior to and during marijuana abstinence also 
markedly worsened mood such as irritability, edginess, anxiety and sleepiness (Haney et 
al. 2004). Another double-blind placebo-controlled study focused on the effectiveness 
of the anticonvulsant drug gabapentin in suppressing cannabis use and cannabis 
withdrawal symptoms (Escher et al. 2005). In several studies gabapentin was found to 
be effective and safe in treatment of depression, anxiety, insomnia, aggression, and 
alcohol withdrawal. Twenty-one non treatment-seeking volunteers with concurrent 
DSM IV8 cannabis and alcohol abuse or dependence were randomly treated with 
gabapentin (1200 mg/d) or placebo. Gabapentin administration decreased a subset of 
marijuana withdrawal symptoms compared to placebo as measured by the Marijuana 
Withdrawal Checklist (MWC). Patients reported less sleep disturbance and enhanced 
sleep quality. Gabapentin was also associated with diminished urge to use cannabis and 
alcohol (Escher et al. 2005).  
Quetiapine, an atypical antipsychotic medication, seems to decrease cravings for 
cannabis in patients with co-occurred psychotic and substance use disorders (Potvin et 
al. 2006). Nevertheless, these findings were only shown in an open label trial and a final 
conclusion could only made after verification in a randomised, placebo-controlled trial 
design. In summary, different agents, such as bupropion, divaleproex, naltrexone, and 
nefazodone were investigated for the treatment of cannabis dependence and for the 
prevention of cannabis reinstatement after abstinence, but each medication missing 
broader effectiveness (Kleber 2003; UNODC 2002). Oral delta-9-tretrahydrocannabinol 
(THC) might be helpful in suppressing cannabis withdrawal. 

5.3 Psychosocial interventions for the treatment of drug dependency 

A wide range of psychosocial interventions is available for the treatment of drug 
dependence. As many different study designs were used to explore psychosocial 
treatment, it is difficult to compare the individual direct outcomes. The optimal duration 
of treatment might be a key point but has hardly been studied. The review of Gowing et 

                                            
8  DSM = Diagnostic and Statistical Manual of Mental Disorders; list of categories of mental disorder 

and the criteria for diagnosing them 
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al. found limited strength of evidence that best outcomes are associated with treatment 
duration of at least three months with at least weekly sessions (Gowing et al. 2001) The 
intensity of treatment has been investigated in a few studies. Comparing a once-weekly 
with a thrice-weekly counselling for buprenorphine-naloxone maintenance treatment, 
Fiellin et al. did not find significant differences between the groups (Fiellin et al. 2006). 
Highly structured relapse prevention seems to be more effective than less structured 
interventions, with regard to cocaine users with co-morbid depression (UNODC 2002, 
p.14). Treatment should match the patient and should be relevant to the individual 
(Gowing et al. 2001). Some form of treatment may be more useful for women than for 
men, others might be better for cocaine users than cannabis users (Haro et al. 2006), so 
it is important to carefully choose and provide the optimal treatment setting for the 
individual. 
 
Often different approaches and methods are combined or compared. Combining 
different treatment approaches can lead to improved results. One small American study 
compared motivational enhancement plus CBT plus vouchers with motivational 
enhancement only or with CBT. The latter two groups showed on average 7 days of 
abstinence in the month prior to the last measurement, the three-way group had 13 days 
on average (Rigter et al. 2004).  
In general, treatment outcomes may differ if treatment is coerced: one study on 
methamphetamine users compared those with legal and/or other agencies’ treatment 
referrals to those who entered treatment voluntarily. Treatment outcomes did not differ; 
however, those with legal pressure had more relapses within 6 months (Brecht et al. 
2005). 
One study on adolescent cannabis users (12-18 years) with 600 participants compared 
five different interventions: Motivational enhancement followed by a short CBT for 6 
weeks, 8-10 additional CBT sessions on top of the motivational enhancement and short 
CBT for 12 weeks, family support network additionally to the extensive CBT, 
Adolescent Community Reinforcement Approach (ACRA) and multidimensional family 
therapy. (Dennis et al. 2004). All of these interventions reduced the number of problems 
connected with cannabis use and the number of days of use was reduced. There was no 
difference between the more intensive and less intensive interventions. A critical point 
of this study mentioned by Rigter et al. (2004) is the fact, that not all the users were 
dependent and did not seek help themselves but were referred to, as cannabis use in the 
USA is considered more of a problem than in Europe (Rigter et al. 2004, 46). 
Psychosocial treatment usually improves substitution maintenance treatment outcomes 
for opiate dependent patients (Montoya et al. 2005).  

Cognitive-Behavioural Therapy (CBT) 

Cognitive-behavioural therapy as a structured psychosocial intervention aims at 
modifying cognition, behaviour, beliefs. Usually some kind of skills training and 
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practice to deal with craving is involved, as well as monitoring high-risk situations for 
relapse. There can also be the focus on relapse prevention, by training the drug users to 
develop skills on avoiding high-risk situations and to cope with such situations. Some 
kind of cognitive-behavioural interventions are used in many therapy settings in Europe. 
They might be modified and used in different approaches.  
CBT is of the most common and best evaluated methods for treating cocaine 
dependence in the USA (UNODC 2002). CBT also seems to have long-term effects 
with respect to decrease of cocaine use after leaving treatment (Kleber et al. 2006). 
Compared with no treatment in the control group, CBT showed better outcomes 
(UNODC 2002). CBT appears to be especially effective in patients with more severe 
dependence or co-morbid mental illness (Kleber et al. 2006). CBT seems to be more 
effective on long-term abstinence than most others psychosocial interventions (Gowing 
et al. 2001). CBT shows some usefulness, especially for moderation of use, but research 
outcomes are inconclusive (Rigter et al. 2004). Homework compliance within the CBT 
programme for cocaine dependence was significantly linked with better retention and 
reduction of use, also in quantity and quality of coping skills (Carroll et al. 2005; 
Gonzalez et al. 2006). Four RCTs compared CBT with the twelve steps or similar 
programmes and considered CBT superior especially concerning moderation of use 
(Rigter et al. 2004). In one Australian study on CBT with amphetamine users, the 
authors reported improvements in somatic symptoms, anxiety, and depression and in 
amphetamine refusal self-efficacy (Feeney et al. 2006). Concerning the intensity of 
CBT one trial found that the number of treatment sessions had a significant effect on the 
level of depression, and also abstinence rates were better in those attending at least 
twice (Baker et al. 2005). CBT has greater benefits than less intensive approaches under 
controlled conditions (Kleber et al. 2006), and seems to be at least as effective as 
manual-guided disease-model approaches. Another RCT on cannabis compared 14 CBT 
sessions with two sessions of motivational enhancement and had a control group with 
no treatment. After four months the two treatment groups had better outcomes than the 
control group concerning moderation of use and symptoms of dependency. Also after 
16 months the two treatment groups were equally effective with 25% being abstinent 
(Kleber et al. 2006; Rigter et al. 2004). In order to increase treatment adherence in 
heroin dependent patients in naltrexone treatment a behavioural naltrexone therapy was 
conducted in one RCT. It was more successful than a control group in standard 
treatment, but still had substantial drop-out and rather poor retention at 6 months 
(Nunes et al. 2006). Other variables like crime, health and social functioning did not 
differ between the treatment and control group, reduction in amphetamine use was 
found in both groups (Baker et al. 2005).  
One RCT on substance use disorders with psychotic disorders compared standard 
treatment with MI/CBT intervention for psychotic patients with alcohol, cannabis 
and/or amphetamine problematic use (Baker et al., 2006). There were no differences in 
substance use at 12-month except for a small one in amphetamine use, but there was a 
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short-term improvement in depression and also in cannabis use and effects on general 
functioning for the MI/CBT group (Baker et al. 2006). According to one study among 
mostly homeless and mentally disordered crack smokers, CBT had better outcomes than 
a 12-step programme and CA participation, but overall there was a high dropout rate 
(UNODC 2002). 
One special form of behavioural treatment especially for those with severe mental co-
morbidity was studied in a randomised trial on drug dependent (cocaine, heroin or 
cannabis) and mentally ill patients. The Behavioural Treatment for Substance Abuse in 
Severe and Persistent Mental Illness (BTSAS) was compared with Supportive 
Treatment for Addiction Recovery (STAR) as a control condition; both were conducted 
twice a week for six months. The BTSAS programme was significantly more effective 
in clean urine samples, attendance, treatment retention rate and attendance at sessions 
(Bellack et al. 2006). 
One RCT investigated the so-called Matrix Model, a manualised behavioural approach, 
in the treatment of methamphetamine dependence, and found it to be efficacious 
although over time the effects did not differ anymore from the control group (Rawson et 
al. 2004). 
Brief skills interventions led to shorter and less severe relapses than “attention placebo”, 
both conditions having been combined with 12-step-principles and social learning 
principles (UNODC 2002).  
A comparison between CBT and interpersonal psychotherapy showed that CBT had 
more treatment completers and longer abstinence after treatment (UNODC 2002), these 
results being especially significant with severe cocaine users (UNODC 2002). 
A manual-guided spiritual self scheme therapy, a form of behavioural treatment, was 
studied in a stage I study for drug dependence. This integrates a cognitive model of self 
with a Buddhist framework suitable for all faith backgrounds (Avants et al. 2005). 
There was evidence for a shift in self-scheme, and this shift (from ‘addict self’ to 
‘spiritual self’) was correlated with change in drug use (Avants et al. 2005). 
In summary, CBT has especially good outcomes in the long-term view and for different 
patient groups and especially for those with more severe dependence symptoms or co-
morbid mental illness. It has been conducted for cocaine dependence in a number of 
studies with good results, and also for other substances. 

Motivational Interviewing (MI) 

This intervention is based on cognitive-behavioural principles and was developed by 
Miller and Rollnick (1991). MI does focus on enhancing motivation to change 
problematic behaviour and uses methods like developing a feeling for discrepancies, 
expressing empathy, support self-efficacy. It is often used as a brief intervention.  
In substance-unspecific treatment “motivational enhancement“ has been examined in a 
number of research studies. In general good results were found with respect to 
reinforcing the willingness to undergo and continue interventions (Carroll et al. 2006). 
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Motivational enhancement has especially good outcomes for patients with lower initial 
motivation than for those with higher initial motivation (Rohsenow et al. 2004). Also 
for cannabis use positive results for MI have been found, i.e. greater reduction in use 
and use-related problems (UNODC 2002). 
A controlled study from Australia on heroin users in methadone maintenance treatment 
showed Motivational Interviewing to lead to less drug use, later relapse, longer stay in 
treatment (UNODC 2002). A US “Marijuana Treatment Project” compared two groups: 
The first had two motivational enhancement sessions, the second had nine sessions 
consisting of motivational enhancement, CBT and case management. A control group 
consisted of a no treatment group: those on the waiting lists. Both treatment groups 
reduced the days of use, and nine sessions had better results than two sessions. Also the 
number of symptoms of cannabis dependence and the number of problems with 
cannabis were reduced, but the second group did not do better regarding coping-skills as 
it was expected (Litt et al. 2005). 
 
A brief motivational intervention for cocaine and heroin users tested abstinence at 3- 
and 6-month follow-up, and found better results for the treatment group, for both 
cocaine and heroin use (Bernstein et al. 2005). A brief MI intervention for young 
methamphetamine dependent patients was more successful than the psychoeducation 
control group although MA use decreased in both groups only on the short-term scale 
(Srisurapanont et al. 2007). A multi-site study with 450 cannabis-dependent patients 
compared a delayed treatment control with a two-session motivational approach and 
with a nine-session combined motivational and coping skills approach. The two latter 
interventions had greater reductions in cannabis use than the delayed treatment, both at 
4 month and 15 month follow-up (Kleber et al. 2006, 159). The combination of brief MI 
intervention with psycho-physiological personalised feedback was effective in one pilot 
RCT (Stotts et al. 2007). As a low-threshold intervention in a group setting it can be 
helpful to start and maintain participation in treatment, especially for patients with more 
severe dependence (Rosenblum et al. 2005). Also for special subgroups like co-morbid 
patients MI showed effectiveness. A two-session MI and the control group with 
standard psychiatric interview for co-morbid patients (psychosis and drug use disorders) 
did find improved treatment outcomes for both groups; differences were significant 
when looking at different kind of drugs used: for cocaine users the MI intervention had 
better treatment outcomes, but for the cannabis users the SI (standard psychiatric 
interview) group had better outcomes (Martino et al. 2006).  

Community Reinforcement Approach (CRA) 

The Community Reinforcement Approach (CRA) uses a range of methods and is based 
mainly on cognitive-behavioural principles. Its concept includes that environmental 
contingencies (like family, peers, work, leisure time involvement) can play a helpful 



 79 

role in encouraging or discouraging drug use. CRA is often combined with Contingency 
Management or similar incentive programmes. 
A meta-analysis on CRA found strong evidence that CRA with incentives is more 
effective than usual care or CRA without incentives for the treatment of cocaine 
dependence. The same found limited evidence that CRA with incentives is more 
effective in an opioid detoxification programme and more effective than a methadone 
maintenance programme (Centre for Reviews and Dissemination 2007b). One RCT 
compared the impact of different values of the vouchers during a CRA treatment; the 
high-value group (maximal value $1995/12 weeks) had greater and longer abstinence 
than the low-value group (maximal $499/12 weeks), but this relationship weakened 
over time (Higgins et al. 2007). 
First reports on CRAFT (CRA Family Training) are promising for drug users in general, 
without substance-specific effects (Rigter et al. 2004). One study on Adolescent 
Community Reinforcement Approach (ACRA) compared the intervention as an 
aftercare programme with normal aftercare, and found reduced days of use and a higher 
rate of abstinence after one year in the ACRA group (Rigter et al. 2004). 
One study compared CBT, rewards, and the combination of both, where all three 
seemed to be successful in reducing the use, but without significant differences (Rigter 
et al. 2004). 
Some studies compared CRA with standard drug counselling with referral to AA, 
randomised and controlled, and found better outcomes regarding abstinence, duration of 
abstinence, personal functioning improvements and staying in treatment, finding that 
the different components of the CRA contribute to the overall outcomes (UNODC 
2002). 

Contingency management (CM) 

Contingency management is another form of behavioural approach. The principle of 
this approach is that “rewards” are given to those who have negative urine samples to 
reinforce abstinent behaviour. Those incentives can be implemented in the form of 
vouchers or prizes, and also privileges in the treatment setting. CM is usually embedded 
in a treatment like CRA or structured drug counselling. As Contingency Management is 
hardly conducted in Europe, research on the effectiveness comes almost exclusively 
from the USA. CM was found to be effective in reducing drug use and treatment 
retention, but these results tend to be short-term only. 
A meta-analysis found CM to be effective in reducing drug use in methadone treatment 
(Centre for Reviews and Dissemination 2007a), but not all research found positive 
outcomes of voucher-based interventions (Gowing et al. 2001). It has been found to be 
effective in a number of studies, in different samples and settings: cocaine users in 
methadone maintenance, pregnant women, homeless people, freebase using people 
(Kleber et al. 2006). 
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The motivation to change substance use was studied in one randomised trial, where 
patients were randomised to either standard treatment or standard treatment plus CM, 
and motivation was measured with the stages of change model URICA 3 months later. 
The CM group had longer duration of abstinence, but the groups did not differ 
concerning their motivation to change substance use (Ledgerwood et al. 2006). 
Apart from longer duration of abstinence CM also seems to improve Quality of life, 
measured with the Quality of Life Inventory (QOLI) in cocaine users (Petry et al. 2007). 
For methamphetamine users CM also had good results (Roll, Petry et al. 2006). 
Contingency reinforcement therapy showed promising results in abstinent cocaine 
users; compared to interpersonal problem-solving a treatment package combined with 
voucher payments had better outcomes in the one study, when vouchers were delivered 
immediately after negative urine samples, than in a second study where vouchers were 
delivered weekly with a small value in the beginning (UNODC 2002). In the first study, 
half of the respondents completed treatment and achieved one-month abstinence in their 
cocaine use, whereas in the second study nobody achieved this goal (UNODC, 2002). 
Reinforcement treatment is more successful when the reinforcements have increasing 
magnitude for consecutive abstinence and reset after positive urinalysis (Roll et al. 
2006). In order to link opioid dependent patients from hospital treatment to further drug 
treatment vouchers for free methadone were compared with case management. Both 
interventions had higher percentage of enrolled patients at three months and at six 
months, and are therefore more helpful than standard treatment in linking drug 
dependents to treatment system (Sorensen et al. 2005). 
The effects of CM have been investigated for methadone maintenance patients in a 
number of studies. CM attendance resulted in longer periods of abstinence than a 
performance feedback control group, but this difference disappeared at the end of the 
24-weeks intervention (Schottenfeld et al. 2005). CM condition in connection with 
standard outpatient treatment resulted in more and longer abstinence among cocaine and 
amphetamine users, and also retention was better than in the control group (Petry et al. 
2005). Concerning the possible amount of prizes, for more severe dependent patients 
the outcomes on abstinence were magnitude-dependent, whereas with those patients 
who started treatment already with negative urine samples, the level of prizes did not 
effect abstinence during treatment and was here the same a in the control group (Petry et 
al. 2004). Combined with group therapy in methadone clinic, the prize-based CM 
patients had more cocaine-negative urine samples and attended more group sessions 
than the control group with standard treatment (Petry et al. 2005). Brief voucher-based 
reinforcement for cocaine users in a methadone maintenance patient sample was 
effective in the short-term (Sigmon et al. 2004). On the other hand, a long-term 
reinforcement for cocaine use in methadone patients was investigated as well in a 52-
weeks intervention, and vouchers were highly effective in decreasing cocaine use 
(Silverman et al. 2004).  
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CM showed better treatment retention and drug-free urine in cannabis users and even 
more so in combination with Motivational Enhancement and CBT, while CBT in 
combination with Motivational Enhancement (MET) had continued reduction in use 
through a six-month follow-up (Carroll et al. 2006). 
Directly compared with CBT, CM treatment resulted in better retention rates and lower 
stimulant use during treatment whereas CBT had longer-term outcomes, and no additive 
effect for the combination of both interventions was found (Rawson et al. 2006). This 
was shown as well for cocaine using methadone patients (Rowan-Szal et al. 2005). For 
homeless cocaine users in a shelter a CM intervention was effective on reducing cocaine 
use (Tracy et al. 2007). A clinical trial on adult cannabis dependent persons found 
vouchers to maintain abstinence during treatment, whereas CBT enhanced the post-
treatment abstinence maintenance (Budney et al. 2006). 
A comparison of contingent voucher treatment with a motivated stepped care (MSC) 
found similar outcome on negative urine samples for both groups, both significantly 
higher than Standard Care, and a still higher proportion for the combined therapy of 
vouchers and MSC. Regarding retention the voucher group was superior while the 
stepped-based care had better adherence to counselling sessions (Brooner et al. 2007). 
Different approaches and deliveries of contingencies are compared in a number of 
studies. The effectiveness of prize-based incentives in stimulant dependent patients was 
studied, and different treatment histories and experiences were taken into account. The 
effectiveness of incentives did not differ between the experienced and inexperienced 
patients (Killeen et al. 2007). Alessi et al. conducted a two-phase crossover design study 
on prize-based contingency management, where standard treatment was compared with 
CM condition, which consisted of a 12-week standard treatment plus the possibility of 
winning prizes for negative urine samples and treatment attendance (Alessi et al. 2007). 
Outcome was measured in weeks retained in treatment and duration of abstinence (at 6 
and 9 month follow-up). Weeks retained did not differ between groups but the longest 
duration of sustained abstinence (LDA) was significantly higher in the CM condition 
(Alessi et al. 2007). Another form of CM is to reinforce goal-related activities instead of 
reinforcing abstinence by negative urinalysis, but the latter group had better outcomes 
(Petry et al. 2006). On the other hand both vouchers and prizes as a contingent treatment 
have similar outcomes on treatment (Petry et al. 2005). 
Also housing has been used as contingencies for homeless substance users: An intensive 
behavioural treatment for homeless cocaine-dependent people with three groups: 
treatment only, treatment plus housing for six months and treatment plus housing as a 
contingency for drug abstinence. The two housing groups had better outcomes 
concerning stable housing and employment (Kertesz et al. 2007). Another study on 
contingent housing and work also found more abstinent patients who also stayed 
abstinent for a longer time and had fewer relapses than the control group (Milby et al. 
2004).  
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A comparison between voucher and buprenorphine contingency and standard treatment 
without contingencies for heroin-dependent patients with cocaine use showed no 
difference in the retention rate between the groups, but the buprenorphine group had 
more weeks of continued abstinence from heroin and cocaine (Gross et al. 2006). 
Another study found that combining CM with bupropion had better outcome on cocaine 
use in methadone patients than bupropion alone (Poling et al. 2006).  
Guidelines for voucher purchases did not seem to be a critical aspect of voucher 
programmes, as no differences in the kind of purchases were found (Pantalon, et al. 
2004). 
Those patients who participate in family activities during their CM treatment remained 
longer in treatment, were abstinent for more weeks and reported greater reduction in 
family conflicts than those who did not participate in family activities (Lewis et al. 
2005).  
Concerning cocaine users with schizophrenia in a small-scale study CM reduced 
cocaine use in all three individuals (Roll et al. 2004). 

Cue exposure therapy (CET) 

Cue exposure is based on learning theory principles. It consists of repeated exposure to 
stimuli or cues associated with drug use (e.g. sight of o syringe for intravenous drug 
users) and aims at controlling or changing responses to these cues. Until now this 
intervention has been mainly done in laboratory conditions.  
Aversion therapy works with cues, and one experimental controlled comparative study 
on crack cocaine craving compared three different aversion therapies: chemical, covert 
sensitization and faradic; results indicate the usefulness of aversion therapy in order to 
reduce craving (Bordnick et al. 2004). 

Psychodynamic and interpersonal therapies 

Psychodynamic interventions originate in the psychoanalytical approach and work on 
unconscious conflicts, relationships and problematic situation. The therapist-patient 
interaction and relationship is an important feature in this approach. Other Interpersonal 
therapies focus on interpersonal relationships and issues as well, and aim at resolving 
interpersonal problems. 
No RCTs have been conducted for treatment using psychodynamic or interpersonal 
therapy, but a case series on individual psychodynamic psychotherapy and some reports 
on group psychodynamic therapy showed some efficacy. One clinical study on the 
comparison between interpersonal psychotherapy (IPT) and CBT found CBT to be 
superior (Kleber et al. 2006). Supportive-expressive therapy, a type of psychodynamic 
therapy, was one of four interventions studied in the NIDA collaborative cocaine 
treatment study, but seemed to be less effective than individual plus group drug 
counselling in decreasing cocaine use (Kleber et al. 2006).  
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A comparison of Relational Psychotherapy Mothers’ Group (RPMG) with Recovery 
Training for substance dependent mothers in a methadone clinic found better outcomes 
for the first group concerning child maltreatment, cocaine use, and greater improvement 
for the children of those mothers. But at six months follow-up these differences between 
the two groups were not present any longer (Luthar et al. 2007). 
A Dual Focus Schema Therapy (DFST) was conducted for personality disordered 
opioid dependent persons in methadone maintenance treatment. Compared to the 12-
step control group the treatment group had more rapid decreases in the frequency of use, 
on the other hand the control group had better reductions of disphoric affect. There were 
no group differences for retention, utilisation, reduction in psychiatric symptoms and 
other severity indicators (Ball 2007). 
Ketamine-assisted psychotherapy was tested as a single-session intervention and as a 
three-session intervention for heroin dependence and showed a higher rate of abstinence 
for the second group while both groups had better outcomes than the control group with 
standard treatment (Krupitsky et al. 2007). 

Counselling 

Counselling can be defined as a client-centred intervention to help the individual to 
overcome problems (EMCDDA 2007). In the US standard treatment is often based on 
the 12-step principle, both for individual and group counselling. However, in Europe 
counselling is not necessarily based on the 12-step principle. 
One study found less frequent cocaine use after regular abstinence-oriented counselling 
(UNODC 2002), another study compared intensive counselling in a structured day 
programme with four-weeks inpatient treatment of cocaine users, and found 
improvements for both groups (UNODC 2002). For the treatment of cannabis 
dependence counselling approaches seem to be beneficial according to a Cochrane 
systematic Review, as well as CBT and CM approaches, yet with low abstinence rates 
for all of them, so the overall conclusion of this review is inconclusive and highlights 
the fact that treatment of cannabis dependence seems difficult (Denis et al. 2007). 
An Australian RCT studied the effect of a postnatal home visit programme for drug-
using (heroin, amphetamine, cannabis, benzodiazepines) mothers. Concerning drug use 
there was no difference between the treatment group and the control group (no visits), 
both reduced the drug use during pregnancy but drug use increased again by six-month 
post-partum (Bartu et al. 2006). 
A brief counselling approach – Medical Management – was conducted as a preliminary 
study in methadone maintenance treatment and showed effects on drug use, as well as 
drug counselling (Pantalon et al. 2004). 
A further study showed that the frequency of attendance is positively related to lower 
risk of relapse in a six-month follow-up (UNODC 2002). Telephone-based continuing 
care following outpatient treatment for cocaine and/or alcohol users produced the same 
abstinence-related outcomes than the control groups with either face-to-face relapse 
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prevention or standard 12-step group counselling (McKay et al. 2004), but seemed to be 
somehow effective as an step-down treatment for most patients (McKay et al. 2005). 
The effect of either 12-step facilitation or Acceptance and Commitment Therapy (a 
behavioural oriented, spiritual approach) was investigated for patients in methadone 
maintenance treatment and compared to no psychosocial treatment in addition to the 
methadone treatment. Both conditions had better outcome than the methadone only 
control group concerning drug use (Hayes et al. 2004). 

Group counselling  

One large study by the NIDA on cocaine dependence compared four treatment settings: 
group counselling alone, group counselling with individual counselling, group 
counselling with cognitive psychotherapy, group counselling with supportive expressive 
psychotherapy (UNODC 2002). Concerning reductions of use, the group and individual 
counselling together was the most successful while the other three groups were similar 
in outcome (UNODC 2002). One RCT on a manualised group intervention for co-
morbid (psychosis) drug users found substance reduction in the treatment condition 
(James et al. 2004).  
Also professional treatment uses 12-step principles in group and individual drug 
counselling. Intensive sessions (36 individual and 24 group sessions over 24 weeks) 
have shown significant effects in reducing cocaine use, the greatest effects for 12-step 
based individual drug counselling plus group drug counselling, compared to supportive-
expressive therapy, cognitive therapy and drug counselling alone (Kleber et al. 2006). 
12-step-oriented standard group counselling seems to be similarly effective than relapse 
prevention aftercare (Kleber et al. 2006). One study of mild cannabis dependence 
among adolescents focused on a manual-guided, group-based treatment and found 
reduced use at 6 months and also sustained at 12 months (Kleber et al. 2006).  

Twelve-step and other self-help 

The 12-step approach is based on the principles of Alcohol Anonymous and has been 
adapted for other groups as well. 12-step interventions are one of the most common 
approaches in the USA and also rather common in Europe in different. Participation in 
12-step oriented self-help groups seems to reduce cocaine use, the higher the frequency 
of participation, the greater the effect (Kleber et al. 2006). Also active participation in 
self-help groups predicted less cocaine use and seems more important than attendance 
alone (Weiss et al. 2005). TSF (twelve-step fellowship) showed significantly greater 
effects in alcohol and cocaine users than clinical management for reducing cocaine use, 
comparable to the effects of CBT (Kleber et al. 2006). A post-treatment participation in 
12-step self-help had better outcome in a group of cocaine- or alcohol-dependent 
patients in a day hospital rehabilitation programme (UNODC 2002). 
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Therapeutic Communities (TC) and other inpatient treatment 

Therapeutic communities (TC) have an inpatient treatment approach originated in the 
USA. They are based on democratic and de-institutionalised principles and aim at 
abstinence, often also at smoking cessation. A Cochrane systematic review on 
therapeutic communities included seven RCT’s. There is only limited evidence that TC 
is significantly superior to other inpatient treatment; compared to community residence 
no differences were found concerning treatment completion, compared to day TC the 
residential group was significantly better in attrition and abstinence rates, and two of the 
RCTs investigated TCs in prison (see WP 4) (Smith et al. 2007).  

Other group and family therapies 

A rather special form of treatment has been tried in a small initial randomised pilot 
study: Mindfulness meditation plus standard treatment was compared with standard 
treatment only on substance-abusing patients (Alterman et al. 2004). There were no 
differences found in urine results or psychological health, but the ASI composite scores 
indicated greater improvement in medical problems for the meditation group (Alterman 
et al. 2004). One preliminary study on spiritually-focused group therapy plus 
acupuncture found longer abstinence from heroin and cocaine than in the acupuncture 
only group (Margolin et al. 2005). 
The JEWEL project (Jewellery Education for Women Empowering their Lives) was an 
economic empowerment and HIV prevention intervention for illicit drug using women 
with prostitution involvement. Compared to pre-treatment there were reductions in daily 
drug use and number of sex partners (Sherman et al. 2006). 
One study found better outcomes regarding cocaine use for an aftercare programme 
with a combination of group therapy and structured relapse prevention than for group 
therapy alone (after intensive outpatient treatment for both groups) (UNODC 2002).  

5.4 Evidence from Europe  

Pharmacological treatment agents for opioid-related disorders 

Pharmacotherapy of opioid withdrawal/detoxification 

Various Cochrane reviews on detoxification indicate that the most extensively tested 
effective strategy for the detoxification of heroin dependent patients is replacement of 
the illicit short-acting opioid by the long-acting opioid-agonist methadone, which is 
subsequently tapered and finally discontinued (Amato et al. 2005). The process and 
outcome of long-acting opioid-agonist tapering may be improved through additional 
prescription of a calcium channel blocker such as nimodipine (Jimenez-Lerma et al. 
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2002), whereas additional prescription of amantadine (antiviral drug also used as an 
antiparkinsonic) does not seem to improve the effectiveness of methadone tapering in 
heroin dependent patients with or without a co-morbid cocaine dependency (Perez de 
los Cobos et al. 2001). 

Methadone as a detoxification agent (including methadone reduction treatment) 

Methadone the most commonly used opiate agonist for detoxification treatment in 
Europe, mainly carried out in a linear reduction schedule with equal dose decreases. 
Reducing doses of methadone is currently accepted as a standard detoxification 
approach and despite the low retention rate, most patients in Europe are treated in an 
outpatient treatment setting (Gossop 2006). Methadone has been described as the most 
effective pharmacotherapeutic agent currently used in detoxification (Kreek 2000). 
Nevertheless, various patients relapse to heroin use and in comparison to methadone 
maintenance treatment, methadone withdrawal treatment leads to high drop-out rates, 
even though the effect on the proportion of positive urine samples in both treatment 
modalities remains high (Amato et al. 2007; Simoens et al. 2000). Methadone reduction 
treatment, as a special form of long-term methadone detoxification treatment, has 
similarities with gradual methadone treatment (Gossop 2006). Likewise the results are 
analogical to those of methadone maintenance programmes. As only two thirds of the 
patients in methadone reduction treatment received the planned reducing doses, 
methadone reduction treatment is frequently not delivered as intended (Gossop 2006). 
Even if methadone reduction treatment is delivered as intended, the outcomes remain 
poor especially in comparison to methadone maintenance treatment in terms of 
reduction of illicit opioid use and criminal behaviour (Gossop 2006). Higher doses of 
methadone (60 mg) for non-rapid detoxification were found to be more effective than 
lower doses (20 mg) with regard to treatment retention (Berglund et al. 2003). Also 
fixed methadone detoxification programmes may lead to higher retention rates than 
flexible methadone detoxification schedules, maybe because of reduced mean doses in 
the flexible regime group (Simoens et al. 2000). However, another European report 
found no differences between fixed and flexible reduced mean doses (Gossop 2006). 
Patients who are informed about the methadone withdrawal schedule have better 
outcomes than uninformed patients, although patients do not have better outcomes, 
when they control their methadone schedule on their own (Rigter et al. 2004). 
Compared to other opioid agonists, methadone showed better outcomes in terms of 
completion rate and less severe withdrawal symptoms (Amato et al. 2004). Different 
European effectiveness reports demonstrated that the potential of methadone to alleviate 
withdrawal symptoms is equal to α2-adrenergic agonists, like clonidine or lofexidine 
(Berglund et al. 2003; Rigter et al. 2004). Nevertheless, due to several important 
limitations, these recent findings should be interpreted with caution and the most recent 
Cochrane review found no statistically significant differences between methadone and 
adrenergic agonists (Amato et al. 2005). Furthermore, an analysis of single studies in 



 87 

this systematic review showed that methadone detoxified patients experience fewer side 
effects and withdrawal symptoms than patients treated with adrenergic agonists. In 
particular, early withdrawal symptoms were more adequately controlled with 
methadone than with lofexidine (Amato et al. 2005). These results correlate with former 
suggestions that methadone treatment is more effective than α2-adrenergic agonists in 
terms of treatment retention and relapse rate and provide a better safety profile (Amato 
et al. 2004). One European effectiveness report suggested that the combination of 
methadone and nimodipine, a dihydropyridine calcium channel blocker, could improve 
treatment outcomes, but no recent clinical trial could confirm these findings (Rigter et 
al. 2004). 
In summary, European evidence showed that detoxification treatment using tapered 
doses9 of methadone is associated with adequate rates of completion of withdrawal, 
reduction of withdrawal symptoms to tolerable levels, and minimal adverse effects. 
Control by the clinician rather than the patient of the rate of reduction of the methadone 
dose is associated with greater reductions in methadone doses. Compared to the effects 
of methadone in maintenance treatment, the efficacy of methadone for detoxification 
treatment is limited. The attrition rate of methadone detoxification treatment remains 
high, particularly in an outpatient setting compared to an inpatient setting. Despite the 
findings related to methadone and α2-adrenergic agonists of one recent RCT, the current 
systematic Cochrane review shows that methadone had better outcomes than other 
opioid agonists in terms of completion rate, and patients have shown less severe 
withdrawal symptoms. A Cochrane review found psychosocial treatment offered in 
addition to any pharmacological detoxification programme to be effective in terms of 
completion of treatment, results at follow-up and compliance (Amato et al. 2004). 

Buprenorphine as a detoxification agent 

The partial µ-agonist and κ-antagonist buprenorphine is a commonly used agent for the 
detoxification treatment of opiate dependents in Europe. Like methadone, the 
detoxification treatment with buprenorphine is carried out in a linear reduction schedule 
with equal dose decreases. 
Under the provision of equal doses, the efficacy of buprenorphine in the detoxification 
of opioid dependents is comparable to methadone with regard to treatment retention, 
illicit drug use, and suppression of withdrawal symptoms (Rigter et al. 2004). Gossop et 
al. suggested that detoxification with buprenorphine has less severe withdrawal 
symptoms in comparison to methadone detoxification and may lead to a higher number 
of completed detoxification treatments (Gossop 2006). Nevertheless, Kornor et al. 
(Kornor et al. 2006) recommend that outpatient buprenorphine tapering should be 
closely monitored due to the substantial psychological distress and increased death risk. 
Like methadone the efficacy of buprenorphine for detoxification treatment depends on 

                                            
9  Gradually reducing methadone over time  
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the treatment setting; the relative efficacy of outpatient and inpatient withdrawal 
remains somewhat unclear (Lingford-Hughes et al. 2004). The Trimbos effectiveness 
report found buprenorphine to be less effective in outpatient than in inpatient setting, 
but with better retention rates than methadone in outpatient setting (Rigter et al. 2004). 
The efficacy of buprenorphine for detoxification treatment depends on the dosage; low 
doses of buprenorphine were found to be effective in attenuating withdrawal symptoms 
with acceptable rates of treatment retention, despite additional medication for non-
specific symptoms such as anxiety and insomnia (Fuscone et al. 2005). The additional 
application of carbamazepine, an anticonvulsant and mood stabilising drug in the 
treatment of epilepsy and bipolar disorders, seems to improve the clinical outcomes of 
buprenorphine assisted detoxification in opiate dependents with additional multiple drug 
abuse (Seifert et al. 2005). Patients treated with buprenorphine and carbamazepine 
showed better outcomes in psychological status and a more effective short-term relief of 
affective disturbances than patients treated with methadone and carbamazepine. 
However, only 26 patients were included in this clinical trial so further studies are 
needed to confirm these findings. Compared to the α2-adrenergic agonist clonidine and 
methadone, buprenorphine has fewer cardiac side effects (Gossop 2006; Rigter et al. 
2004). Additional behavioural treatment added to detoxification treatment with 
buprenorphine (and voucher incentive programme and community reinforcement 
approach) leads to better outcomes on the measure duration of abstinence than in 
standard methadone detoxification treatment (Simoens et al. 2000). 

α2-adrenergic agonists as detoxification agents 

The use of α2 adrenergic agonists (clonidine, lofexidine) to manage the acute phase of 
opioid withdrawal is common Europe. However, most studies on the effectiveness of 
clonidine and lofexidine were done outside of Europe and shown, that clonidine and 
lofexidine could be considered as an effective detoxification option especially for 
patients, who prefer non-opioid treatment for detoxification. A recent European RCT 
found that patients randomised to lofexidine + naloxone had longer periods of 
abstinence before relapse than those who received methadone (McCambridge et al. 
2007). Furthermore, patients treated with lofexidine were more likely to complete 
detoxification, and more likely to be abstinent from opiates after 5 months, than those 
who detoxified with methadone. These findings were found to be consistent with the 
results of former studies reporting a more rapid resolution of withdrawal symptoms 
after lofexidine compared to methadone detoxification (McCambridge et al. 2007). This 
makes lofexidine particularly suitable in a prison context when methadone prescription 
is not possible (Howells et al. 2002). Lofexidine provided like clonidine the benefit that 
detoxification and naltrexone induction can be achieved within 5 days and without risk 
of opiate diversion. Raistrick et al. (2005) used an open-label randomised controlled 
trial design to examine the equal clinical effectiveness of buprenorphine and lofexidine 
in a community opiate detoxification. Two hundred and ten patients were randomised 
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either to buprenorphine or lofexidine detoxification treatment in a specialist out-patient 
clinic according to a predefined protocol. 46% of the patients treated with lofexidine 
and 65% treated with buprenorphine completed the detoxification programme. A 7-day 
buprenorphine detoxification showed to have some benefit in comparison to 5-day 
lofexidine detoxification with regard to the severity of withdrawal (Raistrick et al. 
2005). The additional provision of symptomatic medications enhanced the effectiveness 
of adrenergic agonists, and especially the combination with opioid antagonists such as 
naltrexone and naloxone leads to less severe withdrawal symptoms in detoxification 
compared to the treatment with lofexidine alone (Buntwal et al. 2000). 
In summary and taking into account the evidence from outside of Europe, clonidine and 
lofexidine could be considered as an effective detoxification option especially for 
patients, who prefer non-opioid treatment for detoxification. Compared to tapering 
doses of methadone,  opioid withdrawal management with α2-adrenergic agonists like 
clonidine and lofexidine leads to equal rates of completion of withdrawal and overall 
severity of withdrawal, but to more side effects and therefore to higher drop-out rates 
especially at an earlier stage of treatment. Lofexidine showed fewer side effects with 
similar clinical effectiveness in comparison to clonidine. The most described adverse 
effect of the opioid withdrawal treatment with clonidine is hypotension, which leads to 
the recommendation to check patients` blood pressure regularly. Due to the hypotensive 
side effects of clonidine, lofexidine should be preferred in outpatient settings. 

Buprenorphine-naloxone combination as a detoxification agent 

In Europe, the combination of buprenorphine and naloxone is available for the 
maintenance and detoxification treatment of opioid dependence. However, European 
studies on the effectiveness of this combination are only available from outside of 
Europe and shown in the respective chapter. The intention of adding naloxone to 
buprenorphine is to deter intravenous misuse and reduce the symptoms of opiate 
dependence and the evidence of effectiveness shows that the combination of 
buprenorphine and naloxone is effective and safe for the detoxification of opioid 
dependents and well tolerated by patients. 

Codeine/dihydrocodeine as a detoxification agent 

The analgesic agent dihydrocodeine is available as tablet, oral solution or injection. A 
recent open label randomised controlled trial compared buprenorphine with 
dihydrocodeine for detoxification from illicit opiates in primary care10 (Wright et al. 
2007). Sixty illicit opiate using participants were randomly treated either with daily 
sublingual buprenorphine or daily oral dihydrocodeine, both under a standard regimen 
including reduction of not more than 15 days. Abstinence was indicated by a urine 
sample and the secondary outcomes were recorded during the detoxification period and 
                                            
10  = Health care provider as a first point of consultation or treatment 
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three and six months after detoxification. The attrition rate was high: Only 23% of the 
participants stayed in the prescribed course of detoxification medication and provided a 
urine sample at the final prescription. Risk of non-completion of detoxification was 
higher in the administration of dihydrocodeine, and a lower proportion of people 
allocated to dihydrocodeine provided a clean urine sample compared with those who 
received buprenorphine (3% vs. 21%). Furthermore, the participants allocated to 
dihydrocodeine were more likely to call on professional carers during detoxification and 
more participants allocated to buprenorphine were abstinent at three months and six 
months post detoxification. In summary, the included European study provides only 
little evidence to support dihydrocodeine as a first line agent for opiate detoxification. 
Compared to buprenorphine, dihydrocodeine leads to higher drop-out rates and to a 
lower rate of opiate free urine samples. 

Pharmacotherapy for opioid maintenance 

Opioid-assisted maintenance programs are among the most important strategies in this 
respect, as they are associated with reductions of heroin use and HIV risk behaviour. 
Considering the high rate of relapse after detoxification of opioid dependence, 
maintenance therapy is currently considered to be the first-line treatment for such 
patients. Opioid-assisted maintenance programs have been introduced in most countries 
of the world, yet the medication of choice differs from one country to the next. 
Methadone is the most extensively studied and most widely used opioid in maintenance 
treatment. Other µ-opiate agonists that are used include levo-acethylmethadol (LAAM), 
codeine, slow-release oral morphine and diacetylmorphine, as well as the partial µ-
opioid agonist buprenorphine. In Europe several agents are approved for maintenance 
treatment of opiate dependents (Table 6).  
 

Table 6: 
Approved European agents for maintenance treatment of opiate dependents 

Agent Receptor-Type  

Methadone  Full µ-(mu)-agonist 1 

Buprenorphine  Partial µ-agonist 2 / κ-(kappa)-antagonist 3 

Buprenorphine + Naloxone 
Partial µ-agonist 2 / κ-(kappa)-antagonist 3 

+ opiate antagonsit 

Slow-released oral morphine (SROM) Full µ-(mu)-agonist 1 

Codeine/Dihydrocodeine Full µ-(mu)-agonist 1 
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1 Full agonists have affinity for and activate a receptor, displaying full efficacy at that receptor 
2 Partial agonists also bind and activate a given receptor, but have only partial efficacy at the receptor  
3 A receptor antagonist is a drug that does not provoke a biological response itself upon binding to a 
receptor, but blocks or attenuates agonist-mediated responses. Antagonists have an affinity but no 
efficacy for their cognate receptors. 

Methadone as a maintenance agent 

The spectrum of efficacy is connected to the methadone dose and the treatment duration 
(Berglund et al. 2003). For example, methadone dosages ranging from 60 to 100 
mg/day were found to be more effective than lower dosages in terms of treatment 
retention and reduction of heroin and cocaine use during treatment (Faggiano et al. 
2003). A comparative meta-analysis indicated that high doses of methadone (≥ 50 
mg/day) were more effective than low doses of methadone (< 50 mg/day) in reducing 
illicit opiate use, that high doses of methadone were more effective than low doses of 
buprenorphine (< 8 mg/day) and equally effective compared to high doses of 
buprenorphine (≥ 8 mg/day) in terms of treatment retention and reduction of illicit 
opiate use (Farre et al. 2002). Indeed, lower doses of methadone seem to be sufficient to 
stabilise the patient and might be helpful to keep the patient in treatment, but are 
inadequate to suppress opiate use (Simoens et al. 2000). Besides the better outcomes in 
retention rates and prevention of illicit drug use, higher methadone doses lead also to an 
improved physical and psychological situation for the patient and therefore to a better 
quality of life (Rigter et al. 2004). European reports confirmed the dose-related retention 
rate including better outcomes for patients with higher methadone doses (Simoens et al. 
2000). In order to avoid overdose related deaths, it is recommended to initiate 
methadone maintenance treatment with lower doses varying between 10 to 40 mg/day. 
At the end of the treatment the dose should be in the range between 60 and 120 mg/day 
to be effective (Rigter et al. 2004). Low dosage of methadone has been described to be 
one of the main problems of methadone treatment also in other countries, such as Italy 
(Schifano et al. 2006) and The Netherlands (Termorshuizen et al. 2005). 
In summary, methadone is the best-studied and most effective opioid agonist for 
maintenance treatment so far. Treatment outcome in methadone maintenance has been 
shown to improve substantially with increased dosages of methadone: Higher doses are 
associated with better treatment retention rates and lower rates of illicit opioid use. 
Daily methadone doses of 60mg/day or more were found to be most effective in 
methadone maintenance treatment (Berglund et al. 2003). Adequate dosing is an 
important issue and avoids on the one hand unpleasant withdrawal symptoms, 
especially in the latter half of each inter-dosing interval, and on the other hand 
significant adverse effects.  
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Buprenorphine as a maintenance agent 

Besides methadone, buprenorphine is the most used agent for the maintenance treatment 
of opiate dependence in Europe. Due to its partial µ-opioid agonist properties, 
buprenorphine has lower abuse potential and a lower risk for overdose compared to full 
µ-agonists like methadone or LAAM (Berglund et al. 2003) and like methadone, the 
efficacy of buprenorphine is dose-related. Kakko et al. found a considerably higher level 
of treatment retention in patients treated with buprenorphine in a maintenance approach 
compared to detoxification (Kakko et al. 2003). The longer duration of therapeutic 
action of buprenorphine provides the advantage of a less than daily schedule. 
Low and moderate doses (2 - 8 mg) of buprenorphine are superior to placebo in the 
measures of treatment retention, provision of opioid-negative urine samples, mortality, 
and psychological and social functioning (Rigter et al. 2004). Similar to methadone, 
higher fixed doses of buprenorphine are more effective than lower doses with superior 
levels of retention in treatment and opiate use (Berglund et al. 2003). However, 
moderate doses of methadone (50-65 mg/day) were found to be slightly more effective 
than moderate doses of buprenorphine (2-8 mg) (Simoens et al. 2000). High doses of 
buprenorphine lead to equal retention rates as high doses of methadone, although 
methadone seems to be more effective in reducing illicit opioid use (Rigter et al. 2004).  
The longer duration of therapeutic action of buprenorphine provides the advantage of a 
less than daily schedule. European effectiveness reports found similar effects in the 
measure of treatment retention in thrice weekly administration compared to daily 
administration (Rigter et al. 2004; Simoens et al. 2000). 
The efficacy of buprenorphine maintenance treatment was found to be comparable to 
methadone maintenance showing a reduction of opiate use and craving under 
buprenorphine (Duburcq et al. 2000). Buprenorphine reduced the risk of overdose 
related death compared to methadone (Gossop 2006; Simoens et al. 2000) and was 
found to reduce mortality in maintenance treatment (Auriacombe et al. 2001). 
Buprenorphine has further advantages for special groups of opioid dependents, like 
pregnant women, indicated by a low level of withdrawal symptoms in newborns 
(Simoens et al. 2000). Giacomuzzi et al. (2006) suggested that buprenorphine treatment 
is as effective as methadone with respect to quality of life and physical symptoms 
(Giacomuzzi et al. 2006). Another possible advantage of buprenorphine is the 
antidepressant effect. The maximum effective dose of buprenorphine seems to be 
limited to five days (Simoens et al. 2000) and a switch from methadone to 
buprenorphine maintenance treatment seems to be possible, but more research on this 
topic is needed (Rigter et al. 2004). 
In general, maintenance treatment with buprenorphine provides some advantages for the 
treatment of opioid dependence in comparison to methadone, e.g. a better safety profile 
at high doses, a lower abuse potential, the possibility of a less-than-daily administration 
and lower impairment in psychomotor and cognitive functioning. Similar to methadone, 
the efficacy of buprenorphine in maintenance treatment is dose related. 
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Buprenorphine-naloxone combination as a maintenance agent 

The Buprenorphine-naloxone combination contains the partial opiate agonist and 
antagonist buprenorphine as well as the opioid antagonist naloxone to deter illicit 
intravenous preparation of the tablet. This is intended to attenuate the effects of 
buprenorphine on opioid-naive users should this formulation be injected. Kakko et al. 
(2007) used a randomised controlled trial design to show that an adaptive, 
buprenorphine/naloxone based stepped care strategy is equally effective than an optimal 
methadone maintenance treatment (Kakko et al. 2007). 

Heroin as a maintenance agent 

Some clients do not benefit from maintenance treatment with methadone or 
buprenorphine, which lead to the question of the effectiveness of heroin prescription, 
especially for patients who dropped out of treatment or who continued illicit opioid use 
while in treatment. Heroin (diacetylmorphine, diamorphine) is a semi-synthetic opioid 
synthesized from morphine and acts on the endogenous µ-opioid receptors. So far, all 
studies on the effectiveness of heroin as matenance agent were accomplished in Europe. 
A first British randomised clinical trial comparing heroin (diamorphine) and methadone 
found that the prescription of heroin is not clearly superior in comparison to methadone 
(Gossop 2006). However, later clinical trials demonstrated the feasibility and clinical 
effectiveness of heroin prescription, with better outcomes in patient recruitment, 
treatment retention and treatment compliance (Gossop 2006; Rigter et al. 2004). Also 
reduced delinquency and reduced illicit heroin and cocaine use were found, although the 
uses of other drugs were less marked and the use of benzodiazepine declined slowly 
(Gossop 2006). Some patients benefit form prescribed heroin right after initiation, while 
other patients improve after several months (Gossop 2006). Especially patients, who 
were unsuccessfully treated in conventional drug treatment programmes, benefit form 
prescribed heroin treatment (Rigter et al. 2004). Nevertheless, up to 60% of the clients 
did not profit from the prescription of heroin and continue to be difficult to treat (Rigter 
et al. 2004). Blanken et al. (2005) pooled the data of two open label randomised trials 
including four hundred and thirty heroin dependents to investigate predictors for the 
treatment response to medical heroin prescription compared to standard methadone 
maintenance treatment (Blanken et al. 2005). The participants were randomly allocated 
to methadone plus injectable heroin or methadone plus inhalable heroin administration 
or to methadone alone prescribed over 12 months. The outcome measures were 
recorded according to a response index, including indicators of physical health, mental 
status and social functioning. An intention-to-treat analysis resulted in a significant 
better treatment response for the participants in heroin-assisted treatment. Heroin 
dependent patients with a history of several abstinence oriented treatments benefit more 
from heroin prescription and show a higher treatment response compared to patients in 
methadone maintenance treatment. Patients without a history of abstinence-orientated 
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treatment do not benefit more from heroin-assisted treatment than from methadone 
maintenance treatment and show equal treatment response rates (Blanken et al. 2005). A 
limitation of previous heroin trials was that psychosocial treatments were not 
standardised and uncontrolled. A recent randomised controlled trial assessed the 
efficacy of prescribed intravenous diamorphine (DAM) versus oral methadone 
including clinical, psychological, social and legal support (March et al. 2006). Sixty-two 
opioid-dependent individuals, who failed in standard treatments, were directly street-
recruited and randomly assigned to the administration of intravenous diacetylmorphine 
or oral methadone with equivalent opioid dosage. Both groups improved with respect to 
physical and mental health as well as social integration, but the experimental DAM 
group showed greater improvement in terms of physical health and risk behaviour. 
Furthermore, in the experimental group, the use of street heroin decreased as well as the 
number of days with drug problems (March et al. 2006).  
In the recent open-label randomised controlled trial Haasen et al. examined the 
effectiveness of medically prescribed and supervised heroin injection (Haasen et al. 
2007). Overall, 1015 persons were included who represent one of two groups of people 
with heroin dependence: those who do not sufficiently respond to methadone 
maintenance treatment and those who are currently not in substance misuse treatment. 
To control for the impact of psychosocial treatment, participants in each group were 
randomised to one of two types of psychosocial care: psycho-education including 
individual counselling or case management and motivational interviewing. Each of 
these interventions has been described in manuals, and training of all therapists was 
conducted prior to the study to minimise site differences. Heroin-assisted treatment of 
severe opioid dependent and treatment resistant persons was found to improve health 
and reduce illicit drug use more effectively than methadone maintenance treatment. 
Retention was higher in the heroin (67.2%) than in the methadone group (40.0%) and 
the heroin group showed a significantly greater response on both primary outcome 
measures (health and illicit drug use). However, more serious adverse events were 
found in the heroin group, and were mainly associated with intravenous use. The main 
effect of heroin-assisted treatment on each primary outcome measure was seen within 
the first few months of treatment, and became more pronounced over the following 
months, thus indicating the necessity of long-term treatment to increase health benefits. 
The use of two structured psychosocial interventions in each treatment condition 
suggests that the observed differences between the methadone and heroin groups were 
not the result of differences in psychosocial treatment. The response rates in the 
methadone group also remain high, indicating that a well-structured treatment with 
trained therapists using standardised and clinically relevant psychosocial interventions 
can lead to positive outcomes even in a group that has previously responded poorly to 
methadone treatment. Ferri et al. (2007) conducted in 2005 the most recent Cochrane 
review to assess the efficacy and acceptability of heroin maintenance versus methadone 
or other substitution treatments for opioid dependence (Ferri et al. 2007). A total of four 
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studies including 577 patients were found, but nevertheless a general conclusion about 
the effectiveness of heroin treatment could not be drawn, due to the non-comparability 
of the included studies (Ferri et al. 2007). With regard to the primary outcome measures 
retention in treatment and relapse to illicit heroin use, opposite findings were found. In 
summary, there is some evidence that heroin-addicted patients with a history of 
abstinence-orientated treatment notably benefit from the prescription of heroin. Due to a 
higher risk of serious adverse events, heroin prescription should be applied under 
medical supervision. 

Codeine/dihydrocodeine as maintenance agent 

The analgesic agent codeine/dihydrocodeine is approved for maintenance treatment in 
some European countries. Robertson et al. (2006) indicated that dihydrocodeine (DHC) 
seems to be superior to placebo in the maintenance treatment of opioid dependent 
patients (Robertson et al. 2006). Their recent pragmatic open-label randomised 
controlled study investigated the efficacy of dihydrocodeine as an alternative to 
methadone in the maintenance treatment of opiate dependence over a period of up to 42 
months after recruitment (Robertson et al. 2006). Two hundred and thirty-five 
participants suitable for opiate maintenance treatment were randomised to treatment 
either with methadone (1 mg/ml) or with a lower (30 mg), respectively higher dose (60 
mg) of dihydrocodeine tablets. The primary outcome measure (retention in treatment) 
and eight secondary outcomes (including illicit opiate use measured by self-reports) 
were compared over a period of 42 months. Although participants treated with 
dihydrocodeine were more likely to switch treatments, no group differences in treatment 
retention were found at follow-up and over the observation time. The authors concluded 
that dihydrocodeine is a viable alternative to methadone for the maintenance treatment 
of opiate dependence. In summary, more research on the efficacy of codeine for the 
maintenance treatment of opioid dependents is needed, especially with regard to the 
safety profile and cost-effectiveness of codeine maintenance due to the probably more 
intensive treatment supervision. Provided that the good treatment retention in the study 
by Robertson et al. (2006) will be replicated in other treatment settings including the 
analysis of urine samples to confirm the reduction of illicit opioid use, codeine could be 
an additional option for the maintenance treatment of opioid dependents. Provided that 
the good treatment retention in the study by Robertson et al. (2006) will be replicated in 
other treatment settings including the analysis of urine samples to confirm the reduction 
of illicit opioid use, codeine could be an additional option for the maintenance treatment 
of opioid dependents. 

Slow-release oral morphine as maintenance agent 

Slow release oral morphine (SROM) acts as an agonist on the µ-receptor and the long 
duration of action permits to administer a once-a-day preparation. SROM has been 
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authorized for maintenance treatment of opioid dependence in a few European 
countries, namely Austria, Slovenia and Bulgaria. Two recent RCTs compare the 
effectiveness, safety and accessibility of slow release oral morphine to methadone or 
buprenorphine, another one investigated the safety and withdrawal discomfort of the 
transitioning of opioid dependent pregnant women from short-acting morphine to 
buprenorphine or methadone (Eder et al. 2005; Giacomuzzi et al. 2006; Jones et al. 
2005). Eder et al. found slow-release morphine to be as effective as methadone in the 
treatment of opioid dependency. Sixty-four opioid dependent participants were 
administrated daily under supervised conditions oral slow-release morphine or 
methadone during two study periods, each consisting of a 1-week titration11 and a 6-
week fixed-dose treatment phase. The retention in treatment was high and no significant 
group differences in treatment retention or use of illicit drug use were found, 
irrespective of treatment group or medication. Patients treated with oral slow-release 
morphine showed fewer psychiatric scores in depression and anxiety, so these findings 
suggest a comparable safety and tolerability of oral slow-release morphine versus 
methadone in equal doses. Giacomuzzi et al. used a randomised study design to 
compare SROM to methadone and buprenorphine treatment with respect to quality of 
life (QOL) and physical symptoms in patients entering treatment compared to patients 
treated in an outpatient setting over a period of 6 months. Patients treated with SROM 
showed lower quality of life values, despite equal effectiveness in the reduction of illicit 
drug use compared to methadone and buprenorphine treatment (Giacomuzzi et al. 
2006). However, other smaller and mostly open-label studies have shown positive 
results of SROM with respect to retention, reduction of heroin use and/or quality of life 
(Eder et al. 2005; Kraigher et al. 2005; Mitchell et al. 2004; Vasilev et al. 2006). 
Furthermore, as with buprenorphine, there is criticism concerning the potential 
diversion of prescribed SROM towards illicit drug use. Of special concern is the fact 
that SROM has been found in most fatal intoxications in Austria in 2004, despite the 
fact that most of these cases were not in maintenance treatment (ÖBIG 2006). Further 
studies will have to confirm these results in order to be able to evaluate the added value 
of this substance for the treatment of heroin dependence. In summary, SROM might be 
a promising compound for maintenance treatment. Patients treated with SROM showed 
improvements including decreased heroin consumption, improved functioning and a 
decrease in delinquency. Slow-release morphine might represent a future treatment 
option that will improve long-term outcomes for opioid dependents.  

Pharmacotherapy for relapse prevention 

In most European countries relapse prevention programs are offered, though the 
duration and setting differ from country to country. While some countries limited 
relapse prevention to long-term inpatient treatments intended to last at least nine months 

                                            
11  = Process of gradually adjusting the dose of a medication until the desired effect is achieved 
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and often using the therapeutic community format, others provided shorter inpatient 
treatments generally lasting less than six weeks. The positive effects of both long-term 
and short-term programs are, however, rather limited. In a three-month follow-up of 242 
opioid dependent patients in residential treatment in the National Treatment Outcome 
Research Study (NTORS), 34% of the patients relapsed to heroin use within three days, 
45% within seven days, 50% within 14 days, and 60% within 90 days. According to the 
authors, the results of this study highlight the need to provide aftercare services to help 
patients maintain the benefits achieved during treatment and to avoid the high risk of 
relapse at this time (Gossop et al. 2002). However, relapse prevention is also important 
to reduce the spread of infectious diseases like HIV or HCV and should therefore be 
widely available. Naltrexone, a long acting opioid antagonist, is used as a maintenance 
pharmacotherapy for persons who detoxified completely from heroin and seems to be 
helpful to speed up the withdrawal treatment and to prevent relapses (Gossop 2006). 
However, due to the prevention of the euphoria effect of opiates, outpatient double-
blind placebo controlled trials with long-acting opiate antagonist are very uncommon. 
Placebo-controlled trials showed extremely high dropout rates, which implicates that the 
general acceptability of the participants is low (Gossop 2006). One strategy to improve 
treatment adherence includes the combination of naltrexone with voucher-based 
contingency management (CM), which implies also increased treatment retention rates 
and less illicit opiate use (Gossop 2006; Johansson et al. 2006). The additional effect of 
CM was independent of other support measures and not related to the magnitude of the 
vouchers. A most recent multi-centre study suggested high abstinence rates in patients 
maintained with oral naltrexone in combination with a community reinforcement 
approach (De Jong et al. 2007). 
Naltrexone is considered to be a safe medication with few side effects; only high doses 
can lead to transaminase elevations in liver function tests (Gossop 2006). However, 
Stella et al. (2005) found high incidences of insomnia, panic attack, anxiety and 
hyperexcitability12 in patients treated with oral naltrexone (Stella et al. 2005). In the 
same study the additional administration of the benzodiazepine prazepam to oral 
naltrexone maintenance was found to be effective in the reduction of this side effects 
and to lead, in comparison to oral naltrexone alone, to higher abstinence rates from 
illicit opioid use (Stella et al. 2005). 
In summary, the effectiveness of antagonist maintenance with oral naltrexone for opioid 
dependence has been limited by high dropout rates. Based on a systematic review of the 
available evidence, according to the Cochrane reviewers no benefit was shown in terms 
of retention in treatment, side effects or relapse results even compared to placebo 
(Minozzi et al. 2006). Krupitsky et al. (2004) found oral naltrexone for heroin 
dependence treatment to be significant superior to placebo with regard to treatment 
retention and relapse over a period of 6 months (Krupitsky et al. 2004). However, these 

                                            
12  = generalised term: cover a spectrum of disorders that exhibit the symptoms of continuous muscle 

fiber activity 
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results were found in a RCT with a small sample size. Naltrexone maintenance seems 
not to be effective as a stand-alone treatment and should be, therefore, part of a broader 
treatment programme or should be reserved only for highly motivated patients living in 
a stable life situation. Nevertheless, a promising strategy to improve treatment retention 
in broader range could be the combination of long-acting implantable naltrexone 
formulations and behavioural methods.  

Pharmacotherapy for the treatment of stimulant-related disorders 

In summary, none of the proofed medication has been found yet that can be considered 
a standard for treating stimulant dependence effectively, although a number of different 
medications has been tried (EMCDDA 2007). The treatment of cocaine dependence 
frequently still includes the use of antidepressants, especially SSRIs, despite the low 
evidence level for their efficacy. Some typical and atypical psychotic agents such as 
haloperidol, olanzepine and risperidone, were found to be effective in the treatment of 
patients with co-occurring schizophrenia and cocaine dependence. Also promising 
results are expected from topiramate and other antiepileptic drugs, and much hope is 
being placed in the development of the cocaine vaccine. 

Detoxification treatment for stimulant-related disorders 

Propanolol (a non-selective beta blocker mainly used in the treatment of hypertension) 
can moderate withdrawal symptoms but evidence is weak (Rigter et al. 2004). For 
treating withdrawal symptoms in amphetamine dependence, amineptine (atypical 
tricyclic antidepressant that selectively inhibits the reuptake of dopamine) has been 
tested in two RCTs: it did not have an effect on withdrawal symptoms or craving, but 
improved the general well-being of those who stop (Rigter et al. 2004). 

Substitution treatment for stimulant-related disorders 

There was one European RCT for dextroamphetamine (a psychostimulant which 
produces increased wakefulness, energy and self-confidence in association with 
decreased fatigue and appetite) and methylphenidate (a prescription stimulant 
commonly used to treat Attention-deficit disorder (ADD) and Attention-deficit 
hyperactivity disorder, or ADHD) each, the first showing that patients with 15-30 mg 
stayed longer in treatment than placebo groups and those with higher doses, while 
methylphenidate did not show effects (Rigter et al. 2004). Diethylpropion, act by 
blocking and reversing norepinephrine transporter (NET) activity, also did not show any 
effect on cocaine craving13 (Rigter et al. 2004). Sometimes amphetamines are given on 
prescription, usually dexamphetamine, with good results in reducing street 
amphetamine and other injecting drugs (Rigter et al. 2004). Prescribing amphetamines 

                                            
13  = strong desire for the substance causing the dependence   
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is done in the UK for maintenance (Gossop 2006). Compared to a control group, 
amphetamine prescription increased treatment contact and retention (Gossop 2006). 
Another study found good results for dexamphetamine regarding retention and 
compliance - patients attended more often counselling (Gossop 2006). Methylphenidate 
(MPH), a prescription stimulant commonly used to treat attention-deficit hyperactivity 
disorder (ADHD), was recently found to be effective for reducing intravenous drug use 
in patients with severe amphetamine dependence respectively cocaine use in patients 
with cocaine dependence (Tiihonen et al. 2007). 

Abstinence maintenance for stimulant-related disorders 

For abstinence maintenance for stimulant-related disorders, no medication has been 
found yet to help on amphetamine or methamphetamine dependence (Rigter et al. 
2004). Four different antidepressants have been tested in four RCTs with no influence 
on the amphetamine use (Rigter et al. 2004). On antidepressant medication 21 RCTs 
were found, with no effects also on cocaine dependence (Rigter et al. 2004). Szerman et 
al. (2005) suggested that reboxetine might be an effective and safe therapeutic option 
for cocaine dependence disorder including marked decreases in psychometric measures 
during treatment (Szerman et al. 2005). One European effectiveness report also found 
no effect for anticonvulsives (e.g. carbamazepine) according to six RCTs (Rigter et al. 
2004). Rigter et al. found 12 RCTs on dopamine agonists and other substances, which 
imitate dopamine, but no effects were found concerning a reduction of quantity or 
frequency of cocaine use (Rigter et al. 2004). Also Berglund et al. found no effect 
differences between dopamine agonists and placebo (Berglund et al. 2003). Typical and 
atypical antipsychotics were not superior to placebo in treatment of cocaine dependents 
except for patients with co-occurring psychotic disorders. Compared to placebo, 
patients treated with the atypical antipsychotic medication aripiprazole were found to 
have significantly more amphetamine-positive urine samples (Tiihonen et al. 2007). 
However, typical and atypical psychotic agents such as haloperidol, olanzepine and 
risperidone, were found to be effective in the treatment of patients with co-occurring 
schizophrenia and cocaine dependence (Rubio et al. 2006).  
The opiate antagonist naltrexone has not been found useful for treatment of cocaine 
dependence (Rigter et al. 2004). Otherwise, Jayaram-Lindstrom et al. (2005) 
demonstrated reduced consumption of amphetamine during treatment compared to pre-
treatment in amphetamine-dependent patients receiving 12 weeks of treatment 
comprised of naltrexone (50 mg) combined with relapse prevention therapy (Jayaram-
Lindstrom et al. 2005). The provision of disulfiram, an aversive drug producing an 
acute sensitivity to alcohol, appeared to be more effective than naltrexone in the 
provision of negative urine samples for cocaine and cocaethylene, but also suggested 
that disulfiram does not add to the capability of CBT to retain cocaine dependents in 
treatment (Grassi et al. 2007). Immunisation and vaccination are two strategies with a 
long tradition and very little empirical proof of effectiveness. In (passive) immunisation, 
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catalytic antibodies are injected that bind cocaine and subsequently hydrolyse cocaine 
into the inactive products ecognine methyl ester and benzoic acid. A cocaine vaccine 
has also been proposed; this would attempt to block the effects of cocaine using cocaine 
antibodies (Garcia Sevilla 1997; Navarro & Rodriguez De Fonseca 2000). 

Pharmacotherapy for the treatment of cannabis related disorders 

Neurobiological trials on cannabis withdrawal demonstrate the importance of the 
development of further pharmacological options for the treatment of cannabis 
dependence. Different published studies have employed laboratory animals to evaluate 
medication effects on cannabinoid withdrawal symptoms. Nevertheless clinical trials of 
human participants are rare and no European clinical trials were found supporting a 
medication for the pharmacotherapy of cannabis dependence (Rigter et al. 2004). 
Compared to placebo, nefazone (an antidepressant drug) decreased a subset of 
withdrawal symptoms like anxiety and muscle pain, while bupropion worsened mood 
during cannabis withdrawal. Rimonabant acts as an antagonist on the cb-receptor and is 
supposed to reduce the pleasures of users of cannabis. Nevertheless, a non-randomised 
clinical trial supports this assumption (Rigter et al., 2004). A conceivable approach 
could be the blockade of alpha7 nicotinic receptors, which reverses abuse-related 
behavioural in rats (Solinas et al., 2007). 

Psychosocial interventions for the treatment of drug dependency 

A wide range of psychosocial interventions is available for the treatment of drug 
dependence. As many different study designs were used to explore psychosocial 
treatment, it is difficult to compare the individual direct outcomes. Different approaches 
are compared and different names used for similar forms of intervention. Different 
kinds of treatment have showed different levels of effectiveness, but in general it is 
clear than any psychosocial treatment is better than none (e.g. Amato et al. 2007), and 
the quality of treatment also depends on the training and ability of staff (EMCDDA 
2007). 
 
As there is no effective pharmacological therapy for cocaine and amphetamine 
dependence, a variety of psychosocial interventions has been conducted in this field, 
whereas in the field of opiate dependence psychosocial interventions are most often 
combined with pharmacological treatment, namely substitution maintenance treatment. 
This combination leads to significant improvements (Berglund et al. 2003). Treatment 
should match the patient and should be relevant to the individual (EMCDDA 2007). 
Some form of treatment may be more useful for women than for men, others might be 
better for cocaine users than cannabis users (Haro et al. 2006), so it is important to 
carefully choose and provide the optimal treatment setting for the individual. 
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Psychosocial treatment usually improves substitution maintenance treatment outcomes 
for opiate dependent patients. For opiate dependence psychosocial interventions have 
been investigated in addition to pharmacological treatment (detoxification with 
methadone or buprenorphine) in a Cochrane overview, with four different psychosocial 
approaches (behavioural, counselling, family therapy, CM). Any of those treatments 
were effective in terms of treatment completion, compliance and follow-up results 
(Amato et al. 2007). 

Cognitive-Behavioural Therapy (CBT) 

Cognitive-Behavioural Therapy as a structured psychosocial intervention aims at 
modifying cognition, behaviour, beliefs. Usually some kind of skills training and 
practice to deal with craving is involved, as well as monitoring high-risk situations for 
relapse. There can also be the focus on relapse prevention, by training the drug users to 
develop skills on avoiding high-risk situations and to cope with such situations. Some 
kind of cognitive-behavioural interventions are used in many therapy settings in Europe. 
They might be modified and used in different approaches. Except for the review by 
Rigter et al. (2004) there are no studies from the EU on evidence of the effectiveness of 
CBT included in this report, so all research in this chapter comes from the USA and 
Australia. Concerning the intensity of CBT, one trial found no difference: outcomes of 
CBT were similar with the intervention given once or twice a week or every fortnight 
(Rigter et al. 2004). One RCT on cannabis dependent users, who were not in treatment 
before, compared one session of CBT with six sessions of CBT and a control group 
with no treatment. The group with six sessions had higher abstinence rates than those 
with one session (15% compared to 5%), both had less severe symptoms of dependence 
than the control group after 7-8 months (on average) and those with 6 sessions had the 
greatest reduction on the daily dose consumed compared with the other two groups 
(Rigter et al. 2004). According to one study among mostly homeless and mentally 
disordered crack smokers, CBT had better outcomes than a 12-step programme and CA 
participation, but overall there was a high dropout rate (Rigter et al. 2004). Four studies 
on CBT did not find success in relapse prevention for cocaine use (Rigter et al. 2004). 

Motivational Interviewing (MI) 

This intervention is based on cognitive-behavioural principles and was developed by 
Miller and Rollnick (1991). MI does focus on enhancing motivation to change 
problematic behaviour and uses methods like developing a feeling for discrepancies, 
expressing empathy, support self-efficacy. It is often used as a brief intervention. 
In substance-unspecific treatment, “motivational enhancement“ has been examined in a 
number of research studies. In general good results were found with respect to the 
willingness for abstinence or moderate use (Rigter et al. 2004). Motivational 
enhancement has especially good outcomes at early stages of treatment (Gossop 2006). 
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Also for cannabis use positive results for MI have been found, i.e. greater reduction in 
use and use-related problems (Gossop 2006). MI seems to be effective for improving 
retention in heroin users in a drug-free treatment programme (Secades-Villa et al. 2004). 
A comparison between standard assessment and enhanced assessment plus MI for drug 
users found the latter group to be more likely to attend further treatment (Gossop 2006). 
Even a one-session MI intervention has some beneficial effects on drug use among 
young people, mainly on moderation of use and not cessation after three months 
(McCambridge et al. 2004), but effects wore off at 12-month follow-up (McCambridge 
& Strang 2005). A pilot trial on a single MI session for reducing crack cocaine use in 
MMT patients found some impact on the crack use and significant reduction of heroin 
use in the sample (Mitcheson et al. 2007). Brief Motivational Psycho-educational 
Therapy (BMPT) improved motivation to undergo treatment, especially for women 
(Haro et al. 2006). A randomised study found greater reduction in use and greater 
likeliness of abstinence for amphetamine dependence than for the control group with a 
self-help booklet (Gossop 2006). Drug users, who were court-ordered to undergo 
treatment, were more likely to attend and complete treatment with MI than without 
(Gossop 2006). A study on depressive cocaine users found fewer post-treatment 
psychiatric problems and more patients remaining in treatment for MI intervention 
compared to “treatment as usual” (Gossop 2006). But not all research was in favour of 
MI interventions. One study did not find any effects of a brief MI intervention, which 
was applied in addition to standard treatment (Gossop 2006). And another randomised 
trial also did not find differences in abstinence of a brief motivational intervention for 
young stimulant and alcohol users compared to a control group who received written 
health risk information (Marsden et al. 2006).  

Community Reinforcement approach (CRA) 

The Community Reinforcement Approach (CRA) uses a range of methods and is based 
mainly on cognitive-behavioural principles. Its concept includes that environmental 
contingencies (like family, peers, work, leisure time involvement) can play a helpful 
role in encouraging or discouraging drug use. CRA is often combined with Contingency 
Management or similar incentive programmes. 
For cocaine treatment the TRIMBOS report found reasonable indications of evidence 
for “a change of lifestyle with CRA“ (Rigter et al. 2004). Two RCTs showed better 
outcomes for CRA than for customary care (Rigter et al. 2004). Two other RCTs found 
better outcome for CRA with compared to without rewards (vouchers) (Rigter et al. 
2004). 

Contingency management (CM) 

Contingency management is another form of behavioural approach. The principle of 
this approach is that “rewards” are given to those who have negative urine samples to 
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reinforce abstinent behaviour. Those incentives can be implemented in the form of 
vouchers or prizes, and also privileges in the treatment setting. CM is usually embedded 
in a treatment like CRA or structured drug counselling. As Contingency Management is 
hardly conducted in Europe, research on the effectiveness comes almost exclusively 
from the USA. CM was found to be effective in reducing drug use and treatment 
retention, but these results tend to be short-term only. Generally CM results in good 
treatment outcomes like retention and abstinence, but results tend to be short-lived 
compared to CBT interventions (Rigter et al. 2004). 

Cue exposure therapy (CET) 

Cue exposure is based on learning theory principles. It consists of repeated exposure to 
stimuli or cues associated with drug use (e.g. sight of o syringe for intravenous drug 
users) and aims at controlling or changing responses to these cues. Until now this 
intervention has been mainly done in laboratory conditions. The little research is not 
considered to be promising (EMCDDA 2007; Rigter et al. 2004). One RCT from the 
Netherlands on cue exposure therapy in an inpatient setting for opiate dependence even 
found significantly higher dropout and relapse rates for the treatment group (Marissen et 
al. 2007), so it does not seem to be an intervention that can be advisable presently. 

Psychodynamic and interpersonal therapies 

Psychodynamic interventions originate in the psychoanalytical approach and work on 
unconscious conflicts, relationships and problematic situation. The therapist-patient 
interaction and relationship is an important feature in this approach. Other Interpersonal 
therapies focus on interpersonal relationships and issues as well, and aim at resolving 
interpersonal problems. 
No RCTs have been conducted for treatment using psychodynamic or interpersonal 
therapy, but a case series on individual psychodynamic psychotherapy and some reports 
on group psychodynamic therapy showed some efficacy. The Trimbos report stated that 
the little existing research on psychoanalytical treatment showed no evidence for an 
effect in treating cocaine dependence (Rigter et al. 2004). 

Counselling/Group Counselling 

Counselling can be defined as a client-centred intervention to help the individual to 
overcome problems (EMCDDA 2007). In the US standard treatment is often based on 
the 12-step principle, both for individual and group counselling. However, in Europe 
counselling is not necessarily based on the 12-step principle. Counselling seems to be 
useful for the moderation of use, as one RCT stated (Rigter et al. 2004). Also 
counselling and psycho-education with respect to reducing the risk of HIV and other 
infections has shown effectiveness (Rigter et al. 2004). While an effectiveness report 
from outside of Europe suggested, that concerning reductions of use, the group and 
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individual counselling together was the most successful, the other three groups were 
similar in outcome (UNODC, 2002), none of these treatments reduced the craving for 
cocaine, and the Trimbos research group sees it as problematic that there was a high 
dropout rate and also that not all the care providers were very experienced (Rigter et al. 
2004). 

Other group and family therapies 

For opiate dependent patients in methadone maintenance treatment a group 
psychotherapy showed less drug use than the MMT group only, therefore additional 
psychotherapy is recommended for methadone maintenance treatment to improve 
treatment outcomes (Scherbaum et al. 2005). Five RCTs on multidimensional family 
therapy (MDFT) with young cannabis users who often had other problems as well found 
favourable results on frequency of use and family functioning, compared to CBT and 
other control interventions (Rigter et al. 2004). 

5.5 Conclusion 

Most studies included in pharmacological part of this review were conducted outside of 
Europe. Overall two of three studies were conducted outside of Europe, whereas some 
differences in several chapters attract attention. In the research on treatment of 
psychostimulant- and cannabis-related disorders the included evidence from outside of 
Europe is strongly predominant. Of the seventy-four studies, mainly randomised clinical 
trials and other clinical studies included in the chapter of pharmacotherapy of 
psychostimulant related disorders, sixty-four were conducted outside of Europe. 
Similarly, the chapter on pharmacotherapy of cannabis-related disorders leaves a nearby 
similar picture even though the number of included references is lower: Six of seven 
studies were conducted outside of Europe. Furthermore all included studies on crisis 
intervention and most on relapse prevention (thirteen out of twenty) of opiate-related 
disorders were conducted from outside of Europe. A more balanced picture is found for 
the pharmacotherapeutic detoxification and maintenance treatment of opiate-related 
disorders. In the implementation of new maintenance agents for the treatment of opiate 
related disorders (like SROM, diamorphine) the main research is conducted in Member 
States of the European Union.  
Most studies on psychosocial interventions come from outside Europe, mainly USA but 
also Australia. Especially for cognitive behavioural interventions and for contingency 
management there is hardly any evidence from European Member States, whereas for 
other interventions it is more balanced. 
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Table7:  
Number and provenance of included studies: Pharmacotherapy for opiate-related 
disorders 

Number of included studies 
Chapter/Aim 

Total Europe Outside of 
Europe 

Crisis intervention with opiate antagonists 12 - 12 

Detoxification with methadone 19 13 6 
Detoxification with buprenorphine  19 6 13 
Detoxification with alpha 2 adrenergic agonists  11 3 8 
Detoxification with buprenorphine - naloxone 4 - 4 
Detoxification with codeine/dihydrocodeine 1 1 - 

Maintenance with methadone 22 6 16 
Maintenance with buprenorphine 19 8 11 
Maintenance with buprenorphine + naloxone 6 1 5 
Maintenance with codeine/dihydrocodeine 2 1 1 
Maintenance with slow-released morphine  6 5 1 
Maintenance with diacetylmorphine (heroin) 7 6 1 

Relapse prevention with opiate antagonists 20 6 13 
 

Table 8: 
Number and provenance of included studies: Pharmacotherapy of psychostimulant- and 
cannabis-related disorders 

Number of included studies 
Chapter/Aim Total Europe Outside of 

Europe 

Stimulant related disorders - Detoxification 4 1 3 

Stimulant related disorders - Substitution 15 3 12 

Stimulant related disorders - Abstinence 55 6 49 

Cannabis related disorders 7 1 6 
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Table 9: 
Number and provenance of included studies: Psychosocial interventions for the 
treatment of drug dependency 

Number of included studies 
Chapter 

Total Europe Outside of 
Europe 

Cognitive-Behavioural Therapy (CBT)  15 1 14 
Motivational Interviewing (MI)  18 8 10 
Community Reinforcement approach (CRA) 4 3 1 
Contingency management (CM)  31 3 28 
Cue exposure therapy (CET)  5 3 2 
Psychodynamic and interpersonal therapies 5 1 4 
Counselling  9 3 6 
Group counselling  4 2 2 
Twelve-step and other self-help  3 1 2 
Therapeutic Communities (TC) 2 1 1 
Other group and family therapies 6 3 3 

 
Taking into account the European and non-European evidence of effectiveness of drug 
treatment the following conclusion can be made: 
• Especially in the pharmacotherapy of psychostimulant- and cannabis-related 

disorders and crisis intervention and relapse prevention for opiate related disorders, 
as well in several psychosocial interventions like cognitive behavioural treatment, 
Motivational Interviewing and Contingency management, research from outside of 
Europe is predominant.  

• In other areas the contribution of research activities from European Union Member 
States is stronger, such as research on new agents for maintenance treatment for 
opiate related disorders. 

• Despite the heterogeneity of research data and varying evidence, several 
interventions for the treatment of opiate-, psychostimulants- and cannabis-
dependence were found to be effective. For withdrawal and maintenance treatment of 
opiate dependence different pharmacological agents are available including full µ-
agonists (e.g. methadone), combined partial µ-agonists / κ- antagonists (e.g. 
buprenorphine) and opioid antagonists (e.g. naloxone).  

 
• Methadone is an effective pharmacotherapeutic agent for opiate detoxification, but 

compared to the effectiveness of methadone in maintenance treatment, the efficacy 
of methadone using tapered doses for detoxification treatment is limited and 
especially the attrition rate in methadone detoxification treatment remains high, 
particularly in an outpatient setting.  
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• There are some indications, that buprenorphine as well as the combination of 
buprenorphine and naloxone have similar efficacy as tapering doses of methadone 
for the treatment of opioid detoxification with comparable effectiveness in improving 
withdrawal symptoms and in completing detoxification treatment and provides at 
least more effectiveness in withdrawal management compared to clonidine including 
fewer adverse effects.  

• The replacement of heroin by buprenorphine in tapered doses followed by the 
prescription of α2-adrenergic agonist (e.g. clonidine or lofexidine) to reduce 
withdrawal symptoms proved to be an effective strategy for detoxification of opioid 
addicts. Adrenergic agonists (clonidine and lofexidine) could be considered as an 
effective detoxification option especially for patients, who prefer non-opioid 
treatment for detoxification, but leads to more side effects and therefore to higher 
drop-out rates especially at an earlier stage of treatment. Lofexidine showed fewer 
side effects with similar clinical effectiveness in comparison to clonidine.  

• A recent RCT provides only little evidence to support dihydrocodeine (DHC) as a 
first line agent for opiate detoxification, and larger, well designed RCTs are needed 
to assess the efficacy of DHC for detoxification.  

• Methadone is the best-studied and most effective opioid agonist for maintenance 
treatment so far. Treatment outcome in methadone maintenance has been shown to 
improve substantially with increased dosages of methadone, whereas higher doses 
are associated with better treatment retention rates and lower rates of illicit opioid 
use. Daily methadone doses of 60mg/day or more were found to be most effective in 
methadone maintenance treatment. Adequate dosing is an important issue and avoids 
on the one hand unpleasant withdrawal symptoms, especially in the latter half of 
each inter-dosing interval, and on the other hand significant adverse effects. The 
combination with psychosocial treatment leads to a broader effectiveness, but even 
methadone maintenance treatment without adequate psychosocial care has shown to 
reduce heroin use and delinquency.  

• Maintenance treatment with buprenorphine alone or in combination with naloxone 
provides some advantages for the treatment of opioid dependence in comparison to 
methadone, e.g. a better safety profile at high doses, a lower abuse potential, the 
possibility of a less-than-daily administration and lower impairment in psychomotor 
and cognitive functioning. Similar to methadone, the efficacy of buprenorphine in 
maintenance treatment is dose related and higher doses of buprenorphine improve the 
treatment outcomes. Provided equal effective doses, buprenorphine appears to be at 
least as effective as methadone with regard to reduction of illicit opioid use and 
treatment retention, whereas methadone maintenance in high doses is associated with 
higher rates of retention in treatment and better suppression of withdrawal symptoms 
than buprenorphine maintenance treatment.  

• Current findings shown, that heroin-assisted treatment is a valuable addition to the 
treatment repertoire, especially effective for people with opioid dependence who 
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continue intravenous heroin use while on maintenance or who are not enrolled in 
treatment.  

• Codeine and slow-release morphines could also be additional options for the 
maintenance treatment of opioid dependents, provided that the first results will be 
confirmed in larger well designed RCTs.  

• There is some evidence, that naltrexone maintenance for relapse prevention is not be 
effective as a stand-alone treatment. Nevertheless, a promising strategy to improve 
treatment retention in broader range could be the combination of long-acting 
implantable naltrexone formulations and behavioural methods.  

• The pharmacological treatment of cocaine dependence frequently still includes the 
use of antidepressants, especially SSRIs, despite the low evidence level for their 
efficacy. More promising results are expected from topiramate and other antiepileptic 
drugs, and much hope is being placed in the development of the cocaine vaccine.  

• Similarly, different agents such as antidepressants, anticonvulsants, and 
antipsychotics were investigated for the treatment of cannabis dependence and for 
the prevention of cannabis reinstatement after abstinence, but each medication 
missing broader effectiveness. Recent findings suggest that the administration oral 
delta-9-tretrahydrocannabinol (THC) might be helpful in suppressing cannabis 
withdrawal, but further research is necessary. 

 
Psychosocial interventions play an important role in the treatment of the different types 
of drug dependency. There is a wide range of different forms of interventions and not 
all of them have shown sufficient evidence of their effectiveness. New approaches are 
tried out and implemented, and others are used in modified versions. This makes it 
rather difficult to directly compare different interventions. The high drop-out rate can be 
problematic in some studies.  
• In the field of maintenance treatment, the addition of psychosocial interventions, 

especially behavioural approaches, are effective in terms of retention in treatment 
and reduction of illicit drug use.  

• For stimulant-dependency psychosocial treatment is especially important, as no 
effective pharmacological treatment approaches exist. Therefore a great number of 
psychosocial intervention studies are available especially on cocaine dependence. 
But most research in this field comes from the US and is not always transferable one 
to one to other countries, as the social context and also health system might be 
different. Psychosocial interventions for cannabis dependence have only rarely been 
investigated and concentrate mainly on young and adolescent users, often involving a 
family therapy type of intervention. Generally speaking, most psychosocial 
interventions are helpful in reduction of use, retention in treatment and social health 
development.  

• Voucher-based interventions are especially helpful on short-term outcomes, whereas 
behavioural approaches like CBT tend to be more long-lasting.  
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• Methods of Motivational Interviewing (MI) have shown effectiveness particularly for 
those with initial low motivation and less severe dependency.  

• And cue exposure therapy seems to have contrary effects according to one RCT, 
where drop-out and relapse was higher for the cue exposure group.  

• There is some evidence for different types of counselling and 12-step approaches, 
especially when they are integrated in a structured programme. Altogether there is 
rather little research on special subgroups, particularly poly-drug users, as well as 
women, adolescents or those with co-morbid psychiatric disorders. 

 
In summary, most research on the effectiveness of pharmacological and psychosocial 
interventions is conducted in the United States of America (USA). In the 
pharmacological part two of three; in the psychosocial part four of five included studies 
are from outside of Europe, mainly from the USA. In several pharmacotherapeutic 
issues (like opiate antagonists for crisis intervention and relapse prevention, 
pharmacotherapy of psychostimulant- and cannabis-related disorders) and most 
psychosocial issues (especially cognitive behavioural interventions and contingency 
management), evidence from outside of Europe, mainly USA but also Australia, is 
predominant. On the other hand, pharmacological drug related research from Member 
States of the European Union is leading in research on the implementation of new 
agents for maintenance treatment of opiate related disorders (such as slow-release oral 
morphine (SROM) and diacetylmorphine (heroin)).  
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6 The Guidelines for drug treatment interventions 

In the following 11 chapters are the full versions of „treatment improvement guidelines“ 
presented. The short versions or „fact sheets“ of these guidelines have appeared in 
chapter 2. They are also available in German and French language. 
Every guideline follows the same general structure as are: 
• Definition (of the intervention or a special group of problematic users); aims and 

objectives, 
• Presentation of known evidence, 
• Recommendations as to different aspects of interventions (as are assessment, 

pathways of care or treatment processes). 
The guidelines are developed in the responsibility of the project partners stepwise 
(partners are named at the first page of the chapters) – based on the collection of 
evidence from international, and European level. 
The consensus process that should follow the first drafts of the guidelines has not been 
completed fully as this should be standard for the development of guidelines. So with 
the following products the discussion as to guideline development for drug treatment 
interventions is opened.  
The single guidelines will be presented in different platforms, networks and also to the 
public health authorities in the member states as a reference point for improvement of 
drug treatment in Europe. 
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1 Introduction 

1.1 Problem definition 

Illicit drug abuse became a significant social and medical problem in the last decades. In 
spite of numerous attempts to cut the consumption of drugs in Europe –  multiple 
legislative incentives, acts prohibiting the production, import and distribution of various 
substances, including the number of medications, - the number of drug abusers remains 
high as well as the number of urgent, chronic and disabling medical conditions, related 
to drugs use. 
According to the 2007 Annual Report of European Monitoring Center for Drugs and 
Drug Addiction the most prevalent is cannabis abuse with the lifetime prevalence of 70 
million or one in five European adults. 23 million European adults used marijuana 
during the last year and over 13 – during the last month, that is close to real prevalence. 
Cannabis was the primary reason for entering treatment in about 20% (approximately 
70 million treatment demands) of all treatment demand cases that made cannabis the 
second most commonly reported drug after heroin. 
Heavier drugs are less prevalent but at the same time quite widespread. Cocaine is used 
by 12 million in their lifetime, 4.5 million during the last year and around 2 million – 
during the last month. In 2005, approximately 48000 demands for treatment for cocaine 
as a primary drug were reported in EU, accounting for 13% of all treatment demands 
across EU. 
Club drugs, such as ecstasy and amphetamines are have similar numbers with the 
lifetime prevalence of 9.5 and 11 million correspondingly and last year use of 3 and 2 
million and last month use of around 1 million European adults. The number of 
demands for treatment relating to the use of ecstasy and amphetamines is relatively 
small. 
Problem opioids use is counted between 1 to 8 cases per 1000 adult population, with 
70% of opioids found among 7500 acute drug deaths in 2004 and 585000 substitution 
treatment cases in 2005. Treatment demand for opioids is the highest with 
approximately 61% of illicit drug use demands across EU (EMCDDA 2007). 
High prevalence of illicit drug use and drug use disorders translates into high treatment 
demands (326000 in EU in 2005) which cannot be completely satisfied neither by 
specialized addictions services nor by primary care institutions that requires 
implementation of brief and cost-effective techniques in various settings, both inside 
and outside health care system. 
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1.2 Brief interventions 

Brief interventions are clinical practices aimed to investigate the problem and motivate 
an individual to change something about his substance abuse either directly during the 
intervention itself or indirectly – by seeking additional substance abuse treatment. 
Taking into consideration short-term character of brief-interventions their principal 
goal is rather harm reduction than complete abstinence. Specific goal for each 
individual client is determined by various factors including type of the drug and its 
consumption, medical and social consequences of drug use and settings in which the 
brief intervention is delivered. 
According to the goal of brief interventions their obvious components are FRAMES: 
• To give a Feedback to the individual about personal risk or impairment. 
• To place Responsibility for change on the participant. 
• To give an Advice to change. 
• To offer a Menu of alternative self-help or treatment options to the participant. 
• Empathic style is to be used by the counsellor. 
• To engender Self-efficacy or optimistic empowerment is engendered in the 

participant. 

1.3 Brief therapies 

Brief therapies are systematic, focused processes that rely on assessment, client 
engagement, and rapid implementation of change strategies. Brief therapies usually 
feature more (as well as longer) sessions than brief interventions. Brief therapies are to 
provide clients with tools to change basic attitudes and handle a variety of underlying 
problems. 
As brief therapies are much longer and comprehensive than brief interventions, their 
principal goal in the most of the cases is to achieve complete abstinence. 
Major components of brief therapies are similar to those of brief interventions and are 
the following: 
• Clear definition of the goals related to a specific change or behaviour. 
• Setting measurable and understandable outcomes. 
• Putting responsibility for change on the client. 
• Helping the client to enhance his self-efficacy and understand that change is possible. 
• Rapid establishment of a strong working relationship between client and therapist. 
• Achievement and maintenance of immediate results. 
• Active and empathic counselling style of the therapist. Directive style is appropriate 

in some cases. 
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1.4 Requirements 

Delivery of effective brief interventions and therapies requires the provider to possess 
certain knowledge, skills and personal abilities. The most important ones are the 
following: 
• Comprehensive knowledge of addictions: their clinical features and dynamics, 

potential complications and emergencies. 
• Ability to make proper primary assessment and to determine certain competency in 

each individual case and to redirect the patient to specialized addiction service if 
necessary. 

• Counselling skills such as active listening and helping clients explore and resolve 
ambivalence. 

• Ability to set the understandable goals and objectives of individual treatment and to 
redefine them according to the client’s progress. 

• Working knowledge of psychology of the patient and the stages of change through 
which a client moves during the treatment. 

• An overall empathic and non-judgemental attitude, understanding and acceptance. 

1.5 Settings 

Settings in which brief interventions and therapies are delivered form the attitude of the 
patient to the treatment and determine the psychotherapeutic techniques which may be 
used in different circumstances. While specialized addiction services institutions are the 
most preferable site for delivery of any kind of specialized treatment, including short-
term treatments, high level of treatment demand stipulates delivery of brief therapeutic 
techniques in various settings including other primary care institutions and various 
social services which may be involved in treatment. 
It must be noted also, that specificity of drug addictions make a number of drug addicts 
to attend medical institutions with the reasons other than addiction itself, such as drug-
related medical conditions, emergencies and chronic diseases. Some addicts will contact 
the health care system through certain psychological, social and legal reasons. 
Moreover, taking into consideration the fact that heavier drug addictions are not the 
larger part of all treatment demand, not all users demand need full set of long-term 
treatment in specialized institutions. 
While treatment of substance use disorders can occur in almost any type of setting, the 
most commonly used are: 
• Inpatient settings, in psychiatric or general hospitals. 
• Outpatient settings, in clinics or private practice. 
• Intensive day treatment settings. 
• Half-way houses. 
• Therapeutic communities. 
• Penal institutions (Galanter and Kleber 2004). 



 116 

Beside the settings listed above brief interventions and therapies may be delivered in a 
variety of other settings, where the patient contacts the health care system for the first 
time i.e. by social workers, college or army psychological services settings etc. and each 
of them, though fitting minimal requirements, has specific features that obviously set 
certain limitations of care provision in comparison with specialized addictions service 
institutions. 

1.6 Limitations 

While requirements for delivery of brief interventions and therapies are minimal and 
allow it in the large variety of settings, there are number of limitations that may 
compromise the treatment process or make it undeliverable in certain conditions. 
Primarily, these limitations are determined by the capacities and major purpose of 
service providing the brief interventions and therapies. 
While specialized in-patient departments have full spectrum of means for maintaining 
the patients, 24 hour monitoring their medical condition and handling all types of 
medical complications, they are expensive and cannot cover large number of patients. 
Non-addiction-specialized in-patient departments are able to handle most of the 
complications and cover larger number of patients and provide them with proper clinical 
management, at the same time the competence of specialists is lower, they are still 
expensive and their major field of expertise is rather treatment of somatic complications 
than brief interventions and therapies. 
General practitioners as the major providers of out-patient care are able to cover the 
largest network of patients, but their capacities in emergencies handling is substantially 
lower than for in-patient clinics. However, they are the most probable point of the first 
contact of the patient with the health care system and specificity of their practice 
favours delivery of brief interventions and therapies. 
Social and psychological services settings are the least competent in emergencies 
handling and dealing with medical complications. At the same time these services are 
specialized in psychological support and psychotherapeutic interventions and cover the 
larger number of clients that in total stipulates them to be the major providers of brief 
interventions and therapies in non-complicated cases of mild and moderate addictions. 
Taking into consideration the capacities of different providers of brief interventions and 
therapies, basic understanding of the patient and medical requirements related to his 
state is necessary for successful treatment. In the most of the cases drug addicts have 
more medical problems than addiction itself; therefore the primary assessment may be 
complex and competence decision must be based on the following aspects: 
• Emergency states: emergency states are quite common for drug abusers and may be 

the main reason for applying for medical help. In case of emergency state the patient 
should be redirected to emergency room to cope with it. 



 117 

• Acute intoxication: In a large number of cases drug addicts might be intoxicated to 
certain extent, which would make impossible further therapeutic interventions other 
than detoxification. 

• Acute complications: Besides the first two conditions there may be a number of acute 
medical complications such as for example increased blood pressure, that would 
require certain pharmacological correction. 

• Potential acute complications: Drug addictions may produce certain complications 
such as delirium, changes of mood and behaviour, onset of seizures etc. This must be 
taken into consideration when starting any treatment. 

• Chronic medical complications: most of the drug addicts have chronic medical 
complications such as cardiovascular and liver diseases, cognitive dysfunctions etc. 
They may require specific treatment in respect for them. 

• Psychotic symptoms: Some of the patients may either produce psychotic symptoms 
or have a great potential of their onset. 

• Severity of anxiety and depression: Anxiety and depression are common 
complications of drug addictions and may cause suicidal behaviour and impede the 
treatment process. 

• Severity of dependence: severity of dependence must be estimated as the patients 
with severe dependence may require specific treatment and therefore should not be 
treated in primary care institutions. 

1.7 Techniques 

While there is a large variety of psychotherapeutic techniques suitable for treatment of 
illicit drug addictions, according to the goals and objectives of brief interventions an 
therapies, their short-term nature and description of settings for their delivery given 
above, techniques suitable for them must meet the following criteria: 
• Simplicity and understandability for the patient. 
• Ability to be used both by medical and non-medical specialists. 
• Minimal special training is required. 
• Minimal time is required for their delivery. 
• Cost-effectiveness. 
• Compatibility to the settings and to each other. 
According to these criteria we propose the following set of psychotherapeutic 
techniques which clinical effectiveness has been proved, which are simple in their 
nature, complementary to each other and are appropriate for implementation as part of 
brief interventions and therapies in all variety settings: 
• Motivational Enhancement Therapy 
• Cognitive-Behavioural Therapy 
• Family Therapy 
• Social Therapy 
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Though, pharmacological correction is not an obvious part of brief interventions and 
therapies, its use becomes appropriate in some cases in medical settings and will be 
briefly discussed in these guidelines. 

2 Evidence Base 

2.1 Efficacy of Brief Interventions and Therapies 

Multiple studies have shown efficacy of different types of brief interventions used 
separately or in various combinations. 
Recent meta-analytical study of Dutra and coauthors covering 34 controlled treatment 
projects in several countries and 2340 patients has proven efficacy of brief interventions 
in various settings in respect for decreasing dropout rate, reducing quantity and 
frequency of drug consumption (Dutra 2008). 
In the study of Martin and coauthors, they have assessed the feasibility and 
effectiveness of the brief interventions for young cannabis users in Australia in clinical 
settings. Participants were cannabis users aged between 14 and 19 years (n = 73) and 
concerned parents (n = 69). The intervention comprised an individual assessment 
session followed 1 week later by a session of personalized feedback delivered in a 
motivational interviewing style. An optional third session that focused on skills and 
strategies for making behavioural change was offered. Of the entire sample of cannabis 
users, 78% reported voluntarily reducing or stopping their cannabis use during the 90 
days to follow-up and 16.7% reported total abstinence during this time. In addition, 
significant reductions were found on measures of both quantity and frequency of use 
and dependence. These reductions were maintained at 6-month follow-up. The approach 
was acceptable to young people and associated with reductions in cannabis use. Thus 
the study has shown the effectiveness of short motivational enhancement treatment for 
cannabis users as well as its combination with cognitive-behavioural therapy (Martin et 
al 2005). 
Srisurapanont and co-authors did a research on comparison of short-term (eight-week) 
brief intervention with psychoeducation for students using methamphetamine. The 
study was carried out in Thailand at Chiang Mai University Hospital. According to their 
results students assigned BI demonstrated higher decrease in the consumption of 
methamphetamine as well as in the number of days of use (Srisurapanont et al. 2007). 
Another clinical trial of single brief interventions performed in Brazil on 99 young 
adults in out-patient settings has shown effectiveness of even single brief intervention in 
comparison with control group. In the 6-month follow-up, the BI group showed a 
significant reduction in the number of users during the last month with respect to most 
substances, as well as in relation to substance-related problems (De Micheli et al. 2004). 
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2.2 Brief Interventions and Therapies vs. Extended Therapy 

Stephens and coauthors performed corresponding clinical trial with statistically 
authentic number of cases in United States in out-patient settings. Adult marijuana users 
(N = 291) seeking treatment were randomly assigned to an extended 14-session 
cognitive-behavioural group treatment (relapse prevention support group; RPSG), a 
brief 2-session individual treatment using motivational interviewing (individualized 
assessment and intervention; IAI), or a 4-month delayed treatment control (DTC) 
condition. Results indicated that marijuana use, dependence symptoms, and negative 
consequences were reduced significantly in relation to pre-treatment levels at 1-, 4-, 7-, 
13-, and 16-month follow-ups. Participants in the RPSG and IAI treatments showed 
significantly and substantially greater improvement than DTC participants at the 4-
month follow-up. There were no significant differences between RPSG and IAI 
outcomes at any follow-up. This study has shown effectiveness of both types of 
psychotherapeutic interventions, emphasizing the cost-effectiveness of brief 
interventions as well. Also there are strong evidences of high cost-effectiveness of brief 
interventions and relatively close treatment outcomes to extended ones (Stephens et al. 
2000). 

2.3 Motivational Enhancement Therapy and Motivational Interviewing 

Effectiveness of Motivational Enhancement therapy has been shown is research of 
McCambridge and Strang, who compared 105 patients receiving MET with 95 controls 
in a cluster randomized trial. Research was carried out in United Kingdom in college 
settings. They’ve shown better follow-up rate and higher drug use reduction in MET 
group (McCambridge and Strang 2004). 
At the same time, consecutive study by the same research team showed poor results of 
single session motivational interviewing delivered by youth workers in respect for 
cannabis abuse. They have performed a naturalistic quasi-experimental study of 162 
young people (mean age 17 years) who were daily cigarette smokers, weekly drinkers or 
weekly cannabis smokers, comparing 59 receiving MI with 103 non-intervention 
assessment-only controls. MI was delivered in a single session by youth workers or by 
the first author. Assessment was made of changes in self-reported cigarette, alcohol, 
cannabis use and related indicators of risk and problems between recruitment and after 3 
months by self-completion questionnaire. 87% of subjects (141 of 162) were followed 
up. The most substantial evidence of benefit was achieved in relation to alcohol 
consumption, with those receiving MI drinking on average two days per month less than 
controls after 3 months. Weaker evidences of impact on cigarette smoking, and no 
evidence of impact on cannabis use, were obtained (Gray et al. 2005). 
Another trial performed by Marsden and coauthors in United Kingdom has also shown 
poor efficacy of MET. Brief motivational interventions were carried out on peripatetic 
basis by National Addiction Centre. In a randomized trial of Motivational Interviewing 
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vs. Controls, receiving written health risk information materials only included 342 
adolescents and young adult stimulant (ecstasy, cocaine powder and crack cocaine) 
users aged 16-22 years. This study has shown no difference between motivational 
intervention and provision of information alone (Marsden et al. 2006). 
Similar results were observed by Walker and coauthors, who studied 97 adolescent 
cannabis users, randomly assigned to either a 2-session MET or to a 3 month delay 
condition. Study was school-based and was carried out in United States. Marijuana use 
and associated negative consequences were assessed at baseline and at a 3-month 
follow-up. Analyses revealed that both groups have reduced marijuana use, however no 
between-group differences were observed (Walker et al. 2006). 
Saunders and coauthors studied brief motivational interventions in opiate users 
attending a methadone programme in Australia in methadone clinic settings. They have 
enrolled 122 participants dividing them into two groups: assigned motivational 
intervention (n=122) and controls (n=65), who have received only educational 
procedure. Over the 6-month follow-up period the motivational subjects demonstrated a 
greater, immediate commitment to abstention, reported more positive expected 
outcomes for abstention, fewer opiate-related problems, complied with methadone 
programme longer and relapsed less quickly than the control group (Saunders et al. 
1995). 
Peterson and others have performed a randomized trial testing a brief feedback and 
motivational intervention for substance use among homeless adolescents in Washington 
in social service network settings. Homeless adolescents ages 14-19 (N = 285) recruited 
from drop-in centers at agencies and from street intercept were randomly assigned to 
either a brief motivational enhancement (ME) group or 1 of 2 control groups. The 1-
session motivational intervention presented personal feedback about patterns of risks 
related to alcohol or substance use in a style consistent with motivational interviewing. 
Follow-up interviews were conducted at 1 and 3 months postintervention. Youths who 
received the motivational intervention reported reduced illicit drug use other than 
marijuana at 1-month follow-up compared with youths in the control groups. Treatment 
effects were not found with respect to alcohol or marijuana. Post hoc analyses within 
the ME group suggested that those who were rated as more engaged and more likely to 
benefit showed greater drug use reduction than did those rated as less engaged (Peterson 
et al. 2006). 
Baer and coauthors have modified this protocol and performed a brief motivational 
intervention with 117 homeless adolescents in a randomized design with 3-month 
follow-up in the same settings. Participants also reported overall reductions in substance 
use (Baer et al. 2007). 
Another randomized study of effectiveness of MET was performed by Babor and 
coauthors at several sites across United States both in in- and out-patient settings. A 
multisite randomized controlled trial compared cannabis use outcomes included 450 
participants across 3 study conditions: 
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• a) 2 sessions of MET. 
• b) 9 sessions of multicomponent therapy including MET, CBT and case 

management. 
• c) delayed treatment control (DTC). 
Assessments were conducted at baseline and at 4, 9 and 15 months postrandomization. 
The 9-session treatment reduced marijuana smoking and associated consequences 
significantly more than the 2-session treatment, which also reduced marijuana use 
relative to the controls (Babor et al. 2004). This study shows effectiveness of MET, 
superior effectiveness of combined and prolonged treatment. 
A large-scale randomized controlled trial for Brief Motivational Interventions 
effectiveness in primary care setting was performed by Bernstein and coauthors in 
United States in clinical settings. Having randomized 1175 heroin and cocaine abusers 
into two groups: a) Intervention Group (n=590) and b) Control Group (n=585), authors 
have shown than brief motivational intervention can reduce cocaine and heroin use as it 
was demonstrated by higher abstinence rates and reduction of drug levels in hair 
(Bernstein et al. 2005). 

2.4 Cognitive-behavioural therapy 

Several research projects directed on estimation of efficacy of cognitive-behavioural 
therapy were performed. In Australia, Copeland and coauthors undertook a randomized 
controlled trial of brief cognitive–behavioural interventions (CBT) for cannabis 
dependence in out-patient treatment settings. A total of 229 participants were assessed 
and randomly assigned to either a six-session CBT programme (6CBT), a single-session 
CBT intervention (1CBT), or a delayed-treatment control (DTC) group. Participants 
were assisted in acquiring skills to promote cannabis cessation and maintenance of 
abstinence. Participants were followed-up a median of 237 days after last attendance. 
Participants in the treatment groups reported better treatment outcomes than the DTC 
group. They were more likely to report abstinence, were significantly less concerned 
about their control over cannabis use, and reported significantly fewer cannabis-related 
problems than those in the DTC group. Those in the 6CBT group also reported more 
significantly reduced levels of cannabis consumption than the DTC group. While the 
therapist variable had no effect on any outcome, a secondary analysis of the 6CBT and 
1CBT groups showed that treatment compliance was significantly associated with 
decreased dependence and cannabis-related problems. This study supports the 
attractiveness and effectiveness of individual CBT interventions for cannabis use 
disorders as well as the higher effectiveness of multiple-session cognitive behavioural 
therapy in comparison to single sessions (Copeland et al. 2001). 
A randomized controlled trial on effectiveness of brief CBT interventions was 
performed by Baker and coauthors in Australia in out-patient treatment settings on 214 
amphetamine users randomized into 2-session CBT (n=74), 4-session CBT (n=66) and 
control (n=74) groups. This study showed both efficacy of CBT for amphetamine abuse 
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and dose-response relationship represented by higher efficacy of 4-session CBT in 
comparison to 2-session CBT (Baker et al. 2005). 
Azrin and coauthors in United States performed a comparative evaluation of 
behavioural vs. supportive treatment for illegal drug use in counselling center settings. 
Having studied 82 subjects with follow-ups at 2, 6 and 12 months, they showed superior 
efficacy of behavioural treatment with 65% drug-free subjects after 12 months against 
20% for the alternative treatment. The behavioural treatment was more effective across 
sex, age, educational level, marital status and type of drug (Azrin et al. 1994). 
This study has also shown dose-response relation for behavioural therapy in substance 
abuse treatment with 37% drug-free subjects after 2 months of therapy, 54% and 65% 
after 6 and 12 month correspondingly. 
Another comparative study, performed by Maude-Griffin in United States and coauthors 
compared cognitive-behavioural therapy with 12-step facilitation in treating cocaine 
abuse in Veteran Affairs Medical Center settings. Having studied 128 participants with 
assessment at baseline and weeks 4, 8, 12 and 26 with treatment duration of 12 weeks, 
researchers have shown that CBT patients were significantly more likely to achieve 
abstinence than participants in 12SF (Maude-Griffin et al. 1998). 
Dose-response study for frequency of CBT in cocaine abusers was done by Covi and 
coauthors in United States in out-patient clinical settings, who studied 68 cocaine-
dependent outpatients during the 12-week treatment programme with randomly 
assigned twice weekly, weekly and bi-weekly CBT sessions. Though final results were 
better in patients who were assigned bi-weekly therapy, the difference between groups 
was not statistically significant (Covi et al. 2002). 
Rohsenow and coauthors studied 108 cocaine abusers who undergone cognitive-
behavioural interventions (Coping Skills Training) at Rhode Island, US. Brief treatment 
was added to a standard inpatient or partial-hospital treatment programme. Their study 
showed reduction of cocaine use in 3-month follow-up and fewer cocaine use days than 
controls, who received meditation-relaxation treatment (Rohsenow et al. 2000). 
In another study on CBT for cocaine abusers undergoing methadone treatment done by 
Rowan-Szal and colleagues, using contingency management and relapse prevention 
techniques both interventions were associated with positive treatment response but the 
effects were reflected in different behavioural outcomes (Rowan-Szal et al. 2005). 
Appropriateness of CBT implementation into the heroin-dependent persons was shown 
by Hollonds and coauthors in Australia in ambulatory treatment settings. They have 
randomized twenty-three volunteers into four groups: 
• Receiving only methadone withdrawal programme. 
• Receiving only Behavioural Therapy. 
• Combination of two treatments. 
• Control group receiving no treatment. 
According to their results, behavioural therapy showed efficacy both in combination 
with methadone treatment and separately. Relapse was prevented in persons, receiving 
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behavioural therapy, decreased in group with combined treatment, but was prevented 
neither in persons receiving methadone only nor in ones in control group (Hollonds et 
al. 1980). 
Another study on CBT for heroin and methamphetamine users was done by Yen and 
coauthors in Taiwan in an abstinence center settings. A total of 70 (40 heroin and 30 
methamphetamine users) subjects in intervention group and 75 (38 heroin and 37 
methamphetamine users) subjects in control group were completed pre- and post-test 
assessments. The study revealed that among both heroin and methamphetamine users, 
the intervention group had greater improvement in confidence to manage interpersonal 
situations related to drug use, methamphetamine users also showed better results in 
respect for management of intrapersonal situations in comparison to controls (Yen et al. 
2004). 
Dzialdowski and London in United Kingdom have described two cases demonstrating 
CBT in combination with elements of motivational interviewing and relapse prevention 
techniques as effective complementary treatment for methadone maintenance in opiate 
addiction treatment (Dzialdowski and London, 1999). 
Budney et coauthors reported that CBT enhances posttreatment maintenance for 
cannabis dependence treatment. Study was carried out in United States in out-patient 
treatment settings (Budney et al. 2006). Another study of CBT implementation as an 
additive treatment performed by Epstein and coauthors in methadone maintanence 
treatment clinic settings in Unites States showed appropriateness of its use for cocaine 
abusers (Epstein et al. 2003). 

2.5 Combination of MET and CBT 

Comprehensive research of effectiveness of both motivational enhancement therapy and 
cognitive-behavioural therapy for cannabis abuse was performed by Dennis and 
coauthors in United States in medical and community-based settings. By its design it 
was two inter-related randomized trials conducted at four sites to evaluate the 
effectiveness and cost-effectiveness of five short-term outpatient interventions for 
adolescents with cannabis use disorders. Trial 1 compared five sessions of Motivational 
Enhancement Therapy plus Cognitive Behavioural Therapy (MET/CBT) with a 12-
session regimen of MET and CBT (MET/CBT12) and another that included family 
education and therapy components (Family Support Network [FSN]). Trial II compared 
the five-session MET/CBT with the Adolescent Community Reinforcement Approach 
(ACRA) and Multidimensional Family Therapy (MDFT). The 600 cannabis users were 
predominately white males, aged 15-16. All five interventions demonstrated significant 
pre-post treatment during the 12 months after random assignment to a treatment 
intervention in the two main outcomes: days of abstinence and the percent of 
adolescents in recovery (no use or abuse/dependence problems and living in the 
community). Overall, the clinical outcomes were very similar across sites and 
conditions; however, after controlling for initial severity, the most cost-effective 
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interventions were MET/CBT5 and MET/CBT12 in Trial 1 and ACRA and MET/CBT5 
in Trial 2. It is possible that the similar results occurred because outcomes were driven 
more by general factors beyond the treatment approaches tested in this study; or because 
of shared, general helping factors across therapies that help these teens attend to and 
decrease their connection to cannabis and alcohol (Dennis et al. 2004). 
There are also evidences of positive effects of combination of motivational 
enhancement therapy and cognitive-behavioural therapy provided by McKee and 
coauthors, who randomized 74 participants into two groups for comparison: 
• a) participants who were assigned 3-session CBT and 
• b) participants who received 3-session combined CBT and MET. Though their 

conclusions are mixed, their results showed that participants, receiving combined 
therapy attended more drug treatment sessions and reported significantly great desire 
for abstinence and expectation of success. Research was carried out in United States 
in outpatient substance abuse clinic settings (McKee et al. 2007). 

This is also supported by the survey of trials focussing on cannabis treatment done by 
Zumdick and coauthors, showing that  the optimal treatment of cannabis-dependent 
adults would be a short intervention which consists of a combination of motivational-
enhancement and cognitive-behavioural elements as well as individual case-counselling 
(Zumdick et al. 2006). 
Jungerman and others have performed a randomized controlled trial that have shown 
higher efficacy of motivational interviewing in comparison with delayed treatment 
control as well as the dose-response effect of motivational interviewing – longer course 
showed better results. Research was done in Brazil in out-patient settings. A 
randomized controlled trial compared 3 conditions: 4 weekly individual sessions of 
motivational interviewing and relapse prevention over 1 month (1MIRP); the same 4 
sessions over 3 months (3MIRP), and delayed treatment control (DTC). The short term 
impact of each intervention was followed up 4 months after randomization. Participants 
were 160 highly educated adults with a long history of frequent cannabis use. Both 
treatments showed better results than the DTC, and for primary outcomes (i.e., cannabis 
consumption) there was no difference between treatments, while the 3MIRP scheme 
showed greater efficacy in reducing dependence symptoms and other drug use 
according to the ASI drug subscale. There was a tendency for the longer treatment to 
have better outcomes, regardless of intensity, although the waiting list did have some 
positive effect. The cohort needs to be followed up for a longer period in order to 
ascertain whether changes are maintained over time (Jungerman et al. 2007). 

2.6 Family and social therapy 

Implementation of brief family-based interventions has a great potential in drug abuse 
treatment both used separately or in combination with other techniques, especially in 
adolescents. Systematic review of Family Therapy done by Szapocznik and Williams 
included seven major completed randomized trials in various settings. By their 
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conclusions, brief strategic family therapy is effective in improving family functioning, 
decreasing resistance in treatment and reducing drug abuse problems in adolescents 
(Szapocznik and Williams, 2000). 
 Liddle and colleagues in United States compared effectiveness of multidimensional 
family therapy and individual CBT techniques in respect for drug abuse treatment in 
community-based drug abuse clinic settings. They randomized 224 adolescents with 
drug use disorders (mostly cannabis-related) into two equal-sized groups: 
• Multidimensional Family Therapy Group. 
• Cognitive Behaviour Therapy Group. 
Findings of their research showed that both interventions produced significant reduction 
of cannabis consumption. There was no significant differences in treatment outcomes 
between these two intervention. MDFT was found to reduce substance use (Liddle et al. 
2008). 
Another embodiment of family-based interventions is behavioural couples therapy. As 
follows from the review made by Fals-Stewart and colleagues, in multiple studies with 
diverse populations, patients who engage in BCT have reported greater reductions in 
substance use than patients, who receive only individual counseling. Couples received 
BCT also have reported higher level of relationship satisfaction and more improvements 
in other areas of relationship and family functioning (Fals-Stewart et al. 2004). 
Waldron and coauthors in United States studied effectiveness of family therapy alone 
and in combination with CBT in social network settings. They have randomized 120 
adolescents into four groups: 
• Functional Family Therapy (n=30). 
• Individual CBT (31). 
• Combined Functional Family Therapy and CBT (n=29). 
• Group intervention (n=30). 
According to the research outcome, family therapy showed better treatment results at 
seven moths after treatment. Treatment outcome was better when family therapy was 
combined with CBT (Waldron et al. 2002). 
Socialisation of patients with drug use disorders plays important role in their effective 
treatment and rehabilitation. Okruhlica and colleagues in their three-year follow-up 
study of heroin users in specialized treatment facility in Bratislava have emphasized that 
a significantly better outcome after 3 years was observed among those subjects who 
were well socialized i.e. were working or studying at the time of admission (Okruhlica 
et al. 2002). 
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3 Recommendations 

3.1 Evidence strength rankings 

According to the quality of evidence presented in different research reports, all 
evidences are classified as follows: 
**** Strong evidence: High quality meta-analyses, systematic reviews including one or 
more RCT with a very low risk of bias, more than one RCT a very low risk of bias. 
*** Moderate evidence: Limited systematic reviews, one RCT with a low risk of bias or 
more RCT with a high risk of bias. 
**   Some evidence: one RCT limited by research factors or more case-control or cohort 
studies with a high risk of confounding. 
*     Expert opinion. 
?     Insufficient evidence/unclear/unable to assess. 

3.2 Motivational Enhancement Therapy 

Motivational Enhancement Therapy is aimed at motivating the patient to quit using the 
substance, or harm reduction, if the patient is not ready or able to quit for any reason. 
The evidence of effectiveness of motivational enhancement therapy is multiple and 
diversified, mostly presented for cannabis and stimulants abuse and less – for opiates. 
While certain studies report poor efficacy of MET, most of them show its high 
effectiveness (****Bernstein et al. 2005; ***McCambridge and Strang 2004; ***Baer 
et al. 2007; Babor et al. 2004). 
Motivational enhancement should include informational component and be based on the 
following key points: 
Harm reduction is one of the major points of brief interventions. Specialist is to discuss 
the potential and existing medical complications as well as the probabilities of their 
onset. Medical complications are quite similar for major substances starting with the 
cognitive deterioration, higher probability of exacerbation of genetically predisposed  
disorders like schizophrenia, schizoaffective and schizophrenia-like disorders, onset of 
transient psychoses at the peak of intoxication and at withdrawal states, high risk of 
development of mood and anxiety disorders, deterioration of general medical condition, 
investable changes of personality and higher suicidal risk. 
Even assuming that each of the disorders mentioned above has a very small probability 
of onset, in total and in long-term prospective they represent a serious risk for the health 
of drug user. 
Second point of motivational enhancement should be emphasis on the social and 
economic aspects of drug use. Thus hundreds or thousands (for severe dependence) of 
dollars are spent imperceptibly every year and hundreds of hours are wasted for 
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nothing. Performer of intervention may discuss with the patient what could be bought 
for this money, how else could he or she spend this money and time – for family, other 
less harmful or even healthy amusements, professional growth, doing sports, travelling 
etc. 
Social aspects of drug use are not limited to using it in a “friendly environment”. Drug 
abuse may provoke a number of social problems in the family and at the job. This 
should be considered when performing a brief intervention. In most of the cases, the 
patient will come to his physician due to social reasons even if not legally coerced to do 
so. Another reason for quitting might be the children of the patient and the vicious 
example that he or she shows to them by using the drug. 
One of the most prominent features of addictions is denial. Patient may deny the fact 
that his use of drug is abusive and/or that he is dependent. Specialist should discuss the 
real reasons for the visit, previous attempts to quit this addiction and in this way show 
the patient the very necessity to quit. 
Legal status of drug is another good reason for motivating the patient. In most of the 
countries the use of drugs itself is not punished, but there are no legal ways to obtain it – 
in order to get them patient has to contact a drug dealer. This fact, as well as potential 
emergency situations, may destroy his or her reputation. 

3.3 Cognitive-behavioural Therapy 

Cognitive-behavioural Therapy is aimed at teaching a patient how to handle various 
situations and psychological conditions that may lead to substance use. It is grounded in 
the cognitive theory and relatively easy to implement. There are multiple evidences of 
high efficacy of cognitive-behavioural therapy for substance abuse treatment 
(***Copeland et al. 2001; ***Baker et al. 2005; ***Azrin et al. 1994; **Maude-Griffin 
et al. 1998; **Rohsenow et al. 2000; ***Yen et al. 2004). 
This therapy has been shown to be efficient, cost-effective and compatible with 
Motivational Enhancement Therapy (***Dennis et al. 2004; ***McKee et al. 2007; 
***Zumdick et al. 2006; Jungerman et al. 2007). 
Most of the patients with substance abuse have certain patterns of using the drugs. 
These may be certain situations, friends or companies or certain life events. 
Consequently, there are some associative psychological “triggers” that will obviously 
lead the patient into temptation to continue using the substance. 
These conditions/situations may be various but the task of physician is to teach the 
patient either how to avoid them or how to cope with them. Actually, the main idea of 
behavioural psychotherapy in the case of addiction is to replace a bad habit with a 
neutral one. 
A very important task is to find a psychological substitute for the substance – something 
that would distract the patient from craving it. The substitute must be emotionally 
significant for the patient. One of the best choices would be some kind of sportive 
activity, especially one involving team sports. 
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3.4 Social and family therapy 

Studies of implementation of family- and/or social-based techniques have shown their 
efficacy in coping of social deprivation and facilitating the treatment process. Thus, it’s 
desirable that his or her family and friends were involved into the treatment process 
(***Szapocznik and Williams, 2000; ***Liddle et al. 2008; ***Fals-Stewart et al. 
2004; **Okruhlica et al. 2002). 
The main goals and potential achievements of engaging the family and friends in the 
treatment are:  
• creating the psychologically comfortable circumstances for treatment. 
• encouraging and inspiring the patient. 
• preventing “occasional” relapses and  
• increasing socialisation of the patient. 

3.5 Pharmacological interventions 

While pharmacological treatment is not a part of brief interventions there are certain 
medical complications to be predicted to arise during withdrawal such as anxiety and 
mood disorders, psychotic symptoms etc. 
There is no specific treatment neither for most of the drugs nor for related disorders. 
However, related disorders are supposed to be predicted on the basis of severity of drug 
abuse and dependence and treated accordingly with respect to the patient’s status and 
appropriate pharmacological therapy has to be chosen (e.g. benzodiazepines, 
antidepressants, anticonvulsants etc.) 
There are evidences of positive effects of combination of psychosocial interventions and 
maintenance treatment for opiate dependence (***Saunders et al. 1995; *** Rowan-
Szal et al. 2005; ***Hollonds et al. 1980; *Dzialdowski and London, 1999). 
Pharmacological therapy may and must be used to improve general medical condition 
of the patient as well. 

3.6 Techniques to be chosen 

All techniques described are suitable for brief interventions and may be performed by 
any brief intervention/therapy provider. They are also compatible and complementary to 
each other to the extent they may and should be used in complex. Evidence given above 
shows higher effectiveness of complex treatment in comparison to using single 
technique (***Greg et al. 2005; ***Dennis et al. 2004; ***McKee et al. 2007; 
***Zumdick et al. 2006; ***Jungerman et al. 2007). 

3.7 Settings 

Gathered evidences show that different forms of substance abuse are more likely to be 
treated in specific settings. Opioids abuse is characterized by the number of 
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complications, severe withdrawal and in the most of the studies brief psychotherapeutic 
techniques are used as the complementary to the maintenance programme in specialized 
clinical settings, in- or out-patient, depending on severity of dependence (***Saunders 
et al. 1995; ***Hollonds et al. 1980; **Dzialdowski and London, 1999). 
Cocaine abuse, while having a number of complications most probably may require 
medical attention and thus might be treated equipotentially in in-patient and out-patient 
clinical settings (***Bernstein et al. 2005; **Covi et al. 2002; *** Rohsenow et al. 
2000). Evidences of brief interventions and therapies in non-medical settings are scarce 
and related mostly to mild forms of abuse (***Maude-Griffin et al. 1998). 
Club drugs and cannabis are the most prevalent forms of illicit drug abuse and at the 
same time requirements for specialized medical attention are much weaker. Current 
evidence shows high effectiveness of brief interventions and therapies for these forms 
of abuse in all settings with the most preferable out-patient or social network settings 
(***Liddle et al. 2008; ***Jungerman et al. 2007; ***Martin et al. 2005; 
***Srisurapanont et al. 2007; ***Stephens et al. 2000; ***Babor et al. 2004; 
***Copeland et al. 2001; ***Baker et al. 2005; ***Dennis et al. 2004). 

3.8 Number of sessions and duration of treatment 

In spite of the fact, that current evidence base shows that single session brief 
interventions are effective method of treatment and harm reduction of drug abuse, this 
evidence is scarce and poorly supported. Stronger evidences are gathered in respect for 
multiple sessions brief interventions, showing them being more effective than single 
session ones (***Covi et al. 2002; ***Baker et al. 2005; ***Azrin et al. 1994; 
***Jungerman et al. 2007). 
The number of sessions and duration of treatment depend on severity of dependence and 
the goals of treatment. Successful treatment comprises 6-20 sessions and lasts until 
achievement of its goals. 
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1 Introduction 

1.1. Definition and context 

Motivational interviewing is a client-centred, directive method for enhancing intrinsic 
motivation to change by exploring and resolving ambivalence presented by 
substance/drugs users/abusers. 
The concept of motivational interviewing evolved from experience in the treatment of 
problem drinkers, and was first described by Miller (1983) in an article published in 
Behavioural Psychotherapy. These fundamental concepts and approaches were later 
elaborated by Miller and Rollnick (1991) in a more detailed description of clinical 
procedures. 

1.2 General principles 

There are four general principles behind Motivational Interviewing: 
• Express Empathy 
Expression of empathy is critical to the MI approach. When clients feel that they are 
understood, they are more able to open up to their own experiences and share those 
experiences with others. The counsellor's accurate understanding of the client's 
experience facilitates change. 
• Support Self-Efficacy 
A client's belief that change is possible is an important motivator to succeeding in 
making a change. As clients are held responsible for choosing and carrying out actions 
to change in the MI approach, counsellors focus their efforts on helping the clients stay 
motivated, and supporting clients' sense of self-efficacy is a great way to do that. The 
client can be helped to develop a belief that he or she can make a change. 
• Roll with Resistance 
In MI, the counsellor does not fight client resistance, but "rolls with it." MI encourages 
clients to develop their own solutions to the problems that they themselves have 
defined. In exploring client concerns, counsellors may invite clients to examine new 
perspectives, but counsellors do not impose new ways of thinking on clients. 
• Develop Discrepancy 
MI counsellors work to develop this situation through helping clients examine the 
discrepancies between their current behaviour and future goals. When clients perceive 
that their current behaviours are not leading toward some important future goal, they 
become more motivated to make important life changes. 
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1.3 Important elements 

There are several important elements of the philosophy behind motivational 
interviewing: 
• Client resistance typically is a behaviour evoked by environmental conditions. 
MI views denial and resistance as behaviours evoked by environmental conditions, not 
as traits characteristic of substance abusers.  Resistance is primarily viewed as a reaction 
to the in-session behaviour of the counsellor. 
Additionally, the client's behaviour over the course of treatment is affected in part by 
the counsellor's reactions to the early, negative communications of the client.  It is 
important for the counsellor using the MI approach to remember that agreeing with the 
counsellor's views does not indicate motivation on the client's part, and, more 
importantly, disagreeing with the counsellor's views does not indicate a lack of 
motivation on the client's part. 
• The client/counsellor relationship should be collaborative and friendly. 
The MI framework fits best with a view that client change is best enhanced through 
positive reinforcement. Through positive reinforcement, a client's environment rewards 
him or her for trying new things, such as opening up to another person about his or her 
difficulties, or trying new behaviours that fit with the client's long term goals rather than 
continuing behaviours that provide short-term gain at the cost of long-term loss, etc. 
• Motivational Interviewing gives priority to resolving ambivalence. 
As mentioned above, in the MI approach, clients are generally viewed as feeling highly 
ambivalent about changing. The concern about this is that clients often have mixed 
feelings about making changes, and counsellor who presses a client to make changes 
immediately risks (a) evoking client resistance, (b) promoting premature termination 
from counselling, and (c) encouraging clients to overlook the internal and external 
factors that may promote relapse even following initial success in change attempts. 
• The counsellor does not prescribe specific methods or techniques. 
MI counsellors educate clients about the variety of therapeutic options available to them 
and, at times, the research support for particular options. These include treatment 
options, as well as other means of support. Clients are free to choose the elements that 
they believe will be most helpful to them in their efforts. 
• Clients are responsible for their progress. 
MI counsellors emphasize the freedom clients have to choose their behaviours, 
MI/MET counsellors also emphasize the responsibility that lies with clients to make 
those changes. 
• MI focuses on clients' sense of self-efficacy. 
The MI approach increases the clients' hope that they can make substantial changes 
related to their substance abuse. Clients who perceive that they have substance problems 
in need of change may still "resist" change if they believe they cannot successfully 
complete the change process. 
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1.4 Client group served 

Substance user/abuser, including adolescent; alcoholics, nicotine dependents, eating 
disorders, users in correctional Opiate, cocaine, cannabis problematic use. 

2 Evidence Base 

2.1 Relevance of motivation and change 

The motivational approaches are based on the following studied assumptions about the 
nature of motivation14: 

Motivation is a key to change 
The study of motivation is inexorably linked to an understanding of personal change a 
concept that has also been scrutinized by modern psychologists and theorists and is the 
focus of substance abuse treatment. The nature of change and its causes, like 
motivation, is a complex construct with evolving definitions. Few of MI’s clinicians, for 
example, take a completely deterministic view of change as an inevitable result of 
biological forces, yet most of them accept the reality that physical growth and 
maturation do produce change--the baby begins to walk and the adolescent seems to be 
driven by hormonal changes. They recognize, too, that social norms and roles can 
change responses, influencing behaviours as diverse as selecting clothes or joining a 
gang, although few of us want to think of ourselves as simply conforming to what 
others expect. Certainly, they believe that reasoning and problem-solving as well as 
emotional commitment can promote change. 
The framework for linking individual change to a new view of motivation stems from 
what has been termed a phenomenological theory of psychology, most familiarly 
expressed in the writings of Carl Rogers. In this humanistic view, an individual's 
experience of the core inner self is the most important element for personal change and 
growth--a process of self-actualization that prompts goal-directed behaviour for 
enhancing this self (Davidson 1994). In this context, motivation is redefined as 
purposeful, intentional, and positive--directed toward the best interests of the self. More 
specifically, motivation is the probability that a person will enter into, continue, and 
adhere to a specific change strategy (Miller and Rollnick 1991). 

Motivation is multidimensional 
Motivation, in this new meaning, has many complex components. It encompasses the 
internal urges and desires felt by the client, external pressures and goals that influence 

                                            
14  A comprehensive summary of corresponding results see SAMHSA (2006)  

 



 138 

the client, perceptions about risks and benefits of behaviours to the self and cognitive 
appraisals of the situation. 

Motivation is dynamic and fluctuating 
Research and experience suggest that motivation is a dynamic state that can fluctuate 
over time and in relation to different situations, rather than a static personal attribute. 
Motivation can vacillate between conflicting objectives. Motivation also varies in 
intensity, faltering in response to doubts and increasing as these are resolved and goals 
are more clearly envisioned. In this sense, motivation can be an ambivalent, 
equivocating state or a resolute readiness to act--or not to act. 

Motivation is influenced by social interactions 
Motivation belongs to one person, yet it can be understood to result from the 
interactions between the individual and other people or environmental factors (Miller 
1995b). Although internal factors are the basis for change, external factors are the 
conditions of change. An individual's motivation to change can be strongly influenced 
by family, friends, emotions, and community support. Lack of community support, such 
as barriers to health care, employment, and public perception of substance abuse, can 
also affect an individual's motivation. 

Motivation can be modified 
Motivation pervades all activities, operating in multiple contexts and at all times. 
Consequently, motivation is accessible and can be modified or enhanced at many points 
in the change process. Clients may not have to "hit bottom" or experience terrible, 
irreparable consequences of their behaviours to become aware of the need for change. 
Clinicians and others can access and enhance a person's motivation to change well 
before extensive damage is done to health, relationships, reputation, or self-image 
(Miller 1985; Miller et al. 1993). 
Although there are substantial differences in what factors influence people's motivation, 
several types of experiences may have dramatic effects, either increasing or decreasing 
motivation. Experiences such as the following often prompt people to begin thinking 
about making changes and to consider what steps are needed: 
• Distress levels may have a role in increasing the motivation to change or search for a 

change strategy (Leventhal 1971; Rogers et al. 1978). For example, many individuals 
are prompted to change and seek help during or following episodes of severe anxiety 
or depression. 

• Critical life events often stimulate the motivation to change. Milestones that prompt 
change range from spiritual inspiration or religious conversion through traumatic 
accidents or severe illnesses to deaths of loved ones, being fired, becoming pregnant, 
or getting married (Sobell et al. 1993b; Tucker et al. 1994). 
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• Cognitive evaluation or appraisal, in which an individual evaluates the impact of 
substances in his life, can lead to change. This weighing of the pros and cons of 
substance use accounts for 30 to 60 percent of the changes reported in natural 
recovery studies (Sobell et al. 1993b). 

• Recognizing negative consequences and the harm or hurt one has inflicted on others 
or oneself helps motivate some people to change (Varney et al. 1995). Helping 
clients see the connection between substance use and adverse consequences to 
themselves or others is an important motivational strategy. 

• Positive and negative external incentives also can influence motivation. Supportive 
and empathic friends, rewards, or coercion of various types may stimulate motivation 
for change. 

Motivation is influenced by the clinician's style 
The way the clinician interacts with clients has a crucial impact on how they respond 
and whether treatment is successful. Researchers have found dramatic differences in 
rates of client dropout or completion among counsellors in the same programme who 
are ostensibly using the same techniques (Luborsky et al. 1985). Counsellor style may 
be one of the most important, and most often ignored, variables for predicting client 
response to an intervention, accounting for more of the variance than client 
characteristics (Miller and Baca 1983; Miller et al. 1993). In a review of the literature 
on counsellor characteristics associated with treatment effectiveness for substance users, 
researchers found that establishing a helping alliance and good interpersonal skills were 
more important than professional training or experience (Najavits and Weiss 1994). The 
most desirable attributes for the counsellor mirror those recommended in the general 
psychological literature and include non-possessive warmth, friendliness, genuineness, 
respect, affirmation, and empathy. 
A direct comparison of counsellor styles suggested that a confrontational and directive 
approach may precipitate more immediate client resistance and, ultimately, poorer 
outcomes than a client-centred, supportive, and empathic style that uses reflective 
listening and gentle persuasion (Miller et al. 1993). In this study, the more a client was 
confronted, the more alcohol the client drank. Confrontational counselling in this study 
included challenging the client, disputing, refuting, and using sarcasm. 

The clinician's task is to elicit and enhance motivation 
Although change is the responsibility of the client and many people change their 
excessive substance-using behaviour on their own without therapeutic intervention 
(Sobell et al. 1993b), clinician can enhance client's motivation for beneficial change at 
each stage of the change process. The clinician’s task is not, however, one of simply 
teaching, instructing, or dispensing advice. Rather, the clinician assists and encourages 
clients to recognize a problem behaviour (e.g., by encouraging cognitive dissonance), to 
regard positive change to be in their best interest, to feel competent to change, to 
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develop a plan for change, to begin taking action, and to continue using strategies that 
discourage a return to the problem behaviour (Miller and Rollnick 1991). Clinicians 
have to be sensitive to influences such as client's cultural background; knowledge or 
lack thereof can influence your client's motivation. 

2.1 Incorporation of motivational approaches 

Motivational Interviewing is a well-known, scientifically tested method of counselling 
clients developed by Miller and Rollnick and viewed as a useful intervention strategy in 
the treatment of lifestyle problems and disease. 
Although the demand for treatment of substance abuse continues to far exceed its 
availability, changes in health care economics are placing greater pressure on providers 
and their clients. Payors increasingly demand evidence that the services being provided 
are not only effective, but cost-effective. Clinicians and programmes are increasingly 
challenged if they do not use research-supported, current methods. Public funding is 
scarce, and third-party payors exert great pressure to provide treatment that is shorter, 
less costly, and more effective. 
In sum, clinicians are asked to do more with less. 
The incorporation of motivational approaches and interventions into treatment 
programmes may be a practical and efficacious response to many of these challenges. 
Recent research (Brown and Miller 1993; Kolden et al. 1997; McCaul and Svikis 1991) 
supports the integration of motivational interviewing modules into programmes to 
reduce attrition, to enhance client participation in treatment, and to increase the 
achievement and maintenance of positive behavioural outcomes. Other studies have 
shown brief interventions using motivational strategies and motivational interviewing to 
be more effective than no treatment or being placed on a waiting list, and not inferior to 
some types of more extensive care (Bien et al. 1993a, 1993b; Noonan and Moyers 
1997). A review of the cost-effectiveness of treatments for alcohol use disorders 
concluded that brief motivational counselling ranked among the most effective 
treatment modalities, based on weighted evidence from rigorous clinical trials (Holder 
et al. 1991). Brief motivational counselling was also the least costly--making it the most 
cost-effective treatment modality of the 33 evaluated. Although cautioning that it was 
an approximation that requires refinement, the same study found a negative correlation 
between effectiveness and costs for the most traditional forms of treatment for alcohol 
use disorders and highlighted a growing trend to favour effective outpatient care over 
less effective or less studied--but far more expensive--inpatient, hospital-based, or 
residential care (Holder et al. 1991). 
As already noted, MI increases the effect of another treatment, but has not itself been 
subjected to randomized study. Brief, motivation-enhancing treatment appears to have 
the same effect as more extensive treatment. The studies, with the exception of Project 
MATCH, have mainly recruited patients with a lower level of alcohol dependence. 
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3 Recommendations 

3.1 Access 

Access to the service 
Flexible. 

Referral pathways and relevant pathways of care 
Flexible. 

Integrate care pathways 
High level of integrated pathways. 

3.2 Assessment 

Another strategy involves providing feedback to the client about their behaviour. 
Normative feedback can include information about levels of use, consequences of use or 
comparison to others. Standardized instruments like the ASI, SASSI, AUDIT or DrInC 
or InDUC provide ready resources for this type of feedback. 

3.3 Treatment phases  

The process of negotiation is described as a "meeting between experts" comprising five 
key steps: 
• establish rapport. 
• ask for permission to discuss the pros and cons of continued substance use. 
• be open to allowing clients to self-identify potential evidence of problematic 

substance use. 
• invite clients to assess their readiness for change. 
• negotiate a potential strategy for change, taking into account clients' perception of 

their readiness to change (D'Onofrio et al. 1998b). 
 
Values Exploration 
A focus on values may stimulate motivation for change. Focusing on discrepancies 
between ideal life conditions and actual conditions may induce a desire to "recalibrate" 
daily behaviours to be more congruent with deeply held beliefs. 
Ambivalence about various possibilities can be viewed in part as the experiential result 
of multiple conflicting values. 
In addition to a general discussion of the client's values, counsellors can use a set of 
values cards and have the client sort through the cards and order them in accordance 
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with his or her priorities. Counsellors sometimes report that this technique increased the 
ease of practice as well as client engagement. 
 
Looking Forward 
It has the client envision two futures. The first is if they continue on the same path 
without any changes where they might be five or ten years from now. The second future 
is if they decided to make a change in their behaviour, what that future might look like. 
The therapist's job is not argue one position or another, but rather just elicit the 
information and then ask the client to comment on these imaginings. 
 
Exploring Importance and Confidence 
This strategy essentially explores the client's impressions of how important is to make a 
change and how confident he or she is that he or she can succeed in changing. 
 
Decisional Balance 
Counsellors ask clients to identify the anticipated "pros" and "cons" of changing a 
behaviour, then compare this with the pros and cons of not changing the behaviour. 
 
Change Planning 
A change plan is a technique that can be quite helpful with clients that are ready to do 
this type of work. 
 
Monitoring the effectiveness of your use of MI Strategies 
 Observe client behaviour during MI sessions for adapting strategy. 
 
Interaction Techniques 
The basic approach to interactions in motivational interviewing is captured by the 
acronym OARS: (1) Open-ended questions, (2) Affirmations, (3) Reflective listening 
and (4) Summaries. 
 
Open-ended questions are those therapist utterances that client's cannot answer with a 
"yes", "no" or "three times in the last week". 
An open-ended question allows the client to create the impetus for forward movement. 
Affirmations are statements of recognition about client strengths. 
Affirmations. If the client thinks the counsellor is insincere, then rapport can be 
damaged rather than built. 
Reflective listening. The goal in MI is to create forward momentum and to then harness 
that momentum to create change. Reflective listening keeps that momentum moving 
forward. 
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Summaries. The structure of the summary is straightforward. Miller and Rollnick 
organize this talk into four categories: problem recognition, concern about the problem, 
commitment to change and belief that change is possible. 
 
Aftercare and support 
Standard MI is used for improve compliance and effectiveness of different following 
treatments. 

3.4 Motivational Counselling Strategies  

Reviewing a Typical Day 
Here, the counsellor builds rapport while gathering information. The counsellor avoids a 
focus on "problem behaviours," focusing instead on how substance use fits in to the 
person's life. Proceed to help the client tell a story of the day, focusing on feelings and 
behaviours. If the client is receptive, summarize, the move to the next strategy. 
 
Looking Back 
This strategy simply involves engaging in a conversation with the client about what life 
was like "before." Before substance use problems, before legal, work or relationship 
difficulties, etc. The goal is for the client to obtain some perspective from the 
immediacy of his or her circumstance and to observe either how things have changed 
over time. 
 
Good Things and Less Good Things 
This strategy is simply to review what is "good" about substance use alongside a review 
of what is "not-so-good" about the use of substances. The technique provides the 
therapist an opportunity to explore what "positives" may be sustaining a behaviour. 
 
Discussing the Stages of Change 
There is some pretty good evidence that people shouldn't skip stages. Someone who 
jumps right into the action stage may not spend enough time preparing for change. The 
result is they have trouble in keeping the changes they've made. For this reason, it is 
important to know which stage client is in and what things he/she needs to do to move 
to the next stage. 
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3.5 Core management standards15  

In a transtheoretical perspective, individuals move through a series of stages of change 
as they progress in modifying problem behaviours. This concept of stages is important 
in understanding change. Each stage requires certain tasks to be accomplished and 
certain processes to be used in order to achieve change. Six separate stages have been 
identified in this model (Prochaska and DiClemente, 1984, 1986): 
 
PRECONTEMPLATION 
CONTEMPLATION 
DETERMINATION 
ACTION 
MANTEINANCE 
RELAPSE 
 

3.5.1 From precontemplation to Contemplation: Building Readiness 
This chapter discusses a variety of proven techniques and gentle tactics that  the 
clinician in a treatment facility  can use to raise the topic with people not thinking of 
change, to create client doubt about the commonly held belief that substance abuse is 
"harmless" and to lead to client conviction that substance-abuse is having, or will in the 
future have, significant negative results. An assessment and feedback process is an 
important part of the motivational strategy, informing clients about how their personal 
substance use patterns compare with norms, what specific risks are entailed, and what 
damage already exists or is likely to occur if changes are not made. 
 
Raising the Topic 
The new client could be at any point in the severity continuum (from mild problem use 
to more severe dependence), could have few or many associated health or social 
problems, and could be at any stage of readiness to change. The strategies used for 
beginning a therapeutic dialog should be guided by assessment of the client's motivation 
and readiness. 
In opening sessions it is important to 
• Establish rapport and trust 
• Explore events that precipitated treatment entry 
 
Establish Rapport and Trust 

                                            

15 The following transitions between stages are summariesed based on SAMHSA 2006. 
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The challenge is to create a safe and supportive environment in which the client can feel 
comfortable about engaging in authentic dialog. One way to foster rapport is first to ask 
the client for permission to address the topic of change; this shows respect for the 
client's autonomy. Next, it’s necessary to tell the client something about how MI’s 
programme operates and how therapist and client could work together. Do specify what 
assessments or other formal arrangements will be needed, if appropriate. 
 
Explore the Events That Precipitated Treatment Entry 
The emotional state in which the client comes to treatment is an important part of the 
gestalt or context in which counselling begins. Clients referred to treatment will exhibit 
a range of emotions associated with the experiences that brought them to counselling--
an arrest, a confrontation with a spouse or employer, or a health crisis. The situation that 
led an individual to treatment can increase or decrease defensiveness about change. 
However, clients sometimes blame the referring source or someone else for coercing 
them into counselling. The implication is often that this individual or agency does not 
view the situation accurately. To find ways to motivate change, it’s important to 
ascertain what the client sees and believes is true. 
 
Gentle Strategies to Use with the Precontemplator 
There are some strategies that are useful for increasing the client's readiness to change 
and encouraging contemplation: 
 
a) Agree on Direction 
In helping the client who is not yet thinking seriously of change, it is important to plan 
your strategies carefully and negotiate a pathway that is acceptable to the client. 
 
b) Assess Readiness to Change 
There are several ways to assess a client's readiness to change: 
• Readiness Ruler 
The simplest way to assess the client's willingness to change is to use a Readiness Ruler 
or a 1 to 10 scale, on which the lower numbers represent no thoughts about change and 
the higher numbers represent specific plans or attempts to change. 
• Description of a typical day 
Another, less direct, way to assess readiness for change, as well as to build rapport and 
encourage clients to talk about substance use patterns in a non-pathological framework, 
is to ask them to describe a typical day. This approach also helps to understand the 
context of the client's substance use. 
• Provide Information About the Effects and Risks of Substance Use 
It’s important to provide basic information about substance use early in the treatment 
process if clients have not been exposed to drug and alcohol education before and seem 
interested. 
• Use Motivational Language in Written Materials 
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It’s needed to remember that the effective strategies for increasing motivation in face-
to-face contacts also apply to written language. Brochures, flyers, educational materials, 
and advertisements can influence a client to think about change. 
 
c) Create Doubt and Evoke Concern 
As clients move beyond a pre-contemplation stage and become aware of or 
acknowledge some problems in relation to their substance use, change becomes an 
increased possibility. Such clients become more aware of conflict and feel greater 
ambivalence. The major strategy for moving clients from a pre-contemplation to a 
contemplation stage is to raise doubts in them about the harmlessness of their substance 
use patterns and to evoke concerns that all is not well after all. 
One way to foster concern in the client is to explore the good and less good aspects of 
substance use. 
 
d) Assessment and Feedback Process 
Findings from an assessment can most readily become part of the therapeutic process if 
the client understands the practical value of objective information and believes the 
results will be helpful. A variety of instruments and procedures may be used to evaluate 
clients. Eight major domains considered comprehensive in scope for assessing clients 
with primarily alcohol-related problems have been suggested: 
• Substance use patterns 
• Dependence syndrome 
• Life functioning problems 
• Functional analysis 
• Biomedical effects 
• Neuropsychological effects 
• Family history 
• Other psychological effects 
 
e) Intervene Through Significant Others 
Considerable research shows that involvement of significant others (SOs) can help 
move substance users to contemplation of change, entry into treatment, retention and 
involvement in the therapeutic process, and successful recovery. An SO can play a vital 
role in enhancing an individual's commitment to change by addressing a client's 
substance use in the following ways: 
• Providing constructive feedback to the client about the costs and benefits associated 

with his substance use behaviour 
• Encouraging the resolve of the client to change the negative behaviour pattern 
• Identifying the concrete and emotional obstacles to change 
• Alerting the client to social and individual coping resources that lead to a substance-

free lifestyle 



 147 

• Reinforcing the client for using these social and coping resources to change the 
substance use behaviour 

Several recognized methods of involving SOs in motivational interventions are: 
involving them in counselling, in a face-to-face intervention, in family therapy, or as 
part of a community reinforcement approach. 

3.5.2 From Contemplation to Preparation: Increasing Commitment 
Changing Extrinsic to Intrinsic Motivation 
To help the clients prepare for change, it’s important to seek to understand the range of 
both extrinsic and intrinsic motivators that have brought them to this point. Helping 
clients change extrinsic to intrinsic motivation is an important part of helping them 
move from contemplating change to deciding to act. It’s necessary to start with the 
client's current situation and find a natural link between existing external motivators and 
intrinsic ones the client may not be aware of or find easy to articulate. Through sensitive 
and respectful exploration, untapped intrinsic motivation may be discovered even in 
clients who seem unlikely to become self-motivating. 
 
Tipping the Decisional Balance 
In moving toward any decision, most people weigh the costs and benefits of the action 
being contemplated. In behavioural change, these considerations are known as 
decisional balancing, a process of cognitively appraising or evaluating the "good" 
aspects of substance use--the reasons not to change, and the less good aspects--the 
reasons to change. 
 
Summarize Concerns 
A first step in helping the client to weigh the pros and cons is to organize the list of 
concerns and present them to the client in a careful summary that expresses empathy, 
develops discrepancy, and weights the balance toward change. Because it is important 
to reach agreement on these issues, the summary should end by asking whether your 
client agrees that these are her concerns. 
 
Explore Specific Pros and Cons  
Weighing benefits and costs of substance use and of change is at the heart of decisional 
balance work. Some clinicians find it helpful to ask the client to write out a two-column 
list. This can be done as homework and discussed during the session, or the list can be 
generated during a session. 
 
Normalize Ambivalence 
Clients engaged in decisional balance exercises often feel themselves moving closer to a 
decision--closer to changing long-standing behaviours than they may ever have 
ventured and, therefore, closer to inner conflict and doubt about whether they can or 



 148 

want to change. An important strategy at this point is to reassure client that conflicting 
feelings, uncertainties, and reservations are common. 
 
Reintroduce Feedback 
Objective medical, social, and neuropsychological feedback from the assessment 
prompts many clients to contemplate change. Reviewing the assessment information 
can keep clients focused on the need for change. 
Examine the Client's Understanding of Change and Expectations of Treatment 
Exploration of treatment expectations provides an opportunity to introduce information 
about treatment and to begin a preliminary discussion with clients about available 
options. When clients' expectations about treatment correspond to what actually 
happens in treatment, they have better outcomes. 
 
Emphasizing Personal Choice and Responsibility 
In a motivational approach to counselling the client chooses. Therapist’s task is to help 
clients make choices that are in their best interests. A consistent message throughout the 
motivational approach is the client's responsibility and freedom of choice. At this stage 
of the change process, the client should be accustomed to hearing from you such 
statements as the following: 
• It's up to you what to do about this." 
• "No one can decide this for you." 
• "No one can change your drug use for you. Only you can." 
• "You can decide to go on drinking or to change." 

3.5.3 From Preparation to Action: Getting Started 
At the end of the preparation stage, clients make a plan for change to guide them into 
the action stage. Changing any long-standing, habitual behaviour requires preparation 
and planning. As clients move from contemplating to actually implementing change in 
their lives, they are in an intermediate stage in which they increase their commitment to 
change by exploring, clarifying, and resolving their ambivalence and making a decision 
to act. In the transtheoretical model, this stage is known as preparation. Clients must see 
change as in their best interest before they can move into action. The negative 
consequences of ignoring the preparation stage can be a brief course of action followed 
by rapid return to substance use. 
 
Recognizing Readiness to Move Into Action 
As clients proceed through the preparation stage, it’s important to pay attention to signs 
of their readiness to take action. Clients' recognition of important discrepancies in their 
lives is an uncomfortable state in which to remain for long. The following are several 
confirming signs of readiness to act: 
• Decreased resistance. The client stops arguing, interrupting, denying, or objecting. 
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• Fewer questions about the problem. The client seems to have enough information 
about his problem and stops asking questions. 

• Resolve. The client appears to have reached a resolution and may be more peaceful, 
calm, relaxed, unburdened, or settled. Sometimes this happens after the client has 
passed through a period of anguish or tearfulness. 

• Self-motivational statements. The client makes direct self-motivational statements 
reflecting openness to change ("I have to do something") and optimism ("I'm going 
to beat this"). 

• More questions about change. The client asks what she could do about the problem, 
how people change once they decide to, and so forth. 

• Envisioning. The client begins to talk about how life might be after a change, to 
anticipate difficulties if a change were made, or to discuss the advantages of change. 

• Experimenting. If the client has had time between sessions, he may have begun 
experimenting with possible change approaches (e.g., going to an Alcoholics 
Anonymous [AA] meeting, reading a self-help book, stopping substance use for a 
few days) 

 
Negotiating a Plan for Change 
Creating a plan for change is a final step in readying the client to act. sound change plan 
can be negotiated with your client by the following means: 
• Offering a menu of change options 
• Developing a behaviour contract 
• Lowering barriers to action 
• Enlisting social support 
• Educating your client about treatment 
Although the change plan is the client's, creating it is an interactive process between the 
therapist and the client. One of your most important tasks is to ensure that the plan is 
feasible. When the client proposes a plan that seems unrealistic, too ambitious, or not 
ambitious enough, a process of negotiation should follow. The following areas are 
ordinarily part of interactive discussions and negotiations: 
• Intensity and amount of help needed--for example, the use of only self-help groups, 

enrolling in intensive outpatient treatment, or entering a 2-year therapeutic 
community 

• Timeframe--a short- rather than a long-term plan and a start date for the plan 
• Available social support--including who will be involved in treatment (e.g., family, 

Women for Sobriety, community group), where it will take place (at home, in the 
community), and when it will occur (after work, weekends, two evenings a week) 

• Sequence of subgoals and strategies or steps in the plan--for example, first to stop 
dealing marijuana, then stop smoking it; to call friends or family to tell them about 
the plan, then visit them; to learn relaxation techniques, then to use them when 
feeling stressed at work 
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• How to address multiple problems--for example, how to deal with legal, financial, 
and health problems. 

3.5.4 From Action to Maintenance: Stabilizing Change 
This chapter addresses ways in which motivational strategies can be used effectively at 
different points in the formal treatment process. 
 
Develop rapport 
Clinician style is an important element for establishing rapport and building a trusting 
relationship with clients. The principles of motivational interviewing exemplify proven 
methods to get in touch with and understand clients' unique perspectives and personal 
values, as opposed to the therapist or to his programme. Accurate empathy and 
reflective listening (client-centred skills for eliciting clients' concerns through an 
interactive process that facilitates rapport) have been well described and tested in 
clinical research. 
 
Induct clients into their role 
The clients must become acquainted with the therapist and the agency. It’s necessary to 
tell clients explicitly what treatment involves, what is expected, and what rules there 
are. If the client has not been prepared by a referring source, therapist has to review 
exactly what will happen in treatment so that any confusion is eliminated, has to use 
language the client understands. Also therapist has to be sure to encourage questions 
and provide clarification of anything that seems perplexing or not justified. 
 
Explore client expectancies and determine discrepancies 
One of the first things to discuss with new clients is their expectations about the 
treatment process, including past experiences, and whether there are serious 
discrepancies with the reality of the upcoming treatment. 
• The clinician will be confrontational and impose treatment goals. 
• Treatment will take too long and require the client to give up too much. 
• The rules are too strict, and the client will be discharged for the slightest 

infringement. 
• Medication will not be prescribed for painful withdrawal symptoms. 
• The programme does not understand women, members of different ethnic groups, or 

persons who take a particular substance or combination of substances. 
• A spouse or other family member will be required to participate. 
 
"Immunize" the client against common difficulties 
During treatment, clients may have negative reactions or embarrassing moments when 
they reveal more than they planned, react too emotionally, realize discrepancies in the 
information they have supplied, or pull back from painful insights about how they have 
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hurt others or jeopardized their own futures. One way to forestall impulsive early 
termination in response to these situations is to "immunize" or "inoculate" client 
anticipating and discussing such problems before they occur, indicating they are a 
normal part of the recovery process, and developing a plan to handle them. 
 
Planning for Stabilization 
Conducting a Functional Analysis 
Although a functional analysis can be used at various points in treatment, it can be 
particularly informative in preparing for maintenance. A functional analysis is an 
assessment of the common antecedents and consequences of substance use. Through 
functional analysis, the therapist  help clients understand what has "triggered" them to 
drink or use drugs in the past and the effects they experienced from using alcohol or 
drugs. 
Developing a Coping Plan 
Developing a coping plan is a way of anticipating problems before they arise and of 
recognizing the need for a repertoire of alternative strategies. A list of coping strategies 
that others have found successful can be particularly useful in developing a plan and in 
brainstorming ways to deal with anticipated barriers to change. 
Ensuring Family and Social Support 
Clients are embedded in a social network that can be either constructive or destructive. 
One task for the therapist and the client is to determine which social relationships are 
supportive and which are risky. 
Developing and Using Reinforcers 
Competing reinforcers are effective in reducing substance use. A competing reinforcer 
is any source of satisfaction for the client that can become an alternative to drugs or 
alcohol. The therapist can help the client fill this void by suggesting potential activities, 
such as the following: 
• Do volunteer work. This alternative is a link to the community. The client can fill 

time, reconnect with pro-social people, and improve self-efficacy. Volunteering is a 
direct contribution that can help resolve guilt the client may feel about previous 
criminal or antisocial behaviour. 

• Become involved in 12-Step activities. Similar to volunteering, this fills a need to be 
involved with a group and contribute to a worthwhile organization. 

• Set goals to improve work, education, health, and nutrition. 
• Spend more time with family, significant others, and friends. 
• Participate in spiritual or cultural activities. 
• Learn new skills or improve in such areas as sports, art, music, and hobbies. 
 
External Contingent Reinforcers 
The principles of contingent reinforcement can be applied to sustain abstinence while 
clients work on building a substance-free lifestyle. The specific awards chosen can be 
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tailored to the values of the clients and resources of the programme. Besides natural 
reinforcers, some programmes have used temporary contingencies to change substance 
use. Voucher incentive programmes have several benefits that recommend their use. 

3.6 Performance and outcome monitoring 

Instruments and tools: 
• Behaviour Change Counselling Index (BECCI) 
• R.T.C.Q. 
• MAC –E (intake and discharge form) 

3.7 Location 

Not defined, flexible. 

3.8 Programme duration 

Flexible. 

3.9 Staffing/competencies 

Personnel must be trained in MI. Clinical supervision is suggested. 
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1. Interventions in blood-borne diseases 

Drug users and in particular injecting drug users (IDUs) are at risk of infections with 
blood-borne diseases (BBD). These include especially Human Immunodeficiency Virus 
(HIV) and hepatitis C (HCV), furthermore other hepatitis infections (HBV and HAV) 
and tuberculosis, but other infections (both bacterial and fungal infections, such as 
STIs) are rather common as well. HCV is a virus with potentially devastating hepatic 
complications, which will become chronic in about 80% of the infected persons, while 
20% will clear the virus (Wright and Tompkins 2006). 
In 2005 there were around 3,500 new diagnoses of HIV in the European Union which 
were traced back to injecting drug use, and estimations are that 200,000 persons are 
infected with HIV in the countries of the European Union (EMCDDA 2007a). The 
prevalence of HIV among IDUs differs between the countries and may range from 
almost zero up to 40% (EMCDDA 2007a). The prevalence of Hepatitis C (HCV) 
among IDUs ranges between 30% and 98% in the European Union (EU), while in the 
general population the prevalence rate is at around 3% (Wright and Tompkins 2006). 
Young IDUs become infected with HCV while still in the early stages of their drug 
using career (EMCDDA 2007a). In a large cohort with around 5.000 patients who took 
part in a “EuroSIDA” study, infections with HBV were present in 9 % and infections 
with HCV in 34 % of the patients living with HIV. The highest prevalence of 48% 
patients with HCV co-infection was found in Eastern Europe (Matic et al. 2008). The 
huge difference between HIV and HCV infection-rates is due to differences in the ways 
of infections. The Hepatitis C Virus is much more resistant than the HI-Virus and can 
survive even in dried blood for several days and weeks while the HI-Virus only survives 
few minutes in the air (Leicht and Stöver 2004). The exact ways of transmission for 
HCV are unknown in the single cases as not only needle sharing, but also sharing of 
other injecting equipment like spoons, filter, lighter, table surface are possible ways of 
infecting. Also the shared use of household items like scissors or toothbrush may cause 
an infection (Leicht and Stöver 2004). As injecting drug users often practice a rather 
unhygienic way of life, there are plenty of possibilities for infections. 
The importance of the issue of harm reduction is also seen by the Council of Europe, 
which stresses in their recommendations the need for “information and counselling to 
drug users to promote risk reduction…” (Council of Europe 2003). 
The table below gives an overview of prevalence rates for HIV infection and HCV 
antibody among injecting drug users (IDUs) in European countries: 
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Table 1 
Infections of injecting drug users with HIV and HCV in European countries 

Country  HIV:  
% 
infected 

Year/ sample HCV:  
% 
infected 

Year/Sample 

Austria 7.1  2006, national 31.9 2006, national 
Belgium 2.9-5.7  2005-06, subnational 36.2-78.7  2006, subnational 
Bulgaria 0.8-2.6  2005-06, subnational 17.9  1005-06, national 
Croatia 0  2006, national   
Cyprus 0  2006, national 29.6 2006, national 
Czech 
Republic 

0.0-0.1  2006, national 16  2006, national 

Denmark 2.1  2006, national 60.7  2006, national 
Germany 5.3  2005, national 75  2004, national 
Estonia 54.3-89.9  2005, subnational 89.2-90.5  2002, subnational 
Finland 0.2  2005-06, national 20.7 2005-06, national 
France 1.0-32.0  2004, subnational 44-66  2004, subnational 
Greece 0.3-0.7 2006, national 42.6-66.0  2006, national 
Hungary 0  2006, national 6.4-28.9 2006, national 
Ireland 12.5  2003, subnational 72.3  2003, subnational 
Italy 12.1  2006, national 62  2006, national 
Latvia 6.6-9.7  2003, national 83 2001, subnational 
Lithuania 0.6-3.6  2006, subnational 70.3-89.7 2006, subnational 
Luxembourg 2.5-2.8 ( 005-06, national 71.8-90.7 2005, national 
Malta 0  2006, national 33.1 2006, national 
Netherlands 9.5  2002, national 40.7-70.4 2006, subnational 
Norway 3.2  2006, national 78.4 2006, national 
Poland 8.9  2005-06, national 43.7-64.0 2005, subnational 
Portugal 10.9-20.2  2005-06, national 41.7-84.8 2006, national 
Romania 1.4  2006, subnational 46.2 2006, subnational 
Slovakia 0  2003-04, subnational 45.8 2004, subnational 
Slovenia 0  2005-06, subnational 22.5 2004, national 
Spain 36.1-39.7  2005-06, national 59.1-73.3  2003, subnational 
Sweden 5.4-6.4  2006-07, subnational 83.8-88.2 2006-07 subnationa 
Turkey 0  2004, subnational 47.4 2004, subnational 
United 
Kingdom 

0.6-4.0  2006, subnational 29-56 2006, subnational 
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Due to different sources and study designs the infection rates must be interpreted with 
caution and can not be compared. Some numbers refer to national surveys, others to 
regional studies, and some are based on small samples only (EMCDDA 2007b; 
EMCDDA 2007c). 
Injecting drug use is one of the main risk factors and prevalence of BBD is high among 
IDUs (National Treatment Agency 2002).There are a number of risk factors which 
correlate with the likeliness of infections: age, years of intravenous use, individual risk-
concept/willingness, depression, experience with violence and sexual abuse, and 
especially number of imprisonments, insecure living conditions and low education level 
(Leicht and Stöver 2004). Independent risk factors for HCV seroconversion seem to be 
a history of imprisonment, history of needle/paraphernalia sharing and polydrug use 
(Wright and Tompkins 2006). But not only injecting poses the risk of blood-borne 
transmission, crack cocaine smoking can have the possibility of transmission as well 
and therefore needs to be taken into account (Shannon et al. 2006). Living conditions 
and cultural traditions in the drug scene do influence drug using and risk behaviour and 
need to be addressed in a successful harm reduction approach (Leicht and Stöver 2004). 
 
Increased investment in harm reduction measures may result in decreased HCV 
transmission (Hope et al. 2001). 
 
With respect to the prevention blood-borne diseases treatment improvement guidance 
have been developed for the following four intervention types:  
• Needle exchange services  
• Consumption rooms  
• Testing and vaccination  
• Information and education 
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1 Needle exchange services 

1.1 Introduction 

Needle exchange services are an important measure to reduce blood-borne diseases. 

1.1.1 Definition  
Needle and syringe exchange services have been developed as an integral part of harm 
reduction policy in order to respond to various harms related to drug use (Ritter and 
Cameron 2006). Within this context needle and syringe exchange services aim in 
general at harm minimisation and risk reduction. In particular they play an important 
role for preventing blood-borne diseases, especially as regards averting infections with 
HIV and hepatitis (Des Jarlais et al. 2002; McVeigh et al. 2003; De la Fuente et al. 
2006). The distribution/exchange of sterile injection equipment by specialised drug 
services or pharmacies is an essential public health measure to reduce blood-borne 
diseases and prevent drug-related death (National Treatment Agency 2002).  

1.1.2 Context 
In Europe, clean syringes and needles are provided by all Member States except Cyprus. 
According to the EMCDDA (2007) several countries (Bulgaria, the Czech Republic, 
Estonia, Hungary, Austria, Slovakia, and Finland) reported an increase in the number of 
syringes distributed through specialised needle exchange services. In 2005 more than 23 
million syringes have been exchanged, distributed or sold in the European Union 
(Statistical Bulletin, table HRS-1: http://www.emcdda.europa.eu/html.cfm/index 
39423EN.html). In some of the European countries pharmacies take a pro-active 
position in distributing syringes to drug users. For instance in Scotland a network of 116 
pharmacies distributed 1.7 million syringes in 2004. The majority of needle exchange 
services offer a safe disposal for the return of used injecting equipment. Since 
introducing needle exchange services it has become increasingly a general approach to 
provide additional sterile equipment such as swabs, filters, citric acid, water ampoules 
etc.  

1.1.3 Philosophy and approach 
In the last two decades, key elements for an effective response to infectious diseases 
among injecting drug users have been developed in European Member States. In 
particular the HIV/AIDS epidemic among homosexual and drug user communities in 
Western Europe in the early 1980s resulted in major changes in health and drug policy, 
and thus initiated the introduction of various harm reduction measures (McVeigh et al. 
2003; Hamers and Downs 2004). From a global perspective Switzerland, the 
Netherlands, the United Kingdom, Australia, New Zealand and Canada were those 
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countries that early adopted harm reduction measures (Kempa and Aitken 2004; Ritter 
and Cameron 2006). In recent years harm reduction programmes have become 
increasingly available in community in central and Eastern Europe, Asia and Latin 
America (Ritter and Cameron 2006). 
Needle and syringe exchange programmes as one component of harm reduction started 
first in 1984 in The Netherlands. In the following five years sterile injecting equipment 
was supplied in further five European countries (Spain, UK, Sweden, Germany, 
Denmark and Czech Republic). During the 1990s the majority of European countries 
have established needle exchange services, and since 2000 nearly all European Union 
Member States run needle and syringe programmes either at drug agencies or by 
involvement of pharmacies or by mobile units.  
In the beginning the main objective of needle exchange services was to prevent 
infections with HIV by making sterile injection equipment accessible to all drug 
injectors. The accessibility of needles and syringes aims at the reduction of risk 
behaviour such as sharing of injection equipment, and thus at the minimisation of the 
risk of blood-borne diseases.  
Needle and syringe exchange services were developed within a comprehensive harm 
reduction approach covering as well substitution treatment, information and education, 
counselling and testing of infectious diseases, vaccination and treatment of infectious 
diseases. Access to this variety of harm reduction measures not only aims at the 
reduction of blood-borne diseases but is also targeting at the reduction of drug-related 
deaths and the prevention of overdoses. 
However, even though the level of provision of sterile injecting equipment varies in the 
European Union, syringe exchange services are well established in almost all Member 
States. 

1.1.4 Location 
In Europe, the majority of needles and syringes are exchanged at drug agencies rather 
than at pharmacies. However, a few countries (such as ES, UK, NL, DK) show a wide 
geographical coverage of needle and syringe exchange through pharmacies. For those 
drug users not being in contact with other services pharmacies are a good location to 
dispense needles and syringes. In order to reach marginalised groups of drug injectors 
many countries have also established mobile needle exchange services (EMCDDA 
2007a). 
Up to now prison-based needle exchange programmes are rare and only provided in few 
countries such as Spain, Switzerland, Germany, Luxembourg and in a few countries of 
the former Soviet Union (Moldova, Belarus, Kyrgyzstan) (Stöver and Nelles 2003; 
Lines et al. 2006; EMCDDA 2007). 
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1.1.5 Aims of the intervention 
Main aim of needle exchange services is to distribute or sell sterile syringes, needles to 
intravenous drug users. Along with the distribution a safe disposal of used needles and 
syringes has to be offered. 
Needle and syringe exchange services are one cornerstone of harm reduction efforts aim 
at the prevention of risk behaviour (Ritter and Cameron 2006; Trimbos Institute 2006). 
The major objectives of these services are 
• to reduce the sharing of equipment used in drug preparation and injection (Morissette 

et al. 2007), 
• to reduce the transmission of HIV, hepatitis B and C, and other blood-borne 

infections, 
• to increase access to harm reduction, 
• to offer advice and counselling on HIV and hepatitis and other drug-related health 

problems, 
• to provide information and advice on overdose prevention and safe injecting 

practices, 
• to encourage a reduction or cessation in unsafe sexual behaviour, 
• to offer advice and counselling on social and welfare problems, and  
• to ease access to treatment and provide referral to other specialist treatment services, 
 
In general needle and syringe exchange services are designed to meet the needs of drug 
users who are unwilling or unable to stop injecting practices (Mullen et al. 2001). For 
this reason needle exchange service base upon a user-friendly, client-centred and 
confidential approach which aims at assisting service users to remain healthy. 

1.1.6 Client group served 
Needle exchange services provide easy access to all drug injectors. In particular they 
address those injectors not being in contact with other treatment services. There is 
evidence that a considerable number of users of needle exchange services do not make 
use of other local services (National Treatment Agency 2002). Needle exchange 
programmes have been shown to attract more severely drug dependent injectors who 
inject frequently, and engage in high risk activities such as for e.g. poly-drug use 
(Henderson et al. 2003).  
Needle and syringe exchange services do not reach all groups of injectors equally. 
According to research needle exchange services have huge difficulties to reach young 
drug injectors (Bailey et al. 2003), female injectors and intravenous drug users from 
ethnic minorities. In addition, needle exchange services seem to attract non-opiate 
injectors less than opiate injectors (National Treatment Agency 2002). 
A study from Scotland indicates that many of the young and relatively inexperienced 
intravenous drug users aged 16-19 years old shared injecting equipment, particularly 
spoons, water and filters. At the same time only a minority of the young injectors had 
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made use of local needle exchange facilities (Stevenson et al. 2001). Similar results are 
reported from a Dublin study among 15-19 years old drug users who attended local 
needle exchange services for the first time (Mullen et al. 2001). In young drug injectors 
the prevalence of needle sharing increased after the first year of intravenous drug use. 
For this reason the authors recommended that needle exchange services are targeted to 
the needs of young injecting drug users and in particular to young female drug users.  
Accessibility to needle exchange services may reduce risk behaviour of young drug 
users. On the other hand there may be a certain group which will nevertheless practice 
risky injecting behaviour. Within this context a study among young injection drug users 
in San Francisco shows that despite access to and use of needle exchange facilities in a 
group of users sharing of needles still persisted (Hahn et al. 2001). 

1.1.7 Exclusion 
Usually needle exchange services address adult substance users while adolescents and 
young drug users less than 18 years of age must meet specific criteria in order to make 
use of needle exchange facilities. In the case of young injectors or minors the country-
specific regulations for child protection have to be taken into consideration when 
offering needle exchange to them. Secondly attention has to be drawn to the minor’s 
ability to give consent for treatment. 
Due to research findings it is quite clear that on the one hand young injectors should be 
provided with sterile needles and syringes. On the other hand needle exchange should 
only be offered to those young people being at risk for significant harm. This means that 
the risk of providing needles and syringes to young injectors have to be lower than the 
risks which are related to not provide such a service (National Treatment Agency 2002). 

1.2 Research evidence base – key findings 

Evidence for needle exchange services has mainly been investigated by analysing the 
association between service utilisation and the reduction of blood-borne infections and 
risk behaviour including sharing of injecting equipment (Trimbos Institute 2006). The 
evaluation of needle and syringe programmes (NSP) is based upon a number of 
different methodologies such as pre-and post-NSP comparisons, comparisons of NSP-
attendees versus non-attendees, cohort studies, case studies, population prevalence 
studies, and country comparisons. In addition, there are systematic reviews on 
international evidence found for harm reduction measures (Ritter and Cameron 2006), 
for hepatitis C prevention interventions (Wright and Tompkins 2006) and for needle 
exchange in prison (Lines et al. 2006). 
When NSP became increasingly available worldwide, a number of researches were 
undertaken in the late 1990s until the early years of 2000 which addressed the question 
of potential negative effects of needle and syringe provision. In this respect it was 
evaluated whether NSPs may in fact increase drug use and drug injection, and may 
attract drug users to initiate injecting. Research evidence shows that needle and syringe 
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exchange does not result in these unwanted effects (Bluthenthal et al. 2000; Fisher et al. 
2003; Ritter and Cameron 2006). There is also no evidence that crime rates increases in 
areas where needle and syringe programmes exist (Ritter and Cameron 2006).  
Evaluations of prison needle exchange programmes are consistent in their evidence that 
these programmes do not endanger staff or prisoner safety, do not increase drug use or 
injection and that return rates of used injecting equipment are quite high (in two 
German prisons about 98 %) (Jacob and Stöver 2000; Stöver and Nelles 2003; Lines et 
al. 2006). On the contrary, prison-based NSPs have a positive outcome for the health of 
prisoners (Lines et al. 2006).  

1.2.1 Effectiveness of NSP on the reduction of blood-borne diseases 
With regard to blood-borne diseases evaluation of needle and syringe provision focuses 
primarily on effects of this intervention on reducing HIV and hepatitis infections. 
Furthermore there are some studies evaluating the reduction of risk behaviour (e.g. 
needle sharing), and in recent years the question of NSP coverage attracts growing 
attention. As by nature evaluation of the NSP effectiveness lack of controlled trials with 
cohorts of drug users, evidence found in research remains insufficient and has to be 
interpreted cautiously (Heimer 2008). 
In consideration of methodological limitations most studies show that the increased 
availability of needle and syringe provision has contributed considerably to the control 
of HIV among drug injectors (Henderson et al. 2003; MacDonald 2003; Emmanuelli et 
al. 2005; Bravo et al. 2007). By examining changes in HIV infection rates research 
indicates evidence for needle and syringe programmes in contributing to a reduction of 
HIV incidence.  
In the UK, a survey based upon 50 drug services (including structured drug treatment 
and NSP) and data from an Anonymous HIV Prevalence Monitoring Programme found 
relatively low HIV prevalence among injectors in England and Wales. The low HIV 
prevalence rate of 3.6 % in London and 0.21 % for England and Wales is attributed to 
the introduction of needle and syringe programmes (McVeigh et al. 2003). A recent 
study from France (Emmanuelli et al. 2005) documented that between 1996 and 2003 
the HIV prevalence among drug injectors decreased from 40% to 20% and in the same 
period a decrease in syringe sharing could be observed. These positive effects in health 
outcome are traced back to the greatly improved access to sterile syringes and 
substitution treatments.  
Studies from Canada (Guenter et al. 2000; Morissette et al. 2007) and California 
(Gibson et al. 2002) show as well that HIV prevalence remains low among attendees of 
needle exchange services. The Californian study compared the HIV risk behaviour of 
NSP clients with that of non-clients on basis of a prospective cohort of 259 untreated 
injecting drug users. 10.7 months after baseline the follow-up of the drug users was 
carried out. Analyses reveal that the use of NSP is associated with twofold benefits of 
decreased HIV risk behaviour (Gibson et al. 2002).  
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While research supports evidence for reduced HIV prevalence through needle and syringe 
exchange programmes, research on effectiveness of NSP for the reduction of HIV 
incidence shows controversial results (Amundsen 2006; WHO 2007b; Wood et al. 
2007; Heimer 2008).  
A recent prospective cohort study among drug injectors in Vancouver, Canada, suggests 
limited evidence for preventing HIV infections. No lower HIV incidence rate were 
found for those IDUs reporting daily needle exchange use compared with those not 
using exchange services daily (Wood et al. 2007). However, this result was attributed to 
the higher risk profile of daily NSP users caused by cocaine injecting.  
An ecological study found by regression analysis, that in cities where needle and 
syringe programmes were introduced, HIV prevalence decreased by 18.6% per annum, 
while in cities without those programmes, the HIV prevalence increased by 8.1% per 
annum (MacDonald 2003). 
Needle exchange programmes seem to be less effective in preventing hepatitis C 
infection. Despite frequent use of needle and syringe programmes infections with HCV 
remain still high in many countries. In France, HCV prevalence among drug injectors 
using needle exchange services was 60-70% (Emmanuelli et al. 2005). Similarly the 
systematic review of American and Australian studies conducted by Wright and 
Tompkins (2006) did not support evidence for the reduction of HCV incidence. On 
basis of comprehensive observation studies from Scotland the review found statistically 
significant reduction of HCV prevalence shortly after introduction of needle exchange 
programmes in the 1990s, but in the following years the declining trend in prevalence 
did not continue. Only among drug users aged over 25 there was a reduction in HCV 
infections. The authors concluded that needle and syringe programmes reduce the 
prevalence of HCV even though prevalence remains still high (Wright and Tompkins 
2006; Wright and Tompkins 2007). These results have been confirmed by an Australian 
study which found a 63 % reduction in HCV incidence in 1995 but only a 50 % 
reduction in 1997 (MacDonald et al. 2000). 
From research literature three major reasons can be identified for the slow decrease of 
HCV prevalence which are: the continued risk behaviour, the infrequent use of services 
providing sterile injecting equipment and the high risk profile of NSP clients. HCV 
infections among intravenous drug user remain high due to persistent sharing and re-
using of syringes and needles (Morissette et al. 2007) and due to frequent sharing and 
reusing of paraphernalia such as filters, spoons and water (Griesbach et al. 2006). 
Results from a Canadian study show that consistent users of sterile syringes are older 
than 30 years of age, inject alone, and have less difficulties to obtain sterile syringes 
(Morissette et al. 2007). Results from an American study suggests that young IDUs 
aged 18-30 are likely to be infrequent users of needle and syringe programmes or do not 
use the services at all (Bailey et al. 2003). However, research also suggests that even 
among regular users of needle exchange programmes, HCV prevalence remains high 
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because of their high risk consumption behaviour such as frequent i.v. drug use, 
polydrug use etc. (Wright and Tompkins 2007). 
In view of preventing blood-borne diseases changes in risk behaviour can be regarded 
as an important outcome. A number of international research provided evidence for 
minimising risks related to intravenous drug use.  
A study on HIV risk behaviour among clients of syringe exchanges in five 
Central/Eastern European cities (Des Jarlais et al. 2002) shows: 1 to 29 % of the 
respondents reported injecting with needles and syringes used by others in the past 30 
days. This number represents statistically significant reductions compared to reported 7 
to 47 % syringe sharing in the 30 days prior to first use of the syringe exchange. Further 
research designs using pre- and post-comparisons of attendees support evidence that the 
use of needle and syringe exchange is associated with reduction in risk behaviour, in 
particular as regards borrowing and lending of used injection equipment (Bluthenthal et 
al. 2000; Gibson et al. 2002; Hutchinson et al. 2002; Bailey et al. 2003; Henderson et al. 
2003; Ritter and Cameron 2006; Bryant and Hopwood 2008). For example Bluthenthal, 
Kral et al. (2000) found in their prospective study in 60 % of high-risk drug users a 
protective effect of NSP use against needle sharing. However, increased access to sterile 
needles and syringes plays an important role for risk reduction (Hutchinson et al. 2002; 
Bravo et al. 2007).  
A recent study from Spain shows that increased access to sterile syringes resulted in an 
overall transition from injecting heroin or cocaine to smoking these substances (Bravo 
et al. 2007). A 12-month follow-up study from the United States indicates evidence for 
the change in drug use frequency and enrolment and retention in methadone drug 
treatment (Hagan et al. 2000). Intravenous drug users who make use of NSP were more 
likely than non-attendees to report a substantial reduction in injection, to stop injecting, 
and to remain in drug treatment. New users of the needle exchange services were five 
times more likely to enter drug treatment than never-exchangers (Henderson et al. 
2003).  
In general, effectiveness of needle and syringe programmes is affected by the setting 
(community, prison), location (urban, rurual), client group served and by availability 
and accessibility of the programme. As regards availability a survey among drug 
services in Eastern Europe and Central Asia resulted in a sub-optimal provision of NSPs 
(Aceijas et al. 2007). 
Two recent studies address the question of the required coverage of needle and syringe 
programmes in order to substantially reduce HIV transmission (Vickerman et al. 2006; 
Heimer 2008). Both studies raise the problem of the definition of coverage. Coverage 
could be the number of syringes distributed per injector or the proportion of IDU 
population reached by the services. Vickerman et al. (2006) used a mathematical model 
to determine the coverage which is based upon comparison of the IDU populations in 
United Kingdom and Belarus, while Heimer (2008) used data on NSP clients, syringes 
distributed and AIDS cases from New Haven and Chicago. The paper of Vickerman et 
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al. (2006) assumes that increasing syringe distribution coverage from a low level will 
have little effect on HIV prevalence until a minimum coverage of 20 % is reached. Even 
with a 40 % annual rate of cessation of injecting drug use, HIV prevalence would 
decrease only very slowly unless NSP coverage increased to the minimum level. The 
study of Heimer (2008) reveals that coverage of individual drug injectors rarely 
exceeded 10 % but even modest coverage rates have found to be effective in reducing 
HIV infections. 

1.2.2 Effectiveness by treatment setting 
Needle exchange services can be an important bridge to drug treatment. Research shows 
that the use of needle exchange services contributes to the entry into treatment such as 
detoxification and/or methadone maintenance (Henderson et al. 2003; Samet et al. 
2007). For this reason treatment settings are recommended which offer a range of 
services to drug injectors. 
In rural areas the availability of outreach services is considered to be an important way 
of improving accessibility of sterile needles and syringes (Griesbach et al. 2006). 
Outreach services are seen as to be more successful in reaching women injectors and 
specific risk groups such as sex workers, homeless drug users and migrants. 
The most common settings of needle exchange base upon face-to-face distribution like 
in drug agencies, pharmacies, mobile services and outreach work. However, there is not 
much research on the effects of the different settings. A study from Sydney compared 
characteristics clients of NSP and pharmacies located in the same geographical area 
(Thein et al. 2003). Both client groups were similar in being mainly male, on average 30 
years old and starting first injection at age of 18. Almost half of the respondents made 
use of both NSPs and pharmacies. Differences in the characteristics were found as NSP 
clients were more likely to report imprisonment, daily injection and sharing of injection 
equipment. Pharmacy clients were on the other hand more likely to report amphetamine 
use, and to share spoons and filters.  
In a number of European countries and elsewhere needle exchange services are 
complemented by syringe dispensing machines. In Europe, research regarding the 
usefulness of these machines is lacking. However, there is a current Sydney study that 
has evaluated provision of syringe dispensing machines (Islam et al. 2008). Apart from 
technical problems with the machines (broken, not in right place etc.) a considerable 
number of intravenous drug users made use of dispensing machines when other 
agencies for accessing sterile injecting equipment are closed. In particular in order to 
avoid stigma drug users less than 30 years of age seem to prefer syringe dispensing 
machines.  
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1.3 Recommendations 

1.3.1 Location  
In order to provide easy access to needle and syringe exchange services there should be 
a comprehensive range of these services on local level, including rural areas. Ideally 
needle and syringe exchange services have to be made available in: 
• specialised drugs agencies or other specialised health services, 
• community pharmacies, 
• mobile needle exchanges, 
• prisons, and 
• through outreach workers 
• slot machines/automats – 24h access. 
Also in or near treatment agencies (like detoxification centre) it can be advisable to 
offer needle and syringe exchange services. 

1.3.2 Staffing and competencies 
Professional competencies in needle and syringe exchange include knowledge about 
injecting patterns and the provision of harm reduction advice in terms of safer use. 
(National Treatment Agency 2002).  
In specialised drug agencies or needle exchanges medical staff such as nurses should be 
employed in order not to only provide injecting equipment but also to treat minor 
infections or offer basis health checks. To enable staff of specialised needle exchanges 
in dealing with health issues they have to be provided with training. Even though 
additional health services may be limited in some settings, and in particular in 
pharmacies, it is recommended to provide harm reduction advice together with clean 
injecting equipment if possible. The effect of needle exchange on reducing blood-borne 
infections can be improved by reinforcing messages on safer injecting. 
In France, where pharmacies play a major role in provision of sterile needles and 
syringes staff of pharmacies had been trained for participating in a decentralised 
exchange programme (Bonnet 2006). Pharmacists distributed an injection kit for free to 
IDUs, and also informed them of the risk of HCV infection and encouraged screening. 
The improvement of the relationship between IDUs and pharmacists has been shown to 
increase access to the healthcare system. 
If additional health services cannot be provided to drug users it is recommended to refer 
drug users to agencies where these services are available. 

1.3.3 Treatment environment and holistic treatment and care 
Good practice is to provide services and interventions beyond the simple distribution of 
sterile needles and syringes (Griesbach et al. 2006; EMCDDA 2007; Samet et al. 2007). 
In most European countries it is common to integrate needle and syringe exchange 
within other services provided by drugs agencies. Thus the distribution of sterile 
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injecting equipment is combined with advice, risk counselling and also with referral of 
drug users to brief interventions and structured treatment. In terms of holistic treatment 
needle and syringe exchange services should assess and raise awareness for risk 
behaviour among clients, motivate them for testing of blood-borne infections and 
vaccination. Furthermore it is best practice to provide primary healthcare for minor 
infections, offer training in overdose prevention, and to provide housing, social welfare 
or legal advice. 

1.3.4 Access 
Needle exchange services are to be made as accessible as possible with no or low 
thresholds for eligibility. This includes drop-in service, no waiting list, minimal 
identification requirements and informal relationships with staff. Needle exchange 
services are open-access services to which drug injectors can self refer. Trained 
professionals such as nurses or social workers play a key role in encouraging clients to 
make use of other local health and treatment services (Mullen et al. 2001; National 
Treatment Agency 2002). 
Needle exchange services have also to be accessible to young injectors by minimising 
barriers to contact with services. With respect to young injectors, in particular those 
under age of 16 it is recommended that a designated staff member with training and 
knowledge in issues of young people carries out an assessment. Research has underlined 
that frequent attendees of needle and syringe programmes show best outcome in terms 
of risk reduction. For this reason services providing sterile injecting equipment should 
improve efforts to reach injecting drug users who do not use the services.  

1.3.5 Assessment 
A comprehensive assessment of needle exchange users is not recommended as it may 
constitute a barrier to service utilisation. However, it is good practice to carry out a 
basic assessment of the clients on their first visit of the service. This initial assessment 
is brief and includes information on:  
• drug use profile and injecting history 
• health status,  
• risk behaviour, and 
• history of referrals to treatment or other services. 
Clients are to be offered health checks and health information should be provided 
regularly. Harm reduction messages on risk reduction should be ongoing and include:  
• risks of blood-borne infections (HIV, HBV, HCV), abscesses and other health 

damages caused by unsafe injecting practices, 
• strategies to reduce the risk of overdose covering also poly-drug use and alcohol 

misuse, 
• advice on safer injecting practice, alternatives to injecting and safer sex, 
• testing for HIV, HCV and HBV, and vaccination for HBV,  
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• information about the range of services provided by needle exchange facilities, and 
• information about drug treatment services and other health and social care services. 

1.3.6 Management 
Needle and syringe exchange services have to be designed in a way that is appropriate 
to meet the needs of the client. According to the evidence for needle exchange services 
it is important to implement a comprehensive approach by providing not only sterile 
injecting equipment but also by offering condoms, harm reduction advice, first aid and 
options for referrals to structured treatment (National Treatment Agency 2002). 
Provision of dedicated needle exchange services should be able to recognise people with 
physical or severe mental health problems, and to refer them to the most appropriate 
treatment. All service users are to be informed of drug and alcohol treatment 
programmes available in the region.  
With regard to community pharmacies, it is recommended that they should provide 
written information about harm reduction and harm reduction services. Wherever 
possible, direct information from the pharmacist or other pharmacy staff is 
recommended (Griesbach et al. 2006).  

1.3.7 Pathways of care 
As needle exchange services have been found to form a gateway to further treatment, 
clients have to be offered referral to a variety of structured treatment programmes such 
as brief motivational interventions, counselling, detoxification, substitution treatment 
with psychological care, and rehabilitation. However, formal collaboration between 
needle exchange services and drug treatment programmes could increase the proportion 
of drug injectors in treatment (Hagan et al. 2000; Henderson et al. 2003). 
With regard to health issues it is recommended to refer clients of needle exchange 
programmes to specialists providing HIV and hepatitis C pre- and post-test counselling. 
Referrals to specialists will only be required if the needle exchange service does not 
provide testing and counselling for blood-borne infections itself. Integrated care 
pathways also include offering training in overdose prevention to reduce drug-related 
deaths, and to provide information and advice for housing, social welfare and legal 
issues. 
Best practice of non-pharmacy needle and syringe exchange services is to offer clients 
the opportunity to meet with a harm reduction worker or nurse on a drop-in basis in 
order to receive treatment for injecting injuries and care for minor infections. In 
addition needle exchange services should provide advice about safer injecting 
techniques and give information and counselling to service users on how to reduce 
behavioural risks and to avoid blood-borne infections. To increase access to sterile 
injecting equipment service users have to be provided with a list of other needle 
exchange facilities in the area.  
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A comprehensive public health approach has proved to be vital in reducing the risks of 
infectious diseases among drug injectors. Accordingly clients of specialised needle 
exchange facilities may require care co-ordination arrangements. This does not 
necessarily mean that an allocated care co-ordinator is available, but clients with 
complex needs have to be referred to appropriate services. Care coordination in terms of 
referrals requires networking and well established-cooperation between agencies. 

1.3.8 Standards 
Standards include assuring quality and efficiency of the needle exchange service. One 
approach to this task is to transform evaluation results into practice. In Europe a number 
of Member States already implemented harm reduction programmes by considering 
evaluation results (Trimbos Institute 2006). 
For harm reduction services it is recommended to develop specific working standards 
and methods – if not already existing – in order to ensure minimum quality standards 
(Trimbos Institute 2006). In addition, data should be collected in a standardised way by 
adopting the five key-indicators of the EMCDDA to monitor harm reduction. Outreach 
work is important to contact individuals or groups of drug users, who are not effectively 
reached by existing services or through traditional approaches. Guidelines for outreach 
work should be developed and appropriate training in outreach work should be offered.  

1.3.9 Performance and outcome monitoring 
Performance and outcome monitoring covers collecting routine information, monitoring 
and evaluating needle exchange services. Monitoring of performance includes to 
developing and implementing adequate evaluation protocols for the harm reduction 
services provided (Trimbos Institute 2006). An evaluation of the service may also 
include investigating of the clients’ satisfaction of the services provided (National 
Treatment Agency 2002). 
Outcome monitoring can be ensured by utilising either the data collection tools of the 
EMCDDA or by adopting the national minimum data system of recording client care. 
On a national level requirements for outcome monitoring might be stated in the service 
specification.  
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2 Drug consumption rooms 

2.1 Introduction  

Drug consumption rooms are an important measure to reduce the transmission of blood-
borne diseases (BBD). 

2.1.1 Definition 
Drug consumption rooms (or Safer Injection Facilities or medically supervised injecting 
centres, as they are called as well), can be defined as places, where drug users can 
consume their pre-obtained drugs in a hygienic and non-judgemental environment under 
professional supervision (Trimbos Institute 2006). Drug consumption rooms offer a 
clean environment and sterile injecting paraphernalia, such as needles, spoons, and 
filters. The staff gives information on Safer Use, the transmission of BBD and how to 
avoid infections, and trains safer injecting practices. Furthermore, staff can give first aid 
measures when necessary and therefore reduce drug-related mortality (Hedrich 2004).  

2.1.2 Context 
Drug consumption rooms exist in the EU Member States Germany (25), Luxembourg 
(1), the Netherlands (ca. 40) and Spain (6) (EMCDDA 2007a). In Non-EU Member 
States they are available in Switzerland (13) (Springer 2003), and one each in Norway, 
Canada and Australia (Trimbos Institute 2006). After some trials and tolerated injecting 
rooms in the Netherlands and Switzerland, the first legal drug consumption room was 
opened in 1986 in Berne, Switzerland (Zurhold et al. 2001). Drug consumption rooms 
have been widely discussed in politics and often operated in difficult juridical 
circumstances. Still there are not many countries where drug consumption rooms are 
provided, despite the success of those existing. Policy makers are often reluctant to 
establish drug consumption rooms (Wood et al. 2003). 

2.1.3 Philosophy and approach 
Since the 1980s new approaches and interventions – low-threshold facilities – for drug 
users were developed in different countries, in particular with a focus on preventing the 
spread of HIV and also hepatitis. Drug consumption rooms offer the opportunity to 
inject drugs without the risk of transmitting BBDs. They are an important harm 
reduction measure and take into account, that drug users do take drugs and need better 
opportunities to manage their use and prevent harm. Drug consumption rooms are an 
important harm reduction measure and are based upon user-centred and confidential 
approach. 
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2.1.4 Aims and objectives 
Drug consumption rooms have a number of aims: 1) As an important harm reduction 
measure they aim at reduction of blood-borne virus transmission. 2) Reducing drug-
related mortality and opioid-related overdoses is another important objective. Other 
objectives are 3) to establish contact with difficult-to-reach drug users, and not least the 
4) reduction of public nuisance including public injecting, dealing, discarded injection 
equipment (Dolan et al. 2000). By providing a hygienic and less stressful environment, 
the users are more likely to be reached with educational messages on harm reduction. 

2.1.5 Client groups served and eligibility 
Drug consumption rooms are mainly designed for high-risk and marginalised drug 
users, who otherwise do consume mainly in public places. As this group is especially 
vulnerable concerning the transmission of BBD, since their consumption environment is 
often unhygienic, it is important to reach this group of drug users. Low-threshold 
facilities like consumption rooms can serve as a step into further treatment options. 
Some drug consumption rooms provide facilities for injecting drug use only, other offer 
both injecting and smoking possibilities. Female drug users might have special needs, 
which should be recognised. This might be a separate institution, special opening hours 
for women, night opening hours, individual approaches etc. (Schu and Tossmann 2005).  

2.1.6 Exclusion  
Usually consumption rooms do have some exclusion criteria, which differ from country 
to country and often depend partly on political rules rather than professional reasons. A 
common measure is to exclude sporadic users and those under-age. Some facilities only 
offer room for injecting and not for smoking. Other rules might be to exclude those 
users who are in abstinent or substitution therapy, due to substitution regulations or 
political requirement. Some facilities exclude those who don’t live in the city or close 
by, to prevent a magnet effect of the facility and also eliminate overcrowding. Others 
need the users ID and/or a signed contract to allow access, which might hinder some 
users to use the services in order not give up their anonymity. These measures can be 
counterproductive if those users are forced to consume their drugs in public places 
under non-hygienic conditions. For different reasons, generally users are denied 
temporary access if they do not follow the house rules.  

2.2. Research evidence base – key findings 

The evidence for harm reduction measures in general is - compared to especially 
controlled medical research on treatment – rather scarce, but the intervention may still 
be effective (Trimbos Institute 2006). Nonetheless, there are a number of studies on the 
effectiveness of drug consumption rooms. Hedrich identified 15 studies since 2000 
(Hedrich 2004). The benefit of drug consumption rooms can be divided into the 
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following areas: health, social policy, regulatory policies, and economic, in each of 
them a benefit can be drawn (Springer 2003). 

2.2.1 Health effects 
Concerning health issues there is evidence that consumption rooms do increase the 
consumers health and stabilise it (Altice et al. 2003). An evaluation of the consumption 
rooms in Hamburg, Germany, showed that they reached the goal of positive changes in 
health-related behaviours in the drug users (Zurhold et al. 2003). A nurse-delivered 
safer injection education in the drug consumption room achieved risk-reduction 
behaviours in injecting drug users (IDUs) (Wood et al. 2008). The (re-) integration into 
drug help services does take place (Schu and Tossmann 2005) and general health and 
social functioning does improve (Dolan et al. 2000). A German study found evidence 
that drug consumption rooms do reduce the number of drug-related deaths (Poschadel et 
al. 2002), although the direct impact is difficult to measure, because at the same time 
drug policy changed as well as an increase in the availability of substitution treatment 
(Dolan et al. 2000). No overdose-related deaths occurred in drug consumption rooms, as 
immediate help and first aid is available, although overdose incidents occurs rather 
often (Dolan et al. 2000). In order to investigate the willingness and acceptance of 
potential users of a safer injection facility in Vancouver, Canada, a study was conducted 
before there was such a facility. The following indicators were associated with greater 
willingness to attend: difficulties in obtaining clean needles, frequent cocaine injection, 
frequent heroin injection, using a syringe more than once (Wood et al. 2003). 
Considering the high rates of HIV and hepatitis infection in the studied population, a 
safer injection facility would be an important measure.  
Although there exists rather little evidence concerning risk minimisation measures for 
crack cocaine smokers, there is a need for this target group to offer smoking rooms 
(Spreyermann and Willen 2003). Concerning consumption rooms with smoking 
facilities a similar study was conducted on the issue of a safer smoking facility in 
Vancouver. As sharing and borrowing the pipe can be harmful too, there is a need for 
such a facility and the willingness to attend is there, especially among those borrowing a 
pipe, or smoking in rush in public places (Shannon et al. 2006). An evaluation of two 
Swiss safer smoking facilities showed that there was a great need and often long waiting 
lists for the inhalant places. No adverse effects like increased violence due to crack 
cocaine use occurred. On the contrary the users of the smoking room influenced the 
atmosphere of the whole facility (injecting facility as well) in a positive way 
(Spreyermann and Willen 2003).  
Direct influence on the transmission of blood-borne viruses is difficult to obtain and 
there is no clear evidence that drug consumption rooms do so. But as reduced needle 
sharing and increased condom use is reported as an effect of consumptions rooms, 
therefore the risk concerning the transmission of blood-borne viruses are reduced 
(Dolan et al. 2000). 
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2.2.2 Reducing public nuisance 
One often discussed topic is the acceptance in the neighbourhood and public nuisance or 
disturbance by drug users using the consumption room facility. A Berlin evaluation 
found a rather high acceptance of the newly established facility in the neighbourhood 
(70-80% of randomly assigned residents), being higher among those with higher 
education and political interest, and lower among those with lower education level and 
with small children (Schu and Tossmann 2005). Concerns from the neighbourhood of 
smoking facility did not come true, as there are less people staying and smoking in 
public places (Spreyermann and Willen 2003). The finding was that the consumption 
rooms play an important role in reducing public disturbances in the vicinity of open 
drug scenes (Zurhold et al. 2003). Other research confirms that no public disturbance 
arises because of the consumption rooms (Freeman et al. 2005; Schu and Tossmann 
2005). Australian researchers found no increase of drug use or drug supply offences in 
the vicinity of the supervised Injection Centre, and loitering in front of the centre 
declined after opening to baseline level. Similarly no evidence was found for an 
increase of robbery or theft (Freeman et al. 2005). Several studies found a shift from 
public drug use to using in consumption rooms, as well as good acceptance among the 
visitors of the consumption rooms (Dolan et al. 2000). 
Often the visitors of consumption rooms are poly-drug users (Zurhold et al. 2003; Schu 
and Tossmann 2005). There is evidence, that these target groups are reached well 
through the drug consumption facilities (Zurhold et al. 2001; Schu and Tossmann 
2005).  

2.3 Recommendations 

Based on the evidence recommendations for the operating of drug consumption rooms 
are given. 

2.3.1 Location 
Drug consumption rooms need to be located near places where the target group is 
usually staying, so they don’t have to travel a long way to get there (1999). As a low-
threshold institution within a comprehensive harm reduction approach, the access needs 
to be easily available. Drug consumption rooms are particularly necessary in 
communities with an open drug scene. 
As lately there is also a growing concern that smoking crack cocaine is a risk of blood-
borne transmission (Shannon et al. 2006), facilities should operate for those users who 
are smoking crack cocaine or heroin as well as injecting. 

2.3.2 Programme duration 
The visits of drug consumption rooms should not be limited but at all times available to 
those who need it, as long as they do need it. Therefore no time limitation is needed. 
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2.3.3 Staffing/Competencies 
The staff of drug consumptions rooms should consist of an interdisciplinary team of 
social workers and medical staff. All staff need to be trained on all issues of drug 
injecting, including first aid, safer use methods, the effects of different drugs and mix of 
drugs, the risks associated with injecting (and smoking) drug use. Medical knowledge is 
essential, as well as social competences are necessary to provide a safe and professional 
environment. Staff need to be trained in first aid and reanimation, as well as safer use 
practices, on issues like on effects of mixing different drugs, and prevention of BBD 
(Schu and Tossmann 2005). They need to have broad knowledge of the help system and 
cooperate with other institutions, as referring to other services is important. 

2.3.4 Treatment environment and holistic treatment and care 
Drug consumption rooms should usually be integrated into a drug help system with 
café, advice and information, medical services and counselling in order to enable the 
drug users to access different offers of the help system in an integrated setting (Schu 
and Tossmann 2005). If these services are not available on site, they need to be offered 
close by. Medical services, e.g. for treating wounds and abscesses, are important to be 
offered on site. Concerning a holistic treatment drug consumption rooms should raise 
awareness of safer use practices and offer ongoing advice and information on safer use 
and harm reduction, as well as referral to other treatment services. Cooperation with 
other treatment services such as e.g. detoxification and counselling should be part of the 
service. 
Female drug users might have special needs, which should be recognised. This might be 
a separate institution, special opening hours for women, night opening hours, individual 
approaches etc. (Schu and Tossmann 2005). 
Evidence shows that also some patients in substitution treatment do use consumption 
rooms (Schu and Tossmann 2005), therefore it should be considered to keep exclusion 
criteria low and make it possible for those to use the facility, if they have the strong 
intent to use, instead of using in the public. 

2.3.5 Effectiveness by treatment setting 
Treatment settings can differ e.g. referred to the target group – only injecting drug users 
or smokers as well – or the level of identification needed – ID and signed contract or 
anonymous admission. 

2.3.6 Access 
As a low-threshold harm reduction service, drug consumption rooms should provide 
wide access for those in need, as reaching the main target groups is an important 
measure in preventing the transmission of BBDs. Mostly consumption rooms have 
some access limits, e.g. only for people of age, for those, not in substitution, for those 
living in the city (or area). The Trimbos report points out, that too many limits and 
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exclusions might result in too many users not using the facility but continuing their use 
in high-risk environments (Trimbos Institute 2006). Concerning the opening hours, it 
has been shown in one study, that long evening opening hours of drug consumption 
rooms are widely accessed by the drug users, and also reduce the number of drug users 
in the neighbourhood (Prinzleve and Martens 2003). To ensure the acceptance of the 
users and therefore offer effective harm reduction measures, waiting lists should be kept 
short if possible and only minimal identification requirement should take place. 
Referral pathways are important services as drug consumption rooms are often the first 
or only service the users attend, especially with crack cocaine users (Schu and 
Tossmann 2005). Therefore referrals to other services like detoxification, counselling, 
motivational interviewing, and substitution treatment can increase the number of drug 
users in treatment and play an important role in the ongoing treatment system. 
Nonetheless it seems to be effective to offer as many services as possible in the facility 
in the sense of integrated care pathways. These services can include food and beverages, 
the possibility to take showers and do laundry, get second-hand clothes, counselling 
with different emphases, medical treatment. 

2.3.7 Assessment 
As part of harm reduction services, comprehensive assessment is not recommended for 
drug consumption rooms as it may serve as a barrier not to use the service. Nonetheless 
some basic and brief assessment of the clients situation can be carried out during the 
first visit, but can also be anonymous. 

2.3.8 Management  
Drug consumption rooms need to provide not only the possibility to consume drugs, but 
also advice on harm reduction and safer use messages. The facilities should be client-
oriented and have a low-threshold access. The provider of drug consumption rooms has 
to ensure that the staff is well and up-to-date trained. Referral to other drug help 
services should be a core element. Apart from the management of the service itself, it is 
important to involve the neighbourhood, police and other stakeholders in planning a 
drug consumption room as well as later on (1999). This can be realised in periodic 
meetings and additional cooperation. 

2.3.9 Standards 
Working standards for drug consumption rooms should be developed and implemented. 
These comprise rules for the daily running of the facility, emergency plans and others. 
Opening hours should adapt the ,users’ needs and might be necessary into the night as 
well as long hours. The service should be offered continuously without a lot of change 
(1999). 
Drug consumption services do have house rules, which usually contain the following 
items: 
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• no drug selling in (and sometimes around) the facility 
• no drug use outside the drug consumption room 
• no violence 
• no threatening 
 
Medical and hygienic standards are important to ensure the operating of the 
consumption rooms. There should be a separate room for medical services like 
attending to abscesses, and also emergencies due to overdoses. For the inhalant use a 
separate room with good ventilation is essential. Drug users who smoke crack cocaine 
are usually younger than intravenous drug user and less integrated into any help system. 
Therefore drug consumption rooms with smoking possibility are an important way to 
get in touch with this client group (Schu and Tossmann 2005). Waiting rooms should be 
available inside the facility, and the privacy of the users should be protected (1999). 
Harm reduction messages should be given permanently, including information on  
• risks of blood-borne infections 
• risks of abscesses and other damages caused by injecting, and how to avoid them 
• information on the dangers of poly-drug use and overdoses 
• advice on safer injecting and inhaling practices 
• information on other drug treatment services.  

2.3.10 Performance and outcome monitoring  
The work of drug consumption rooms should be evaluated regularly and adapted if 
necessary. Outcome Monitoring and data evaluation should follow defined protocols, 
which must be adequate for the purpose. The documentation should be standardised, but 
basic enough not to disturb the daily tasks (1999). 
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3 Testing and vaccination 

3.1 Introduction 

Most harm reduction interventions specifically aim at the prevention of blood-borne 
diseases, most particularly HIV and hepatitis infections. Along with needle exchange 
services and drug consumption rooms testing and vaccination for blood-borne diseases 
is one of the major harm reduction approaches to reduce the spread of blood-borne 
infections among the drug use population. 

3.1.1 Definition  
Testing and vaccination are active interventions which are provided to prevent or 
manage blood-borne virus infections, mainly viral hepatitis infections (A, B and C) and 
HIV. Drug users deciding for voluntary testing are usually also offered pre-and post-test 
counselling. Because of the high transmissibility of hepatitis C virus health policy 
increasingly pays attention to tackle infections with HCV, an infection that is still most 
prevalent among injecting drug users.  

3.1.2 Context 
Injecting drug use and other behavioural risks such as unprotected sex are strongly 
associated with the high risk of blood-borne virus infections, especially of hepatitis C, 
hepatitis B and HIV (Drugs in focus 2003; Edlin et al. 2005; Grogan et al. 2005; 
Castelnuovo et al. 2006; Matic et al. 2008).  
Due to the spread of HCV infection among drug users hepatitis is a major public health 
concern (Delile et al. 2006; Wright and Tompkins 2006; Wright and Tompkins 2007). 
The population of injecting drug users is at particular high-risk as up to 98% of them 
can be infected with hepatitis C despite a low prevalence of HIV (Shepard et al. 2005; 
Sy and Jamal 2006; Wright and Tompkins 2006; Reimer et al. 2007). Hepatitis C is 
transmitted primarily via blood sharing of injecting equipment and is the most common 
route for infection. In contrast, sexual transmission may occur but is not very usual. If 
being infected with HCV, alcohol consumption of more than 50g per day is associated 
with a 60 % increase in the risk of cirrhosis (Castelnuovo et al. 2006).  
Recent surveys of the prevalence of HIV and AIDS in Europe and Central Asia show 
that transmission of HIV among IDUs in most Western EU countries is relatively low 
even though drug injecting continues to contribute to HIV epidemics in many of these 
countries (EuroHIV 2007; Matic et al. 2008). However, from mid-2004 to the end of 
2006 reported HIV cases in the European region rose from 774.000 to 1.025.000, and 
reported AIDS cases from 285.000 to 328.000 (Matic et al. 2008). Caused mainly by 
injecting drug use, Eastern Europe and Central Asia have developed to the area with the 
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fastest growing HIV epidemic in the world; HIV incidence there has soared 20-fold in 
less than a decade (EuroHIV 2007; Matic et al. 2008).  
In Europe, liver disease is replacing AIDS as one of the most common cause of death 
among people living with HIV (Matic et al. 2008). In a large cohort of around 5.000 
patients who took part in a “EuroSIDA” study, infections with HBV were present in 
9 % and infections with HCV in 34 % of the patients living with HIV. The highest 
prevalence of 48% patients with HCV co-infection was found in Eastern Europe (Matic 
et al. 2008). 
In view of transmission rates being still high for HIV and HCV among drug injectors in 
many European countries, health policy in Europe is focussed on providing effective 
prevention of hepatitis and HIV/AIDS (EMCDDA 2007). In this respect voluntary 
testing, related counselling and hepatitis immunisation belong to the health responses to 
prevent infectious diseases among drug users. 

3.1.3 Philosophy and approach 
National policies agree that a comprehensive public health approach is vital to reduce 
the spread of blood-borne diseases among drug users, and thus multi-component 
prevention services are well established, including voluntary testing for infectious 
diseases, counselling, vaccination and treatment of infectious diseases.  
A survey of harm reduction policy and practice in Europe (Trimbos Institute 2006) 
figured out that in 22 Member States screening on infectious diseases is available to 
drug users. 20 member States provide prevention, education and treatment of infectious 
diseases targeting specifically at drug users. Vaccination programmes exist in all 
European Member States but not all address drug users (Trimbos Institute 2006). 
With regard to the prevention of hepatitis, some European countries provide vaccination 
for hepatitis B at the population level, while other countries target at those populations 
at particular risk. However, the Member States increased efforts to offer easy access to 
testing, screening, treatment and vaccination of drug-related infectious diseases, and 
many European countries implemented vaccination campaigns against hepatitis B 
addressing specifically drug users. In addition, a number of countries have implemented 
specific programmes aimed at hepatitis C prevention.  
All European countries offer HIV testing but the availability, accessibility and quality 
varies considerably in the region (Matic et al. 2008). Highly active antiretroviral 
treatment (HAART), available in Western Europe since 1996, is reported to be widely 
available in European countries; the WHO estimates the coverage of HAART in Europe 
at least to be 75% (EMCDDA 2007). 
To improve availability, accessibility and quality of testing, counselling and treatment 
Matic, Lazarus et al. (2008) recommend to transform national responses “from an 
episodic, one-time approach to a strategic long-term national commitment based on 
evidence and human rights approaches, national needs and opportunities”. 
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3.1.4 Location 
There are many generic and specific services that are suitable locations for providing 
testing for blood-borne diseases such as hepatitis B and C, and HIV, pre-and post-test 
counselling and vaccination. Counselling, testing and vaccination for drug users can be 
successfully integrated in health care setting such as  
• primary care, maternity services, and emergency departments,  
• opioid substitution treatment (OST) and other drug treatment programmes, 
• infections disease clinics, health departments and anonymous HIV screening 

centres, and in 
• criminal justice systems. 

3.1.5 Aims of the intervention 
Main aim of testing and vaccination is to prevent blood-borne diseases resulting from 
risk behaviours, and in case of infected clients to provide comprehensive healthcare and 
treatment (National Treatment Agency 2002). Drug treatment and healthcare services 
have to provide access to testing for hepatitis B and C and HIV, and for hepatitis 
immunisation. In this respect vaccination programmes targeting at drug users have to be 
offered, either by their own service or by transferral to an appropriate service. In 
addition services should provide pre-and post-test counselling to all drug using clients 
with the aim to enable them to avoid BBV infections and develop a healthier lifestyle. 
Testing and vaccination also include risk assessments and information to drug users on 
the transmission of hepatitis B and C and HIV. Drug users should be given advices on 
how to prevent harmful behaviour. Clients requiring treatment for blood-borne 
infections or other health problems must be referred to treatment where it is appropriate. 

3.1.6 Client group served 
Testing for blood-borne diseases and vaccination is targeting at all problem drug users 
that may practice sharing of injecting equipment or unsafe sex. In view of the high 
proportion of injecting drug users being infected with hepatitis C, HIV and also with 
hepatitis B (Hahn et al. 2001; Stevenson et al. 2001; Drugs in focus 2003; Gerlich et al. 
2006; Wright and Tompkins 2007) it is essential to offer pro-active testing and 
screening for drug-related infectious diseases to high risk groups (Trimbos Institute 
2006). In general, vaccination for hepatitis B should be made available for all problem 
drug users. 
Apart from drug user at risk a further specific target groups for testing, vaccination and 
related counselling. Specific target groups are 
• Drug users infected with HCV 
• New and young injectors 
• Prisoners 
• Hidden populations at risk such as drug addicted sex workers, migrants etc. 
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The hepatitis C virus is highly infectious and spreads rapidly among drug users with 
direct contact with infected blood such as in case of sharing injection equipment. As 
drug users with hepatitis C have been found to be at further risk of infection with 
hepatitis B (National Treatment Agency 2002), testing and vaccination for HBV should 
be offered to drug users already infected with hepatitis C and not been protected by 
hepatitis B vaccine.  
In research there is evidence that new and young injecting drug users (below age 25) are 
at high risk of becoming infected with hepatitis C and HIV (Barrio et al. 2007; 
EMCDDA 2007). A Scottish study investigated the outbreak of acute hepatitis B 
infection among injecting drug users between 1997 and 1999. The results show that 
12% of the hepatitis B cases were found in the young and inexperienced group of drug 
injectors aged 16-19 years old (Stevenson et al. 2001). In young injectors infections are 
likely to be recently acquired, and thus screening for blood-borne diseases needs to 
cover those groups who are known to be at particular high risk of HCV and HIV 
infection.  
A further priority group are prisoners, and in particular women prisoners (DiCenso et al. 
2003; Macalino et al. 2005) and young offenders (Drugs in focus 2003). Research 
indicates that imprisonment is an independent risk factor for the transmission of 
hepatitis and HIV. Rates of HIV and hepatitis C infection among prison inmates are in 
most European countries much higher than those in the general population (e.g. 
Champion et al. 2004; Macalino et al. 2004). 
As problem drug users, sex workers and migrants are often difficult to reach by general 
health care services, testing and hepatitis B vaccination programmes specifically for 
hard to reach risks groups and for hidden populations at risk are recommended. Young 
injectors most often do not access traditional drug counselling services or drop in 
centres, therefore new strategies to approach this group most at risk have to be 
developed. 

3.1.7 Exclusion 
In general, all drug users at risk for blood-borne diseases should be provided with 
testing and immunisation. The topic of exclusion is discussed controversial with respect 
to the treatment of hepatitis C infection. Even though treatment for hepatitis C infection 
has improved considerably, illicit drug users were considered ineligible for HCV 
treatment until recently (Drugs in focus 2003; Haydon et al. 2005). Despite the fact that 
users of illicit drugs are the primary risk group for HCV transmission, treatment 
guidelines have explicitly excluded active illicit drug users from consideration for HCV 
treatment until a few years ago. The main reasons for excluding drug users from HCV 
treatment were that drug users were regarded as to be too unstable to comply with the 
requirements of the HCV treatment regimen because of their potential disposition for 
psychiatric side-effects, and the risk of HCV re-infection (Haydon et al. 2005; Fischer et 
al. 2006). 
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If not treated, infection with hepatitis C virus becomes chronic in the majority of 
individuals (Haydon et al. 2005). In research, HCV treatment for users of illicit drugs 
has shown to be feasible and effective if delivered appropriately, which is for instance 
after successful detoxification or during maintenance treatment with methadone. 
Evidence suggests that risks of HCV treatment can be managed effectively by 
interdisciplinary teams involving hepatologists, drug counsellors, and mental health 
professionals (Haydon et al. 2005). 
Not all drug users may want or need antiviral therapy, but none should be excluded 
from HCV treatment solely on basis of their drug addiction (Edlin et al. 2005; Trimbos 
Institute 2006). To reduce the rate of hepatitis C infections is a major health concern 
which requires more effective prevention (e.g. needle exchange services) but also the 
provision of appropriate HCV treatment to former or current drug users. 

3.2 Research evidence base – key findings 

Evidence on effectiveness of testing and vaccination is presented separately for the 
different interventions. As drug users who are infected with hepatitis C and/or HIV 
might be in need for medical treatment evidence for treatment is also summarised. 

3.2.1 Testing and related counselling  
Research does not present a clear picture as regards evidence for testing and pre- and 
post-test counselling. Study results suggest that testing for blood-borne diseases might 
be effective in reducing HIV infections in terms of a reduced risk behaviour as a 
consequence of testing and counselling. In addition testing and counselling may 
increase drug users enrolment in medical or drug treatment (Trimbos Institute 2006; 
Samet et al. 2007). A retrospective cross-sectional survey of clients attending 21 
specialist addiction treatment clinics in greater Dublin came to the conclusion that the 
proportion of clients screened for HCV, HBV and HIV infection has increased since the 
introduction of a screening protocol in 1998 (Grogan et al. 2005). At the same time 
targeted vaccination for opiate users against hepatitis B became more successful in 
Ireland. However, despite increasing availability of harm reduction intervention, 
prevalence and incidence remained high among opiate users in treatment. In the Dublin 
sample prevalence for hepatitis C was 66 % and for HIV 11 %. 
A review on HIV epidemic in Western Europe indicates that in the 1990s large-scale 
voluntary HIV testing of pregnant women followed by antiretroviral treatment of those 
found to be seropositive has substantially dropped the number of HIV-infected newborn 
babies (Hamers and Downs 2004). A more recent survey on HIV/AIDS prevention and 
treatment found that HIV testing remained steady in Western Europe in the period from 
2001 to 2005, while the number of HIV tests performed in some Central and Eastern 
European countries rose significantly during the same period (Matic et al. 2008). 
Based on research there is no clear evidence for the effectiveness of testing for blood-
borne diseases and counselling as single interventions. Amundsen (2006) recently noted 
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that HIV testing and counselling for injecting drug users is often combined with other 
prevention measures such as needle exchange programmes, treatment etc. For this 
reason it is difficult to identify which prevention measures contributed most to the 
reduction in HIV seroprevalence. In a former study conducted among intravenous drug 
users in the three Scandinavian countries effectiveness of needle exchange programmes 
had been compared with effectiveness of HIV counselling and testing (Amundsen et al. 
2003). Due to the lack of control groups or analysis of confounders the author 
concluded that it is simply unknown which factors are more important for reducing 
HIV-transmission, HIV testing and counselling or for instance needle exchange 
programmes (Amundsen 2006).  
Apart from the question of effectiveness research highlights the problem of 
consequences of unknown infection status. Current and former injecting drug users not 
being in contact with services will be unaware that they may have hepatitis C and/or 
HIV. Infection with both HCV and HIV reduces the chance to recover from acute 
hepatitis C virus and accelerates the progression of HCV infection to cirrhosis (Matic et 
al. 2008). The authors underlined that in Europe the prevalence of HCV infection in 
HIV-infected patients is particularly high and still rising, with about 80–90 % of cases 
occurring among injecting drug users. 
A recent study from England and Wales evaluated the cost-effectiveness of testing for 
hepatitis C virus among former injecting drug users (Castelnuovo et al. 2006). 
According to the results case finding for hepatitis C in injecting drug users is cost 
effective in general, and most cost-effective if targeted at populations whose HCV 
disease is probably more advanced. 

3.2.2 Vaccination against hepatitis 
Hepatitis B vaccines have been licensed since 1982, and hepatitis A vaccines since 
1992. In 1996, a combined hepatitis A and B vaccine became available. No vaccine is 
currently available to protect against hepatitis C infection. 
Vaccination programmes play an important role in the prevention of hepatitis A and B. 
As in Europe the proportion of IDUs being infected with hepatitis B appears to have 
been declined, the reduction seems to reflect increasing impact of vaccination 
(EMCDDA 2007a). Even though national hepatitis B vaccination programmes seem to 
be an effective intervention in reducing HBV infection, many European countries do not 
have national vaccination programmes at population level. 
Research shows that vaccination against viral hepatitis B is effective in preventing 
hepatitis B infection after completing the primary course of 3 vaccinations. The vaccine 
is recommended for people at high risk for infection as immunisation protects against 
chronic carriage of viral hepatitis B. Recent evidence which is based on a large number 
of follow-up studies indicates that immune memory exhibits long-term persistence, 
despite of antibody decline or loss (Van Damme and Van Herck 2007). All adequately 
vaccinated individuals have shown evidence of immunity that protects against 
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infections for up to 15 years. However, follow-up studies with up to 12 years 
observation, as well as studies employing mathematical models suggest that after 
primary vaccination antibodies will persist for at least 25 years (Van Damme and Van 
Herck 2007). 
Vaccination against hepatitis B seems to have also a positive influence on the hepatitis 
C serostatus. A comparative cohort study in 16 public centres for drug users in north-
eastern Italy found that being HBV seropositive was strongly associated with being 
HCV seropositive (Quaglio et al. 2003). Heroin users who had been vaccinated for 
hepatitis B were not significantly more likely to be HCV seropositive than heroin users 
who were HBV seronegative. A study from the US (Edlin et al. 2005) supported the 
conclusion that vaccination for hepatitis B is important component of hepatitis C care 
because vaccination may improve a reduction in HCV risk behaviour. 
However, a comparative cohort study from Switzerland among patients entering heroin-
assisted treatment in three different periods (2000-2002, 1998 and in 1994-1996) stated 
that the significant reduction of HBV and HAV infections found in patients entering 
treatment between 2000 and 2002 was not related to vaccination (Gerlich et al. 2006). 
The decrease in hepatitis A and B infections was attributed to less sharing of injection 
equipment and more hygienic environments of injecting drug users in the last 10 years.  
Two prospective studies from the United States highlight that only a certain proportion 
of drug users found to be eligible for HBV vaccination completed all three doses of 
vaccination. In the street-recruited sample of drug users from New York City 41 % 
completed all three doses (Ompad et al. 2004), and in the study among IDUs from New 
Haven 66 % completed three vaccinations (Altice et al. 2005). Both studies found that 
correlates for vaccine acceptance include older age. In addition the New Haven study 
reveals that daily injecting, being homeless and links to a syringe exchange programme 
is associated with completing the all three vaccinations for hepatitis B.  

3.2.3 HIV treatment 
The introduction of Highly Active Antiretroviral therapy (HAART) in 1996 in Western 
Europe turned a mortal disease into a manageable chronic infection. Nowadays HAART 
bases on a combination of three or four substances. Antiretroviral therapy is an effective 
treatment for HIV infections that has resulted in considerable declines in HIV-related 
morbidity and mortality (Hamers and Downs 2004; Matic et al. 2008). The decrease in 
mortality is found across all risk groups, but to a lower proportion among injecting drug 
users (Altice et al. 2003). 
Reductions in mortality depend much from accessibility and affordability of HAART. 
In the European regions HAART coverage increased from 282.000 people in 2004 to 
435.000 in 2007, and coverage was estimated as higher than 75 % in 38 European 
countries (Matic et al. 2008). However, the authors emphasised that there are still 
shortcomings. In Central and Eastern Europe, where the need for HAART is very high 
coverage is still too low. In addition, IDUs continue to have no equal access and 
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adherence to antriretroviral therapy for HIV (Samet et al. 2007; Matic et al. 2008; Wood 
and Montaner 2008).  
In Canada where antiretroviral therapy is offered free of charge though general health 
care services it has been shown that that one-third of HIV-related deaths occurred 
among individuals who had never accessed antiretroviral therapy (Wood and Montaner 
2008). Furthermore research pointed out that drug injectors have lower levels of 
adherence to HIV treatment due to compulsive drug use, psychiatric illness and poor 
living conditions such as homelessness. On the other hand studies indicate that many 
IDUs can manage high adherence to antiretroviral therapy and HIV-therapy (Gölz 1999; 
Wood and Montaner 2008), and that patients support may improve adherence.  
Research findings show that due to side effects about 25% of patients stop therapy 
within the first year of HIV treatment and the same number of patients does not take the 
recommended dosages of their medication (Hoffmann et al. 2007). To optimise HIV 
treatment for drug addicts it is recommended to offer HIV testing with referral to 
substance use treatment that is linked to or integrated into HIV treatment (Altice et al. 
2003). 

3.2.4 Treatment of hepatitis B and C 
Treatment of hepatitis B and C with antiviral therapy has developed quickly during the 
past decade (Trimbos Institute 2006). Major aim of hepatitis treatment is to interrupt the 
progression of acute hepatitis B and C. If an infection with hepatitis B or C becomes 
chronic, health of the infected person is seriously endangered due to the morbidity and 
long-term consequences of this disease. In particular hepatitis C infection may result in 
cirrhosis, hepatocellular carcinoma, liver failure, and depression. According to research 
results 30% and respectively 27% of global cases of cirrhosis are attributable to HBV 
and HCV infections (Perz et al. 2006). Between 75% and 85% individuals with acute 
HCV infection develop chronic HCV infection (Chen and Morgan 2006).  
Currently most effective treatment of hepatitis C is based on an antiviral combination 
therapy with pegylated interferon and ribavirin. Depending on the genotype, six to 
twelve months of this combination treatment can achieve a stabilisation of viral 
responses in 42% to 82% of the treated persons (Manns et al. 2001; Des Jarlais et al. 
2002; Fried et al. 2002; NICE 2006). 
Several studies demonstrated the efficacy and feasibility of antiviral combination 
therapy in opiate addicts after successful detoxification or during maintenance treatment 
with methadone (Backmund et al. 2001; Edlin et al. 2001; Sylvestre 2002; Schaefer et 
al. 2004; Robaeys et al. 2006; Jeffrey et al. 2007). With respect to permanent virus 
suppression and side effects, the results are comparable to the results of studies with 
non-opiate dependent patients. Small follow-up studies indicate that treatment for 
hepatitis C infection is also effective for relapsed patients (Dalgard et al. 2002; 
Backmund et al. 2004). Despite relapses to drug use, rates of re-infection have found to 
be low.  
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3.3 Recommendations 

3.3.1 Location and treatment setting 
Outpatient drug services, drug treatment, health care centres, prisons, general 
practitioners and further services are suitable locations for testing, counselling and 
vaccination related to blood-borne diseases. In general, scaling up availability of and 
accessibility to acceptable, affordable, safe, reliable testing and pre- and post test 
counselling for all drug users in need is essential to provide universal access to 
prevention and treatment for blood-borne-diseases (Matic et al. 2008). 
With respect to testing a recent report of the WHO stated that since availability of rapid 
tests which reduce the time between testing and result, and where testing and 
counselling is provided in settings convenient to clients voluntary testing has increased 
markedly (WHO 2007a). All drug services should have procedures for providing 
testing, pre-and post-test counselling and vaccination for hepatitis B. In order to 
increase uptake of testing for blood-borne diseases and vaccination verbal and written 
information should be provided to drug using clients about benefits of testing and 
immunisation. 
Targeted vaccination for injecting drug users seem to be most effective when done in 
methadone maintenance programmes, at syringe exchange services or in other 
community based settings that provide prevention of infectious diseases (Edlin et al. 
2005). In prison vaccination for hepatitis B and C, testing and counselling should have a 
linkage to medical and drug treatment services. A study from the US found that even 
one dose of HBV vaccine during first imprisonment has protected up to 50% of the 
female prisoners of the study sample from infections with hepatitis B (Macalino et al. 
2005). 
As a positive result of testing may put drug users in need for treatment, post-test 
counselling should include information about treatment options. In research it has 
repeatedly reported that difficulties in access and treatment adherence are major 
concerns in dealing with drug users. To facilitate access to interventions for blood-borne 
diseases and to increase treatment adherence most studies recommend to either integrate 
testing and treatment in drug treatment or to establish close links to treatment services 
either provided by the drug care system or by primary health care. 
A US study recommended to enhance access to antiretroviral therapy among out-of-
treatment HIV-infected injecting drug users by offering health services as part of needle 
exchange facilities (Altice et al. 2003). A prospective study evaluated the relationship 
between drug treatment modality and adherence to antiretroviral therapies (Kapadia et 
al. 2008). The results indicate that involvement in either a medication-based or in a 
psychosocial treatment programme both improved adherence to HIV treatment among 
drug users. Obviously not the treatment modality but the enrolment in any treatment 
plays an important role in improved adherence to antiretroviral therapies.  
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3.3.2 Staffing and competencies 
Health care professionals have to be offered necessary training in order to achieve an 
understanding of the dynamics of drug use and drug addiction (Edlin et al. 2005). 
Competencies of staff should include awareness of the need to encourage drug users at 
risk for testing, and to provide appropriate counselling. Best practice is to ensure that 
suitable trained staff is available who have the necessary skills and knowledge to advice 
clients about blood-borne viruses, testing and vaccination.  
In addition, staff must be in funds of knowledge about existing local services in order to 
provide consistent messages about access to and management of hepatitis B, C and 
HIV. Due to the interrelated problems of substance use and blood-borne diseases, 
physicians and other health care providers must treat the use of illicit drugs and alcohol 
as mainstream medical problems in order to provide optimal care for patients infected 
with HIV and/or viral hepatitis (Samet et al. 2007). 

3.3.3 Treatment environment and holistic treatment and care 
All services should provide information and advice about access to routine screening for 
hepatitis B, C and HIV. Drug users who do not know they are infected cannot take 
advantage of treatment, care and support, which can considerably improve their health 
and quality of life. Moreover, drug users who are aware of their status are more likely to 
avoid risk behaviour which may infect others. Appropriate support given by health care 
professionals or GPs should aim at an improved knowledge about the risks of infections 
by sexual and drug use behaviour in order to enhance a change in the clients behaviour 
linked to blood-born diseases (National Treatment Agency 2002; Matic et al. 2008). 
Testing for infectious diseases, vaccination programmes and treatment for virus 
infections have to be tailored to risk groups such as young injectors and prisoners. 
However, drug using clients have to be asked for their verbal consent in being tested for 
blood-borne diseases and their consent should be noted in the client’s record.  
Professionals have to assure that clients are carefully prepared for testing by providing 
information and advice on implications of testing for hepatitis and HIV. Counselling is 
an essential part of testing, and consequently it is good practice to provide counselling 
prior to any testing and to ensure that clients receive additional written information on 
the testing and consequences. It is also good practice to provide post-test counselling to 
discuss further steps to be taken after receiving the test result.  
Testing and counselling should be voluntary and confidentiality should be clearly 
ensured which included the patient’s right to refuse to be tested (Matic et al. 2008). Test 
results should be given face-to-face, independently from a positive or negative result. 
Face-to-face consultation is best in order to avoid misunderstanding by the clients and 
to explain the test results. 
 
Pre-test counselling 
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The aim of pre-test counselling is to enable the client to understand the implications of 
testing for blood-borne diseases and to make an informed choice on testing. The blood 
test procedures as well as the advantages and disadvantages of HIV, HCV and HBV 
antibody testing should be explained. Clients have to be described the meaning of test 
results including the uncertain nature of a negative result and the uncertain prognosis of 
a positive result (National Institute on Drug Abuse 2000). According to individual need 
pre-test counselling may require more than one counselling session. 
Pre test counselling should include (National Institute on Drug Abuse 2000; National 
Treatment Agency 2002; Wright and Tompkins 2007):  
• Assessment of risk behaviour and information about the risks of infection through 

sexual behaviour and drug injecting. 
• Discussion about fears, concerns, advantages and disadvantages of testing. 
• Explanation that it can take up to six months from the last risk episode for the test 

to turn positive for hepatitis and HIV. 
• Information on the nature and procedure of testing, the limits of the test (such as 

no identification of time of transmission) and the timescale for receiving the test 
results. 

• Assuring that HIV, HBV, and HCV antibody testing is confidential and 
acceptance to testing is voluntary. 

• Education on transmission of HCV and HIV including sharing of razors, 
toothbrushes, and information on preventive measures against infection. 

• Explanation that testing is related to the benefits of an early treatment for HIV, 
HBV, and HCV infection and the ability to plan a health strategy that is best for the 
participant and his or her family. 

• Discussion of the implications of positive or negative test result and also on the 
impact on partner, family, pregnancy, employment, and mental health. 

• Time for clients to think about testing 
 
Post-test counselling 
Main objective of post-test counselling is to address the immediate concerns of the 
individual receiving the test result, and to provide necessary information and support. 
Depending on the individual need post-test counselling may require more than one 
counselling session. Discussions about the test result should not take place at the end of 
the day or on the last day of working week as the opportunity to provide support is 
particularly important in case of a positive test result (National Treatment Agency 
2002).  
 
In general, post-test counselling should include 
• to address the clients concerns and anxieties, 
• to provide required support, 
• to discuss the meaning of the test result 
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• to advice on future tests if necessary, 
• to consider testing of the clients partner or other close relationships being at risk, 
• to distribute literature and other materials to support risk reduction, and  
• in case of recommended immunisation to inform clients about the requirement of 

at least three doses of vaccine in order to achieve full immunisation against HBV. 
Different contents have to be provided for individuals who have been tested 
seronegative versus those who have been tested seropositive for HIV, HBV, or HCV 
(National Institute on Drug Abuse 2000). In case of a negative test result post-test 
counselling should advice the client in safer sex and safer injection practices (Wright 
and Tompkins 2007). The clients risk awareness not to share any item of the drug using 
equipment either for injecting or for smoking should be reinforced.  
In case of a positive test result the clients may need time to handle the shock or to 
express own feelings. This has to be accepted. Further contents of post-test counselling 
for infected drug users are 
• to discuss further actions planned fort he next few days, 
• to discuss the implications the virus infection will have on relationships (their 

potential risk of infection) and to offer support for informing the partner or family, 
• to describe healthy behaviours that should be practiced to reduce harms caused by 

being infected with HIV, HCV or HBV, 
• to encourage early medical treatment by providing information on the 

effectiveness and benefits of antiviral treatment, 
• to advice the clients to consider treatment even if they are not experiencing any 

symptoms (Wright and Tompkins 2007), and  
• to explain to clients being HCV positive that alcohol can increase the risk of 

serious liver pathology and to provide motivational work regarding either 
controlling or abstaining from alcohol (Wright and Tompkins 2007).  

 
Drug users may utilise different drug treatment and health care services and for this 
reason they do not necessarily stay in regular contact with services providing 
interventions to prevent or treat blood-borne diseases. For this reason it is necessary that 
service providers establish a comprehensive approach by cooperating with other local 
health or drug treatment services (National Treatment Agency 2002). 
Not all drug and treatment services provide interventions for screening, testing and 
vaccination in their facility. If these interventions are not provided on-site local 
availability of HBV, HCV and HIV testing should be mentioned and those clients who 
want to be tested should be referred to other services such as GPs, health services or 
specialist AIDS services etc.  

3.3.4 Access 
Drug users are often not diagnosed for infectious diseases until a long time after it has 
become chronic (Drugs in focus 2003). Many current and former drug injectors are 
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therefore unaware that they are infected with HCV, HBV or HIV. In order to improve 
uptake of testing and vaccination services should ensure high and easy access, and be 
designed as low-threshold, free of charge, and confidential services (Trimbos Institute 
2006). These open access service have to be sensitive for different groups such as young 
drug users, women, migrants etc. In general, all clients have to be ensured equal access 
to testing for hepatitis and HIV, pre-and post-test counselling, hepatitis B vaccination or 
other medical treatment for infectious diseases (National Treatment Agency 2002).  
In Member States that provide universal vaccination programmes, including hepatitis B 
vaccination, to the general population, vaccination targeted at drug users in particular 
may not be necessary, as drug users may have been vaccinated already (Trimbos 
Institute 2006). In countries without universal programmes for testing and vaccination 
the success of prevention and treatment of infectious diseases among drug users can be 
strengthened through a network of services that provide easy access and offer optimal 
health care and support. This also includes efforts to improve adherence to medical 
treatment for drug users (Trimbos Institute 2006). In research it has been found that 
patients with a history of injection drug use have lower rates of access to HAART 
(Wood and Montaner 2008). For instance in Eastern Europe IDUs represented about 
80 % of all reported HIV cases, but only 39 % of them received HAART at the end of 
2006 (Matic et al. 2008). Countries should increase access to HAART for drug 
injectors, and ensure the same access and treatment standards regardless of gender, age, 
sexual orientation, substance use, imprisonment or migratory status (Matic et al. 2008).  

3.3.5 Eligibility 
Problem drug users of all ages are eligible for testing of infectious diseases. Testing for 
hepatitis B and C and HIV should be offered to all individuals with either a current or 
past history of injecting drug use and for whom the results can be communicated.  
As certain groups such as female and male sex workers are also exposed to the risks of 
blood-borne diseases and sexually transmitted diseases (STDs) through their 
involvement in sex work, it is recommended to offer local prevention activities also to 
current or former sex workers. 
The transmission of both hepatitis A and B continues even though there are effective 
vaccines. In European Member States it is estimated that 1 million drug injectors are 
infected with hepatitis C virus16. The high prevalence rate of HCV illustrates the need to 
provide drug injectors with a more consequent vaccination against hepatitis B and A 
(Gerlich et al. 2006). Health policy should ensure that drug users are eligible for 
hepatitis B vaccination  
• who potentially inject drugs,  

                                            
16  More than 60 % of IDU samples tested in 2004-05 are reported to be infected with Hepatitis C. Basis 

for the prevalence data are 60 studies from 17 European countries (EMCDDA (2007a). The State of 
the drugs Problem in Europe. Annual report 2007 Luxembourg, EMCDDA (European Monitoring 
Centre for Drugs and Drug Addiction): 100.) 
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• who had or have a sexual partner who is a drug user, and  
• who are or have been involved in sex work (National Treatment Agency 2002). 

Other clients requesting for vaccination despite belonging to a risk group might be 
offered immunisation on basis of an individual assessment. 
Hepatitis B vaccination is crucial for drug users with chronic hepatitis C infection as the 
infection with two viruses worsen the prognosis (National Treatment Agency 2002). In 
any case the immune status should be checked before starting the vaccination course.  
Access to treatment of infectious diseases such as HAART or hepatitis C treatment 
should be granted on basis of common medical eligibility criteria for treatment of virus 
infections, and not on any non-medical criteria such as uncontrolled drug use or 
unstable living conditions (Engelhardt and Stöver 2005; Trimbos Institute 2006). Drug 
dependence may reduce adherence to medical treatment, and medical complications or 
co-morbid infections may decrease the treatment response. However, access and 
participation in treatment may be a gateway to other prevention and treatment options 
(Trimbos Institute 2006). 

3.3.6 Assessment 
Assessment is an important part of prevention related to testing for blood-borne diseases 
as it will result in information which is essential for the care planning process. With 
drug using clients an assessment has to be undertaken which covers the current risk 
behaviour related to substance use and the health needs. Risk assessment includes that 
all clients are assessed on their  
• age at first injecting,  
• history of sharing injecting equipment,  
• history of sexual risk behaviour,  
• history of imprisonment,  
• alcohol use,  
• previous testing for hepatitis and HIV,  
• previous contact to health care professionals for screening of blood-borne 

diseases, and  
• the clients’ understanding about contracting or transmitting blood-borne viruses 

(National Treatment Agency 2002). 
Specific risks related to substance use may need to be prioritised in the care planning 
process; these could include risks related to overdose, polydrug use or unsafe injecting 
practices (National Treatment Agency for Substance Misuse 2006). Assessment for 
drug users at risk of HCV infection must also address the risks of alcohol use. As heavy 
alcohol intake accelerates the progression of HCV-related liver disease clients with 
HCV infection should be advised to restrain from alcohol consumption. Furthermore the 
assessment should include an assessment of the mental health conditions, which are 
associated with both hepatitis C and substance use (Edlin et al. 2005).  
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Best practice is that the assessment process results in a written document that can be 
referred to and used as a basis for discussing care planning, goals and objectives with 
the client. 

3.3.7 Management 
For the prevention of blood-borne diseases it is recommended to provide proactive 
identification of drug-related infectious diseases through testing. In order to increase 
voluntary uptake of testing, a proactive approach to hepatitis and HIV testing and 
related counselling is of particular importance at facilities targeting at risk populations 
such as injecting drug users. Dug users should be offered voluntary, confidential testing 
combined with client-centred pre- and post-test counselling. Counselling has to include 
an individualised behavioural risk assessment.  
Competences related to management include (Edlin et al. 2005): 
• Establish a climate of mutual respect. 
• Maintain a professional approach that reflects the aim of enhancing patients’ well-

being. 
• Minimise barriers to participation in testing, vaccination and treatment by 

allowing flexibility in adherence to appointment schedules and offering drop-in 
visits. 

• Inform the clients about testing, propose appropriate treatments if needed, and 
advise the clients on adverse effects of treatment. 

• Support clients in decision making. 
• Emphasise measures to reduce risks for clients who continue to use drugs. 
• If possible, establish a multidisciplinary team consisting of primary care 

physicians, HIV specialists, psychiatrists, social workers, and nurses. 
• Be familiar with local resources for the treatment of drug users. 

 
Comprehensive health care for injecting drug users or other drug users at risk needs to 
have strong linkages with hepatitis and HIV prevention services that provide testing and 
vaccination or other medical treatment for infectious diseases. Cooperation and 
coordination among local services is particularly important if the client drops out of 
contact with the drug service or healthcare service. In case of vaccination the follow-up 
of the clients should be ensured in order to complete the vaccine programme. 

3.3.8 Pathways of care 
Integrated care pathways include that self-referrals and referrals from a variety of 
services are accepted. Elements of care for drug users comprise a range of preventive 
interventions covering assessment of risk behaviour, pre- and post-test counselling, 
offers or referrals for testing for hepatitis and HIV and vaccination against hepatitis A 
and B viruses. Injecting drug users who have not been vaccinated for hepatitis B are at 
high risk to acquire and transmit hepatitis B. Clients with hepatitis C are at further risk 
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of becoming infected with hepatitis B. For this reason it is important to ensure that 
clients with hepatitis C who are not infected with hepatitis B are offered HBV 
vaccination (National Treatment Agency 2002). 
Care coordination requires that specialised services for drug users cooperate closely 
with non-specialist services. Strong linkages with mental health services and the 
provision psychiatric care are recommended as many IDUs suffer from comorbid 
psychiatric disorders. If testing for blood-borne diseases and vaccination is not available 
within the facility drug services should refer clients to services providing these 
interventions. Cooperation with specialist services providing treatment for those 
infected with hepatitis B and/or hepatitis C is very important in order to ensure further 
management and treatment of infection. Referrals have to be documented. 
Current treatments for HIV/ AIDS, hepatitis B and C and preventive vaccination for 
hepatitis B have turned out to be effective in reducing drug-related infectious diseases. 
Three doses of hepatitis B vaccine administered over a six month period result in 
absence of infection for 10-15 years. Two month after the completion of the vaccination 
a serology should be undertaken to measure the immune response. If there is a low 
immune response a booster dose of HBV vaccine should be offered (National Treatment 
Agency 2002). The majority of those infected with HIV are able to tolerate HAART 
well, even over years. Due to potential adverse effects the monitoring of treatment by an 
HIV clinician is recommended in at least three-monthly intervals (Hoffmann et al. 
2007). As regards the treatment of hepatitis C infection the currently most effective 
treatment is based on an antiviral combination therapy with pegylated interferon and 
ribavirin (Backmund et al. 2001; Dalgard et al. 2002; NICE 2006).  
As hepatitis C and HIV treatment usually take a long time and may have unpleasant side 
effects, adherence to treatment by drug users should be actively stimulated (Trimbos 
Institute 2006). 

3.3.9 Standards 
Standards imply to assure quality and efficiency of testing and vaccination for 
infectious diseases through considering known evidence and the development of 
respective working standards and methods.  
For testing and management of infectious diseases a number of guidelines exist at 
national and international level. A Canadian guideline on testing for viral hepatitis has 
been developed which is based on scientific evidence for testing (Guidelines and 
Protocols Advisory Committee 2005). In Scotland a national clinical guideline has been 
compiled which addresses the issue of testing for and management of hepatitis C 
infection (Scottish Intercollegiate Guidelines Network 2006). The Scottish guideline 
stated that HCV treatment for drug users attending drug treatment is effective. The 
American Association for the Study of Liver Diseases and the Infectious Diseases 
Society of America recommended that drug use itself represents not an absolute 
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contraindication to antiviral therapy for HCV infection, but decisions about treatment of 
hepatitis C in IDUs should be made on a case-by-case basis (Edlin et al. 2005). 
To address the problem of undiagnosed HIV infection, WHO and UNAIDS issued a 
new guidance on informed, voluntary HIV testing and counselling in the health facilities 
(WHO/UNAIDS, 2007). The guidance provides operational advice in this area, and 
developed recommendations follow a review of available evidence and expert 
knowledge. 

3.3.10 Performance and outcome monitoring 
With respect to performance it is good practice to regard interventions to assess for, 
prevent and manage blood-borne diseases as an integral part of treatment (National 
Treatment Agency 2002). Access to health screening, testing for blood-borne disease 
and related treatment should be available for all drug users in contact with drug 
services, health services or any other support service.  
As regards outcome monitoring there is an increasing demand to monitor performance 
and outcomes of interventions to prevent blood-borne diseases. The EMCDDA stated it 
as necessary to develop indicators for a more reliable and comparable monitoring of 
hepatitis B/C and HIV in injecting drug users in order to monitor the impact of 
preventive interventions and to identify priorities for further health care needs (see for 
documents on drug-related infectious diseases: http://www.emcdda.europa.eu/? 
nnodeid=1375). 
Monitoring defined as the ongoing checking of performance and outcome requires 
carrying out a systematic collection and review of information on the services used by 
the clients. In the context of prevention of blood-borne diseases outcome monitoring 
should include behaviour changes such as change in sharing behaviour, sexual 
behaviour and injecting behaviour (National Treatment Agency 2002). 
Outcome monitoring should include details on the number of clients in contact with 
services who: 
• receive an assessment of health needs relating to blood-borne diseases, 
• receive pre-test counselling 
• are referred for testing for HBV, HCV and HIV,  
• undertake testing for hepatitis B, hepatitis C and HIV, 
• receive post-test counselling and results, 
• are referred to treatment for blood-born diseases. 

 
Monitoring for hepatitis B vaccinations should include the number of patients who: 
• are referred for testing, 
• require vaccination,  
• complete one injection, complete two injections, complete the course of three 

injections, 
• attend the follow-up to confirm immunity or receive a booster. 
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It is good practice for services to compile client outcome data to enable reflective 
practice and to improve the services (National Treatment Agency for Substance Misuse 
2006). 
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4. Information and education 

4.1 Introduction 

Information , education, and communication on blood-borne infections are an important 
measure to reduce blood-borne diseases. 

4.1.1 Definition  
Information and education services offer information on blood-borne diseases, 
consequences of the different diseases, ways of transmission and how to avoid 
transmission. Information and education can be distributed by different ways, e.g. by 
leaflets, booklets, posters, audio-visual media, personal advocacy, or by telephone 
(National Treatment Agency 2002). Often information is part of another intervention 
like counselling or low-threshold facilities. Communication can be viewed as the 
systematic stipulation of processes to facilitate an exchange of information and opinions 
on particularly drug/risk-related issues.  

4.1.2 Context 
Information and education is often part of a larger intervention or treatment (Trimbos 
Institute 2006). As one part of a multiple prevention approach information and 
education is established in most European countries to different degrees (EMCDDA 
2007). It is agreed in the European countries that a coordinated and comprehensive 
public health approach is vital to reduce the spread of infectious diseases among drug 
users (EMCDDA 2007). 

4.1.3 Aims and objectives 
The aim of information, education, and communication services is the provision of 
information in order to reduce the transmission of blood-borne diseases, especially such 
as HIV and HCV, as well as HBV and other transmittable diseases. Information is given 
on how those diseases are transmitted and how transmission can be avoided, 
complications that can occur, specialized help services for those affected and the 
possibilities of medication and psychosocial help. Also included can be information on 
how to access related services. Raising awareness of the risks associated with blood-
borne diseases is another important aim (National Treatment Agency 2002). 
Communication comprises the involvement of NGOs, self help/patient groups, Civil 
Society in order to initiate discussions on the subject. 

4.1.4 Client groups served  
Drug users, their partners, families and friends, as well as professional working in the 
field and also the wider community are target groups of information and education 
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services, as health education is useful at all opportunities (National Treatment Agency 
2002).  

4.2. Research evidence base (key findings)  

The evidence by high-ranking studies for harm reduction measures in general, and on 
Information, education and communication especially, is - compared to controlled 
medical research on treatment in particular – rather scarce, but the intervention may still 
be effective (Trimbos Institute 2006, 76). Advice and Information may help to reduce 
drug-related risks (National Treatment Agency 2002), but as they are usually part of a 
larger intervention, there is not much evaluation und research on the topic. The Trimbos 
report assumes that the interventions are more effective in combination with other 
prevention strategies (according to Miller and Rollnick 1991, Walitzer et al. 1999 cited 
in Trimbos Institute 2006). Also the importance of adapting the messages to the needs 
of specific target groups is pointed out (Trimbos Institute 2006). Information, education 
and communication (IEC) may be most effective on the short-term, in raising 
awareness, in more specific variants also in changing knowledge and understanding, 
less in changing behaviour (Trimbos Institute 2006). 
 
Several studies exist on the effectiveness of different types of information and education 
interventions. Wright and Tompkins identified three observational studies on the effects 
of advice, counselling, and outreach workers, all in combination with other 
interventions. A reduction in HCV was noted in two of the studies, the third found a 
reduction of HIV after introduction of safer injecting advice and condom distribution 
(Wright and Tompkins 2006). Mass media campaigns on preventive messages seem to 
be rather ineffective (Derzon and Lipsey 2002, Westat 2003, both cited in Trimbos 
Institute 2006), but tend to be more effective when they are not paternalistic (Burgoon 
et al. 2002, cited in Trimbos Institute 2006). Safer injection education delivered by 
nurses in a Canadian drug consumption room has been evaluated. Drug users receiving 
the education were high-risk injecting drug users and likely to possess characteristics 
associated with adverse health outcomes including HIV infection. Many participants 
continued to engage in unsafe injection behaviours, therefore the need for ongoing 
education is expressed (Wood et al. 2008). An Australian study video recorded injecting 
drug users while injecting and talked to them the following day showing the video and 
giving Safer Use advice on HCV. Data show that to involve experienced users a 
broadening of safer use discussions is helpful to include other aspects of injecting, and 
e.g. to embed prevention messages in discussion about vein care and acknowledge the 
skills and knowledge of the experienced users (Treloar et al. 2008). 
A peer-mentoring behavioural intervention to reduce risky distributive injection 
practices was evaluated in a randomized intervention trial with injecting drug users with 
HCV infection. Participants of the intervention group were less likely to report risk 
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behaviours than the control group, at 3 and at 6 months, a 26% relative risk reduction. 
Peer-mentoring and self-efficacy were significantly increased (Latka et al. 2008).  
A comparison of enhanced counselling therapy with a simple educational intervention 
regarding the acceptability of the interventions and the effects on therapeutic alliance 
was conducted in the UK. The enhanced counselling therapy was perceived more 
acceptable significantly, and patients of this group had significantly higher levels of 
therapeutic alliance (Davis and Abou-Saleh 2008). 
 
The knowledge of drug users on blood-borne diseases and on the ways of transmission 
is often inadequate, especially on HCV issues like transmission and long-term nature of 
the infection (Smyth et al. 1999). In the English study of Smyth et al. (1999) long-term 
(median 1.4 years) methadone maintenance patients did not show better knowledge than 
those attending 21-days detoxification. To improve the current education approaches 
and therefore the knowledge of the drug users, the authors plead for an experimental 
teaching style instead of a didactic teaching style, which is less effective (Smyth et al. 
1999). Another study from Australian also found inadequate knowledge on Hepatitis C 
among injecting drug users; many users were confused about their actual hepatitis C 
serostatus as well as on transmission risks of the hepatitis C virus (Southgate et al. 
2005). Another study among Vietnamese-speaking drug users in Australia high 
lightened the need for culturally relevant information and education, as the group of the 
Vietnamese was rather isolated, engaging in unsafe injecting and unsafe sex, and not 
knowing where to seek information and how to inject safely (Louie et al. 1998). 
 
Especially hepatitis C prevention education hasn’t been very successful; this 
emphasizes the need for innovative methods (Treloar et al. 2008). Therefore the need 
for further research on education and information services is stressed by a number of 
authors (e.g. Wright and Tompkins 2006; Treloar et al. 2008). 

4.3 Recommendations 

Information on BBV should be available in all kind of drug treatment facilities and 
institutions working with drug users. Information needs to be easily accessible and 
should be available in a range of settings. Information on BBV should be made 
available not only for drug users but also for their partners, family, friends, 
professionals and the wider community. As the knowledge of transmission risks, 
especially on HCV, among drug users is often inadequate, information and education 
services need to be improved, and even more support seems needed (Southgate et al. 
2005). 

4.3.1 Location 
Information and education on blood-borne diseases for drug users should be available in 
all kinds of treatment and living settings and easily accessible (National Treatment 
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Agency 2002). Information and advice should also be available through generic 
services, in order to reach partners, families and friends as well (National Treatment 
Agency 2002). All services including unspecified should provide information on the 
risks of transmitting blood-borne infections (National Treatment Agency 2002). The 
British National Treatment Agency emphasizes the importance of telephone advice for 
those who initially prefer not to seek treatment (National Treatment Agency 2002). 

4.3.2 Programme duration 
Information, education, and communication should be available and initiated at all times 
in different settings (e.g. drop in centres, housing projects, prisons and arrest institutions 
of all kinds, probation services, therapeutic institutions, hospital treatment order etc.). It 
is intertwined with other help and support services. Education programmes need to be 
ongoing (Wood et al. 2008) 

4.3.3 Staffing/Competencies 
As information needs to be accurate, up-to-date and consistent, regular training and 
supervision of staff is required (National Treatment Agency 2002). Training should 
provide a wide range of issues and be reviewed on regular terms (National Treatment 
Agency 2002). All staff within the health, social and criminal justice agencies who 
come in contact with drug users should be able to provide information, also to other 
colleagues (National Treatment Agency 2002).  
Furthermore safety of staff is an important issue as well, as they are posed to a greater 
risk of blood-borne infections. Safety at the workplace is necessary in order to avoid 
infections of staff. Vaccination for Hepatitis A and B as well risk-reduced workplace 
environment like gloves, safety boxes for needles etc. (especially in a setting where 
needles are handled). 

4.3.4 Treatment environment and holistic treatment and care 
Subgroups like minorities or immigrants require information in accessible format 
(National Treatment Agency 2002). Acknowledging the skills and experience of the 
users helps to improve outcomes as well as an experimental teaching style seems to be 
more successful than didactic styles. The participation and competence of the drug users 
need to be an active element in information and education services.  

4.3.5 Access 
Information and education services should be open access services and be widely 
available in different settings for drug users, their partners, families, and friends, 
professionals, and the wider community (National Treatment Agency 2002). All clients 
should have equal access to the provision of advise and information (National 
Treatment Agency 2002). In order to reach different target groups, information should 
be available for a range of diverse needs, including those with literacy problems, be 
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culturally sensitive, and available in different languages (National Treatment Agency 
2002). Referrals are usually accepted from a wide variety of sources, including self-
referral (National Treatment Agency 2002). 

4.3.6 Assessment 
Assessment may not be necessary, but in some areas triage assessment might be 
appropriate (National Treatment Agency 2002). 

4.3.7 Management  
Information on blood-borne infections should be available within all services, and the 
services be aware of how help and advice can be accessed (National Treatment Agency 
2002). Drug services should work closely together with non-specialist services to ensure 
accurate information is provided (National Treatment Agency 2002). 

4.3.8 Standards 
In order to clarify misconceptions on medical terms like antibody, education 
programmes and services need to be clear. Clear messages should also include topics 
like injecting behaviour and blood awareness (Southgate et al. 2005). Services need to 
be expanded to include education on the HC virus itself (Southgate et al. 2005). 
Programmes should be monitored and evaluated on regular terms in order to improve 
measures when necessary. 
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1 Introduction 

1.1  Definitions 

What is maintenance treatment? 
Treatment of drug dependence by prescription of a substitute drug (agonists and 
antagonists) for which cross-dependence and cross-tolerance exists, with the goal to 
reduce or eliminate the use of a particular substance, especially if it is illegal, or to 
reduce harm from a particular method of administration, the attendant dangers for health 
(e.g. from needle sharing), and the social consequences (Demand Reduction – A 
Glossary of terms, UNDCP). 

Aspects of opioid dependence 
Opioid dependence develops after a period of regular use of the drug and it is 
characterized by a triad of cognitive, behavioral and physiological symptoms which 
ultimately result in an individual continuing to use the drug despite the significant harm 
associated with the drug. In conjunction with this, the individual no longer is choosing 
to use the drug for it's apparent benefits , but the use has become habitual and cravings 
to reuse mean the user feels the habit is no longer under control. 
Opioid dependence is a health problem worldwide with enormous economic, personal 
and public health consequences. At present, there are approximately 15.6 million opioid 
users in the world of which 11 million are heroin users with an estimated 2-4 million or 
more in Western Europe and North America alone (UNODC 2007). Based on 
information from UNODC 2006, the trends for the usage of opioid class of drugs shows 
increased consumption over the past 14 years, from 13.5 million people in 1990 to 16.1 
million at 2006. 
Opioid dependence affects approximately 10 million people worldwide each year in 
excess of 200 000 people die as a consequence of their opioid dependence, 
predominantly through overdose or HIV infection (UNODC 2007). Many million 
people will attempt to cease their opioid use, although only a minority will be successful 
in the long term (Hser et al. 2001). The social costs by opioid dependence accrue from 
the combination of health care costs, crime and lost productivity (Mark et al. 2001). The 
global epidemic of HIV/AIDS, which is in many cases fuelled and maintained by unsafe 
injection practices necessitates the widespread implementation of effective interventions 
against opioid dependence (Monteiro 2001). Opioid dependence has similarities with 
other medical conditions in which biological changes occur as a result of the behaviour 
of the individual and the progress to conditions only partly under individual’s control 
(such as diet and diabetes, smoking and respiratory disease, diet and heart disease). 
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Also, like many other chronic conditions, opioid dependence tends to follow a relapsing 
and remitting course. 
Is opioid dependence a medical condition? 
Historically opioid dependence was often seen as a dysfunction in the individual will 
power, reflecting also the character of an individual. However with recent advances in 
the understanding of the biological mechanism behind dependence and its implications, 
it has now been widely accepted that opioid dependence is as much a prominent 
disorder of the brain like many other disorders of the brain. Therefore opioid 
dependence can be considered as a medical condition characterized by a series of 
symptoms, and a predictable natural history, for which treatment options now exist. 

1.2 Aims and objectives 

Aims of treatment 
Treatment of opioid dependence consists of pharmacological and psychosocial 
interventions with the intention of reduction or cessation of opioid use and reduction of 
harms associated with opioid use. 
Agonist maintenance treatment consists of usually daily consumption of an opioid 
agonist, such as methadone or buprenorphine. The resulting stable levels of opioids are 
experienced by the dependent user neither as intoxication nor withdrawal, more as 
“normal”. The aims of agonist maintenance treatment include: reduction or cessation in 
illicit opioids; reduction or cessation of injecting and other blood borne virus risks, 
reduction of overdose risk, reducing criminal activity and improving psychological and 
physical health. In practice most patients will cease heroin or use it infrequently, with 
20-30% reporting ongoing heroin use (Hser et al. 1998; Teesson et al. 2006). 
Treatment of drug dependence serves multiple purposes. It assists the drug users to see 
his or her problems from a different perspective, enhances self-reliance and empowers 
the individual to make choices and work for changes, confers self esteem and gives 
hope At the same time it must ensure access to physical and psychiatric care and social 
assistance, and be oriented towards the family as well as the individual. 
Client groups served 
Agonist maintenance treatment is indicated for all patients who are opioid dependent 
and are able to give informed consent and for whom specific contra-indications do not 
exist. 

The choice of treatment 
In recent years it has become clear that a handful of medicines are powerful in assisting 
people suffering from dependence on opioids. Providing treatment for those dependent 
on opioids reduces the burden of addiction by reducing health and social costs. 
Opioid agonist maintenance treatment (especially with oral methadone and sublingual 
buprenorphine) is increasingly recognized to be the most effective management strategy 
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(Kleber et al. 2006). Oral methadone and sublingual buprenorphine are the most 
effective opioid agonist maintenance pharmacotherapies. Opioid agonist maintenance 
therapy is defined as a long-term treatment by use of opioid agonists, without limiting 
the duration of treatment. In the context of high quality, supervised and well organized 
treatment services, these medications substitute for the effects of heroin and other illicit 
opioids, interrupting the cycle of intoxication and withdrawal and greatly reducing 
heroin use, crime and the risk of death through overdose. 
In recent years, the value of psychosocial treatment has also been demonstrated, 
particularly when used in combination with pharmacotherapy, be it in the context of 
opioid agonist maintenance therapy, opioid withdrawal or relapse prevention. 

2 Evidence base 

2.1 Non-comparative design 

Methadone 
Methadone maintenance treatment is known to reduce drug-craving as well as morbidity 
associated with opioid dependence. Furthermore treatment outcome in methadone 
maintenance seems to be improved with increased dosages and the provision of 
adequate psychosocial support. 
Naturalistic studies assessing the polish methadone maintenance program found an 
increase of the general health state of the study group as well as positive effects on the 
most common physical illnesses including disorders of the superficial venous system, 
skin infections, internal organs mycoses, lowered body mass index and lack of 
menstruation (Habrat et al. 2001; Habrat et al. 2002). Further work showed that 
methadone treatment significantly improved quality of life in seven of eight subscales 
of SF-36 after six months of treatment, while a moderate decrease was observed after 
another six months of treatment (Habrat et al. 2002). Interdisciplinary methods of 
rehabilitation and regular pharmacological treatment with methadone resulted in a lower 
rate of depression (Karakiewicz et al. 2006). 
An evaluation of the lithuanian outpatient methadone treatment program showed a 
significant reduction of morbidity and an improvement of the quality of life of patients 
(Žilvinas et al. 2007). In a further naturalistic study methadone significantly reduced 
opioid, benzodiazepine and multiple-drug use and was effective in reducing criminal 
behavior (Subata et al. 2007). 
Large-scale quality-of-life examinations in Spain showed a strong relation between 
methadone treatment and reduced mortality from natural causes as well as overdoses 
(Brugal et al. 2005). Brugal et al. included 5049 patients in Barcelona which provided 
23,048 person-years for follow-up. The main factor for overdose mortality was not 
being in maintenance treatment at the time of death. Other factors were being a current 
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injector at baseline and being HIV positive. For AIDS mortality, the main factor was the 
calendar year, the next major factor was more than 10 years of heroin consumption, 
followed by not being in MT, being unemployed, then having a prison record. 

Buprenorphine 
A german naturalistic trial assessing buprenorphine treatment found a highly significant 
decrease of the prevalence of heroin, black market methadone and cocaine use 
(Verthein et al. 2004). Changes in alcohol abuse were non-significant. 74 adverse events 
and one severe adverse event (admission to psychiatric treatment) were noted. 
Two small scale (Fiellin et al. 2002; O'Connor et al. 1996) and a larger (Fudala et al. 
2003) study associated buprenorphine prescription in primary care with good retention 
(70-80%) and reasonable rates of opiate free urines (43-64% achieving three or more  
consecutive weeks of opiate free urines). Similar results were obtained in France some 
years ago (Duburcq et al. 2000). 
An italian group found significant improvements with respect to withdrawal symptoms, 
psychic conditions (obsessive traits, hostility and depression), and social roles 
(particularly job performance, substance abuse and legal problems) in a cross-sectional 
study evaluating buprenorphine treatment (De Rosa et al. 2002). A control group 
undergoing methadone maintenance treatment (on average daily doses of 20.19 mg) 
showed similar rates for retention in therapy to those of the buprenorphine-treated 
sample, but a much higher frequency of heroin abuse. 
An observational cohort study from France described an overall 24-week buprenorphine 
treatment retention rate of 37% (Lapeyre-Mestre et al. 2003).  Misuse of buprenorphine 
and benzodiazepines was significantly more frequent in patients with three or more 
prescribers or pharmacists. 
Another naturalistic report from Czech Republic (Hampl et al. 2003) recalls positive 
experiences with buprenorphine treatment while daily doses of 2-8 mg proved sufficient 
for long-term treatment of patients addicted to heroin. 

Buprenorphine/Naloxone 
The buprenorphine/naloxone combination compound with the tradename Suboxone® 
contains buprenorphine, a partial agonist at the µ-opioid receptor, as well as naloxone, 
an antagonist at the µ-opioid receptor (Matzenauer et al. 2008). Administered 
sublingually, naloxone is not resorbed and is later on eliminated due to a pronounced 
first-pass effect in the liver. Sublingual naloxone does not influence the effect of 
buprenorphine (Chiang et al. 2003; Harris et al. 2004; Elkader et al. 2005). On the 
contrary, after nasal or parenteral application naloxone unfolds it’s full effect as a µ-
opioid receptor antagonist and leads to unpleasant withdrawal symptoms. 
68.3% of the participants of a Finish study reported intravenous application of 
buprenorphine/naloxone, but only 8.3% reported a regular consumption. 80.4% of the 
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participants, who have administered buprenorphine/naloxone intravenously, recalled it 
as a “bad” experience (Alho et al. 2007). 
Buprenorphine/naloxone showed to be effective in a 13 day detoxification study of 243 
opioid dependent patients - partly consuming street-heroin and partly being in a 
maintenance treatment program. 90% of the patients finish the induction phase and 68% 
completed the program (Amass et al. 2004). 
Another study compared the use of buprenorphine/naloxone and buprenorphine alone 
for the maintenance treatment of opioid dependent patients. The number of opioid-
negative urine tests was in both the buprenorphine/naloxone and the buprenorphine 
group significantly higher than in the placebo group. No difference in the efficacy of 
buprenorphine/naloxone and buprenorphine alone was found (Fudala et al. 2003). 
An analysis of a maintenance program with buprenorphine/naloxone found that 54% 
(51% at a general practitioner, 58% at an addiction clinic) of the patients were relapse-
free after 6 months of treatment (Mintzer et al. 2007). 

Slow-release morphine 
Slow-release morphine might prove as an alternative to methadone and buprenorphine 
substitution treatment. 
An austrian group assessed the use of slow-release morphine for the treatment of opioid 
dependence in a non-comparative study (Kraigher et al. 2005). A mean daily dose of 
665 mg was administered, which led to a significant decrease of craving for heroin and 
cocaine and a significant reduction of somatic complaints. Withdrawal symptoms were 
decreased from a mean Wang scale 12.1 on day 1 to 1.7 on day 7. The consumption of 
benzodiazepines remained almost unchanged. 
A bulgarian naturalistic report evaluating the use of slow-release morphine found a 
significant drop of signs and symptoms of opioid withdrawal as well as craving for 
heroin in the first eight weeks and then a stabilization at low levels (Vasilev et al. 2006). 

Heroin 
A rather new development is the prescription of heroin to chronic, treatment-resistance, 
heroin-dependent patients in some countries of Europe. Heroin-assisted substitution 
treatment might be an effective option for chronically addicted patients for whom other 
treatments have failed. However, it requires considerable resources as patients usually 
inject three times per day under supervised conditions at treatment centers, which need 
to have long operating hours as well as high demands on personnel and security. 
Two non-comparative studies report on the Swiss experiences with a heroin-assisted 
treatment program. Heroin-assisted treatment has been available in Switzerland since 
January 1994 in 21 community outpatient treatment centers. Rehm et al. 2001 assessed 
1969 opioid-dependent drug users who began heroin-assisted substitution treatment 
between January 1994 and December 2000. The mean daily dose of intravenous heroin 
administered was 474.0 mg (SD 206.1) with administration of an average 2.6 (SD 1.0) 
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applications a day. More than 70% (1378) of patients remained in treatment for more 
than a year. The treatment showed positive effects with respect to health and social 
outcomes. A longer stay in treatment was related to a higher chance of starting 
abstinence-oriented therapy than a short stay. 
A more recent six-year follow-up report from 8 treatment centers substituting heroin in 
Switzerland was conducted by Güttinger et al. in 2003. Compared to the situation of the 
opioid-dependent patients at entry, the results of the follow-up showed a significant 
decrease in the use of illegal substances, illegal income and most other variables 
concerning social conditions, but they also showed an increase in unemployment and 
reliance on social benefits. The Swiss results suggest that heroin-assisted treatment is 
efficient in the long-term course of treatment and also after termination of treatment 
with respect to living conditions and use of illicit substances. 

2.2 Comparative design 

Buprenorphine vs. Methadone 
Kleber et al. (2006) found the efficacy of buprenorphine in the maintenance treatment of 
opioid dependents to be comparable to that of methadone, when using equipotent doses. 
The maximum therapeutic effect of sublingual buprenorphine tablets occurred in the 
range of moderate (8 mg) to higher doses (16 mg), comparable to moderate methadone 
doses of 40-60mg, whereas moderate doses of buprenorphine are superior to low doses 
of methadone. From a clinical point of view, dosing of buprenorphine on every fourth 
day seemed possible and was found to lead to similar effects on the measures of adverse 
effects and efficacy than daily doses. 
Mattick et al. (2007) have found no significant differences between low dose 
buprenorphine and low dose methadone with regard to treatment retention, opiate free 
urine samples and self-reported heroin use. In flexible dosage, methadone is 
significantly more effective than buprenorphine in retaining patients in treatment, 
perhaps because of the higher potential of methadone to suppress heroin use, especially 
if high doses of methadone are used. 
Schottenfeld et al. (2005) compared the efficacy of buprenorphine and methadone in 
treatment opioid dependents with co-occurring cocaine dependence. The administration 
of an average maximum dose of 80 mg methadone leads to higher treatment durations, 
longer periods of sustained abstinence and a greater proportion of cocaine- and opioid-
free urine samples than liquid buprenorphine in an average maximum dose of 15 mg. 
However, Montoya et al. (2004) showed in their double-blind, controlled clinical trial 
with strict eligibility criteria that daily doses of 8 and 16 mg of buprenorphine solution 
in combination with drug abuse counselling are feasible and effective in maintenance 
treatment of outpatients with co-occurring opioid and cocaine dependence. 
Lofwall et al. (2005) examined the safety and side effect profiles in 164 opioid 
dependents in buprenorphine and methadone outpatient treatment. After randomisation 
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to buprenorphine (n = 84) or to methadone (n = 80) all patients were maintained for 16 
weeks. Besides very few clinical gender differences, common profiles of safety and side 
effects were found for both groups. Connock et al. (2007) found in their recent health 
technology assessment no generalisable results in the comparison of methadone and 
buprenorphine with regard to mortality. 
An italian non-randomized comparative trial assessed the use of buprenorphine and 
methadone for the treatment of opioid dependence (Gerra et al. 2004). A mean dose of 
buprenorphine 9.2 ± 3.4 mg and methadone 81.5 ± 36.4 mg was administered. 
Methadone-treated patients had a higher retention rate after week 4, but buprenorphine 
and methadone were equally effective in sustaining retention in treatment and 
compliance with medication at week 12. Retention rate was influenced by dose, 
psychosocial functioning and not by psychiatric comorbidity in methadone patients. No 
relationship between retention and dose, or retention and psychosocial functioning was 
evidenced for buprenorphine patients. The risk of positive urine testing was similar 
between methadone and buprenorphine, as expression of illicit drug use in general. At 
week 12 however, the patients treated with methadone showed more risk of illicit opioid 
use than those treated with buprenorphine. Negative urines were associated with higher 
doses in both methadone and buprenorphine patients. High doses appear to predict a 
better outcome, in terms of negative urines, for both methadone and buprenorphine, but 
not in terms of retention for buprenorphine patients. Buprenorphine seems to be 
equivalently efficient compared to methadone during a clinical procedure, however 
buprenorphine seems to be more effective than methadone in patients affected by 
depressive traits and dysphoria. 
Another italian non-randomized comparative study discussed the role of buprenorphine 
and methadone maintenance and found that both therapies resulted in better treatment 
retention in higher dosage subgroups than in lower dosage subgroups (Guglielmino et 
al. 2005). 
An austrian report assessed the quality of life with a three year follow-up period of 
buprenorphine and methadone maintained patients (Giacomuzzi et al. 2005). At the end 
of study period mean methadone dose was 55,4 mg and mean buprenorphine dose was 
8,4 mg. Buprenorphine had significantly better outcomes in quality of life concerning 
partnership, overall satisfaction, leisure time, housing as well as law and security. 
Buprenorphine had also significantly less physical symptoms including stomach 
cramps, fatigue, aggressions, poor appetite, feelings of coldness and yawning. Less 
additional consumption of illicit substances was observed in the buprenorphine group. 
Mattick et al. (2007) found the efficacy of buprenorphine maintenance treatment to be 
comparable to methadone maintenance with advantages in some treatment settings, in 
alternate day dosing, better safety profile, and milder withdrawal syndrome. 
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Slow-release morphine vs methadone 
An austrian group evaluated the use of slow-release morphine compared to methadone 
in a randomized double-blind double-dummy cross-over trial (Eder et al. 2005). The 
retention rate of the entire study group was 86% with a mean methadone dose of 85 mg 
and a mean slow-release morphine dose of 680 mg. No significant differences in 
retention or use of illicit substances (opioids, benzodiazepines, cocaine) were observed, 
irrespective of treatment group or medication. However, patients receiving slow-release 
morphine had significantly lower depression and anxiety scores and fewer physical 
complaints. Craving was reduced with both methadone and slow-release morphine, but 
more during slow-release morphine treatment. Furthermore withdrawal scores were 
only slightly lower for slow-release morphine. 

Comparison of methadone, buprenorphine and slow-release morphine 
A randomized analysis of the quality of life at admission versus therapy with 
methadone, buprenorphine and slow-release morphine was conducted by an austrian 
research group (Giacomuzzi et al. 2006). The comparison of illicit drug use showed 
more favorable results for all three substances compared to patients at admission, while 
the buprenorphine and the methadone groups showed less physical symptoms (less 
stomach cramps, fatigue or tiredness, yawning and insomnia) than the slow-release 
morphine group. Methadone caused less problems with insomnia and buprenorphine 
less depressions than slow-release morphine. Buprenorphine and methadone had nearly 
the same outcomes in quality of life while slow-release morphine showed generally less 
favorable outcomes. 

Codeine vs methadone 
Codeine (Dihydrocodeine = DHC) is an analgesic agent, which is available for 
maintenance treatment in a few european countries. Due to a shorter bioavailability 
compared to other opioid agonists, codeine treatment might require closer monitoring as 
it has to be administered more than daily (Hall & Mattick 2007). 
Robertson et al. (2006) enrolled 235 patients in an open-label randomized controlled 
study comparing the efficacy of methadone (1mg/ml) and dihydrocodeine (lower dose = 
30mg and higher dose = 60mg). Over a period of 42 months participants treated with 
dihydrocodeine were more likely to switch treatments; however no group differences 
were found at follow-up and over the observation time. 
A recent open label randomised controlled trial compared buprenorphine with 
dihydrocodeine for detoxification from illicit opiates in primary care  (Wright et al. 
2007). Sixty illicit opiate using participants were randomly treated either with daily 
sublingual buprenorphine or daily oral dihydrocodeine, both under a standard regimen 
including reduction of not more than 15 days. Abstinence was indicated by a urine 
sample and the secondary outcomes were recorded during the detoxification period and 
three and six months after detoxification. The attrition rate was high: Only 23% of the 
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participants stayed in the prescribed course of detoxification medication and provided a 
urine sample at the final prescription. Risk of non-completion of detoxification was 
higher in the administration of dihydrocodeine, and a lower proportion of people 
allocated to dihydrocodeine provided a clean urine sample compared with those who 
received buprenorphine (3% vs. 21%). Furthermore, the participants allocated to 
dihydrocodeine were more likely to call on professional carers during detoxification and 
more participants allocated to buprenorphine were abstinent at three months and six 
months post detoxification. 

Comparative trials of heroin-assisted treatment 
In some countries of Europe heroin-assisted treatment is available as an option for 
treatment-resistant opioid-dependent patients. A growing body of controlled trials 
assesses the benefits of different heroin-assisted treatment combinations and application 
methods in comparison to standard opioid-substitution treatment. Although heroin 
seems to be effective for maintenance of chronic treatment-resistant patients, the 
administration requires considerable resources in treatment centers. 
A report of two multicenter open-label randomized controlled trials from the 
Netherlands (van den Brink et al. BMJ 2003) compared inhalable or injectable heroin 
(maximum 1000 mg per day) combined with methadone (maximum 150 mg per day) to 
methadone (maximum 150 mg per day) alone over twelve months of treatment. The 
target population consisted of 549 heroin addicts, who did not sufficiently benefit from 
methadone maintenance treatment, while regularly attending maintenance programs 
during the previous six months and suffered from poor physical or mental health or poor 
social functioning. With intention to treat analysis, 12 month combination treatment 
with heroin plus methadone was significantly more effective than treatment with 
methadone alone in both trials. The incidence of severe adverse events was similar 
across treatment conditions. 
In a subsequent trial, pooled data from two randomized trials was assessed to 
investigate which baseline patient characteristics of treatment-resistant heroin addicts 
differentially predicted treatment response to medical heroin prescription compared to 
standard methadone maintenance treatment. Multivariate logistic regression analyses 
showed that only one of all baseline characteristics was predictive of a differential 
treatment effect: patients who had previously participated in abstinence-orientated 
treatment responded significantly better to heroin-assisted treatment than to methadone 
treatment (61% versus 24%), while patients without experience in abstinence-orientated 
treatment did equally well in heroin-assisted or methadone maintenance treatment (39% 
and 38%, respectively). 
One RCT from the Netherlands on cue exposure therapy in an inpatient setting for 
opiate dependence even found significantly higher dropout and relapse rates for the 
treatment group (Marissen et al. 2007), so it does not seem to be an intervention that can 
be advisable presently. 
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Blanken et al. (2005) pooled the data of two open label randomised trials including four 
hundred and thirty heroin dependents to investigate predictors for the treatment 
response to medical heroin prescription compared to standard methadone maintenance 
treatment (Blanken et al. 2005). The participants were randomly allocated to methadone 
plus injectable heroin or methadone plus inhalable heroin administration or to 
methadone alone prescribed over 12 months. The outcome measures were recorded 
according to a response index, including indicators of physical health, mental status and 
social functioning. An intention-to-treat analysis resulted in a significant better 
treatment response for the participants in heroin-assisted treatment. Heroin dependent 
patients with a history of several abstinence oriented treatments benefit more from 
heroin prescription and show a higher treatment response compared to patients in 
methadone maintenance treatment. Patients without a history of abstinence-orientated 
treatment do not benefit more from heroin-assisted treatment than from methadone 
maintenance treatment and show equal treatment response rates (Blanken et al. 2005). 
In another open-label multicenter randomized controlled trial from Germany (Haasen et 
al., 2007) 1015 heroin-dependent patients received a variable dose of injectable heroin 
(n=515) or oral methadone (n=500) for 12 months. Inclusion criteria represented 
methadone-treatment failure or a termination of treatment as well as poor physical or 
mental health. Retention was higher in the heroin (67.2%) than in the methadone group 
(40.0%). The heroin group showed a significantly greater response in improvement of 
physical or mental health as well as in decrease of illicit drug use. 
As administration of injectable heroin might be problematic a group from Switzerland 
compared heroin tablets only with heroin tablets combined with injected heroin and/or 
other opioids in an open-label prospective cohort study with two non-randomly assigned 
treatment arms and historical controls (Frick et al. Addiction 2006). In the intention to 
treat analysis, 1-year retention rates after 1 year in the heroin tablets-only group as well 
as in the subgroup combining oral application of heroin with intravenous application or 
other opioids were higher compared to historical controls (Swiss cohort of patients who 
had been substituted intravenously with heroin). Rates of serious adverse events under 
study medication were comparable to the historical rate of the Swiss heroin-assisted 
treatment. 
One german randomized controlled trial assessed the effects of racemic D,L-methadone 
and L-methadone in substitute patients (Verthein et al. 2005). No differences were 
found in observed outcome variables (craving, anxiety, depression). Both substances 
were interchangeable in a ratio of 2:1 (D,L-methadone : L-methadone) while 
withdrawal symptoms were of transient nature only. 
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3 Recommendations17  

Strength of evidence: 
****  Strong evidence: High quality meta-analyses, systematic reviews including 
one or more RCT with a very low risk of bias, more than one RCT a very low risk 
of bias 
***  Moderate evidence: Limited systematic reviews, one RCT with a low risk of 
bias or more RCTs with a high risk of bias 
**  Some evidence: one RCT limited by research factors or more case-control or 
cohort studies with a high risk of confounding 
*  Expert opinion 
?  insufficient evidence/unclear/unable to assess 

3.1 Treatment 

Treatment environment 
Can programs of pharmacotherapy for opioid dependence operate in isolation from 
other treatment modalities? 
Rec: Pharmacological treatment programs and interventions should be integrated or 
linked with other medical and social services and interventions to ensure possibility of 
transition of patients to another treatment modalities as their treatment needs change. 
No single treatment option can match the needs of all patients. Multiple medical, social 
and legal problems as well as changing needs influence the choice of treatment with 
time. 
What considerations should be taken into account in decision making process regarding 
planning and development of pharmacological treatment for opioid dependence? 
Rec: The scope of present and potential public health problems associated with opioid 
dependence and current treatment coverage should form the basis of planning and 
development of pharmacological treatment for people with opioid dependence. 
Inclusion of opioid dependence in epidemiological surveys, rapid assessment of a scope 
of the problems and formal assessment of current treatment systems can provide 
important information on treatment needs and treatment coverage. Also monitoring 
essential patient information and trends in target population that comes in specialized 
treatment services can be useful for treatment planning. 
Should men and women be treated in same facility? 
Rec: Men and women can be treated in the same facility, providing that culturally 
appropriate and gender specific needs 
Support for recommendation 

                                            
17  Reference of WHO guidelines to be added! 
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Women have been found to differ in their drug use patterns than men, using less 
quantity but advancing more quickly to dependence and using more prescription 
sedatives than men. They are more likely to have less education, fewer financial 
resources and have higher rates of sexual and physical abuse (Nelson-Zlupko et al., 
1996). Often the needs of women in substance abuse treatment settings are also 
different. They are more likely to have child care responsibilities which may limit 
access to treatment, and may be reluctant to participate in activities with men. They also 
report surprisingly high rates of sexual harassment by male treatment staff (Nelson- 
Zlupko et al., 1996). There has been little research on the relative efficacy of gender 
specific services for women. One non randomized study found that lesbian women and 
women with a history of sexual abuse in childhood and those with dependent children 
were less likely to drop out from women only treatment services compared to standard 
care (Copeland et al., 1992). For services to retain women, it seems important for them 
to provide either individual or female only group counselling, be able to provide care to 
people with small children, and have measures to guard against sexual harassment of 
female patients by male staff. 
Support of recommendation: expert opinion* 
Effectiveness and choice of treatment, methadone or buprenorphine? 
In patients to be treated with agonist medications, should preference be given to 
methadone or buprenorphine? 
 
Summary of evidence 
Methadone results in lower rates of drop out than buprenorphine (RR=0.82; 95% CI: 
0.69-0.96). Data on heroin use is equivocal, including the possibility of less heroin use 
with buprenorphine (SMD= -0.12; 95% CI: -0.26- 0.02). A systematic review and meta-
analysis was conducted on this topic by the Cochrane collaboration in 2003 (Mattick, 
2003). Ten studies compared methadone and buprenorphine either using flexible dosing 
or at doses greater than 6mg buprenorphine or 50mg methadone. 
 
Discussion 
It seems clear that methadone retains patients in opioid agonist maintenance treatment 
longer than in substitution treatment with buprenorphine. This is a consistent finding of 
the clinical trials and fits with the pharmacology of methadone and buprenorphine, in 
that methadone patients are more likely to experience severe withdrawal symptoms if 
they miss doses. It seems that there is also less heroin use with methadone than 
buprenorphine at the doses compared. Higher doses of buprenorphine may result in 
greater reduction in heroin use as the capacity to block the effects of heroin appears to 
be dose dependent. Methadone is, however, significantly cheaper than buprenorphine 
when both are administered under supervision. 
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Some patients will prefer the effects of buprenorphine and making both treatments 
available will probably increase the number in treatment although the degree to which 
this occurs is difficult to determine. 
 
Conclusion 
In studies to date, methadone was shown to be more effective in retaining people in 
treatment and reducing illict opioid use, however uses of higher doses of buprenorphine 
may produce different results. On this basis methadone should be considered the 
optimal treatment with buprenorphine reserved for patients in whom methadone is not 
wanted, inappropriate or ineffective, of for whom it is anticipated that buprenorphine 
will improve the quality of life in other ways. Buprenorphine might be a safer option 
but the evidence is not yet sufficient to advocate its value over methadone on this basis. 
This conclusion places a high value on treatment outcomes over possible safety 
differences, because of the high mortality due to untreated opioid dependence. 
Rec: In patients to be treated with opioid agonists, clinicians should use methadone 
maintenance treatment in preference to buprenorphine. 
Support of recommendation: Strong evidence**** 
It should be encouraged that methadone maintenance treatment to be provided in 
conjunction with psychosocial interventions such as regular counseling. Despite this 
general recommendation, individual reasons may lead to a preference for one 
medication. 
Reasons for use of buprenorphine include: previous response to buprenorphine or lack 
of response to methadone; short duration of action of methadone in the past; interaction 
between methadone and other medications taken; specific adverse effects of methadone; 
treatment availability; and patient preference. A stepped treatment of heroin dependence 
(Kakko et al 2007) appears equally efficient compared to optimally delivered 
methadone maintenance therapy. Together with prior data on the advantageous safety of 
buprenorphine, this suggests that broad implementation of strategies using 
buprenorphine as alternative treatment should be considered. 
Rec: Buprenorphine is effective for the treatment of opioid dependence and where 
available should be offered as alternative to methadone for opioid dependent patients. 
Support of recommendation: Strong evidence**** 
Remarks: Buprenorphine maintenance should be supported as a maintenance treatment, 
only where higher doses of methadone cannot be administered. The reasons for not 
applying the best available treatment should be investigated rather than promoting less 
effective treatment approaches. Given buprenorphine's different pharmacological 
properties, it may have advantages in some settings and under some policies where its 
relative safety and alternate-day administration are useful clinically compared to 
methadone. 
 
What doses of methadone should be used? 
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Summary of findings: 
High dose versus low dose. There is good evidence that high doses of methadone (above 
60mg) result in better retention in treatment and less heroin use than lower doses 
(Faggiano et al. 2003). Methadone doses above 60mg have higher rates of retention in 
treatment (RR 1.36; 95%CI 1.13 to 1.63) and higher rates of opioid abstinence in 
treatment (RR 1.59; 95%CI 1.16 to 2.18) and higher rates of cocaine abstinence (RR 
1.81; 95%CI 1.15 to 2.85) than lower doses (1-39mg) of methadone. Doctors should 
prescribe effective doses of methadone and be prepared to increase the dose if patients 
are still using illicit opioids. In studies in which patients were given fixed doses of 
methadone, higher doses (above 60mg) were more effective than low doses (1-39mg) in 
treatment retention and had higher rates of opioid abstinence (RR 1.59; 95%CI 1.16 to 
2.18) and higher rates of cocaine abstinence. Higher doses also had better retention in 
treatment in the long term (RR 1.23; 95%CI 1.05 to 1.45), compared to middle doses 
(40-59mg). 
 
Conclusions 
These findings are consistent with observational studies in which patients on higher 
doses of methadone have less heroin use then patients on middle or low doses. 
 
Clinical recommendation 
Rec: In patients being treated with agonist maintenance pharmacotherapy, clinicians 
should be encouraged to use adequate methadone doses, 60-120mg. 
Support of recommendation: Strong evidence**** 
Remarks: Clinicians should be encouraged to use high methadone doses and not to 
reduce their dose, particularly when they are still using illicit opioids. Strong 
recommendation, high quality evidence. 
What maintenance doses of buprenorphine should be used? 
Summary of findings 
Higher doses result in less heroin use than lower doses. In clinical trials, 12mg per day 
is more effective than 4mg per day, and two studies comparing 16mg/day to 8mg/day 
are equivocal including less heroin use in the 16mg group and no difference in the 95% 
confidence interval. Brain imaging and blockade studies, suggest that high rates of 
receptor occupancy and capacity to block heroin are obtained with 32mg than 16 mg 
and 24 mg, particularly when considering the effect over the 24 hours dosing interval, 
but there are no RCTs comparing these doses in clinical practice. 
Rec: In patients being treated with agonist pharmacotherapy, clinicians should be 
encouraged to use buprenorphine doses in the range of 8-24 mg. 
Support of recommendation: Strong evidence**** 
Remarks: The effectiveness of higher doses (16–32 mg) buprenorphine maintenance 
treatment has not been examined in clinical trials. In practice, the dose should be titrated 
to effect with the assumption that higher doses are likely to be more effective. 
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Strength of recommendation: Strong, high quality evidence.*** 
Should fixed or flexible dosing of agonist be used? 
Summary of findings 
There are no studies identified comparing fixed and flexible doses for methadone or 
buprenorphine maintenance treatment. Opinion is that flexible dosing schedules are 
preferable as the dose of methadone and buprenorphine should be increased until illicit 
opioid use ceases. Thereafter there should be frequent review of the dose without 
encouraging patients from becoming obsessed with minor changes in their dose. The 
methadone dose should be reviewed more frequently during induction and dose 
increases, after missed doses and on reduction. In general the patient should be 
reviewed at least monthly. 
Rec.: To maximize recruitment into, and retention in agonist maintenance treatment 
programs, policies and regulations should allow flexible dosing structures, without 
restriction on dose levels and the duration of treatment. 
Support of recommendation: expert opinion* 
Remarks: This recommendation takes place a high value on ethical and legal principles 
aim to prescribe controlled substances. 
 
Supervision of therapy, take away doses 
Treatment should be initiated with supervised dosing, assessing response to treatment, 
and subsequently allowing unsupervised doses to patients who demonstrate stability. 
The key elements of “stability” appear to include housing, employment, not being 
dependent on multiple drugs, and ceasing injecting after entering treatment. 
Rec.: Take away dosing can be recommended when stabilization of dose and social 
situation are achieved, and when there is a low risk of diversion. 
 
Prescriptions 
Legal requirements for prescriptions vary by jurisdiction, however in general a 
prescription for opioid agonist maintenance therapy should specify: 
• The name, address and telephone number of the doctor. 
• The name of the pharmacy. 
• The name and address of the patient. 
• The date of the prescription. 
• The preparation to be dispensed (i.e. methadone or buprenorphine). 
• The dose to be dispensed in milligrams (words and numbers). 
• The frequency of dispensing (daily, twice daily, alternate daily, three times a week). 
• The start and end dates of the prescription. 
• Whether all doses are to be supervised or taken home. 
Because of the potential seriousness of dosing errors, some jurisdictions ensure that the 
medical practitioner endorses a photograph of the patient which is given to the 
pharmacy or dispensing point. Also to reduce dosing errors, it is a requirement in some 
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jurisdictions for doses of opioids to be written in both words and figures. To reduce 
prescription fraud, it is useful to send a copy of the prescription to the pharmacy by 
facsimile or secure email. 
 
Dispensing 
Dispensing of methadone and buprenorphine may take place in a variety of settings. In 
specialist clinic settings, it is most useful to have a pharmacy or dispensary on site. This 
enables patients can be observed at each time of dosing. In this way, clinic staff is able 
to more thoroughly assess the patient, whom they would otherwise observe less 
frequently. In community settings, dispensing can occur at community pharmacies, 
although regulations in some countries allow buprenorphine to be dispensed in the 
physician's office. Dispensing staff can have a valuable contribution to multidisciplinary 
care planning. In the clinic setting this is more easily accommodated. In the community 
setting, medical staff should be encouraged to regularly discuss patients with the 
dispensing pharmacist to determine the number of missed doses and the level of 
intoxication on presentation for dosing. Methadone and buprenorphine should be kept in 
a secure safe, according to the national requirements, and the amounts checked and 
witnessed by a second party daily to ensure the amount used is reconciled with amount 
dispensed. Dispensing staff are generally pharmacists, although in most jurisdictions, 
medical and nursing staff can also dispense medication. Training for pharmacists in the 
issues involved in dispensing methadone and buprenorphine should be available, if not 
mandatory. Prior to dosing of methadone and buprenorphine, the pharmacists should: 
• establish the identity of the patient and confirm with the name on the prescription. 
• confirm that the patient is not intoxicated. 
• check that the prescription is valid and that the current day is a dosing day (i.e. for 

alternate or three times a week patients). 
• confirm the dose of the prescription. 
To further reduce dosing errors and assist with record keeping, computerized systems 
are available which confirm the identity of the patient with retinal or iris scanning and 
automatically dispense the dose on the prescription (after it has been entered by the 
pharmacist). It is vital not to dispense methadone or buprenorphine to people who are 
sedated or intoxicated as it may lead to oversedation. Dispensing staff must be skilled in 
the assessment of the degree of sedation and confident in refusing doses to intoxicated 
patients. It can be helpful to test breath alcohol levels if patients have been drinking. 
Patients who present intoxicated or sedated should be asked to return when the 
intoxication or sedation has worn off. The dose dispensed should be recorded in 
accordance with jurisdictional requirements. 
 
Administration of buprenorphine 
Buprenorphine tablets should be dispensed in a dry dosing cup. The number and dosage 
of tablets should be verified. Prior to administration, patient should be advised to place 
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the tablets under the tongue and not to swallow (tablets or saliva) until the tablets have 
dissolved (5 minutes on average) and the pharmacist should check the patients mouth 
cavity for absence of food or receptacles to divert buprenorphine. After administration, 
the pharmacist should check the patient's mouth cavity again to determine that the 
buprenorphine has dissolved and the patient should be offered a drink to rinse the mouth 
cavity. To avoid disputes over dose, patients should witness that they have received a 
dose in some way. If the patient attempts to spit their dose out, or to leave the 
dispensary before the dose has dissolved, the doctor should be informed. Crushing 
buprenorphine tablets into course granules has been tried in some places to limit 
diversion of buprenorphine although the efficacy of this approach has not been 
evaluated. 
 
Contra-indications and precautions to the use of opioid agonist maintenance therapy 
Methadone and buprenorphine are not suitable for people with decompensate liver 
disease (for example cirrhosis with jaundice and ascites) as they may precipitate hepatic 
encephalopathy. They may also worsen acute asthma and other causes of respiratory 
insufficiency. Other contra-indications listed by the manufacturers are: severe 
respiratory depression, acute alcoholism, head injury, raised intracranial pressure, 
ulcerative colitis, biliary colic, renal colic. Precautions for both include: high risk 
polydrug use, mental illness, low levels of neuroadaptation to opioids (i.e. recent 
incarceration), and significant concomitant medical problems. 

3.2 Access 

Rec: A national treatment strategy document should be developed, aiming for adequate 
coverage, quality and safety of treatment. 
When a treatment system is developed in any country, it should be planned as part of 
that communities overall resources to deal with health and social problems (WHO 
expert committee 30th report). Responses to substance use problems should be 
disseminated throughout the whole community and be population based, with an 
orientation towards "Health for All". 
Estimating the need is important for planning treatment services, and for reviewing the 
accessibility of services to different population groups. Estimating the number of opioid 
dependent people is difficult due to their under representation in large scale 
epidemiological surveys. Alternative techniques are capture recapture, back projection 
and multiplier from overdose rates, needle and syringe distribution numbers, numbers in 
opioid agonist maintenance treatment presentations to treatment centres (Hall, Ross, 
Lynskey, Law, & Degenhardt, 2000). Other methods of estimating treatment need are 
based on systems of treatment monitoring, especially measuring the demand for first 
time treatment. It is important to distinguish between demand and treatment need, 
keeping in mind that populations that have difficulty gaining access to treatment are 
women, the young, street children, refugees, the poor and minority ethnic and religious 
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groups. It is also important to have data on the number of patients treated with each 
modality. Data on numbers in opioid agonist maintenance treatment can be gathered 
from treatment centers and/or pharmacies dispensing methadone and buprenorphine in 
real time or intermittent basis. Data on numbers of people treated for detoxification is 
more difficult and requires a co-ordination of data from residential facilities, outpatient 
specialist services and primary care. Needs assessment is a formal systematic attempt to 
determine important gaps between what services are provided and what should be 
provided. It involves documenting important gaps between current and desired 
outcomes and then placing the gaps in order of priority for closure. 
In planning treatment systems, resources should be distributed in a way that delivers 
effective treatment to the most number of people. Available evidence suggests that 
opioid agonist maintenance treatment is the most cost effective treatment and should 
form the backbone of the treatment system for opioid dependence. Countries with 
established opioid agonist maintenance programs usually attract 40-40% of dependent 
opioid users into opioid agonist maintenance treatment, with higher rates in some urban 
environments. Given the difference in cost between inpatient and outpatient withdrawal, 
inpatient facilities should be reserved for those with specific needs, the majority being 
encouraged to attempt opioid withdrawal as outpatients. Psychosocial services should 
be made available, particularly for people in opioid maintenance treatment, and those 
attempting to remain abstinent from opioids, although they need not be mandatory. 
In considering the balance of treatments types, funding should be evidence based. In 
general, opioid agonist maintenance is likely to be the most cost effective treatment, and 
treatment systems should aim to have no waiting list for opioid agonist maintenance 
treatment. Moderate levels of psychosocial support are generally more cost effective 
than intensive psychosocial support and priority should be on broad access to standard 
psychosocial support rather than intensive access for a reduced number. Health regions 
will need to examine their own needs and costs of services to determine the optimal 
balance of funding for treatment types. The different components of opioid dependence 
treatment programs have differing requirements for training and infrastructure. 
Outpatient psychosocially assisted pharmacotherapy (including opioid agonist 
maintenance therapy, outpatient opioid withdrawal, outpatient relapse prevention) 
requires as a minimum medical staff, dispensing staff and psychosocial support staff. 

3.3 Diagnosis and assessment 

Patient history and self report of drug use can be relied upon in most circumstances for 
making a diagnosis of dependence but they should be correlated with other methods of 
assessment, including the clinical examination and history from family and friends. 
Urinanalysis should not be used to diagnose presence or absence of dependence. 
Clinicians should differentiate between dependence and harmful use as it has 
implications for the appropriate treatment strategy. Previous history of opioid 
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dependence and treatment should not exclude patients from further entry to treatment 
programs. 

Diagnosis of opioid dependence 
One important role of the assessment process is to confirm the diagnosis of opioid 
dependence. In particular the degree of neuroadaptation must be determined before the 
administration of methadone or buprenorphine. The international classification of 
diseases (10th edition) defines opioid dependence a cluster of physiological, behavioural, 
and cognitive phenomena in which the use of opioid takes on a much higher priority for 
a given individual than other behaviours that once had greater value. A central 
descriptive characteristic of the dependence syndrome is the desire (often strong, 
sometimes overpowering) to take opioid (which may or may not have been medically 
prescribed). There may be evidence that return to substance use after a period of 
abstinence leads to a more rapid reappearance of other features of the syndrome than 
occurs with nondependent individuals. 
How should the diagnosis of opioid dependence be made? 
Rec: The diagnosis of opioid dependence and other medical conditions should be made 
by trained health care personnel. If the diagnosis justifies an agonist maintenance 
treatment it should be accomplished by a trained physician. Social conditions should be 
determined by social workers or staff trained in social conditions. 
Support of recommendation: expert opinion* 
Rec: Patient history and self reported drug use are generally reliable, but for making a 
diagnosis of drug dependence other methods of assessment including and history from 
family and friends, the clinical examination and relevant investigations should take into 
account. 
 
The ICD-10 diagnostic criteria for opioid dependence: 
A definite diagnosis of dependence should usually be made only if three or more of the 
following have been experienced or exhibited at some time during the previous year: 
• a strong desire or sense of compulsion to take opioid. 
• difficulties in controlling opioid-taking behaviour in terms of its onset, termination, 

or levels of use. 
• a physiological withdrawal state when opioid use has ceased or been reduced, as 

evidenced by: the characteristic withdrawal syndrome for opioid; or use of the same 
(or a closely related) substance with the intention of relieving or avoiding withdrawal 
symptoms. 

• evidence of tolerance, such that increased doses of opioid are required in order to 
achieve effects originally produced by lower doses (clear examples of this are found 
in opiate-dependent individuals who may take daily doses sufficient to incapacitate 
or kill non-tolerant users). 
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• progressive neglect of alternative pleasures or interests because of opioid use, 
increased amount of time necessary to obtain or take the substance or to recover from 
its effects 

• persisting with opioid use despite clear evidence of overtly harmful consequences, 
such as depressive mood states consequent to periods of heavy substance use, or 
drug-related impairment of cognitive functioning; efforts should be made to 
determine that the user was actually, or could be expected to be, aware of the nature 
and extent of the harm. 

• Narrowing of the personal repertoire of patterns of opioid use has also been 
described as a characteristic feature. 

It is an essential characteristic of the dependence syndrome that either opioid taking or a 
desire to take opioid should be present; the subjective awareness of compulsion to use 
drugs is most commonly seen during attempts to stop or control substance use. This 
diagnostic requirement would exclude, for instance, surgical patients given opioid drugs 
for the relief of pain, who may show signs of an opioid withdrawal state when drugs are 
not given but who have no desire to continue taking drugs. 
Rec: Clinicians should differentiate between dependence and harmful use of all 
substances used as it has implications for the appropriate treatment strategy. 
Strength of evidence: expert opinion* 

Assessment 
Other important functions of the assessment are to determine physical, psychological 
and social health care needs. Included in the assessment should be past treatment 
experiences, living conditions, legal issues, occupational situation, social and cultural 
factors, that may influence drug use. 
 
Recommendations 
Rec: A detailed individual assessment of treatment needs includes: past treatment 
experiences; medical and psychiatric history; living conditions; legal issues; 
occupational situation; and social and cultural factors, that may influence drug use. 
Rec: Patients should have proof of identity before commencing treatment with 
controlled medicines. The patient must be able to give informed consent before 
treatment. 
Rec: Voluntary testing should be offered as part of an individual assessment, 
accompanied by pre- and post- test counselling. 
In places in which the prevalence if HIV is high in injecting drug users, HIV testing 
should be offered on an "opt out", rather than an "opt in" basis, because of risk to others. 
Serology testing for Hep B and Hep C testing should be considered, given the 
availability of treatment for both viruses and a vaccine for hepatitis B. 
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Rec: All patients who have not been exposed to hepatitis B should be vaccinated against 
it, with consideration given to accelerated vaccination schedule to improve completion 
rates. 
Rec: Voluntary pregnancy testing should be offered as part of an individual assessment. 
Pregnancy testing should be offered to all women as it may influence the choice of 
treatment. 
Urinalysis alone should not be used to diagnose presence or absence of dependence but 
can offer additional information which should be interpreted in the light of other aspects 
of the assessment. A negative urine drug screen, in the absence of withdrawal features 
on examination would indicate a low level of neuroadaptation and should prompt 
caution in the use of sedative medication. Urine testing is also useful to identify other 
unknown substances that have been ingested. On the other hand, waiting on results of 
urinalysis to confirm dependence can delay entry or be a barrier to appropriate treatment 
programs and can be expensive. Where they are affordable, it is suggested that urine 
drug screens be routinely collected as part of the assessment although treatment should 
not be delayed unless the remainder of the assessment raises doubts about the diagnosis. 
Naloxone challenge testing should not be routinely used to confirm the current 
neuroadaptation as it can induce significant withdrawal effects and the same 
information can be gathered from urine drug screening. Sometimes it is not possible to 
make a complete assessment on one day. The patient may be intoxicated, or in 
withdrawal or in crisis and have limited time. It may be necessary to make an initial 
plan based on the initial assessment which will then evolve over time with more 
comprehensive assessment and the response to initial treatment. 

3.4 Management 

Provision of care 
Pharmacotherapy of opioid dependence should be developed as a part of an overall 
treatment system that includes other treatment modalities to ensure that available 
treatment options match diverse, multiple and changing needs of people with opioid 
dependence. Pharmacological treatment of opioid dependence can be provided in 
primary health care, expanding treatment coverage. To achieve better coverage and 
treatment outcomes, pharmacological treatment of opioid dependence should be 
provided free of charge, or covered by health insurance. The choice of treatment for an 
individual should be based on a detailed assessment of the treatment needs, evidence-
based appropriateness of treatment to meet those needs, patient acceptability, and 
treatment availability. Voluntary testing of blood born diseases should be offered as part 
of an individual assessment, accompanied by pre- and post- test counselling. Health 
care providers involved in the treatment of an individual, and patients themselves, 
should have access to patient data according to national regulations. Central registration 
of patients receiving agonist treatment is acceptable and is recommended, if feasible, 
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and if access to the register is restricted to health authorities. Involuntary discharge from 
treatment is justified only if there is repeated violence, or there is evidence of diversion 
or dealing on the treatment premises. Noncompliance with program rules should not be 
a reason for involuntary discharge. 

Programme duration 
In some cases, a simple and short-term intervention such as assistance with opioid 
withdrawal will result in an immediate and lasting improvement. However, in many 
others, treatment will have to be regarded as a long-term, or even a life-time process, 
with the occasional relapse. The aim of treatment services in such instances is not only 
to reduce or cease opioid use, but also to improve their health or social functioning 
gradually, to encourage them to try again, or to avoid some of the more serious 
consequences of drug use. This does not imply that practitioners should assume that 
treatment is unsuccessful in such patients. On the contrary, treatment should be viewed 
as supporting the natural and long-term process of change and recovery. In this context, 
the start of the treatment process is a time for the clinician and the patient to consider 
the current circumstances and, in the light of previous experiences, make plans towards 
mutual treatment goals. 

Staffing/ Competencies 
• Medical staff 
Medical staff are required for prescription of pharmacotherapy. They should also play a 
leading role in the assessment and discussions around treatment matching. In specialist 
clinics, medical staff should be supervised by a medical or psychiatric specialist in the 
treatment of substance dependence. In generalist settings, general practitioners and other 
medical staff should have a minimal level of training in the diagnosis and treatment of 
opioid dependence. This will vary depending on the undergraduate training in the field 
of substance abuse in that setting, the specific requirements for training can be to be 
determined in consultation with the specialist group caring for opioid dependent patients 
in that health area. Because of the potential for methadone and buprenorphine to do 
harm if prescribed inappropriately, many countries have a system of licensing medical 
staff to prescribe opioid agonist maintenance treatment. Ideally, all medical staff 
working in the field of substance abuse should have some avenue for clinical 
supervision, be it from peers, senior colleagues or professional supervision. This helps 
to avoid inappropriate prescribing and maintain professionalism between medical staff 
and patients. To increase efficiency, medical staff may delegate some of their 
responsibilities to nursing and other health care staff, in accordance with local 
regulations. Because of the cost and availability of medical staff, in many occasions 
nursing and other health care staff may have more experience than medical staff and this 
should be reflected in a multidisciplinary approach to decision making. 
• Psychosocial support staff 
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Traditionally psychosocial support staff have come from a variety of professional and 
non professional backgrounds. Many staff have been substance dependent themselves. 
To ensure professionalism and consistency of service delivery, a certain minimal 
training in professionalism and substance dependence is advisable. Further training 
requirements depend on the nature of the psychosocial intervention being offered. 
Rec: National health authorities should ensure that treatment providers have sufficient 
skills and qualifications to use controlled substances appropriately. These requirements 
may include compulsory post graduate training and certification, continuing education 
and licensing. 

3.5  Ethical principles of care 

Ethical principles should be considered with clinical trial evidence when making 
clinical decision for the treatment of dependent opioid users, respecting the human 
rights of opioid dependent individuals at all times. Treatment decisions should be based 
on standard principles of medical care ethics, with equitalble access provided to 
treatment and psychosocial support that best meet the needs of the individual patient. 
Treatment should respect and validate the autonomy of the individual, with patients 
being fully informed about the risks and benefits of treatment choices. The use of legal 
coercion into treatment for opioid dependence should respect basic ethical and legal 
principles. Furthermore, programs should create supportive environments and treatment 
relationships to facilitate treatment, providing co-ordinated treatment of co-morbid 
mental and physical disorders and addressing relevant psychosocial factors. Substance 
dependence should be treated as a health and not a legal problem. Also taking into 
account multiple medical problems associated with opioid dependence and nature of 
pharmacological treatment, health care sector should be given a priority for provision of 
pharmacological treatment for opioid dependence. 

Involuntary discharge and other forms of limit setting 
Outcomes after involuntary discharge from treatment are poor, with relapse to heroin 
use occurring in 75% of patients (Kornor & Waal, 2005). 
Are there reasons for involuntary discharge from treatment? 
Rec: Involuntary discharge from treatment is justified only if there is repeated violence, 
or there is evidence of diversion or dealing on the treatment premises. Noncompliant 
with program rules should not be a reason for involuntary discharge. 
One of the primary responsibilities of a treatment service is to protect its staff and 
patients from harm. If a situation arises in which the past behaviour of a patient would 
indicate that there is a significant risk of harm to other patients or staff then the 
treatment service must act to reduce that risk, discharging the patient if necessary. Such 
situations are potentially avoidable if the patient's behaviour is identified and managed 
at an earlier stage. Sometimes called "limit setting", the effective treatment service will 
have clear boundaries on what is and what is not acceptable behaviour and will apply 
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the limits consistently and transparently to all patients. To avoid replicating the rejection 
that patients experience from other parts of society, limit setting must have a graded 
response including positive feedback for "good behaviour", minimal responses such as 
being refused a dose while intoxicated, and final responses such as treatment discharge 
and calling the police. Application of excessive responses for minor breaches of rules 
will result in many people being discharged when they could have gone on to do well 
from treatment. Application of no responses to significant breaches of rules risks harm 
to other patients and staff, and also does not assist the patient in question. Each service 
will have to decide on its own rules and where it sets its limits depending on cultural 
norms, the goals of treatment in that setting and the political environment which allows 
the treatment to continue. Treatment rules are often very different for a withdrawal 
facility or therapeutic community aimed at abstinence to a opioid agonist maintenance 
program aimed at reducing mortality and morbidity associated with opioid dependence 
and improving quality of life. Whatever limits are set, it is vital that they are 
consistently applied by all treatment staff. In this way patients will learn quickly what 
the limits are. Some patients will push the boundaries when there is a perceived 
difference in application of limit setting by staff. Sometimes called "splitting", this risks 
setting treatment staff against each other with resulting poorer outcomes for the patients. 
Even if an incident is serious enough to warrant abrupt discharge, agencies should use 
this as an occasion to review whether they have done all they can not to provoke or 
permit such behaviour. Treatment services should have a mechanism of reporting 
incidents when they occur, including "near misses" and unexpected adverse outcomes, 
which should be reviewed regularly by a team including someone responsible for the 
clinical governance of the service. Initiatives to reduce such incidents might include 
measures to train staff in non judgemental and non-confrontational communication 
strategies, reducing waiting time for appointments and medication, frequent review of 
patient treatment, family and employment friendly practices, and the presence of 
security. 
Are there special measures to be taken before involuntary discharge? 
Rec: Before involuntary discharge, reasonable measures to improve the situation should 
be taken including re-evaluation of the treatment approach taken. 
If the situation does not warrant immediate discharge for the safety of staff and other 
patients than attempts should be made to resolve the situation without discharge, 
particularly if discharge is to no treatment. Patients should understand what is expected 
of them, and there should be clear communication when behaviour crosses those 
boundaries. When alternative options are not appropriate or have been exhausted, 
attempts should be made to transfer the patient to another treatment service. 
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Patient records 
Rec: Medical records should include treatment history, present health and social status, 
diagnosis, treatment plans and their revisions, referrals, consent, prescribed drugs, other 
medical and social interventions and laboratory findings. 
Every contact between the health service and the patient should be recorded in the 
medical record. The record should be contemporary and clearly legible. Each entry 
should be signed and dated. 
Rec: Health care providers involved in the treatment of an individual, and patients 
themselves, should have access to patient data according to national regulations. 
Rec: Generally health care providers or other personnel involved in patient treatment 
cannot share information about patients with police and other law enforcement 
authorities, except if a patient approves, or if required by law.  
In some circumstances, professional standards may be to breach confidentiality, for 
example if the life of the patient is at risk of if the life of a child is at risk. In these 
situations, professional staff should balance the rights of the patient to privacy against 
the duty to protect and seek advice from their professional body if unsure. Such 
breaches of confidentiality are generally allowed under law, or may in some cases be 
required by law. As a general rule, patients should have access to their own medical 
records. This may be limited in some situations if is not in the patient's best interest to 
view his or her own records. 

Registration of patients 
Rec: Central registration of patients receiving agonist treatment is acceptable and is 
recommended, if feasible, and if access to the register is restricted to health authorities. 
The benefit of central registration of patients is that it prevents patients from receiving 
methadone or buprenorphine from more than one source. It can also be used to limit 
access to other controlled medicines requiring central approval, such as other opioids. 
The adverse effects of central registration are that it has the potential for breach of 
privacy and this may deter some patients from entering treatment, it can delay the 
commencement of treatment, and it uses resources which could otherwise be used for 
treatment. 
Should patients have proof of identity before entering treatments? 
Rec: Patients should have proof of identity before commencing treatment with 
controlled medicines 
In most countries, writing a prescription requires identifying the patient, however in 
some countries anonymous prescription for methadone is allowed. Central registration 
is not possible without identifying patients. 

Public vs. private treatment 
Should the public health sector be involved in provision of treatment? 
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Rec: Funding and equitable access to treatment should be assured for the appropriate 
treatment approaches in each national situation, according to the burden of disease. 
If the country has a public universal healthcare system, then this should include access 
to opioid dependence treatment. 

Payment for treatment of opioid dependence 
Should patients be required to pay for their pharmacological treatment of opioid 
dependence? 
Rec: To achieve better coverage and treatment outcomes, pharmacological treatment of 
opioid dependence should be provided free of charge, or covered by health insurance. 

Supervision of methadone/buprenorphine 
Should methadone and buprenorphine be supervised? 
Research indicates that diversion will occur with both methadone and buprenorphine if 
they are unsupervised. With buprenorphine, the extent of diversion will also depend on 
the degree of supervision, as it is easier to divert a tablet placed under the tongue than a 
liquid. The main problems with methadone diversion are the risk of methadone injecting 
and fatal overdose in non dependent people. The main problems with buprenorphine 
diversion are non-medical use of buprenorphine with potential development of 
dependence syndrome, the risks associated with injecting buprenorphine (Hepatitis C, 
HIV, endocarditis, local infections). On balance, initiating treatment with supervised 
dosing, assessing response to treatment, and subsequently allowing unsupervised doses 
to patients who demonstrate stability, appears to: have a substantial effect in reducing 
diversion, probably not diminish efficacy, and have support from consumers. The key 
elements of “stability” appear to include housing, employment, not being dependent on 
multiple drugs, and ceasing injecting after entering treatment. Supervision of doses of 
methadone and buprenorphine is recommended for all patients unless they have 
demonstrated that they are a low risk of diversion. 
Are there measures to minimize diversion? 
Rec: Normal legal restrictions, staff training and adequate take away policy can 
minimize diversion. 
What are conditions for take home dosages? 
Rec:. Take home dosing can be recommended when stabilization of dose and social 
situation are achieved, and when there is a low risk of diversion. 
Rec: To optimize the sustainability of programs, there should be systems to prevent or 
minimize diversion of pharmacotherapy, and to monitor the benefits of treatment. As a 
minimum, this would include systems that monitor the extent of diversion. 
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Appendix  

List of natural, synthetic and semi-synthetic opioids 
(Brunton, Lazo & Parker, 2005) 

 
Natural opioids 
Endogenous opioids 
Endorphins 
Dynorphins 
Encephalins 
Alkaloids found in opium 
Morphine 
Thebaine 
Codeine 
Papaverine 
 
Semi synthetic opioids 
Diacetylmorphine (heroin) 
Dihydrocodeine 
Hydrocodone 
Hydromorphone 
Nicomorphine 
Oxycodone 
Oxymorphone 
 
Synthetic opioids 
Anilidopiperidines 
Fentanyl 
Alphamethylfentanyl 
Alfentanil 
Sufentanil 
Remifentanil 
Carfentanyl 
Ohmefentanyl 
 
Phenylpiperidines 
Nocaine 
Pethidine (meperidine) 
Ketobemidone 
MPPP 
Allylprodine 
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Prodine 
PEPAP 
 
Diphenylpropylamine derivates 
Propoxyphene 
Dextropropoxyphene 
Dextromoramide 
Bezitramide 
Piritramide 
Methadone 
Dipipanone 
Levo-alphacetylmethadol (LAAM) 
Loperamide 
Diphenoxylate 
 
Benzomorphane derivatives 
Pentazocine 
Phenazocine 
 
Oripavine derivatives 
Buprenorphine 
Etorphine 
 
Morphinan derivatives 
Butorphanol 
Nalbuphine 
Levorphanol 
Levomethorphan 
 
Others 
Dezocine 
Lefetamine 
Tilidine 
Tramadol 
 
Opioid antagonists 
Nalmefene 
Naloxone 
Naltrexone 
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1 Introduction Psychosocial treatment 

Psychosocial treatment is an expanding field in the context of treatment of drug 
dependence. There is no single method, but a set of different forms of psychosocial 
interventions offered to people. There are a vast number of psychosocial methods 
available for drug dependence, even if the methods on one hand might look very 
different; they have some things in common: 
• Focus on the misuse. 
• The treatment is structured around the patient/treatment. 
• Sufficient amount of time for treatment. 
• Focus on both the misuse and the psychological factors (Fridell 2007). 
The psychosocial methods can be divided into supportive methods, re-educative 
methods and re-constructive or psychodynamic oriented methods (Berglund et al. 2001 
p. 12). Table 1 shows an overview of different methods referred to as psychosocial 
treatment. A great deal of the material in this overview comes from the meta analysis 
the Swedish council of technology assessment in health care (SBU 2001, Berglund et al. 
2001) which was an initiative to establish an evidence-based practice platform. 
However, this study has been subject for critique. For example Pedersen (2005) point 
out that there are problems in the comparison and in the different interventions 
categories. At the same time the SBU-study is an important pioneering piece of work in 
a relative new field of research. 
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Table 1:  
Different categories of treatment, aims and methods. Developed after Berglund et al. 
(2003) and Models of care (2006). 

Method Aim Example of 
interventions 

Supportive “The aim of supportive methods is to return 
the patient to emotional balance after a crisis 
and breakdown. In substance abuse, becoming 
drug-free is a goal. Symptom relief and new 
adequate, adjustment strategies are key 
objectives” (Berglund 2003 p. 326) 

Institutional treatment 
 
Structure-enhancing 
interventions 
 
Case management 

Re-educative “Key goals include symptom relief, 
modification of evident behaviour, and active 
acquisition of new and more adaptive 
behaviours.” (ibid, p. 329) 

Drug counselling 
 
12-step model 
Contingency 
management 
 
Relapse prevention 
therapy 

Re-
constructive 

“A common characteristic of dynamically 
oriented types of treatment is the focus on 
interaction between patient and caregiver, 
where generalisation of previous experiences, 
behaviours, and thought patterns to the current 
therapy situation (transference) provides the 
material for work and change. Goals are 
symptom relief and personality growth. 
Insight into one’s own reaction patterns and 
conflicts are viewed as a condition for 
change.” (ibid, p. 333) 
 

Interpersonal 
psychotherapy 
 

 
Structured psychosocial interventions should according to the Models of care (2006, p. 
43) be: 
• Clearly defined. 
• Evidence based. 
• Delivered as part of clients care plan. 
• Normally time limited. 
• Delivered by a practitioner. 
• Should be competent and adequate training. 
• Should receive regular clinical supervision (Irving et al 1999). 
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The treatment should be identified within a care-plan and can be delivered individually 
or in group sessions. Due to the fact that the treatments are different in traditions, 
design, staff and outcome, it is difficult to compare them. What is clear is that some 
form of psychosocial treatment is better than no treatment at all (Berglund et al. 2003). 
There is no silver-bullet method, no single method is better than any other 
(Socialstyrelsen 2001). 

1.1 Aims and objectives 

Psychosocial treatment is not a single method, but includes different forms of therapies. 
The idea is that the therapist and the client should cooperate. The significance of this 
cooperation is to avoid direct confrontation and instead base the interaction on trust and 
understanding. A very important part of the treatment is that the patient should be active 
and learn about his or her specific situation, through self-exploration and data gathering. 
This data is a ground for discussion in the sessions with the therapist. The role of the 
therapist is to share knowledge about different factors that may be important reasons for 
drug- or alcoholic misuse. The aim is that the client should learn about those reasons 
and be able to understand why he or she has problems and what to do about it. An 
important part of the therapy is for the problematic drug users to become more aware of 
the negative consequences of the dependence and instead develop a larger self-control, 
become calmer and more active when it comes to choices of life. Different forms of 
therapy includes role playing and concrete practices when it comes to different social 
areas, such as not being late to appointments, buying food and contact with the social 
governments. 
Inpatient drug and alcohol misuses treatment programmes are designed for drug and 
alcohol misuse disorder (Models of care 2006 p. 90). The aim is to support the addict 
both in order get free from his/her drug use, but also help with creating a social context 
(Berglund et al. 2001). 
The residential treatment takes place in many various settings and includes both long-
term and short-term placements in residential treatment facilities, prisons and other 
criminal justice facilities, involuntary institutions and halfway houses. In the Models of 
care, Residential treatment is described as follows: 
“Residential rehabilitation programmes aim to engender and maintain abstinence in a 
residential setting. It is recognised that people with complex problems related to drug 
misuse may require respite and an intense programme of support and care which cannot 
realistically be delivered in a community or outpatient setting.” (Models of care p. 99). 

2 Research evidence base 

Previous research shows that that one way to succeed is to combine psychosocial 
treatment with some substitution maintenance treatment (Berglund et al. 2001). In this 
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section we will discuss different psychosocial treatments and inpatient/residential 
treatment. 

2.1 Counselling 

The most common form of psychosocial treatment is different forms of care-planned 
counselling, and that is defined as: ‘…formal structured counselling approaches with 
assessment, clearly defined treatment, plans and treatment goals and regular reviews, as 
opposed to advise and information, drop-in support and informal key-working.’ 
(Models of Care 2002). 

2.2 Cognitive behavioural therapy 

Cognitive behavioural therapy (CBT) focuses on the interplay between the individual 
and the environment, and on solving problems. In the US Department of Health and 
Human services, brief interventions and brief therapies for substance abuse (TIP 34) it 
is stated that CBT represents: 
“(…) the integration of principles derived from behavioural theory, cognitive social 
learning theory, and cognitive therapy, and it provides the basis for a more inclusive and 
comprehensive approach towards to treating substance abuse disorders” (Lawton Barry 
1999, p. xxi). 
Previous research has shown that CBT has especially good outcome on cocaine misuse 
treatment used in a long term perspective, and that CBT to be more effective than other 
forms of psychosocial therapy when treating patients with more severe dependence 
(Schulte et al. 2007). Berglund states that only psycho therapy (cognitive, family and 
dynamic therapy) shows good results for up to a year of treatment when it comes to 
treatment of opium addiction in combination with methadone treatment. But when it 
comes to randomised controlled studies and cocaine abuse cognitive therapy shows no 
significant effects other than higher retention. Over all, Berglund states, it is the psycho 
therapies that show the highest retention. 
In NICE they write: “Evidence-based psychological treatments (in particular, cognitive 
behavioural therapy) should be considered for the treatment of comorbid depression and 
anxiety disorders in line with existing NICE guidance for people who misuse cannabis 
or stimulants, and for those who have achieved abstinence or are stabilised on opioid 
maintenance treatment.” (NICE, p. 14). 
They also write that: “Cognitive behavioural therapy and psychodynamic therapy 
focused on the treatment of drug misuse should not be offered routinely to people 
presenting for treatment of cannabis or stimulant misuse or those receiving opioid 
maintenance treatment.” (p. 14). 
The duration is flexible. Schulte et al (2007) write: “CBT has especially good outcomes 
in the long-term view and for different patient groups and especially for those with 
more severe dependence symptoms or co-morbid mental illness. It has been conducted 
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for cocaine dependence in a number of studies with good results, and also for other 
substances.” (Schulte et al. 2007, p. 88). 
In the Socialstyrelsen (2007) it is pointed out that psychosocial treatment per se have 
effects on drug dependence, but no individual form of psychosocial treatment is 
superior to another. Family therapy dynamic forms of therapy and CBT are more 
effective when it comes to continued participation in treatment (Socialstyrelsen 2007, p. 
138). 

2.3 Community Reinforcement Approach 

The Community Reinforcement Approach (CRA) aims to provide opportunities for the 
illicit drug user to re-structure his or her life situation. The approach aims to eliminate 
positive feelings of drug use and instead increase the positive attitude towards a life free 
from drug dependence. In many ways CRA is similar to Motivational Interviewing (MI) 
in that both therapies tries to enhance the clients will for change. There should be clear 
goals with living a drug free life, normally patient’s signs a “contract” with the care 
giver, saying that for a time being, a week, a month - that he or she will not use illicit 
drugs. CRA is suitable for both residential and out patient treatment, but due to the 
attempt to affect the client’s surroundings and that the patient then can stay in a familiar 
surrounding. CRA is mainly used as a method mainly to treat cocaine abuse. (Berglund 
et al. 2003). 
“Community reinforcement and family training is a manualised treatment programme 
that includes training in domestic violence precautions, motivational strategies, positive 
reinforcement training for carers and their significant other, and communication 
training. However, the primary aim of the treatment appears to be encouraging the 
person who misuses drugs to enter treatment. This intervention consists of up to five 
sessions.” (NICE, p. 202). 
Flexible settings, often in inpatient programmes and in combination with vouchers, but 
also in outpatient treatment contexts (Azarien, et al. 1982). 

2.4 Group therapy 

Group therapy is a form of counselling where one or several therapists treat groups of 
clients together as a group. Examples of treatments that effectively can be carried out in 
groups are cognitive behavioural therapy or interpersonal therapy. It draws on a 
combination of different theories (NHS 2002). 
Studies have found that well-structured 12 step therapy and well-structured cognitive 
behavioural therapy both produce equal outcomes and are preferred in routine clinical 
care. An important part is the degree of interactive acquisition, i.e. how well the 
individuals in the group take ownership of the problem. Since all members in the group 
are in a similar situation it might be easier to discuss the problems and get social 
support (NHS, 2002). At the same time the drug addicts’ problems may be hard to 
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handle also in a group discussion. Group therapy has showed to be particularly effective 
when it comes to treating depression (McDermut W et al. 2001). 

2.5 Motivational interviewing 

Motivational interviewing (MI) was developed by the clinical psychologists Miller and 
Rollnick (2003). Motivations can be seen in relation to something or someone. It may 
not be something that a person lacks or have, but is changeable and flexible and can be 
influenced. It can change rapidly and is very affected by the state of mind of the person; 
abstinence can affect an individual’s motivation. The starting point must be the patient’s 
own experiences and emotions. Care givers must try to understand the logical reactions, 
based on previous experiences, that the patient makes, and from there point out the 
difference in the experienced situation and how the patient would like it to be. MI states 
very clearly that a week motivation is not to regard as lack of motivation, motivation is 
changeable, not a personal trait. 
Motivational Interviewing (MI) is often used as a brief intervention. It focuses on 
enhancing patients’ motivation to change behaviour. MI is both guiding and focused of 
the patient. The main idea is that the therapist should use the users’ feelings for the drug 
use as a starting point in the therapy. He or she should be supportive and optimistic 
regarding the chances of success (Socialstyrelsen, p. 14). The method is often used 
together with medical treatment, such as Subutex. The time of treatment is rather short 
and should be limited in time. (Socialstyrelsen, p. 15). 
In a methadone study, Saunders investigated MI’s effect as a compliment in treatment. 
Among the heroine abusers that received MI, reported fewer drug related problems, 
fewer relapse and stayed longer in the methadone programme. According to Schulte et 
al (2007) MI has “especially good outcomes for patients with lower initial motivation 
than for those with higher initial motivation” (p. 91). The method shows good results 
for cannabis use and heroin use. They conclude that there are moderate evidence that. 

2.6 Relapse prevention therapy 

Relapse prevention therapy (RPT) focuses on different ways to handle breakdowns 
when the patients are trying to change their behaviour. It can be both a treatment 
programme for use following the treatment of additive behaviours and used as stand-
alone treatment programme. RPT aims to provide users with self-control techniques in 
order to identify risks and cope with changes in their behaviour to avoid relapse. RPT is 
a combination of behavioural and cognitive interventions and emphasises self-
management (Parks and Marlatt 2000). 
Carroll et al. (1991) found in a study evidence that RPT helped users avoid relapse after 
finished treatment. This was most significant for cocaine abusers. After 6 - 12 month 
the cocaine abusers which participated in the study and got a combination of relapse 
therapy and CBT where still drug free. 
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Teaching clients strategies to: understand relapse as a process, identify and cope 
effectively with high-risk situations, cope with urges and craving, implement damage 
control procedures during a lapse to minimize its negative consequences, stay engaged 
in treatment even after a relapse, and learn how to create a more balanced lifestyle. 

2.7 Contingency management 

Contingency management focuses on changing a learnt behaviour into a new one. This 
is done by different means of rewarding good behaviour, for example through shopping 
vouchers. In NICE Clinical guidelines they write: 
“Drug services should introduce contingency management programmes (…) to deduce 
illicit drug use and/or promote: Engagement with services for people receiving 
methadone maintenance treatment Abstinence and/or engagement with services for 
people who primarily misuse stimulants” (NICE 2007, p.10). 

2.8 The 12 step programme 

The 12 step programme is based on cognitive theories and traditions. The 12 step 
programme has its traditions in the US, and has its base in AA and NA group meetings. 
The 12 step programme is per say no method, since it is based on the individuals own 
personal experiences and not on scientific research. The 12 step programme has a strong 
position in both residential and outpatient care and is used as a control condition for 
other treatment interventions. (Berglund et al. 2003) 

2.9 Case-Management 

Supportive methods aim to let the patient find an emotional balance and a drug-free life. 
Methods referred to as supportive is counselling, relaxing, acupuncture, environmental 
therapeutic methods, case-management and pharmacological forms of treatment. For the 
patient the goal is to find new life strategies and to ease the symptoms. 
CMSA defines case management as “a collaborative process of assessment, planning, 
facilitation and advocacy for options and services to meet an individual's health needs 
through communication and available resources to promote quality cost-effective 
outcomes. “ (CMSA 2008). 
Usually case-management are divided into four models (Vanderplachen et al., p. 138); 
• Generalist or Standard Case Management - close interaction between case manager 

and client. 
• Assertive community treatment (ACT) /intensive case management – the aim is to 

work as a team of case. 
• Clinical models – combines case management and clinical actives. 
• Strength based case management – focusing on the clients strengths and the use of 

informal help networks area of expertise in order to get an enhanced possibility to 
give the client the right support. 
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Case management has been used in drug treatment since the beginning of the 1980s. It 
is based on the recognition that the misuses often have significant problems in additions 
to their drug misuse. Case management is most often used as a treatment in the USA 
and Canada, but there have been European programmes in Germany, Belgium and the 
Netherlands. The intention with case management can be described as providing 
continuous supportive care when it comes to contact with other helping resources 
(Wanderplasshen et al. 2005). Case managements have five core functions: 
• Assessment 
• Planning 
• Linking 
• Monitoring 
• Advocacy 

2.9.1 Outcomes of case management 
Earlier studies from Lightfoot et al. (1982), Willenbring, et al. (1991), report positive 
outcomes of case management. There is ongoing research which model suits which 
population best (Wanderplasshen et al. 2005). 
 
Generalist or Standard Case Management 
Wanderplasshen et al. states that the effects of applying the standard case management 
model mainly was about “improved treatment participation and retention” (ibid, p. 143). 
Positive effects reported in uncontrolled studies “could not always be maintained over 
time.” (ibid, p.144). They conclude: 
“Some evidence is available concerning the effectiveness of generalist case 
management for enhancing treatment participation and retention. Generalist case 
management might be appropriate for this purpose among several substance abusing 
populations, but needs to combined over time with other interventions or with more 
intensive or specialised models of case management in order to affect clients’ 
psychosocial functioning.” (ibid p. 144). 
 
Assertive community treatment (ACT) /intensive case management 
Wanderplasshen et al. found nine randomized and controlled trials. Five of those 
showed significant differential effects of intensive case managements ACT when 
compared with other interventions (p. 142). They point out that there are few repetitions 
of results between the studies. They write: 
“Intensive case management appears to be most effective for extremely problematic 
substance abusers, such as chronic public inebriates and dually diagnosed individuals, 
since this intervention helps to stabilize and improve psychosocial functioning and to 
reduce utilization of expensive inpatient services.” (ibid. p.142). 
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In uncontrolled studies there is evidence that intensive case management is effective, 
something not present in controlled studies due to the lack of repetition of results 
between studies. 
 
Clinical Case Management 
Wanderplasshen et al. writes that since there are no randomized and controlled trials 
that have assessed the effectiveness of the Clinical Case Management there is no 
evidence. (ibid, p. 144). 
 
Strength-based case management 
According to Wanderplasshen et al. (ibid) little evidence is available when it comes to 
the effectiveness strength-based case management. They write: 
“We conclude that some evidence exists for the effectiveness of strengths-based case 
management to improve employment functioning and treatment participation and 
retention. Given its role in addressing denial and resistance, its appreciation among 
clients and its potential positive effects, a strengths-perspective on case management 
might help to enhance treatment participation and retention among persons with little or 
no motivations for change.” (ibid, p. 143). 

2.10 Inpatient and residential treatment 

It can be very difficult to perform methodological randomized controlled studies within 
an institution or organisation. The main reason is that, even if the method used is similar 
between the organisations and institutions, the result may vary due to various and 
different settings such as organisation structure, management and information. For 
example Fridell (1996) argues that the organisation of the care giver affects the actual 
care. Although we are discussing the same kind of intervention it differs a great deal 
from country to country, and also within different countries. This makes it hard to 
compare studies made in different countries and draw conclusions to create an evidence 
base. 
American studies have reported that the outcome of long-term residential rehabilitation 
programmes is in relation to how long the patient stayed in the programme. Also, long-
term residential programmes have shown to be cost-effective when it comes to treating 
problematic highly criminal clients. As well as short-term and other less intense 
programmes are better adapted for less problematic clients. (Models of Care, 2002) 
The Models of Care reports that there is limited evidence that TC is superior to other 
inpatient/residential treatments. When compared to community residence, there where 
no different evidence concerning treatment completion, but the day TC residential group 
had better results in attrition and abstinence rates. (Models of Care 2002 p 105). 
The difference between inpatient and residential treatment lies in where it takes place 
and how it is organized. Inpatient treatment takes place in a controlled environment, for 
example in a hospital. The patient stays at the hospital during the whole treatment 



 260 

period. Residential treatment, on the other side, means that the misuser participates in a 
programme providing both specialised non-hospital based and general interdisciplinary 
services twenty-four hours a day, all week long. In the residential environment the 
misuser receives services from staff. 
In the UK most residential programmes require that the patient is drug-free on entry but 
some residential programmes offers detoxification facilities. (Models of Care 2002) In 
general there are three types of residential treatment, therapeutic communities, 12-step 
programmes and various forms of general Christian houses. In return, the programmes 
within the treatment can be either long-term or short-term treatment. (ibid)  
According to NIDA therapeutic communities are: drug free programmes in a residential 
setting where the treatment settings levels are increased due to the person’s personal 
involvement (NIDA 1988). Group pressure and peer influence is used to help the 
individuals to re-learn social norms and skills. TC’s are highly structured programmes 
where the participants participate in the residential treatment for a longer time, usually 6 
to 12 months. 
The size of a residential treatment facility can vary in size. Usually the clients prefer to 
relocate for treatment and travel away from their familiar surroundings. (Models of Care 
2002). 

2.10.1 Short-term residential rehabilitation 
Short-term residential rehabilitation has a planned duration for six to 12 weeks. The 
patient usually takes part of a medically supervised withdrawal as a first step. 

2.10.2 Long-term residential rehabilitation 
The long-termed residential rehabilitation does not normally include a medically 
supervised withdrawal as a first treatment face. The duration for the programmes varies 
a great deal.  But according to the Models of Care the median time in treatment is 10 
weeks. (Models of Care) Normally long-term residential treatment is an ongoing 
process 24 hours a day for 12 weeks and longer. The most well known form of long-
term residential treatment is the therapeutic communities (TC) but there are also other 
forms of treatment. 

2.10.2 Halfway houses 
Halfway houses are also referred to as low-intensity rehabilitation. This is often the last 
step of a long-term residential treatment. Halfway houses are normally linked to the 
original programme, the clients are supposed to live drug free and the halfway house 
can be seen as a preparation for a life after treatment. The duration of halfway houses 
varies a great deal. (Models of Care 2002). 
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2.10.4 Therapeutic communities  
A therapeutic community (TC) is not a method, but rather a model for how to organize 
treatment of drug and alcohol misuse. The aim is to change the conditions for treatment 
through changing the abusers norms and values. According to Models of Care they are 
“based on democratic and de-institutionalised principles and aim at abstinence”. TC’s 
normally is group based and offer various forms of therapy. (Models of Care 2002). 

2.10.5 Compulsary/involuntary treatment 
NIDA, the National Institute on Drug Abuse in the USA, defines compulsory care as: 
Compulsory treatment may be defined as activities that increase the likelihood that drug 
abusers will enter and remain in treatment, change their behaviour in a socially desirable 
way, and sustain that change. (NIDA 1988 p. 1). 
In general there are three different kind of reasons how a person end up in compulsory 
care: 
• The Criminal justice system: a person is, without consent, sentenced to compulsory 

treatment in a treatment facility due to drug related crime. Or: 
• A person is sentenced to treatment within a prison without consent. 
• If a person who is undergoing voluntary treatment demands compulsory treatment if 

he/she tries to end treatment in advance. (LVM-utredningen 2004). 
Compulsory care can be problematic. The clients/patients can have great difficulties 
adjusting in the settlement. (Kinnunen A 1994) It is very difficult to talk about results 
when it comes to compulsory treatment. There are no randomised studies about the 
effect of compulsory treatment available. A study made by Gerdner, where 47 persons 
who had had compulsory treatment under the period 1998-2000, showed no positive or 
negative effect of the treatment (Gerdner A 2000). 

2.11 Key findings 

In the fact sheet below key findings are presented. There are several guides available 
covering the research area of psychosocial, inpatient and residential treatment. The main 
source of information for this guideline comes from NICE, Berglund and Schulte et al 
(2007) and NHS. 
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Method/issue Key point Strength of 
evidence Source 

Higher intensity in the treatment does not 
lead to better outcome 

** (Schulte, p. 87) 

Psychosocial interventions in addition to 
pharmacological treatment improve 
treatment outcomes in detoxification 

**** (Schulte, p. 87) 

Any psychosocial treatment is better than 
none 

****  

Effectiveness of treatment depends on staff 
training 

  

Psychosocial 
interventions in 
general  

Treatment for drug misuse should always 
involve a psychosocial component 

  

In moderating cocaine use CBT is more 
effective than the 12-step approaches 

**** (Shulte, p. 91) 

Homework compliance in a CBT treatment 
improves outcomes 

** (Shulte, p. 91) 

The effects of cognitive-behavioural 
interventions for cocaine dependence may 
be more durable than other psychotherapies 

*** (Shulte, p. 91) 

“Cognitive behavioural therapy and 
psychodynamic therapy focused on the 
treatment of drug misuse should not be 
offered routinely to people presenting for 
treatment of cannabis or stimulant misuse 
or those receiving opioid maintenance 
treatment” 

  

Cognitive-
Behavioural 
Therapy 

Evidence-based psychological treatments 
(in particular, cognitive behavioural 
therapy) should be considered for the 
treatment of co-morbid depression and 
anxiety disorders in line with existing 
NICE guidance for people who misuse 
cannabis or stimulants, and for those who 
have achieved abstinence or are stabilized 
on opioid maintenance treatment. 

 NICE 

Motivational Interviewing (MI) is effective 
to enhance motivation, retention rate, and 
reduction of use 

 (Schulte et. al, p. 
93) 

Motivational 
Interviewing 
(MI) 

Motivational Interviewing can help even as 
a single-session intervention 

** (Schulte et al. p. 
93) 
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Method/issue Key point Strength of 
evidence Source 

MI has “especially good outcomes for 
patients with lower initial motivation than 
for those with higher initial motivation” (p. 
91).  

 (Schulte et al. p. 
91) 

 

“Methods of Motivational Interviewing 
(MI) have shown effectiveness particularly 
for those with initial low motivation and 
less severe dependency.”  

 (Schulte et al. 
2007 p. 114) 

Community 
Reinforcement 
approach (CRA) 

Community Reinforcement Approach 
(CRA) in combination with vouchers as 
positive reinforcers can reduce cocaine use 

  

Vouchers and prizes as reinforcers show 
effectiveness on the short-term to reduce 
cocaine use 

*** (Schulte et al. p. 
99) 

The magnitude and immediacy of 
reinforcement may be critical to the 
efficacy of vouchers 

? (Schulte et al. p. 
99) Contingency 

management 
(CM) 

Contingency management in conjunction 
with pharmacotherapy may increase 
treatment retention and compliance for 
opiate dependence 

*** (Schulte et al. p. 
99 

Structured counselling can lead to 
moderation of cannabis and cocaine use 

** (Schulte et al.) 

Counselling & 
group 
counselling 

Counselling can be effective in different 
settings and combinations in reducing drug 
use and enhance treatment retention 

*  

Therapeutic 
Communities 
(TC) and other 
inpatient 
treatment 

TC are effective in maintaining abstinence, 
but not more than other inpatient treatment 
approaches. 

** (Schulte et al. p. 
106) 

Limited strength of evidence that best 
outcomes are associated with treatment 
duration of at least three month with at 
least weekly sessions. 

*  

Optimal length 
No significant difference between groups 
meeting twice or trice a week. 
 

?  
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Method/issue Key point Strength of 
evidence Source 

Structure Highly structured relapse prevention seems 
to be more effective than less structured 
interventions, with regard to cocaine users 
with co-morbid depression 

?  

Residential and 
inpatient settings 

The same interventions as is available in 
community settings should be available in 
residential and inpatient settings 

 (Nice, p. 14) 

Relapse People who have relapsed should have 
been offered an urgent assessment. 
Immediate access to treatment should be 
considered. 

 (Nice, s. 14-15) 
 

Strength of Evidence 

**** Strong evidence: High quality meta-analyses, systematic reviews including one or more RCT with a very low risk of bias, more 

than one RCT a very low risk of bias 

*** Moderate evidence: Limited systematic reviews, one RCT with a low risk of bias or more RCTs with a high risk of bias 

** Some evidence: one RCT limited by research factors or more case-control or cohort studies with a high risk of confounding 

* Expert opinion 

? Insufficient evidence/unclear/unable to assess (source: Schulte et al 2007, strength of evidence has been applied also to key 

findings from other sources based on this structure) 

Table 2 – key findings, psychosocial, inpatient and residential treatment 

3 Recommendations 

An important finding is that psychosocial treatment per se have effects on drug 
dependence, but no individual form of psychosocial treatment is superior to another (see 
e.g. Socialstyrelsen 2007; Shulte et al. 2006; Berglund, 2003). In the following we will 
walk through the different methods and see what recommendations are related to access 
to care, pathway, other structural aspects and management aspects. 

3.1 Counselling 

Counselling can effectively be used in different settings and combinations in reducing 
drug use and enhance treatment retention (Schulte et al. 2007). Structured counselling 
can lead to moderation of cannabis and cocaine use (Schulte et al. 2007). 

3.2 Cognitive behavioural therapy 

CBT can be provided in many different settings e.g. privately founded care, through and 
within the primary care system, inpatient/residential care, etc. Treatment for drug 
misuse should always involve a psychosocial component (Schulte et al. 2007, p. 91) 
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Homework compliance can be used in a CBT to improve outcomes (Schulte et al. 2007, 
p. 91). Psychosocial treatment has effects on drug dependence, but no individual form 
of psychosocial treatment is superior to another. Family therapy dynamic forms of 
therapy and CBT are more effective when it comes to continued participation in 
treatment (Socialstyrelsen, 2007, p. 138). 

3.3 Community reinforcement approach 

The community reinforcement approach can be carried out in inpatient programmes and 
in combination with vouchers, but also in outpatient treatment contexts. Community 
Reinforcement Approach (CRA) in combination with vouchers as positive reinforcers 
can reduce cocaine use. 

3.4 Group therapy 

It is important that the individuals in the group take ownership of the problem. 
If all members in the group are in a similar situation it might be easier to discuss the 
problems and get social support (NHS 2002). Group therapy is particularly effective 
when it comes to treating depression (McDermut W et al. 2001) 

3.5 Motivational interviewing 

Care givers must try to understand the logical reactions, based on previous experiences, 
that the patient makes, and from there point out the difference in the experienced 
situation and how the patient would like it to be. Methods of Motivational Interviewing 
(MI) have shown effectiveness particularly for those with initial low motivation and less 
severe dependency.” (Schulte et al. 2007, p. 114). Motivational Interviewing (MI) can 
be used to effectively enhance motivation, retention rate, and reduction of use. 
Motivational Interviewing can help even as a single-session intervention. 

3.6 Relapse prevention therapy 

Highly structured relapse prevention seems to be more effective than less structured 
interventions, with regard to cocaine users with co-morbid depression. People who have 
relapsed should be offered an urgent assessment. Immediate access to treatment should 
be considered. 

3.7 Contingency management 

The staff needs to be trained in “appropriate near-patient testing methods and in the 
delivery of contingency management” (NICE 2007). Vouchers and prizes as reinforcers 
can be used on the short-term to reduce cocaine use. The magnitude and immediacy of 
reinforcement may be critical to the efficacy of vouchers. Contingency management in 
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conjunction with pharmacotherapy may increase treatment retention and compliance for 
opiate dependence (Schulte et al., p. 99). 

3.8 The 12 step programme 

The 12 step programme can be used in both residential and outpatient care. The 12 step 
programme can be used as a control condition for other treatment interventions. 
(Berglund et al. 2003). 

3.9 Case management 

Generalist case management might be appropriate for enhancing treatment participation 
and retention. It can be combined with other interventions or with more intensive or 
specialised models of case management  (Wanderplasshen et al. 2005, p. 144). 
Intensive case management is most effective for extremely problematic substance 
abusers. It is also effective for treatment of chronic public inebriates and dual diagnosed 
individuals (ibid. p.142). 
A strengths-perspective on case management might help to enhance treatment 
participation and retention among persons with little or no motivations for change (ibid, 
p. 143). 

3.10 Inpatient and residential treatment 

The same interventions as is available in community settings should be available in 
residental and inpatient settings. All the different psychosocial treatments should be 
carried out by professional staff. Short-term and other less intense programmes are 
better adapted for less problematic clients. (Models of Care 2002). 

4 Final notes 

Many of the studies in this chapter comes from the US, Canada and England. Very few 
of them comes from the rest of Europe. It can be hazardous to take a method from the 
US and use it in societies, which have other conditions, such as in Europe (Uffe 
Pedersen 2005). There is no single best method, and the research discussed in this 
overview many times point this out. 
The few studies included in this guideline indicates that there is a scientific support for 
the use of psychosocial interventions. However, there are few studies and it is very 
difficult to draw any firm conclusion about which method is superior to another. It is 
indicated that all the different psychosocial treatments should be provided by 
professional staff. At the same time they are very flexible in their structure and can also 
to some degree be combined. One such combination is the use of methadone or subutex 
and psychosocial interventions. Further studies about the effects of psychosocial 
treatment, not at least based on European material, are recommended. 
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1 Introduction 

1.1  Definitions 

Context 
Detoxification denotes the clearing of toxins from the body of a patient who is 
intoxicated and/or dependent on substances of abuse. The term is also widely used to 
describe a set of interventions aimed at managing acute intoxication and withdrawal, so 
that the effects of drugs are eliminated from dependent users in a safe and effective 
manner (WHO, 2006). Supervised detoxification may prevent potentially life-
threatening complications that might occur if the patient was left untreated. 
Detoxification can also be seen as a form of palliative care for those who want to 
become abstinent or must observe mandatory abstinence because of their legal situation 
or because they have been hospitalized (SAMHSA, 1995). Detoxification is often used 
as a first step in the patient's drug treatment career. For example, some residential 
facilities require patients to have become drug-free before entering treatment and some 
methadone maintenance programmes require patients to have at least attempted 
detoxification.  

Philosophy and approach 
Detoxification needs to be placed in the context of other treatment interventions, for 
detoxification alone does not produce long-term abstinence. Detoxification should be 
managed in a way that causes as little discomfort as possible. Many addicts are anxious 
about detoxification and have fears about the effects of withdrawal, deterring some 
people from seeking treatment. The discomfort of withdrawal symptoms may lead the 
patient to leave treatment. 
As part of a continuum of care for substance-related disorders detoxification should 
consist of three essential components: evaluation, stabilization and fostering patient 
readiness for and entry into treatment (SAMHSA, 1995). Those people seeking 
detoxification should have access to all the components of the detoxification process no 
matter the setting or the level of intensity. All persons requiring treatment for substance 
use disorders should receive treatment of the same quality and appropriate 
thoroughness. Detoxification provides an important therapeutic encounter between the 
patient and the clinician and should be used as an opportunity to provide biomedical 
assessment, referral to appropriate services and linkage to treatment services (National 
Collaborating Centre for Mental Health, 2008a; SAMHSA, 1995). Detoxification 
should be delivered by staff who are competent in delivering the intervention and 
receive appropriate supervision (National Collaborating Centre for Mental Health, 



 274 

2008a).  It should also be remembered that detoxification is not often successful, 
particularly at the first attempt (UK. Department of Health, 2007). 
In order to obtain informed consent, treatment staff should give patients detailed 
information about detoxification and attendant risks. This information should include: 
• The physical and psychological characteristics of withdrawal 
• The use of non-pharmacological approaches to manage or to cope with withdrawal 

symptoms 
• The loss of opioid tolerance following detoxification and the resulting increased risk 

of overdose and death from illicit drug use that may be potentiated by the use of 
alcohol or benzodiazepines 

• The importance of continued support, along with psychosocial and appropriate 
pharmacological interventions, to maintain abstinence, treat comorbid mental health 
problems and reduce the risk of adverse outcomes, including death (National 
Collaborating Centre for Mental Health, 2008a).    

1.3 Relevance of the problem 
The European Monitoring Centre for Drugs and Drug Addiction (EMCDDA, 2008) 
have estimated an average prevalence of problem opioid use of between four and five 
cases per 1,000 of the population aged 15-64 in Europe and Norway. While drawing 
attention to the limited data supporting these estimates, the EMCDDA further  estimates 
that this rate suggests that 1.5 million people experience problem opioid use in Europe. 
Similar estimates for cocaine are not available for Europe as a whole but available for 
only three countries, Italy, Spain and the United Kingdom. Here the estimates from 
these countries are between three and six problem users of cocaine users per 1,000 
adults aged 15-64.  
 Using its Treatment Demand Indicator data the EMCDDA has recorded opioids as the 
principal drug in around 40% of the drug treatment requests recorded in 2005. Recent 
data suggests a decrease in new requests for opioid treatment, with Bulgaria and the 
United Kingdom as the only European countries not reporting a decrease.  In 2005, 
there were around 45,000 demands for treatment across Europe where cocaine was 
reported as the primary drug. Cocaine is reported as a secondary problem drug by 
around 15% of all outpatient clients. Most countries in Europe report a low proportion 
of cocaine users  among all clients in drug treatment, although the Netherlands and 
Spain have reported high proportions of 35% and 42% respectively in 2004 (EMCDDA, 
2008).   
Benzodiazepines are infrequently the primary drug reported by those coming for 
treatment but are widely used by problem drug users. For example, around 25% of 
treatment clients recorded by the UK Drug Treatment Outcomes Research Study 
(DTORS) reported benzodiazepine use (Jones et al, 2007).   
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1.2  Aims and objectives 

Aims of detoxification 
The aim of detoxification is to eliminate or reduce the severity of withdrawal symptoms 
in a safe and effective manner when the physically dependent user stops taking drugs 
(WHO, 2006). Detoxification programmes should include the following elements: 
• An assessment of the psychological, psychiatric, social and physical status of patients 

using defined assessment schedules 
• An assessment of the degree of misuse and/or dependence on relevant classes of 

drugs, notably opioids, stimulants, alcohol and benzodiazepines 
• To define a programme of care and to develop a care plan to carry out a risk 

assessment 
• To prescribe medication safely and effectively to achieve withdrawal from 

psychoactive drugs 
• To identify risk behaviours and offer appropriate counselling to minimise harm 
• To assess the longer-term treatment needs of patients and provide an appropriate 

discharge care plan 
• To assess and refer patients to other treatments as appropriate  
• To monitor and evaluate the efficacy and effectiveness of prescribing interventions 
• To provide referral to other services as appropriate (NTA, 2002) 

Client groups served 
Detoxification patients are those who meet International Classification for Diseases 
(ICD) 10 or Diagnostic and Statistical Manual (DSM) IV dependence criteria. This 
group comprises those who are seeking abstinence from their main problem drug.  
Patients may also be concurrently using opioids, benzodiazepines and stimulants. 

Eligibility 
Those who are physically dependent on one or more classes of drugs and have made an 
informed and appropriate decision to undergo detoxification should be eligible for 
detoxification. Those who have had at least one previous unsuccessful detoxification 
episode within a community setting and who require a high level of medical and nursing 
support because of significant comorbid physical and/or psychiatric problems or are 
polydrug users requiring detoxification from several drugs should be appropriate for 
inpatient detoxification.     
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Priority groups 

Exclusion 
Detoxification services are not appropriate for those who have serious psychiatric 
morbidity requiring acute psychiatric treatment or have serious physical morbidity such 
as a life-threatening physical illness (NTA, 2002). 

 

2  Research evidence base. 

2.1 Treatment environment and holistic treatment and care 

2.2  Effectiveness by treatment setting 

Methadone 
While community detoxification is the most widely used option, consistently low 
completion rates have been reported for opiate dependent patients detoxified in the 
community. One UK study found that 51% were drug-free at 6 month follow-up. Other 
studies have found abstinence rates between 17 and 28% in outpatient settings. This 
compares to rates of 80-85% recorded for inpatient detoxification programmes (Gossop 
et al, 1986; Dawe, 1991; Gossop & Strang, 1991). The only controlled study of 
inpatient versus outpatient treatment in the UK found that 70% of those in inpatient 
services were drug-free on discharge compared to 37% of those in an outpatient setting 
(Wilson, 1975, Day et al, 2005). However, the numbers in this study were small and a 
Cochrane review concluded that there is a lack of good quality research to guide 
practice in this area (Day et al, 2005). 

Buprenorphine 
There is limited evidence for the relative efficacy of outpatient versus inpatient 
detoxification using buprenorphine. One study found only 12% of patients treated with 
buprenorphine in an inpatient setting achieved abstinence compared to 24% in a 
conventional outpatient setting (Digiusto et al, 2005). Another study compared similar 
detoxification regimens found in a community-based programme in a specialist setting 
with one in a primary care setting. The settings had similar efficacy with 71% 
completing detoxification in the primary care setting and 78% in the specialist setting 
(Gibson et al, 2003) 
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1.3  Prescribing for opiate dependence 

Chronic opiate use leads to withdrawal symptoms which are uncomfortable and can be 
highly unpleasant (SAMHSA, 1995), However, it is rarely associated with life 
threatening problems that may arise with alcohol or benzodiazepine withdrawal 
(Mattick and Hall, 1996). 

Table 1 
Signs and symptoms of opiate intoxication and withdrawal  

Opioid Intoxication Opioid Withdrawal 
 
Signs  Signs  
Bradycardia (slow pulse) Tachycardia (fast pulse) 
Hypotension (low blood pressure) Hypertension (high blood pressure) 
Hypothermia (low body 
temperature) 

Hyperthermia (high body temperature) 

Sedation Insomnia 
Meiosis (pinpoint pupils) Mydriasis (enlarged pupils) 
Hypokinesis (slowed movement) Hyperreflexia (abnormally heightened 

reflexes) 
Slurred speech Diaphoresis (sweating) 
Head nodding Piloerection (gooseflesh) 
Symptoms  Increased respiratory rate 
Euphoria Lacrimation (tearing), yawning 
Analgesia (pain-killing effects) Rhinorrhea (runny nose) 
Calmness Muscle spasms 
 Symptoms  
 Abdominal cramps, nausea, vomiting, 

diarrhea 
 Bone and muscle pain 
 Anxiety 
Source: Consensus Panelist Charles Dackis, M.D. (SAMHSA, 1995) 
 
The withdrawal syndrome is similar for all the opiates with some variance in severity, 
time of onset and duration of the symptoms depending on the opiate used, duration of 
use, the daily dose and the interval between doses (SAMHSA, 1995). Withdrawal 
symptoms are usually at their most intense between 24 and 72 hours. Symptoms will 
gradually lessen in intensity although it may be a week or 10 days before the addict 
begins to feel better again. .  
A wide range of criteria have been used for the evaluation of opiate detoxification 
programmes. These include severity of withdrawal symptoms; completion of 
detoxification, achievement of an initial period of abstinence; engagement in subsequent 
treatment (DiGiusto et al, 2005).  
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Methadone 
The most extensively tested medication for detoxification is the long-acting opioid 
agonist, methadone.  Methadone is a long-acting agonist at the u-opioid receptor site, 
which displaces heroin or other abused opiates and restabilizes the site and reverses 
opioid withdrawal symptoms (SAMHSA, 1995). 
The initial dose of methadone is determined by estimating the amount of opiate use by 
gauging the patient's response to administered methadone.  The patient should be 
physically examined to screen for signs of opiate withdrawal. Avoidance of 
overmedicating is important to avoid overdose, while underdosing is important  to avoid 
so unnecessary discomfort is also avoided (SAMHSA, 1995). While there is little 
evidence that that there is a relationship between opiate dose and withdrawal severity, 
one recent study found that patients on higher doses of methadone in an inpatient 
treatment service reported more severe withdrawal symptoms than those on lower 
doses, although methadone dose did not have an effect on completion rates or length of 
stay in hospital (Glasper et al, 2008). 
Detoxification with tapered doses of methadone shows fewer withdrawal symptoms and 
fewer drop-outs than placebo (Amato et al, 2005). Methadone has been found to have a 
better adverse-event profile, particularly in relation to hypotension, compared to 
clonidine and better detoxification completion rates when compared to lofexidine 
(National Collaborating Centre for Mental Health, 2008a). Extant studies do not 
indicate a difference between buprenorphine and methadone for detoxification 
completion rates but there is no data available to compare abstinence outcomes 
(National Collaborating Centre for Mental Health, 2008a).  However, methadone 
detoxification is marked by high attrition rates and up to 86% do not complete their 
detoxification programme (Sees et al, 2000). 
A study demonstrated that flexible negotiated detoxification schedule where patients 
could regulate the rate of their methadone reduction was not superior to fixed rate 
programmes in an outpatient setting. Fewer of the patients in the negotiated rate group 
completed the programme and there was no difference in retention between the two 
groups (Dawe et al, 1991). 

Buprenorphine  
A Cochrane review found that the evidence for the effectiveness of buprenorphine for 
managing opioid withdrawal is limited (Gowing et al, 2004). With the limited data 
available the Cochrane review concluded that the efficacy of buprenorphine with regard 
to treatment retention, illicit drug use and suppression of withdrawal symptoms is 
similar to that of methadone, although detoxification with buprenorphine can be 
conducted more quickly than with methadone (Gowing et al, 2004). There are also no 
significant differences between the two medications in completion of withdrawal, while 
a recent review found low rates of abstinence among treatment completers in the studies 
reviewed (Gowing et al, 2004; Horspool et al, 2008). Buprenorphine is more effective 
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than clonidine in reducing the signs and symptoms of opioid withdrawal, retaining 
patients and in supporting the completion of withdrawal. A preliminary study has found 
that patients codependent on opioids and benzodiazepines undergoing detoxification  
with buprenorphine reported less severe withdrawal symptoms during treatment than 
with methadone and were more likely to complete treatment (Reed et al, 2007).. 

Dihydrocodeine 
Based on the results of two RCTs comparing dihyrocodeine and buprenorphine for 
detoxification, National Institute for Health and Clinical Excellence(NICE) concluded 
that those undergoing dihydrocodeine detoxification were less likely to be abstinent at 
the end of their detoxification programme and no more likely to complete treatment 
than those receiving buprenorphine (National Collaborating Centre for Mental Health 
2008a). 

Clonidine and lofexedine 
A group of non-opioid drugs called alpha-2-adrenergic agonists, which include 
clonidine and lofexedine, have been found to reduce noradrenergic hyperactivity seen in 
opiate withdrawal and have been consequently been used alone or with a rapid 
reduction in opioid dose to manage opioid withdrawal.  
Clonidine has been found to produce a rapid and prolonged reduction of withdrawal 
symptoms in open and double -blind trials (Gossop, 1988).  Clonidine has been found to 
be as equally effective as low doses of methadone in suppressing withdrawal symptoms 
(Gowing et al, 2004). However, clonidine does not completely eliminate withdrawal 
symptoms and patients experience more severe withdrawal symptoms in the first few 
days of clonidine treatment while methadone patients experience more discomfort at a 
later stage (Gossop,1988). However, patients are more likely to leave treatment early 
with clonidine and completion rates for clonidine detoxification are low, ranging from 
20 to 40 per cent (Kleber, 2006). A recent NICE review found there was no evidence 
that clonidine is more effective than lofexedine for managing opioid withdrawal and, 
because of its greater side effect profile, suggested that clonidine is not used in routine 
practice (National Collaborating Centre for Mental Health 2008a ).  
 
Lofexedine has comparable clinical efficacy to clonidine but has a slight advantage of  
fewer side effects, and in particular less postural hypotension, a fall in blood pressure 
when the position of the body changes (Buntwal et al, 2000). A double blind study 
which randomised low dose opiate patients to lofexedine and clonidine found that both 
drugs could be used successfully for outpatient detoxification but that treatment with 
clonidine required more input in terms of staff time (Carnwath and Hardman, 1998). 
While a Cochrane review found no significant differences between 2- adrenergic and 
methadone for detoxification treatment in opioid dependents, the additional provision of 
symptomatic medications enhanced the effectiveness of adrenergic agonists (Amato et 
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al, 2005). In particular, their combination with opioid antagonists such as naltrexone 
and naloxone has been found to lead to less severe withdrawal symptoms in 
detoxification compared to treatment with lofexedine alone (Buntwal et al, 2000; 
Gowing 2004).  

Opiate antagonists  
Rapid opiate detoxification regimens have mainly involved the use of opiate 
antagonists, naloxone and/or naltrexone to precipitate an acute withdrawal state with the 
ensuing withdrawal symptoms managed with a variety of medications and techniques 
including concurrent treatment with an alpha-2-agonist such as clonidine and /or 
benzodiazeopine induced sedation (Bearn et al, 1999). Some patients may be attracted 
to this procedure because a rapid detoxification treatment includes a briefer, less 
uncomfortable transition from dependence to abstinence. During the 1990s there was 
international interest in the use of antagonists with drug anaesthesia to detoxify opiate 
addicts. However, a recent randomised controlled trail found that rapid detoxification 
with anaesthesia did not lead to improved outcomes compared to rapid detoxification 
without anaesthesia (De Jong et al, 2005). In addition, there is an absence of controlled 
trials to evaluate the risk/benefit ratio (Stine et al, 2003). 

Buprenorphine and naloxone 
A number of recent RCTs have demonstrated that rapid detoxification with 
buprenorphine-naloxone is safe and well-tolerated by patients with positive outcomes 
for treatment retention, detoxification completion and abstinence rates in treatment 
(Amass et al, 2000; Ling et al, 2005).   
 

Other medications for symptomatic treatment 
Opiate detoxification when properly conducted usually can be conducted without 
significant patient discomfort. However patients receiving adequate detoxification doses 
may still complain of withdrawal symptoms such as diarrhoea or insomnia and which 
can be treated with adjunctive medications (SAMHSA, 1995). However, there is no 
systematic evidence that any of the medications work to improve outcomes (National 
Collaborating Centre for Mental Health, 2008a; UK. Department of Health, 2007).  

Psychosocial interventions in combination with detoxification 
The majority of the studies examining psychosocial interventions combined with 
detoxification have featured contingency management techniques during community 
detoxification (National Collaborating Centre for Mental Health, 2008b). Contingency 
management in these studies usually begun after stabilisation and continued through the 
detoxification process until treatment was completed. Patients receiving contingency 
management were more likely to be abstinent at the end of treatment and to complete 
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treatment than those patients who did not receive it (National Collaborating Centre for 
Mental Health, 2008b). This outcome was found with both short-term and longer term 
detoxification programmes.   

Managing benzodiazepine withdrawal 
Benzodiazepines have the potential for misuse and dependence and are also often taken 
in combination with opioids or stimulants. Medical complications of benzodiazepine 
withdrawal are similar to the problems seen in alcohol withdrawal. Seizures may occur 
without being preceded by other symptoms of withdrawal but seizures and delirium are 
rare. Patients have also reported distortions in smell, taste and other perceptions 
(SAMHSA, 1995). Panic attacks which may emerge during withdrawal may be a result 
of the emergence of the patient’s underlying symptomatology rather than a withdrawal 
effect (SAMHSA, 1995).  
There are a limited number of controlled trials that can provide guidance regarding 
benzodiazepine withdrawal but the evidence available supports a stepped care approach 
(Oude Vashaar et al, 2006). Those with low dose benzodiazepine dependence may 
experience anxiety, apprehension, dizziness and insomnia during withdrawal but do not 
require special treatment. During early abstinence these patients should be given support 
and reassurance that the withdrawal effects will soon reduce or disappear (Petursson and 
Lader, 1984). A meta-analysis of studies found that minimal interventions are effective 
strategies for reducing benzodiazepine consumption when compared to care as usual 
(Oude Vashaar et al, 2006). 
If minimal intervention fails then supervised gradual withdrawal can be initiated 
(Petursson and Lader, 1984). However, prescribing medication to assist withdrawal 
should only be initiated where there is evidence of dependence based on clinical 
information taken form the patient and significant others, observed symptoms and drug 
testing (SAMHSA, 1995; UK. Department of Health, 2007). Identifying the  specific 
name of medication, dose and duration of use are vital (SAMHSA, 1995). If the patient 
is receiving a long-term dose of methadone for concomitant opioid dependence, the 
methadone dose should be kept stable through the benzodiazepine reduction period (UK 
Clinical Guidelines). 
The treatment aim for benzodiazepine detoxification should be to prescribe a reducing 
regimen for a limited period of time. Diazepam has been recommended for use in 
withdrawal regimens. Diazepam has a relatively long half-life and is available in 
different strength tablets. It can be given as a once-a-day dose. Benzodiazepines, 
including diazepam, can be withdrawn in proportions of about one-eighth of the daily 
dose every fortnight. Where the dependence is on therapeutic doses then the dose can be 
reduced initially by 2-2.5 mg and if withdrawal symptoms appear the dose can be 
maintained until symptoms improve.  If the patient is experiencing severe withdrawal 
symptoms then the dose may need to be increased to alleviate symptoms (UK. 
Department of Health, 2007).   
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Adjunctive therapies such as structured psychosocial interventions, counselling, support 
groups and relaxation may be helpful to alter negative cognitions related to medication 
cessation, provide patient education and provide cognitive and behavioural techniques 
for anxiety reduction and sleep enhancement during withdrawal (UK. Department of 
Health, 2007; SAMHSA, 1995).   

Managing stimulant detoxification            
Long-term stimulant use may lead to neuroadaptive states and subsequent withdrawal 
effects if stimulant use is discontinued. While a number of pharmacological treatments 
have been tried, there are no medications with proven efficacy to treat stimulant 
withdrawal. 
Antidepressant drugs such as fluoxetine have been used to manage the depressive 
episodes associated with stimulant withdrawal. There is no evidence that 
antidepressants have any effect on the withdrawal effects of stimulants regardless of the 
type of antidepressant used (Lima et al, 2001). 

3  Recommendations  

3.1  Access to care 

Access to the service 
Detoxification should be a readily available option for people who are dependent and 
have expressed an informed and appropriate choice to become abstinent (National 
Collaborating Centre for Mental Health, 2008a). Information should be made available 
on criteria for access to detoxification programme. The material should describe who 
the service is intended for and what are the expected waiting times for entry (NTA, 
2002).   

3.2  Pathways of care 

Programme duration 
Most detoxification treatments with methadone use a linear reduction schedule with 
regular equal dose decrements from an individually tailored starting dose to zero. 
Treatment programmes typically last 10-28 days. While research suggests that longer 
periods in treatment with a critical period of 28 days may predict better outcomes, there 
is little evidence to support more protracted detoxification schedules which may lead to 
residual symptoms continuing after treatment has finished.  
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Detoxification with lofexedine can be achieved over periods as short as five days (Bearn 
et al, 1998). 

Setting 
A range of settings have been used for detoxification, including specialist in-patient 
drug dependence units, psychiatric hospital wards, residential rehabilitation 
programmes, community-based settings and prisons. Different settings may suit 
different users in different circumstances or suit the same user at different stages of their 
career (Gossop, 2003). Substance abuse facilities may or may not have the necessary 
services to provide adequate assessment and treatment of co-occurring psychiatric 
conditions and biophysical problems. In- patient mental health facilities are available 
generally to provide treatment for substance use disorders and co-occurring psychiatric 
conditions   
Inpatient detoxification provides 24-hour supervision, observation and support for 
patients who are intoxicated or experiencing withdrawal. Residential settings vary in the 
level of care they can provide.  
Community-based programmes should be offered to those considering detoxification 
except for those 
• Have not benefited from earlier community-based detoxification 
• Need medical and/or nursing care because of significant comorbid  physical or 

mental health problems 
• Require complex polydrug detoxification 
• Are experiencing significant social problems that limit to the benefits of community 

detoxification (National Collaborating Centre for Mental Health, 2008a). 
In patient care should normally only be considered for people who need a high level of 
medical and/or nursing support for significant and severe comorbid physical or mental 
health problems or need concurrent detoxification from alcohol and other drugs which 
need a high level of medical and nursing expertise (National Collaborating Centre for 
Mental Health, 2008a). 
Residential detoxification should normally only be considered for those who have  
significant comorbid physical or mental health problems or need sequential  
detoxification from alcohol and opioids or concurrent detoxification from opioids and 
benzodiazepines. It may also be considered for those who have less severe levels of 
dependence, eg those who have only recently started their drug use, or would benefit 
from the residential setting during and after detoxification (National Collaborating 
Centre for Mental Health, 2008a). 

3.3  Assessment 

Those presenting for opioid detoxification should be assessed to establish the presence 
and severity of opioid dependence, as well as misuse of and/or dependence on other 
substances including alcohol, benzodiazepines and stimulants  
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Assessment should include 
• Urinalysis to aid confirmation of the use of opioids and other drug use/ dependence 
• A clinical assessment of the signs of withdrawal if present 
• The taking of a history of drug and alcohol use and previous treatment episodes 
• A review of current and previous physical and mental health problems 
• Risk assessment for self-harm, loss of opioid tolerance and the misuse of drugs or 

alcohol as a response to opioid withdrawal symptoms 
• An assessment of present social and personal circumstances 
• A consideration of the impact of drug misuse on family members and any dependents 
• Development of strategies to avoid risk of relapse (National Collaborating Centre for 

Mental Health, 2008a). 
Detoxification for those women who are opioid dependent during pregnancy should be 
undertaken with caution. Comorbid physical and mental health problems should be 
treated alongside the opioid dependence (National Collaborating Centre for Mental 
Health, 2008a). 

3.4 Staffing Competencies 

Community detoxification should be co-ordinated by competent primary or specialist 
practitioners (National Collaborating Centre for Mental Health, 2008a).Residential and 
in-patient detoxification programmes should be staffed by multidisciplinary teams with 
an emphasis on medical and nursing staff.  
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1 Introduction 

1.1 Material 

As the number of studies on treatment in Criminal Justice System identified in the 
frame of the “Moretreat” project is small this guideline is mainly based on two reports: 
• Stöver H., Hennebel L.C., Casselmann J. (2004) Substitution treatment in European 

Prisons. A study of policies and practices of substitution treatment in prisons in 18 
European countries and  

• Stöver H., Weilandt C., Zurhold H., Hartwig C., Thane K. (2007) Final report. The 
status –quo of prevention, treatment and harm reduction services for people in 
prisons and in reintegration services for persons on release from prisons.  

Both reports are reviews of existing studies and knowledge on treatment offered in 
prison conditions. Also this paper was inspired by four other documents, released by 
WHO UNAIDS and UNODC (2007) in the “Evidence for Action Technical Papers 
Series”, as well: 
• Interventions to address HIV in Prisons –Prevention of sexual transmission. 
• Interventions to address HIV in Prisons –Drug dependence treatment. 
• Interventions to address HIV in Prisons – HIV care, treatment and support. 
• Interventions to address HIV in Prisons – Needle and syringe programmes and 

decontamination strategies. 

1.2. Definition of the target groups and prison 

This guideline is focusing on illicit drug users and especially problematic drug users 
who are subjects to prevention, treatment and harm reduction programmes offered in the 
framework of the Criminal Justice System.  
The term “prison” is used for all places of detention no matter if the person is in police 
detention, pre-trial/remand prison, or run by law enforcement, or has already got a 
prison sentence. 

1.3 Context 

This section is based on EMCCDA (2002) report Drug use in prison which allows to 
recognize in short how care for drug users in prison is organized across Europe. 
Since 1995, an expansion of services for drug users in prison has been noted 
(Ambrosini, 2001, citied in EMCDDA, 2003) and measures to prevent the transmission 
of infectious diseases have been introduced. However, compared to the community they 
have been introduced with a considerable time lag.  
The extent to which prisons are covered and the level of service provision vary 
considerably between and within countries and even states and regions or even within 
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prisons in one and the same state/region. Notable exception in terms of high coverage is 
Scotland, which has drug counsellors in every prison; Spain where addiction services 
are available in 71 out of 73 prisons, Sweden, where a third of the estimated number of 
inmates with drug problems were covered by treatment motivation programmes in the 
year 2000; and England and Wales, where since 1999 all prisons have specialised 
external drug teams (CARAT – Counselling, Assessment, Referral, Advice and 
Throughcare services) which aim to cover drug-using prisoners’ needs from intake to 
aftercare – although a bottleneck seems to be the lack of referral possibilities. In 
Scotland, prisoners can now also receive transitional care during the first 12 weeks after 
release, to facilitate their return to the community. 
Health care services in prison are traditionally provided by the prison’s own health care 
staff under the authority of the Ministries of Justice, but prison systems across the EU 
rely to a large extent on additional external expertise and resources. The services 
provided by external agencies are general drug prevention information and education, 
treatment motivation programmes and preparation for release, including referral to 
community based treatment and to aftercare. 
Striving towards “equivalence of care” between community and the prison health care 
services France in 1994, England/Wales in 2005, and Italy in 2008 have shifted 
responsibility for health care in prisons to their Ministries of Health and thus involved 
local and regional health care agencies on a statutory basis (also in Norway, and some 
cantons of Switzerland). Concrete cooperation agreements between the judiciary system 
and public or non-governmental health services were also established in Ireland in 1999, 
Portugal in 1999 and Spain in 2000, and in some states of Germany to increase the 
quality and coverage of care for imprisoned drug users. 
External drugs specialists play an important role in the support to drug users in most, if 
not all, European prison systems. In Germany, the history of the work in prisons of 
external drugs agencies and of specialised internal drugs services dates back to the mid-
1980s and in 2000, more than 350 drugs counsellors provided their services in German 
prisons; however, the coverage of this service varies between the federal states 
(Länder). In recent years many of these external drug counsellor posts have been 
abolished in several ‘Länder’. In 2000, the involvement of external professionals 
continued to be an important trend in France; and, in Italy, the public drugs services 
SerT noted a large increase in client numbers, due to their new responsibility with 
regard to prisoners. The Spanish national strategy on drugs (2000–08) defined the 
participation of external specialists in the care of drug users in prisons as a priority, and 
multi-annual cooperation plans between prisons and NGOs have resulted in more than 
half of the addiction care services (GAD) in Spanish prisons being staffed by external 
NGO experts. In Belgium and Greece, non-governmental organisations (NGOs) are so 
far the primary providers of the limited services that are available to drug users in 
prisons. 
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Written information materials on drugs and drug-related infectious diseases seem to be 
available in most prisons in the EU and Norway; however, systematic and repeated 
opportunities to address prevention issues face-to-face are rare and often depend on the 
initiative of external agencies or individual prison staff. 
Detoxification is offered through medical prison services or in specialised detoxification 
wards, but quality guidelines are often lacking. A programme through which 1,200 to 
1,500 prisoners received detoxification per year has been described as being provided in 
an ‘essentially unstructured and unsupervised fashion, with no follow-up or medium to 
long-term planning’ (Department of Justice Equality and Law Reform, 1999). However, 
quality standards are starting to be introduced, for example the prison service order of 
December 2000 requests that all prisons in England and Wales offer qualified 
detoxification services. From 2006 on the prisons in England started the “Integrated 
Drug Treatment System” (IDTS), featuring in particular the provision of opioid 
substitution treatment, and the uniting of two separate treatment services in prisons: 
psychosocial drug treatment, known by the acronym CARATs, and clinical substance 
misuse management previously described as ‘detoxification’ services (Marteau/Stöver 
2009). 
In some countries, external agencies are also directly involved in providing longer-term 
treatment of addiction. Examples are the small intramural programmes for drug users in 
Denmark and Norway, which are run by specialised external drugs agencies (‘import 
model’), and substitution treatment in Spanish, French and Italian prisons. The high 
coverage in Spain has been achieved through the massive involvement of external drugs 
services (Stöver/MacDonald/Atherton 2006). 
Nine EU countries have structured abstinence-oriented treatment programmes inside 
prisons and Norway provides a treatment motivation programme. The total number of 
places is, compared with the estimated number of prisoners with drug problems, very 
low. However, in Spain, 8 984 prisoners participated in the 18 available drug-free 
treatment programmes in 2000 and, in England and Wales, 3 100 entrants were 
registered in the 50 intensive treatment programmes in 2000/01. In Sweden, 10% of 
prison facilities, with a capacity to receive 500 prisoners, are specially reserved for 
voluntary and compulsory treatment of drug users (Lýsen,2001) and, in Finland, 18% of 
incoming prisoners participate in alcohol or drug rehabilitation programmes (Jungner, 
2001) In the Austrian prison “Wien-Favoriten”, specialised exclusively in the care of 
addicts, 110 treatment places are available; Denmark has 30 places and Ireland has nine. 
The Norwegian treatment motivation programme can take 18 prisoners in charge per 
year (EMCCDA, 2002: Table 14 OL: Abstinence-oriented treatment 
http://ar2002.emcdda.europa.eu/en/popups/oltab14-en.html). 
Except for Greece, Sweden and some states in Germany, substitution treatment is now 
formally approved in prisons in all EU countries and Norway. However, even in 
countries where a large percentage of problem drug users in the community are in 
substitution treatment, prisons often follow a detoxification policy only. For example, 
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coverage rates in prisons in Germany and the Netherlands are thought to be between 1 
and 4% (Stöver, 2001; WIAD-ORS, 2001, cited in EMCDDA, 2002) compared to an 
estimated coverage of 30 to 50 % in the community. Most prison maintenance policies 
indicate the treatment only during short-term sentences, for pregnant drug users, and for 
those with long addiction careers or severe mental or physical health problems. 
Initiation of substitution treatment in prisons is rare, even though it is legally possible in 
most countries. The major exception is Spain, where substitution rates inside and 
outside prison correspond. 
Ten EU countries and Norway run drug-free wings or prisons. The purpose of some of 
them is not only to protect non-dependent inmates from drugs, but also to provide 
treatment in a drug-free environment. Prisoners under methadone substitution are 
usually excluded from drug-free wards. There are 20 drug-free addiction guidance 
departments in Dutch prisons spale for 446 prisoners; however, one third of the capacity 
remained unused in 1999. Sweden has 356 places in drug-free units and, in Finland, 
where currently 10% of all prison wards are drug free, an expansion to 50% is 
envisaged. Portugal recently opened seven drug-free wards with 195 places, evaluated 
as a ‘great success’ and is planning two more units. 

1.4 Relevance of the problem 

1.4.1 Epidemiology/nature and extent 
The source of data used in this section is the Council of Europe Annual Penal Statistics: 
SPACE I. The prison population in the member states of the European Union comprised 
of 559,597 prisoners (including pre-trial prisoners) on 1st September 2006, while 
35,910 persons in Romania and 12 218 persons in Bulgaria (the two new member states 
from 2007), were in prison at that time. Therefore, issues of prison and health in prison 
in particular affect directly more than half a million people at an appointed date and 
more than a million during a year, because of the high turn-over rate due to entrances 
and releases in the prison population. In each of the six biggest countries of the 
European Union, with exception of Italy more than 50,000 persons are in prison at the 
appointed date,: 86,676 in the United Kingdom, 79,146 in Germany, 88,647 in Poland, 
64,120 in Spain, 57,876 in France and 38,309 in Italy. Almost 75% of the prisoners in 
the European Union are to be found in the six biggest member states. These absolute 
figures might help to assess the weight and importance of imprisonment rates per 
country in order to make it possible to compare the states despite their very different 
population size. It is also necessary to keep in mind that particular countries differently 
define and construct their prison population in general. Additionally, all following 
comparisons can only be regarded as approximations because of various differences and 
irregularities in the national statistics (Stöver at al., 2007). 
As Stöver et al. (2007) stated, drawing a detailed picture of the extent and nature of 
drug use in prisons is often difficult because it is an activity that occurs in extreme 
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secrecy. Discovery of needles, positive drug tests among prisoners and official statistics 
of known and sentenced drugs user are indicators reflecting only a part of the actual 
situation. 
According to a recent survey among the Ministries of Justice of the European Member 
States eight countries reported that 10-30 % of the female prisoners have a drug 
problem while in other eight 40-60% of the female prisoners as drug users (Zurhold and 
Haasen, 2005 cited in Stöver et al. 2007). 
A review of studies on the prevalence of drug dependence in prisoners reveals a 
substantial heterogeneity in the history of drug use but underlines as well the higher 
proportion of drug problems among female inmates (Fazel et al. 2006, cited in Stöver et 
al. 2007). The review of 13 studies with a total of 7,563 prisoners shows a drug 
dependence that varied from 10 to 48 % in male prisoners and 30 to 60 % in female 
prisoners. 
A Polish study on prevalence drug use among prisoners shows that 20.3% of all 
prisoners made an attempt to use any illegal psychoactive substance in prison. Three 
percent reported intravenous drug use, while 1.3% were sharing needles and syringes 
(Sierosławski, 2007). 

1.4.2 Health problems: HIV and hepatitis 
There is a high risk of acquiring HIV and hepatitis in prison for those who continue to 
inject drugs and share injecting equipment. Several studies conducted outside penal 
institutions reveal a strong correlation between previous detention and the spread of 
infectious diseases. Staying in prison has become an independent predictor for the 
acquisition of hepatitis C. Although injecting drug use in prison seems to be less 
frequent than in the community, each episode of injecting is more dangerous than 
outside due to lack of sterile injecting equipment, the high prevalence of sharing and 
already-widespread infectious diseases (Stöver et al. 2007). 
A study carried out in 25 European prisons in 1996-1998 (Rotily and Weilandt, 1999, 
cited in Stöver et al. 2007) found an overall prevalence of HIV infection of 5.7%, with 
substantially higher rates in prisons in Portugal (19.7%) and Spain (12,9%). The 
proportion of prisoners living with HIV is many times higher than the proportion in the 
general population (for example, 25 times higher in Germany) Rates of hepatitis B virus 
and hepatitis C virus infection and TB in inmate population are also generally many 
times higher than in population as a whole. 

1.5 Aim of the guideline 

Aim of this guideline is to identify research evidence on best practices in drug treatment 
in prison setting in European Union. Relevant recommendations that follow constitute 
its crucial component. 
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2 Evidence base 

2.1 Different treatment interventions 

Generally the interventions for drug and alcohol dependence vary greatly throughout 
Europe and range from 12-Steps programmes to auricular acupuncture, therapeutic 
communities and provision of substitution programmes, cognitive-behavioural methods 
and educational programmes (Harrison et al. 2003; Merino 2003). In order to survey 
drug programmes in the criminal justice system in the EU, 36 programmes had been 
analysed by Merino (2003). The analysis revealed that programmes aiming at crime 
reduction along with early intervention are most common (24%; 23%). These 
interventions are followed by harm reduction (19%) and social integration (14%). In 
addition, drug free programmes, psychotherapy, drug-free wings and counselling are 
main offers for crime and demand reduction. 
Many studies have shown that criminal justice interventions as stand-alone without 
associated opioid dependence treatment, have very limited impact on drug using 
behaviour and recidivism among individuals with drug use. There is a consensus among 
professionals that drug treatment can be effective if it is based on the needs of prisoners, 
is of sufficient length and quality and there is continuity of aftercare in prison and in the 
community (Ramsay, 2003). It is a combination of treatment in prison and follow-up 
treatment afterwards that provides the best impact (Stöver et al. 2004; see also Kastelic 
et al. 2008 http://www.archido.de/index.php?lang=en) 
All in all it can be stated that “positive experience from in-prison treatment helps 
inmates to continue treatment after release, reduces relapse rates and related health 
risks, and also reduces delinquency recidivism” (Uchtenhagen 2006, cited in Stöver et 
al. 2007). 
This chapter is focused on effectiveness and usefulness of different treatment 
interventions, measures in prison settings and consists of seven topics: 
1. Testing of infectious diseases and vaccination 
2. Drug testing 
3. Health care for prisoners with AIDS and Hepatitis 
4. Abstinence-oriented programmes 
5. Detoxification 
6. Harm reduction 
7. Case management 

2.1.1 Testing of infectious diseases and vaccination 
Testing for infectious diseases includes testing for diseases such as HIV, HCV, HBV 
and HAV, but also for TB and for syphilis (Bick 2007). Testing of infectious diseases 
and vaccination in a prison setting is significant factor to ensure the prisoners health 
during incarceration and to ensure the health of their families and friends after 
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discharge. Therefore not only the individual risk but the public health aspect has to be 
put in the fore. Besides, the knowledge of an infectious disease is a prerequisite to 
organize and receive the appropriate care (WHO et al. 2007). 
According to a database on diseases in prison elaborated by the WHO, disease testing 
mostly takes place on admission rather than on release, with the exceptions of Estonia, 
Finland and Lithuania, where HIV is tested both on admission and on release. In Latvia, 
Luxembourg and Belgium half of the prisoners are tested for infectious diseases 
(WHO). If there is mandatory HIV testing in prison, the patient confidentially needs to 
be addressed cautiously. This is of particular importance if the test reveales a positive 
result (MacDonald et al. 2006). 
The knowledge of the HIV status is essential for receiving the adequate care, treatment 
and support. There are major differences upon access to voluntary HIV testing. Also 
there are still differences in the way HIV tests are offered: voluntary or mandatory. It 
has been shown, that offering HIV test voluntary resulted in a large number of prisoners 
accepting HIV testing and counselling. Liddicoat et al. (2006) showed that offering HIV 
test upon incarceration in combination with a brief group counselling and an individual 
informed consent significantly increased HIV testing rates compared to a historical 
cohort. In the intervention group 73.1% accepted HIV testing, whereas in the control 
group only 18% did it (73,1% vs. 18%; p<0,0001). 
It is known, that mandatory HIV testing and segregation of HIV-positive inmates are 
counterproductive (Jacobs 1995). One way to encourage voluntary testing, as proposed 
by Bausermann et al (2003) is offering oral tests to inmates. 
The entrance in the prison poses a good opportunity to test prisoners for hepatitis. There 
are various forms in which this is done: upon request, testing only prisoners at risk or 
routinely testing all prisoners. All viral hepatitis forms present a major challenge to the 
prison health systems (Spaulding et al. 2006) therefore screening and vaccination are 
ways to face and handle this problem. 
To sum up, vaccination against HAV should be offered to prisoners at risk (Neff, 2003, 
Whiteman et al. 1998) whereas HBV vaccine (Kuo et al. 2004, Sutton et al, 2006) 
should be made available for all prisoners. 

2.1.2 Drug testing 
Drug testing is the testing of individuals for their drug use. The aim of drug testing is to 
detect drug use in the prison, to identify drug users and to achieve information about the 
level of drug use and the type of drugs used (MacDonald 1997). The testing in prison is 
usually done by urinalysis; other possibilities would be hair or blood analysis. The 
frequency as well as the mode of testing can vary considerably: on admission and/or 
release, before/after holidays or weekend leaves, by suspicion of drug consumption, per 
random routine, mandatory for all prisoners or only subgroups (Dean 2005). 
Mandatory drug testing is one factor found to influence drug-use patterns in prisons. It 
may decrease or alter drug use due to the fear of detection and sanctioning (Edgar and 
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O'Donnell 1998; Prendergast et al. 2004; Scottish Prison Service 2000, cited in Dean 
2005). But mandatory testing can also have unintended outcomes. In the English pilot 
trial the percentage of positive tests for opiates and benzodiazepines rose from 4.1% to 
7.4% (Gore et al. 1996). A survey among prisoners and staff concluded mandatory drug 
testing to be counterproductive, especially without adequate follow-up like treatment 
and counselling programmes. It can also increase the tension inside prison and deflects 
attention from other important issues (MacDonald 1997), as shown by the number of 
assaults increased by 20% from 1993 to 1995 (Gore et al. 1996). 
Although some forms of drug testing can give a good estimation on the prevalence of 
drug use (Gore et al.1999; Fraser and Zamecnik 2002; Harrell and Kleiman 2002) even 
if not all users will be detected (Edgar and O'Donnell 1998) other studies claim that 
mandatory drug testing seriously underestimates the prisoners need for harm reduction 
(Bird et al. 1997). 
As the difficulties of mandatory drug testing can be serious, not only regarding the 
transmission of diseases but also the tension inside the institution, such programmes, if 
needed at all, should always be linked with adequate treatment and counselling 
programmes (MacDonald 1997), but to this inmates might fear sanctioning and 
therefore don’t approach staff (Hughes 2000a). The form and mode of drug testing 
should be carefully considered and research recommends that resources should be 
shifted from mandatory testing to other interventions (e.g. Gore and Bird 1996; Dean 
2005). 

2.1.3 Health care for prisoners with HIV/AIDS and hepatitis 
Despite different opinions of correctional healthcare providers the delivery of 
HIV/AIDS care in correctional institutes is less comprehensive than in community 
settings (De Groot 2000; Bernard et al. 2007). 
The cohort of persons entering prisons consists of persons already lacking access to 
proper medical resources. Therefore correctional institution in which structural barriers 
to health care are removed and the prisoner is capable, should offer HAART to all HIV-
infected prisoners. 
There has been evidence that often treatment is initiated in prison. Altice and 
Mostashari (2001, 1998) report that up to 67% of HIV-positive prisoners first received 
HAART while in prison (Mostashari et al. 1998; Altice et al. 2001). 
The success of a therapeutic intervention is revealed by the adherence to the 
programme. A Spanish study carried out by Soto Blanco and colleagues (2005) showed 
that the compliance to HAART was higher than in the community. Predictors of non-
compliance were for instance poor or lack of ability to follow the prescribed treatment 
regime, no visits in a month, difficulties in taking the medication or methadone 
maintenance treatment (Soto Blanco et al. 2005). 
It had been evaluated that attitudes related to trust in medications and the health system 
have a significant impact on the compliance to HAART. The prisoner’s view of the 
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person who is dispending the medication will have a probably undeterminable effect of 
the adherence of HAART (Mostashari et al. 1998). 
Among of the other factors that have an impact on the adherence of HAART are 
modalities of administration. In general three different modalities are differentiated: 
directly observed therapy (DOT), modified DOT and keep on person (KOP) (Pontali 
2005). DOT refers to a system in which the prisoners go to the medical unit or 
pharmacy and swallow the medication under sight check. During this routine visits the 
medical staff can record possible side effects, give brief counselling to the patient and 
react quickly to signs of discomfort of the patient. It can be said that the adherence 
within is higher compared to KOP, but it should be kept in mind, that the routine visits 
of the patient involve the loss the confidentially as the prisoners fear to get “discovered” 
by other inmates. The difference in a modified DOT is that here the patient receives the 
daily doses in one package. It is up to the nurse to watch the patient swallow. So the 
medical staff gets in contact with the patient every day, but the inmate is fully 
responsible. KOP (sometimes called self-administered therapy (SAT) is the system that 
allows the inmates to keep a monthly or weekly rations of medication in their cells and 
take them independently. Here the confidentially and privacy rights of the patients are 
fully secured (Pontali 2005). 
The literature is inconsistent about the evidence about which modality to prefer. 
Babudieri et al. (2000) reported that DOT compared to modified DOT was associated 
with a better virological and immunological response (Babudieri and al. 2000). 
Contrarily, it was reported that the degree of adherence was similar in all three 
regimens. But selection bias needs to be considered, that only highly motivated patients 
tend to choose KOP (Stöver et al. 2007). 
Continuity of care seems to be a very important issue. Wood et al. (2003), Palepu (2003, 
2004) and Stephenson et al. (2005) (cited in WHO et al, 2007c) all found that transition 
between prison and the community is often associated with interruptions in treatment, 
with negative effects on virological and immunological outcomes. A study of Springer 
et al. (2004, cited in WHO,2007a) showed that the gains in health conditions of 
prisoners made during the term of incarceration were lost among re-incarcerated 
persons, because of relapse to drug use, discontinuation of therapy and, possibly, 
uncontrolled mental illness. This underscores the need for linkage to aftercare services 
for prisoners with HIV infection upon their release (Spaulding et all, 2002, citied in 
WHO, 2007c). 
The treatment for HCV has improved substantially over the last decade and it has been 
shown to be efficient. Depending on the genotype either a 24- to 48-week combination 
therapy of pegylated interferon and ribavirin is given. This combination achieves an 
overall sustained virologic response (SVR) of 50% to 80% subjects. However, the 
genotype 2 and 3 have a higher success rate, with a SVR at about 76-80%, than 
genotype 1 with SVR for 46-54% (Fried et al. 2002). 
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It has been shown that treatment for HCV is also feasible and successful for 
marginalized groups such as IDUs. Although a very high proportion of HCV-infected 
IDUs circle through the correctional system for their large proportion no therapeutic 
attempt is being made. Only four studies were identified which evaluated a prison-based 
treatment of HCV. 
The most recent study was undertaken in France, where 37 medical units of French 
prisons participated. In this prospective cohort study 217 patients were included. They 
were treated with a combination of pegylated interferon alpha and ribavirin. Six months 
after the completion of treatment 200 patients were analysed regarding their SVR 
(sustained viral response). Ninety five patients (47.5%) experienced a SVR. Data was 
missing for 61 patients and 24 patients were non-responders (Remy et al. 2006). 
A Canadian study designed as a retrospective analysis of medical files from 10 federal 
correctional facilities included 114 inmates. Analysis was performed for 80 treatment 
subjects. 66.3% of this treatment sample achieved SVR. Those with Genotype 2 and 3, 
injecting drug use and completion of treatment were significantly more likely to achieve 
SVR (Farley and al. 2005). 
In the study conducted by Allen et al (2003), 93 incarcerated patients were treated with 
interferon alpha and ribavirin. SVR were achieved by 46% (26 out of 53) after 6 months 
of treatment. 

2.1.4 Abstinence-oriented programmes 
Not many studies have been conducted on the effectiveness of psychosocial 
interventions in the prison setting (Strang et al. 2007) and a need for more studies on 
effectiveness of treatment programmes was stressed (Costall et al. 2006). The number 
of studies indicates that it is important for prison systems to develop particular strategies 
for prison drug treatment rather than simply just reflecting those strategies that exist in 
the community (Turnbull and Sweeney 1999). In a study among Polish female drug 
using prisoners TC was found inadequate in a context of incarceration where values of 
prison sub-culture may be in conflict with values promoted by TC approach 
(Moskalewicz et al. 2008). Studies have shown that many prisoners do not perceive the 
prison environment to be supportive for those who wish to abstain from drug use 
(Swann & James, 1998, citied in WHO et al 2007b). 
Generally there is a growing consensus that drug treatment programmes in prison can be 
effective if they are based on the needs and resources of prisoners and are of sufficient 
length and quality (Ramsay 2003). 
The effectiveness of TC on reducing recidivism for incarcerated drug users was shown 
(Pearson and Lipton 1999), other treatment approaches including cognitive-behavioural 
interventions and 12-step programmes were declared as promising but there were not 
enough studies to evaluate (Pearson and Lipton 1999). Two RCTs (Wexler et al. 1999; 
Sacks et al. 2004) were identified on TC in prison, both from the USA. TC in prison 
was associated with reductions in criminal activity, recidivism, and relapse, compared 
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to a prison control group. For the re-incarceration rate no significant difference was 
found at 12 months but at five years it was (Smith et al. 2006; Strang et al. 2007). No 
effectiveness of boot-camps (a military-style scheme) for young offenders was 
demonstrated in two US studies, as the outcomes of treatment group did not differ from 
the control group (Strang et al. 2007). For incarcerated women case management, skills 
training, and TCs are especially recommended (Lewis and Lewis 2006). 
On drug-free units, a German study found significant lower criminal recidivism in 
regular programme completers than in drop-outs (Heinemann et al. 2002). There are 
some indicators that drug-free units reduce drug use, and some conflicting evidence on 
recidivism (WHO et al. 2007b). Counselling programmes in prison seem to be effective 
in reducing re-offending but not drug use, and voluntary programmes seem to be more 
effective than mandatory programmes, but the study quality on these issues is not good 
(WHO et al. 2007b). 
As summed up by Stöver et al. (2007), abstinence-based treatment programmes provide 
a good opportunity for those prisoners who are motivated and capable to cease using 
drugs. 

2.1.5 Detoxification 
It seems that detoxification with medication is rarely available throughout European 
prisons, although opioid detoxification without medical assistance is not recommended. 
As Stöver et al. (2007) stressed, there is a lack of evidence for detoxification 
programmes, with only two studies published. Therefore further research is needed. 
In a Southern England in all-male prison a RCT for opioid detoxification was 
conducted. The study employed a randomised double-blind, two-group comparison 
design to compare the relative efficacy, side effect profiles and participant acceptability 
of opioid detoxification. The used medications were methadone and lofexidine. Only 68 
patients commenced the treatment. Thirty-two patients received lofexidine and 36 
patients, respectively, methadone. The socio-demographic profiles and patterns of 
opioid use were comparable. Twenty-one patients were loss to-follow up due to various 
reasons. Withdrawal scores showed very similar patterns and derived withdrawal scores 
indices showed no significant differences between treatment groups (Howells et al. 
2002). 
In an Australian prison the introduction of naltrexone was evaluated. Participants were 
recruited from 14 prisons. Data were analysed from two subsets drawn from 204 male 
inmates who participated in a former unsuccessful randomised trial. Patients from first 
sub-sample received naltrexone (n=68) and patients in the second sub-sample were 
divided into three groups: naltrexone (n=14), methadone (n=21) or buprenorphine 
(n=21). All were administrated over 24 months. Retention rates were analysed for 
subjects in the second sub-sample. Retention in methadone was significantly higher 
compared to Naltrexone. The evaluation of this study yield at a negative result for 
naltrexone for prisoners (Shearer et al. 2007). 
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2.1.6 Harm reduction 
Harm reduction programmes aim to limit as far as possible drug-use related health risks 
to individuals, community and society. The introduction of harm reduction measures is 
relatively new to prison systems and is often perceived as threatening to the traditional 
abstinence-oriented drug policy in prisons (Stöver et al. 2007). Harm reduction include: 
substitution treatment, syringe exchange schemes, provision of bleach to decontaminate 
injecting equipment and provision of condoms. 
 
Substitution treatment 
One of the most important reviews of existing literature on the substitution treatment 
issue has been done by Kate Dolan and Alex Wodak in their “International review of 
methadone provision in prisons” (1996). Some of their key findings are as follow: 
• significant reduction in sharing injection equipment have been documented for 

among a group of incarcerated intravenous drug users in Spain who, along with 
control group, participated in a prison based methadone programme (Marco, 1995). 

• in an array of studies, correctional staff perceived prison methadone maintenance 
programmes (PMMP) to have reduced anxiety amongst prisoners, causing inmates to 
be less irritable and easier to manage (Gorta, 1992, Herzog, 1993, Magura et al, 
1993). 

• inmates in New South Wales reported decreases in drug use, drug-related prison 
violence, crime following release (Bertram & Gorta, 1990a) and considered PMMP 
to be more effective at preventing HIV in prison than in the community 
(Bertram&Gorta, 1990b). 

• in several studies negative side-effects of PMMT often feared by prison staff, such as 
stand over tactics or a black market for methadone, were reported not to have 
occurred. 

Stöver et al (2004) reviewed studies appearing between 1995 and 2003 focusing on drug 
use and related risk behaviours. According to that review methadone maintenance 
treatment can reduce injecting risk behaviour in penal institutions. One crucial point is 
that, for MMT to be effective, a moderately dose of methadone must be prescribed and 
the prescription must last for the entire period of imprisonment. Moreover, MMT 
provision was shown to be effective in reducing heroin use, drug injection and syringe 
sharing. A sufficiently high dosage (more than 60 mg) also seems to be important for an 
increased retention rate, which then can be used for additional health care services. The 
initiation of MMT also contributes to a significant reduction in serious drug charges and 
in behaviour related to activities in the drug subculture. Offenders participating in MMT 
had lower readmission rates and were readmitted at a slower rate than Non-MMT 
patients. There is evidence that continued MMT in prison has a beneficial impact on 
transferring prisoners into drug treatment after release (Stallwitz&Stöver 2007). 
Research into the subjective experiences of inmates participating in substitution 
programmes reveals the heterogeneity of prescriptions practices in prisons. In particular, 
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short courses of methadone detoxifications were frequently experienced as insufficient 
and inadequate. Most striking was the inconsistency in methadone maintenance 
prescription inside prison compared to the community. 
 
Needle exchange 
Needle exchange is one of the important measures of harm reduction. The term refers to 
all kind of injecting equipment distribution to people who inject drugs. Prison needle 
exchange programmes (PNEP), also called needle and syringe programmes or syringe 
exchange programmes, are often accompanied by counselling or other services (WHO 
et al, 2007). 
A number of reviews on PNEPs have been undertaken, and gathered evidence for the 
effectiveness of PNEP (Rutter et al. 2001; Stöver and Nelles 2003; Lines et al. 2005; 
Lines et al. 2006; WHO et al. 2007d). All studies indicate that the implementation of 
such measures is possible and feasible with no security problems (e.g. Kerr et al. 2004). 
One of the most important results is the massive decline of needle sharing; a German 
project in Berlin found 71% of needle sharing before the start of the PNEP, decreasing 
to 11% at four-month follow up and to almost zero afterwards (Stark et al. 2006). 
Another outcome from a Swiss evaluation is the decrease over time of injecting drug 
use after implementing a harm-reduction programme including needle exchange in a 
female prison (Nelles et al. 1999). Other evidence from those countries where prison 
needle exchange programmes exist demonstrates that such programmes do not endanger 
staff or prisoner safety, and in fact, make prisons safer places to live and work; do not 
increase drug consumption or injecting; reduce risk behaviour and disease (including 
HIV and HCV) transmission. A drastic reduction in overdoses is reported in some 
prisons and also increased referral to drug treatment programmes. PNEP has 
successfully cohabited in prisons with other drug addiction prevention and treatment 
programmes (Meyenberg et al. 1999; Nelles and Stöver 2002). The method of 
distribution needs to be considered, as machines may be unreliable (Heinemann and 
Gross 2001), and on the other hand a personal distribution won’t be anonymous; there 
are advantages and disadvantages for both (Stöver and Nelles 2003). 
Another international review on PNEP evaluation found 6 evaluations on PNEP and all 
were in favour of the program due to the fact that needle sharing decreased 
dramatically, no new cases of transmission of BBV (blood born viruses) were reported, 
and no serious negative events occurred (Dolan et al. 2003). A further more recent 
literature review and additional interviews on six countries with PNEP (Germany, 
Switzerland, Spain, Moldova, Belarus, Kyrgyzstan) found similar outcomes in very 
different prison settings: high and low security, large and small institutions, for men and 
women, single cell and dorm, needle distribution by machines, peers or hand to hand 
from medical staff: 
• no injuries of staff were reported in evaluation reports. 
• syringes were not used as weapons. 
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• drug use or injecting did not increase (only one out of twelve studies found that it did 
in some cases). 

• PNEP can increase uptake of drug treatment services. 
• PNEP is very effective to decrease needle sharing (only one study found small  

increase). 
• abscesses and fatal overdoses decreased in some prisons (Lines et al. 2005; Lines et 

al. 2006). 
Prison staff usually but not always was in favour of PNEP, as fear of needle accidents or 
use as a weapon were expressed (e.g. Heinemann and Gross 2001; Dolan et al. 2003). 
This emphasizes the importance of adequate staff training on issues of harm reduction. 
PNEP should be accompanied by such measures like information, and counselling. A 
Dutch study then found hardly any injecting drug use in prison and therefore no need 
for a needle exchange programme (van Haastrecht et al. 1997), so the need of PNEP in 
each prison should be carefully monitored and evaluated, as the drug use behaviour of 
prisoners might change over time. 
Evidence of research is all in favour of PNEP, as well as the numerous overviews and 
reviews on the topic. Important international organisations like WHO and the Council 
of Europe strongly recommend the implementation of PNEP (Rutter et al. 2001) as an 
effective measure of HIV and HCV prevention, to reduce the risk of infectious diseases 
and other harms connected with injecting drug use. 
WHO stresses that carefully evaluated pilot programmes of prison-based needle and 
syringe programmes may be important in allowing the introduction of these 
programmes, but they should not delay the expansion of the programmes, particularly 
where there already is evidence of high levels of injecting in prisons (WHO et al. 
2007d). 
 
Provision of bleach 
There is no evidence of effectiveness of decontamination with bleach in the community 
and therefore it seems rather unlikely to be effective in prison. Disinfection as a means 
of HIV prevention is of varying efficiency, and is regarded only as a secondary strategy 
to syringe exchange programmes (WHO Europe, 2005). Where bleach programmes are 
implemented, bleach should be made easily and discreetly accessible to prisoners in 
various locations in the prison, together with information and education about how to 
clean injecting equipment and information about limited efficacy of bleach as a 
disinfectant for un-activating HIV and particularly HCV (WHO et al. 2007d). 
The effectiveness of disinfection procedures is also largely dependent upon the method 
used. A study in 1993 raised doubts about the effectiveness of the’2x2x2’ method in the 
decontamination of used injecting equipment (Shapshak and al. 1993). Scottish research 
on the effectiveness of bleach provision in a Scottish long-term prison found the 
measure being suboptimal (Champion et al. 2004), but together with other interventions 
(substitution treatment, HBV vaccination, staff training and counselling) there was no 
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evidence for new HIV infections after 12 months of the programme, whereas before 
there was a massive HIV-outbreak in one Scottish prison (Goldberg and al. 1998). A 
new review by the WHO recommends bleach only as a second-line strategy after PNEP, 
due to the rather complicated decontamination process (WHO et al. 2007d). The WHO 
reported that concerns that bleach might be used as a weapon proved unfounded, and 
that this “has not happened in any prison where bleach distribution has been tried” 
(UNAIDS 1997, p 6). 
 
Provision of condoms 
The provision of condoms aims at preventing STDs by sexual contacts. Condom use is 
internationally accepted as the most effective method for reducing the risk of the sexual 
transmission of HIV and other BBVs (WHO and UNAIDS, 2001). Water-based 
lubricants reduce the probability of condom breakage and dental dams reduce the risk of 
STD transmission during oral sex (WHO et al. 2007a). 
Condoms are likely to be the most effective method for preventing STDs. No serious 
negative effects of condom provision in prisons have been found, and the provision of 
condoms seems feasible in a wide range of prison settings (Stöver et al. 2007). 
Although there is a body of research on sexual activity in prison, there are not many 
studies evaluating the distribution of condoms in prison. Perkins (1998) examined the 
accessibility of condoms in European prisons and found a wide range of different 
policies “...on a continuum spanning endorsement of free distribution within prison to 
total prohibition”. 
No negative consequences have been reported from those prison systems where 
condoms are available and the provision seems feasible in a wide range of prison 
settings (Jürgens 2006). The provision did not compromise prison security and safety, 
and there was no increase in sexual activity found (WHO et al. 2007a). Another study 
found decreased risk behaviour after the initiation of condom distribution and high 
levels of condom use among prisoners (WHO et al. 2007). Condoms need to be easily 
and discreetly accessible, in varying anonymous locations as prisoners often might fear 
to be detected as gay (WHO et al. 2007a). 
Despite the availability of condoms, barriers exist to their use in many prisons, and 
there is often poor knowledge among prisoners of sexual risk behaviour and individual 
risk prevention (Todts and al. 1997; WHO et al. 2007a). Furthermore there is evidence 
that condoms, dental dams, and water-based lubricants are not easily and discreetly 
available, or are not available on a 24-hour basis. In many prisons, consensual sex is 
also prohibited, which can result in prisoners being reluctant to access safer sex 
measures for fear of identifying themselves as engaged in such activities. In order to 
maximize HIV prevention efforts in prison, and reduce the risk of transmission via 
unsafe sex, condoms, dental dams, and water-based lubricants should be easily and 
discreetly available through a variety of distribution channels. Experience has shown 
that discreet areas such as toilets, waiting rooms, workshops, or day rooms are options 
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that increase the confidentiality of prisoners accessing condoms. Other important 
measures alongside with condom provision are educational and informational activities 
for prisoners and staff on topics of STDs and the provision of condoms (WHO et al. 
2007a). 

2.1.7 Case management 
Case management is a type of outpatient, intensive and individualized care provided by 
one caregiver (or a team) during a well-defined period, intended to guarantee the 
continuity of care and coordination of services for a limited number of persons. Since 
the beginning 1990’s case management became a widespread intervention as a reaction 
to the limitations of existing services and in order to help drug abusers with multiple 
and chronic problems. From that point onwards, hundreds of projects have been 
implemented – both within criminal justice and substance abuse treatment system 
aiming at: 
• enhancing treatment access, participation and retention. 
• improving treatment results concerning alcohol and drug use, employment, 

psychological problems and criminality. 
• promoting coordination and continuity of care. 
Any conclusion about the effectiveness of case management for substance abusers is at 
the moment premature and even unwarranted, given the relative scarcity of randomized 
and controlled trials, especially concerning some specific models of case management. 
Several studies of case management among drug abusers involved in the criminal 
justice system have shown that coercion may help to enhance treatment participation 
and retention, which is associated with positive effects on clients’ drug use and criminal 
involvement. Empirical evidence concerning the effectiveness of judicial case 
management is still lacking, but available data do not show compelling evidence of its 
effectiveness. Positive effects of this intervention are reduced drug use and relapse rates, 
increased treatment participation and retention and less violation of judicial conditions. 
Both in the field of substance abuse treatment and in criminal justice system, the value 
of case management has been proven, but due to lack of sufficient number of 
randomized and controlled studies this intervention can not - at the moment –be 
considered as an evidence-based practice (Geenens et al, 2007). 
 

2.2  Special issues under different treatment modalities 

Special issues as prisoner’s needs assessment, qualifications and attitudes of staff and 
continuity of care are taken into consideration in this section. These issues are regarded 
as important for quality and adequacy of treatment offered in prison condition and 
should be included into the guideline. 
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2.2.1 Prisoner’s needs assessment 
It is important to accommodate those prisoners who are not motivated or able to stop 
using drugs, but do need to better understand how to reduce the harms associated with 
drug use. Research has highlighted the need for treatment providers, in any setting, to 
identify the needs of clients and their goals, whether this be maintenance or abstinence, 
and provide support in accordance with this. 
The needs of women must be treated specifically. Mostly the different needs of women 
in prison are not mentioned specifically. As Palmer (2004, 2007) pointed out the 
complexity and severity of the drug use in women’s prisons is far greater than for the 
male counterparts. Therefore the clinical management or overall management of women 
in prison needs addressing separately to the needs of men ( Stöver et al, 2004). 
Henderson (1998, citied in Zurhold et al. 2005) pointed out that compared to men, 
female inmates show a high incidence of severe mental disorders such as depression and 
coexisting psychiatric disorders. Health problems seem to be among the most important 
concerns of female offenders today. Several studies from the United States, Australia 
and New Zealand agree that women prisoners show a high prevalence of health 
problems and psychological and psychiatric disorders (Zurhold et al. 2005). 
In England and Wales, United Kingdom, 90% of women prisoners have diagnosable 
mental disorders, substance misuse or both. It is estimated that at least 75% of women 
arriving in prison have some sort of drug related problems at the time of arrest. Staff 
working in women’s prisons should be aware of the particular risks of self-harm among 
women in custody. 
It is essential that the specific hygiene needs of women should be met from reception 
with adequate supplies according to individual need (Palmer, 2007). 

2.2.2 Qualifications and attitudes of staff 
As Spitzer stated (2004) prisoners have the right to receive state of art medical care. The 
manifold developments in the field of addiction medicine, psycho-social support need to 
be transferred to the medical and psycho-social services in prisons. Not only the 
introduction of new substitution drugs, but also topics as the nature of addiction, co-
morbidity, interactions with other drugs should be discussed permanently. Also the 
attitude of staff and their relationship towards prisoners in substitution treatment has to 
be discussed during vocational trainings. 
As pointed out by Michel (2004, citied in Stöver et al. 2004) in their study on 
substitution treatment in French prison, the vast majority of doctors interviewed 
prescribing substitution drugs has not been educated in areas of drug addiction. 
In some countries a special training before employment as a doctor in prison is 
envisaged (The Netherlands), in some others countries, e.g. Germany, a special training 
for doctors on addiction medicine is required (in the community and in the prison) 
before the start of substitution treatment ( Stöver et al, 2004). 
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The training seminars should focus on adequate behaviour patterns as part of measures 
initiated to prevent the spread of infections in prison. A single training on behaviour 
change, however will not be efficient without accompanying structural changes in the 
prison setting. According to interviews with prison staff, the three following goals need 
to be met (Stöver and Trautmann, 2001): 
• identification staff with the goal of preventing infection (change attitudes). 
• acquiring basic medical knowledge. 
• accepting and meeting individual and collective needs for safety (citied in Stöver et 

al. 2007). 

2.2.3 Continuity of care 
Porporino et al (2002, citied in Stöver et al. 2004) pointed out that continuity of 
treatment provision is one of the key concepts, particularly following release, and that it 
is linked to re-offending rates. Many studies have shown that in particular, engagement 
in transitional aftercare has been proven as crucial for reducing post-prison recidivism 
(Simpson & Knight, 1999; Vigilante et al. 1999; Butzin et al, 2002, citied in Stöver et 
al. 2004). Effective and successful drug treatment in prison requires a continuum of care 
that takes the drug-using inmate from the correctional environment to the re-integrative 
processes of community-based treatment offers (Hiller et al, 1999, citied in Stöver et al. 
2004). This applies not only to drug free interventions but also to substitution therapy 
(Stöver et al, 2004). 
As most prisoners will eventually be released, careful prison discharge planning is 
essential for preserving the health care advances made in prison, and it requires a 
comprehensive approach (Spaulding et al. 2002, Springer & Altice, 2005, cited in WHO 
et al. 2007a). 
Studies among female drug users in prisons and after release showed, that problems 
which women must deal with after leaving the prison are unemployment, lack of roof 
over head, lack of possibilities to continue education, somatic and psychological 
problems. Some of them are not able to sustain abstinence. In connection with a long-
lasting isolation and long-term abuse period women have no basic social skills and the 
social reintegration is difficult for them. They have a problem in everyday life 
organization, cope with stress and emotions. In the first period they feel helpless in the 
face of everyday problems. They need support of institutions and relatives and friends. 
Effective penitentiary and post-penitentiary help (psychological help, professional 
reintegration, social help, learning how to copy with withdrawal symptom) are needed. 
Respondents think that it is important to facilitate personal links with an institution 
which they are supposed contact after leaving the prison (Moskalewicz et al. 2008). 
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3 Recommendations  

3.1 Testing for infectious diseases 

The literature research revealed that testing for infectious diseases and vaccination is a 
very important tool to promote and secure health in prison. Vaccination for Hepatitis B 
and A is highly recommended for prisoners. Similar to testing for infectious diseases, 
drug testing plays an important part in prison. It can have very different aims and 
methods. It has been observed that mandatory drug testing is rather expensive and can 
be counterproductive, due to an increasing tension in the prison. 
Level of evidence and need for future research: recommendation is based on outcome of 
studies; testing for infectious diseases and drugs need more evaluation studies. 

3.2 Treatment of infectious diseases 

Prison authorities should ensure that prisoners receive care, support and treatment 
equivalent to that available to people living with HIV in the community, including 
ART. Treating HIV-infected prisoners with ART (anti-retroviral therapy) will not only 
have an effect on the individual health but also an impact of public health outside the 
prison. 
It should be kept in mind that modalities of administration of HAART have different 
advantages and disadvantages and influence the adherence. The literature is inconsistent 
about the evidence about which modality to prefer. 
It has been shown that treatment for HCV is also feasible and successful for 
marginalized groups such as IDUs. Stöver et al. (2007) concluded that although there 
are only very few studies published on the topic of Hepatitis C treatment, the evidence 
seems to be clear. Treatment in infected inmates is feasible and safe. By reducing the 
HCV prevalence among inmates in prisons the prevalence of HCV in the general 
population is also reduced. Therefore, especially from a public health point of view the 
implementation of HCV treatment in prison and the access to care for all infected 
prisoners needs to be promoted. 
Level of evidence and need for future research: recommendation is based on outcome of 
studies; more studies are needed about advantages and disadvantages of different HART 
modalities, because literature is inconsistent. 

3.3 Abstinence oriented programmes 

Not many studies have been conducted on the effectiveness of psychosocial 
interventions in the prison setting and a need for more studies on effectiveness of 
treatment programmes was stressed. A number of studies indicate that it is important for 
prison systems to develop particular strategies for prison drug treatment rather than 
simply just reflecting those strategies that exist in the community. Generally there is a 
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growing consensus that drug treatment programmes in prison can be effective if they are 
based on the needs and resources of prisoners and are of sufficient length and quality. 
Level of evidence & need for future research: recommendation is based on outcome of 
studies; not many studies were conducted on this issue, so it’s a need for further 
research. 

3.4 Detoxification 

Regarding treatment for drug dependency, detoxification with adequate medication is 
rarely available throughout Europe. There is no sufficient literature on this issue to 
formulate recommendation 
Level of evidence & need for future research: There is a lack of evidence for 
detoxification programmes in prisons, with only two studies published. More studies 
should be conducted on detoxification treatment. 

3.5 Substitution 

According to existing literature substitution treatment can reduce sharing injection 
equipment, can result in decreasing in drug use, drug-related prison violence, crime 
following release. In several studies negative side-effects of PMMT often feared by 
prison staff, such as stand over tactics or a black market for methadone, were reported 
not to have occurred. 
A sufficiently high dosage (more than 60 mg) also seems to be important for an increase 
in the retention rate, which then can be used for additional health care services. The 
initiation of MMT also contributes to a significant reduction in serious drug charges and 
in behaviour related to activities in the drug subculture. Offenders participating in MMT 
had lower readmission rates and were readmitted at a slower rate than NON-MMT 
patients. There is evidence that continued MMT in prison has a beneficial impact on 
transferring prisoners into drug treatment after release. 
Level of evidence & need for future research: recommendation is based on outcome of 
studies; it seems that this issue is pretty well elaborated. 

3.6 Needle exchange 

A number of reviews on PNEPs (prison needle exchange programmes) have been 
undertaken, and gathered evidence for the effectiveness of PNEP, so a further 
discussion on the implementation is needed, as evidence indicates that the 
implementation of such measures is possible and feasible with no security problems. 
Prisoners should have easy, confidential access to needles and syringes. 
Level of evidence & need for future research: recommendation is based on outcome of 
studies; there is need for studies which focus on the question why syringe provision in 
prisons is still so controversial. 
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3.7  Provision of bleach 

There is no evidence of effectiveness of decontamination with bleach in the community 
and therefore it seems rather unlikely to be effective in prison. Disinfection as a means 
of HIV prevention is of varying efficiency, and is regarded only as a secondary strategy 
to syringe exchange programmes. 
Level of evidence & need for future research: recommendation is based on outcome of 
studies; need for future research should be considered. 

3.8 Provision of condoms 

Condoms are likely to be the most effective method for preventing STDs. No serious 
negative effects of condom provision in prisons have been found, and the provision of 
condoms seems feasible in a wide range of prison settings. Condoms should be made 
easily and discreetly accessible to prisoners so that they can pick them up at various 
locations in the prison. 
Level of evidence & need for future research: recommendation is based on outcome of 
studies; there are not many studies evaluating the distribution of condoms in prison. 

3.9 Case management 

Any conclusion about the effectiveness of case management for substance abusers is at 
the moment premature and even unwarranted, given the relative scarcity of randomized 
and controlled trials, especially concerning some specific models of case management. 
Several studies of case management among drug abusers involved in the criminal 
justice system have shown that coercion may help to enhance treatment participation 
and retention, which is associated with positive effects on clients’ drug use and criminal 
involvement. Empirical evidence concerning the effectiveness of judicial case 
management is still lacking, but available data do not show compelling evidence of its 
effectiveness. Positive effects of this intervention are reduced drug use and relapse rates, 
increased treatment participation and retention and less violation of judicial conditions. 
Level of evidence & need for future research: recommendation is based on outcome of 
studies; there is lack of studies concerning some specific models of case management. 

3.10 Clients’ needs 

Programmes offered in prison should be based on needs of clients and their goals, 
whether this be maintenance or abstinence, and provide support in accordance with this. 
The needs of women must be treated specifically. Mostly the different needs of women 
in prison are not mentioned specifically. 
Level of evidence & need for future research: recommendation is based on outcomes of 
studies, subjective needs should be in focus. 
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3.11 Continuity of care 

Effective and successful drug treatment in prison requires a continuum of care that takes 
the drug-using inmate from the correctional environment to the re-integrative processes 
of community-based treatment offers. Very important is to facilitate personal links with 
an institution which people after release are supposed contact after leaving the prison. A 
careful prison discharge plan is essential for preserving the health care advances made 
in prison, and it requires a comprehensive approach. 
Level of evidence & need for future research: recommendation is based on outcomes of 
studies. 

3.12 Staff competences 

Prisoners have the right to receive state of art medical care. Staff should be offered 
vocational trainings including not only medical or therapeutic issue, but also the attitude 
of staff and their relationship towards drug using prisoners. 
Level of evidence & need for future research: recommendation is based on outcomes of 
studies and authorities opinions. 
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1 Introduction 

The relationship between substance use and mental disorders dates to the late 1970s, 
when practitioners increasingly became aware of the implications that two parallel 
disorders imply for treatment outcomes. 

1.1 Definition 

Co-occurring disorders (COD) refer to occurrence of both substance use (abuse or 
dependence) and mental disorders. The term „co-occurring disorders“ replaces other 
terms such as „dual disorder”, „dual diagnosis“ or “psychiatric co-morbidity”.  
A diagnosis of co-occurring disorders is confirmed when at least one disorder of each 
type has established independently of the other and is not simply a cluster of symptoms 
resulting from the one disorder. In the context of substance use clients with co-
occurring disorders have one or more disorders relating to the misuse of alcohol and/or 
other drugs as well as one or more mental disorders.  

1.2 Context 

The nature of the relationships between mental disorders and substance misuse are 
complex as the latter can occur at any phase of mental illness and can be caused by a 
number of factors such as self-medication, genetic vulnerability etc. The identification 
of the primary diagnosis may be problematic due to the mimicking effect of symptoms 
linked to mental illness and those linked to intoxication and withdrawal of substance 
use. For this reason the identification of a disorder requires to apply a particular 
classification system (Wittchen et al. 1996) such as Diagnostic and Statistical Manual 
(DSM) IV or International Classification for Diseases (ICD) 10.  

1.3 Relevance of the problem 

The co-occurrence of a severe mental illness and a substance abuse or dependence 
disorder is prevalent enough to be considered a rule rather than an exception. For 
instance, in the UK the overall prevalence of substance use disorder in mental health 
patients was 36.3 % (Menezes et al. 1996). Smaller clinical and treatment studies have 
indicated that at least one half of the patients in psychiatric and substance use treatment 
have been diagnosed with both co-morbid psychiatric and substance use disorders 
(Callaly et al. 2001, Krausz et al 1999). In more recent studies consistently comparable 
results were found. Havassy et al. (2004) found high prevalence rates of severe mental 
illness in drug treatment clients and also a high prevalence of serious drug problems in 
mental health patients. Schäfer & Najavits (2007) showed that in clinical populations 
25-50% have a lifetime COD of posttraumatic stress disorder and substance use 
disorder.  
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The association between depression and substance abuse was particularly striking and 
became the subject of several early studies in the United States (e.g. Woody and Blaine 
1979; De Leon 1989; Pepper et al. 1981; Rounsaville et al. 1982b; Sciacca 1991). 
Studies conducted in substance abuse programs typically reported that 50-75 % of 
clients had some type of co-occurring mental disorder (although not usually a severe 
mental disorder) while studies in mental health settings reported that between 20 and 50 
percent of their clients had a co-occurring substance use disorder (Kessler et al. 1996; 
Sacks et al. 1997, Compton et al. 2000). The study of Rodriguez-Jimenez et al. (2008) 
revealed that schizophrenic patients exhibit a high lifetime prevalence (40-50%) of 
comorbid substance use disorders. A number of studies found strong associations 
between substance use disorders and antisocial personality disorder. Oyefeso et al. 
(1998) found that the prevalence rate of personality disorder among drug-dependent 
inpatients was 86 %.  
The mentioned studies vary in their settings, sample sizes, methods and criteria for 
determining a disorder which can result in different estimates. However, despite these 
differences the reported rates of COD are consistent across all studies.  

1.4 Philosophy and treatment approaches 

Clients with co-occurring disorders often show poor medication compliance, physical 
co-morbidities, poor health, and poor self-care. They also have poorer outcomes such as 
higher rates of relapse, hospitalisation, depression, and suicide risk (Drake et al. 1998b; 
Schäfer & Najavits, 2007). According to Coffey and colleagues, hospitalisation for 
clients with both a mental and substance use disorder was more than 20 times higher 
than for substance abuse only clients and five times higher than for mental disorder only 
clients (Coffey et al. 2001). Studies in the United States found that individuals with 
substance abuse disorder and COD seek treatment more frequently than those with one 
disorder (Narrow et al. 1993). On the other hand those clients with three or more 
disorders have never received any treatment (Kessler et al. 1996). 
Problems in the provision of health care led to new treatment models and strategies in 
the United States (Anderson 1997; De Leon 1996; Miller 1994a; Minkoff 1989; 
National Advisory Council [NAC] 1997; Onken et al. 1997; Osher and Drake 1996). 
The increased interest in providing effective treatment for COD clients is reflected by 
new patient placement criteria the American Society of Addiction Medicine (ASAM 
2001) had put into practice. To increase treatment effectiveness the National 
Association of Mental Health Program in the US emphasised the importance to know 
about both mental health and substance abuse treatment when working with COD 
clients. In addition a classification of treatment settings has been provided to facilitate 
systematic treatment planning, consultations, collaborations, and integration. 
However, in the last decade, dissemination of knowledge has been widespread. 
Numerous books and hundreds of articles have been published, from counselling 
manuals and instruction (Evans and Sullivan 2001; Pepper and Massaro 1995, Coffey et 
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al. 2001). In spite of these developments individuals with substance use and mental 
disorders commonly appear at facilities that are not prepared to treat them. They may be 
treated for one disorder without consideration of the other disorder, often shifting from 
one type of treatment to another as symptoms of one disorder or another become 
predominant. 

2 Research evidence base – key findings 

Even though available literature provides information on treatment approaches to 
respond to clients with co-occurring disorders, in Europe there is only limited evidence 
on effective treatment interventions for this population. In addition there is little 
information about the most effective models of treatment delivery. The majority of 
research on co-occurring disorders has been conducted in the USA, and especially in 
North America. Due to very different health and social care systems in the United States 
and Europe evidence generated by US studies can not be simply translated into the 
European situation. Currently a number of research studies on co-morbidity have been 
undertaken in Europe which are of value for practice. However until these research 
findings are peer-reviewed and published the implementation of evidence-based 
interventions remains difficult. 
Evidence from Northern American studies indicates that an existing mental disorder 
often makes effective treatment for substance use more difficult (Mueser et al. 2000; 
National Association of State Mental Health Program Directors and National 
Association of State Alcohol and Drug Abuse Directors 1999). Evidence suggests that 
outpatient drug treatment can lead to positive outcomes for clients with less serious 
mental disorders, even if treatment is not tailored specifically to their needs. This 
conclusion is supported by the results of the comprehensive database “DATOS” on 
substance abuse treatment (Flynn et al. 1997). Clients who attended outpatient drug 
treatment for a period of three months reported lower rates of drug use compared to 
their rate of use prior to treatment (Hubbard et al. 1997; Simpson et al. 1997a).  

2.1 Evidence based interventions 

On basis of research findings there are a number of interventions which have been 
identified as currently demonstrating evidence for treatment of co-occurring disorders. 
These practices are:  
• Pharmacological treatment 
• Psychosocial interventions  
• Contingency management 
• Case management / intensive case management 
• Family intervention  
• Assertive community treatment 
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This list is not complete and future research may find evidence for further interventions. 
However, some further approaches will also be presented below.  

Pharmacological interventions 
Pharmacological proceedings over the past decade have produced antipsychotic, 
antidepressant, anticonvulsant, and other medications with greater effectiveness and 
fewer side effects. Due to better medication regimens many people who once would 
have been too unstable for medical treatment or who had shown a poor prognosis now 
are enabled to develop more functional lives. Reviews identified a majority of studies 
suggesting the effectiveness of second-generation antipsychotics, particularly clozapine, 
for patients with schizophrenia and a co-morbid substance use disorder. (SAMHSA 
2005) 
Substance abuse treatment programmes increasingly appreciate the importance of 
providing medication to control drug abuse symptoms as an essential part of treatment. 
To ensure that proper medication is prescribed when needed it is important to assess and 
describe the clients’ behaviour and symptoms. Support from mutual self-help groups 
may be a powerful resource for clients to learn about the effects of medication and to 
accept medication as part of recovery.  

Psychosocial interventions 
Since identification of the problem of co-occurring severe mental illness and substance 
use disorder in the early 1980s, psychosocial interventions have steadily been developed 
and tested. In the following years there were many pre-post studies but still only a few 
controlled trials (Drake et al. 1998). In recent years numerous controlled trials have 
been undertaken, most often in Northern America. Treatment approaches are emerging 
with demonstrated effectiveness in achieving positive outcomes for clients with COD. 
These promising treatment approaches base upon comprehensive integrated treatment 
and provide a variety of interventions for clients with COD; substance abuse treatment 
includes interventions such as contingency management, cognitive-behavioural therapy, 
relapse prevention, and motivational interviewing. In fact, it is now possible to identify 
“guiding principles” and “fundamental elements” for COD treatment in COD settings 
which have been proven effective for the COD population with serious mental illness.  

Individual counselling  
Studies of individual counselling are largely based on the technique of motivational 
interviewing (Miller & Rollnick 2002) and most often focused on substance use 
outcomes. Three studies assessed the impact of a single session (Baker et al. 2002a, 
2002b; Hulse & Tait 2002; Swanson, Pantalon, & Cohen 1999) while four studies 
examined several individual counselling sessions (Graeber et al. 2003; Baker et al. 
2006; Edwards et al. 2006; Kavanagh et al. 2004). Findings on substance use, mental 
health, and other outcomes including treatment attendance were inconsistent. Graeber, 
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et al. (2003) found remarkable positive results on substance use outcomes following 
three sessions of motivational interviewing but three other studies on several sessions 
(3–12) of motivational interviewing and/or cognitive-behavioural counselling found no 
differences in substance use outcomes (Baker et al. 2006; Edwards et al. 2006; 
Kavanagh et al. 2004). In the long-term study of Barrowclough et al. (2001) which 
included 9 months of motivational interviewing and cognitive-behavioural treatment 
some positive results were found at 9, 12, and 18 months, but most of the differences in 
substance use and other outcomes were not sustained at 18 months (Haddock et al. 
2003). Thus, the evidence for individual counselling based on motivational interviewing 
and/or cognitive-behavioural counselling is relatively weak and inconsistent. 

Group counselling  
Group counselling interventions are usually delivered once or twice a week over a 
period of 6 months or longer. They are most often based upon cognitive-behavioural 
techniques, education, peer support, and focussed on managing mental and substance 
use disorders. There are eight studies on group counselling taken into consideration of 
which half are experiments and half are quasi-experimental. The results of these studies 
are considerably consistent in demonstrating that group counselling has positive effects 
on substance use and on other symptoms than mental illness. Bellack et al. (2006) found 
positive outcomes of a multi-intervention approach (including cognitive-behavioural 
interventions, skills training and contingency management) for clients with 
schizophrenia and drug use disorders, although overall attrition was high. Similarly, 
Weiss et al. (2000, 2007) showed that cognitive-behavioural intervention has positive 
substance use outcomes for clients with bipolar disorder plus substance use disorder.  

Contingency management (CM) 
A substantial empirical database supports effectiveness of CM techniques in enhancing 
treatment retention and confronting drug use (e.g. Higgins 1999; Petry et al. 2000). The 
techniques have been shown to address the use of a variety of substances such as 
opioids (e.g. Higgins et al. 1986; Magura et al. 1998), marijuana (Budney et al. 1991), 
alcohol (e.g. Petry et al. 2000), and cocaine (Budney and Higgins 1998).  
CM has been studied among populations of homeless persons, many with COD (Milby 
et al. 1996; Schumacher et al. 1995). Results show that participants in treatment with 
contingencies were more likely than those in conventional treatment to be abstinent 
from drugs, to move into stable housing, and to gain regular employment following 
treatment.  
CM principles and methods can be applied flexible to cope with new situations and can 
increase treatment effectiveness. It should be noted that many programmes make use of 
CM principles informally when they reward particular behaviours. CM techniques have 
not been implemented in community-based settings until recently. The use of vouchers 
and other reinforcers has achieved empirical support (e.g. Higgins 1999; Silverman et 
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al. 2001) even though there is little evidence for the efficacy of different reinforcers. 
The effectiveness of CM principles when applied in community-based treatment 
settings and specifically with clients who have COD remains to be demonstrated.  

Case management / Intensive case management (ICM) 
Case management refers to intensive, team-based, multidisciplinary, outreach-oriented 
and coordinated services, usually involving assertive community treatment (Stein & 
Test, 1980) or a close variant called intensive case management. All studies of case 
management interventions, half experiments and half quasi-experiments, incorporated 
some forms of integrated treatment for co-occurring substance use disorders. These 
studies produced inconsistent results on substance use outcomes as well as on mental 
illness symptoms. Six of the studies reported some reductions in substance use, and 
further studies found effectiveness in other areas such as increasing engagement, 
increasing community tenure, and improving quality of life. Traditional outcomes of 
case management, such as increasing community tenure, are consistently obtained with 
dual diagnosis clients. 
ICM has shown to be effective in engaging and retaining clients with COD in outpatient 
services and to reduce rates of hospitalisation (Morse et al. 1992). Treatment combining 
substance abuse counselling with intensive case management has been found to reduce 
substance use behaviours for this population in terms of days of drug use, remission 
from alcohol use, and reduced consequences of substance use (Bartels et al. 1995; 
Drake et al. 1993, 1997; Godley et al. 1994). The continued use and further 
development of ICM for COD is indicated based on its overall utility and modest 
empirical base. 

Family intervention 
Only one study could be identified that included family psycho-education as a 
consistent intervention. Barrowclough et al. (2001) combined family intervention with 
individual counselling. The results were positive for substance use and other outcomes 
at various follow-ups, but mostly faded when the intervention ended. In conclusion 
family intervention for persons with co-occurring disorders has not yet been evaluated 
sufficiently. 

Assertive community treatment (ACT) 
The ACT model has been researched widely as a programme designed for people who 
are chronically mentally ill. Randomised trials comparing clients with COD assigned to 
ACT programmes with similar clients assigned to standard case management have 
demonstrated better outcomes for ACT. It has been shown that the ACT model is 
effective for mental disorders in reducing re-hospitalisation, improvement of alcohol 
and substance abuse, lower 3-year post-treatment relapse rates for substance use, and 
improvements of quality of life (Drake et al. 1998a; Morse et al. 1997; Wingerson and 
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Ries 1999). ACT has not been effective in reducing substance use when the substance 
use services were not provided directly by the ACT team (Morse et al. 1997). Research 
also reveals that ACT is more cost-effective than case management (Wolff et al. 1997). 
Other studies of ACT were less consistent in demonstrating higher effectiveness of 
ACT compared to other interventions (e.g. Lehman et al. 1998). In addition, the study of 
Drake et al. (1998b) did not show improvement on several measures important for 
establishing the effectiveness of ACT with COD; that is retention in treatment, self-
reported substance abuse and stable housing. Drake noted that elements of ACT were 
incorporated gradually into the standard case management which made it difficult to 
determine the effectiveness of ACT. Further analyses indicated that clients in high-
fidelity ACT programmes showed greater reductions in alcohol and drug use and 
attained higher rates of remissions in substance use disorders than clients in low-fidelity 
programmes (McHugo et al. 1999). Based on predominately American results ACT is 
an effective treatment model for clients with COD, especially those with serious mental 
disorders. 

Residential treatment 
Nearly all studies on residential treatment compared a more integrated approach to 
residential treatment with a less integrated approach. Some of the residential 
programmes were short-term (6 months or less) and some long-term (1 year or more). 
The long-term studies did consistently find positive outcomes related to substance use. 
Brunette et al. (2001) showed that long-term residential treatment was more sustainable 
effective than short-term residential treatment as regards substance use outcomes. The 
long-term studies also consistently demonstrated positive effects on other outcomes. A 
number of large-scale, longitudinal, national, multi-site treatment studies have proven 
the effectiveness of residential substance abuse treatment (Fletcher et al. 1997; Hubbard 
et al. 1989). In general, these studies have shown that residential substance abuse 
treatment results in significant reduction of drug use and crime, and in increased 
employment. The most recent national study is the American DATOS study (Fletcher et 
al. 1997) which involved a total of 10,010 adult clients admitted to short-term inpatient 
substance abuse treatment, residential TCs, outpatient drug-free programmes, or 
outpatient methadone maintenance programmes across 11 cities in the US. Of the 4,229 
clients eligible for follow-up and 2,966 were re-interviewed after treatment (Hubbard et 
al. 1997). Among these clients there was a high prevalence of clients with COD. The 
DATOS study participants displayed positive outcomes for substance use and other 
maladaptive behaviours in the first year after treatment. Substance abusers who at least 
remain in treatment for 3 months have more favorable outcomes than those dropping 
out earlier (Condelli and Hubbard 1994; Simpson et al. 1997b, 1999; Knight et al. 
2000). Broome and colleagues (1999) found that hostility was related to a lower 
likelihood of staying in residential treatment beyond the 90-day threshold, but 
depression was associated with a greater likelihood of retention beyond the threshold. 
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2.2 Evidence for different treatment models 

In research there is a discussion about the most effective models of treatment and care 
for people with co-occurring disorders. There are three main models which can be 
differentiated even though they might exist across different treatment settings such as 
outpatient treatment, inpatient and residential treatment. 
• Serial treatment models are based upon a consecutive treatment of psychiatric and 

substance use disorders. Patients attend separate treatment for mental health and 
substance use disorders with little communication between substance use services 
and psychiatric services. It is argued that such separate treatment services are not 
appropriate to meet the needs of patients with co-occurring disorders.  

• Parallel treatment models deliver substance misuse and mental health services by 
establishing a liaison to provide the two services concurrently. Specific liaisons are 
to facilitate assessment and referral between psychiatry and substance use services. 
However, in practice it may happen that substance misuse and mental health services 
operate referral criteria that specifically exclude patients with co-occurring disorders, 
particularly as regards residential rehabilitation. 

• Integrated treatment models include treatment for the mental illness and substance 
use by delivering both pharmacologic and psychosocial interventions. Experience for 
integrated treatment emerges from the USA and research suggests that treatment and 
management of co-occurring disorders is most successful through an integration of 
both types of treatment. Evidence also suggests that clinical teams must provide a 
treatment approach incorporates assertive community treatment, motivational and 
behavioural interventions, relapse prevention, pharmacotherapy and social 
approaches.  

Integrated treatment 
During the last decade, integrated treatment has continued to evolve, and several models 
have been described (Drake and Mueser 1996b; Lehman and Dixon 1995; Minkoff and 
Drake 1991; Solomon et al. 1993). A recent survey in the USA found that only 12 % of 
clients with COD mental health and substance use problems received interventions for 
both (Epstein et al., 2004). Thus, current intervention research on co-occurring disorders 
assumed the need to integrate mental health and substance abuse services at the clinical 
level (McHugo et al., 2006). In a review of mental health center-based research for 
clients with serious and persistent mental illness, Drake and colleagues (1998b) 
concluded that comprehensive, integrated treatment, “especially when delivered for 18 
months or longer, resulted in significant reductions of substance abuse and, in some 
cases, in substantial rates of remission, as well as reductions in hospital use and/or 
improvements in other outcomes”. Mangrum et al. (2006) examined 1-year treatment 
outcomes of 216 individuals with co-occurring severe and persistent mental illness and 
substance use disorders who were assigned to an integrated or parallel treatment 
condition. Comparisons indicated that the integrated group achieved greater reductions 
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in the incidence of psychiatric hospitalisation. Several studies which focussed on 
substance abuse treatment addressing COD have demonstrated better treatment 
retention and outcome when mental health services were integrated onsite (Charney et 
al. 2001; McLellan et al. 1993; Saxon and Calsyn 1995; Weisner et al. 2001). On the 
other hand a prospective study among substance-abusing schizophrenic patients found 
no statistical significance between integrated and non-integrated treatment programmes 
as regards the mental state outcomes (Hellerstein 1995). However, research on 
integrated treatment expands in the US as previous reviews have documented modestly 
superior outcomes (Brunette et al., 2004; Drake et al., 2004; Mueser et al., 2005). 
However, there is no clear evidence that adoption of an integrated treatment model by 
European health services will be effective as well. Research has demonstrated that non-
integrated substance abuse treatment programmes can also be beneficial for clients with 
co-occurring substance use disorders and mental illness - even in case of serious mental 
symptoms (e.g. Karageorge 2001). Many clients in traditional substance abuse treatment 
settings who had mild to moderate mental disorders were found to do well with 
traditional substance abuse treatment methods (Hser et al. 2001; Hubbard et al. 1989; 
Joe et al. 1995; Simpson et al. 2002; Woody et al. 1991).  

Continuity of care 
Evidence for the benefits of ensuring continuity of care mainly comes from sources of 
the United States. A study among criminal justice populations not specifically identified 
as having COD found that 3 years after completing prison treatment and additional 
aftercare only 27 % of these offenders returned to prison (Wexler et al. 1999). In 
contrast, about three-fourths of those not completing both programmes were re-
imprisoned. Similar findings have been reported by Knight et al. (1999). A study of 
homeless clients with COD provided further evidence that aftercare is crucial for 
positive treatment outcomes (Sacks et al. 2003). Clients who lived in supported housing 
after leaving a therapeutic community demonstrated a reduction in antisocial behaviour 
and an increase in social behaviour. Burnam (1995) undertook an experimental 
evaluation of residential and non-residential treatment for homeless adults with 
substance abuse disorder and COD in Los Angeles, California. The study found a 
significant difference between the two groups in favour of residential treatment but no 
clear difference in substance use at nine months. 
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3 Recommendations 

3.1 Guidelines for core elements of interventions 

The following guidelines derive from proven models, clinical experience, and the 
growing empirical evidence (see part 2). It suggests that the provider needs to address in 
concrete terms the challenges of providing access, assessment, appropriate level of care, 
integrated treatment, comprehensive services, and continuity of care for clients with 
COD. This first section provides guidance that is relevant to design processes that are 
appropriate for this population within each of these key areas18. 

Providing access 
A “no wrong door” policy should be implemented for the full range of clients with 
COD. 
“Access” refers to the process of initial contact with the service system and occurs in 
the following main ways: 
• Routine access for individuals seeking services who are not in crisis 
• Crisis access for individuals requiring immediate services due to an emergency 
• Outreach, in which agencies target individuals in great need (e.g. people who are 

homeless) who are not seeking services or cannot access ordinary routine or crisis 
services 

• Access that is involuntary, coerced, or mandated by the criminal justice system, 
employers, or the child welfare system.  

Completing a full assessment 
The challenge of assessment for individuals with COD in any system involves 
maximising the likelihood of the identification of COD, immediately facilitating 
accurate treatment planning, and revising treatment over time as the client’s needs 
change. 
The following levels of assessment should be implemented: 
• Screening 
Screening is a formal process of testing to determine whether a client does or does not 
warrant further attention at the current time in regard to a particular disorder and, in this 
context, the possibility of a co-occurring substance use or mental disorder. Screening 
processes (conducted by counsellors using their basic counselling skills) always should 
define a protocol for determining which clients screen positive and for ensuring that 
those clients receive a thorough assessment. 
• Basic assessment 
                                            
18  Principles and core elements are following the consensus building process about treatment of COD of 

the „Treatment Improvement protocol“ Nr 42 (SAMHSA 2005##). 



 331 

Information gathered in this way is needed to ensure that the client is placed in the most 
appropriate treatment setting (as discussed in the next parts) and assisted in providing 
mental disorder care that addresses each disorder. A basic assessment consists of 
gathering information that will provide evidence of COD and mental and substance use 
disorder diagnoses; assess problem areas, disabilities, and strengths; assess readiness for 
change; and gather data to guide decisions regarding the necessary level of care.  
In the assessment process (from engagement, screening for and detect COD, diagnosis 
and level of care to treatment plan) the counsellor should seek to accomplish the 
following aims: 
• To obtain a more detailed chronological history of past mental symptoms, diagnosis, 

treatment, and impairment, particularly before the onset of substance abuse, and 
during periods of extended abstinence. 

• To obtain a more detailed description of current strengths, supports, limitations, skill 
deficits, and cultural barriers related to following the recommended treatment 
regimen for any disorder or problem. 

• To determine stage of change for each problem, and identify external contingencies 
that might help to promote treatment adherence. 

A major goal of the screening and assessment process is to ensure the client is matched 
with appropriate treatment (see below). 

Adopting a multi-problem, tailored and phased approached viewpoint  
As people with COD generally have an array of mental health, medical, substance 
abuse, family, and social problems treatment should address immediate and long-term 
needs for housing, work, health care, and a supportive network services should be able 
to integrate care to meet the multidimensional problems. 
As co-occurring disorders arise in a context of personal and social problems, with a 
corresponding disruption of personal and social life, approaches are important that 
address specific life problems early in treatment. These approaches may incorporate 
case management to help clients find housing or handle legal and family matters.  
Services for clients with more serious mental disorders, must be tailored to individual 
needs and functioning (CSAT 1998). The manner in which interventions are presented 
must be compatible with client actual needs and functioning. Such impairments 
frequently call for relatively short, highly structured treatment sessions that are focused 
on practical life problems. Careful assessment of such impairments and a treatment plan 
consistent with the assessment are therefore essential. 
Clients are progressing empirically though three to five identified phases (Drake and 
Mueser 1996; Sacks et al. 1998) or stages including engagement, stabilisation, 
treatment, and aftercare or continuing care. The use of these phases enables the 
clinician/practitioner (whether within the substance abuse treatment or mental health 
services system) to develop and use effective, stage-appropriate treatment protocols. 
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(See the protocol of how to use motivational enhancement therapy appropriate to the 
client’s stage of recovery.) 

Providing an appropriate level of care – matching to treatment 
The Quadrants of Care, developed in the US and UK-research, and consensus building is a 
useful classification of service coordination by severity in the context of substance abuse 
and mental health settings. The four-quadrant framework provides a structure for fostering 
consultation, collaboration, and integration among drug abuse and mental health treatment 
systems and providers to deliver appropriate care to every client with COD. Although the 
material in this guidance relates to all four quadrants, the guideline is designed primarily for 
addiction counsellors working in quadrant II and III settings. The four categories of COD 
are  
• • Quadrant I: Less severe mental disorder/less severe substance disorder 
• • Quadrant II: More severe mental disorder/less severe substance disorder 
• • Quadrant III: Less severe mental disorder/more severe substance disorder 
• • Quadrant IV: More severe mental disorder/ more severe substance disorder 
(COCE 2008) 

Table 1 
Level of care quadrant 

Category III 
Mental disorders less severe 
Substance abuse disorders more severe  
Locus of care 
Substance Abuse System 

Category IV 
Mental disorders more severe 
Substance abuse disorders more severe  
Locus of care 
Substance abuse system, mental health system, 
hospitals, jails/prisons, 
emergency rooms, etc. 

Category I 
Mental disorders less severe 
Substance abuse disorders less severe  
Locus of care 
Primary health care settings 

Category II 
Mental disorders more severe 
Substance abuse disorders less severe  
Locus of care 
Mental health system 

(COCE 2006) 
 
The quadrant represents a client placement system to facilitate effective treatment 
(following the American Society of Addiction Medicine – ASAM). In this guidance a 
related system is recommended that classifies both substance abuse and mental health 
programmes as basic, intermediate, and advanced in terms of their progress toward 
providing more integrated care. 
• A basic programme has the capacity to provide treatment for one disorder, but also 

screens for the other disorder and can access necessary consultations.  
• A programme with an intermediate level of capacity tends to focus primarily on one 

disorder without substantial modification to its usual treatment, but also explicitly 
addresses some specific needs of the other disorder.  
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• A programme with an advanced level of capacity provides integrated substance 
abuse treatment and mental health services.  

Irrespective of the model adopted, services need to have close collaboration with other 
providers involved in the care of the patient and carers. Those involved in the care of the 
patient need to identify a named care co-ordinator with responsibility for co-ordinating care. 

Achieving integrated treatment 
Integration of care for COD is seen as a continuum. Depending on the needs of the 
client and the constraints and resources of particular systems, appropriate degrees and 
means of integration will differ. 
Integrated treatment can occur on different levels and through different mechanisms: 
• One clinician delivers a variety of needed services. 
• Two or more clinicians work together to provide needed services. 
• A clinician may consult with other specialties and then integrate that consultation 

into the care provided. 
• A clinician may coordinate a variety of efforts in an individualized treatment plan 

that integrates the needed services.  
• One programme or programme model (e.g., modified residential treatment or 

intensive outpatient treatment) can provide integrated care.  
• Multiple agencies can join together to create a programme that will serve a specific 

population.  
Integrated treatment also is based on positive working relationships between service 
providers. The four-quadrant category framework (described below) provides a useful 
structure for fostering consultation, collaboration, and integration among systems and 
providers to deliver appropriate care to every client with COD. 

Ensuring continuity of care 
Recovery for COD is a long-term process of internal change, and these internal changes 
proceed through various stages (De Leon 1996 and Prochaska et al. 1992). The recovery 
perspective generates at least two main principles for practice: A treatment plan should 
be developed that provides continuity of care over time. It should be considered that 
treatment may occur in different settings over time (i.e. residential, outpatient) and that 
much of the recovery process typically occurs outside of or following treatment. It is 
important to reinforce long-term participation in these continuous care settings. 
Continuity of care implies coordination of care as clients move across different service 
systems (e.g. Morrissey et al. 1997). Since both substance use and mental disorders 
frequently are long-term conditions, treatment for persons with COD should take into 
consideration rehabilitation and recovery over a significant period of time. To be 
effective, treatment must address the three features that characterise continuity of care: 
• Consistency between primary treatment and ancillary services 
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• Seamlessness as clients move across levels of care (e.g. from residential to outpatient 
treatment) 

• Coordination of present and past treatment episodes 
Ideally outreach, employment, housing, health care and medication, financial support, 
recreational activities, and social networks should be included in a comprehensive and 
integrated service delivery system. Areas of particular value are housing and 
employment. 
The different organisational structures and settings in which services occur influence the 
ease or difficulty of providing a service delivery network that is integrated, 
comprehensive, and continuous.  
The support systems should be used to maintain and extend treatment effectiveness. The 
mutual self-help movement, the family, the faith community, and other resources that 
exist within the client’s community can play an invaluable role in recovery.  

3.2 Guidelines for interventions and programme elements  

Interventions refer to the specific treatment strategies, therapies, or techniques that are 
used to treat one or more disorders. 
Interventions may include psychopharmacology, individual or group counselling, 
cognitive-behavioural therapy, motivational enhancement, family interventions, 12-Step 
recovery meetings, case management, skills training, or other strategies. Both substance 
use and mental disorder interventions are targeted at the management or resolution of 
acute symptoms, ongoing treatment, relapse prevention, or rehabilitation of a disability 
associated with one or more disorders, whether that disorder is mental or associated 
with substance use. 

Maintaining therapeutic alliance 
Maintaining a therapeutic alliance with clients who have co-occurring disorders (COD) 
is important and difficult. Guidelines for addressing these challenges should be part of 
all interventions. It stresses the importance of the practicioners/counsellor’s ability to 
manage feelings and biases that could arise when working with clients with COD. 
To build a therapeutic relationship the above listed guidelines for treatment (see 3.1) 
and the attitude of motivational enhancement are essential.  

Motivational Interviewing 
Several well-developed and successful strategies from the substance abuse field should 
being adapted for COD. Motivational Interviewing (MI) is a client-centred, directive 
method for enhancing intrinsic motivation to change (by exploring and resolving 
ambivalence) that has proven effective in helping clients clarify goals and commit to 
change. (See special guidance for Motivational Enhancement for details). 
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Contingency Management (reinforcement approaches) 
Approaches with reinforcement such as Contingency Management (CM) maintain that 
the form or frequency of behaviour can be altered through the introduction of a planned 
and organised system of positive and negative consequences. Many counsellors and 
programmes employ CM principles informally by rewarding or praising particular 
behaviours. Similarly, CM principles are applied formally (but not necessarily identified 
as such) whenever the attainment of a level or privilege is contingent on meeting certain 
behavioural criteria. Detailed demonstration of the efficacy of CM principles for clients 
with COD is still needed.  

Cognitive–Behavioural Therapy (CBT)  
Cognitive-Behavioural Therapy (CBT) uses the client’s cognitive distortions as the 
basis for prescribing activities to promote change. Distortions in thinking are likely to 
be more severe with people with COD who are, by definition, in need of increased 
coping skills. CBT should be introduced in developing these coping skills in a variety of 
clients with COD. 

Relapse Prevention (RP)  
Relapse Prevention (RP) has proven to be a particularly useful substance abuse 
treatment strategy and it appears adaptable to clients with COD. The goal of RP is to 
develop the client’s ability to recognise cues and to intervene in the relapse process, so 
lapses occur less frequently and with less severity. RP endeavours to anticipate likely 
problems, and then helps clients to apply various tactics for avoiding lapses to substance 
use. Relapse Prevention Therapy, has been specifically adapted to provide integrated 
treatment of COD, with promising results. 

Ensure proper medication  
The use of proper medication is an essential programme element, helping clients to 
stabilise and control their symptoms, thereby increasing their receptivity to other 
treatment. Maintenance treatment is introduced as a first line treatment (see special 
guidance). Pharmacological advances over the past few decades have produced more 
effective psychiatric medications with fewer side effects. With the support of better 
medication regimens, many people with serious mental disorders who once would have 
been institutionalised, or who would have been too unstable for substance abuse 
treatment, have been able to participate in treatment, make progress, and lead more 
productive lives.  

Outpatient programmes with key elements of Assertive Community Treatment (ACT) 
or Community Reinforcement Approach (CRA) 
Because outpatient treatment programmes are widely available and serve the greatest 
number of clients, it is imperative that these programmes use the best available 
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treatment models to reach the greatest possible number of persons with COD. Assertive 
Community Treatment (ACT) and Community reinforcement Approach (CRA), 
historically designed in the US for clients with serious mental illness or substance use 
disorder, employ extensive outreach activities, active and continuing engagement with 
clients, and a high intensity of services. These approaches emphasises multidisciplinary 
teams and shared decision making. Structured psychosocial interventions (see special 
guidance) that adopt elements of the mentioned programmes should be introduced in 
Europe. 

Intensive Case Management (ICM) 
The goals of ICM are to engage individuals in a trusting relationship, assist in meeting 
their basic needs (e.g., housing), and help them access and use brokered services in the 
community. The fundamental element of ICM is a low caseload per case manager, 
which translates into more intensive and consistent services for each client. ICM has 
proven useful for clients with serious mental illness and co-occurring substance use 
disorders. Structured counselling (see guidance for psychosocial interventions) offers 
similar elements as ICM und should have similar effects in connection with low 
caseloads per counsellor. (It should be noted that direct translation of ICM models from 
the mental health settings in which they were developed to substance abuse settings is 
not self-evident. These initiatives likely must be modified and evaluated in such 
settings.) 

Consideration of cultural contexts  
Treatment providers are advised to view clients with COD and their treatment in the 
context of their culture, ethnicity, geographic area, socioeconomic status, gender, age, 
sexual orientation, religion, spirituality, and any physical or cognitive disabilities. The 
provider especially needs to appreciate the distinctive ways in which a client’s culture 
may view disease or disorder, including COD. Using a model of disease familiar and 
culturally relevant to the client can help communication and facilitate treatment. 

Modifications in residential settings 
Residential treatment for substance abuse occurs in a variety of settings, including long- 
(12 months or more) and short-term residential treatment facilities, criminal justice 
institutions, and halfway houses. In many substance abuse treatment settings, 
psychological disturbances have been observed in an increasing proportion of clients 
over time; as a result, important initiatives have been developed to meet their needs. The 
principles and methods of residential models (see special guideline to psychosocial 
interventions) have to be adapted to the circumstances of the client, making the 
following alterations: increased flexibility, more individualised treatment, and reduced 
intensity.  
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Provisions for acute and primary care settings 
Because acute and primary care settings encounter chronic physical diseases in 
combination with substance use and mental disorders, treatment models appropriate to 
medical settings are important. In these and other settings, it is particularly important 
that administrators assess organisational readiness for change prior to implementing a 
plan of integrated care. The considerable differences between the medical and social 
service cultures should not be minimised or ignored; rather, opportunities should be 
provided for relationship and team building. 

Consideration of treatment for special subgroups 
The needs of a number of specific subgroups of persons with COD can best be met 
through specially adapted programs. These include persons with specific disorders (such 
as bipolar disorder) and groups with unique requirements (such as women, the 
homeless, and clients in the criminal justice system). A number of promising 
approaches to treatment for particular client groups should be implemented, while 
recognising that further development is needed, both of disorder-specific interventions 
and of interventions targeted to the needs of specific populations. 

Important elements after residential placement  
Discharge planning is important to maintain gains achieved through residential or 
outpatient treatment. Depending on programme and community resources, a number of 
continuing care (aftercare) options should be made available for clients with COD who 
are leaving treatment. These options include mutual self-help groups, relapse prevention 
groups, continued individual counselling, psychiatric services (especially important for 
clients who will continue to require medication), and ICM to continue monitoring and 
support.  

Aid for self help approach 
During the past decade, dual recovery mutual self-help approaches have been developed 
for individuals affected by COD and are becoming an important vehicle for providing 
continued support in the community. These approaches apply a broad spectrum of 
personal responsibility and peer support principles, often employing 12-Step methods 
that provide a planned regimen of change. The practicioner/clinician can help clients 
locate a suitable group, find a sponsor (ideally one who also has COD and is at a late 
stage of recovery), and become comfortable in the role of group member. 

Promotion of coordination and continuity of care 
Continuity of care refers to coordination of care as clients move across different service 
systems and is characterised by three features: consistency among primary treatment 
activities and ancillary services, seamless transitions across levels of care (e.g. from 
residential to outpatient treatment), and coordination of present with past treatment 
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episodes. Because both substance use and mental disorders typically are long-term 
chronic disorders, continuity of care is critical; the challenge in any system of care is to 
institute mechanisms to ensure that all individuals with COD experience the benefits of 
continuity of care. 

Implementation of integrated interventions 
Integrated interventions are specific treatment strategies or therapeutic techniques in 
which interventions for both disorders are combined in a single session or interaction, or 
in a series of interactions or multiple sessions. Integrated interventions can include a 
wide range of techniques. Some examples include  
• Integrated screening and assessment processes 
• Dual recovery mutual self-help meetings 
• Dual recovery groups (in which recovery skills for both disorders are discussed) 
• Motivational enhancement interventions (individual or group) that address issues 

related to both mental health and substance abuse or dependence problems 
• Group interventions for persons with the triple diagnosis of mental disorder, 

substance use disorder, and trauma, or which are designed to meet the needs of 
persons with COD and another shared problem such as homelessness or criminality 

• Combined psychopharmacological interventions, in which an individual receives 
medication designed to reduce cravings for substances as well as medication for a 
mental disorder. Integrated interventions can be part of a single programme or can be 
used in multiple programme settings. 

Internal capability and care coordination  
Recognising that system integration is difficult to achieve (and only an option for small 
groups of clients) and that the need for improved COD services in substance abuse 
treatment agencies is urgent, it is recommended that the emphasis should be placed on 
assisting the substance abuse treatment system in the development of increased internal 
capability to treat individuals with COD effectively.  

Staffing – promoting multidisciplinary team  
An essential component of treatment for COD should enhance staffing that incorporates 
professional mental health specialists, psychiatric consultation, or an onsite psychiatrist 
(for assessment, diagnosis, and medication); psycho-educational classes (e.g. mental 
disorders and substance abuse, relapse prevention) that provide increased awareness 
about the disorders and their symptoms; onsite double trouble groups; and participation 
in community-based dual recovery mutual self-help groups, which afford an 
understanding, supportive environment and a safe forum for discussing medication, 
mental health, and substance abuse issues.  
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Training of staff  
All good treatment depends on a trained staff. It is from special importance to create a 
supportive environment for staff and encouraging continued professional development, 
including skills acquisition, values clarification, and competency attainment. An 
organisational commitment to staff development is necessary to implement programmes 
successfully and to maintain a motivated and effective staff. 
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1 Introduction 

1. Definitions 

1.1 Context 
Stimulant users include users of powder cocaine, crack cocaine and amphetamines. At 
present there is not a complete treatment package that has been demonstrated to achieve 
abstinence and prevent relapse for stimulant users. Consequently treatment for stimulant 
users should include an initial phase of seeking the cessation of stimulant use, a second 
phase involving relapse prevention and a third phase that seeks to maintain abstinence 
through the learning of new skills to achieve this. However stimulant users, like other 
problem drug users, may experience a range of medical problems or emergencies, 
psychiatric problems or crises or various social, legal or employment problems which 
may need the involvement of a range of services beyond drug treatment services 
(SAMHSA, 1999; NTA, 2002).  

1.2 Philosophy and approach 
Concerted strategies are required to attract stimulant users into treatment where, unlike 
opioid treatment, there is no pharmacological treatment such as methadone or 
buprenorphine they can benefit from. Rapid intake into treatment is required to make 
the most of high motivation to enter into treatment. Concerted strategies are also 
required to retain patients in treatment (NTA, 2002). 

1.3 Relevance of the problem 
Estimates of the extent of problem cocaine use in Europe are available for only three 
countries, Italy, Spain and the United Kingdom. Here the estimates from these countries 
are between three and six problem users of cocaine users per 1,000 adults aged 15-64 
(EMCDDA, 2008).  
Using its Treatment Demand Indicator data the EMCDDA has recorded cocaine as a 
secondary problem drug for around 15% of all outpatient clients. Most countries in 
Europe report a low proportion of cocaine users  among all clients in drug treatment, 
although the Netherlands and Spain have reported high proportions of 35% and 42% 
respectively in 2004 (EMCDDA, 2008).   
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2  Aims and objectives 

2.1 Aims of treatment for stimulants 
Treatment for stimulant users aims to achieve cessation of stimulant use, prevent  
relapse and maintain abstinence through the learning of new skills to achieve this. 
Programmes to treat stimulant misuse should include the following:  
• An assessment of the psychological, psychiatric, social and physical status of patients 

using defined assessment schedules 
• An assessment of the degree of misuse and/or dependence on relevant classes of 

drugs, notably opioids, stimulants, alcohol and benzodiazepines 
• To define a programme of care and to develop a care plan to carry out a risk 

assessment 
• To prescribe medication safely and effectively to achieve withdrawal from 

psychoactive drugs 
• To identify risk behaviours and offer appropriate counselling to minimise harm 
• To assess the longer-term treatment needs of patients and provide an appropriate 

discharge care plan 
• To assess and refer patients to other treatments as appropriate  
• To monitor and evaluate the efficacy and effectiveness of prescribing interventions 
• To provide referral to other services as appropriate (NTA, 2002) 

Client groups served 
Could not find anything to make an evidence-based statement. 

Eligibility 
Those who have made an informed and appropriate decision to seek help for their 
stimulant misuse problems should be eligible for treatment. 

Priority groups 
Could not find anything to make an evidence-based statement 

Exclusion 
Could not find anything to make an evidence-based statement 
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2. Research evidence base. 

2.1  Treatment environment and holistic treatment and care 

2.2  Effectiveness by treatment setting 

Patients with a cocaine or other stimulant use problem generally do not require 
treatment in an inpatient setting as withdrawal syndromes are not severe or medically 
complex (Kleber et al, 2006). The limited evidence available suggests that most patients 
can be effectively treated in intensive outpatient programmes. For example, in a study 
comparing outcomes for dependent crack users when randomly assigned to residential 
or day drug abuse treatment, relapse outcomes showed  that at 12-18 month follow-up 
outcomes had converged and about half of both groups had remained abstinent 
(Greenwood et al, 2001). Those people with more severe polydrug and social or 
psychological problems found residential care more beneficial than less intensive or 
shorter interventions if they stayed there for at least three months (Simpson et al, 1999).  

Treatment entry 
116 patients telephoning an outpatient cocaine treatment clinic were randomly assigned 
to intake appointments scheduled at four times: the same day, 1 day, 3 days or 7 days 
later. Significantly more subjects scheduled 1 day later attended their intake 
appointments and those offered intake appointments approximately 24 hours following 
their initial contact are more than four times as likely to attend their intake appointments 
as those scheduled later (Festinger et al, 2002).  
A study of patients participating in a cocaine treatment study found that minority and 
unemployed patients and those with more days of cocaine use were less likely to attend 
the intake appointment usually offered in 24 hours after telephone screening (Siqueland 
et al, 2002).  

2.3 Prescribing for stimulant problems 

Pharmacological approaches have been trialled for the treatment of the symptoms of 
cocaine intoxication, cocaine-related psychosis, the symptoms of acute withdrawal and 
the maintenance of abstinence over 3-6 months. Although cocaine users do not face 
physical withdrawal symptoms, during abstinence subjects may experience symptoms 
such as depression, fatigue, irritability, anorexia and sleep disturbances.   
Antidepressants (notably desipramine and fluoxetine), dopamine agonists (notably 
amantamide, bromocriptine and pergolide, and anticonvulsants (notably carbamazepine 
and phenytoin)  and mood stabilisers (notably lithium)  have been trialled for the 
treatment  of cocaine dependence and there is no evidence to support their effectiveness 
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(Lima et al, 2002). A range of medications, including modafinil, are currently being 
trialled (Vocci & Elkashef, 2005).  

Disulfiram 
Cocaine and alcohol are often used in combination and it is difficult for the individual to 
cease use of only one substance.  Disulfiram (Antabuse), used in the treatment of 
alcohol dependence, has been found to reduce cocaine use indirectly through its effect 
on alcohol use (Carroll et al 2000). Its use in combination with psychosocial approaches 
has been found to have an impact on treatment retention and levels of cocaine use, 
although this effect had faded at one year follow-up in one study . (Carroll et al 2000; 
2004). Disulfiram has also been found to reduce cocaine use among patients being 
treated for opioid addiction (Petrakis et al 2000; George et al 2000).  

Maintenance therapy 
There is no evidence to support the use of maintenance therapy for stimulant users (UK. 
Department of Health, 2007). A recent meta-analysis of studies using CNS stimulants 
for the treatment of cocaine dependence found that CNS stimulants did not decrease 
dropout rate, cocaine use or craving compared to placebo (Castells et al, 2007). 
Studies have shown that providing methadone or buprenorphine maintenance therapies 
for those with opiate dependence problems but also use cocaine, can lead to reductions 
in cocaine use, an effect enhanced when used in combination with contingency 
management techniques or disulfiram (Jofre-Benet, 2004; Schottenfeld et al, 2005). 

2.4 Psychosocial Interventions 

Psychosocial interventions that have been examined for stimulant misuse include: 
• Contingency management 
• Cognitive Behavioural Therapy 
• Skills training 
• Relapse prevention 
• Cue exposure 
• Motivational Interviewing 
• Counselling approaches 

Contingency management 
Contingency management (CM) and reinforcement approaches seek to provide 
immediate rewards for negative drug tests, with the aim of increasing treatment 
retention and improving outcomes, with instant loss of reward for recurrent drug use. A 
review of the evidence on contingency management concluded that the approach is 
acceptable to patients, contributes to patient retention and is effective in achieving 
initial abstinence (Van Horn and Frank, 1998).  A number of controlled trials identified 
reinforcement techniques leading to positive outcomes. For example, Higgins et al 1993 
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reported on 38 cocaine dependent patients and found that, compared with standard drug 
abuse counselling, 12-week outpatient behavioural treatment led to greater treatment 
acceptance, longer continuous cocaine abstinence and better retention rates. Continuous 
cocaine abstinence was improved when a voucher reward system was added to 
behavioural therapy, with 50% for those receiving the vouchers compared to 10% of 
those who did not. Treatment retention was improved with 93% of those receiving 
vouchers retained against 67% of those not receiving vouchers. Other randomised trials 
have demonstrated similar higher rates of treatment retention and continuous cocaine 
abstinence (Higgins et al 1994; Silverman et 1996; Petry et al, 2004; 2006).  
A study of cocaine using methadone patients found that the combination of a high value 
reinforcer of $100 combined with a low response requirement of 2 days of abstinence 
(defined as a 50% or greater reduction in cocaine use over the 2 days) resulted in an 
abstinence rate of 80% of the patients (Robles et al, 2000). This finding was replicated 
in a subsequent study where continuing reinforcement conditions led to sustained 
abstinence, although abstinence rates declined over the 11-day period of the intervention 
(Katz et al, 2002).  A controlled trial reported positive outcomes when housing was 
provided as an incentive for abstinence for homeless people using cocaine (Milby et al 
2000). 
Combined with group therapy in methadone clinic, the prize-based CM patients had 
more cocaine-negative urine samples and attended more group sessions than the control 
group receiving treatment as usual (Petry et al, 2005). Studies have also found both 
short- and long-term voucher-based reinforcement for cocaine users in  methadone 
maintenance patient samples  are effective in decreasing cocaine use (Sigmon et al., 
2004; Silverman et al., 2004).   

Psychotherapeutic interventions including Cognitive Behavioural Therapy 
The results of studies of cognitive-behavioural therapies (CBT) with cocaine 
dependence are inconsistent. Whilst one study found better long-term outcomes for 
CBT than clinical management (Carroll et al, 1994), two further studies found no long- 
or short-term effects (Carroll et al, 1991, Wells et al, 1994). CBT has been found to be 
differentially effective for participants in studies with a history of depression (Carroll et 
al, 1994; Maude-Griffin et al, 1998).  
One study compared professionally delivered psychotherapy with structured counselling 
in 487 randomly assigned patients. Patients in the sample receiving combined group and 
individual counselling had better treatment outcomes than those receiving 
psychotherapy, who had similar outcomes to those patients receiving group counselling 
treatment (Crits-Cristoph et al, 1999). Using the data from the same study, the 
investigators found that there were no significant differences on measures of psychiatric 
symptoms, employment, medical, legal, family-social, interpersonal or alcohol use 
problems (Crits-Cristoph et al, 2001). A study of combined psychotherapies  randomly 
assigned 184 individuals to 4-month standard or intensive group therapy and within 
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these groups, either received no additional services, individual therapy or individual 
plus family therapy. There were no differences in retention or 12-month follow-up 
cocaine use outcome for the different treatment modalities or intensities (Hoffman et al 
1996).  
A recent RCT on brief cognitive behavioural interventions for amphetamine 
users found that the number of treatment sessions had a significant effect on the level of 
depression, and also abstinence rates were better in those attending at least twice or 
more (Baker et al., 2005). 

Relapse prevention and skills training 
Several studies have failed to demonstrate greater efficacy of skills training or relapse 
prevention over control approaches (Hawkins et al 1986; 1989; Carroll et al 1991;1994). 
The studies conducted by Carroll et al found that patients with more severe cocaine use 
at baseline did better with relapse prevention than other control approaches including 
clinical management and interpersonal therapy. Whilst a study comparing the 
effectiveness of  relapse prevention approaches and standard group counselling found 
neither approach similar to the other in an initial study while a two-year follow-up 
found that those receiving relapse prevention had better outcomes over the longer term.  
A study of 32 cocaine dependent outpatients found that group delivery of relapse 
prevention therapy was significantly more effective than individual therapy in the 
immediate post-treatment period in reducing cocaine use and cocaine-related problems 
(Schmitz et al, 1997). Monti et al (1997) compared coping skills training (CST) tailored 
to specific high risk situations of cocaine users with a control approach using 
manualised meditation and relaxation training. Those patients with CST in addition to 
their treatment programme experienced shorter and less severe relapses. 

Comparisons of psychosocial approaches 

CBT and Contingency Management 

CBT and 12-step 
A study of 128 crack using patients comparing the efficacy of cognitive behaviour 
therapy (CBT) with 12-step facilitation  found that those treated with CBT were more 
likely to achieve abstinence than those in 12-step. The findings also provided support 
for matching hypothesis. The authors conclude that CBT is the better choice between 
the two when patient characteristics are unknown but that both approaches may be 
effective if more is known about the patient (Maude-Griffin et al , 1998). 

Relapse prevention and 12-step 
A comparison of a relapse prevention approach with 12-step both delivered in an 
outpatient setting found no difference in outcomes. However, the study found 
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significantly better maintenance of reductions in alcohol use in the relapse prevention 
group, treatment completion was beneficial and produced better treatment outcomes 
(Wells et al 1994).  

Motivational interviewing 
A study of cocaine abusers in a private substance abuse/partial hospital programme 
randomized patients to a motivational interviewing or meditation/relaxation control 
conditions before they received group sessions on cocaine specific coping skills training 
or educational discussions. Although the MI did not alter cocaine treatment outcomes, 
the MI had a differential effect according to baseline level of motivation or 
ambivalence. Those MI patients with more ambivalence or less motivation for change 
had fewer cocaine using days at follow-up. Motivational interviewing also improved 
treatment retention (Rohsenow et al, 1998). Similar findings were reported in a pilot 
study of patients assigned a MI or a detoxification-only condition. Although participants 
completed the detoxification programme at equal rates, completers who only received 
MI increased use of behavioural coping strategies and had fewer cocaine -positive urine 
samples on beginning the primary treatment programme. Those who had lower initial 
motivation were more likely to complete detoxification (Stotts et al, 2001). In contrast, 
more recent studies using brief MI sessions in a treatment population found no 
differences in the intervention group and the standard treatment group in days abstinent 
form stimulant drug use suggesting that those in these studies any already have been 
motivated to change their drug use and consequently did not require an additional 
motivational intervention (Miller et al, 2003; Rohsenow, 2004; Carroll et al, 2006; 
Mitcheson et al, 2007). In a small pilot study, cocaine-dependent patients with 
depression and  stabilized with antidepressant were more likely to remain in treatment, 
complete the programme and have fewer psychiatric rehospitalizations and days in the 
hospital after MI treatment compared to a group receiving standard treatment (Daley et 
al, 1998). In a small study comparing amphetamine users receiving MI plus skills 
training with a control group receiving just a self help booklet, those receiving the 
intervention were more likely to become abstinent or show greater reductions in drug 
use, although there was a significant reduction in amphetamine use across the study 
group as whole (Baker et al, 2001). A later study that replicated and extended the trial 
with a larger sample reported that abstinence rates were slightly improved by the 
intervention and that there was a significant increase in the rates of abstinence for those 
who received two or more treatment sessions (Baker et al, 2005).    

Brief interventions 
Brief interventions are usually interventions with a maximum of two sessions with the 
aim of encouraging change in terms of abstinence or the reduction of harmful 
behaviours associated with drug use (NICE, 2008).  A large US RCT with a diverse 
sample of out-of –treatment cocaine and heroin users tested a brief intervention 
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conducted by peer educations against screening and written advice and referral. Those 
receiving the intervention achieved slightly higher abstinence rates than the controls and 
at 6 month follow-up those receiving the intervention had achieved greater reductions in 
their cocaine use despite a lack of contact with treatment services (Bernstein et al, 
2005). 

3. Recommendations  

3.1 Access to care 

Access to the service 
Treatment should be a readily available option for people who have a stimulant problem 
and have expressed an informed and appropriate choice to seek help (NICE, 2007). 
Information should be made available on criteria for access to the treatment programme. 
The material should describe who the service is intended for and what are the expected 
waiting times for entry (National Treatment Agency, 2002).. Services should respond 
quickly and positively to initial telephone enquiries and schedule appointments with 
minimal delay (SAMHSA, 1999)  

3.2 Pathways of care 

Programme Location 
The majority of stimulant users are likely to be seen in an out-patient setting, while 
crisis management services may be needed for some users with an acute crisis 
(SAMHSA, 1999; NTA, 2002). Patients with multiple needs are more likely to benefit 
from intensive residential rehabilitation which can be provided on a day-care basis 
(NTA, 2002). 

Programme Duration 
The limited data available and clinical experience suggest that treatment programmes of 
12-24 weeks in duration are commonly used for treating stimulant misusers (SAMHSA, 
1999). The US Drug Abuse Treatment Outcome Study (DATOS) found that the benefits 
of treatment among those in residential therapeutic communities were concentrated 
among those who had stayed for at least three months (Simpson,1999).  

Staffing Competencies 
Staff involved in treating stimulant users should include nursing and medical staff, 
social workers and care managers, psychologists and counsellors. Staff should be 
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trained in crisis management, specific counselling techniques and trained in mental 
health issues (NTA, 2002). 

3.3 Assessment 

Those presenting for problematic stimulant use should be assessed to establish the 
presence and severity of stimulant use, as well as misuse of and/or dependence on other 
substances including alcohol. Assessment should be brief and focussed to avoid 
becoming a barrier to treatment for stimulant users who want quick access to treatment 
(SAMHSA, 1999). 
Assessment should include 
• Urinalysis to aid confirmation of the use of stimulants and other drug use  
• The taking of a history of drug and alcohol use and previous treatment episodes 
• A review of current and previous physical and mental health problems 
• Risk assessment for self-harm 
• An assessment of present social and personal circumstances 
• A consideration of the impact of drug misuse on family members and any dependents 
• Offer screening for hepatitis, HIV and sexually transmitted infections 
• Development of strategies to avoid risk of relapse (NICE, 2007). 
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1. Introduction 

1.1 Definitions 

Evidence-based treatment options in the field of substance dependence and pregnancy 
and parenting are limited since trials are difficult to conduct in this area. Many of these 
women are poly-drug users, and so standardization and interpretation of the study 
results is complex. As long as women continue to abuse opioids and other drugs, we 
will be faced with challenges in the management of pregnant addicts. Getting these 
women into multidisciplinary treatment as early as possible, where they can be 
maintained on medication and monitored regularly, is beneficial to both mother and 
child, in both the short and long term, and should be standard practice. Abstinence of 
opioids during pregnancy is difficult to maintain, but it presents the ideal goal. Opioid 
maintenance therapy is the recommended treatment approach during pregnancy and 
there appear to be few developmental or other effects on these children in the long term. 
In addition to standardized approaches towards pregnancy, equivalent attention needs to 
be given to the treatment of the neonatal abstinence syndrome (NAS), which occurs 
frequently also after opioid medication. Further research in this area would be 
welcomed, although this obviously presents serious methodological problems. 

1.1.1 Effects on mother, fetus and neonate 
Substance abuse during pregnancy affects the pregnant women, the fetus and neonate in 
two different ways: they suffer from direct consequences due to substance use or abuse 
as well as from indirect ones resulting from the influence of their living environment. 
Substance dependent women often face difficult domestic circumstances such as 
violence, sexual abuse or substance abuse by a responsible family-member. Regarding 
the impact of the experience of violence and abuse during childhood, a strong 
correlation between childhood trauma and later drug dependence is reported (Schnieders 
et al. 2006). Furthermore, based on the multifactorial genesis of addiction, genetic 
influence becomes increasingly important (Lessov et al. 2004; Uhl 2006). Therefore, the 
need for a stable environment for the developing child, including assistance by health 
authorities, becomes evident in order to prevent addiction in the second generation. 



 368 

2. Evidence base 

2.1 Multiple substance abuse during pregnancy 

All of the published literature on the topic of opioid dependence and pregnancy refer to 
the consequences of either heroin or methadone and more recently to buprenorphine. 
Other substances co-abused by the target population, tend to be neglected in the 
analyses. The additional use of other substances represents a potentially confounding 
factor that may be responsible for a variety of clinical features. We have included these 
below: 

2.1.1 Cannabis 
Marijuana abuse is very common in pregnant women (Hurd et al. 2005). However, the 
facts documenting the direct effects of prenatal cannabis exposure to fetal development 
are very limited. Hurd et al. report decreased mid-gestational fetal growth (Hurd et al. 
2005). Ostrea et al. examined the incidence of SIDS associated with cannabis abuse 
during pregnancy and found no increased risk (Ostrea et al. 1997). The validity of these 
results is limited by the fact that only 11 cases of SIDS were investigated. Scragg et al. 
conducted a nation-wide case-controlled study in New Zealand with 393 cases and 1592 
controls, which shows that cannabis abuse as a weak risk factor in SIDS (Scragg et al. 
2001). Further research in this domain is indispensable, but in a real-world situation, 
solely cannabis-abusing pregnant women are difficult to recruit for prospective studies.  

2.1.2 Cocaine  
Following a major increase in cocaine use in the US over recent decades, the United 
Nations Office on Drugs and Crime (UNODC) has reported increasing figures for 
Europe, Asia and Australia – the prevalence ranges between 0.1% and 2.7% (World 
Drug Report, 2005). 
Cocaine abuse represents an increasing and serious health problem, yet there is no 
proven medication for an effective pharmacological treatment. Cocaine abuse in 
pregnant women may have teratogenic effects on the fetus and lead to life-threatening 
complications like cardiac and cerebral ischemias, malignant hypertension, stroke and 
sudden death (Vascia et al. 2002; Brownlow et al. 2002; Egred et al. 2005). 
Preclinical studies suggest that the reinforcing effect of cocaine that promotes its abuse 
is mediated by blockade of the presynaptic dopamine transporter (Carrera et al. 2004). 
Presently, support for cocaine-dependent women comprises education about the risks 
and the consequences of ongoing substance abuse for mother and fetus. Cognitive 
behavioural therapy and contingency management (CM) is the standard for the 
treatment of the cocaine-dependent pregnant women, with the aim of cocaine abstinence 
(Breza et al. 2002). 
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Physiological changes in pregnancy have a direct effect on the metabolism of cocaine: 
cholinesterase slows cocaine’s metabolism in the pregnant woman as well as in the 
fetus. Cocaine crosses the placenta rapidly by diffusion due to its lipophilic properties, 
which gives rise to increased plasma concentrations in the fetus (Farrar et al. 1989; 
Dempsey et al. 1998; Dempsey et al. 1999). 

2.1.3 Amphetamines and Metamphetamines 
Handmaker et al. report a larger cranial to body growth ratio in amphetamine-exposed 
neonates (Handmaker et al. 2006). In 2004, Chang et al. identified several possible 
consequences for neonates exposed to methamphetamine prenatally. Their results 
showed smaller subcortical volumes and associated neurocognitive deficiencies. These 
findings suggest a neurotoxic effect in the developing brain of the fetus related to 
metamphetamine abuse during pregnancy (Chang et al. 2004). 

2.1.4 Benzodiazepines 
Benzodiazepines are common drugs used for the treatment of anxiety, insomnia and 
epilepsy. Despite the fact that benzodiazepines have been on the market for more than 
40 years, the safety of their use during pregnancy remains controversial because 
conflicting results regarding their teratogenicity have been reported (Dolovich et al. 
1998; Eros et al. 2002). In addition to the postulated teratogenic component, 
benzodiazepines have postnatal consequences for the infant. In spite of the apparent 
equivalence in potentially harmful effects, benzodiazepines are still administered to 
avoid prescribed opioids during pregnancy (Kandall et al. 1977; Laegreid et al. 1990; 
Kohen, 2004; Einarson, 2005; Swortfiguer et al. 2005). 
Dolovich et al. conducted a meta-analysis and found studies that examined major 
malformations following benzodiazepine consumption in pregnancy: 11 of the studies 
reported oral cleft only and three cited other specific malformations (Dolovich et al. 
1998). Although Dolovich et al’s meta-analysis could not show a direct association 
between fetal exposure to benzodiazepines and the risk of malformations or oral cleft 
alone in pooled data from cohort studies, the authors outline a significantly increased 
risk in data from case-control studies (Dolovich et al. 1998). 
Eberhard-Gran et al. reported that benzodiazepines may cause adaptation problems in 
the newborn, concluding that the possible adverse effects of fetal exposure must be 
balanced against the adverse effects of an untreated maternal mood disorder (Eberhard-
Gran et al. 2005). 
Moreover, NAS has a prolonged course after intrauterine benzodiazepine exposure, 
which resembles adult withdrawal symptoms (Lagreid et al. 1992; Coghlan et al. 1999).  
Besides the liberal prescription of benzodiazepines, including prescription to opioid-
maintained patients, there is a tendency among these patients towards buying this 
medication on the ‘black market’. These patients often take very high doses of 
benzodiazepines which, require slow detoxification in order to avoid preterm labour or 
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exacerbation of psychiatric symptoms (Swortfiguer et al. 2005; Eberhard-Gran et al. 
2005). 

2.1.5 Alcohol 
Due to its teratogenic potential, alcohol affects the development of the foetal nervous 
system which may lead to severe lifelong consequences. One of these is the so called 
foetal alcohol syndrome (FAS) which is characterized by a dose-dependent severity, 
growth retardation, craniofacial abnormalities and a permanent nervous system damage 
(Garcia-Algar et al. 2008). 

2.1.6 Opioids 
The continuous abuse of illicit opioids during pregnancy leads to adverse consequences 
in the mother, fetus and neonate. However, in comparison to alcohol, cocaine or 
benzodiazepine abuse during pregnancy, opioids do not have teratogenic or cytotoxic 
effects (Chasnoff et al. 1984). The main risk factor is caused by the fluctuation of opioid 
concentration in the maternal blood, which may cause withdrawal symptoms in the 
neonate as well as symptoms of overdose, in addition to difficult psychosocial 
environmental conditions (Finnegan et al. 1992). Heroin use in pregnancy is often 
related to malnutrition of the pregnant women as well as a poor outcome in neonates 
(Finnegan et al. 1992). Johnson et al. indicate the inadequacy of antenatal care 
programmes for women misusing illicit substances, as they often remain in a violent 
environmental situation and receive poor medical and social care (Johnson et al. 2003). 
In addition, more than 50% have a co-addicted partner, and successful treatment is only 
possible if the partners are enrolled in adequate psychosocial and medical care as well 
(Fischer et al. 2000). 
Despite major methodological flaws in published reports about the effects of heroin use 
during pregnancy (e.g.. no control for nicotine dependence), a significant reduction in 
birth weight has been reported when compared to neonates of non-smoking methadone-
maintained mothers (Hulse et al. 1997). 

2.2 Treatment of drug use during pregnancy 

2.2.1 Pharmacological treatment 
Methadone in the context of comprehensive care is associated with more prenatal care, 
increased fetal growth and less neonatal morbidity and mortality than continued opioid 
abuse (Finnegan and Kaltenbach, 1992; Council of Europe, 2000; Johnson et al. 2003; 
Jones et al. 2005; Fischer et al. 2006). Investigations of oral methadone therapy as part 
of a multi-professional care system during pregnancy have highlighted many benefits 
over recent decades and the results are well documented: improvement of the medical 
condition in  the pregnant woman, standardized pre-delivery care, prevention of 
premature birth and prevention of underweight babies (Fischer et al. 1998; Fischer et al. 
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2000; Daley et al. 2001; Ashley et al. 2003; Jones et al. 2005). These studies also show 
that higher dosing yields to better results (Kaltenbach et al. 1998). Very often the once 
daily dose of methadone needs to be split and administered twice daily, taking into 
account the physiological changes in pregnancy relating to enzyme-induction during the 
last trimester (Pond et al. 1985; Drozdick et al. 2002). 
Although methadone is clearly beneficial, it has been estimated that 60–87% of the 
infants born to methadone-maintained mothers need treatment for NAS (Finnegan and 
Ehrlich, 1990; Lacroix et al. 2004;  Jones et al. 2005; Lejeune et al. 2006; Fischer et al. 
2006; Sarkar et al. 2006). 
Buprenorphine, approved in Europe since 1999 for the treatment of non-pregnant 
opioid-dependent adults, may reduce the incidence and/or severity of NAS. 
Buprenorphine demonstrates safety for mother and child, and shows effectiveness in the 
treatment of opioid-dependence during pregnancy, although limited controlled data are 
published so far (Kayemba-Kay’s et al. 2003). To date, the scientific literature includes 
data on more than 450 babies prenatally exposed to buprenorphine. Results generally 
suggest that treatment with buprenorphine provides the same benefits to the mother as 
methadone but, more importantly, may attenuate NAS (Johnson et al. 2003; Kayemba-
Kay’s et al. 2003; Jones et al. 2005; Lejeune et al. 2006). The majority of information 
has been gained through French publications, where buprenorphine has been available 
for more than 10 years; as a result of the office-based prescription policy in France, 
many patients, including pregnant women, have been treated with buprenorphine. These 
naturalistic data indicate that the use of buprenorphine in pregnancy is safe; and data 
regarding buprenorphine use during conception has also been collected (Jernite et al. 
1999; Lejeune et al. 2001; Kayemba-Kay’s et al. 2003; Lacroix et al. 2004; Lejeune et 
al. 2006). Limited data from prospective open-label controlled studies of neonates born 
to buprenorphine-treated mothers are available. Nevertheless, such data support the use 
of buprenorphine in pregnancy; their results suggest no NAS or a mild NAS, with only 
a small portion of neonates requiring treatment (Fischer et al. 2000; Johnson, Jones, & 
Fischer, 2003; Johnson et al. 2001). A prospective report regarding buprenorphine use 
at the time of conception is available: newborns show low NAS scores and are in good 
health (Schindler et al. 2003). Buprenorphine represents a possible alternative to 
methadone in maintenance therapy and is described as a safe drug for maintenance 
therapy of opioid-dependent women (Kayemba-Kay’s et al. 2003). 
Two randomized double-blind double-dummy controlled trials using similar 
methodology (ie Jones et al. protocol shared with Fischer et al.) were designed to obtain 
safety and efficacy data comparing methadone and buprenorphine in pregnant women 
(Jones et al. 2005; Fischer et al. 2006). Both of them indicate the safety of both 
substances for the mothers-to-be and the comparability in efficacy for retaining patients 
in treatment and in regard to concomitant consumption of illicit drugs. A major 
influencing factor appears to be the incidence of concomitant consumption which can be 
reduced through contingency management approaches (Schottenfeld et al. 2005; Carroll 
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et al. 2005; Kirby et al. 2006). Monetary vouchers were given to patients for opioid- and 
cocaine-negative urine tests in a study exploring the effectiveness of contingency 
management in patients with co-occuring cocaine and opioid-dependence by 
Schottenfeld et al. There may be an improvement in treatment outcome in combining 
buprenorphine or methadone with contingency management (Schottenfeld et al. 2005). 
Interpretation of data on both medications during pregnancy has often entailed a number 
of problems.  The lack of blinded designs and random assignment has left results of 
many studies subject to potential bias. Concomitant drug use has been prevalent in 
many study samples, confounding results. Small sample sizes have limited the statistical 
power of such studies, making it difficult to draw clear conclusions. Attempts to 
combine results across studies have been difficult due to substantial differences in 
methodology. A minority of studies included the issue of nicotine dependence, which 
might have crucial influence on outcome parameters. 
Another medication used for maintenancy therapy is slow-release morphine, although 
data on this treatment option during pregnancy is derived from small-scale studies and 
the medication is registered for treatment in general only in a few countries (Geistlich et 
al. 1998; Fischer et al. 1999; Eder et al. 2005; Kraigher et al. 2005). 

2.2.2 Opioid detoxification/abstinence 
Abstinence throughout the course of pregnancy is the ideal clinical aim. However, this 
is often unachievable and overemphasis on gaining abstinence can be futile. The quest 
for abstinence may place the mother under a enormous stress, and studies have shown 
that most opioid-dependent women cannot stay drug-free for the duration of their 
pregnancy (Dashe et al. 1998; Luty et al.2003; Fischer et al. 2006). This indicates that 
many women relapse to opioid use and a resulting continuous cycle of intoxication and 
withdrawal. This causes wide variations in blood opioid levels, which lead to fetal 
stress. 
Nevertheless, abstinence is feasible. In well-motivated individuals under close medical 
supervision and with appropriate treatment – i.e. slow reduction of a synthetic opioid, 
not later than week 32 in pregnancy to avoid preterm delivery – abstinence can be 
achieved. However, the prospect of abstinence often discourages opioid-dependent 
mothers from seeking help and refraining from using treatment services. The course of 
action to be taken needs careful discussion between doctor and patient to confirm that 
the appropriate treatment is given on an individual basis. 

2.2.3 Psychosocial intervention/counselling during prenatal care 
Services should be provided in a supportive, culturally sensitive, and non-judgmental 
environment by all healthcare personnel, from the receptionist to the physician. 
Literacy- and reading-level information will affect patient education efforts and the 
ability to obtain informed consent so an assessment should be made of the woman's 
literacy and reading level. The woman may enter prenatal care in different stages of 
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pregnancy and from a variety of settings, including hospital emergency rooms, 
community health centers, family planning clinics, abortion clinics or social service 
offices. It is essential to be able to offer assessment, triage, case coordination and 
referral services from any or all of these settings. 
Case management services that coordinate the care of the pregnant, substance-using 
woman and her family are critical. Ideally, case conferences and referral to appropriate 
services should be managed by one healthcare professional who oversees the 
multidisciplinary team. An outreach worker who visits the woman in her home should 
be part of this team. The most difficult issue to resolve, given the financial and staffing 
constraints experienced by most health care and service providers, is the identification 
and designation of a case manager. 
Counselling about and obtaining written informed consent for medical procedures and 
treatment are important, as is the clear explanation of confidentiality, privacy and other 
patient rights. Equally important seems the involvement of the patient’s partner. The 
earlier in pregnancy that opioid-dependent pregnant women have access to psychosocial 
support, the higher the likelihood of establishing an appropriate living environment for 
the new family and of settling juridical and financial problems (Kaltenbach et al. 1998; 
Finnegan, 1991; Grella et al. 2006). 

2.3 Neonatal abstinence syndrome (NAS) 

An important aim and challenge in the treatment of pregnant opioid-dependent women 
is avoiding the development of NAS or minimizing its severity and duration. The 
incidence of NAS in neonates of opioid-dependent women varies between 70% and 
95%. NAS is characterized by a variety of symptoms of variable intensity: sneezing, 
yawning, hyperactive Moro reflex, sleeping after feeding, tremor, increased muscle 
tone, myoclonic jerks, high pitched crying, excoriation, mottling, generalized seizure, 
convulsions, fever, sweating, nasal stuffiness, tachypnea, retractions, nasal flaring, poor 
feeding, excessive sucking, vomiting, diarrhoea, failure to thrive, excessive irritability 
and, in very rare cases, convulsions (Finnegan and Kaltenbach, 1992). 
NAS may start any time during the first 24 hours up to 10 days postnatally, dependent 
on the medication administered during pregnancy or substance abused. The withdrawal 
syndrome of heroin in the neonate sets in during the first 24 hours. With methadone, the 
symptoms don’t develop until after 48 hours (Fischer et al. 2006). An even later onset of 
withdrawal symptoms can be observed if the neonate was exposed to buprenorphine, 
benzodiazepines or barbiturates in utero. 
Generally, dosage of opioid-medication (methadone, buprenorphine, slow-release 
morphine) does not correlate with withdrawal or NAS (Kaltenbach and Finnegan, 1986; 
Brown et al. 1998; Berghella et al. 2003; Jones et al. 2005; Fischer et al. 2006; Lejeune 
et al. 2006). A limited number of recent scientific reports refer to a positive correlation 
of maternal dose and severity of NAS, however, some of these are confounded by 
additional consumption (Doberczak et al. 1993; Malpas et al. 1995; Marquet et al, 2002; 
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Dashe et al. 2002). Importantly, higher dosing seems to lead to better results for the 
mother during the course of treatment (Kaltenbach et al. 1998). 
Different standardized and validated scoring systems are used to assess the severity of 
NAS. The majority of publications refer to the Finnegan Score (Finnegan, 1979; 
Finnegan, 1985): this score comprises 21 items and a maximum of 45 points. Treatment 
is initiated at a Finnegan Score greater than 10 points while a reduction in medication 
starts at a rating of 10 and less. The Finnegan Score should be assessed six times a day. 
However, many scientists and physicians working with NAS and related scorings use an 
adaptation of the Finnegan score (different items, different scorings, different threshold 
for treatment initiation) (Sarkar et al. 2006). This fact complicates the comparability in 
scoring of NAS in different medical centers in relation to duration and intensity. This 
also limits the comparability of publications. Another scoring system, which has been 
used more widely for NAS is the Lipsitz score (Lipsitz, 1975). The heterogeneity of 
rating and treatment approaches is stressed by Sarkar et al (2006). 

2.3.1 Treatment of NAS 
It is not easy to determine which substances are the most beneficial in the treatment of 
NAS, as there are currently no double-blind controlled studies available. Until 1998, the 
drug of choice was paregoric in the USA, a substance consisting of 44–46% alcohol 
with opium, benzoic acid, camphor and glycerin. Now, however, some clinicians prefer 
using phenobarbital, benzodiazepines or morphine (Kaltenbach and Finnegan, 1986; 
Chiang and Finnegan, 1995; Kandall, 1995; Rohrmeister et al. 2001; Lejeune et al. 
2006). Phenobarbital and paregoric seem equally effective, but studies tend to favor 
paregoric because it is associated with better sucking behaviour (Kron et al. 1976). The 
American Academy of Pediatrics recommends the use of a tincture of opium for opiate 
withdrawal; and phenobarbital should be the drug of choice for sedative-hypnotic 
withdrawal (AAP Committee on Drugs, 1998). A combination of phenobarbital and 
diluted tincture of opium (DTO) has been favored because of shorter hospital stay and 
less severe withdrawal symptoms; it should be stressed that the neonates were tapered 
from phenobarbital on an outpatient basis for an average duration of 3.5 months, which 
may have been a confounding factor in this study (Coyle et al. 2002). 
The effectiveness and safety of opiate treatment in neonates has been dealt with in a 
recent Cochrane Review, which concludes that opiates represent the preferred initial 
therapy for NAS, particularly for infants of mothers taking opioids during pregnancy 
(Osborn et al. 2005). Various reports underline the utility of morphine in this respect. 
Jackson et al. show the superiority of morphine sulphate in the treatment of NAS, 
although 83% of patients had positive urinalyses for concomitant drug consumption at 
the time of delivery (Jackson et al. 2004). Theis et al. show that diazepam is clearly 
inferior in the treatment of neonatal withdrawal syndrome (Theis et al. 1997). In a 
comparison study, Langenfeld et al. recommend morphine drops as an alternative 
treatment of NAS (Langenfeld et al. 2005). However, in all these reports, no 
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standardized information about urine toxicologies during pregnancy in regard to 
concomitant consumption have been available. According to a short report by Pacifico 
et al. morphine hydrochloride is described as the best therapy in the treatment of NAS, 
but no details are indicated (Pacifico et al. 1989). Shaw and McIvor declare oral 
morphine for being a successful treatment alternative in neonates born to methadone-
maintained mothers;  37% of the infants enclosed in their study received that medication 
for withdrawal with a median length of treatment of six days (Shaw and McIvor, 1994). 

2.4 Psychiatric co-morbidity in pregnancy  

In the majority of cases, pregnant heroin dependent women suffer additionally from 
severe psychiatric and somatic illnesses or multiple substance dependences (Marsden et 
al. 2000; Willenbring, 2005; Galletly et al. 2006; Kurz, 2006; Winklbaur et al. 2006; 
Whicker et al. 2006; Watkins et al. 2006; ICD-10; DSM-IV). Therefore, we would 
emphasize the importance of quality assured diagnosis (applying the ASI for diagnostic 
procedure) and the requirement for using a broad bio-psycho-social treatment approach 
that takes psychiatric and somatic co-morbidities into account (Fischer et al. 1998; 
Kraigher et al. 2001). 
Women of childbearing age suffer quite often from psychiatric disorders and are 
frequently prescribed psychotropic drugs. However, despite the fact that most recent 
studies have documented the relative safety of these medications during pregnancy 
(although almost all results are based on a retrospective evaluation), a high level of 
anxiety regarding their safety persists among patients and healthcare providers alike 
(Einarson et al. 2005). Teratogenic effects, postnatal behavioural disorders and perinatal 
syndromes are of particular concern to psychiatrists. 
Burke et al. explored the risk of the development of depression in women and found a 
lifetime risk of 10–30%. Women of childbearing age are at an increased risk with a 
heightened prevalence of depression (Burke et al. 1991). Given the high risk for 
depression in women of reproductive age, treatment providers more often have to cope 
with opioid-dependent women of reproductive age, who additionally receive 
pharmacotherapy such as antidepressants. While pregnancy seems to afford a protective 
phase regarding the first manifestation of a psychiatric disease (O´Hara et al. 1984), 
others (e.g.. Evans et al. 2001) report a higher risk of depressive disorders associated 
with pregnancy. The occurrence of a self-limited neonatal behavioural syndrome 
observed after in utero exposure to serotonin reuptake inhibitors (Moses-Kolko et al. 
2005) further complicates the considerations in the care of reproductively active opioid-
dependent women presenting with co-morbid depression. 

2.4.1 Management of psychiatric co-morbidity in pregnancy 
All psychiatric pharmaceuticals cross the placenta barrier.  Selective Serotonin 
Reuptake Inhibitors (SSRIs) are prescribed for the treatment various disorders such as 
major depression, anxiety and chronic pain. SSRIs are frequently administered by 
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physicians during pregnancy and the postpartum period (Lattimore et al. 2005). 
Although early investigations on the effects of SSRIs in pregnancy were misleading, we 
know today that they include serotonergic overstimulation and withdrawal syndromes, 
as well as long-term effects on neurobehaviour and performance. 
Fluoxetine and its active metabolite norfluoxetine are among the common SSRIs and 
have been investigated more than sertraline, paroxetine and fluvoxamine. Even though 
early results showed that, during the first trimester of pregnancy, SSRIs did not seem to 
increase the risk of neonatal malformations, contradictory data have been published for 
paroxetine (Kulin et al. 1998; Ericson et al. 1999). Some research has failed to show a 
higher risk for spontaneous abortions with fluoxetine (Chambers et al. 1996), while a 
literature review has revealed a possible link between fluoxetine and miscarriage (Baum 
and Misri, 1996). Pastuszak et al. explored a controversial outcome around the same 
issue (Pastuszak et al. 1993). Neonates exposed to fluoxetine in the third trimester of 
pregnancy are at a higher risk for developing neonatal complications like 
hypoglycaemia, hypothermia, respiratory distress, increased bilirubin, decreased Apgar 
Scores and increased incidence of prematurity. These symptoms may be originate from 
either a toxic serotonergic effect, abrupt drug withdrawal or a combination of both 
(Nordeng et al. 2005). 
Chambers et al. performed a trial to explore the possible association between SSRIs in 
the third trimester of pregnancy and persistent pulmonary hypertension (PPHN) of 
newborns, a disorder that is associated with infant mortality and morbidity.  They found 
that SSRI-linked PPHN may result from the lung acting as a reservoir for antidepressant 
drugs leading to an accumulation of antidepressant in the lungs (Suhara et al. 1998 and 
Lemberger et al. 1985). Increased levels of serotonin in the lungs of the newborn may 
result in the proliferation of smooth muscle cells typical of PPHN (Chambers et al. 
2006). 
Newborns exposed to any kind of SSRIs have an elevated risk of convulsions and NAS. 
A total of 93 neonates (64 with paroxetine, 14 with fluoxetine, 9 with sertraline and 7 
with citalopram) were found with a neonatal withdrawal syndrome relating to maternal 
treatment with SSRIs (Sanz et al. 2005). 
If a mild form of depression occurs during pregnancy a non-pharmaceutical treatment 
like psychotherapy should be the first line approach. If major depression is diagnosed 
and risk of suicide is found in addition to psychotic symptoms, treatment with 
psychotropic drugs and inpatient care are indicated (Knoflach-Reichart et al. 2003). 
No study has compared neonatal outcomes and the possible long-term complications 
among depressed women not using medication, depressed women using SSRI 
medication and unexposed healthy women (Lattimore et al. 2005). Lattimore et al. 
suggest that women with depression should not be withheld adequate pharmacological 
treatment in late pregnancy but the neonate should be monitored for possible 
complications after birth. In the light of the dual diagnosis of affective disorders and 
opioid dependence in a pregnant patient, the diagnosis must be well evaluated and 
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appropriate treatment of both disorders initiated as an opioid-maintained patient with 
untreated depression may relapse and may then be difficult to stabilize. However, such 
treatment requires an informed risk-benefit assessment. 
In addition, healthcare providers need to be vigilant for drug-drug interactions. Enzyme 
induction may either reduce or increase the opioid plasma level (eg fluvoxamine 
increases plasma levels of methadone) and appropriate dose adjustments are required in 
order not to destabilize either the mother-to-be or her fetus (Bertschy et al. 1994; 
Alderman et al. 1999; De Maria et al. 1999). 

 2.5 Overview of European literature 

Only few studies including pregnant women have been conducted in the countries of the 
European Union. Most trials on maintenance treatment of opioid dependence exclude 
pregnant women by definition, since these require specialised management and 
treatment programmes to minimize harm to the fetus. Most of the scientific literature 
within the European Union on opioid dependence and pregnancy comes from 
workgroups in Austria and France. The majority of data from France has a naturalistic 
character while randomized controlled trials are still very rare among pregnant addicts. 
French data focuses on therapy with buprenorphine, since buprenorphine has been 
widely available there through office-based prescription for over 10 years. Work from 
Austria has focused on comparative trials of buprenorphine and slow-release morphine 
with methadone as well as on management of NAS. One of the only two double-blind 
double-dummy randomized controlled trials on the comparison of buprenorphine and 
methadone maintenance therapy during pregnancy and conception also comes from 
Austria. 

2.5.1 Maintenance treatment during pregnancy 
Methadone is currently the gold standard treatment for opioid dependence in pregnancy. 
There is widespread evidence in European and international scientific literature that 
methadone is associated with improved maternal medical status and a reduction of fetal 
and neonatal morbidity. Approximately 60-80% of neonates exposed to methadone 
require postnatal treatment of NAS (Fischer et al. 2006, Fischer et al. 2000). 
Okruhlica et al. 2003 reported in a naturalistic trial on 7 women stabilized on 
methadone treatment during their pregnancies in Bratislava, Slovakia. The mean 
methadone dose was 144 mg per day, all conceptions were successful and the neonates 
were healthy with a mean birth weight of 3033 g, mean head circumference of 34 cm 
and a mean Apgar score of 9/10/10. 
Buprenorphine is gradually becoming a valuable alternative to methadone as the 
research foundation steadily increases. The predominantly retrospectively gathered data 
indicates the safe use of buprenorphine in pregnancy. 
A large multi-site randomized double-blind double-dummy study comparing the 
efficacy of buprenorphine to methadone treatment is still ongoing and first results are 
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being published at the moment (Jones et al. J Subst Abuse Treat 2008). Until now, there 
have been only two prospective double-blind double-dummy randomized controlled 
trials comparing buprenorphine with methadone in pregnancy. Both studies, one from 
Europe (Fischer et al. 2006) and one from the US (Jones et al. 2005), used similar 
methodology to show the safety and comparability of both substances. 
Data from two prospective studies conducted by the group from the Medical University 
in Vienna was extracted for MoreTreat. Fischer et al. (2006) included 18 pregnant 
opioid dependent women using a prospective double-blind double-dummy controlled 
design, comparing methadone with buprenorphine in pregnancy. Mean methadone dose 
was 47.5 mg and mean buprenorphine dose was 13.5 mg per day, while doses where 
slightly increased during the last trimester (+ 5 mg for methadone, + 0.5 mg for 
buprenorphine). No significant differences between both groups were observed in 
neonatal outcome. Overall 43% of the neonates did not require NAS treatment. NAS 
occurred 12 hours later (mean) in the buprenorphine group and the mean duration of 
NAS treatment was 4.8 days in the buprenorphine and 5.3 days in the methadone group. 
No difference was seen in the dose of medication needed to manage NAS. Retention 
was better in the buprenorphine maintained women, as eight women of the 
buprenorphine and six of the methadone group completed the study. Methadone, 
however, was significantly more effective in prevention of additional opiate 
consumption, while both groups showed low concomitant consumption of cocaine and 
benzodiazepines. 
Fischer et al. (2000) conducted an open-label, flexible-dosing, buprenorphine 
maintenance study of 15 opioid-dependent pregnant women. Buprenorphine was well 
tolerated during induction (Wang score < 4) and all mean birth outcome measures were 
within normal limits (gestational age at delivery 39.6 +/- 1.5 weeks, Apgar score 
8.9/9.9/10, birth weight 3046 +/- 346 g, length 49.8 +/- 1.9 cm and head circumference 
34.1 +/- 1.8 cm). NAS was absent in 8 neonates, mild in four cases and moderate 
(requiring treatment) in three neonates. The mean duration of NAS treatment was 1.1 
days. 
A consecutive case report by Schindler et al. (2003) analyzed 2 buprenorphine-
maintained pregnant women and their neonates in a prospective manner. It was the first 
report detailing the pregnancies of women treated with buprenorphine at the time of 
conception and investigated in a prospective study. Both newborn babies were healthy 
(length 51 cm and 49 cm, birth weight 3430 g and 2800 g, Apgar score 9/10/10 
respectively) and had no NAS requiring treatment. These results represented a positive 
echo of the preceding open-label buprenorphine maintenance trial conducted by Fischer 
et al. in 2000. 
In 1999 a study by Fischer et al. investigated neonatal outcome in babies born to 
methadone or slow-release morphine maintained opioid-dependent pregnant women. A 
total of 48 pregnant women were randomized in an open trial, 24 receiving methadone 
and 24 receiving slow-release morphine maintenance treatment. No difference was 
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found in the number of days that NAS was experienced by neonates born to methadone 
or morphine maintained mothers (mean = 16 and 21 days, respectively). All children 
were born healthy and no serious complications arose. Fewer benzodiazepines (p < 
0.05) and fewer additional opiates (p < 0.05) were consumed by the morphine-
maintained women compared with those who took methadone, but no difference was 
seen in cocaine consumption. Nicotine consumption was reduced significantly in both 
groups during pregnancy (p < 0.02). 
Nevertheless the results of this trial have to be discussed critically, since only a small 
patient sample and a non-blinded design were used. Methadone still remains the golden 
standard for maintenance treatment in pregnancy while buprenorphine seems to be a 
good alternative. 

2.5.2 Management of the neonatal abstinence syndrome 
A recent study by Ebner et al. in 2007 compared prospectively the effects of opioid 
maintenance treatment with methadone, buprenorphine and slow-release morphine 
regarding the occurrence and timing of NAS, additionally comparing two different NAS 
treatments, phenobarbital and morphine hydrochloride. Of the 53 newborns included, 22 
were born to mothers maintained on methadone, 14 to mothers maintained on 
buprenorphine and 17 to mothers maintained on slow-release oral morphine throughout 
pregnancy. 68% of neonates in the methadone-maintained group (n=15), 82% in the 
slow-release oral morphine-maintained group (n=14), and 21% in the buprenorphine-
maintained group (n=3) required treatment for NAS. The mean duration from birth to 
requirement of NAS treatment was 33 hours for the morphine-maintained group, 34 
hours for the buprenorphine-maintained group and 58 hours for the methadone-
maintained group. Further on treatment of NAS using morphine hydrochloride and 
phenobarbital was compared. In neonates requiring NAS treatment, those receiving 
morphine required a significantly shorter mean duration of treatment (9.9 days) versus 
those treated with phenobarbital (17.7 days). Although a non-randomized study design 
was used, these results indicate a benefit of neonates born to buprenorphine-maintained 
mothers with regard to the development of NAS requiring treatment. Furthermore, the 
results suggest a benefit of morphine in comparison with phenobarbital in NAS 
treatment. 

2.5.3 Conclusions 
The available evidence suggests that methadone as well as buprenorphine represent a 
safe treatment for pregnant mothers and their newborn children with no significant 
differences in neonatal birth parameters. Nevertheless buprenorphine may be able to 
reduce the severity and frequency of NAS (Winklbaur et al. 2008). 
To safely assess treatment in pregnancy, stronger evidence is needed (randomized trials 
with powerful sample sizes). An effort in this direction represents an ongoing multi-
center NIDA-supported study, called MOTHER, which is a double-blind, double-



 380 

dummy, randomized, stratified, parallel group study comparing the efficacy of 
methadone versus buprenorphine. It should be noted that the protocols are dynamic and 
may be modified, based on the collective experiences of the sites. Modifications made 
in the protocols are done to enhance comfort for and retention of the patients.  

3. Recommendations19  

Strength of evidence: 
****  Strong evidence: High quality meta-analyses, systematic reviews including one 
or more RCT with a very low risk of bias, more than one RCT a very low risk of bias 
***  Moderate evidence: Limited systematic reviews, one RCT with a low risk of bias 
or more RCTs with a high risk of bias 
**  Some evidence: one RCT limited by research factors or more case-control or 
cohort studies with a high risk of confounding 
*  Expert opinion 
?  insufficient evidence/unclear/unable to assess 

3.1 Maintenance treatment during pregnancy 

Rec. Methadone maintenance therapy is the gold standard pharmacotherapy. There is a 
growing body of evidence regarding the use of buprenorphine while it was shown 
effective in recent studies. 
Rec. Women who are in treatment should be encouraged to remain in treatment during 
pregnancy. 
Opioid agonist maintenance with methadone is seen a resulting in best combination of 
outcomes, taking into consideration affects on the fetus, neonatal abstinence syndrome, 
impact on ante-natal care and on parenting young children. Although many women 
want to cease using opioids when they find out they are pregnant, opioid withdrawal is a 
high risk option because any relapse to heroin use could result in disastrous 
consequences for the newborn. Severe opioid withdrawal symptoms may induce a 
spontaneous abortion in the first trimester and induce premature labour in the third 
trimester. Relapse to heroin use during pregnancy can also result in poorer ante natal 
outcomes. Opioid agonist maintenance is thought to have minimal, if any, long term 
developmental impact on children and this risk is outweighed by the impact of opioid 
agonist maintenance on reducing the risk of relapse to heroin use and resulting harms. 
Methadone is the gold standard treatment during pregnancy because there is more 
evidence on the safety of methadone than buprenorphine in pregnancy. If women are 
being well treated with buprenorphine then the risks of transferring to an alternative 
treatment should be weighed against the certainty of methadone effects. 

                                            
19  Reference of WHO guidelines to be added! 
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While abstinence during pregnancy is the ideal clinical outcome, it incorporates the risk 
of opioid use relapse, which can be of great danger for the fetus. 
****  Strong evidence 

3.2 Treatment of NAS 

Rec Clinicians should use opioids or barbiturates for the management of NAS. 
Untreated NAS can cause considerable distress to infants and in rare cases seizures. 
Cochrane reviews indicate that opioids and barbiturates are more effective than placebo 
or benzodiazepines. Of the two, opioids are probably more effective than barbiturates. 
****  Strong evidence 

3.3 Blood borne viruses 

Rec. Pregnant female drug users should be routinely tested, with their informed consent, 
for HIV, hepatitis B and hepatitis C, and appropriate clinical management provided 
including hepatitis B immunisation for all babies of drug injectors. 
Once infected with HIV or hepatitis C, most individuals will become lifelong carriers 
with the potential to transmit the infection to others. It has been estimated that the 
annual incidence of hepatitis B infection among drug injectors in the UK is around 1% 
per year16. However, very few become chronic carriers and therefore the number of 
female drug users who might infect their baby with hepatitis B is much lower than for 
HIV or hepatitis C. 
Transmission of these viruses from an infected mother to her baby can occur during 
pregnancy or birth or through breastfeeding. Antenatal transmission of HIV infection 
occurs in up to 25% of cases where the woman has not received anti-retroviral 
treatment, reducing to about 2% if treatment is given during pregnancy. Similar rates of 
infection occur after birth if the baby is breast-fed. Rates of antenatal transmission of 
hepatitis B are even higher, but infection can be prevented if the baby is immunised 
shortly after birth. Prevention of HIV and hepatitis B infection thus depends very much 
on antenatal diagnosis and treatment. The transmission rate of hepatitis C from mother 
to baby during pregnancy or birth has been found to be about 5% in general population 
studies17 but was 12% among drug injectors in an Italian study. Elective Caesarean 
section appears substantially to reduce the rate of transmission. Assuming a prevalence 
of hepatitis C among female drug users of 30–60% and a mother-to-baby infection rate 
of 5–12%, between 15 and 70 babies per 1,000 pregnancies 
among female drug injectors will be infected with hepatitis C. To our knowledge, there 
have been no studies that provide reliable information on the extent of mother to baby 
transmission of hepatitis C. This is clearly an issue that urgently requires more research. 
However, the known facts indicate that it is essential that every pregnant drug user who 
has injected drugs should be offered testing for all three viruses and given appropriate 
treatment and clinical management if found to be infected. 
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***  Moderate evidence 

3.4 Access to treatment 

Rec  Every maternity unit should ensure that it provides a service that is accessible to 
and non-judgemental of pregnant problem drug users and able to offer high quality care 
aimed at minimising the impact of the mother’s drug use on the pregnancy and the 
baby. 
This should include the use of clear evidence-based protocols that describe the clinical 
management of drug misuse during pregnancy and neonatal withdrawals. 
Rec  Every maternity unit should have effective links with primary health care, social 
work children and family teams and addiction services that can enable it to contribute to 
safeguarding the longer-term interests of the baby. 
*  Expert opinion 

3.5 Breastfeeding 

Rec. For women on methadone and buprenorphine, breast feeding is safe and should not 
be precluded. 
A number of opioid-maintained women express a desire to breastfeed their infants. 
Breastfeeding is not contraindicated in a methadone/buprenorphine-maintained patient 
if she is known to be free of other drug use and is known to be HIV-seronegative 
(McCarthy et al. 2000; Philipp et al. 2003; Jansson et al. 2004).  If an opioid-maintained 
mother wants to breastfeed her child, this should be encouraged: it can be helpful for 
mother-child bonding, and it might decrease NAS symptoms (Abdel-Latif et al. 2006). 
If the mother is abusing multiple drugs that would expose the infant to diverse agents in 
varying levels, then breastfeeding may still be contraindicated. Breastfeeding is not 
recommended if the mother is HIV-infected. Nursing and weaning under opioid 
maintenance therapy needs to be under special assistance of physicians, as rapid 
weaning would cause withdrawal in the neonate. 
****  Strong evidence 
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1 Introduction 

“Since there is no one single treatment that is effective for everyone” (UNODC 2003) a 
treatment system should offer a range of services meeting different needs of its 
heterogeneous target population(s). A drug treatment system therefore can ideally be 
described as a network of interrelated treatment and rehabilitation services that form an 
integrated response to - first of all - health problems of individuals suffering from drug 
addiction problems in a defined district, municipality, region or country. From a public 
health perspective a drug treatment system should also have measurable impact on 
population health and welfare. As proposed by Babor et al (2008) “The cumulative 
impact of these services should translate into population health benefits, such as reduced 
mortality and morbidity, as well as benefits to social welfare, such as reduced 
unemployment, disability, crime, suicide and health care costs” (p. S52). 
There is substantial evidence that drug treatment is not a single episode but a process 
that involves a number of treatment services, not infrequently over a number of years 
(Humphreys and Tucker 2002). It should offer easy access, range of services responsive 
to the needs of target population, co-ordination of care and continuous after-care and/or 
relapse prevention (Department of Health 2002; UNODC 2003; UNODC/WHO 2008; 
NTA 2007a). There is no overall consensus what drug treatment system consists of. One 
approach distinguishes “open access” services including advice and information as well 
as harm reduction on the one hand, and “structured” services on the other (UNODC 
2003). According to UNODC guide “open access” services include what they call 
“prevention of adverse consequences” covering education about HIV/AIDS and other 
blood borne diseases, provision of clean injecting equipment, education about overdose 
risk exposure, basic survival services and health, welfare and legal advice. Structured 
services cover three large elements: detoxification, relapse prevention and aftercare. 
A comprehensive vision of integrated model of care is offered by the British 
Department of Health. According to its document Models of Care  (2002, 2008) 
substance misuse treatment should consists of five tiers: 
• Non-substance misuse specific services (e.g. primary health care, psychiatric 

services, sexual health, vaccination, emergency services, social services including 
housing, vocational services, non-specific assessment and care management), 

• Open access substance misuse services (e.g. advice and information, drop-in, out-
reach, motivational interviewing and brief intervention,  needle exchange, low 
threshold prescribing, substance abuse-specific assessment and care management), 

• Structured community-based substance misuse services (e.g. counselling and 
psychotherapy, structured day programmes, structured community based 
detoxification, structured prescribing/maintenance, structured after-care), 

• Residential substance misuse specific services, 
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• Highly specialised non-substance misuse specific services (e.g. specialist liver 
disease units, HIV specialist units, forensic services, terminal care, specialist 
personality disorders units). 

Despite apparently hierarchical structure integrated model of care should secure equal 
access to all five tires to all substance misusers. Access to one or more tiers should 
solely be dependent on needs of individual patient. Services offered in different tiers are 
not alternatives. Majority of clients will need parallel or consecutive services located in 
different tiers. Services distinguished by different tiers may be provided by a network of 
agencies to offer a client a choice between different treatment approaches. On the other 
hand, one agency could offer a range of services rather than one specific service. 
A definition recently adopted in an EC study reduces scope of drug treatment to 
structured interventions “drug treatment comprises all structured interventions with 
specific pharmacological and/or psychosocial techniques aiming at reducing or 
abstaining from the use of illegal drugs” (Degkwitz Zurhold 2008). 
Assessment of a treatment system requires information on a number of treatment or 
harm reduction units, their capacity, and number of clients. Annual budget and 
employment are also important to assess economic feasibility. Attempts should be made 
to estimate what proportion of a population in need of treatment is covered. 
The Level of collaboration among institutions involved as well as allocation of 
resources in different elements of the system are crucial for its efficient functioning. 
There are no universal rules. Distribution of power and resources must respond to local 
needs that have to be assessed while establishing and/or improving drug treatment 
systems. 
If a drug treatment system works in a proper way providing a range of care services 
which are adequate to a range of different needs of addicts, assuring easy access and 
continuity of care its outcomes are expected to be more paramount than simple sum of 
outcomes of its elements. Reinforcing systemic aspects of drug treatment may therefore 
increase its cost-effectiveness which is urgently needed as health expenditures constitute 
from 50 to over 90 per cent of all labelled expenditures on drug policy in EU countries 
(EMCDDA 2008b). 
Table 1. Health expenditures as percentage of all labelled expenditures on drug policy in 
selected EU countries in 2005. 
Country Total (EUR million) Health (EUR million) Health as  % of total  
Czech Republic 16.9 11.1 65.7 
Ireland 176.8 85.8 48.5 
France 315.4 275.1 87.2 
Luxembourg 9.8 5.9 60.2 
Hungary 1.0 0.9 90.0 
Poland 107.0 67.0 62.6 
Portugal 69.1 64.6 93.5 
UK 1463.8 923.3 63.1 
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Source: EMCDDA 2008b (tables 1-2). Column 3 calculated for a purpose of this report. 
Despite similar financial commitment for drug treatment, distribution of these enormous 
expenditures differs substantially from country to country. 
Table 2. Percentage distribution of labelled health expenditures in selected EU countries 
in 2005. 
Country Medical 

products 
Out-patient 
services 

Hospital 
services 

Public health 
services 

Health not 
elsewhere 
specified 

France 31.6 - 59.0 9.4  
Luxembourg 5.1 88.1 - 3.4 3.3 
Hungary    100.0  
Poland 12.8 - 87.0 - 0.2 
Portugal - 1.5 2.2 96.1 0.2 
UK 0.2 98.7 - 0.01 1.0 
Source: EMCDDA 2008b (tables 2, 4). Percentages  calculated for a purpose of this 
report. 
Majority of drug treatment expenditures in France (59%) and particularly in Poland 
(87%), go to residential services. In contrast, in Luxembourg 88% and in UK 99.7% of 
those expenditures are located in out-patient sector while  almost all drug treatment 
expenditures in Hungary and Portugal are spent within public health services. These 
huge differences may partially be attributed to variation in definition of so called 
“labelled expenditures” adopted within individual countries. Nevertheless, the table 
above suggests substantial differences in drug treatment systems across Europe with 
varying focus either on out-patient treatment in some countries or on in-patient 
treatment in a number of other countries. It seems that there are also countries whose 
priority is to treat drug addicts within non-specific public health services.  

2 Evidence Base 

There is a long list of crucial questions to be responded by research on systemic aspects 
of drug treatment. Should people suffering from drug addiction be treated by general 
health care, addiction treatment, specific drug treatment? What sector should take 
responsibility of drug addiction: health care, social welfare, law enforcement or mixture 
of them? What is rational combination of services to tackle problems associated with 
drug use in a cost-effective way? Does existing system offers equal access or 
discriminates certain vulnerable groups? Does a treatment system assures continuity of 
care, after care and relapse prevention or reinforces revolving door phenomenon? What 
is its impact on marginalization or social reintegration of clients? What is a population 
impact of drug treatment? 
However, a question of drug treatment as a system seems to be neglected by research as 
much as by existing reporting systems. No attempts were identified to understand 
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different policies  of different countries with regard to treatment priorities. This study 
found very few papers on systemic and/or organisational aspects of drug treatment. 
Most of them come from eastern Europe, from Bulgaria (two papers), Estonia (one 
paper), Lithuania (one paper) and Poland (three papers) and from Nordic countries (two 
papers). Few documents were identified from United Kingdom. In addition, some data 
may have been obtained from EMCDDA, WHO and UNODC reports. This may reflect 
low research interest across Europe in drug treatment as a system. 
The papers identified in this study deal either with the whole drug treatment system  or 
with substitution treatment. The latter interest is justified by relatively short experience 
with substitution treatment in eastern Europe. 
Three broad issues can be distinguished: 
• Assessment of a whole treatment system with stress on needs assessment. 
• Assessment of a population impact of different treatment systems. 
• Assessment of methadone maintenance programmes. 

2.1 Assessment of a whole treatment system with stress on needs assessment 

Needs assessment is crucial for identification of priorities in building or reforming 
existing system. A useful checklist for evaluation and prioritisation is offered in Needs 
assessment guidance for adult drug treatment published in UK by National Treatment 
Agency for Substance Misuse: 
• What proportion of your target population has indicated a particular need? 
• What are the areas of agreement between service providers and your target 

population about the target population’s needs? What are the areas of disagreement? 
• Have you identified any areas of need among your target population that 

practitioners were largely unaware of? 
• Which of the needs of your target population are currently being met, and which are 

not being met? 
• Which services are easy for your target population to access and why? What are the 

barriers for your target population in having their needs met? 
• What are the risks to your target population (or other people) in not having their 

needs met? 
• How confident do you feel that the information you have gathered is broadly 

representative of the views of your target population and local practitioners? 
• To what extent do existing services have the capacity and ability to meet the 

identified needs? 
• Is funding being directed where it is most needed? 
• What are the implications for the planning and funding, and resource allocation 

processes? 
• To what extent do existing partnership priorities fit in with the needs identified in the 

assessment?” (NTA 2007c: 24-25)? 
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An important prerequisite of successful needs assessment is a demand for such an 
assessment expressed by important actors like municipality or national/regional 
authorities (Moskalewicz, Sierosławski, Dąbrowska 2006, Moskalewicz, Sierosławski, 
Bujalski 2006) or even international organisations (Subata 2007). In addition to 
financial resources, external support offers better access to existing data sources, and 
last but not least good prospects for implementation. “Needs assessment is not an end in 
itself, but a means by which partnerships make increasingly evidence-based and 
pragmatic decisions about treatment …” (NTA 2007c: 6). 
Even though no study was identified offering a comprehensive needs assessment at the 
systemic level, several of them will be reviewed here showing a great potential in 
system assessment studies and presenting their deficiencies too. 
Two complementary studies from Bulgaria attempted to assess drug treatment supply on 
the one hand and its adequacy to patients’ needs, on the other. Mail survey was carried 
out targeting all out-patient and in-patient services in the country. It was found that the 
existing network of services provided mainly medical care including detoxification 
without sufficient stress on psychological and social care (Vassillev, Raycheva, 
Panayotov, Daskalov 2007). On the other hand, a study carried out among problematic 
drug users in 8 major cities in Bulgaria (sample size 893) showed their high level of 
marginalisation indicated by 58% unemployment rate, low education, 40% of 
respondents without health insurance, 30% share of representatives of ethnic minorities. 
Profile of majority of respondents suggests an urgent need for psycho-social and harm-
reduction care (Vassiliev, Roussev 2007). 
A mail survey among drug treatment services proved its feasibility in Poland too. A 
simple form was sent out to all out-patient and in-patient services in the country 
reaching a two-thirds response rate (sample size = 92 institutions). All in all the study 
sample consisted in 37% out-patient clinics, 12% detoxification wards, 36% residential 
rehabilitation centres, 5% methadone maintenance programmes  and 10% of services 
termed as other.  The study showed a domination of drug-free treatment prevailing in 
more than 80% services. Nevertheless, one fourth of out-patient clinics and one fifth of 
substitution programmes provides sterile injection equipment. 
The survey revealed striking distribution of the total treatment budget. Out-patient 
clinics serving more than half of all patients receive less than 10% of the whole budget 
while long-term residential centres consume over 60% of the budget taking care of 15% 
of all patients. A number of system assessment measures were elaborated, including: 
• Waiting time. 
• Retention (percent drop-outs in the beginning of treatment and percent of those 

completing treatment). 
• Number of patients per a staff member. 
• Number of patients completing treatment per a staff member. 
• Cost per one patient completing treatment. 
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In most of the above criteria out-patient services proved to be superior including short 
or non-existent waiting lists, similar as in remaining services retention rates, much 
higher number of patients per staff member. An annual cost per patient was two times 
lower compared with residential detoxification, three times lower than in substitution 
programmes and 20 times lower than in residential rehabilitation (Moskalewicz, 
Sierosławski, Dąbrowska 2006). 

2.2 Assessment of a population impact of different treatment systems 

Majority of studies on treatment efficacy and effectiveness focus on treatment 
outcomes; in other words on impact of treatment on individuals who received treatment 
or at least reported to treatment. Studies attempting measurement of population impact 
of treatment should be interested in such outcomes like alcohol- or drug- related 
mortality and morbidity in a given area (not only among patients),  coverage rates (what 
proportions of target group was reached), access to treatment as well as cost of 
treatment. 
Unfortunately, studies measuring population health impact of drug treatment are 
practically non-existent while rather seldom in a field of alcohol treatment e.g. North 
American series of research indicating that increased number of alcoholics in treatment 
(i.e. increased coverage rate) is associated with declining liver cirrhosis mortality (Mann 
et al 1988). 
Two Nordic studies focused more on impact of treatment system on coverage rates.  A 
study presented by Stenius et al (2005) investigated impact of decentralisation and 
integration of treatment system on coverage rates, utilisation of treatment and clients’ 
satisfaction. The study compared two different treatment systems within Stockholm: 
one in which decentralisation progressed what led to establishment of more integrated 
out-patient treatment and another one with less integrated in-patient system. As it comes 
out from the study the more integrated out-patient system proved to have higher 
coverage rates with regard to more vulnerable groups and led to higher treatment 
satisfaction. 
In Denmark a population survey estimating number of heavy consumers in 14 counties 
was combined with treatment research in respective counties. High diversity across 
counties was reported with regard to coverage rates and cost of treatment. More 
successful treatment systems tended to be more accessible, provided more structured 
treatment and offered tailored treatment for specific groups (Pedersen et al. 2004 quoted 
after Babor et al. 2008). 
A recent attempt to review drug treatment coverage rates in EU (Degkwitz, Zurhold 
2008) met serious difficulties due to different national definitions of problematic drug 
users, the reported groups of problematic drug users do not always express a need of 
treatment (e.g. regular cannabis smokers), some countries focus on opiate users and do 
not report other problematic drug users, and eventually quality of data provided vary 
from country to country. The authors of that review realised that “only the data on 
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substitution maintenance treatment allows to draw first conclusions on the treatment 
coverage”. They found that coverage rate for substitution treatment very from 2.5% in 
Romania to 50% in Italy and UK among 11 countries providing data comparative 
enough for international comparisons. 
In addition, some countries have substantial overlap between out-patient and in-patient 
treatment that may lead to overestimation of patients in treatment. Very rough review of 
data provided by individual countries indicates that drug treatment coverage rates range 
from about 6% in Romania and about 10% in other Eastern European members of EU 
like in Bulgaria, Slovakia and Estonia to close to 80% in Germany and Ireland, and over 
90% in Luxemburg, Malta, Portugal. 

2.3 Assessment of methadone maintenance programmes (MMT) 

There is large evidence available from high-income countries that maintenance therapy 
offers numerous benefits not only at the individual level but also at the population level 
including lower pace of infectious diseases and diminished crime rate (Ward, Mattick, 
Hall 1998). Recently published report from the WHO collaborative study on 
substitution therapy carried out in seven countries from South-East Asia, Eastern 
Europe, Middle East showed high treatment retention, substantial reduction in illicit 
drug use, diminishing risk behaviours, lower criminality after six months follow-up. 
The study proved that MMT may achieve similar outcomes in culturally diverse low- 
and middle-income countries to those reported earlier in high-income countries 
(Lawrison, Ali et al 2008). 
As stated earlier, a demand from national or municipal level is important factor in 
treatment assessment studies. Few years ago, the Warsaw municipality commissioned a 
study whose aim was to assess accessibility of MMT and demand for this service in 
Warsaw. A quick and relatively inexpensive study was completed in a couple of 
months. It consisted of collecting statistical data from existing services, including three 
MMT and two detoxification units, a survey among current patients receiving MMT, a 
survey among street addicts and semi-structured interviews with heads of existing 
MMT-s. Even though opportunistic sampling, the surveys covered over three quarters of 
patients (180 patients) and over one hundred of street addicts with response rates 
varying from 73 to 87 per cent. Simple socio-demographic measures disclosed high 
marginalisation of street addicts compared to those on methadone. All patients on MMT 
but two had health insurance compared to 44% only among street addicts, all of them 
but one had stable accommodation compared to 64% among street addicts. Over 90% 
had a legitimate source of income (salary, pension, welfare) while half of street addicts 
admitted begging, thefts, dealing as a main source of income. 
Average waiting time for admission to MMT was over one year even though one third 
was immediately admitted due to priorities given to seropositive individuals as well as 
to pregnant women. Long waiting time resulted in prolonged period of drug taking, 
health problems, HIV and/or HCV infections and legal problems. For those who were 
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admitted, MMT did not meet majority of their problems. A simple indicator of 
adequacy of care was elaborated showing that one third of those suffering alcohol 
problems and psychological problems did not get appropriate help in those fields, half 
of those in need of psychological help was not offered any care in this regard, help in 
finding housing and/or employment was offered to less than 10 per cent of patients 
having poor accommodation and/or no employment. 
Despite insufficient services, three quarters of street addicts expressed interest in 
participating in MMT. Capture-recapture as well as benchmark methods gave similar 
estimates of a number of injecting drug users in Warsaw. Both estimates combined with 
demand for MMT expressed in the survey allowed a conclusion that only one sixth of 
the demand is satisfied by existing services. Taking under consideration place of 
residence of addicts and location of existing services, the study recommended 
establishment of six new services spread closer to their potential users (Moskalewicz, 
Sierosławski, Bujalski 2006). 
An evaluation report on MMT in Estonia provides an useful guidance how to evaluate 
treatment system or its segment within very limited resources applying qualitative 
interviews. An evaluation expert commissioned by UNODC visited several MMT in 
three cities studying available documentation and interviewing 14 staff members and 8 
patients. He concluded that “interviewed MMT management representatives and 
providers indicated that they did not receive adequate training before they started MMT 
and were “left alone” to learn from their own mistakes. During the past years there was 
little or no ongoing in-service training for the staff, including physicians, nurses, social 
workers, psychologists. Some MMT providers reported that while implementing MMT 
they have faced critical organizational and clinical problems, and did not know where to 
get support, advice or supervision. As an outcome result, MMT programs were 
developing “their own approaches”… “in relative isolation”. Interviews with patients 
showed that patients were disappointed with some aspects of structured MMT, 
particularly with severe limitations on travel. They felt chained to a MMT site which 
they were obliged to visit every day and seemed to be unaware of a possibility to 
receive sufficient amount of methadone to carry on with them while travelling or 
spending vacations in the country (Subata 2007). 
A question of take-home methadone was investigated in Poland in 2003 where a patient 
had to visit MMT site every day to swallow his/her methadone. A mail survey was 
carried on in all existing MMT throughout the country with response rate of 90% (10 
out of 11 existing sites responded). Despite lack of legal provisions practically all sites 
under study offered take-home methadone and elaborated specific rules with this regard. 
This “privilege” was given after a long period of not taking any illicit drugs. Major 
premises were physical health, employment, need to take care of other family member 
(Habrat, Chmielewska, Baran-Furga 2003). 
Another study run in Lithuania discusses impact of MMT on health and social 
integration of people participating in MMT in 3 major cities in Lithuania. The study 
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covered several hundred patients being relatively old (mean age 32.6 years) and 
relatively well educated (60% having 11+ years of education). WHO Quality of Life 
questionnaire short version (WHOQOL-BREF 26-items version) and Opioid Treatment 
Index were administered among patients. The study showed that MMT programmes in 
Lithuania had potential to affect physical dependence to opioids, but they are not so 
effective to social and psychological aspects of dependence. To increase impact on 
quality of life it is recommended to offer more psychological consultations and to 
employ in MMT more psychologists and social workers (Vangas 2007).  

3 Recommendations 

Current drug research in which studies on drug treatment as a system have no priority 
whatsoever, does not provide enough evidence to respond to a crucial question how 
scarce resources in drug treatment should be allocated. 
Considering scarcity of systemic research and their great potential following 
recommendations can be formulated: 
Recommendations 

3.1 Evidence based treatment policy 

Drug treatment policy should be formulated and adopted by relevant authorities at the 
national, regional and local levels. Treatment policy should be integrated within general 
drug policy on the one hand, and with general treatment policy, on the other. Instead of 
promoting dominant treatment approaches, drug treatment policy should encourage 
development of drug treatment system(s) at the national and local levels composed of 
coordinated network of open-access and structured services. Treatment policy should be 
based on evidence of effectiveness and cost-effectiveness rather than on existing 
traditions and convictions. 

3.2 Comprehensive needs assessment 

Needs assessment at the national and local level should precede decisions aiming at 
expanding or ameliorating existing treatment system. Needs assessment should be 
methodologically sound but politically – participatory including commitment from local 
authorities as well as participation of current and potential clients. Comprehensive 
assessment includes not only epidemiological data but also expectations of potential 
users of a treatment system as well as available treatment resources with focus on 
human resources, their competence, attitudes and commitments. There is a variety of 
components in needs assessment. Majority of them would include: 
• Reviewing existing sources of information on drug use and related harms. 
• Mapping existing services, and their capacities incl. personal and material resources. 
• Tracing clients movements within existing treatment system. 
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• Assessing existing barriers. 
• Identification of unmet needs of current clients. 
• Identification of needs of population(s) not in treatment. 
• Identification of harms associated with limited access to treatment. 

3.3 Implementation of a differentiated treatment system 

Treatment system should offer a range of services and be tailored to a range of specific 
needs of heterogeneous target groups. System must offer services which are accessible, 
of different intensity, requiring varying client’s commitment.  Clients’ needs are very 
likely to go beyond health needs and to include social, legal and economic dimensions. 
Therefore, treatment system should spread across different sectors: health, social 
welfare, criminal justice, employment et cetera.  If restricted to specialised drug 
treatment only, following elements may be distinguished (elaborated from NTA 2007b). 
 
Regular treatment 
• counselling, 
• detoxification, 
• psychotherapy, 
• rehabilitation. 
 
After care support 
• housing 
• vocational training 
• employment 
• health problems 
• psychological problems 
• legal problems 
 
Harm reduction 
• general health assessment and care 
• vaccinations against HBV 
• screening for HCV 
• needle exchange 
• supervised consumption, including maintenance treatment. 

3.4 Care oordination 

Coordination between different elements of the system including inter-sectoral 
coordination is crucial. It will take into account systemic coordination i.e. appropriate 
distribution of tasks and resources as well as individual case coordination. To this end, 
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effective communication structures should be established to secure efficient referrals 
and continuity of care. 

3.5 Evaluation and research 

Research on drug treatment as a system should be among top priorities among EU 
research programmes as well as national and regional research funding schemes. Drug 
treatment system studies do not need to be expensive. Simple approaches work and 
bring useful information on treatment demand, needs assessment, adequacy of 
treatment, feasibility, effectiveness and even cost-effectiveness. New approaches need 
to be invented to study continuity of treatment, level of system integration and 
population impact of treatment. 

3.6 Tailoring to specific needs 

Population impact of drug treatment system should be continuously studied. This 
includes proportion of population in-need that receives treatment (coverage rates), 
morbidity and mortality due to drug-specific causes such as HIV, hepatitis, overdose, 
social marginalisation (e.g. homelessness, unemployment), crime rates. 
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18  Proposal for an exchange system 

Objective of the “Moretreat”-project was to develop recommendations for a concept for 
a European platform that provides “good practice protocols” in drug treatment and 
allows the implementation of a continuous exchange and improvement process. The 
platform should enable the improvement of the dissemination of good practice in 
Europe. 
The following inventory refers to the action plan on drugs as the political background. 
In particular objective 7 of the EU Action Plan on Drugs 2005-200820 states the need to 
improve coverage of, access to, quality and evaluation of drug demand reduction 
programmes and to ensure effective dissemination of evaluated best practices. 
Accordingly, the provision of information on best practices in the Member States and 
the facilitation of exchange of such practices are mentioned as tasks of the EMCDDA in 
article 2 of the recast of the EMCDDA regulation, which was adopted by the European 
Parliament and the Council of the European Union in December 200621. 
Important aspects of an exchange system are 
• Mechanisms of continuous development and presentation of given protocols for 

different areas of treatment (modalities, system level, cross cutting issues) 
• Clarification of different forms for the consensus building and selection process for 

additional or special areas of drug treatment as well as for revision of existing 
protocols 

• Clarification of possible relations of a possible additional exchange platform with 
existing concepts for platforms for good practice (drug treatment and other treatment 
areas) with EMCDDA, public Health officials in Europe and in the Member States. 

 
For the proposal the term ‘knowledge transfer’ is understood as part of the knowledge 
base and the knowledge infrastructure in the area of drug related interventions. The 
transfer is an important aspect of efforts for evidence-based interventions and policy. 
Over the last decades different systems have developed that enable the development and 
dissemination of knowledge-based interventions in the areas of health services and care 
related interventions. This process started first for medical interventions but has 
expanded to health care in general and also to interventions related to drug problems, to 
prevention and treatment including the different areas of pharmacological and 
psychosocial interventions, and also to policy action. 
                                            
20  The EU drugs action plan (2005-2008), www.emcdda.europa.eu/index.cfm?nNodeID=10360 
21  „While reaffirming the EMCDDA's main purpose as to provide EU-Member States with 'factual, 

objective, reliable and comparable information at European level concerning drugs and drug addiction 
and their consequences', the new regulation broadens the scope of the Centre's tasks.“ 
www.emcdda.europa.eu/html.cfm/index27868EN.html 
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The investigation of the current situation in this area is the starting point the proposed 
improvement of exchange of good practice in the field of drug treatment. 

18.1 Methods 

To define the next step for a knowledge transfer it is important to understand the current 
situation as regards the production of guidelines, their implementation in drug 
treatment, evaluation and improvement at European level. This includes an 
overview/survey of existing multipliers that play an important role in the development, 
collection, dissemination and transfer of good practice in each country (but also at the 
European level). 
The inventory of existing platforms for “good practice protocols” in the Member States 
(e.g. ‘Models of care’ in England or ‘Resultaten scooren’ in the Netherlands) and at 
international level (e.g. SAMHSA in USA) serve as examples. 
Different platforms and efforts of knowledge transfer mainly in the drug treatment area 
are investigated as basis for a proposal of an exchange system in Europe: 
• European network for Health Technology Assessment - EUnetHTA 
• World Health Organization has launched the Health Evidence Network (HEN) 
• The “National Treatment Agency” (NTA) for substance misuse in England 
• Treatment Improvement Protocols“ (TIP) and „Treatment improvement exchange“ 

(TIE) of the Centre for Substance Abuse Treatment (CSAT) in USA 
• Pompidou Group and their role in knowledge transfer 
• EMCDDA online portal about best practices – concept of the EMCDDA 
The investigation of existing European platforms is completed by an overview related to 
the knowledge transfer in all Member States. 
This overview is based on an inventory which was realised by the project coordinator in 
cooperation with the EMCDDA in 2007 (see for details – Degkwitz et al. 2007). 
The overview refers especially to criteria for quality, selection process, consensus 
building and the regional knowledge transfer/exchange mechanism. 

18.2 Inventory of exchange platforms and knowledge transfer for good practice in 
health care and drug treatment 

A short overview concerning best practice development and exchange in Europe related 
to health care in general and drug treatment in particular is presented below.  
In Europe, the issue of best practice exchange has relatively a short history. The first 
institutions dedicated to the evaluation of health care technologies were established in 
the 1980s, initially at regional/local level in France and Spain. The first national agency 
for Health Technology Assessment (HTA) was established in Sweden in 1987.  
The late 1980s and the 1990s can be described as the era of institutionalisation of HTA 
in Europe. Since then, in almost all countries of the European Union programmes for 
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HTA have been established through either the foundation of new agencies or institutes 
or by establishing HTA departments or units in universities or in other existing 
governmental and non-governmental bodies (Velasco-Garrido & Busse 2005). 
Several reviews of the stepwise development and institutionalisation of HTA in Europe 
have been conducted, each with different focuses and levels of comprehensiveness (see 
Velasco-Garrido & Busse 2005). The heterogeneity of HTA institutions in Europe 
reflects the variety of traditions and socioeconomic contexts of European health care 
systems. There are agencies for HTA with national mandates and those with regional 
ones. There are HTA institutions conceived to support decisions only at the level of 
investment in equipment for hospitals and those expected to give advice about policies 
concerning the organisation of the whole health care system. HTA might be directly 
committed and funded by governments (national or regional) or by non-governmental 
organisations spending public money. The bodies performing HTAs are mainly funded 
by resources from the health care system or from the national research and development 
budget. 
The task of this chapter is to report on different network models of good practice 
development and exchange/transfer in health care in general. In principle, all following 
platforms have connections to drug treatment interventions though with great 
differences in practice. 
The chapter is starting with describing general health networks in Europe and at WHO 
level. Subsequently two exemplary national platforms for best practice dissemination on 
substance misuse from England and the USA are introduced. Finally the actual 
European concepts (Pompidou group and EMCDDA) for knowledge transfer in the area 
of drug treatment are presented. 
 
The presentation of exchange platforms, HTA programmes, and quality assurance 
systems refers to the 
• European network for Health Technology Assessment - EUnetHTA 
• World Health Organization (WHO) – the Health Evidence Network (HEN) 
• Cochrane Collaboration 
• Guidelines International Network (G-I-N) 
• Pompidou group and their role in knowledge transfer 
• EMCDDA online “best practice portal”  
 
In relation to the mentioned platforms the following aspects are of particular interest: 
• Process of the production of guidelines in connection with research, evaluation, 

evidence reports 
• Criteria for quality, the selection process and consensus building 
• Knowledge transfer/exchange mechanism 
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A system of collecting and disseminating evidence – the development of the “European 
network for Health Technology Assessment” - EUnetHTA22 

“Health technology assessment (HTA)” has been defined as “a form of policy research 
that systematically examines the short- and long-term consequences, in terms of health 
and resource use, of the application of a health technology, a set of related technologies 
or a technology related issue” (Henshall et al. 1997). HTA is concerned with the 
medical, organisational, economic and societal consequences of implementing health 
technologies or interventions within the health system.  
Areas of Health Technology are diagnostics and treatment methods, pharmaceuticals, 
rehabilitation and prevention methods and also organisational and supportive systems 
that build the frame for health care provision. The aim of HTA is to formulate safe, 
effective health policies that are patient focused and seek to achieve best value. In 
principle the aim comprises as well different aspects of the problems of drug treatment 
interventions. 
The declared purpose of HTA is to support the process of decision-making in health 
care at policy level by providing reliable information. In this respect, HTA has been 
compared to a bridge between the world of research and the world of decision-making 
(Battista 1996). This bridge is intended to allow the transfer of knowledge produced by 
scientific research to the decision-making process. In order to achieve this objective 
HTA is committed to the work of collecting and analysing evidence from research in a 
systematic and reproducible way, and to make it accessible and usable for decision-
making purposes, in particular by means of assessment reports.  
HTA shares these principles with evidence-based medicine (EBM) and clinical practice 
guidelines (CPG) and, together with them, builds a body of best practice initiatives 
(Perleth et al. 2001). 
To learn about the knowledge production and exchange it is necessary to look at the 
implementation of HTA in Europe. In 2004, the European Commission and Council of 
Ministers defined Health Technology Assessment as “a political priority”, recognising 
“…an urgent need for establishing a sustainable European network on HTA”. A 
Commission call was answered in 2005 by a group of 35 organisations throughout 
Europe, led by the Danish Centre for Evaluation and HTA (DACEHTA) in 
Copenhagen. The European network for Health Technology Assessment, EUnetHTA, 
coordinates the efforts of 27 European countries including 24 Member States of the 
European Union in evaluating health technology in Europe. 
The general strategic objective of the Network is to connect public national/regional 
HTA agencies, research institutions and health ministries in order to enable an effective 
exchange of information and support to policy decisions by the Member States.  
During the first 3 years of existence (2006-2008) EUnetHTA aims at developing an 
organisational framework for a sustainable European network for HTA along with 

                                            
22  The European network for health Technology Assessment – http://www.eunethta.net/ 
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practical tools to ensure timely and effective production, dissemination and transfer of 
HTA results. 
Initially, the EUnetHTA project is being co-financed by the European Commission (DG 
Sanco) and contributions from network members. 
Specific objectives of EUnetHTA are: 
• To establish the organisational and structural framework for the network with a 

supporting secretariat. 
• To develop and implement generic tools for adapting assessments made for one 

country to new contexts. 
• To develop and implement effective tools to transfer HTA results into applicable 

health policy advice in the Member States and EU – including systems for 
identification and prioritisation of topics for HTAs and assessment of impact of HTA 
advice. 

• To effectively disseminate and handle HTA results, information sharing and 
coordination of HTA activities through the development and implementation of 
elaborate communication strategies and clearinghouse activities. 

• To monitor effectively emerging health technologies to identify those that will have 
greatest impact on health systems and patients (http://www.eunethta.net/). 

• To establish a support system in countries without institutionalised HTA activity 
EuNetHTA as a relevant network is also concerned with the assessment of evidence in 
the area of drug related action. However, up to now psychosocial interventions in 
general and especially in drug treatment are a subordinate issue.  
The HTA-process contributes to the collection of evidence in the field of drug treatment 
and also to the dissemination of knowledge. One option is a systematic promotion of 
these developments.  

World Health Organization (WHO) – the Health Evidence Network (HEN)23 

The Regional Office for Europe of the World Health Organization has launched the 
Health Evidence Network (HEN), an Internet-based resource, whose aim is to provide 
evidence-based answers for questions posed primarily by public health and health care 
policy-makers in the European Region (www.euro.who.int/HEN). 
HEN is conceived as network of technical members and financial partners, involving 
United Nations agencies with a mandate related to health, organisations working with 
evidence-based health policy and health technology assessment, other institutions and 
governments interested in funding advanced projects related to public health issues. 
HEN works with more than 30 international agencies and institutions. They contribute 
to HEN by, for example: 
• proposing questions for response through HEN, 
• proposing experts to write and peer review responses to questions, 

                                            
23  World Health Organization – the Health Evidence Network (HEN) – http://www.euro.who.int/HEN 
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• identifying and providing evidence for inclusion, 
• disseminating the evidence from HEN, and 
• suggesting areas for further project development. 
The HEN provides concise and standardised reports on available evidence on topics 
currently under discussion in the countries of the European region, such as reduction of 
hospital beds or the implementation of disease management programmes. 
The rationale of HEN is the growing need for timely and relevant information for 
decision-making. HEN makes it easier for policy-makers and other interested parties to 
get rapid access to much of this information in one place. 
Services of HEN are the provision of summarised information from a wide range of 
existing sources: web sites, databases, documents, national and international 
organisations and institutions. 
HEN also replies to specific questions that public health and health care policy-makers 
may have. The methodological proceeding of HEN after receiving a request is to 
mobilise a team of specialists, including members of HEN, who search for existing 
evidence in the area and use it to develop a synthesis report. When the evidence is 
contradictory, the report outlines the context and level of the debate. Each report goes 
through three reviews: 
• an initial review by the HEN team 
• an internal and external peer review 
• a quality control by the HEN team 
A steering committee advises HEN on its aims, objectives, strategies and approaches. 
As regards evidence, the WHO/Europe has, with the advice and help from the high-
level European Advisory Committee on Health Research, adopted a broad definition of 
evidence that includes research findings and context-related information from other 
types of knowledge. Evidence is defined as "findings from research and other 
knowledge that may serve as a useful basis for decision-making in public health and 
health care" (European Advisory Committee on Health Research 2003). 
Working together, HEN and the European Observatory on Health Systems and Policies 
have launched a new series of joint policy briefs to address questions related to the 
health system policy in Europe. 
• The objective is to produce high-quality, accessible material that is of immediate 

interest to national policy- and decision-makers seeking key messages based on solid 
foundations, that can be used by researchers and experts as brief but authoritative 
reviews. 

• In addition to a rigorous peer review process – comprising two external reviews and 
one internal review – a knowledge-transfer review will be an integral element in the 
new series. The aim is to ensure that each brief highlights the link between 
research/evidence and health policy. 

• Joint policy briefs will be generated in consultation with Member States stakeholders 
and reviewed by an international advisory board, as well as the editorial team. 
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HEN disseminates the evidence-based work of its members by providing it as far as 
possible the web site. In principle the HEN platform is open for questions and evidence 
assessment for drug related actions, especially drug treatment interventions and policy 
actions. However, up to now (August 2008) this platform contains no drug related 
reports (with the exception of one alcohol related report). 

Cochrane Collaboration 

The Cochrane Collaboration is an international non-profit-making organisation that 
produces and disseminates systematic reviews of health care interventions and promotes 
the search for evidence in the form of clinical trials and other studies of interventions.  
The Collaboration’s major product is its database of systematic reviews. These are 
based on the best available information about health care interventions. They explore 
the evidence for and against the effectiveness and appropriateness of interventions 
(medications, surgery, education, etc.) in specific circumstances. The reviews are 
prepared by health care professionals and published in the Cochrane Library. 
The Cochrane Library is a collection of high-quality evidence-based health care 
databases, providing instant access to over 2000 full-text articles reviewing the effects 
of health care interventions. It is published every three months with new and updated 
Cochrane reviews. 
The concept contains production and dissemination of systematic reviews also for the 
field of drug treatment interventions. For many relevant interventions such reviews are 
available. These products are important references for the production und dissemination 
of good practice in drug treatment. 
Even though the results are a basis for the elaboration of guidelines and best practice 
models, the transformation of evidence in guidance for practice is not in the focus of the 
Cochrane Collaboration. 

Guidelines International Network (G-I-N) 

The Guidelines International Network (G-I-N)24 focusses on the identification, 
development and dissemination of guidelines. This is aspired in close cooperation with 
Cochrane. G-I-N is an international non-profit association of organisations and 
individuals involved in the development and use of clinical practice guidelines. 
In fact, G-I-N seeks to improve the quality of health care by promoting systematic 
development of clinical practice guidelines and their application into practice, and 
through supporting international collaboration and dissemination. In October 2008 more 
than 5,400 documents were available on this site. At present only a few guidelines for 
drug treatment are available (for example: NICE (GB) report: Drug misuse: 

                                            
24  See http://www.g-i-n.net/index.cfm?fuseaction=homepage 



 416 

psychosocial management of drug misusers in the community and prison settings 
(CG51)25). 
G-I-N, founded in 2002, is a consequence of many countries that have built up 
experience in the development, appraisal and implementation of clinical practice 
guidelines at professional, institutional, regional and national levels. Guidelines 
activities have taking place all over the world. At the European level this proceedings 
have resulted in the “Recommendation of the Council of Europe on Guidelines 
Methodology” and in a generic methodology for guideline appraisal (AGREE 
Instrument). As well G-I-N was established as forum for communication between those 
involved in developing, appraising and implementing clinical guidelines.  
A major stimulus to international cooperation in guideline development in recent years 
has been the AGREE Collaboration which was formed in 1998 to develop a common 
guideline appraisal instrument. The AGREE project highlighted the increasing 
harmonisation of the methodologies used by guideline agencies and programmes around 
the world, and the Collaboration itself provided a forum for guideline developers, 
researchers, and implementers to meet and share ideas. 
The concept and the objectives of G-I-N provide information on what is necessary in 
the field of development and dissemination of guidelines for drug treatment 
interventions. Unfortunately guidelines for drug treatment interventions are not priority 
area up to now, and available guidelines are delivered casually and not based on an 
(European) planning. 

Pompidou Group and their role in knowledge transfer 

With respect to the knowledge transfer and exchange of “good practice” the core 
mission of the Pompidou Group is to contribute to the development of multidisciplinary, 
innovative, effective and evidence-based drug policies in its involved 35 states. It seeks 
to link policy, practice and science and focuses especially on the particularity of local 
implementation of drug programmes. 
The shifting, dynamic nature of the drug phenomenon required of the Group to adapt its 
role in order to deal with emerging problems and changes in the drug situation.  
Against an international background characterised by the presence of many European 
and international bodies working in the field of drugs, the Pompidou Group provides a 
multidisciplinary forum at the wider European level where it is possible for policy-
makers, professionals and researchers to discuss and exchange information and ideas on 
the whole range of drug misuse and trafficking problems. In order to carry out this 
mission the Pomidou Group adopts a multidisciplinary, integrated approach to all drug 
problems and employs a variety of working methods. 
Because of its links with the Council of Europe the Pompidou Group also ensures that 
policy recommendations are consistent with public policy as elaborated in other fields 

                                            
25  http://guidance.nice.org.uk/CG51 
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of the Council’s work, such as public health, social cohesion and penal policy and with 
particular emphasis on ethical issues. 
The Research Platform’s prime role is to better support the utilisation of research 
evidence in policy and practice thus facilitating the development of evidence-based 
policy. Moreover, it signals the latest issues that arise from drug research in the social 
and biomedical fields and promotes interaction between research disciplines such as 
these and psychological drug research. 
To improve the exchange of knowledge which has been identified as a major gap during 
the Strategic Conference on linking research, policy and practice – (“Lessons learned, 
challenges ahead”) – the online register has been devised in collaboration with the 
EMCDDA and in accordance with recommendations of the EU Horizontal Drug Group. 
The online register devised in 2007 and updated in 2008 offers the possibility to find out 
who does what in drug research. This initiative is an attempt to improve the exchange of 
knowledge in drug research. The register contains details of more than 320 researchers 
and information on about 100 research projects. 
The registration of institutes, researchers and actual projects in the field of drug research 
is an important aspect of exchange of research, but only the first step in the direction of 
exchange of good practice. 

Online “best practices portal” – the concept of the EMCDDA 

Based on the initially mentioned political background of the ongoing EU Action Plan 
that stated the need to improve the provision of information on best practices in the 
Member States, the task of the facilitation of exchange of such practices is mentioned in 
the EMCDDA regulation. 
The promotion of information dissemination of science-based practices was then 
included in the EMCDDA 3-year work 2007-2009 programme’s objectives. The Centre 
recognises that an important but currently under-developed area of work of the 
EMCDDA is to place the descriptive data in the context of identifying and sharing 
information on best practices. 
Main objectives of the best practice portal are to provide an overview of the latest 
evidence on the effectiveness of different interventions. It will also present tools and 
standards aimed at improving the quality of interventions, as well as highlighting best 
practice examples from the field. The portal is primarily aimed at professionals, policy-
makers and researchers in the drugs field.  
Areas covered in the portal:  
(A) Latest available evidence on the efficacy/effectiveness of interventions (summary of 
knowledge based upon latest reviews) 
The overall objective is to provide an online overview on: 
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• Summary of the conclusions/main findings based on the latest reviews26 (published 
since 2000) of universal school-based prevention programmes27.  

• Overview of applied methodology used in each of the reviews (i.e. criteria for 
inclusion of studies, review procedure, rating system applied to assess the strength of 
evidence).  

Additional information is provided for the reviews: 
• Reference of all studies, systematic reviews, meta-analysis and their abstracts that 

were taken into consideration in the presented reviews. 
• Glossary (all technical terms will be defined, i.e. meta-analysis, randomised 

controlled trials) 
• Summary of content of selected publication on how to assess the quality of 

systematic reviews and meta-analysis. 
• Acknowledgement of limitations of the overview. I.e. the EMCDDA acknowledges 

that literature reviews on the effectiveness of interventions pose problems because 
they have not taken into account all relevant published or unpublished systematic, 
unsystematic reviews or meta-analyses or individual studies. In addition they are 
subject to reviewer bias, often biased towards English language publications as well 
as limited to the provision of evidence of what works under controlled research 
conditions rather than in real-life conditions. Another source that provides useful 
information on what works in the drug demand reduction field are the views of 
practitioners who have experience in the implementation of interventions as well as 
opinions of persons who are recognised as experts in particular fields of 
interventions.  

(B) Tools to evaluate practices 
This area will compile existing EMCDDA information on how to evaluate demand 
reduction activities such as PERK (Prevention Evaluation Resource Kit), EMCDDA 
guidelines on evaluation of treatment services, workbooks on the evaluation of 
psychoactive substance abuse treatment, as well as the evaluation instrument database 
(EIB) which provides tools that can be used for the evaluation of processes and 
outcomes. Additional material will be added to this section if regarded as relevant and 
scientifically sound. 
(C) Standards, guidelines for the implementation of practices 
This area will focus in a first phase on the description of existing quality standards for 
interventions in Member States as well as existing national guidelines for the 
implementation of practices (i.e. national guidelines on clinical management of 
substitution treatment). 
Quality standards 

                                            
26  These reviews aim at assessing the available evidence for the efficacy of measures for the prevention 

of substance use drawing on systematic reviews, unsystematic reviews, meta-analyses and individual 
studies (mainly randomised controlled trials). 

27  This is the first area the EMCDDA had focus on (started in 2008). 
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Quality standards or minimum standards belong to the most traditional aspect of quality 
assurance in service delivery. They specify what agencies should attain in meeting the 
needs of their clients. These standards set out criteria for the structure of various aspects 
of service delivery, including the agency organisation and management, patient 
assessment, treatment delivery (but not content), patient rights, evaluation and staff 
training and development. Existing models of standards for intervention content (i.e. 
treatment content) beyond basic procedural aspects of operations will also be described. 
Guidelines  
A first step will be the collection of national drug use and dependence guidelines on 
clinical management from Member States. These may refer to guidelines generally 
concerned with the clinical management of drug misuse and dependence as well as 
those that focus on specific areas of interventions such as substitution treatment or 
target groups (i.e. guidelines on clinical management of drug dependence for GPs). 
(D) Data base on evaluated Drug Demand Reduction projects in MS,  
including best practices 
Established in 1996, EDDRA provides details on a wide range of evaluated prevention, 
treatment and harm reduction programmes in the EU, while promoting the exchange of 
professional expertise and hands-on experience. EDDRA is designed to help 
professionals and policy-makers planning and implementing interventions in response 
to drugs. Currently EDDRA contains more than 600 entries. 
In 2007, EDDRA has been reviewed and reclassified by the EMCDDA and its national 
EDDRA managers in a move to improve the system’s content and layout. To better 
identify best practice in evaluation, projects will be structured according to a 'logic 
model' and classified according to type of intervention and level of quality. This 
reclassification takes place in the context of the EU drugs action plan (2005–2008) 
which calls for the ‘effective dissemination of evaluated best practices’ and the 
EMCDDA’s new mission statement which prioritises the provision of such information. 
The new-look EDDRA will be migrated to a new technical environment allowing for an 
improved online presentation of its projects. It will also be integrated into the online 
portal. 
Procedure for the classification of revised projects according to level of quality  
Currently all projects that undergo a revision are being classified by two independent 
project managers according to three basic levels of quality criteria.  
Level 3 is the most important level (=model projects in EDDRA) and demands: 
Content 
Based on a theory that is clearly related to the objectives, the initial situation and the 
indicators. 
Type of design chosen 
Research design – Control group (CT/RCT Logic model plausible? Can the main 
elements of the programme be described in a Logical Graphical Model (i.e. flow chart)? 
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Measures – the operational relevance and psychometric quality of measures used in the 
evaluation.  
Dissemination - Provision of all programme material as well as evaluation tools  
 
The “Best practice portal”28 has started – as planned – in 2008 with a general structure 
following the concept: 
Evidence of efficacy 
This section contains reviews on the efficacy of different types of intervention. 
(This has started but up to now only with collection and transfer in the field of 
prevention.) 
Tools for evaluation 
This area contains EMCDDA information on how to evaluate demand reduction 
activities. 
Standards and guidelines 
This section contains standards and guidelines for the implementation of practices. 
Examples: EDDRA 
The Exchange on Drug Demand Reduction Action (EDDRA) provides real-life 
examples of evaluated practices in the European Union. 

18.3 Overview: Guidelines, quality assurance and knowledge transfer in drug 
treatment in the Member States 

Among the European countries there are different mechanisms which rule the 
identification and dissemination of treatment know-how. These mechanisms also differ 
with respect to the implementation of an evidence-based culture in the respective 
national drug treatment systems.  
Analysing the status quo of the “knowledge transfer and exchange system of ‘good 
practice’” implies to assess the main components of the “Quality Systems” in Member 
States. Accordingly the status quo of quality assurance, knowledge transfer, sharing of 
experiences and good practice in the drug treatment area in the Member States and 
Norway has been investigated. 
To assess the existence and of the level of quality assurance in drug treatment the 
following has been considered as main assessment indicators: 
• Guidelines – existence, relevance, commitment, contents, funding, guidance for 

guidelines? 
• Guidelines – sources: based on best practice, evidence reports, consensus building 

process? 
• Monitoring – different stages of reporting 
• Evaluation – existence and level (systematic, connection to research?) 

                                            
28  http://www.emcdda.europa.eu/themes/best-practice 
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• Research – outcome studies in drug treatment, clinical research, reviews, evidence 
reports? 

Table 1 
List of URLs provided by Member States, Candidates and Norway on national 
institutions  

Country URLs 
Belgium www.portal.health.fgov.be 
Bulgaria www.nfp-drugs.bg 
Czech Republic www.cekas.cz/php/certifikace.php 

www.drogy-info.cz 
Denmark www.sst.dk 

www.servicestyrelsen.dk 
Germany www.awmf.org/ 

www.dhs-intern.de 
www.deutsche-rentenversicherung-bund.de 

Estonia www.tai.ee/ 
Ireland www.hrb.ie 

www.publichealth.ie 
Greece www.ektepn.gr 
Spain www.drogy-info.cz 
France www.has-sante.fr 
Italy www.iss.it 
Cyprus www.ask.org.cy 
Latvia www.sva.lv 
Lithuania www.vplc.lt 
Luxembourg www.relis.lu 
Hungary www.eum.hu 

www.alkohologia.fw.hu 
Malta www.sedqa.gov.mt 
Netherlands www.ggzkennisnet.nl 
Austria www.bmgfj.at 
Poland www.kbpn.gov.pl 
Portugal www.idt.pt 
Romania Not available 
Slovania www.ivz.si 
Slovakia www.drogy.sk 
Finland www.kaypahoito.fi 

www.huuko.fi 
www.neuvoa-antavat.stakes.fi 

Sweden www.socialstyrelsen.se/ 
UK www.nice.org.uk  

www.nta.nhs.uk 
Croatia www.uredzadroge.hr 
Norway www.shdir.no/ 
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When summarising the current „quality system“ in Member States – which implies the 
development, dissemination, and transfer of good practice – the following main 
conclusions can be drawn. 
Quality assurance system in the field of drug treatment has been developed in the 
majority of the Member States. At the same time main components for knowledge 
transfer and best practice transfer are only partly implemented at present. This is 
especially the case for: 
• Evaluation and research: While evaluation is realised sporadically, research is 

inadequately developed. 
• Reviews and evidence reports: With few exceptions both has not been established as 

standard in the Member States. Reviews and evidence reports are most likely to be 
implemented in medical treatment such as substitution and detoxification. 

• A systematic procedure for producing and controlling new protocols - as standard for 
achieving best practice is not yet implemented. 

• The consensus process for development of guidelines is currently mostly based upon 
expert panels. 

The evidence based development of guidelines and the transfer of good practice in the 
filed of drug treatment can be defined as to be at an initial stage compared to other areas 
of the health system. Currently there are considerable limitations in the transfer of good 
practice as regards their correspondence with the tasks of the drug action plan and the 
demands in drug treatment. These gaps are most evident in the realisation of a 
knowledge infrastructure concerning an exchange system for “good practice” and 
knowledge transfer. 
 
Regarding the implementation of guidelines and standards in the treatment system, the 
situation in the Member States can be described according to following basic categories.  
• In the first group of states the dissemination of guidance mainly occurs through 

policy makers and institutions authorised by them. 
In this category, public authorities are responsible for the identification and 
dissemination of defined guidelines and standards for providers. This is an important 
part of a developing quality system. The dissemination of know-how is mainly based on 
the experience of different decision-makers – such as policy makers, providers and 
professionals – and on expert consensus. 
The guidelines are mainly limited to general structural aspects of treatment services or 
interventions. This kind of development and dissemination of guidelines has only a 
loose connection to drug research; existing research is not regularly involved in the 
evaluation. There is no regular adaptation/improvement of guidelines based on 
evaluation, research or evidence reports. 
• In the second group the development of standards and guidelines is influenced to a 

greater extent by professional associations.  
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The transferred guidelines are based on experience in combination with evaluation of 
treatment interventions and research. Professional associations and public authorities 
are responsible for the dissemination. 
Dissemination is carried out through professional and scientific channels. These are e.g. 
publications in national scientific journals, newsletters of involved associations, 
manuals for interventions, workshops and congresses. This is the traditional structure of 
quality assurance and a transition to evidence-based identification and dissemination of 
knowledge is ongoing. 
• The third group represents a fully developed knowledge infrastructure as background 

for knowledge transfer. 
Dissemination of treatment know-how is based on continuous data collection and 
evaluation of existing services. The process of identification, preparation and transfer of 
„good practice“ is concentrated in a commissioned institution acting at national level.  
This agency can be organised in very different ways. The institutionalisation of a 
knowledge infrastructure for optimal response is influenced by very different traditions 
in the individual European Member States. 
Depending on the national tradition, there exist different links to research. Research can 
be directly integrated (e.g. if the responsible institution emerged from public health or 
drug research) or the connexion is assured by relations of cooperation (institutes for 
quality assurance, institutes for clinical excellence, public health and drug research 
units).  
Depending on the constituting role played by the associations of providers in drug 
treatment, the professional associations of different professional groups involved in 
drug treatment, public health or drug research units, or university hospitals involved in 
treatment and research, the “national agencies” are either directly attached to the health 
ministries or operate as relatively independent networks. 
The individual Member States can be assigned to one of these categories. E.g. the 
United Kingdom and the Netherlands belong to the group of countries with a full 
developed system. The Scandinavian countries are in the process of implementing an 
evidence-based culture of identification and dissemination of know-how in drug 
treatment. As reported in the country profiles the “good practice” transfer system is only 
partly implemented and on an initial stage.  

18.4 National examples of an exchange system in drug treatment 

As an example for countries with a fully developed system for production and exchange 
of good practice the United Kingdom will be presented in the following. Although the 
Netherlands has as a similar developed system (www.ggzkennisnet.nl), most evidence 
reports and protocols are only available in Dutch language. Only some parts of the 
system (“fact sheets”29) are available in English.  
                                            
29  Factsheets in english language see: www.ggzkennisnet.nl/ggz/publicaties/raadplegen.asp 
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After describing the example of the UK a short introduction in the system of the United 
States is given. Even though the US system this is not transferable to Europe, it serves 
as a role model for a fully developed system.  

The “National Treatment Agency” (NTA) for substance misuse in England 

The National Treatment Agency (NTA)30 is a special health authority, created by the 
Government in 2001 to improve the availability, capacity and effectiveness of treatment 
for drug misuse in England. In other words, aim of the NTA is to ensure that there is 
more treatment, better treatment and fairer treatment available to all those who need it. 
This organisation has been established to survey the development of drug treatment 
services at a national level. Parallel structures have been established with the Scottish 
Executive and the Welsh and Northern Ireland Assemblies. 
The NTA describes its functions in its own words as follows: 
• Exists to serve the needs of drug treatment service users, their unpaid carers and the 

communities in which they live 
• Will seek to work in partnership with service providers, commissioners of treatment 

services and communities to improve the quality and effectiveness of treatment 
• Will be open, accessible and responsive to the needs of all the diverse communities 

living in England 
• Will be independent, rigorous and fair 
• Will operate according to the best available evidence 
• Will apply expectations of continuous improvement to their own operations 
• Will communicate in a clear and timely way with stakeholders. 
 
In order to improve treatment for drug misuse in England, the NTA concentrates on: 
• Ensuring that tax payers’ money is spent on expanding and running effective, well-

managed and appropriate treatment. That means improving of knowledge of each 
area’s need for drug treatment and how to plan and pay for services that meet that 
need. 

• Promoting best practice in drug treatment. That means giving drug workers 
information and guidance on what approaches to treatment are most effective. 

• Improving the performance and availability of drug treatment workers. That means 
developing training, career development and recruitment opportunities for existing 
and potential employees. 

• Improving the commissioning of drug treatment services. The aim is to ensure that 
the National Pooled Treatment Budget is spent to best effect, on treatment that really 
works and that meets the needs of local people.  

 
Promoting best practice in drug treatment 

                                            
30  National Treatment Agency (NTA) – http://www.nta.nhs.uk/ 
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Treatment should be based on evidence. Therefore the institution summarises existing 
research, carries out own studies and tests new approaches to treatment in order to 
identify what works, and then publishes the findings and recommendations. In order to 
ensure equally high standards of treatment across the country, the NTA has developed a 
set of basic national standards that all drug treatment services should meet. Such 
standards “Models of Care for the Treatment of Adult Drug Misusers” define the 
national framework for the commissioning of adult substance misuse treatment. 
For improving the performance of treatment services and staff, the NTA is working 
with key organisations and colleges to improve training for new and existing staff.  
NTA works in a network with other parts of the health service, including public health 
and social services, as well as criminal justice agencies including probation and prison 
services. Additionally NTA works in partnership with those organisations that also 
strive to tackle the harms associated with addiction. 
The important national and regional partners for NTA to develop standards and 
disseminate good practice are: 
• Home Office: The Drug Strategy Directorate within the Home Office is responsible 

for the Government’s drugs strategy. Close cooperation exists with other departments 
within the Home Office, including the key criminal justice agencies - probation, 
police, prison services and youth justice board, to develop policies and approaches to 
improving treatment, particularly for offenders. 

• Healthcare Commission: NTA is working with the Healthcare Commission to 
develop standards and inspection procedures for drug treatment services 

• Royal colleges and training organisations: Cooperation exists with the royal colleges 
of GPs and psychiatrists, and the British Psychological Society to increase the level 
of training on drug misuse available in their courses. 

• Academic institutions and researchers: NTA works with universities and researchers 
to identify best practice in drug treatment. In some instances, this involves paying 
researchers to carry out work on their behalf. 

• Government office drug teams: Based in the nine government offices for the regions, 
these teams are responsible for implementing the national drugs strategy at regional 
level. 

• Drug action teams (DATs): The local consortia responsible for planning and 
commissioning activities to tackle drug misuse, including drug treatment.  

• Drug treatment providers: Drug treatment is provided by NHS organisations (e.g. at 
hospitals, special clinics and at GP surgeries) and by voluntary organisations and 
charities. NTA regional managers work closely with the staff of these services in 
order to improve treatment and share knowledge of what works. 

• Service user and carer groups: Drug treatment service users and their carers have 
developed their own support networks in many areas, and are also represented on 
many DAT discussion groups. NTA regional managers encourage this involvement, 
and actively support and consult these groups. 
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The National Treatment Agency for Substance Misuse (NTA) on behalf of the 
Department of Health and devolved administrations published an updated version of 
Drug Misuse and Dependence – UK Guidelines on Clinical Management (28/9/07). The 
new Clinical Guidelines are based upon the previous evidence-based and well-
established Clinical Guidelines but reflect some of the considerable changes that have 
occurred in drug treatment over the past eight years. The latest Clinical Guidelines also 
reflect the recent suite of guidance from the National Institute for Health and Clinical 
Excellence (NICE). 
 
Example for a NTA guideline: „Clinical Guidance“ for „Prescribing“ 
On the website of the NTA there is a link to “work areas” and among there is a further 
link to „Clinical Guidance“ http://www.nta.nhs.uk/areas/clinical_guidance/default.aspx.  
This website offers „pharmaceutical guidance“ and „prescribing“ with downloads for 
• „Best practice guidance for commissioners and providers of pharmaceutical services 

for drug users“ and  
• „Prescribing services for drug misuse“ containing the key findings and 

recommendations of the NTA’s expert prescribing group on: „The evidence base for 
the pharmacological treatment of drug misuse, recommended guiding principles of 
an effective prescribing regime and recommended components of an effective 
prescribing service“. 

Additionally in this area further links to clinical guidelines and an evidence report are 
available. Especially there is the link to the „National Institute for Health and Clinical 
Excellence (NICE)“. This institute has produced „technology appraisals“ on: 
• “Methadone and buprenorphine for managing opioid dependence” 
• “Naltrexone for the management of opioid dependence”. 
For the issue of „substitution treatment“ all levels of knowledge for planning, guidance, 
and guidelines are available. Also corresponding links to research and evidence reports 
are presented. 
In Summary: The NTA-platform for drug treatment shows an exemplary answer to 
basic questions of “information dissemination on treatment know-how (scientific 
evidence) and on good practice”: 
• Delivery of guidance, standards, guidelines for all areas of drug treatment and 

settings of interventions 
• Preparation of material for different levels of the decision process on treatment 

planning and carrying out 
• The systematic link to different areas of research: monitoring, epidemiology, 

evaluation, evidence reports, systematic reviews. 
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„Treatment Improvement Protocols“ (TIP) and „Treatment improvement exchange“ 
(TIE) of the Centre for Substance Abuse Treatment (CSAT) in USA 

The TIPs and TIEs are carried out by the Centre for Substance Abuse Treatment 
(CSAT)31. CSAT is a department in the Substance Abuse and Mental Health Services 
Administration (SAMHSA) which is the leading Federal agency addressing substance 
abuse and mental health services in the United States. SAMHSA was established as a 
services agency in 1992. Its resources and programmes are designed to promote the 
expansion of service capacity and to improve the infrastructure to address existing paps 
in prevention and treatment. 
One main goal is the improvement of service quality by a) improving outcomes of 
programmes as measured by the SAMHSA National Outcome Measures (NOMs) and b) 
by contributing to the documentation of effective practices through the National 
Registry for Effective Programmes and Practices (see below). 
The effectiveness goal is also supported by Best Practices Planning and Implementation 
programmes and Science to Services programmes. Success in ‘Science to Services’ 
requires adequate documentation and dissemination of potential service improvements 
to the field, and transfer of information about practices that need further research. 
For the question of “Best Practice Development and Exchange” the following processes 
are of particular importance. 
 
“Treatment improvement protocol” (TIP) and the TIP development process 
The Treatment Improvement Protocols (TIPs) are best practice guidelines for the 
treatment of substance abuse. CSAT's Office of Evaluation, Scientific Analysis, and 
Synthesis draw on the experience and knowledge of clinical, research and 
administrative experts to produce the TIPs, which are distributed to facilities and 
individuals across the country.  
The TIPs Development Process includes an Editorial Advisory Board. This is a 
distinguished group of substance abuse experts and professionals in primary care, 
mental health, and social services. The State Alcohol and Other Drug Abuse Directors 
generate topics for the TIPs based on the practices current needs for information and 
guidance. 
After selecting a topic, CSAT invites staff from pertinent Federal agencies and national 
organisations to a Resource Panel that recommends specific areas of focus as well as 
resources that should be considered in developing the content for the TIP. Soon after 
that a consensus panel is held, non-federal experts who are familiar with the topic and 
are nominated by their peers participate in panel discussions over five days. The 
information and recommendations on which they reach consensus form the foundation 
of the TIP. The members of each Consensus Panel represent substance abuse treatment 
programmes, hospitals, community health centres, counselling programmes, criminal 

                                            
31  Centre for Substance Abuse Treatment (CSAT) – http://csat.samhsa.gov/ 
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justice and child welfare agencies, and private practitioners. A panel chair ensures that 
the guidelines mirror the results of the group's collaboration. 
As an example the link to the “Treatment improvement Protocols” 
(www.tie.samhsa.gov/Externals/tips.html) is presented under the heading of „Treatment 
Improvement Exchange“ (TIE) (see next part). Up to now (December 2007) 45 TIPs are 
available for different areas of drug treatment interventions. Newer TIPs are revisions of 
the older ones and replace them against the background of new evidence. Exemplarily 
the last five protocols are listed: 
• TIP 45: Detoxification and Substance Abuse Treatment – This TIP provides 

clinicians with the latest information on detoxification: the physiology of withdrawal, 
pharmacologic advances in the management of withdrawal, patient placement 
procedures and managing detoxification services within comprehensive systems of 
care.  

• TIP 44: Substance Abuse Treatment for Adults in the Criminal Justice System – This 
TIP presents clinical guidelines to help substance abuse treatment counsellors 
addressing issues that arise from their clients’ status in the criminal justice system. In 
addition, it will aid personnel in the criminal justice system in understanding and 
addressing the challenges of working with offenders with substance use disorders.  

• TIP 43: Medication-Assisted Treatment for Opioid Addiction in Opioid Treatment 
Programs – this TIP provides treatment providers, physicians and other medical 
personnel with the latest information on medication-assisted treatment for people 
addicted to opiates. The TIP emphasises the importance of supportive services such 
as counselling, mental health and other medical services, and vocational 
rehabilitation in facilitating recovery for patients receiving mediation-assisted 
treatment. 

• TIP 42: Substance Abuse Treatment for Persons With Co-Occurring Disorders – the 
TIP provides information about new developments in the rapidly growing field of co-
occurring substance use and mental disorders, and captures the state of the art in the 
treatment of people with co-occurring disorders.  

• TIP 41: Substance Abuse Treatment: Group Therapy – this TIP contains detailed 
information about group therapy modalities. 

The TIPs can be regarded as a combination of what in Europe is known as “quality 
standards32” for the implementation of a drug treatment service and “guidelines33” for 
assisting decisions of professionals in the treatment process. 
The TIPs are living documents on “good practice” that are periodically revised in a 
consensus process based on new knowledge and experience. 
                                            
32  Quality standards as generally accepted principles or set of rules for the best/most appropriate way to 

implement interventions. Frequently they refer to structural (formal) aspects of quality assurance such 
as environment and staff composition. However they may also refer to process aspects such as 
adequacy of content, process of the intervention or evaluation processes. 

33  Guidelines are systematically developed statements to assist practitioners and patient decisions about 
appropriate interventions for specific circumstances.  
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Organising Treatment exchange 
The Treatment Improvement Exchange (TIE) is a resource sponsored by the Division of 
State and Community Assistance of the Centre for Substance Abuse Treatment to 
provide information exchange between CSAT staff and State and local alcohol and 
substance abuse agencies. 
 
Register of “Evidence based Programmes and Practice” 
The National Registry of Evidence-based Programmes and Practices (NREPP) is an 
online registry of mental health and substance abuse interventions that have been 
reviewed and rated by independent reviewers. The purpose of this registry is to assist 
the public in identifying approaches to prevent and treat mental and/or substance use 
disorders that have been scientifically tested and that can be readily disseminated to the 
field. NREPP is one way that SAMHSA is working to improve access to information on 
tested interventions and thereby reduces the lag time between the creation of scientific 
knowledge and its practical application in the field. NREPP is a voluntary, self-
nominating system in which intervention developers are elected to participate. 
As the “Best Practice Portal” is also a task of the EMCDDA the provided information 
and the review process are a matter of interest. NREPP publishes a report called an 
intervention summary on its website for every intervention that has been reviewed. Each 
intervention summary includes: 
• Descriptive information about the intervention and its targeted outcomes 
• Quality of research and readiness for dissemination ratings 
• A list of studies and materials submitted for review 
• Contact information for the intervention developer 
Before an intervention will be considered for review, documentation must be provided 
that shows it meets the following minimum requirements: 
1. The intervention demonstrates one or more positive outcomes (p≤.05) in mental 
health and/or substance use behaviour among individuals, communities, or populations. 
2. Intervention results have been published in a peer-reviewed publication or 
documented in a comprehensive evaluation report. 
3. Documentation (e.g. manuals, process guides, tools, training materials) of the 
intervention and its proper implementation is available to the public to facilitate 
dissemination. 
Reported results of an intervention are evaluated independently by different reviewers 
according to the Criteria for Rating Quality of Research using a defined number of 
criteria. 
An important target of SAMHSA National Registry for Evidence-Based Programs and 
Practices is to increase the number of candidate programmes applying by 12 (6 each 
year) from a 2005 baseline of 18.  
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In addition to these processes the CSAT is linked to a “Co-Occurring Centre for 
Excellence“ and Technical Assistance Publications (TAPs). TAPs are publications, 
manuals, and guides developed by CSAT to offer practical responses to emerging issues 
and concerns in the field of substance abuse treatment. 
Policy makers, providers or professionals can find for example the evaluated 
intervention for „substance abuse treatment“, for „adults“ in an urban setting on the 
following website: http://www.nrepp.samhsa.gov/find.asp. In case of the example 
„Brief Marijuana Dependence Counselling“ (May 2007) the abstract provides a short 
description: „Brief Marijuana Dependence Counselling (BMDC) is a 12-week 
intervention designed to treat adults with a diagnosis of cannabis dependence. Using a 
client-centered approach, BMDC targets a reduction in the frequency of marijuana use, 
thereby reducing marijuana-related problems and symptoms. BMDC is based on the 
research protocol used by counselors in the Center for Substance Abuse Treatment's 
Marijuana Treatment Project conducted in the late 1990s.“ The respective treatment 
manual offers guidelines for counsellors that can be downloaded directly. 
 
Additionally the CSAT platform delivers assistance to other decisions as to “Peer-to-
Peer” support or a “locator” for services: 
• “Recovery Community Services Program” (RCSP); Peer-to-peer recovery support 

services help people to initiate and sustain recovery from alcohol and drug use 
disorders. Some RCSP grant projects also offer support to family members of people 
needing, seeking, or in recovery. 

• “Substance Abuse Treatment Facility Locator” – This directory of drug and alcohol 
treatment programmes shows the location of facilities around the country that treat 
alcoholism, alcohol abuse and drug abuse problems. The Locator includes more than 
11,000 addiction treatment programmes, including residential treatment centres, 
outpatient treatment programmes, and hospital inpatient programmes for drug 
addiction and alcoholism. Listings include treatment programmes for marijuana, 
cocaine, and heroin addiction, as well as drug and alcohol treatment programmes for 
adolescents, and adults. 

All in all the different platforms provides under the umbrella of the “Centre for 
Substance Abuse Treatment” (CSAT) and their systematic links to different areas of 
research, preparation, dissemination and implementation of “good practice” deliver 
essential hints for improvement in the Member States and at European level. 

18.5 The future of the exchange of good practice in drug treatment in Europe 

Compared to the situation in the year 2005, when the proposal for this work package 
has been prepared, the situation in Europe has changed. The main developments are: 
• The general decision about the location for the exchange platform in the field of 

responsibility of the EMCDDA has been made. 
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• This platform has a general concept (see “Best Practice Platform” above). 
• This platform has already started. 
Consequently recommendations for further developments and improvement of best 
practice exchange have to consider the new developments. 
To contribute to the improvement of best practice the following aspects should be the 
main focus: 
• The different areas of the implemented portal have to be filled with contents. For 

some areas this mainly demands the collection of information while in other areas 
there is a weak substructure at all. 

• The quality of the delivered products have to be enhances and the procedures for 
quality assurance have to be supported. 

• The production of evidence reports, guidelines for implementation and manuals for 
interventions in Europe needs to be strengthened.  

Strengthen evidence based culture and infrastructure in Member States 

Support in establishing evidence-based cultures und qualifications of knowledge 
infrastructure in drug treatment at the level of Member States is the indispensable basis 
for a new level in development and exchange of good practice. In this respect there are 
different areas where the Member States can benefit from advice and support from the 
EU.  
Main issues are the implementation of authorised institutions/platforms for the 
coordination and dissemination, as well as for quality assurance and guideline 
development. A further issue is the coordination with existing research (Drug Research, 
Health Care, and Clinical Excellence) institutions and networks. 
Based on the investigation of the “quality system” and the transfer of drug treatment 
know-how in Member States it can be summarised that quality assurance systems have 
been developed in the majority of the Member States. However, up to now the main 
components for knowledge transfer and best practice transfer are only partly 
implemented in the Member States. This is especially the case for  
• evaluation and research,  
• reviews/evidence reports,  
• implementation of a systematic procedure for producing and controlling new 

protocols, consensus process, and 
• for the development of guidelines.  
The area of evidence-based development of guidelines and transfer of good practice in 
drug treatment must be reinforced and referring to the corresponding tasks of the EU 
drug action plan. 
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Adjuvant network for identification and exchange of good practice 

In addition to existing activities and the developments within the Pompidou Group and 
the “Best Practice Portal” of the EMCDDA, in Europe a self-contained network is 
required in the field of drug treatment, prevention and policy action complementary to 
and in close cooperation with the EUnetHTA and the G-I-N.  
The organisational frame should be a net of national/regional official agencies, public 
bodies, MoHs, research institutions, and international organisations/networks. This net 
should have the similar priority tasks as the HTA Net and the G-I-N in general: 
• Procedures (defined and standardised elements of guidance for obtaining evidence 

and best practice) which have only to be adopted. 
• Priority areas for issues of evidence reviews, research, identification and preparation 

of good practice as to drug treatment interventions. 
• A workplan to realise the main objectives in responsibility of national institutes of 

the Member States (main areas of drug treatment interventions – evidence, 
implementation guidance, manuals). 

The main reason for the necessity of a distinct net is that the currently initiated HTA 
(and also the G-I-N) process refers first of all to the central health topics of medical 
care. Issues concerning psychosocial interventions and drug treatment (appraisal of 
available evidence, development of guidelines and models of “good practice” and its 
transfer) are not of first priority in these networks and therefore delayed - this is the 
experience of the last years. 

Important additional aspect of the European exchange platform  

Evidence reports are of important value but they should be completed by „treatment 
improvement guidance“ (the main examples are the “treatment improvement protocols” 
to all areas of intervention in the US) or guidelines. This requires the implementation of 
consensus building processes (protocol, procedure) for additional or special areas of 
drug treatment as well as for revision of existing protocols. 
The integration of best practice examples (based on criteria) should be broadened by an 
online registry of mental health and substance abuse interventions which is reviewed 
and rated by independent reviewers (Example: The National Registry of Evidence-based 
Programmes and Practices (NREPP) in the US). Such a procedure has been started with 
the “Best Practice Portal” on basis of the EDDRA database. However, it still has a 
substantial lack as regards the scientific evaluation of the interventions and the selection 
criteria and available resources. 
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19  Management of the project 

This part of the report follows the procedure of the project as it is grounded in the 
proposal of the project – “description of the action”, Annex I of the contract. 
The paragraphs follow the 7 work packages and the corresponding 8 deliverables as 
they are elaborated in the proposal. 

19.2 Inventory of good practice and their evidence (workpackage 4) 

„Development of the methodological procedure“ (deliverable 1) 

Objective was to develop an unified methodological procedure for the collection of 
evidence and the presentation of guidance. 
Therefore an procedures was developed (and corresponding instruments) that should 
allow the evaluation of the dimensions, standards and assessment levels of the relevant 
interventions:  
• Dimensions are: Approach, context, duration, staff, client groups, eligibility, 

inclusion and exclusion criteria, treatment access to service, referral pathways, 
integrated care pathways 

• Standards are: management standards, commissioning standards, responsibilities; 
performance/outcome monitoring; seamless provision of services and support from 
one setting to the other (e.g. community – prisons/hospitals, psychiatry), care 
coordination, departure planning, monitoring 

• Assessment levels are: process-management, phases of treatment, 
performance/outcome monitoring. 

For identification of evidence a search strategy in Europe and on the level of the 
member States has been developed. 
For data extraction a “review protocol” for data extraction from studies are presented. 
A corresponding data base with the possibility of online data entry for partners has been 
established (see below). 

„Implementation of methodological procedure“ (deliveralbe 2) 

Implementation of the methodological procedures with the associated partners has been 
realised. Corrections and specification of the procedures took place in dialogue between 
Hamburg and the partners. 
The search of interventions in drug treatment in all European regions through the 
associated partners for the different aspects of drug treatment (treatment modalities, 
system level, cross-cutting issues) had been implemented. 
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The project members started the collection of information, data and literature about the 
evidence and effectiveness of these interventions through searching in national and 
international databases and through contacts to experts in the area of drug treatment. 
The following relevant process issues (as to methodological procedures) have been 
implemented: 
• Main aspects of the methodology (collection of evidence) 
• Elaboration and agreement about data extraction (for evidence)  
• Implementation of a central database 
• Identification of the “most relevant” studies on drug treatment interventions for the 

preparation of draft protocols (detailed problems see below)  
• Agreement about an unified structure of the drafts (treatment improvement 

protocols) 
• Method for development of standards for treatment interventions based on evidence 
Further methodological aspects of the project are covered in the next chapters. 

Handling of methodological problems  

Problems of identification of evidence 
In identifying the additional evidence – not represented in international scientific 
databases – on the level of the Member States practical problems on the background of 
limited resources arrived.  
The problem was addressed by clarification of the search strategy (evidence search) 
between the partners (in the Kick-off meeting – August 2007). The result was a 
stepwise procedure and a hierarchy with regard to a search strategy (How to come to the 
„most relevant“ regional evidence?): 
Step 1: Through central search identified papers, that are reassigned to partners 
(This studies should be integrated in an European evidence report.) 
Step 2: Search in (regional) databases (based on a centrals search terms, which focus on 
the interesting interventions) 
(The general search term has been developed in Hamburg and adopted by the partners) 
Step 3: Expert based (research institutes, public health experts) collection of the 
additional/grey literature. 

Adoption of data extraction form and the database 
The main aspects of the introduced data extraction are confirmed by the practical 
experience of the partners. Sometimes, the identification and collection of the “most 
relevant” interventions/studies/treatment modalities was found to be difficult and 
required a consultation with further experts. Furthermore, some difficulties raised due to 
the differentiated extraction sheets, which occupy sometimes much time. In general, the 
process of identification and especially the assessment of interventions requires in some 
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cases more time as expected. Especially the sheets for the assessment of study quality 
are difficult to answer on the basis of a single publication.   
Methodological problems of the data extraction form (and the database) came up with 
the first experiences. Problems are discussed on the Kick-up meeting based on practical 
examples. This meeting had a training aspect as regard to the extraction process. 
A common problem (especially in the additional grey literature) was, that the studies 
had seldom information as to the differentiated aspects of the data extraction.  
Also most of these studies could not reach the quality that a differentiated quality 
assessment (conceptualised for the level of RCTs) was applicable. 
A revision process of the database refers to cancellation of single items. 
Problems of the Web-based database in (limited time of access) are only solved partly 
during the project time; one solution was to make the database (FilemakerPro) 
physically available in the centres.  

“Reviews about interventions in drug treatment and their effectiveness“ (deliverable 3) 

In the project regional search strategies have been realised by partners, and the studies 
are regionally assessed. So the origin of special evidence is comprehensible. 
But the elaboration of systematic regional reviews (for different interventions) and a 
special presentation of national evidence (evidence by member states) doesn’t makes 
sense.  
As a consequence the evidence, that was identified in this project is presented in two 
corresponding ways: 
• European evidence as to different interventions; the report on evidence took place in 

a special section (see part 5.1) and in the evidence parts of the protocols (see part 6); 
• Additional European evidence (not presented in international journals and in English 

language) is considered (if additional information are delivered) also in the protocols 
(part 6). In part 5.2 studies with their content and origin a described. 

19.3 Drafts of good practice protocols (workpackage 5) 

The general aim was to produce drafts for “good practice protocols” for different 
treatment modalities/interventions, for so called “cross cutting” issues, and also for the 
“system aspects” of drug treatment 
All partners worked on basis of the reviews of good practice, evidence of effectiveness 
for drug treatment in the EU-Member states: 
• International evidence, 
• European evidence (published in English language) 
• European evidence (available in the form of scientific reports, published in national 

scientific journals and grey literature) 
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Selection process – „Drafts of models of good practice guidance“ (deliverable 4) 

The selection process of the (most) relevant areas of interventions is corresponding to 
the overall objective and the target groups of the moretreat-project: 
• The guidelines serve from a public health perspective for implementation of different 

interventions according to evidence of effectiveness (for every intervention 
according to the hierarchy of aims of treatment). 

• The guidance/guidelines as the products of the project are directed to public health 
authorities, providers and different groups of professionals. (That means: Main tasks 
are not directed to internal protocols for special treatment aspects – as dose schemes 
for different medications for example, but to general aspects of implementation). 

 
On this background the project selected the following most relevant areas for “treatment 
improvement protocols” based on evidence and the responsibilities for drafts: 
• Brief intervention and brief therapies for drug treatment  TUD – Dresden 
• Enhancing motivation for change in drug treatment   ITACA – Rome 
• Interventions in blood-borne diseases“ – needle exchange,   

prevention, testing advice, Injection rooms  CIAR – Hamburg 
• Maintenance treatment (different medications)  MUM – Vienna 
• Psychosocial interventions  SU – Stockholm 
• Detoxification  KLC-NAC – London 
• Treatment in Criminal Justice System  IPiN – Warsaw 
• Comorbid mental health disorder –   

drug treatment with co-occuring disorders CIAR – Hamburg 
• (Drug treatment in primary care  TUD – Dresden) 
• Treatment for stimulant use disorders   KLC-NAC  – London 
• (Treatment for multi-substance users  ITACA – Rome) 
• Pregnancy and parenting in drug treatment  MUW – Vienna 
• (Inpatient and residential treatment  SU – Stockholm) 
• System  IPiN – Warsaw 
Three of this in the beginning of the project planned protocols have been cancelled 
(protocols in brackets) for different reasons: 
• “Drug treatment in primary care” is integrated with the protocol on “Brief 

intervention and brief therapies for drug treatment” for reasons of overlapping. The 
most important setting for brief interventions is primary care and on the other hand: 
in primary care brief interventions are the dominant interventions; 

• “Treatment for multi-substance users” has been cancelled because the project could 
not find enough specific evidence for a protocol. The main issues of treatment for 
“multi-substance” use, that is the rule rather than the exception is considered in the 
guidance for treatment of opioid-addicts, co-occuring disorders, and harm-reduction. 

• The issue of “Inpatient and residential treatment” has been integrated as a special 
chapter in the guidance for “psychosocial interventions”. 
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Structure of the guidelines/protocols 

The project discussed a common structure for the drafts (“treatment improvement 
protocols/good practice guidelines” for different areas of drug treatment interventions. 
The starting point for an unified structure of the drafts had been: Definition, aims and 
objectives, research evidence, access, assessment, process-management, standards, 
performance and outcome monitoring. 
As the general structure was worked out: 
 
A. Definition & objectives 
• Definition or problem definition 
Context, Philosophy and approach, Location, Programme duration, 
Staffing/Competencies 
• Aims & objectives 
Aims of treatment/of the intervention, Client groups served, Eligibility, Priority groups, 
Exclusion (contraindication) 
B. Evidence 
• General description of the current situation with regard to the available data 
• Short description of the main outcomes all studies 
(Structure of evidence report depends on the specific intervention; international and 
european evidence is reported separetely – if adaquate) 
C. Recommendations 
Structure of recommendations differs for interventions. 
If adequate it contains the following aspects 
• Access – Access to the service, Referral pathways and relevant pathways of care, 

Integrated Care Pathways 
• Assessment (level, assessment dimensions) 
• Treatment phases, -processes, standards – co-ordination, planning and review 
• Core management standards – Commissioning standards (detailed standards or 

schemes/protocols), Clinical management and responsibility 
 
Modifications of structure for guidelines are decided for treatment/interventions for 
special groups (for example stimulant users, co-morbidity, pregnancy, or prison) 
General structure (for special groups or cross cutting issues) is: 
 
For point A. (Definition & objectives) 
• Definition of the special group 
• Epidemiology, Prevalence, Nature and extent (particular needs) 
For point B. (Evidence base) 
• Service accessibility and service utilisation 
• Effectiveness of treatment and interventions 
For point C (Recommendations) 
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Structure of recommendations differs for special groups or issue. 
 
These structures are relevant also for the “fact sheets” or short versions of the 
guidelines. 

“Fact sheets” of all “treatment improvement guidelines” 

Short versions (“Fact sheets”) of the guidelines (three to four pages) were produced and 
translated to French and German for easement of dissemination. 

19.4 Organisation and realisation of the consensus process and finalisation of the 
good practice (workpackage 6) 

Objective and stages as to the proposal were: 
• Realisation of formal consensus process (based on the drafts) via Delphi procedure 

based on nominal group technique 
• Organisation of a conferences in Hamburg (3 days) to discuss and resolve open 

questions in the draft protocols 
• Finalisation of “good practice protocols” by all partners (full version) 

„Realisation of the consensus process“ (deliverable 5) 

Preparation of consensus building 
Preparation of the consensus process in the project implied: 
• Selection of experts in different areas of treatment 
• Allocation of drafts to the planned consensus conference  
• Connect drafts of close-by areas or levels of treatment to associated partners, experts 

and collaborative partners 
 
The process of achieving consensus had been carried out through: 
• Draft protocols will be sent to all involved partners with a short questionnaire (not 

realised) with closed and open questions, which highlight potential barriers to 
consensus. 

• The questionnaires will be analysed by experienced experts. 
• All points potentially not consensual will be collected and discussed in the consensus 

conference.  
• In case of divergent opinions regarding relevant issues a consensus document will be 

prepared including both, the opinion of the majority of experts as well as the opinion 
of the minority of experts. 

The final documents (good practice protocols) should circulate one last time after the 
conference for last input.  



 439 

In principle this procedure – the steps from drafts, reviews by experts, collection of 
open questions, discussion and revised versions with the same circuit again – has been 
realised.  
But as to a time lag in preparation for most of the draft this process was not as 
systematic as planned and not harmonised in front of the consensus conference. 
Especially after the conference several experts were involved to discuss the 
recommendations of the final version of the treatment improvement guidelines. 

Consensus conference 

The consensus conference has been realised in the last week of May, 2008 in Hamburg.  
Participants were the partners of the projects and some additional experts. As many of 
the draft had been on an elemental stage the formal consensus process was not possible 
at the conference.  
So the conference focussed on principal methodological questions as the evidence based 
interventions. Broad discussed was the question how guidelines are based on evidence 
and how they are systematically connected. 
Consensus about the structure and the scope of the intended guidelines had been 
achieved. The conference came to the conclusion that the project should not aim to 
“protocols” in a strict sense, if a protocol refers to a mandatory procedure for a special 
treatment. 
So to products of the project are presented as “treatment improvement guidelines”. This 
title signalise that improvement of the different areas of drug treatment is a process and 
that the guidelines should be renewed periodically if experience and knowledge is 
expanded. 

“Good practice protocols” (deliverable 7) 

In the period after the consensus conference: 
• The drafts are revised 
• Send to internal and external reviewers 
• Have been summarised in an additional short version (translated) and 
• are presented in their final version (final report). 

19.5 Proposal of a system (workpackage 7) 

Aim was a proposal for the improvement of exchange of “good practice” in drug 
treatment on an European level.  
The proposal should consider existing platforms (especially EMCDDA plans) and 
clarify the connecting with national platforms in the member states (existing official 
platform for guidelines, exchange of good practice, improvement of treatment in Public 
Health areas). 
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„Proposal for a system of regular exchange of good practice guidance in drug 
treatment“ (deliverable 6) 

Based on an investigation of existing European platforms and the situation in Member 
states (in cooperation with the EMCDDA) a proposal for improvement in the area of 
development and dissemination of good practice in Europe has been presented (see part 
7). 

19.6 Dissemination of results (workpackage 2) 

Aims as to the proposal were 
• Dissemination of protocols of good practice in drug treatment to all member states in 

Europe 
• Dissemination of all protocols of the project to all relevant networks, services and 

organisations 
• Dissemination of the final report to support public health authorities and drug 

treatment commissioners in the member states 
Dissemination of the project results is based on the following deliveries: 
• “Evidence reports” (revised versions) (deliverable 3) 
• “Good practice protocols” (deliverable 7) – in short and comprehensive versions 
• “Final report“ (deliverable 8) 
In the dissemination of the results of the project there is a time lag based on the delay in 
the completion of the drafts. 
Dissemination of the guidelines, the fact sheets and the evidence reports to networks on 
national and European level is ongoing. Publications of parts of the report are in 
preparation. 
In the focus of attention is the presentation (of different parts of the project results) in 
sections of the EMCDDA: 
• evidence reports, 
• guidelines/guidance for different interventions, 
• special activities with the fact sheets. 

19.7 Evaluation and quality assurance (workpackage 3) 

The aims of the evaluation progress were 
• to ensure the methodological procedure of the project, 
• to ensure the compliance with the detailed/structured workplan (related to the time 

schedule, results, deliverables), 
• to assure the quality of the work progress by the associated partners. 
 
Evaluation follows the expected results of the whole project: 



 441 

• Reviews of good practice and evidence for different drug treatment intervention 
modalities and their effectiveness,  

• Good practice protocols for drug treatment interventions in Europe, 
• A final report on different “good practice guidance” for drug treatment,  
• A proposal for establishing a platform for guidance for treatment on a European level 

that serves a continued improvement of drug treatment in the member states 
(sustainability). 

 
Main indicators for the progress of the project chosen in the proposal were. 
(The project results as to indicators have been reported in the chapters before; here the 
results are summarised.) 
• Established methodological procedure 
Result: has been realised (with some revisions); see details before. 
• Regional reviews about interventions in drug treatment and their effectiveness 
Result: Delivered are in this report reviews about the international and European 
evidence as to different pharmacological and psychosocial drug treatment interventions;  
• Drafts of models of good practice (approx. 15) 
Result: These draft have been delivered. 
• Results of the consensus panels based on evaluated findings of the evidence reviews  
Result: A formal consensus process was not realised; this for the development of 
guidelines relevant process need more time as was available in the frame of the project; 
for the drafts was a review process organised. 
• Proposal for a system of dissemination of good-practice guidance for drug treatment 
Result: As during the project the installation of a “best-practice portal” under the head 
of the EMCDDA came to a decision, the main question for the moretreat project 
changed to recommendations for improvement of the platform.  
• Good practice protocols (approx. 15) 
Result: This report contains 11 guidelines for treatment improvement; 4 papers have 
been canceled; their results are partly integrated in the elaborated guidelines. 
• Final report, printed in 90 copies, PDFs dissemination via internet/Email 
Result: As the report is too comprehensive a printed version has been quitted; the whole 
report will be send by a PDF-document; the most relevant products – short versions of 
the guidelines (fact sheets) in English, French and German, the full guidelines and der 
evidence reports are presented in different networks and used for scientific publication. 
• Database via EMCDDA (e.g. EDDRA) and 150 daily visits 
Result: The basis for this aim of the project has been produced.  For realisation more 
time is needed. 
In the project a regular controlling of the progress as to the named indicators had been 
realised by the responsible partner (TUD, Dresden).  The situation was reported 
periodically to the coordinating center. A interim evaluation of the situation of the 
project has been compiled for the interim report.  



 442 

19.8 Coordination (workpackage 1) 

Main components of coordination had been: 
• Implementation of an intranet platform to exchange information between partners 
Result: A regular exchange by internet had been assured. The database for data entry of 
regional evidence (online available for every partner  keyword protected) has been 
implemented. 
• Control timetable of the project in regular contact with the partners 
Result: The timetable has been controlled regular by the coordinating center in 
cooperation with TUD that was responsible for evaluation. 
Time lags (for example in drafting and the consensus conference) are reported above. 
• Coordination of exchange from results (reviews, drafts) between the associated 

partners 
Result: Reviews and in between results of partners are disseminated in time and 
available for all partners. 
• Collecting results from partners (regarding research protocol) 
Result: The results of the review process are integrated in an online database and in (for 
the different interventions) in the evidence parts of the drafts. 
• Coordination of the steering committee; continuous information of the committee as 

basis for their periodical assess of the quality  
Result: The steering committee has been informed about the progress of the project 
regularly. At critical points of the project there has been direct contact with the 
committee. 
• Planning of expert meetings and consensus processes/conference 
Result: Has been realised. For detailed information as to problems in the concensus 
process see above. 
• Adaptation of the results of the process evaluation 
Result: The report about process evaluation was presented for the interim report. 
Consequences were integrated in the following procedures of the project. 
• Dissemination of the good practice protocols and the final report  
Result: As we had a time lag in the production of the main results of the project 
(guidelines – the full and short version) the dissemination of results has started jet. The 
main tasks for dissemination will follow after the time period of the project. 
• Report of the evaluation of quality insurance process of the project (interim process 

report) 
Result: Results have been integrated in the interim report. 
• Compiling Final Report 
Result: Has been realised in the timeframe of the project. 
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19.9 Financial issues 

The project has been realised in the frame of the contractual regulated financial budget. 
In the frame of the budget Hamburg as the coordinating center requests for two shift 
between parts of the budget. 
First: Travelling that was planned for coordinating the project with the partners has been 
proved as not necessary because the partners are connected by email and regular phone 
conferences. The main parts of these resources should go into staff cost.  
The second relevant change to planned budget is that printing of the final report for 
dissemination to the health authorities has been cancelled. 
The main reason is, that the final report containing the evidence reports and the 
guidelines is too comprehensive for printing and dissemination. So the project changed 
its concept. 
First short versions of the guidelines (see chapter 2) are produced. These versions are 
translated into French and German language and will be disseminated by email broader 
than by printed versions. The second change is, that the single guidelines should be 
presented inside the report but as single products to the different national and European 
platforms engaged in drug treatment guidance.  
All changes of budget have been realised inside the planned budget and are explained in 
the special financial report. 
 



 444 

References 

Abdel-Latif, M.E., Pinner, J., Clews, S., Cooke, F., Lui, K., Oei, J., 2006. Effects of 
breast milk on the severity and outcome of neonatal abstinence syndrome among 
infants of drug-dependent mothers. Pediatrics. Jun;117(6):e1163-1169. 

Aceijas, C., M. Hickman, M. Donoghoe, D. Burrows and R. Stuikyte (2007). Access 
and coverage of needle and syringe programmes (NSP) in Central and Eastern 
Europe and Central Asia. Addiction 102(8): 1244-1250. 

Adams, J. B., & Madson, M. B. (2006). Reflection and outlook for the future of 
addictions treatment and training: An interview with William R. Miller. Journal of 
Teaching in the Addictions, 5, 95-109. 

Adams, J. B., & Madson, M. B. (2007). Reflection and outlook for the future of 
addictions treatment and training: An interview with william R. miller. Journal of 
Teaching in the Addictions, 5(1), 95-109. 

Aharonovich E, Hatzenbuehler ML, Johnston B, O'leary A, Morgenstern J, Wainberg 
ML, Yao P, Helzer JE, & Hasin DS. (2006). A low-cost, sustainable intervention for 
drinking reduction in the HIV primary care setting. AIDS Care, 18, 561-568. 

Ahmadi J, Babaee-Beigi M, Alishahi M, Maany I, & Hidari T (2004) Twelve-month 
maintenance treatment of opium-dependent patients. Journal of Substance Abuse 
Treatment, 26(1), 363-366. 

Albanese M J, & Suh J J (2006) Risperidone in cocaine-dependent patients with 
comorbid psychiatric disorders. Journal of Psychiatric Practice, 12(5), 306-311. 

Alderman, C.P., Frith, P.A., 1999. Fluvoxamine-methadone interaction. Aust N Z J 
Psychiatry Feb; 33(1):99-101. 

Alessi S M, Hanson T, Wieners M, Petry N M, Alessi S M, Hanson T, et al. (2007) 
Low-cost contingency management in community clinics: delivering incentives 
partially in group therapy. Experimental & Clinical Psychopharmacology, 15(3), 
293-300. 

Alford D P, Compton P, & Samet J H (2006) Acute pain management for patients 
receiving maintenance methadone or buprenorphine therapy.[erratum appears in Ann 
Intern Med. 2006 Mar 21;144(6):460]. Annals of Internal Medicine, 144(2), 127-134. 

Alho H, Sinclair D, Vuori E, Holopainen A (2007) Abuse liability of buprenorphine-
naloxone tablets in untreated IV drug abusers. Drug Alcohol Depend 88(1):75-8. 

Ali R, Auriacombe M, Casas M (1999) Report of the external panel on the evaluation of 
the Swiss scientific studies of medically prescribed narcotics to drug addicts. 
Sucht(45), 160-170. 

Allsop, S. (2007). What is this thing called motivational interviewing? Addiction, 
102(3), 343-345. 



 445 

Alterman A I, Koppenhaver J M, Mulholland E, Ladden L J, & Baime M J (2004) Pilot 
trial of effectiveness of mindfulness meditation for substance abuse patients. Journal 
of Substance Use, 9(6), 259-268. 

Altice F., Mostashari F.  Friedland G. (2001). Trust and the acceptance of and 
adherence to antiretroviral therapy. J Acquir Immune Defic Syndr 28(1), 47-58. 

Altice, F. L., S. Springer, M. Buitrago, D. P. Hunt, G. H. Friedland, F. L. Altice, S. 
Springer, M. Buitrago, D. P. Hunt and G. H. Friedland (2003). Pilot study to enhance 
HIV care using needle exchange-based health services for out-of-treatment injecting 
drug users. Journal of Urban Health 80(3): 416-27. 

Altice, F., R. Bruce, M. Walton and M. Buitrago (2005). Adherence to hepatitis B virus 
vaccination at syringe exchange sites. Journal of Urban Health 82(1): 151-61. 

Amass L, Kamien JB, Mikulich SK (2000) Efficacy of daily and alternate-day dosing 
regimens with the combination buprenorphine-naloxone tablet. Drug and Alcohol 
Dependence: 58(1-2), 143-152. 

Amass L, Kamien JB, Mikulich SK (2001) Thrice-weekly supervised dosing with the 
combination buprenorphine-naloxone tablet is preferred to daily supervised dosing 
by opioid-dependent humans. Drug Alcohol Depend 61(2):173-81. 

Amass L, Ling W, Freese T E, Reiber C, Annon J J, Cohen A J, et al. (2004) Bringing 
Buprenorphine-Naloxone Detoxification to Community Treatment Providers: The 
NIDA Clinical Trials Network Field Experience. American Journal on Addictions, 
13(SUPPL. 1), S42-S66. 

Amato L, Davoli M, C A P, Ferri M, Faggiano F, & R P M (2005) An overview of 
systematic reviews of the effectiveness of opiate maintenance therapies: available 
evidence to inform clinical practice and research. Journal of substance abuse 
treatment, 28(4), 321-329. 

Amato L, Davoli M, Ferri M, Ali R (2003) Methadone at tapered doses for the 
management of opioid withdrawal. Cochrane Database of Systematic Reviews, 
cd003409 

Amato L, Davoli M, Ferri M, Gowing L, & Perucci C A (2004) Effectiveness of 
interventions on opiate withdrawal treatment: an overview of systematic reviews. 
Drug and Alcohol Dependence, 73(3), 219-226. 

Amato L, Davoli M, Minozzi S, Ali R, & Ferri M (2005) Methadone at tapered doses 
for the management of opioid withdrawal. Cochrane Database Syst Rev(3), 
CD003409. 

Amato L, Davoli M, Minozzi S, Ali R, & Ferri M (2007) Methadone at tapered doses 
for the management of opioid withdrawal. Cochrane Database of Systematic 
Reviews, 3. 

Amato L, Davoli M, Minozzi S, Ali R, Ferri MMF (2005) Methadone at tapered doses 
for the management of opioid withdrawal. Cochrane Database of Systematic 
Reviews: 3. 



 446 

Amato L, Minozzi S, Davoli M, Vecchi S, Ferri M, & Mayet S (2004) Psychosocial 
combined with agonist maintenance treatments versus agonist maintenance 
treatments alone for treatment of opioid dependence. Cochrane Database Syst 
Rev(4), CD004147. 

Amato L, Minozzi S, Davoli M, Vecchi S, Ferri M, & Mayet S (2007) Psychosocial and 
pharmacological treatments versus pharmacological treatments for opioid 
detoxification. Cochrane Database of Systematic Reviews, 3. 

Amato L, Minozzi S, Pani P P, & Davoli M (2007) Antipsychotic medications for 
cocaine dependence. Cochrane Database of Systematic Reviews, 3. 

American Academy of Pediatrics Committee on Drugs. 1998. Neonatal drug 
withdrawal. Pediatrics 101:1079-1088. 

American Psychiatric Association (APA). Diagnostic and Statistical manual of mental 
Disorders. 1994. 4th ed., Washington, DC: American Psychiatric Association. 

American Society of Addiction Medicine (2001) Patient Placement Criteria for the 
Treatment of Substance-Related Disorders: ASAM PPC- 2R. 2d Revised ed. Chevy 
Chase, MD: American Society of Addiction Medicine. 

Amundsen, E. J. (2006). Measuring effectiveness of needle and syringe exchange 
programmes for prevention of HIV among injecting drug users. Addiction 101(7): 
911-912. 

Amundsen, E. J., A. Eskild, H. Stigum, E. Smith and O. O. Aalen (2003). Legal access 
to needles and syringes/needle exchange programs versus HIV counselling and 
testing to prevent transmission of HIV among intravenous drug users: a comparative 
study of Denmark, Norway and Sweden. European Journal of Public Health 13, 252-
8. 

Anderson AJ (1997) Therapeutic program models for mentally ill chemical abusers. 
International Journal of Psychosocial Rehabilitation, 1(1), 21–33. 

Anderson J F, & Warren L D (2004) Client retention in the British Columbia 
Methadone Program, 1996-1999. Canadian journal of public health. Revue 
canadienne de santâe publique, 95(2), 104-109. 

Andreassen, T. (2003). Institutionsbehandling av ungdomar : vad säger forskningen? 
(Residental reatment of youths : research overview). Statens institutionsstyrelse, 
Stockholm: Gothia 

Andreassen, Tore (2003). Institutionsbehandling av ungdomar : vad säger forskningen?. 
Stockholm: Gothia 

Ang, D., Kesavalu, R., Lydon, J. R., Lane, K. A., & Bigatti, S. (2007). Exercise-based 
motivational interviewing for female patients with fibromyalgia: A case series. 
Clinical Rheumatology. Published on-line 20 February 2007. 

Anoro M, Ilundain E, & Santisteban O (2003) Barcelona's safer injection facility - 
EVA: harm reduction program lacking official support. Journal of Drug Issues, 33, 
689-712. 



 447 

Arnold-Reed D E, & Hulse G K (2005) A comparison of rapid (opioid) detoxification 
with clonidine-assisted detoxification for heroin-dependent persons. Journal of 
Opioid Management, 1(1), 17-23. 

Ascari A, Astolfo R, Capra N, Carletti L, Ceron U, Consoli A, De Facci R (2001) La 
valutazione dei risultati delle Comunitˆ Terapeutiche: l'impianto della ricerca e i 
primi risultati, (Evaluation of the results achieved by therapeutic communities: a 
description of the study and the preliminary results Bollettino per le 
farmacodipendenze e l'alcolismo, 24(4), 11-25. 

Ashley, O.S., Marsden, M.E., Brady, T.M., 2003. Effectiveness of substance abuse 
treatment programming for women: A review. American Journal of Drug and 
Alcohol Abuse. 29(1):19-53. 

Asmussen V og Kolind T (2005) Udvidet psykosocial indsats i metadonbehandling - 
Resultater fra en kvalitativ evaluering af fire metadonforsögsprojekter Center for 
rusmiddelforskning 

Assadi S M, Hafezi M, Mokri A, Razzaghi E M, & Ghaeli P (2004) Opioid 
detoxification using high doses of buprenorphine in 24 hours: a randomized, double 
blind, controlled clinical trial. Journal of Substance Abuse Treatment, 27(1), 75-82. 

Auriacombe M, Franques P, & Tignol J (2001) Deaths attributable to methadone vs 
buprenorphine in France. JAMA : the journal of the American Medical Association, 
285(1), 45. 

Autrique M, Vanderplasschen W, Pham T H, Broekhart E, & Sabbe B (2007) Evidence-
based werken in de verslavingszorg: een stand van zaken/Les pratiques "evidence 
based" dans l'aide aux toxicomanes: un état des lieux. Gent: Academia Press. 

Avants S K, Margolin A, Sindelar J L, Rounsaville B J, Schottenfeld R, Stine S, et al. 
(1999) Day treatment versus enhanced standard methadone services for opioid-
dependent patients: a comparison of clinical efficacy and cost. The American journal 
of psychiatry, 156(1), 27-33. 

Avants S, Beitel M, & Margolin A (2005) Making the shift from 'addict self' to 'spiritual 
self': Results from a Stage I study of Spiritual Self-Schema (3-S) therapy for the 
treatment of addiction and HIV risk behavior. Mental Health, Religion & Culture, 
8(3), 167-177. 

Ayres R, Ingram J, Greenwood R (2003) An evaluation of outcomes from the relapse 
avoidance programme at Bristol Drugs Project. Journal of Substance Use, 8(2), 85-
91. 

Azrin, N.H., McMahon P.T., Donohue B., Besalel V.A., Lapinski K.J., Kogan E.S., 
Acierno R.E., Galloway E. (1994) Behavior therapy for drug abuse: a controlled 
treatment outcome study. Behav.Res.Ther, 32(8):857-866. 

Babor et al (2004) Brief Treatments for Cannabis Dependence: Findings From A 
randomized Multisite Trial. Journal of Consulting and Clinical Psychology, 
72(3):455-466. 



 448 

Babor T.F., Stenius K., Romelsjo A. (2008) Alcohol and drug treatment systems in 
public health perspective: mediators and moderators of population effects. 
International Journal of Methods in Psychiatric Research; 17(S!): S50-S59. 

Babor TF, Carroll K, Christiansen K, Donaldson J, Herrell J, Kadden R, Litt M, McRee 
B, Miller M, Roffman R, Solowji N, Steinberg K, Stephens R, Vendetti J (The 
Marijuana Treatment Project Research Group) (2004) Brief Treatments for Cannabis 
Dependence: Findings From a Randomized Multisite Trial. Journal of Consulting 
and Clinical Psychology, 72(3), 455-466. 

Babudieri and e. al. (2000). Directly observed therapy to treat HIV infection in 
prisoners. JAMA 284(2), 179-80; 

Baca C T, & Grant K J (2005) Take-home naloxone to reduce heroin death. Addiction, 
100(12), 1823-1831. 

Baca, C. T., & Manuel, J. K. (2007). Satisfaction with long-distance motivational 
interviewing for problem drinking. Addictive Disorders and their Treatment, 6(1), 
39-41. 

Backmund, M., K. Meyer and B. R. Edlin (2004). Infrequent reinfection after successful 
treatment for hepatitis C virus infection in injection drug users. Clin Infect Dis 
39(10): 1540-3. 

Backmund, M., K. Meyer, M. Von Zielonka and D. Eichenlaub (2001). Treatment of 
hepatitis C infection in injection drug users. Hepatology 34(1): 188-93. 

Baer J.S., Garett S.B., Beadnell B., Wells E.A., Peterson P.L. (2007). Brief motivational 
Intervention With Homeless Adolescents: Evaluating Effects on Substance Use and 
Service Utilization. Psychology of Addictive Behaviors. 21(4):582-586. 

Bagasra O, Forman L J, Howeedy A, & Whittle P (1992) A potential vaccine for 
cocaine abuse prophylaxis. Immunopharmacology, 23(3), 173-179. 

Bailey, S. L., D. Huo, R. S. Garfein and L. J. Ouellet (2003). The use of needle 
exchange by young injection drug users. Journal of Acquired Immune Deficiency 
Syndromes 34(1): 67-70. 

Baker A, Boggs TG, Lewin TJ (2001) Randomized controlled trial of brief cognitive-
behavioural interventions among regular users of amphetamine.  Addiction: 96 (9), 
1279-1287. 

Baker A, Bucci S, Lewin T J, Kay-Lambkin F, Constable P M, Carr V J, et al. (2006) 
Cognitive-behavioural therapy for substance use disorders in people with psychotic 
disorders: Randomised controlled trial. British Journal of Psychiatry, 188, 439-448. 

Baker A, Bucci S, Lewin TJ, Kay-Lambkin F, Constable PM, & Carr VJ. (2006). 
Cognitive-behavioural therapy for substance use disorders in people with psychotic 
disorders: Randomised controlled trial. British Journal of Psychiatry, 188, 439-48. 

Baker A, Bucci S, Lewin TJ, Kay-Lambkin F, Constable PM, Carr VJ (2006) 
Cognitive-behavioural therapy for substance use disorders in people with psychotic 
disorders - Randomised controlled trial. British Journal of Psychiatry, 188(5), 439–
48. 



 449 

Baker A, Lee N K, Claire M, Lewin T J, Grant T, Pohlman S, et al. (2005) Brief 
cognitive behavioural interventions for regular amphetamine users: a step in the right 
direction. Addiction, 100(3), 367-378. 

Baker A, Lee NK, Claire M, Lewin TJ, Grant T, Pohlman S, Saunders JB, Kay-
Lambkin F, Constable P, Jenner L, Carr VJ (2005) Brief cognitive behavioural 
interventions for regular amphetamine users: a step in the right direction. Addiction: 
100(3), 367-378. 

Baker A, Lewin T, Reichler H, Clancy R, Carr V, Garrett R, Sly K, Devir H, Terry M 
(2002a) Evaluation of a motivational interview for substance use within psychiatric 
inpatient services. Addiction, 97(10), 1329–1338. 

Baker A, Lewin T, Reichler H, Clancy R, Carr V, Garrett R, Sly K, Devir H, Terry M 
(2002b) Motivational interviewing among psychiatric inpatients with substance use 
disorders. Acta Psychiatrica Scandinavica, 106(3), 233–240. 

Baker A., Lee N.K., Claire M., Lewin T.J., Grant T., Pohlman S., Saunders J.B., Kay-
Lambkin F., Constable P., Jenner L., Carr V.J. (2005). Brief cognitive behavioural 
interventions for regular amphetamine users: a step in the right direction. Addiction, 
100:367-378. 

Baker J R, Jatlow P, & McCance-Katz E F (2007) Disulfiram effects on responses to 
intravenous cocaine administration. Drug & Alcohol Dependence, 87(2), 202-209. 

Ball S A (2007) Comparing individual therapies for personality disordered opioid 
dependent patients. Journal of Personality Disorders, 21(3), 305-321. 

Bammer G, van den Brink W, Gschwend P, Hendriks V, & Rehm J (2003) What can 
the Swiss and Dutch trials tell us about the potential risks associated with heroin 
prescribing?[see comment]. Drug & Alcohol Review, 22(3), 363-371. 

Baran-Furga H, Chmielewska K, Bogucka-Bonikowska A, Habrat Bogus AW, 
Wojciech K, Bienkowski, Przemys AW (2005) Self-Reported Effects of Methadone 
on Cigarette Smoking in Methadone-Maintained Subjects. Substance Use&Misuse, 
40, 1103-1111. 

Bargagli A, Faggiano F, Amato L, Salamina G, Davoli M (2007) VEdeTTE, a 
Longitudinal Study on Effectiveness of Treatments for Heroin Addiction in Italy: 
Study Protocol and Characteristics of Study Population. Substance Use & Misuse, 
41, 1861-1879. 

Barnett P G, Zaric G S, & Brandeau M L (2001) The cost-effectiveness of 
buprenorphine maintenance therapy for opiate addiction in the United States. 
Addiction (Abingdon, England), 96(9), 1267-1278. 

Barrio G, De La Fuente L, Toro C, Brugal M T, (2007) Prevalence of HIV infection 
among young adult injecting and non-injecting heroin users in Spain in the era of 
harm reduction programmes: gender differences and other related factors. 
Epidemiology and Infection, 135, 592-603. 

Barrio, G., L. De la Fuente, C. Toro and M. Brugal (2007). Prevalence if HIV infection 
among young adult injecting and non-injecting heroin users in Spain in the era of 



 450 

harm reduction programmes: gender differences and other related factors. 
Epidemiology and Infection 135: 592-603. 

Barrowclough C, Haddock G, Tarrier N, Lewis SW, Moring J, O’Brien R, Schofield N, 
McGovern J (2001) Randomized controlled trial of motivational interviewing, 
cognitive behavior therapy and family intervention for patients with comorbid 
schizophrenia and substance use disorders. American Journal of Psychiatry, 158(10), 
1706–1713. 

Bartels SJ, Drake RE, Wallach MA (1995) Long-term course of substance use disorders 
among patients with severe mental illness. Psychiatric Services, 46(3), 248–251. 

Bartu A, Sharp J, Ludlow J, & Doherty D A (2006) Postnatal home visiting for illicit 
drug-using mothers and their infants: A randomised controlled trial. Australian & 
New Zealand Journal of Obstetrics & Gynaecology, 46(5), 419-426. 

Bassani S, Toro C, de la Fuente L, Brugal M T (2004) Prevalencia de infeccion por 
virus de trasmision parenteral en consumidores actuales de eroina de 3 ciudades 
espanolas,(Prevalence of HIV  in active heroin users in Spain). Medicina Clinica, 
122(15), 570-572. 

Baum A.L., Misri S., 1996. Selective serotonin-reuptake inhibitors in pregnancy and 
lactation. Harv Rev Psychiatry. Sep-Oct;4(3):117-25. 

Bausermann R. L., Richardson D., Ward M., Shea M., Bowlin C., Tomayasu N., 
Solomon L. (2003) HIV prevention with jail and prison inmates: Maryland’s 
Prevention Case Management Project. AIDS Educ Prev 15(5), 465-80. 

Bearn J, Bennett J, Martin T, Gossop M,  Strang J (2001) The impact of 
naloxone/lofexidine combination treatment on the opiate withdrawal syndrome. 
Addiction Biology, 6, 147-156. 

Bearn J, Gossop M, Strang J (1998) Accelerated lofexidine treatment regimen compared 
with conventional lofexidine and methadone treatment for in-patient opiate 
detoxification. Drug and Alcohol Dependence: 50 (3), 227-232. 

Bearn J, Gossop M, Strang J (1999) Rapid opiate detoxification treatments. Drug and 
Alcohol Review: 18(1), 75-81. 

Beckham, N. (2007). Motivational interviewing with hazardous drinkers. Journal of the 
American Academy of Nurse Practitioners, 19(2), 103-110. 

Bell J, Byron G, Gibson A, & Morris A (2004) A pilot study of buprenorphine-naloxone 
combination tablet (SuboxoneReg.) in treatment of opioid dependence. Drug and 
Alcohol Review, 23(3), 311-317. 

Bellack A S, Bennett M E, Gearon J S, Brown C H, Yang Y, Bellack A S, et al. (2006) 
A randomized clinical trial of a new behavioral treatment for drug abuse in people 
with severe and persistent mental illness. Archives of General Psychiatry, 63(4), 426-
432. 

Bellack AS, Bennett ME, Gearon JS, Brown CH, Yang YA (2006) Randomized 
Clinical Trial of a New Behavioral Treatment for Drug Abuse in People with Severe 
and Persistent Mental IIlness. Archives of General Psychiatry, 63(4), 426–32. 



 451 

Bellack, A.S., Bennett, ME., Gearon, JS., Brown, C.H., & Yang, T. (2006). A 
randomized clinical trial of a new behavioral treatment for drug abuse in people with 
severe and persistent mental illness. Archives of General Psychiatry, 63, 426-432. 

Berger S, Winhusen T M, Somoza E C, Harrer J M, Mezinskis J P, Leiderman D B, et 
al. (2005) A medication screening trial evaluation of reserpine, gabapentin and 
lamotrigine pharmacotherapy of cocaine dependence. Addiction, 100(Suppl1), 58-67. 

Berghella, V., Lim, P.J., Hill, M.K., Cherpes, J., Chennat, J., Kaltenbach, K., 2003. 
Maternal methadone dose and neonatal withdrawal. Am J Obstet Gynecol. 
189(2):312-317. 

Berglund M, Thelander S, & Johnsson E (Eds.). (2003) Treating Alcohol and Drug 
Abuse. An Evidence-Based Review. Weinheim: Wiley-VCH. 

Berglund, Mats, Thelander, Sten & Jonsson, Egon (red.) (2003). Treating alcohol and 
drug abuse : an evidence based review. Weinheim: Wiley-VCH 

Berglund, Mats, Thelander, Sten & Jonsson, Egon (red.) (2003). Treating alcohol and 
drug abuse: an evidence based review. Weinheim: Wiley-VC 

Bergmark Anders (2005) Evidence Based Practice - More Control or More Uncertainity 
in Pedersen, Mads Uffe, Segraeus, Vera & Hellman, Matilda (red.) (2005). Evidence 
based practice? : Challenges in substance abuse treatment. Helsinki: NAD pp.27-36 

Bernard J., Opdal M., Karinen R., Morland J.,  Khiabani H. (2007). Relationship 
between methadone and EDDP (2-ethylidene-1,5-dimethyl-3,3-diphenylpyrrolidine) 
in urine samples from Norwegian prisons. Eur J Clin Pharmacol. 

Bernstein J, Bernstein E, Tassiopoulos K, Heeren T, Levenson S, Hingson R Brief 
motivational intervention at a clinic visit reduces cocaine and heroin use.Drug and 
Alcohol Dependence: 77(1), 49-59. 

Bernstein J, Bernstein E, Tassiopoulos K, Heeren T, Levenson S, Hingson R, et al. 
(2005) Brief motivational intervention at a clinic visit reduces cocaine and heroin 
use. Drug & Alcohol Dependence, 77(1), 49-59. 

Bernstein J., Bernstein E., Tassiopoulos K., Heeren T., Levenson S., Hingson R. (2005). 
Brief motivational intervention at a clinic visit reduces cocaine and heroine use. Drug 
and Alcohol Dependence, 77:49-59. 

Bertschy, G., Baumann, P., Eap, C.B., Baettig, D., 1994. Probable metabolic interaction 
between methadone and fluvoxamine in addict patients. Ther Drug Monit. 
Feb;16(1):42-45. 

Beswick T, Best D, Bearn J, Gossop M, Rees S, Strang J (2003) The effectiveness of 
combined naloxone/lofexidine in opiate detoxification: resultsfrom a double-blind 
randomized and placebo-controlled trial. American Journal on Addictions, 124: 295-
305 

Bettencourt, Guerreiro, Padua (2006) Buprenorfina: uma alternativa na substituicao 
opiacea na gravidez, (Buprenorphine: an alternative for substitution during 
pregnancy (Buprenorphine: an alternative for substitution during pregnancy). 



 452 

Bick J. (2007) Infection control in jails and prisons. Healthcare Epidemiology 45, 1047-
55. 

Bilal, Menare, de la Selle, Toufik, Perdrieux (2003) Impact des traitments de 
substitution aux opiac�s sur la vie sociales. Une �tude en m �decine de ville. (Effect of 
maintenance treatments on social life. A study with General Practicioners). 

Bird A., Gore S., Hutchinson S., Lewis S., Cameron S., Burns S. (1997) Harm reduction 
measures and injecting inside prison versus mandatory drugs testing: results of a 
cross sectional anonymous questionnaire survey. The European Commission 
Network on HIV Infection and Hepatitis in Prison. British Medical Journal 
315(7099), 21-4; 

Bisaga A, Aharonovich E, Garawi F, Levin F R, Rubin E, Raby W N, et al. (2006) A 
randomized placebo-controlled trial of gabapentin for cocaine dependence. Drug & 
Alcohol Dependence, 81(3), 267-274. 

Blanken P, Hendriks V M, Koeter M W, van Ree J M, & van den Brink W (2005) 
Matching of treatment-resistant heroin-dependent patients to medical prescription of 
heroin or oral methadone treatment: results from two randomized controlled trials. 
Addiction (Abingdon, England), 100(1), 89-95. 

Blanken, P., Hendriks, V. M., Koeter, M. W., van Ree, J. M., & van den Brink, W. 
(2005). Matching of treatment-resistant heroin-dependent patients to medical 
prescription of heroin or oral methadone treatment: results from two randomized 
controlled trials. Addiction, 100(1), 89-95. 

Bluthenthal, R. N., A. H. Kral, L. Gee, E. A. Erringer and B. R. Edlin (2000). The effect 
of syringe exchange use on high-risk injection drug users: a cohort study. AIDS 
31(14): 605-11. 

Boi G, Alberghina G, Baraldi F (2003) Valutazione psicodiagnostica in eroinomani e 
indagine su possibili modificazioni nei tratti di personalitˆ attraverso Re-test ad un 
anno dall'abbandono della condotta tossicomanica, (Psychodiagnostic evaluation of 
heroin abusers and a study of possible changes in personality traits by re-testing after 
one year of abstinence). Bollettino per le Farmacodipendenze e l'Alcolismo, 26(3), 
36-47. 

Bonnet, N. (2006). [Pharmacy syringe exchange program for injection drug users]. 
Presse Medicale 35: 1811-8. 

Bordnick P S, Elkins R L, Orr T E, Walters P, & Thyer B A (2004) Evaluating the 
relative effectiveness of three aversion therapies designed to reduce craving among 
cocaine abusers. Behavioral Interventions, 19(1), 1-24. 

Brands B, Blake J, Sproule B, Gourlay D, & Busto U (2004) Prescription opioid abuse 
in patients presenting for methadone maintenance treatment. Drug & Alcohol 
Dependence, 73(2), 199-207. 

Bravo, M. J., L. Royuela, G. Barrio, L. de la Fuente, M. Suarez, M. Teresa Brugal, M. J. 
Bravo, L. Royuela, G. Barrio, L. de la Fuente, M. Suarez and M. Teresa Brugal 



 453 

(2007). More free syringes, fewer drug injectors in the case of Spain. Social Science 
& Medicine 65(8): 1773-8. 

Brecht M-L, Anglin M, & Dylan M (2005) Coerced Treatment for Methamphetamine 
Abuse: Differential Patient Characteristics and Outcomes. American Journal of Drug 
and Alcohol Abuse, 31(2), 337-356. 

Breza, A., De Cordoba, U., Fischer, G., 2002. Substanzabhängigkeit und Gravidität. In: 
G. Fischer (ed.) Therapie mit Opioiden. Facultas Universitätsverlag. ISBN 3-85076-
610-1: pp.199-215. 

Broome KM, Flynn PM, Simpson DD (1999) Psychiatric comorbidity measures as 
predictors of retention in drug abuse treatment programs. Health Services Research, 
34(3), 791–806. 

Brooner R K, Kidorf M S, King V L, Stoller K B, Neufeld K J, & Kolodner K (2007) 
Comparing adaptive stepped care and monetary-based voucher interventions for 
opioid dependence. Drug & Alcohol Dependence, 88 Suppl 2, S14-23. 

Brown, H.L., Britton, K.A., Mahaffey, D., Brizendine, E., Hiett, A.K., Turnquest, M.A., 
1998. Methadone maintenance in pregnancy: a reappraisal. Am J Obstet Gynecol. 
179:459-463. 

Brown, T. G., Dongier, M., Legault, L., Latimer, E. A., Seraganian, P., Kokin, M., & 
Ross, D. (2006). Group-delivered brief intervention versus standard care for 
alcohol/other drug abuse: A preliminary study. Alcohol Treatment Quarterly, 24, 23-
40. 

Brownlow, H.A., Pappachan, J., 2002. Pathophysiology of cocaine abuse. Eur J 
Anaesthesiol. Jun;19(6):395-414. 

Brugal M T, Domingo-Salvany A, Puig R, Barrio G (2005) Evaluating the impact of 
methadone maintenance programmes on mortality due to overdose and aids in a 
cohort of heroin users in Spain. Addiction, 100, 981-989. 

Brugal M T, Domingo-Salvany A, Puig R, Barrio G. Evaluating the impact of 
methadone maintenance programmes on mortality due to overdose and aids in a 
cohort of heroin users in Spain. 2005 Addiction 

Brunette MF, Mueser KT, Drake RE (2004) A review of research on residential 
programs for people with severe mental illness and co-occurring substance use 
disorders. Drug and Alcohol Review, 23, 471– 481. 

Brunette, MF, Drake RE, Woods M, Hartnett T (2001) A comparison of long-term and 
short-term residential treatment programs for dual diagnosis patients. Psychiatric 
Services, 52, 526– 528. 

Bryant, J. and M. Hopwood (2008). Secondary exchange of sterile injecting equipment 
in a high distribution environment: A mixed method analysis in south east Sydney, 
Australia. International Journal of Drug Policy In Press, Corrected Proof, Available 
online 8 August 2008. 



 454 

Budney A J, Moore B A, Rocha H L, & Higgins S T (2006) Clinical trial of abstinence-
based vouchers and cognitive-behavioral therapy for cannabis dependence. Journal 
of Consulting & Clinical Psychology, 74(2), 307-316. 

Budney A J, Vandrey R G, Hughes J R, Moore B A, & Bahrenburg B (2007) Oral delta-
9-tetrahydrocannabinol suppresses cannabis withdrawal symptoms. Drug & Alcohol 
Dependence, 86(1), 22-29. 

Budney A.J., Moore B.A., Rocha H.L., Higgins S.T. (2006). Clinical Trial of 
Abstinence-Based Vouchers and Cognitive-Behavioral Therapy for Cannabis 
Dependence. Journal of Consulting and Clinical Psychology, 74(2):307-316. 

Budney AJ, Higgins ST (1998) A Community Reinforcement Plus Vouchers Approach: 
Treating Cocaine Addiction. Therapy Manuals for Drug Addiction: Manual 2. 
Rockville, MD: National Institute on Drug Abuse. 

Budney AJ, Higgins ST, Delaney DD, Kent L, Bickel WK (1991) Contingent 
reinforcement of abstinence with individuals abusing cocaine and marijuana. Journal 
of Applied Behavior Analysis, 24(4), 657–665. 

Buntwal N, Bearn J, Gossop M, & Strang J (2000) Naltrexone and lofexidine 
combination treatment compared with conventional lofexidine treatment for in-
patient opiate detoxification. Drug & Alcohol Dependence, 59(2), 183-188. 

Buntwal N, Bearn J, Gossop M, Strang J (2000) Naltrexone and lofexidine combination 
treatment compared with conventional lofexidine treatment for in-patient opiate 
detoxification. Drug and Alcohol Dependence: 59(1), 183-188. 

Burd, L., Klug, M.G., Martsolf, J.T., Deal, E., Kerbeshian, J., 2006. A staged screening 
strategy for prenatal alcohol exposure and maternal risk stratification. Journal of the 
Royal Society for the Promotion of Health. 126(2): 86-94. 

Burke, K.C., Burke, Jr.J.D., Rae, D.S:, Regier, D.A., 1991. Comparing age of onset of 
major depression and other psychiatric disorders by birth cohorts in five community 
populations. Arch Gen Psychiatry. 48:789-795. 

Burkett V S, Cummins J M, Dickson R M, & Skolnick M (2005) An Open Clinical 
Trial Utilizing Real-Time EEG Operant Conditioning as an Adjunctive Therapy in 
the Treatment of Crack Cocaine Dependence. Journal of Neurotherapy, 9(2), 27-47. 

Burnam MA, Morton SC, McGlynn EA, Peterson LP, Stecher BM, Hayes C, Vaccaro 
JV (1995) An experimental evaluation of residential and nonresidential treatment for 
dually diagnosed homeless adults. Journal of Addictive Diseases, 14(4), 111–134. 

Burniston S, Dodd M, Elliott L (2002) Drug treatment services for young people:a 
research review. Edinburgh: Scottish Executive Drug Misuse Programme 

Buster MC, Van Brussel GH, Van den Brink W (2002) An increase in overdose 
mortality during the first 2 weeks after entering or re-entering methadone treatment 
in Amsterdam. Addiction, 978: 993-1001 

Butzin C., Martin S., et al. (2002) Evaluating components effects of a prison-based 
treatment continuum. Journal of Substance Abuse Treatment, 22(2), 833-42; 



 455 

Buydens-Branchey L, Branchey M, & Reel-Brander C (2005) Efficacy of buspirone in 
the treatment of opioid withdrawal. Journal of Clinical Psychopharmacology, 25(3), 
230-236. 

Callaly T, Trauer T, Munro L, Whelan G. (2001) Prevalence of psychiatric disorder in a 
methadone maintenance population. Aust N Z J Psychiatry. 35(5), 601-5. 

Callaly, T., Trauer, T., Munro, L., Whelan, G., 2001. Prevalence of psychiatric disorder 
in a methadone maintenance population. Australian and New Zealand Journal of 
Psychiatry. 35:601-605. 

Cantwell R (2003) Substance use and schizophrenia: effects on symptoms, social 
functioning and service use. British Journal of Psychiatry; 182:324-329 

Caplehorn J, & Deeks J J (2006) A critical appraisal of the Australian comparative trial 
of methadone and buprenorphine maintenance. Drug and alcohol review, 25(2), 157-
160. 

Carey, K. B., Leontieva, L., Dimmock, J., Maisto, S. A., & Batki, S. L. (2007). 
Adapting motivational interventions for comorbid schizophrenia and alcohol use 
disorders. Clinical Psychology: Science and Practice, 14(1), 39-57. 

Carnwath T (2001) In defence of the British system of injectable diamorphine 
prescription. Addiction, 9610: 1405-1407 

Carnwath T, Garvey T, Holland M (2002): The prescription of dexamphetamine to 
patients with schizophrenia and amphetamine dependence. Journal of 
Psychopharmacology, 164: 373-377 

Carnwath T, Hardman J (1998)  Randomised double-blind comparison of lofexidine and 
clonidine in the out-patient treatment of opiate withdrawal. Drug and Alcohol 
Dependence: 50(3), .251-254. 

Carpenter K M, Brooks A C, Vosburg S K, & Nunes E V (2004) The effect of sertraline 
and environmental context on treating depression and illicit substance use among 
methadone maintained opiate dependent patients: a controlled clinical trial. Drug & 
Alcohol Dependence, 74(2), 123-134. 

Carrˆ G, Scioli R, Monti M C, Marinoni A (2006) Severity profiles of substance- 
abusing patients in Italian Community Addiction Facilities: Influence of psychiatric 
Concurrent Disorders. European Addiction Research, 12, 96-101. 

Carreno JE, Alvarez CE, Narciso GI, Bascaran MT, Diaz M, Bobes J (2003) 
Maintenance treatment with depot opioid antagonists in subcutaneous implants: an 
alternative in the treatment of opioid dependence. Addiction Biology, 84: 429-438 

Carrera M R, Ashley J A, Parsons L H, Wirsching P, Koob G F, & Janda K D (1995) 
Suppression of psychoactive effects of cocaine by active immunization. Nature, 
378(6558), 727-730. 

Carrera M R, Ashley J A, Zhou B, Wirsching P, Koob G F, & Janda K D (2000) 
Cocaine vaccines: antibody protection against relapse in a rat model. Proc Natl Acad 
Sci U S A, 97(11), 6202-6206. 



 456 

Carrera, M.R.A., Meijler, M.M., Janda, K.D., 2004. Cocaine pharmacology and current 
pharmacotherapies for its abuse. Bioorganic and Medical Chemistry. 12:5019-5030.  

Carroll K M, Ball S A, Nich C, Martino S, Frankforter T L, Farentinos C, et al. (2006) 
Motivational interviewing to improve treatment engagement and outcome in 
individuals seeking treatment for substance abuse: A multisite effectiveness study. 
Drug & Alcohol Dependence, 81(3), 301-312. 

Carroll K M, Ball S A, Nich C, O'Connor P G, Eagan D A, Frankforter T L, et al. 
(2001) Targeting behavioral therapies to enhance naltrexone treatment of opioid 
dependence: efficacy of contingency management and significant other involvement. 
Arch Gen Psychiatry, 58(8), 755-761. 

Carroll K M, Easton C J, Nich C, Hunkele K A, Neavins T M, Sinha R, et al. (2006) 
The use of contingency management and motivational/skills-building therapy to treat 
young adults with marijuana dependence. Journal of Consulting & Clinical 
Psychology, 74(5), 955-966. 

Carroll K M, Fenton L R, Ball S A, Nich C, Frankforter T L, Shi J, et al. (2004) 
Efficacy of disulfiram and cognitive behavior therapy in cocaine-dependent 
outpatients: a randomized placebo-controlled trial. Archives of General Psychiatry, 
61(3), 264-272. 

Carroll K M, Nich C, & Ball S A (2005) Practice Makes Progress? Homework 
Assignments and Outcome in Treatment of Cocaine Dependence. Journal of 
Consulting and Clinical Psychology, 73(4), 749-755. 

Carroll K M, Sinha R, Nich C, Babuscio T, & Rounsaville B J (2002) Contingency 
management to enhance naltrexone treatment of opioid dependence: a randomized 
clinical trial of reinforcement magnitude. Exp Clin Psychopharmacol, 10(1), 54-63. 

Carroll KM, Ball SA, Nich C, Martino S, Frankforter TL, Farentinos C, Kunkel LE, 
Mikulich-Gilbertson SK, Morgenstern J, Obert JL, Polcin D, Snead N, Woody GE 
(2006) Motivational interviewing to improve treatment engagement and outcome in 
individuals seeking treatment for substance abuse: a multisite effectiveness study. 
Drug and Alcohol Dependence: 81(3),301-312. 

Carroll KM, Fenton LR, Ball SA, Nich C, Frankforter TL, Shi J,  Rounsaville BJ 
(2004). Efficacy of disulfiram and cognitive behavior therapy in cocaine-dependent 
outpatients. Archives of General Psychiatry: 61(3), 264-272. 

Carroll KM, Nich C, Ball SA, McCance E, Frankforter TL, Rounsaville BJ (2000). 
One-year follow-up of disulfiram and psychotherapy for cocaine-alcohol users: 
sustained effects of treatment. Addiction: 95 (9), 1335-1349. 

Carroll KM, Rounsaville BJ, Gawin FH (1991) A comparative trial of psychotherapies 
for ambulatory cocaine abusers: relapse prevention and interpersonal psychotherapy. 
American Journal of Drug and Alcohol Abuse: 17(3), 229-247. 

Carroll KM, Rounsaville BJ, Gordon LT, Nich C, Jatlow P, Bisighini RM, Gawin FH 
(1994) Psychotherapy and pharmacotherapy for ambulatory cocaine abusers. 
Archives of General Psychiatry: 51(3), 177-187. 



 457 

Carroll, K. & Rouansaville, B & Keller, D. (1991) Relapse prevention strategies for the 
treatment of cocaine abuse. American Journal of Drug and Alcohol Abuse, 17 (3), 
249-265 

Carroll, K.M., Ball, S.A.,; Nich, C., Martino, S., Frankforter, T.L., Farentinos, C., 
Kunkel, L.E., Mikulich-Gilbertson, S.K., Morgenstern, J., Obert, J.L., Polcin, D., 
Snead, N., & Woody, G.E. (2006). Motivational interviewing to improve treatment 
engagement and outcome in individuals seeking treatment for substance abuse: A 
multisite effectiveness study. Drug and Alcohol Dependence, 81, 301-312. 

Carroll, K.M., Onken, L.S., 2005. Behavioral therapies for drug abuse. Am J Psychiatry. 
Aug; 162(8): 1452-1460. 

Cassidy, B., Cyna, A.M., 2004. Challenges that opioid-dependent women present to the 
obstetric anaesthetist. Anaesth Intensive Care. Aug;32(4):494-501. 

Castells X, Casas ML Vidal X, Bosch R, Roncero C, Ramos-Quiroga JA, Capella D 
(2007). Efficacy of central nervous system stimulant treatment for cocaine 
dependence: a systematic review and meta-analysis of randomized controlled clinical 
trials. Addiction: 102(12), 1871-1887. 

Castelnuovo, E., J. Thompson-Coon, M. Pitt, M. Cramp, U. Siebert, A. Price and K. 
Stein (2006). The cost-effectiveness of testing for hepatitis C among injecting drug 
users. Health Technology Assessment 10(32): 1-128. 

Catley, D., Harris, KJ, Mayo, MS., Hall, S., Okuyemi, K.S., Boardman, T., & HLUQli, 
j.s. (2006). Adherence to principles of motivational interviewing and client within-
session behavior. Behavioural and Cognitive Psychotherapy, 34, 43-56. 

Center for Substance Abuse Treatment (1998) Addiction Counseling Competencies: 
The Knowledge, Skills, and Attitudes of Professional Practice. Technical Assistance 
Publication Series 21. DHHS Publication No. (SMA) 98-3171. Rockville, MD: 
Substance Abuse and Mental Health Services Administration. 

Central Committee on the Treatment of Heroin Addicts (CCBH). (2002). Medical 
coprescription of heroin: two randomised controlled trials. Utrecht: CCBH. 

Centre for Reviews and D (2007) A systematic review of the effectiveness of the 
community reinforcement approach in alcohol, cocaine and opioid addiction 
(Structured abstract). Database of Abstracts of Reviews of Effects(3). 

Centre for Reviews and D (2007) Contingency management in outpatient methadone 
treatment: a meta-analysis (Structured abstract). Database of Abstracts of Reviews of 
Effects(3). 

Chambers, C.D., Hernandez-Diaz, S., Van Marter, L.J., Werler, M.M., Louik, C., Jones, 
K.L., Mitchell, A.A., 2006. Selective Serotonin-Reuptake Inhibitors and Risk of 
Persistent Pulmonary Hypertension of the Newborn. N ENGL J MED. 354(6):579-
587. 

Chambers,C., Johnson, K., Dick, I., Felix, R., Jones, K.L., 1996. Birth outcomes in 
pregnant women taking fluoxetine. NEJM. 335:1010-1015. 



 458 

Champion J., Taylor A., Hutchinson S., Cameron S., McMenamin J., Mitchell A., 
Goldberg D. (2004) Incidence of hepatitis C virus infection and associated risk 
factors among Scottish prison inmates: a cohort study. Am J Epidemiol 159(5), 514-
9. 

Champion, J. K., A. Taylor, S. Hutchinson, S. Cameron, J. McMenamin, A. Mitchell 
and D. Goldberg (2004). Incidence of hepatitis C virus infection and associated risk 
factors among Scottish prison inmates: a cohort study. Am J Epidemiol 159(5): 514-
9. 

Chang, L., Smith L.M., LoPresti, C., Yonekura, M.L., Kuo, J., Walot, I., Ernst, T., 
2004. Smaller subcortical volumes and cognitive deficits in children with prenatal 
metamphetamine exposure. Psychiatry Res. Dec 15;132(2):95-106. 

Chanoff, I.J., Burns, W.J., Schnoll, S.H., 1984. Perinatal addiction: the effects of 
maternal narcotic and non-narcotic substance abuse on the fetus and neonate. NIDA 
Res Monogr. 49: 220-226. 

Charney DA, Paraherakis AM, Gill KJ (2001) Integrated treatment of comorbid 
depression and substance use disorders. Journal of Clinical Psychiatry, 62(9), 672–
677. 

Chawarski M C, Moody D E, Pakes J, O'Connor P G, & Schottenfeld R S (2005) 
Buprenorphine tablet versus liquid: a clinical trial comparing plasma levels, efficacy, 
and symptoms. Journal of Substance Abuse Treatment, 29(4), 307-312. 

Chen, S. L. and T. R. Morgan (2006). The natural history of hepatitis C virus (HCV) 
infection. Int J Med Sci 3(2): 47-52. 

Chiang CN, Hawks RL (2003) Pharmacokinetics of the combination tablet of 
buprenorphine and naloxone. Drug Alcohol Depend 70(2 Suppl):S39-47. 

Chiang, C.N., Finnegan, L.P.(eds.), 1995. Medications development for the treatment of 
pregnant addicts and their infants. In: NIDA Res. Monogr. Rockville, MD: US 
Department of Health and Human Services, Public Health Services, National 
Institutes of Health, pp. 149-167. 

Choo, R.E., Huestis, M.A., Schroeder, J.R., Shin, A.S., Jones, H.E., 2004. Neonatal 
abstinence syndrome in methadone-exposed infants is altered by level of prenatal 
tobacco exposure. Drug Alcohol Depend. 75:253-260. 

Christian, M.S., 1984. Reproductive toxicity and teratology evaluations of naltrexone. J 
Clin Psychiatry. Sep 45(9 Pt 2):7-10. 

Ciraulo D A, Knapp C, Rotrosen J, Sarid-Segal O, Ciraulo A M, LoCastro J, et al. 
(2005) Nefazodone treatment of cocaine dependence with comorbid depressive 
symptoms. Addiction, 100(Suppl1), 23-31. 

Ciraulo D A, Sarid-Segal O, Knapp C M, Ciraulo A M, LoCastro J, Bloch D A, et al. 
(2005) Efficacy screening trials of paroxetine, pentoxifylline, riluzole, pramipexole 
and venlafaxine in cocaine dependence. Addiction, 100(Suppl1), 12-22. 



 459 

Clark N, Lintzeris N, Gijsbers A, Whelan G, Dunlop A, Ritter A, et al. (2002) LAAM 
maintenance vs methadone maintenance for heroin dependence. Cochrane Database 
Syst Rev(2), CD002210. 

Clark N, Lintzeris N, Gijsbers A, Whelan G, Dunlop A, Ritter A, et al. (2007) LAAM 
maintenance vs methadone maintenance for heroin dependence. Cochrane Database 
of Systematic Reviews, 3. 

Clarke S (2001) Intravenous or intramuscular/subcutaneous naloxone in opioids 
overdose. Emerg Med Journal, 19, 249. 

Clarke S, Dargan P (2002) Towards evidence based emergency medicine: best BETS 
from the Manchester Royal Infirmary Intravenous or intramuscular / subcutaneous 
naloxone in opioid overdose Emergency. Medicine Journal, 193: 249 

COCE, Co-Occuring Center for Excellence (2006) Definition and terms relating to co-
occuring disorders. Substance Abuse and Mental Health Services Administrationís, 
Center for Mental Health Services and Center for Substance Abuse Treatment. Link: 
www.coce.samhsa.gov. 

Coffey R, Graver L, Schroeder D, Busch J, Dilonardo J, Chalk M, Buck J (2001) 
Mental Health and Substance Abuse Treatment: Results from a Study Integrating 
Data from State Mental Health, Substance Abuse, and Medicaid Agencies. DHHS 
Publication No. (SMA) 01-3528. Rockville, MD: Substance Abuse and Mental 
Health Services Administration. 

Coghlan, D., Milner, M., Clarke, T., Lambert, I., McDermott, C., McNally, M., Beckett, 
M., Matthews, T., 1999. Neonatal abstinence syndrome. Ir Med J. Jan-
Feb;92(1):232-233,236. 

Collins E D, Kleber H D, Whittington R A, & Heitler N E (2005) Anesthesia-assisted vs 
buprenorphine- or clonidine-assisted heroin detoxification and naltrexone induction: 
a randomized trial.[see comment]. JAMA, 294(8), 903-913. 

Collins E D, Vosburg S K, Ward A S, Haney M, & Foltin R W (2006) Memantine 
increases cardiovascular but not behavioral effects of cocaine in methadone-
maintained humans. Pharmacology, Biochemistry & Behavior, 83(1), 47-55. 

Comer S D, Collins E D, Kleber H D, Nuwayser E S, Kerrigan J H, & Fischman M W 
(2002) Depot naltrexone: long-lasting antagonism of the effects of heroin in humans. 
Psychopharmacology (Berl), 159(4), 351-360. 

Comer S D, Sullivan M A, & Walker E A (2005) Comparison of intravenous 
buprenorphine and methadone self-administration by recently detoxified heroin-
dependent individuals. Journal of Pharmacology & Experimental Therapeutics, 
315(3), 1320-1330. 

Comer S D, Sullivan M A, Yu E, Rothenberg J L, Kleber H D, Kampman K, et al. 
(2006) Injectable, sustained-release naltrexone for the treatment of opioid 
dependence: a randomized, placebo-controlled trial. Archives of General Psychiatry, 
63(2), 210-218. 



 460 

Commissie Invoeringaspecten Behandeling Heroïneverslaving CIBH (2003) Over 
blijvende zorg: een voorstel voor de invoering van een duurzame, kwalitatief 
verantwoorde, medische behandeling met heroïne. Utrecht: CIBH 

Compton P, Ling W, Moody D, & Chiang N (2006) Pharmacokinetics, bioavailability 
and opioid effects of liquid versus tablet buprenorphine. Drug & Alcohol 
Dependence, 82(1), 25-31. 

Compton WM 3rd, Cottler LB, Ben Abdallah A, Phelps DL, Spitznagel EL, Horton JC 
(2000) Substance dependence and other psychiatric disorders among drug dependent 
subjects: Race and gender correlates. American Journal of Addictions, 9(2), 113–
125. 

Condelli, WS, Hubbard RL (1994) Relationship between time spent in treatment and 
client outcomes from therapeutic communities. Journal of Substance Abuse 
Treatment, 11(1), 25–33. 

Connock M, Juarez-Garcia A, Jowett S, Frew E, Liu Z, Taylor R, et al. (2007) 
Methadone and buprenorphine for the management of opioid dependence: a 
systematic review and economic evaluation. Health Technol Assess, 11(9), 1-190. 

Connock, M., Juarez-Garcia, A., Jowett, S., Frew, E., Liu, Z., Taylor, R., et al. (2007). 
Methadone and buprenorphine for the management of opioid dependence: a 
systematic review and economic evaluation. Health Technol Assess, 11(9), 1-190.  

Cooperman, N. A., Parsons, J. T., Chabon, B., Berg, K. M., & Arnsten, J. H. (2007). 
The development and feasibility of an intervention to improve HAART adherence 
among HIV-positive patients receiving primary care in methadone clinics. Journal of 
HIV/AIDS and Social Services, 6(1-2), 101-120. 

Copeland J, Hall W. (1992). A comparison of predictors of treatment drop-out of 
women seeking drug and alcohol treatment in a specialist women's and two 
traditional mixed-sex treatment services. Addiction, 87(6), 883-890. 

Copeland J, Swift W, Roffman R, Stephens R (2001) A randomized controlled trial of 
brief cognitive-behavioral interventions for cannabis use disorder. Journal of 
Substance Abuse Treatment, 21(2), 55-64. 

Copeland, J., Swift, W., Roffman, R., Stephens, R. (2001) A randomized controlled trial 
of brief cognitive–behavioral interventions for cannabis use disorder. Journal of 
Substance Abuse Treatment, 21(2), 55-64. 

Correia C J, Walsh S L, Bigelow G E, & Strain E C (2006) Effects associated with 
double-blind omission of buprenorphine/naloxone over a 98-h period. 
Psychopharmacology, 189(3), 297-306. 

Costall, P., Brentari C., Chitu A. (2006). Drug-free treatment and other interventions 
with drug and alcohol users/misusers in European prisons: a snapshot, ENDIPP, 
European Network for Drugs and Infections Prevention in Prison. Cranstoun Drug 
Services. 



 461 

Council of Europe (2003). Council recommendation of 18 June 2003 on the prevention 
and reduction of health-related harm associated with drug dependence. Official 
Journal of the European Union L 165(2003/488/EC). 

Council of Europe (2004) Annual Penal Statistics SPACE I. 
Council of Europe, 1997. Pregnancy and Drug Abuse. Proceedings. Council of Europe 

Publishing, Strasbourg Cedex. ISBN 92-871-3784-6. 
Council of Europe, 2000. Pregnancy and Drug Misuse. Update 2000. Council of Europe 

Publishing, Strasbourg Cedex. ISBN 92-871-4503-2. 
Covi L., Hess J.M., Shroeder J.R., Preston K.L. (2002) A dose response study of 

cognitive behavioural therapy in cocaine abusers. Juornal of substance abuse 
treatment. 23:191-197. 

Coyle, M.G., Ferguson, A., Lagasse, L., Oh, W., Lester, B., 2002. Diluted tincture of 
opium (DTO) and Phenobarbital versus DTO alone for neonatal opiate withdrawal in 
term infants.    J Pediatr. 140(5): 561-564. 

Cozzolino E, Vigezzi P, Guglielmino L, De Chiara M (2003) Studio prospettico di 
pazienti eroinodipendenti in terapia con buprenorfina nel Ser.T. Distretto IV¡ - ASL 
Cittˆ di Milano, (Buprenorphine treatment in a Public Drug Addiction Centre in 
Milan). Bollettino per le Farmacodipendenze e l'Alcolismo, 26(2), 7-14. 

Crits-Christoph P, Siqueland L, Blaine J, Frank A, Luborsky L, Onken LS, Muenz LR, 
Thase ME, Weiss RD, Gastfriend DR, Woody GE, Barber JP, Butler SF,  Daley D, 
Salloum I, Bishop S, Najavits LM, Lis J, Mercer D, Griffin ML, Moras K, Beck AT 
(1999)  Psychosocial treatments for cocaine dependence - National Institute on Drug 
Abuse Collaborative Cocaine Treatment Study. Archives of General Psychiatry: 56 
(6),.493-502. 

Crits-Christoph P, Siqueland L, McCalmont E, Weiss RD, Gastfriend DR, Frank A, 
Moras K, Barber JP, Blaine J, Thase ME (2001)  Impact of psychosocial treatments 
on associated problems of cocaine-dependent patients. Journal of Consulting and 
Clinical Psychology: 69(5), 825-830. 

Currie J (2001) Rapid antagonist induction/rapid induction onto naltrexone: A 
randomized clinical trial ofanesthesia-assisted versus sedation-assisted techniques 
and a comparison with conventional detoxification. The Stapleford Trust & 
Stapleford Centre 6th International Conference, 11 en 12 april 2001 Londen: Royal 
Society of Medicine 

Dabrowska K (2007) Potrzeby pacjent—w lecznictwa uzale nie  dotycz ce relacji z 
terapeutami w oczach pacjent—w i terapeut—w, (What patients in drug treatment 
need from the therapist - patient relationship: patients and staff perspective). 
Alkoholizm i Narkomania, 20(4), 377-394. 

Dackis C A, Kampman K M, Lynch K G, Pettinati H M, & O'Brien C P (2005) A 
Double-Blind, Placebo-Controlled Trial of Modafinil for Cocaine Dependence. 
Neuropsychopharmacology, 30(1), 205-211. 



 462 

Daley DC, Salloum IM, Zuckoff A, Kirisci L, Thase ME (1998) Increasing treatment 
adherence among outpatients with depression and cocaine dependence: results of a 
pilot study. American Journal of Psychiatry: 155(11), 1611-1613. 

Daley, M., Argeriou, M., McCarthy,D., Callahan, J.J., Jr., Shepard, D.S., Williams, 
C.N., 2001. The impact of substance abuse treatment modality on birth weight and 
health care expenditures. Journal of Psychoactive Drugs. 33(1):57-66. 

Dalgard, O., K. Bjoro, K. Hellum, B. Myrvang, K. Skaug, B. Gutigard and H. Bell 
(2002). Treatment of chronic hepatitis C in injecting drug users: 5 years' follow-up. 
Eur Addict Res 8(1): 45-9. 

Dashe, J.S., Jackson, G.L., Olscher, D.A., Zane, E.H., Wendel, G.D.Jr., 1998. Opioid 
detoxification in pregnancy. Obstet Gynecol. Nov;92(5):854-858.  

Dashe, J.S., Sheffield, J.S., Olscher, D.A., Todd, S.J., Jackson, G.L. Wendel, G.D.Jr., 
2002. Relationship between maternal methadone dosage and neonatal withdrawal. 
Obstet Gynecol. Dec;100(6):1244-1249.  

D'Aunno T, & Pollack H A (2002) Changes in methadone treatment practices: results 
from a national panel study, 1988-2000. JAMA : the journal of the American 
Medical Association, 288(7), 850-856. 

David Lewis a M B (2001) General practice or drug clinic for methadone maintenance? 
A controlled comparison of treatment outcomes. International Journal of Drug 
Policy, 12, 81-89. 

David S, Lancaster T, Stead L F, & Evins A E (2007) Opioid antagonists for smoking 
cessation. Cochrane Database of Systematic Reviews, 3. 

Davis, P. and M. T. Abou-Saleh (2008). Developing an enhanced counseling 
intervention for the primary prevention of hepatitis C among injecting drug users. 
Addictive Disorders and their Treatment 7(2): 65-75. 

Dawe S, Griffiths P, Gossop M, Strang J (1991) Should opiate addicts be involved in 
controlling their own detoxification? A comparison of fixed versus negotiable 
schedules. British Journal of Addiction: 86(8), 977-982. 

Dawe S, Harnett P (2007) Reducing potential for child abuse among methadone-
maintained parents: results from a randomized controlled trial. J Subst Abuse Treat, 
32(4), 381-90. 

Day E, Fisher K, Watson J, Al-Gommer O, & McCormick T (2003) The role of 
detoxification using methadone reduction in a drug treatment service. Journal of 
Substance Use, 8(4), 252-259. 

Day E, Ison J, & Strang J (2007) Inpatient versus other settings for detoxification for 
opioid dependence. Cochrane Database of Systematic Reviews, 3. 

Day E, Ison J, Strang J (2005) Inpatient versus other settings for detoxification for 
opioid dependence (review). Cochrane Database of Systematic Reviews: 4.   

Day E, Porter L, Clarke A, Allen D, Moselhy H, Copland A (2003) Drug misuse in 
pregnancy: the impact of a specialist treatment service. Psychiatric Bulletin, 27, 99-
101. 



 463 

De Groot A. (2000) Shedding light on correctional HIV care. AIDS Read 10(5), 285-6; 
De Groot MH, Franken IH, Van der Meer CW, Hendriks VM (2003) Stability and 

change in dimensional ratings of personality disorders in drug abuse patients during 
treatment. Journal of Substance Abuse Treatment, 242: 115-120 

De Jong C A J, & Krabbe P F M (2002) Snelle detoxificatie van opiaten. Wat voegt 
anesthesie toe? Sint Oedenrode, Novadic. 

De Jong C A J, Laheij R J F, & Krabbe P F M (2005) General anaesthesia does not 
improve outcome in opioid antagonist detoxification treatment: a randomized 
controlled trial.[see comment]. Addiction, 100(2), 206-215. 

De Jong C A J, Roozen H G, Van Rossum L G M, Krabbe P F M, & Kerkhof A (2007) 
High abstinence rates in heroin addicts by a new comprehensive treatment approach. 
American Journal on Addictions, 16(2), 124-130. 

De la Fuente L, Bravo M J, Toro C, Brugal M T (2006) Injecting and HIV prevalence 
among young heroin users in three Spanish cities and their association with the 
delayed implementation of harm reduction programmes. Journal of Epidemiology 
and Community Health, 60, 537-542. 

De la Fuente L, Brugal MT, Ballesta Gomez R, Bravo Portela MJ (2005) 
METODOLOGIA DEL ESTUDIO DE COHORTES DEL PROYECTO ITINERE 
SOBRE CONSUMIDORES DE HEROINA EN TRES CIUDADES ESPANOLAS 
Y CARACTERISTICAS BASICAS DE LOS PARTICIPANTES, (Cohort Study 
Methodology of the ITINERE Project on Heroin Users in Three Spanish Cities and 
Main Characteristics of the Participants). Revista Espanola de la Salud Publica , 
79(4), 475-491. 

De la Fuente, L., M. J. Bravo, C. Toro and M. Brugal (2006). Injecting and HIV 
prevalence among young heroin users in three Spanish cities and their association 
with the delayed implementation of harm reduction programmes. Journal of 
Epidemiology and Community Health 60: 537-542. 

De Leon G (1989) Psychopathology and substance abuse: What is being learned from 
research in therapeutic communities. Journal of Psychoactive Drugs, 21(2), 177–188. 

De Leon G (1996) Integrative recovery: A stage paradigm. Substance Abuse, 17(1), 51–
63. 

De Maria, P.A.Jr., Serota, R.D., 1999. A therapeutic use of the methadone fluvoxamine 
drug interaction. J Addict Dis. 18(4):5-12.  

De Micheli, D., Fisberg, M., Formigoni, M.L. (2004) Estudo da efetividade da 
intervenção breve para o uso de álcool e outras drogas em adolescentes atendidos 
num serviço de assistência primária à saúde. Revista da Associacao Medica 
Brasileira, 50(3), 305-313. 

De Rosa MGL, Biagiotti S, Baldoni A, Pierini C (2002) La buprenorifina cloridato nel 
trattamento della dipendenza da oppiacei: studio longitudinale mediante indicatori 
clinici bio-psico-sociali, (Buprenorphine chloridate in the treatment of oppiate 
dependence). Bollettino per le Farmacodipendenze e l'alcolismo, 25(1-2), 32-38. 



 464 

De Rosa MGL, Biagiotti S, Baldoni A, Pierini C. La buprenorifina cloridato nel 
trattamento della dipendenza da oppiacei: studio longitudinale mediante indicatori 
clinici bio-psico-sociali. (Buprenorphine chloridate in the treatment of oppiate 
dependence) 2002 Bollettino per le Farmacodipendenze e l'alcolismo 

De Vos JW, Ufkes JG,Van den Brink  W, Van Brussel GH, De Wolff FA (1999) 
Craving patterns in methadone maintenance treatment with dextromoramide as 
adjuvant. Addictive Behaviors, 245: 707-713 

Dean A J, Bell J, Christie M J, & Mattick R P (2004) Depressive symptoms during 
buprenorphine vs. methadone maintenance: findings from a randomised, controlled 
trial in opioid dependence. European Psychiatry: the Journal of the Association of 
European Psychiatrists, 19(8), 510-513. 

Dean A J, Saunders J B, Jones R T, Young R M, Connor J P, & Lawford B R (2006) 
Does naltrexone treatment lead to depression? Findings from a randomized 
controlled trial in subjects with opioid dependence. Journal of Psychiatry & 
Neuroscience, 31(1), 38-45. 

Dean J. (2005). The future of mandatory drug testing in Scottish prisons: A review of 
policy. International Journal of Prisoner Health 1(2-4), 163-70; 

Degkwitz P., Zurhold H. (2008) Overview of types, characteristics, level of provision  
and utilisation of drug treatment services in European Member States and Norway. 

Degkwitz, P, Zurhold H, Uchtenhagen A (2008) Inventory of status quo and models of 
transfer of drug treatment know-how and good practices. Drug policy and harm 
reduction DG SANCO (Report on WP 3).  

Delile, J. M., J. P. Gachie, J. M. Delile and J. P. Gachie (2006). [How should research 
protocols be implemented in the field?]. Revue d Epidemiologie et de Sante Publique 
54 Spec No 1: 1S77-1S79. 

DeMarce J M, Stephens R S, & Roffman R A (2005) Psychological distress and 
marijuana use before and after treatment: testing cognitive-behavioral matching 
hypotheses. Addictive Behaviors, 30(5), 1055-1059. 

Dempsey, D., Jacob, P.3rd, Partridge J.C., Jones, R.T., Panganiban, K., Rowbotham, 
M.C., 1999. Cocaine metabolite kinetics in the newborn. Anal Toxicol. Jan-
Feb;23(1):24-8. 

Dempsey, D.A., Benowitz, N.L., 2001. Risks and Benefits of Nicotine to Aid Smoking 
Cessation in Pregnancy. Drug Safety. 24(4):277-322. 

Dempsey, D.A., Partridge, J.C., Jones, R.T., Rowbotham, M.C., 1998. Cocaine, 
nicotine, caffeine, and metabolite plasma concentrations in neonates. J Anal Toxicol. 
May-Jun; 22(3):220-224. 

Denis C, Lavie E, Fatseas M, & Auriacombe M (2007) Psychotherapeutic interventions 
for cannabis abuse and/or dependence in outpatient settings [Systematic Review]. 
Cochrane Database of Systematic Reviews(2). 



 465 

Dennis M, Godley S H, Diamond G, Tims F M, Babor T, Donaldson J, et al. (2004) The 
Cannabis Youth Treatment (CYT) Study: Main findings from two randomized trials. 
Journal of Substance Abuse Treatment, 27(3), 197-213. 

Dennis, M et al (2003). The Cannabis Youth Treatment (CYT) Study: Main Findings 
from Two Randomized Trials. Accepterad (januari 2004) för publicering i 
JOURNAL OF SUBSTANCE ABUSE TREATMENT 

Dennis, M., Godley. S.H., Diamond, G., et al. (2004) The Cannabis Youth Treatment 
(CYT) Study: main findings from two randomized trials. Journal of substance abuse 
treatment, 27(3), 197-213. 

Department of Health (2002) Models of Care for substance misuse treatment. 
Des Jarlais, D. C., J.-P. Grund, C. Zadoretzky, J. Milliken, P. Friedmann, S. Titus, T. 

Perlis, V. Bodrova and E. Zemlianova (2002). HIV risk behaviour among 
participants of syringe exchange programmes in central/eastern Europe and Russia. 
International Journal of Drug Policy 13(3): 165-174. 

detoxification for opioid dependence: a randomised double blind controlled trial of  
Di Furia L, Pizza M, Cavarzeran F, Rizzo M (2005) Comorbiditˆ psichiatrica nelle 

dipendenze. Studio su un campione di pazienti afferenti al Dipartimento per le 
Dipendenze, (Psychiatric co-morbidity in drug dependence) Bollettino per le 
Farmacodipendenze e l'Alcolismo, 28(1-2), 1-10. 

DiCenso, A. M., G. Dias and J. Gahagan (2003). Unlocking our Futures. A National 
Study on Women, Prisons, HIV and Hepatitis C. Toronto, Prisoners’ HIV/AIDS 
Support Action Network (PASAN): 72. 

Dietze P, Cantwell K, & Burgess S (2002) Bystander resuscitation attempts at heroin 
overdose: does it improve outcomes? Drug Alcohol Depend, 67(2), 213-218. 

Dievberna I (2002) Petijums par riska uzvedibas, HIV un hepatitu B&C izplatibu slircu 
apmainas - konsultativo programmu klientu vidu, (Study on risk behaviour and 
prevalence of HIV and hepatitis B/C among clients of syringe distribution 
programmes). Report, Latvia. 

Digiusto E, Lintzeris N, Breen C, Kimber J, Mattick R P, Bell J, et al. (2005) Short-term 
outcomes of five heroin detoxification methods in the Australian NEPOD Project. 
Addictive Behaviors, 30(3), 443-456. 

Digiusto E, Lintzeris N, Breen C, Kimber J, Mattick RP, Bell J, Ali R, Saunders JB 
(2005). Australian National Evaluation of Pharmacotherapies for Opioid Dependence 
Research Group. Short-term outcomes of five heroin detoxification methods in the 
Australian NEPOD Project. Addictive Behaviors: 30(3), 443-456. 

Dijkgraaf M G, van der Zanden B P, de Borgie C A, Blanken P, van Ree J M, & van 
den Brink W (2005) Cost utility analysis of co-prescribed heroin compared with 
methadone maintenance treatment in heroin addicts in two randomised trials. BMJ 
(Clinical research ed.), 330(7503), 1297. 



 466 

Dilling, H., Mombour, W., Schmidt, M.H., Schulte-Markwort, E., 
Weltgesundheitsorganisation (WHO). Internationale Klassifikation psychischer 
Störungen, ICD-10 kapitel V(F). Bern, Göttingen, Toronto, Seattle: Huber, 2000. 

Dirrtich I, Kocsis E, Haller R (2003) "Therapie statt Strafe" Die Anwendung 
gesundheitsbezogener Massnahmen bei 200 sŸchtigen StraftŠtern, ("Therapy instead 
of Punishment": the Application of Health-Oriented Measures for 200 Drug-
Dependent Delinquents). Wiener Zeitschrift fŸr Suchtforschung, 26(1), 5-9. 

Doberczak, L.R., Kandall., S.R., Friedmann, P., 1993. Relationship between maternal 
methadone dosage, maternal-neonatal methadone levels, and neonatal withdrawal. 
Obstet Gynecol. 81(6):936-843. 

Dolan K A, & Wodak A (1999) HIV transmission in a prison system in an Australian 
State. The Medical journal of Australia, 171(1), 14-17. 

Dolan K A, Shearer J, MacDonald M, Mattick R P, Hall W, & Wodak A D (2003) A 
randomised controlled trial of methadone maintenance treatment versus wait list 
control in an Australian prison system. Drug and alcohol dependence, 72(1), 59-65. 

Dolan K A, Shearer J, White B, Zhou J, Kaldor J, & Wodak A D (2005) Four-year 
follow-up of imprisoned male heroin users and methadone treatment: mortality, re-
incarceration and hepatitis C infection. Addiction (Abingdon, England), 100(6), 820-
828. 

Dolan K.A., Wodak A.D. & Hall W.D. (1996) An international review of methadone 
provision in prisons. Addiction research, 4(1), 85-97; 

Dolan, K., J. Kimber, C. Fry, J. Fitzgerald, D. McDonald and F. Trautmann (2000). 
Drug consumption facilities in Europe and the establishment of supervised injecting 
centres in Australia. Drug and Alcohol Review 19: 337-346. 

Dolovich, L.R., Addis, A., Vaillancourt, J.M.R., Power, B., Koren, G., Einarson, T.R., 
1998. Benzodiazepine use in pregnancy and major malformations or oral cleft: Meta-
analysis of cohort and case-control studies. BMJ. 317:839-843. 

Doncheva T (2007) Development and management of network of treatment services and 
programs for drug users. Thesis, Sofia. 

Donny E C, Brasser S M, Bigelow G E, Stitzer M L, & Walsh S L (2005) Methadone 
doses of 100 mg or greater are more effective than lower doses at suppressing heroin 
self-administration in opioid-dependent volunteers. Addiction, 100(10), 1496-1509. 

Donny E C, Walsh S L, Bigelow G E, Eissenberg T, & Stitzer M L (2002) High-dose 
methadone produces superior opioid blockade and comparable withdrawal 
suppression to lower doses in opioid-dependent humans. Psychopharmacology, 
161(2), 202-212. 

Donovan J L, DeVane C L, Malcolm R J, Mojsiak J, Chiang C N, Elkashef A, et al. 
(2005) Modafinil influences the pharmacokinetics of intravenous cocaine in healthy 
cocaine-dependent volunteers. Clinical Pharmacokinetics, 44(7), 753-765. 

Doran C M, Shanahan M, Bell J, & Gibson A (2004) A cost-effectiveness analysis of 
buprenorphine-assisted heroin withdrawal. Drug & Alcohol Review, 23(2), 171-175. 



 467 

Drake RE, Bartels SJ, Teague GB, Noordsy DL, Clark RE (1993) Treatment of 
substance abuse in severely mentally ill patients. Journal of Nervous and Mental 
Disease, 181(10), 606–611. 

Drake RE, McHugo GJ, Clark RE, Teague GB, Xie H, Miles K, Ackerson TH (1998a) 
Assertive Community Treatment for patients with co-occurring severe mental illness 
and substance use disorder: A clinical trial. American Journal of Orthopsychiatry, 
68(2), 201–215. 

Drake RE, Mercer-McFadden C, Mueser KT, McHugo GJ, Bond GR (1998b) Review 
of integrated mental health and substance abuse treatment for patients with dual 
disorders. Schizophrenia Bulletin, 24(4), 589–608. 

Drake RE, Mueser KT (1996a) Alcohol use disorder and severe mental illness. Alcohol 
Health and Research World, 20(2), 87–93. 

Drake RE, Mueser KT (1996b) Dual Diagnosis of Major Mental Illness and Substance 
Abuse Disorder II: Recent Research and Clinical Implications. New Directions for 
Mental Health Services. San Francisco, CA: Jossey-Bass, Inc., 70. 

Drake RE, Mueser KT, Clark RE, Wallach MA (1996a) The course, treatment, and 
outcome of substance disorder in persons with severe mental illness. American 
Journal of Orthopsychiatry, 66(1), 42–51. 

Drake RE, Mueser KT, McHugo GJ (1996b) Clinician rating scales: Alcohol Use Scale 
(AUS), Drug Use Scale (DUS), and Substance Abuse Treatment Scale (SATS). In: 
Sederer, L.I., and Dickey, B., eds. Outcomes Assessment in Clinical Practice. 
Baltimore: Williams & Wilkins, 113–116. 

Drake RE, Xie X, McHugo GJ, Shumway M (2004) Three-year outcomes of long-term 
patients with co-occurring bipolar and substance use disorders. Biological 
Psychiatry, 56, 749–756. 

Drake RE, Yovetich NA, Bebout RR, Harris M (1997) Integrated treatment for dually 
diagnosed homeless adults. Journal of Nervous and Mental Disease, 185(5), 298–
305. 

Driessen FMHM, Van der Lelij B, Smeets HM (2003) Effecten van hoge doses 
methadon : een gerandomiseerd lange termijn experiment op negen locaties. 
eindrapport Utrecht Bureau Driessen 

Driessen FMHM,Völker BGM, Kregting J (1999) De ontwikkeling van de situatie van 
methadoncliënten gedurende twee jaar. Utrecht: Bureau Driessen 

Drozdick J, 3rd, Berghella V, Hill M, & Kaltenbach K (2002) Methadone trough levels 
in pregnancy. American Journal of Obstetrics & Gynecology, 187(5), 1184-1188. 

Drozdick, 3rd, J., Berghella, V., Hill, M., Kaltenbach, K., 2002. Methadone trough 
levels in pregnancy. Am J Obstet Gynecol. Nov;187(5):1184-1188. 

Drug and Alcohol Dependence: 21(3), 253-259. 
Drugs in focus (2003) Hepatitis C: A hidden epidemic. Bimonthly briefing of the 

European Monitoring Centre for Drugs and Drug Addiction, 4 DOI:  



 468 

Duburcq A, Charpak Y, Blin P, & Madec L (2000) Suivi a 2 ans d'une cohorte de 
patients sous buprenorphine haut dosage. Resultats de l'etude SPESUB (suivi 
pharmaco-epidemiologique du Subutex en medecine de ville). Revue d 
Epidemiologie et de Sante Publique, 48(4), 363-373. 

Duburcq, A., Charpak, Y., Blin, P., & Madec, L. (2000). Suivi a 2 ans d'une cohorte de 
patients sous buprenorphine haut dosage. Resultats de l'etude SPESUB (suivi 
pharmaco-epidemiologique du Subutex en medecine de ville). Revue d 
Epidemiologie et de Sante Publique, 48(4), 363-373.  

Dunn J, Robertson D, Davis P, Khosraw B, & Suneel C  (2006) Setting up a methadone 
maintenance clinic in a hostel in London’s West End. Psychiatric Bulletin, 30, 337-
339. 

Dutra, L., Stathopoulou, G., Basden, S.L., et al. (2008) A meta-analytic review of 
psychosocial interventions for substance use disorders. The American journal of 
psychiatry, 165(2), 179-187. 

Dzialdowski A., London M. (1999). A Cognitive-Behavioural Intervention in the 
Context of Methadone Tapering Treatment for Opiate Addiction – Two single Cases. 
Clinical Psychology and Psychotherapy, 6:308-323. 

Easton C J, Babuscio T, & Carroll K M (2007) Treatment retention and outcome among 
cocaine-dependent patients with and without active criminal justice involvement. 
Journal of the American Academy of Psychiatry & the Law, 35(1), 83-91. 

Eberhard-Gran, M., Eskild, A., Opjordsmoen, S., 2005. Treating mood disorders during 
pregnancy: Safety considerations. Drug Safety. 28(8):695-706. 

Ebner N, Rohrmeister K, Winklbaur B, Baewert A, Jagsch R, Peternell A, Thau K, 
Fischer G (2006) Management of neonatal abstinence syndrome in neonates born to 
opioid maintained women. Drug and Alcohol Dependence, 87(2-3), 131-8. 

Ebner N, Rohrmeister K, Winklbaur B, et al. Management of neonatal abstinence 
syndrome in neonates born to opioid maintained women. Drug Alcohol Depend 
2007;87(2-3):131-8. 

Eder H, Jagsch R, Kraigher D, Primorac A, Ebner N, & Fischer G (2005) Comparative 
study of the effectiveness of slow-release morphine and methadone for opioid 
maintenance therapy. Addiction (Abingdon, England), 100(8), 1101-1109. 

Eder H, Jagsch R, Kraigher D, Primorac A, Ebner N, Fischer G. Comparative study of 
the effectiveness of slow-release morphine and methadone for opioid maintenance 
therapy. Addiction. 2005 Aug;100(8):1101-9. 

Eder, H., Jagsch, R., Kraigher, D., Primorac, A., Ebner, N., Fischer, G., 2005. 
Comparative study of the effectiveness of slow-release morphine and methadone for 
maintenance therapy. Addiction Auf.100(8):1101-1109. 

Edgar K., O'Donnell I. (1998). Mandatory drug testing in prisons: The relationship 
between MDT and the level and nature of drug misuse. London, Home Office. 

Edlin, B. R., T. F. Kresina, D. B. Raymond, M. R. Carden, M. N. Gourevitch, J. D. 
Rich, L. W. Cheever, V. A. Cargill, B. R. Edlin, T. F. Kresina, D. B. Raymond, M. 



 469 

R. Carden, M. N. Gourevitch, J. D. Rich, L. W. Cheever and V. A. Cargill (2005). 
Overcoming barriers to prevention, care, and treatment of hepatitis C in illicit drug 
users. Clinical Infectious Diseases 40 Suppl 5: S276-85. 

Edlin, B., K. Seal, J. Lorvick, A. Kral, D. Ciccarone, L. Moore and B. Lo (2001). Is it 
justifiable to withhold treatment for hepatitis C from illicit-drug users? N Engl J Med 
345(3): 211-5. 

Edman, Johan & Stenius, Kerstin (red.) (2007). On the margins : Nordic alcohol and 
drug treatment 1885 - 2007. Helsinki: Nordic Centre for Alcohol and Drug Research 
(NAD) 

Edwards J, Elkins K, Hinton M, Harrigan SM, Donovan K, Athanasopoulos O, 
McGorry PD (2006) Randomized controlled trial of a cannabis-focused intervention 
for young people with first-episode psychosis. Acta Psychiatrica Scandinavica, 
114(2), 109–17. 

Egred, M., Davis, G.K., 2005. Cocaine and the heart. Postgrad Med J. Sep;81(959):568-
571. 

Einarson, A., 2005. The safety of psychotropic drug use during pregnancy: a review 
CME. MedGenMed Medscape General Medicine. 7(4):11. 

Eley S (2002): Community-backed drug initiatives in the UK: a review and commentary 
on evaluations. Health & Social Care in the Community, 102: 99-105 

Elkader A, Sproule B (2005) Buprenorphine: clinical pharmacokinetics in the treatment 
of opioid dependence. Clin Pharmacokinet 44(7):661-80. 

Elkashef A, Fudala P J, Gorgon L, Li S H, Kahn R, Chiang N, et al. (2006) Double-
blind, placebo-controlled trial of selegiline transdermal system (STS) for the 
treatment of cocaine dependence. Drug & Alcohol Dependence, 85(3), 191-197. 

Elkashef A, Holmes T H, Bloch D A, Shoptaw S, Kampman K, Reid M S, et al. (2005) 
Retrospective analyses of pooled data from CREST I and CREST II trials for 
treatment of cocaine dependence. Addiction, 100(SUPPL. 1), 91-101. 

Elkashef A, Rawson R A, Smith E, Pearce V, Flammino F, Campbell J, et al. (2007) 
The NIDA Methamphetamine Clinical Trials Group: A strategy to increase clinical 
trails research capacity. Addiction, 102(Suppl 1), 107-113. 

Elliot, D. L., Goldberg, L., Kuehl, K. S., Moe, E. L., Breger, R. K. R., & Pickering, M. 
A. (2007). The PHLAME (promoting healthy lifestyles: Alternative models' effects) 
firefighter study: Outcomes of two models of behavior change. Journal of 
Occupational and Environmental Medicine, 49(2), 204-213. 

EMCDDA (2002) Drug use in prison. In EMCCDA 2002 Annual report on the state 
drugs problem in the EU and Norway. 
http://www.emcdda.europa.eu/attachements.cfm/att_37283_EN_sel2002_3en.pdf 

EMCDDA (2007). Annual Report. The state of the drugs problem in Europe. 
Luxembourg, European Monitoring Centre on Drugs and Drug Addiction. 

EMCDDA (2007a). The State of the drugs Problem in Europe. Annual report 2007 
Luxembourg,  



 470 

EMCDDA (2008b) Towards a better understanding of drug-related expenditure in 
Europe. Lisbon: European Monitoring Centre for Drugs and Drug Abuse. 

EMCDDA. (2007). EMCDDA Literature reviews - Treatment of problem cocaine use. 
A review of the literature. Lisbon: EMCDDA. 

EMCDDA. (2007b). Statistical Bulletin: Table INF-1. Prevalence of HIV infection 
among injecting drug users in the EU, 2006 or most recent year available — 
Summary table by country.  Retrieved 08.08.2008, from 
http://www.emcdda.europa.eu/stats08/inftab1. 

EMCDDA. (2007c). Statistical bulletin: Table INF-2. Prevalence of HCV antibody 
among injecting drug users in the EU, 2006 or most recent year available — 
Summary table by country.  Retrieved 08.08.2008, from 
http://www.emcdda.europa.eu/html.cfm/index52796EN.html. 

Emmanuelli, J., J. C. Desenclos, J. Emmanuelli and J.-C. Desenclos (2005). Harm 
reduction interventions, behaviours and associated health outcomes in France, 1996-
2003 (see comment) (erratum appears in Addiction. 2006 Apr; 101(4):616]. 
Addiction 100(11): 1690-700. 

Engelhardt, J. and H. Stöver (2005). Living with the daily dose. Comparing National 
Policies and Practices to improve access and adherence of HIV-infected drug users to 
antiretroviral treatment. Amsterdam, Stiftung Mainline. 

Epstein D.H., Covi L., Hawkins W.E., Umbricht A., Preston K.L. (2003) Cognitive-
Behavioral Therapy Plus Contingency Management for Cocaine Use: Findings 
During Treatment and Across 12-month Follow-Up. Psychology of Addictive 
Behaviors, 17(1):73-82. 

Epstein J, Barker P, Vorburger M, Murtha C (2004) Serious mental illness and its co-
occurrence with substance use. Rockville, MD7 Substance Abuse and Mental Health 
Services Administration, Office of Applied Studies. 

Erikson, A., Kaellen, B., Wilholm, E., 1999. Delivery outcome after the use of 
antidepressants in early pregnancy. European J Clin Pharamacol. 55: 503-508. 

Ernst E (2002) Complementary therapies for addictions: not an alternative. Addiction, 
9712: 1491-1492 

Eros, E., Czeizel, A.E., Rockenbauer, M., Sorensen, H.T., Olsen, J., 2002. A 
population-based case-control teratologic study of nitrazepam, medazepam, 
tofisopam, alprazolum, and clonazepam treatment during pregnancy.  Eur J Obstet 
Gynecol Reprod Biol. Mar 10;101(2):147-154. 

Escher T, Quello S, & Mason B J. (2005). Gabapentin as a treatment for concurrent 
cannabis and alcohol use disorders in an early stage proof-of-concenpt study. 

EuroHIV (2007). HIV/AIDS Surveillance in Europe. Mid-year report 2006. Saint-
Maurice, French Institute for Public Health Surveillance, No. 74: 68. 

European Agency for the Evaluation of Medicinal Prodcts (EMEA). (2001). EMEA 
public statement on the recommendation to suspend the marketing authorisation for 
Orlaam (Levoacethylmethadol) in the European Union. London: EMEA. 



 471 

European Association for theTreatment of Addiction EATA (2003): Treatment works: 
fact orfiction? A report into awareness of drug treatment and its effectiveness. 
Londen: EATA  

European Monitoring Centre for Drugs and Drug Addiction (EMCDDA) (2008). 
Annual Report 2007. Lisbon: EMCDDA. 

European Monitoring Centre for Drugs and Drug Addiction (EMCDDA) (2008). 
Annual Report, 2007: the state of the drugs problem in Europe. Lisbon: EMCDDA. 

European Monitoring Centre for Drugs and Drug Addiction (EMCDDA), 2003. The 
state of the drugs problem in the European Union and Norway. Annual Report 2003. 
Luxembourg: Office for Official Publications of the European Community, 2003. 
ISBN 92-9168-159-8.   

European Monitoring Centre for Drugs and Drug Addiction (EMCDDA). (2005). 
Annual report on the state of the drugs problems in the European Union. Lisboa: 
EMCDDA. 

European Monitoring Centre for Drugs and Drug Addiction: Annual report 2007: the 
state of the drugs problem in Europe. Office for Official Publications of the 
European Communities, Luxembourg, 2007. 

Evans K, Sullivan JM (2001) Dual Diagnosis: Counseling the Mentally Ill Substance 
Abuser. 2d ed. New York: Guilford Press. 

Evans, J., Heron, J., Francomb, H., Oke, S., Golding, J., 2001. Cohort study of 
depressed mood during pregnancy and after childbirth. BMJ. Aug 4;323(7307):257-
260. 

Faggiano F, Vigna-Taglianti F, Versino E, & Lemma P (2003) Methadone maintenance 
at different dosages for opioid dependence. Cochrane Database Syst Rev(3), 
CD002208. 

Faggiano F, Vigna-Taglianti F, Versino E, & Lemma P (2007) Methadone maintenance 
at different dosages for opiod dependence. Cochrane Database of Systematic 
Reviews, 3. 

Faggiano F, Vigna-Taglianti F, Versino E, Lemma P. Methadone maintenance at 
different dosages for opioid dependence. Cochrane Database Syst Rev. 
2003;(3):CD002208. 

Fals-Stewart W., O’Farrell T.J., Birchler G.R. (2004). Behavioral couples therapy for 
substance abuse: rationale, methods and findings. Science and practice prospective, 
2(2):30-41. 

Farre M, Mas A, Torrens M, Moreno V, & Cami J (2002) Retention rate and illicit 
opioid use during methadone maintenance interventions: a meta-analysis. Drug & 
Alcohol Dependence, 65(3), 283-290. 

Farrell M, & Hall W (1998) The Swiss heroin trials: testing alternative approaches. 
BMJ (Clinical research ed.), 316(7132), 639. 



 472 

Farrell M, Hall W (2003) Methadone and opioid-related deaths: changing prevalence 
over time, in: Methadone matters: evolving community methadone treatment of 
opiate addiction. Edited by Tober G, Strang J Londen: Martin Dunitz, 155-166 

Farrell M. (2006). Motivational interviewing preparing people for change (2nd edition) 
(review). Addictive Biology, 11, 191. 

Farren C K, & O'Malley S (2002) A pilot double blind placebo controlled trial of 
sertraline with naltrexone in the treatment of opiate dependence. Am J Addict, 11(3), 
228-234. 

Favrat B, Zimmermann G, Zullino D, Krenz S, Dorogy F, Muller J, et al. (2006) Opioid 
antagonist detoxification under anaesthesia versus traditional clonidine detoxification 
combined with an additional week of psychosocial support: a randomised clinical 
trial. Drug & Alcohol Dependence, 81(2), 109-116. 

Fazel S., Bains P., Doll H. (2006) Substance abuse and dependence in prisoners: a 
systematic review. Addiction 101(2), 181-91; 

Fazey, C., 2002. Estimating the world illicit drug situation – Reality and the seven 
deadly political sins. Drugs: Education, Prevention and Policy. 9(1):95-103. 

Feeney G F X, Connor J P, Young R, Tucker J, & McPherson A (2006) Improvement in 
measures of psychological distress amongst amphetamine misusers treated with brief 
cognitive-behavioural therapy (CBT). Addictive Behaviors, 31(10), 1833-1843. 

Feldstein, S. W., & Ginsburg, J. I. D. (in press). Sex, drugs, and rock ‘n’ rolling with 
resistance: Motivational Interviewing in juvenile justice settings. In: A. R. Roberts 
and D. W. Springer (Eds.) Forensic social work in juvenile and criminal justice: An 
evidence-based handbook. Charles C. Thomas. 

Feng, T., 1993. Substance abuse in pregnancy. Curr Opin Obstet Gynecol. 5:6-13. 
Ferri M, Amato L, & Davoli M (2007) Alcoholics Anonymous and other 12-step 

programmes for alcohol dependence [Systematic Review]. Cochrane Database of 
Systematic Reviews(3). 

Ferri M, Davoli M, & Perucci C A (2005) Heroin maintenance for chronic heroin 
dependents.[update of Cochrane Database Syst Rev. 2003;(4):CD003410; PMID: 
14583974]. Cochrane Database of Systematic Reviews(2), CD003410. 

Ferri M, Davoli M, & Perucci C A (2007) Heroin maintenance for chronic heroin 
dependents. Cochrane Database of Systematic Reviews, 3. 

Festinger DS, Lamb RJ, Marlowe DB, Kirby KC (2002). From telephone to office - 
intake attendance as a function of appointment delay. Addictive Behaviors: 27 (1), 
131-137. 

Fiellin D A, Kleber H, Trumble-Hejduk J G, McLellan A T, & Kosten T R (2004) 
Consensus statement on office-based treatment of opioid dependence using 
buprenorphine. Journal of substance abuse treatment, 27(2), 153-159. 

Fiellin D A, Pantalon M V, Chawarski M C, Moore B A, Sullivan L E, O'Connor P G, 
et al. (2006) Counseling plus buprenorphine-naloxone maintenance therapy for 



 473 

opioid dependence.[see comment]. New England Journal of Medicine, 355(4), 365-
374. 

Fiellin D A, Pantalon M V, Pakes J P, O'Connor P G, Chawarski M, & Schottenfeld R S 
(2002) Treatment of heroin dependence with buprenorphine in primary care. The 
American journal of drug and alcohol abuse, 28(2), 231-241. 

Fiellin, D. A., Pantalon, M. V., Pakes, J. P., O'Connor, P. G., Chawarski, M., & 
Schottenfeld, R. S. (2002). Treatment of heroin dependence with buprenorphine in 
primary care. The American journal of drug and alcohol abuse, 28(2), 231-241.  

Fiellin, D.A., O´Connor, P.G., Chawarski, M., Pakes, J., Pantalon, M.V., Schottenfeld, 
R.S., 2001. Methadone Maintenance in Primary Care: A Randomized Controlled 
Trial. JAMA. 286(14):1724. 

Finch E, Brotchie J, Williams K, Ruben S, Felix L, & Strang J (2003) Sentenced to 
Treatment: Early Experience of Drug Treatment and Testing Orders in England. Eur 
Addict Res, 9, 131-137. 

Finkelstein, et al. 1997. Gender-Specific Substance Abuse Treatment (National 
Women´s Resource Center for the Prevention and Treatment of Alcohol, Tobacco 
and other Drug Abuse and Mental Illness and Substance Abuse and Health Services 
Administration and Health Resources and Services Administration). 

Finnegan, L.P., 1979. Pathophysiological and behavioural effects of the transplacental 
transfer of narcotic drugs to the foetuses and neonates of narcotic-dependent 
mothers. Bull Narc. Jul-Dec;31(3-4):1.58. 

Finnegan, L.P., 1985. Neonatal abstinence. In : Nelson N.M. (ed.) Current therapy in 
neonatal-perinatal medicine. Mosby, St.Louis,262. 

Finnegan, L.P., 1991. Perinatal substance abuse: comments and perspectives. Semin 
Perinatol. Aug;15(4):331-339. 

Finnegan, L.P., 1991. Treatment issues for opioid-dependent women during the 
perinatal period. J Psychoactive Drugs. Apr-Jun;23(2):191-201. 

Finnegan, L.P., and Kaltenbach, K., 1992. Neonatal abstinence syndrome. In: 
Hoekelman RA, Friedman SB, Nelson N & Seidel HM (eds.) Primary Pediatric Care. 
St. Louis: C.V.Mosby, 2nd Edn.,1367-1378. 

Finnegan, L.P., Ehrlich, K., 1992. Maternal drug use during pregnancy: evaluation and 
pharmacotherapy for neonatal abstinence. Modern Methods in Pharmacology. 
Testing Evaluation of Drugs of Abuse. 6:255-263. 

Finnegan, L.P., Michael, H., Leifer, B., 1984. The use of phenobarbital in treating 
abstinence in newborns exposed in utero to psychoactive agents. NIDA Res Monogr. 
Mar;49:329. 

Fischer B, Cruz M F, & Rehm J (2006) Illicit opioid use and its key characteristics: a 
select overview and evidence from a Canadian multisite cohort of illicit opioid users 
(OPICAN).[see comment]. Canadian Journal of Psychiatry - Revue Canadienne de 
Psychiatrie, 51(10), 624-634. 



 474 

Fischer B, Rehm J, Kirst M, Casas M, Hall W, Krausz M, et al. (2002) Heroin-assisted 
treatment as a response to the public health problem of opiate dependence. European 
journal of public health, 12(3), 228-234. 

Fischer G, Jagsch R, Eder H, Gombas W, Etzersdorfer P, Schmidl-Mohl K, Schatten C, 
Weninger M, Aschauer HN (1999) Comparison of methadone and slow-release 
morphine maintenance in pregnant addicts. Addiction, 94(2), 231-9. 

Fischer G, Ortner R, Rohrmeister K, Jagsch R, Baewert A, Langer M, et al. (2006) 
Methadone versus buprenorphine in pregnant addicts: A double-blind, double-
dummy comparison study. Addiction, 101(2), 275-281. 

Fischer G., Johnson, R.E., Eder, H., Jagsch, R., Peternell, A., Weninger, M., Langer, 
M., Aschauer, H.N., 2000. Treatment of opioid-dependent pregnant women with 
buprenorphine. Addiction. 95(2):239-244. 

Fischer, B., J. Reimer, M. Firestone, K. Kalousek, J. Rehm and J. Heathcote (2006). 
Treatment for hepatitis C virus and cannabis use in illicit drug user patients: 
implications and questions. European Journal of Gastroenterology & Hepatology 18: 
1039–1042. 

Fischer, G (2000): Treatment of opioid dependence in pregnant women. Addiction, 958: 
1141-1144 

Fischer, G., 2000. Treatment of opioid dependence in pregnant women. Editorial. 
Addiction. 95(8):1141-1144. 

Fischer, G., Eder, H., Jagsch, R.,Lennkh, C., Habeler, A., Aschauer, H.N., Kasper, S., 
1998. Maintenance therapy with synthetic opioids within a multidisciplinary program 
– a stabilizing necessity for pregnant opioid dependent women. Arch Womens’ Ment 
Health. 1: 109-116. 

Fischer, G., Jagsch, R., Eder, H., Gombas W., Etzersdorfer, P., Schmidl-Mohl, K., 
Schatten, C., Weninger, M., Aschauer, H.N., 1999. Comparison of methadone and 
slow-release morphine maintenance in pregnant addicts. Addiction. 94(2):231-239. 

Fischer, G., Ortner, R., Rohrmeister, K., Jagsch, R., Baewert, A., Langer, M., Aschauer, 
H., 2006. Methadone versus buprenorphine in pregnant addicts: a double-blind, 
double-dummy comparison study. Addiction Feb; 101(2): 275-281. 

Fisher, D. G., A. M. Fenaughty, H. H. Cagle and R. S. Wells (2003). Needle exchange 
and injection drug use frequency: a randomized clinical trial. Journal of Acquired 
Immune Deficiency Syndromes 33(2): 199-205. 

Fletcher BW, Tims FM, Brown BS (1997) Drug Abuse Treatment Outcome Study 
(DATOS): Treatment evaluation research in the United States. Psychology of 
Addictive Behavior, 11(4), 216–229. 

Flynn PM, Craddock SG, Hubbard RL, Anderson J, Etheridge RM (1997) 
Methodological overview and research design for the drug abuse treatment outcome 
study (DATOS). Psychology of Addictive Behaviors, 11(4), 230–243. 



 475 

Focchi G R, Leite M C, Andrade A G, Scivoletto S, Focchi G R A, Leite M C, et al. 
(2005) Use of dopamine agonist pergolide in outpatient treatment of cocaine 
dependence. Substance Use & Misuse, 40(8), 1169-1177. 

Foster J, Brewer C, & Steele T (2003) Naltrexone implants can completely prevent 
early (1-month) relapse after opiate detoxification: a pilot study of two cohorts 
totalling 101 patients with a note on naltrexone blood levels. Addiction Biology, 8, 
211-217. 

Fox B S (1997) Development of a therapeutic vaccine for the treatment of cocaine 
addiction. Drug Alcohol Depend, 48(3), 153-158. 

Fox B S, Kantak K M, Edwards M A, Black K M, Bollinger B K, Botka A J, et al. 
(1996) Efficacy of a therapeutic cocaine vaccine in rodent models. Nat Med, 2(10), 
1129-1132. 

Francis, N., Mccambridge, J., Rollnick, S. (2006). Understanding confrontation through 
experimental study. Addiction, 101, 137-138. 

Fraser A., Zamecnik J. (2002). Substance abuse monitoring by the Correctional Service 
of Canada. The Drug Monit 24(1), 187-91; 

Freeman, K., C. G. Jones, D. J. Weatherburn, S. Rutter, C. J. Spooner, N. Donnelly, K. 
Freeman, C. G. A. Jones, D. J. Weatherburn, S. Rutter, C. J. Spooner and N. 
Donnelly (2005). The impact of the Sydney Medically Supervised Injecting Centre 
(MSIC) on crime. Drug & Alcohol Review 24(2): 173-84. 

Frick U, Rehm J, Kovacic S, Ammann J, & Uchtenhagen A (2006) A prospective 
cohort study on orally administered heroin substitution for severely addicted opioid 
users. Addiction, 101(11), 1631-1639. 

Fridell, Mats (1990). Kvalitetsstyrning i psykiatrisk narkomanvård : effekter på personal 
och patienter. Diss. Lund : Univ. 

Fried M.., Shiffman M., Reddy K., Smith C., Marinos G., Goncales F., D. Haussinger, 
M. Diago, G. Carosi, D. Dhumeaux, A. Craxi, A. Lin, J. Hoffman and J. Yu (2002) 
Peginterferon alfa-2a plus ribavirin for chronic hepatitis C virus infection. N Engl J 
Med 347(13), 975-82; 

Fried, M., M. Shiffman, K. Reddy, C. Smith, G. Marinos and e. al. (2002). 
Peginterferon alfa-2a plus ribavirin for chronic hepatitis C virus infection. N Engl J 
Med 347: 975-82. 

Fudala P J, Bridge T P, Herbert S, Williford W O, Chiang C N, Jones K, et al. (2003) 
Office-based treatment of opiate addiction with a sublingual-tablet formulation of 
buprenorphine and naloxone.[see comment]. New England Journal of Medicine, 
349(10), 949-958. 

Fudala, P. J., Bridge, T. P., Herbert, S., Williford, W. O., Chiang, C. N., Jones, K., et al. 
(2003). Office-based treatment of opiate addiction with a sublingual-tablet 
formulation of buprenorphine and naloxone.. New England Journal of Medicine, 
349(10), 949-958.  



 476 

Fuscone A, Correale M, Romualdo M, & Bianchi W (2005) Symptomatic treatment of 
opiate withdrawal syndrome by low-dose buprenorphine in an in-patient setting. 
Heroin Addiction & Related Clinical Problems, 7(1), 39-45. 

Galanter M, Dermatis H, Glickman L, Maslansky R, Sellers M B, Neumann E, et al. 
(2004) Network therapy: decreased secondary opioid use during buprenorphine 
maintenance. Journal of Substance Abuse Treatment, 26(4), 313-318. 

Galanter M., Kleber H.D. Textbook of substance abuse treatment. The American 
Psychiatric Publishing, 2004. 

Galletly, C.A., Watson, D.P., 2006. Substance misuse in patients with acute mental 
illness. Med J Aust. Jun19;184(12):645. 

Gance-Cleveland, B. (2007). Motivational interviewing: Improving patient education. 
Journal of Pediatric Health Care, 21(2), 81-88. 

Gandhi D H, Jaffe J H, McNary S, Kavanagh G J, Hayes M, & Currens M (2003) Short-
term outcomes after brief ambulatory opioid detoxification with buprenorphine in 
young heroin users.[see comment]. Addiction, 98(4), 453-462. 

Garcia de la Hera M, Ferreros I, del Amo J, Garcia de Olalla P (2004) Gender 
differences in progression to AIDS and death from HIV seroconversion in a cohort of 
injecting drug users from 1986 to 2001. Journal of Epidemiology and Community 
Health, 58, 944-950. 

Garcia Sevilla J A (1997) Vacunas contra la cocaina: ¿La penultima frivolidad? Quark, 
6, 28-37. 

Gates S, McCambridge J, Smith L A, & Foxcroft D R (2007) Interventions for 
prevention of drug use by young people delivered in non-school settings. Cochrane 
Database of Systematic Reviews, 3. 

Gates S, Smith L A, & Foxcroft D R (2007) Auricular acupuncture for cocaine 
dependence. Cochrane Database of Systematic Reviews, 3. 

Geelen K, Greshof D, Postma D (2000) Zelfhulpgroepen en verslavingen: een 
voorstudie. Utrecht: Trimbos-instituut 

Geelen K: Zelf hulp (2003) literatuurstudie over de waarde van zelfhulpgroepenen 12-
stappenprogramma's. Utrecht: GGZ Nederland/novadic 

Geenens K., Vanderplasschen W., Broekaert E., De Ruyver B., Alexandre S. (2007) 
Between dream and reality: implementation of case management among drug 
abusers in the treatment and criminal justice system. Summary. University Gent; 

Geistlich, S., 1998. Course of pregnancy and withdrawal symptoms in newborn infants 
of female methadone patients and women under morphine substitution treatment. In: 
Pregnancy and Drug Misuse. Pp.67-84. Council of Europe Publishing. ISBN 92-871-
3784-6. 

George TP, Chawarski MC, Pakes J, Carroll KM, Kosten TR, Schottenfeld RS (2000). 
Disulfiram versus placebo for cocaine dependence in buprenorphine-maintained 
subjects: a preliminary trial. Biological Psychiatry: 47(12), 1080-1086. 



 477 

Gerdner Arne (2004) LVM-vårdens genomförande, utfall och effekt- en kontrollerad  
registerstudie i Jämtland. LVM-utredningens bilagedel  Forskningsrapporter SOU 
2004:3 

Gerlich, M., P. Gschwend, A. Uchtenhagen, A. Kramer, J. Rehm, M. Gerlich, P. 
Gschwend, A. Uchtenhagen, A. Kramer and J. Rehm (2006). Prevalence of hepatitis 
and HIV infections and vaccination rates in patients entering the heroin-assisted 
treatment in Switzerland between 1994 and 2002. European Journal of Epidemiology 
21(7): 545-9. 

Gerra G, Borella F, Zaimovic A, Moi G, Bussandri M, Bubici C, et al. (2004) 
Buprenorphine versus methadone for opioid dependence: Predictor variables for 
treatment outcome. Drug & Alcohol Dependence, 75(1), 37-45. 

Gerra G, Borella F, Zaimovic A, Moi G, Bussandri M. Buprenorphine versus 
methadone for opioid dependence: predictor variables for treatment outcome. 2004 
Drug and Alcohol Dependence 

Gerra G, Ferri M, Polidori E, Santoro G, Zaimovic A, & Sternieri E (2003) Long-term 
methadone maintenance effectiveness: psychosocial and pharmacological variables. 
Journal of substance abuse treatment, 25(1), 1-8. 

Gezondheidsraad (2002)  Behandeling van drugverslaafde gedetineerden. Den Haag: 
Gezondheidsraad 

Gezondheidsraad (2002) Medicamenteuze interventies bij drugverslaving. Den Haag: 
Gezondheidsraad  

Ghodse A H, Reynolds M, Alexander M. Baldacchino, Dunmore E, Byrne S, Oyefeso 
A, et al. (2002) Treating an opiate-dependent inpatient population: A one-year 
follow-up study of treatment completers and noncompleters. Addictive Behaviors, 
27, 765-778. 

Giacomuzzi S M, Ertl M, Kemmler G, Riemer Y, Vigl A. Sublingual Buprenorphine 
and Methadone Maintenance treatment: A Three-Year Follow-UP of Quality of Life 
Assessment. 2005 The Scientific World JOURNAL. 

Giacomuzzi S M, Kemmler G, Ertl M, Riemer Y. Opioid Addicts at Admission vs. 
Slow- Release Oral Morphine, Methadone and Sublingual Buprenorphine 
Maintenance Treatment Participants. 2006 Substance Use and Misuse. 

Giacomuzzi S, Kemmler G, Ertl M, & Riemer Y (2006) Opioid addicts at admission vs. 
slow-release oral morphine, methadone, and sublingual buprenorphine maintenance 
treatment participants. Substance Use & Misuse, 41(2), 223-244. 

Giacomuzzi SM, Ertl M, Kemmler G, Riemer Y, Vigl A (2005) Sublingual 
Buprenorphine and Methadone Maintenance treatment: A Three-Year Follow-UP of 
Quality of Life Assessment. The Scientific World JOURNAL, 5, 452-468. 

Gibson AE, Doran CM, Bell JR, Ryan A, Lintzeris N (2003). A comparison of 
buprenorphine treatment in clinic and primary care settings: a randomised trial. 
Medical Journal of Australia: 179(1), 38-42. 



 478 

Gibson, D. R., R. Brand, K. Anderson, J. G. Kahn, D. Perales and J. Guydish (2002). 
Two- to sixfold decreased odds of HIV risk behavior associated with use of syringe 
exchange. Journal of Acquired Immune Deficiency Syndromes 31(2): 237-42. 

Gilbert L, El-Bassel N, Manuel J, Wu E, Go H, Golder S, et al. (2006) An integrated 
relapse prevention and relationship safety intervention for women on methadone: 
testing short-term effects on intimate partner violence and substance use. Violence & 
Victims, 21(5), 657-672. 

Gillman M, Lichtigfeld F, & Harker N (2006) Psychotropic analgesic nitrous oxide for 
acute cocaine withdrawal in man. International Journal of Neuroscience, 116(7), 847-
857. 

Ginsberg D L (2005) Modafinil Treatment of Cocaine Dependence. Primary Psychiatry, 
12(4), 23-24. 

Glasper A, Gossop M, de Wet C, Reed L,  Bearn J (2008).Influence of the dose on the 
severity of opiate withdrawal symptoms during methadone detoxification. 

Godinho, Marques, Goncalves, dos Vultos (2007) Avaliacao de uma populacao sem 
abrigo a residir num Centro de Acolhimento, e integrada em programa de 
manutencao com methadona, (Evaluation of a homeless drug addict population living 
in a shelter and integrated in a methadeone maintenanece programme). 

Godley SH, Godley MD, Pratt A, Wallace JL (1994) Case management services for 
adolescent substance abusers: A program description. Journal of Substance Abuse 
Treatment, 11(4), 309–317. 

Goldberg D. and e. al. (1998) A lasting public health response to an outbreak of HIV 
infection in a Scottish prison? Int J STD AIDS 9(1), 25-30; 

Gölz, J. (1999). Compliance bei Drogen Gebrauchenden mit HIV. In:  AIDS-Forum 
DAH. Compliance und antiretrovirale Therapie. Berlin, Deutsche AIDS-Hilfe e.V.: 
109-120. 

Gonzalez G, Desai R, Sofuoglu M, Poling J, Oliveto A, Gonsai K, et al. (2007) Clinical 
efficacy of gabapentin versus tiagabine for reducing cocaine use among cocaine 
dependent methadone-treated patients. Drug & Alcohol Dependence, 87(1), 1-9. 

Gonzalez G, Oliveto A, & Kosten T R (2004) Combating opiate dependence: a 
comparison among the available pharmacological options. Expert Opin 
Pharmacother, 5(4), 713-725. 

Gonzalez V M, Schmitz J M, DeLaune K A, Gonzalez V M, Schmitz J M, & DeLaune 
K A (2006) The role of homework in cognitive-behavioral therapy for cocaine 
dependence. Journal of Consulting & Clinical Psychology, 74(3), 633-637. 

Gore S.,  Bird A.,  Strang J. (1999) Random mandatory drugs testing of prisoners: a 
biassed means of gathering information. J Epidemiol Biostat 4(1): 3-9; 

Gore S., Bird A. (1996). Cost implications of random mandatory drugs tests in prisons. 
Lancet 348(9035): 1124-7; 

Gore S., Bird A., Ross J. (1996). Prison rights: mandatory drugs tests and performance 
indicators for prisons. British Medical Journal 312(7043): 1411-3; 



 479 

Gorelick D A, & Wilkins J N (2006) Bromocriptine treatment for cocaine addiction: 
Association with plasma prolactin levels. Drug & Alcohol Dependence, 81(2), 189-
195. 

Gossop M (1988) Clonidine and the treatment of the opiate withdrawal syndrome.   
Gossop M (2003) Drug addiction and its treatment.  Oxford: Oxford University Press. 
Gossop M, Johns A, Green L (1986) Opiate withdrawal: inpatient versus outpatient 

programmes and preferred versus random assignment to treatment. British Medical 
Journal: 293(6539), 103-104. 

Gossop M, Marsden J, Stewart D (2002) Dual dependence: assessment of dependence 
upon alcohol and illicit drugs, and the relationship of alcohol dependence among 
drug misusers to patterns of drinking, illicit drug use and health problems. Addiction, 
972: 169-178 

Gossop M, Marsden J, Stewart D, & Kidd T (2002) Changes in use of crack cocaine 
after drug misuse treatment: 4-5 year follow-up results from the National Treatment 
Outcome Research Study (NTORS). Drug and Alcohol Dependence, 66, 21-28. 

Gossop M, Marsden J, Stewart D, & Treacy S (2001) Outcomes after methadone 
maintenance and methadone reduction treatments: two-year follow-up results from 
the National Treatment Outcome Research Study. Drug and Alcohol Dependence, 
62, 255-264. 

Gossop M, Marsden J, Stewart D, & Treacy S (2002) Change and stability of change 
after treatment of drug misuse 2-year outcomes from the National Treatment 
Outcome Research Study (UK). Addictive Behaviors, 27, 155-166. 

Gossop M, Marsden J, Stewart D, Treacy S (2002) Reduced injection risk and sexual 
risk behaviours after drug misuse treatment: results from the National Treatment 
Outcome Research Study. AIDS Care, 14(1), 77-93. 

Gossop M, Stewart D, Browne N, & Marsden J (2002) Factors associated with 
abstinence, lapse or relapse to heroin use after residential treatment: protective effect 
of coping responses. Addiction, 97(10), 1259-1267. 

Gossop M, Stewart D, Browne N, & Marsden J (2003) Methadone treatment for opiate 
dependent patients in general practice and specialist clinic settings: Outcomes at 2-
year follow-up. Journal of Substance Abuse Treatment, 24, 313-321. 

Gossop M, Strang J (1991) A comparison of the withdrawal responses of heroin and 
methadone addicts during detoxification. British Journal of Psychiatry: 158, 697-699. 

Gossop M, Strang J (2000) Price, cost and value of opiate detoxification treatments: 
reanalysis of data from two randomised trials. British Journal of Psychiatry, 177:262-
266 

Gossop M. (2006). Treating drug misuse problems: evidence of effectiveness. London: 
National Addiction Centre Maudsley Hospital Institute of Psychiatry King´s College 
London. 



 480 

Gossop, M (2003) Randomised and controlled, but irrelevant? In: Maintenance 
treatment of heroin addiction: evidence at the crossroads, Edited by Waal H, Haga E 
red, Oslo: Cappelen Akademisk Forlag, 91-105 

Gowing L R, & Ali R L (2006) The place of detoxification in treatment of opioid 
dependence. Curr Opin Psychiatry, 19(3), 266-270. 

Gowing L, Ali R, & White J (2002) Opioid antagonists under heavy sedation or 
anaesthesia for opioid withdrawal. Cochrane Database Syst Rev(2), CD002022. 

Gowing L, Ali R, & White J (2004) Buprenorphine for the management of opioid 
withdrawal. Cochrane Database Syst Rev(4), CD002025. 

Gowing L, Ali R, & White J (2006) Buprenorphine for the management of opioid 
withdrawal.[update of Cochrane Database Syst Rev. 2004;(4):CD002025; PMID: 
15495026]. Cochrane Database of Systematic Reviews(2), CD002025. 

Gowing L, Ali R, & White J (2006) Opioid antagonists with minimal sedation for 
opioid withdrawal. Cochrane Database Syst Rev(1), CD002021. 

Gowing L, Ali R, & White J (2007) Buprenorphine for the management of opioid 
withdrawal. Cochrane Database of Systematic Reviews, 3. 

Gowing L, Ali R, & White J (2007) Opioid antagonists under heavy sedation or 
anaesthesia for opioid withdrawal. Cochrane Database of Systematic Reviews, 3. 

Gowing L, Ali R, & White J (2007) Opioid antagonists with minimal sedation for 
opioid withdrawal [Systematic Review]. Cochrane Database of Systematic 
Reviews(3). 

Gowing L, Ali R, White J (2004) Buprenorphine for the management of opioid with 
drawal. Cochrane Database of Systematic Reviews: 4 

Gowing L, Farrell M, Ali R, & White J (2004) Alpha2 adrenergic agonists for the 
management of opioid withdrawal. Cochrane Database Syst Rev(4), CD002024. 

Gowing L, Farrell M, Ali R, & White J (2007) Alpha2 adrenergic agonists for the 
management of opioid withdrawal. Cochrane Database of Systematic Reviews, 3. 

Gowing L, Farrell M, Ali R, White JM.(2004) Alpha2 adrenergic agonists for the 
management of opioid withdrawal. Cochrane Database of Systematic Reviews:  4.  

Gowing L, Farrell M, Bornemann R, & Ali R (2007) Substitution treatment of injecting 
opioid users for prevention of HIV infection. Cochrane Database of Systematic 
Reviews, 3. 

Gowing L, Proudfoot H, Henry-Edwards S, & Teesson M. (2001). Evidence supporting 
treatment. the effectiveness of interventions for illicit drug use: Australian National 
Council on Drugs. 

Grabowski J, Rhoades H, Stotts A, Cowan K, Kopecky C, Dougherty A, et al. (2004) 
Agonist-like or antagonist-like treatment for cocaine dependence with methadone for 
heroin dependence: Two double-blind randomized clinical trials. 
Neuropsychopharmacology, 29(5), 969-981. 

Graeber DA, Moyers TB, Griffith G, Guajardo E, Tonigan S (2003) A Pilot Study 
Comparing Motivational Interviewing and an Educational Intervention in Patients 



 481 

with Schizophrenia and Alcohol Use Disorders. Community Mental Health Journal, 
39(3), 189–202. 

Graham G., Metsch L., Weatherby N., Chitwood D., McCoy C.  (2000). HIV-1 RNA 
load in needles/syringes from shooting galleries in Miami: a preliminary laboratory 
report. Journal of Drug and Alcohol Dependency 58(1-2), 153-157; 

Grassi M C, Cioce A M, Giudici F D, Antonilli L, Nencini P, Grassi M C, et al. (2007) 
Short-term efficacy of Disulfiram or Naltrexone in reducing positive urinalysis for 
both cocaine and cocaethylene in cocaine abusers: a pilot study. Pharmacological 
Research, 55(2), 117-121. 

Gray, E., McCambridge, J., Strang, J. (2005). The effectiveness of motivational 
interviewing delivered by youth workers in reducing drinking, cigarette and cannabis 
smoking among young people: quasi-experimental pilot study. Alcohol and 
alcoholism, 40(6), 535-539. 

Green L, & Gossop M (1988) Effects of information on the opiate withdrawal 
syndrome. Br J Addict, 83(3), 305-309. 

Greenwald M K (2006) Early impact of methadone induction for heroin dependence: 
differential effects of two dose sequences in a randomized controlled study. 
Experimental & Clinical Psychopharmacology, 14(1), 52-67. 

Greenwood GL, Woods WJ, Guydish J, Bein E (2001). Relapse outcomes in a 
randomized trial of residential and day drug abuse treatment. Journal of Substance 
Abuse Treatment: 20 (1), 15-23. 

Grella, C.E., Hser, Y,I., Huang, Y.C., 2006. Mothers in substance abuse treatment: 
differences in characteristics based on involvement with child welfare services. Child 
Abuse Negl. Jan;30(1):55-73. 

Grenard, J. L., Ames, S. L., Wiers, R. W., Thush, C., Stacy, A. W., & Sussman, S. 
(2007). Brief intervention for substance use among at-risk adolescents: A pilot study. 
Journal of Adolescent Health, 40(2), 188-191. 

Grenard, JL.; Ames, SL.; Pentz, MA, & Sussman, S. (2006). Motivational interviewing 
with adolescents and young adults for drug-related problems. International Journal of 
Adolescent Medicine and Health, 18, 53-67. 

Griesbach, D., D. Abdulrahim, D. Gordon and K. Dowell (2006). Needle Exchange 
Provision in Scotland: A Report of the National Needle Exchange Survey, Scottish 
Executive Social Research Substance Misuse Research Programme: 83. 

Grogan, L., M. Tiernan, N. Geoghegan, B. P. Smyth and E. Keenan (2005). Blood 
Borne Virus Infections among Drug Users in Ireland: A Retrospective Cross-
sectional Survey of Screening, Prevalence, Incidence and Hepatitis B Immunisation 
Uptake. Irish Journal of Medical Science 174(2): 14-20. 

Gross A, Marsch L A, Badger G J, & Bickel W K (2006) A comparison between low-
magnitude voucher and buprenorphine medication contingencies in promoting 
abstinence from opioids and cocaine. Experimental & Clinical Psychopharmacology, 
14(2), 148-156. 



 482 

Grusser S M, Thalemann C N, Platz W, Golz J, & Partecke G (2006) A new approach to 
preventing relapse in opiate addicts: a psychometric evaluation. Biol Psychol, 71(3), 
231-235. 

Gsellhofer, B., Küfner, H., Vogt, M., Weiler, D., 1999. European Addiction Index – 
Manual für Training und Durchführung. Baltmannweiler: Schneider. 

Guenter, C. D., K. Fonseca, D. M. Nielsen, V. J. Wheeler, C. P. Pim, C. D. Guenter, K. 
Fonseca, D. M. Nielsen, V. J. Wheeler and C. P. Pim (2000). HIV prevalence 
remains low among Calgary's needle exchange program participants. Canadian 
Journal of Public Health Revue Canadienne de Sante Publique 91(2): 129-32. 

Guerrini F, Ceppellini C, Resentini M (2002) Valutazione dei dosaggi di buprenorfina 
sublinguale in relazione alla storia pregressa di assunzione di eroina e/o metadone: 
ricerca di un fattore predittivo di performance terapeutica, (Evaluation of the 
administration of sublingual doses of buprenorphine based on previous addiction 
histories. Study of the therapeutic performance predictive factors). Bollettino per le 
Farmacodipendenze e l'Alcolismo, 25(1-2), 39-45 

Guglielmino L, Vigezzi P, De Chiara M, Silenzio R (2005) Buprenorfina vs. Metadone: 
Studio prospettico relativo ai trattamenti sostitutivi nel periodo gennaio 2002 - 
giugno 2003 nel Ser.T. Distretto IV - ASL Cittˆ di Milano, (A comparison between 
Buprenorphine and Methadone treatments in a public drug addiction treatment centre 
in Milan, Italy). Bollettino per le Farmacodipendenze e l'Alcolismo, 29(1-2), 1-10. 

Guglielmino L, Vigezzi P, De Chiara M, Silenzio R. Buprenorfina vs. Metadone: Studio 
prospettico relativoai trattamenti sostitutivi nel periodo gennaio 2002 - giugno 2003 
nel Ser.T. Distretto IV - ASL Città di Milano. (A comparison between 
Buprenorphine and Methadone treatments in a public drug addiction treatment centre 
in Milan, Italy) 2005 Bollettino per le Farmacodipendenze e l'Alcolismo 

Guidelines and Protocols Advisory Committee (2005). Viral Hepatitis Testing. Victoria, 
British Columbia Health Services. 

Güttinger F, Gschwend P, Schulte B, Rehm J, Uchtenhagen A. Evaluating long-term 
effects of heroin-assisted treatment: the results of a 6-year follow-up. Eur Addict 
Res. 2003 Apr;9(2):73-9. 

Haal W, & Kimber J (2005) Being realistic about benefits of supervised injecting 
facilities. Lancet, 366, 271-272. 

Haasen C, Verthein U, Degkwitz P, Berger J, Krausz M, & Naber D (2007) Heroin-
assisted treatment for opioid dependence: Randomised controlled trial. British 
Journal of Psychiatry. Vol., 191(JULY), 55-62. 

Haasen C, Verthein U, Degkwitz P, Berger J, Krausz M, Naber D. Heroin-assisted 
treatment for opioid dependence: randomised controlled trial. Br J Psychiatry. 2007 
Jul;191:55-62. 

Habrat B, Chmielewska K, Baran-Furga H (2001) Stab zdrowia os—b uzale nionych od 
opiat—w przed i po roku leczenia w programie, (Physical status of opiate dependent 



 483 

patients before and after one-year participation in methadone maintanance program). 
Przegl d Lekarski, 58(4), 245-249. 

Habrat B, Chmielewska K, Baran-Furga H (2003) Wydawanie metadonu do domu w 
polskich programach leczenia substytucyjnego, (Take - home methadone in Polish 
Substitution Programs). Alkholizm i Narkomania, 16(3-4), 147-154. 

Habrat B, Chmielewska K, Baran-Furga H, Kszycka B, Taracha E (2002) Subiektywna 
ocena jako ci  ycia przez pacjent— uzale nionych od opiat—w przed przyj ciem, po 
6 miesi cach i po roku uczestniczenia w programie metodonowym, (Subjective 
Quality of Life in opiate dependent patients before admission, after six months and 
one-year participation in methadone program), Przegl d lekarski, 59(4-5), 351-354. 

Habrat B., Chmielewska K., Baran – Furga H. (2003) Regulacje prawne i praktyka 
kliniczna w zakresie wydawania środków substytucyjnych do domu. Alkoholizm i 
Narkomania 16, 3-4, 147-154; 

Habrat B., Chmielewska K., Baran-Furga H, K?szycka B., Taracha E. Subjective 
Quality of Life in opiate dependent patients before admission, after six months and 
one-year participation in methadone program. 2002 Przeglad lekarski 

Habrat B., Chmielewska K., Baran-Furga H. Physical status of opiate dependent 
patients before and after one-year participation in methadone maintanance program. 
2002 Przeglad lekarski 

Haddock G, Barrowclough C, Tarrier N, Moring J, O’Brien R, Schofield N, Quinn J, 
Palmer S, Davies L, Lowens I, McGovern J, Lewis S (2003) Cognitive-behavioural 
therapy and motivational intervention for schizophrenia and substance misuse: 18-
month outcomes of a randomised controlled trial. British Journal of Psychiatry, 183, 
418–426. 

Haddock G, Barrowclough C, Tarrier N, Moring J, O'Brien R, Schofield N (2003) 
Cognitive-behavioural therapy and motivational intervention for schizophrenia and 
substance misuse 18-month outcomes of a randomised controlled trial. British 
Journal of Psychiatry, 183:418-426 

Hagan H, McGough J P, Thiede H, Hopkins S, Duchin J, & Alexander E R (2000) 
Reduced injection frequency and increased entry and retention in drug treatment 
associated with needle-exchange participation in Seattle drug injectors. Journal of 
substance abuse treatment, 19(3), 247-252. 

Hagan, H., J. P. McGough, H. Thiede, S. Hopkins, J. Duchin, E. R. Alexander, H. 
Hagan, J. P. McGough, H. Thiede, S. Hopkins, J. Duchin and E. R. Alexander 
(2000). Reduced injection frequency and increased entry and retention in drug 
treatment associated with needle-exchange participation in Seattle drug injectors. 
Journal of Substance Abuse Treatment 19(3): 247-52. 

Hahn, J. A., K. Page-Shafer, P. J. Lum, K. Ochoa, A. R. Moss, J. A. Hahn, K. Page-
Shafer, P. J. Lum, K. Ochoa and A. R. Moss (2001). Hepatitis C virus infection and 
needle exchange use among young injection drug users in San Francisco. Hepatology 
34(1): 180-7. 



 484 

Haig T (2003) Randomized controlled trial proves effectiveness of methadone 
maintenance treatment in prison. Canadian HIV/AIDS policy & law review / 
Canadian HIV/AIDS Legal Network, 8(3), 48. 

Hall S, Bass A, Hargreaves WA, & Loeb P (1979) Contingency management and 
information feedback in outpatient heroin detoxification. Behavior Therapy, 10, 443-
451. 

Hall W, & Kimber J (2005) Being realistic about benefits of supervised injecting 
facilities. Lancet, 366(9482), 271-272. 

Hall W, & Mattick R (2007) Clinical update: codeine maintenance in opioid 
dependence. Lancet, 370, 550-552. 

Hall W, Ward J,  Mattick RP. eds. (1998). Methadone maintenance treatment and other 
opioid replacement therapies. Amsterdam: Harwood Academic Publishers. 

Hall, W. D., Ross, J. E., Lynskey, M. T., Law, M. G., & Degenhardt, L. J. (2000). How 
many dependent heroin users are there in Australia? Med J Aust, 173(10), 528-531.  

Hall, W., & Mattick, R. (2007). Clinical update: codeine maintenance in opioid 
dependence. Lancet, 370, 550-552.  

Hamers, F. F. and A. M. Downs (2004). The changing face of the HIV epidemic in 
western Europe: what are the implications for public health policies? Lancet 364(3): 
83-94. 

Hamilton R J, Olmedo R E, Shah S, Hung O L, Howland M A, Perrone J, et al. (2002) 
Complications of ultrarapid opioid detoxification with subcutaneous naltrexone 
pellets. Acad Emerg Med, 9(1), 63-68. 

Hampl K (2003) Sustitucni lecba zavislosti na heroinu buprenorfinem, (Substitution 
Treatment of Dependence on Heroin with Buprenorphine). Ces. a slov. Psychiat., 
99(3), 163 - 167. 

Hampl K. Sustitucni lecba zavislosti na heroinu buprenorfinem. (Substitution Treatment 
of Dependence on Heroin with Buprenorphine) 2003 Ces. a slov. Psychiat. 

Handmaker, N.S., Rayburn, W.F., Meng, C., Bell, J.B., Rayburn, B.B., Rappaport, V.J., 
2006. Impact of alcohol exposure after pregnancy recognition on ultrasonographic 
fetal growth measures. Alcohol Clin Exp Res. May;30(5):892-898. 

Haney M, Hart C L, Vosburg S K, Nasser J, Bennett A, Zubaran C, et al. (2004) 
Marijuana Withdrawal in Humans: Effects of Oral THC or Divalproex. 
Neuropsychopharmacology. Vol., 29(1), 158-170. 

Haney M, Hart C, Collins E D, & Foltin R W (2005) Smoked cocaine discrimination in 
humans: Effects of gabapentin. Drug & Alcohol Dependence, 80(1), 53-61. 

Harbour R, & Miller J (2001) A new system for grading recommendations in evidence 
based guidelines. BMJ, 323(7308), 334-336. 

Haro G, Ramirez N, Lopez N, Barea J, Mateu C, & Cervera G (2006) Effectiveness of a 
step-stage psychotherapeutic approach between hospital detoxification and outpatient 
treatment of drug dependencies. Addictive Disorders & Their Treatment, 5(2), 87-98. 



 485 

Harrell A., Kleiman M.  (2002) Drug testing in criminal justice settings. In. Treatment 
of drug offenders: Policies and issues. New York, NY, Springer Publishing Co: 149-
171; 

Harris A H, Gospodarevskaya E, & Ritter A J (2005) A randomised trial of the cost 
effectiveness of buprenorphine as an alternative to methadone maintenance treatment 
for heroin dependence in a primary care setting. Pharmacoeconomics, 23(1), 77-91. 

Harris DS, Mendelson JE, Lin ET, Upton RA, Jones RT (2004) Pharmacokinetics and 
subjective effects of sublingual buprenorphine, alone or in combination with 
naloxone: lack of dose proportionality. Clin Pharmacokinet 43(5):329-40. 

Harrison L., Capello R., Alaszewski A.., Appleton S., Cooke G. (2003) The 
effectiveness of treatment for substance dependence within the prison system in 
England: a review. University of Kent, Kent; 

Hart C L, Haney M, Collins E D, Rubin E, & Foltin R W (2007) Smoked cocaine self-
administration by humans is not reduced by large gabapentin maintenance doses. 
Drug & Alcohol Dependence, 86(2-3), 274-277. 

Hart C L, Haney M, Vosburg S K, Rubin E, & Foltin R W (2007) Gabapentin does not 
reduce smoked cocaine self-administration: Employment of a novel self-
administration procedure. Behavioural Pharmacology, 18(1), 71-75. 

Hart C L, Ward A S, Collins E D, Haney M, Foltin R W, Hart C L, et al. (2004) 
Gabapentin maintenance decreases smoked cocaine-related subjective effects, but not 
self-administration by humans. Drug & Alcohol Dependence, 73(3), 279-287. 

Hasin, D.S., Hatzenbueler, M., Smith, S., Grant, B.F., 2005. Co-occuring DSM-IV dug 
abuse in DSM-IV drug dependence: Results from the National Epidemiologic Survey 
on Alcohol and Related Conditions. DAD. 80(1):117-123. 

Havassy BE, Alvidrez J, Owen KK (2004) Comparisons of patients with comorbid 
psychiatric and substance use disorders: implications for treatment and service 
delivery. Am J Psychiatry., 161(1), 139-45. 

Hawkins JD, Catalano RF, Gillmore MR, Wells EA (1989) Skills training for drug 
abusers: generalization, maintenance, and effects of drug use.  Journal of Consulting 
and Clinical Psychology: 57(4), 559-563. 

Hawkins JD, Catalano RF, Wells EA (1986) Measuring effects of a skills training 
intervention for drug abusers.  Journal of Consulting and Clinical Psychology: 54(5), 
661-664. 

Haydon, E., B. Fischer and M. Krajden (2005). Fact sheet: Hepatitis C virus (HCV) 
infection and illicit drug use, Canadian Centre on Substance Abuse (CCSA): 6. 

Hayes S C, Wilson K G, Gifford E V, Bissett R, Piasecki M, Batten S V, et al. (2004) A 
preliminary trial of twelve-step facilitation and acceptance and commitment therapy 
with polysubstance-abusing methadone-maintained opiate addicts. Behavior 
Therapy, 35(4), 667-688. 

Hedrich, D. (2004). European report on drug consumption rooms. Luxembourg, 
EMCDDA. 



 486 

Heimer R, Catania H, Newman R G, Zambrano J, Brunet A, & Ortiz A M (2005) 
Methadone maintenance in prison: Evaluation of a pilot program in Puerto Rico. 
Drug Alcohol Depend. 

Heimer, R. (2008). Community coverage and HIV prevention: assessing metrics for 
estimating HIV incidence through syringe exchange. International Journal of Drug 
Policy 19(1): 65-73. 

Heinemann A., Bohlen K., Püschel K.  (2002) Abstinenzorientierte 
Behandlungsstrategien im Strafvollzug. Evaluation des Abstinenz-
Erprobungsprogramms in der JVA Vierlande in Hamburg. Suchttherapie 3, 146-154; 

Heinemann A., Gross U.  (2001). Infektionsprophylaxe für Drogenkonsumenten im 
offenen 

Heinemann A., Kappos-Baxman I, Puschel K. (2002) Release from prison as a risk 
period for drug dependent convicts – an analysis of detention experiences before 
drug – releted deaths in Hamburg. Suchttherapie 3, 162-167; 

Heinzerling K G, Shoptaw S, Peck J A, Yang X, Liu J, Roll J, et al. (2006) 
Randomized, placebo-controlled trial of baclofen and gabapentin for the treatment of 
methamphetamine dependence. Drug & Alcohol Dependence, 85(3), 177-184. 

Hellerstein DJ, Rosenthal RN, Miner CR (1995) A prospective study of integrated 
outpatient treatment for substance-abusing schizophrenic patients. American Journal 
on Addictions, 4(1), 33–42. 

Henderson D. (1998) Drug abuse and incarcerated women: a research review. Journal of 
Substance Abuse Treatment 15(6), 579-87; 

Henderson, L. A., D. Vlahov, D. D. Celentano, S. A. Strathdee, L. A. Henderson, D. 
Vlahov, D. D. Celentano and S. A. Strathdee (2003). Readiness for cessation of drug 
use among recent attenders and nonattenders of a needle exchange program. Journal 
of Acquired Immune Deficiency Syndromes: JAIDS 32(2): 229-37. 

Hensel M, Kox WJ (2000) Safety,efficacy, and long-term resultsof a modified version 
of rapid opiate detoxification under general anaesthesia: a prospective study in 
methadone, heroin, codeine and morphine addicts. Acta anaesthesiologica 
Scandinavica, 443: 326-333 

Henshall C et al. (1997). Priority setting for health technology assessment: theoretical 
considerations and practical approaches. International Journal of Technology 
Assessment in Health Care, 13:144–185. 

Henskens R (2002) Het cocaïneproject: een gerandomiseerde effectstudie naar een 
hulpverleningsmethodiek voor moeilijk bereikbare cocaïnegebruikers. Rotterdam: 
GGD Rotterdam en omstreken 

hepatitis viruses in correctional settings. American Family Physician 67, 2620-22; 
Hesse M (2006) Psykosociala interventioner i stoffri behandling for opiatmissbruk 

Nordisk alkohol & Narkotikatidskrift 6 
Higgins S T, Heil S H, Dantona R, Donham R, Matthews M, & Badger G J (2007) 

Effects of varying the monetary value of voucher-based incentives on abstinence 



 487 

achieved during and following treatment among cocaine-dependent outpatients. 
Addiction, 102(2), 271-281. 

Higgins ST (1999) Potential contributions of the community reinforcement approach 
and contingency management to broadening the base of substance abuse treatment. 
In: Tucker, J.A., Donovan DM, Marlatt GA eds. Changing Addictive Behavior: 
Bridging Clinical and Public Health Strategies. New York: Guilford Press, 283–306. 

Higgins ST, Budney AJ, Bickel WK, Foerg FE, Donham R, Badger GJ (1994). 
Incentives improve outcome in outpatient behavioral treatment of cocaine 
dependence. Archives of General Psychiatry: 51(7), 568-576. 

Higgins ST, Budney AJ, Bickel WK, Hughes JR, Foerg F, Badger G (1993) Achieving 
cocaine abstinence with a behavioral approach. American Journal of Psychiatry: 
150(5),763-769. 

Higgins ST, Stitzer ML, Bigelow GE, Liebson, IA (1986) Contingent methadone 
delivery: Effects on illicit-opiate use. Drug and Alcohol Dependence, 17(4), 311–
322. 

Hiltunen AJ, Eklund C (2002) Withdrawal from methadone maintenance treatment: 
reasons for not trying to quit methadone. European Addiction Research, 81: 38-44 

Hoffman JA, Caudill BD, Koman JJ, Luckey JW, Flynn PM, Mayo DW (1996). 
Psychosocial treatments for cocaine abuse. 12 month treatment outcomes. Journal of 
Substance Abuse Treatment, 13(1), 3-11. 

Hoffmann, C., J. K. Rockstroh and B. S. Kamps, Eds. (2007). HIV Medicine 2007. 15th 
Edition. Flying Publisher – Paris, Cagliari, Wuppertal, www.HIVMedicine.com. 

Hollonds G.B., Oei T.P.S., Turecek L.R. (1980). An Evaluation of a Behaviour Therpay 
Programme as an Intervention Treatment for the Fear of Withdrawal with Heroin-
Dependent Persons. Drug and Alcohol Dependence, 5:153-160. 

Hope, V. D., A. Judd, M. Hickman, T. Lamagni, G. Hunter, G. V. Stimson, S. Jones, L. 
Donovan, J. V. Parry and O. N. Gill (2001). Prevalence of hepatitis C among 
injection drug users in England and Wales: Is harm reduction working? Am J Public 
Health 91(1): 38-42. 

Hopper J A, Wu J, Martus W, & Pierre J D (2005) A randomized trial of one-day vs. 
three-day buprenorphine inpatient detoxification protocols for heroin dependence. 
Journal of Opioid Management, 1(1), 31-35. 

Horspool MJ, Seivewright N,  Armitage CJ, Mathers N (2008) Post-treatment outcomes 
of buprenorphine detoxification in community settings: a systematic review. 
European Addiction Research, 14(4), 179 – 185. 

Howells C, Allen S, Gupta J, Stillwell G, Marsden J, & Farrell M (2002) Prison based 
detoxification for opioid dependence: a randomised double blind controlled trial of 
lofexidine and methadone. Drug Alcohol Depend, 67(2), 169-176. 

Howells C., Allen S., Gupta J., Stillwell G., Marsden J.  and Farrell M.  (2002) 'Prison 
based  



 488 

Hser Y I, Hoffman V, Grella C E, & Anglin M D (2001) A 33-year follow-up of 
narcotics addicts. Archives of General Psychiatry, 58(5), 503-508. 

Hser Y, Grella C, Hubbard RL, Hsieh S, Fletcher BW, Brown BS, Anglin MD (2001) 
An evaluation of drug treatment for adolescents in 4 US cities. Archives of General 
Psychiatry, 58, 689–695. 

Hser, Y. I., Anglin, M. D., & Fletcher, B. (1998). Comparative treatment effectiveness. 
Effects of program modality and client drug dependence history on drug use 
reduction. Journal of Substance Abuse Treatment, 15(6), 513-523.  

Hser, Y. I., Hoffman, V., Grella, C. E., & Anglin, M. D. (2001). A 33-year follow-up of 
narcotics addicts. Archives of General Psychiatry, 58(5), 503-508.  

Hubbard RL, Craddock SG, Flynn PM, Anderson J, Etheridge RM (1997) Overview of 
1-year follow-up outcomes in the Drug Abuse Treatment Outcome Study (DATOS). 
Psychology of Addictive Behaviors, 11(4), 261–278. 

Hubbard RL, Marsden ME, Rachal JV, Harwood HJ, Cavanaugh ER, Ginzburg HM 
(1989)  Drug Abuse Treatment: A National Study of Effectiveness. Chapel Hill, NC: 
University of North Carolina Press. 

Hughes R. (2000) Drug injectors and prison mandatory drug testing. Howard Journal Of 
Criminal Justice 39(1), 1-13; 

Hughes R. (2000). Lost opportunities? Prison needle and syringe exchange schemes. 
Drugs: Education, Prevention and Policy 7(1), 75-86; 

Hulse G K, & O'Neill G (2002) A possible role for implantable naltrexone in the 
management of the high-risk pregnant heroin user. Aust N Z J Obstet Gynaecol, 
42(1), 93-94. 

Hulse G K, O'Neill G, Pereira C, & Brewer C (2001) Obstetric and neonatal outcomes 
associated with maternal naltrexone exposure. Aust N Z J Obstet Gynaecol, 41(4), 
424-428. 

Hulse G K, Tait R J, Comer S D, Sullivan M A, Jacobs I G, & Arnold-Reed D (2005) 
Reducing hospital presentations for opioid overdose in patients treated with sustained 
release naltrexone implants. Drug and Alcohol Dependence, 79(3), 351-357. 

Hulse GK, Tait RJ (2002) Six-month outcomes associated with a brief alcohol 
intervention for adult in-patients with psychiatric disorders. Drug and Alcohol 
Review, 21(2), 105–112. 

Hulse, G.K., Milne, E., English, D.R., Holman, D.J., 1998. Assessing the relationship 
between maternal opiate use and neonatal mortality. Addiction 93(7): 1033-1042. 

Hurd, Y.L., Wang, X., Anderson, V., Beck, O., Minkoff, H., Dow-Edwards, D., 2005. 
Marijuana impairs growth in mid-gestation fetuses. Neurotoxicology and Teratology. 
27(2):221-229. 

Hutchinson, S. J., A. Taylor, D. J. Goldberg and L. Gruer (2002). Factors associated 
with injecting risk behaviour among serial community-wide samples of injecting 
drug users in Glasgow 1990-94: implications for control and prevention of blood-
borne viruses Addiction 95(6): 931-940. 



 489 

Irvin, J. E., Bowers, C.A., Dunn, M.E., and Wang, M.C. (1999). Efficacy of relapse 
prevention: A meta-analytic review. Journal of Consulting and Clinical Psychology. 

Islam, M., T. Stern, K. M. Conigrave and A. Wodak (2008). Client satisfaction and risk 
behaviours of the users of syringe dispensing machines: a pilot study. Drug Alcohol 
Rev 27(1): 13-9. 

Ivaskevicius J, Jovaisa T, Laurinenas G, Vosylius S, Sipylait_ J, Badaras R (2005) 
Opioidu antagonistu ankstyvosios indukcijos metodika taikant bendraja anestezija. 
Proceduros saugumas ir efektyvumas, (Safety and effectiveness of opiate antagonist 
detoxification under general anesthesia). Medicina, 41(12), 1011-1018.  

Jacob, J. and H. Stöver (2000). The transfer of harm-reduction strategies into prisons: 
needle exchange programmes in two German prisons. International Journal of Drug 
Policy 11: 325-335. 

Jacobs S. (1995) AIDS in correctional facilities: current status of legal issues critical to 
policy development. Journal of Criminal Justice 23(3), 209-21; 

James W, Preston N J, Koh G, Spencer C, Kisely S R, & Castle D J (2004) A group 
intervention which assists patients with dual diagnosis reduce their drug use: A 
randomized controlled trial. Psychological Medicine, 34(6), 983-990. 

Jansson, L.M., Velez, M., Harrow, C., 2004. Methadone maintenance and lactation: a 
review of the literature and current management guidelines. J Hum Lact. 
Feb;20(1):62-71. 

Järvinen, Margaretha, Skretting, Astrid & Hübner, Lena (red.) (1994). Missbruk och 
tvångsvård. Helsingfors: Nordiska nämnden för alkohol- och drogforskning (NAD) 

Jayaram-Lindstrom N, Wennberg P, Beck O, & Franck J (2005) An open clinical trial 
of naltrexone for amphetamine dependence: compliance and tolerability. Nordic 
Journal of Psychiatry, 59(3), 167-171. 

Jeffrey, G. P., G. MacQuillan, F. Chua, S. Galhenage, J. Bull, E. Young, G. Hulse and 
G. O'Neil (2007). Hepatitis C virus eradication in intravenous drug users maintained 
with subcutaneous naltrexone implants. Hepatology 45(1): 111-7. 

Jernite, M., Viville, B., Escande, B., Brettes, J.P., Messer, J., 1999. Arch Pediatr. Nov; 
6(11): 1179-1185. 

Jimenez-Lerma J M, Landabaso M, Iraurgi L, Calle R, Sanz J, & Gutierrez-Fraile M 
(2002) Nimodipine in opiate detoxification: a controlled trial. Addiction, 97(7), 819-
824. 

Joe GW, Brown BS, Simpson D (1995) Psychological problems and client engagement 
in methadone treatment. Journal of Nervous and Mental Disease, 183(11), 704–710. 

Jofre-Bonet M, Sindelar J L, Petrakis I L, Nich C, Frankforter T, Rounsaville B J, et al. 
(2004) Cost effectiveness of disulfiram: treating cocaine use in methadone-
maintained patients. Journal of Substance Abuse Treatment, 26(3), 225-232. 

Jofre-Bonet M, Sindelar JL, Petrakis IL, Nich C, Frankforter T, Rounsaville BJ, Carroll 
KM (2004). Cost effectiveness of disulfiram: treating cocaine use in methadone-
maintained patients. Journal of Substance Abuse Treatment: 26(3), 225-232. 



 490 

Johansson B A, Berglund M, & Lindgren A (2006) Efficacy of maintenance treatment 
with naltrexone for opioid dependence: a meta-analytical review. Addiction, 101(4), 
491-503. 

Johansson BA (2003) Pharmacotherapy for opioid dependence, in Treating alcohol and 
drug abuse. Edited by Berglund M, Thelander S, Jonsson E. Evidence-based review, 
Weinheim: Wiley-vch Schweden, 325-413 

Johnson B A, Roache J D, Ait-Daoud N, Javors M A, Harrison J M, Elkashef A, et al. 
(2006) A preliminary randomized, double-blind, placebo-controlled study of the 
safety and efficacy of ondansetron in the treatment of cocaine dependence. Drug & 
Alcohol Dependence, 84(3), 256-263. 

Johnson B A, Roache J D, Ait-Daoud N, Wells L T, & Mauldin J B (2004) Effects of 
isradipine on cocaine-induced subjective mood. Journal of Clinical 
Psychopharmacology, 24(2), 180-191. 

Johnson R E, Chutuape M A, Strain E C, Walsh S L, Stitzer M L, & Bigelow G E 
(2000) A comparison of levomethadyl acetate, buprenorphine, and methadone for 
opioids dependence. New England Journel of Medcine, 343, 1290-1297. 

Johnson R E, Jones H E, & Fischer G (2003) Use of buprenorphine in pregnancy: 
patient management and effects on the neonate. Drug Alcohol Depend, 70(2 Suppl), 
S87-S101. 

Johnson, K., Gerada, C., Greenough, A., 2003. Substance misuse during pregnancy, 
British Journal of Psychiatry 183:187-189. 

Johnson, K., Greenough, A., Gerada, C., 2003. Maternal drug use and length of neonatal 
unit stay. Addiction. 98:785-789. 

Johnson, R.E., Chutuape, M.A., Strain, E.C., Walsh, S.L., Stitzer, M.L., Bigelow, G.E., 
2000. A comparison of Levomethadyl acetate, buprenorphine, and methadone for 
opioid dependence. N Engl J Med. Nov;343(18):1290-1297. 

Johnson, R.E., Jones, H.E., Fischer, G., 2003. Use of buprenorphine in pregnancy: 
patient management and effects on the neonate. Drug Alcohol Depend . 70:87-101. 

Johnson, R.E., Jones, H.E., Jasinski, D.R., Svikis, D.S., Haug, N.A., Jansson, L.M., 
Kissin, W.B., Alpan, G., Lantz, M.E., cone, E.J., Wilkins, D.G., Golden, A.S., 
Huggins, G.R., Lester, B.M., 2001. Buprenorphine treatment of pregnant opioid-
dependent women: maternal and neonatal outcomes. Drug Alcohol Depend  63:97-
103. 

Jones H E, Johnson R E, Bigelow G E, Silverman K, Mudric T, Strain E C, et al. (2004) 
Safety and efficacy of L-tryptophan and behavioral incentives for treatment of 
cocaine dependence: a randomized clinical trial. American Journal on Addictions, 
13(5), 421-437. 

Jones H E, Johnson R E, Jasinski D R, & Milio L (2005) Randomized controlled study 
transitioning opioid-dependent pregnant women from short-acting morphine to 
buprenorphine or methadone. Drug & Alcohol Dependence, 78(1), 33-38. 



 491 

Jones H E, Johnson R E, Jasinski D R, O'Grady K E, Chisholm C A, Choo R E, et al. 
(2005) Buprenorphine versus methadone in the treatment of pregnant opioid-
dependent patients: effects on the neonatal abstinence syndrome. Drug & Alcohol 
Dependence, 79(1), 1-10. 

Jones, A, Weston S, Moody A, Millar T, Dollin L, Anderson T, Donmall M. (2007). 
The drug treatment outcomes research study (DTORS): baseline report. London: 
Home Office. 

Jones, H.E., Johnson, R.E., Jasinski, D.R., O´Grady, K.E., Chisholm, C.A., Choo, R.E., 
Crocetti, M., Dudas, R., Harrow, C., Huestis, M.A., Jansson, L.M., Lantz, M., Lester, 
B.M., Milio, L., 2005. Buprenorphine versus methadone in the treatment of pregnant 
opioid-dependent patients: effects on the neonatal abstinence syndrome. Drug 
Alcohol Depend . 79:1-10. 

Journal of Drug Issuse, 33, 663-688. 
Jovaisa T, Laurinenas G, Vosylius S, Sipylaite J, Badaras R, Ivaskevicius J (2006) 

Effects of ketamine on precipitated opiate withdrawal. Medicina, 42(8), 625-634. 
Jungerman F.S., Andreoni S., Laranjeira R. Short term impact of same intensity but 

different duration interventions for cannabis users. Drug and alcohol dependence, 
2007 Oct 8, 90(2-3):120-7. 

Jungner, M. (2001) Treatment of intoxicating substance misuse in Finnish prisons', 
Connections — The newsletter of the European Network of Drug and HIV/AIDS 
Services in Prison, Issue 9–10, November 2001, pp. 12–13; 

Kakko J, Gronbladh L, Svanborg K D, von Wachenfeldt J, Ruck C, Rawlings B, et al. 
(2007) A stepped care strategy using buprenorphine and methadone versus 
conventional methadone maintenance in heroin dependence: a randomized controlled 
trial.[see comment]. American Journal of Psychiatry, 164(5), 797-803. 

Kakko J, Svanborg K D, Kreek M J, & Heilig M (2003) 1-year retention and social 
function after buprenorphine-assisted relapse prevention treatment for heroin 
dependence in Sweden: a randomised, placebo-controlled trial.[see comment]. 
Lancet, 361(9358), 662-668. 

Kakko, J., Gronbladh, L., Svanborg, K. D., von Wachenfeldt, J., Ruck, C., Rawlings, 
B., et al. (2007). A stepped care strategy using buprenorphine and methadone versus 
conventional methadone maintenance in heroin dependence: a randomized controlled 
trial. Am J Psychiatry, 164(5), 797-803. 

Kaltenbach, K. , Finnegan, L.P., 1986. Neonatal abstinence syndrome, pharmacotherapy 
and developmental outcome. Neurobehav Toxicol Teratol. 8:353-355. 

Kaltenbach, K., Berghella, V., Finnegan, L., 1998. Opioid dependence during 
pregnancy. Effects and management. Obstet Gynaecol Clin North Am. 25(1):139-
151. 

Kamon J, A. B, & C. S (2005) A contingency management intervention for adolescent 
marijuana abuse and conduct problems. Journal of the American Academy of Child 
and Adolescent Psychiatry, 44(6), 513-521. 



 492 

Kampman K M, Dackis C, Lynch K G, Pettinati H, Tirado C, Gariti P, et al. (2006) A 
double-blind, placebo-controlled trial of amantadine, propranolol, and their 
combination for the treatment of cocaine dependence in patients with severe cocaine 
withdrawal symptoms. Drug & Alcohol Dependence, 85(2), 129-137. 

Kampman K M, Leiderman D, Holmes T, LoCastro J, Bloch D A, Reid M S, et al. 
(2005) Cocaine Rapid Efficacy Screening Trials (CREST): Lessons learned. 
Addiction, 100(SUPPL. 1), 102-110. 

Kampman K M, Pettinati H, Lynch K G, Dackis C, Sparkman T, Weigley C, et al. 
(2004) A pilot trial of topiramate for the treatment of cocaine dependence. Drug & 
Alcohol Dependence, 75(3), 233-240. 

Kandall, S.R., Albin, S.,, Gartner, L.m., Lee, K.S., Eidelmann, A., Lowinson, J., 1977. 
The narcotic-dependent mother: fetal and neonatal consequences. Early Hum Dev. 
Oct;1(2):159-169. 

Kantak K M (2003) Vaccines against drugs of abuse: a viable treatment option? Drugs, 
63(4), 341-352. 

Kantchelov A (2006) Razshirena metadonova poddarjashta therapevtichna programa: 
rezultati ot dvugodishno izsledvane, (Comprehensive methadone-assisted therapy: 2-
year treatment results). Conference paper, Sofia.       

Kantchelov A, Vassilev G, Toteva S  (2001) Otzenka na izvanbolnichna programa za 
detoxificatzia za injektirahsto heroin v Sofia,(Evaluation of outpatient detoxification 
programmes for heroin users in Sofia). Final report, Sofia. 

Kapadia, F., D. Vlahov, Y. Wu, M. H. Cohen, R. M. Greenblatt, A. A. Howard, J. A. 
Cook, L. Goparaju, E. Golub, J. Richardson and T. E. Wilson (2008). Impact of Drug 
Abuse Treatment Modalities on Adherence to ART/HAART Among a Cohort of 
HIV Seropositive Women. The American Journal of Drug and Alcohol Abuse 34(2): 
161-170. 

Kaplan J L, Marx J A, Calabro J J, Gin-Shaw S L, Spiller J D, Spivey W L, et al. (1999) 
Double-blind, randomized study of nalmefene and naloxone in emergency 
department patients with suspected narcotic overdose. Journal. 

Karageorge K (2001) Treatment Benefits the Mental Health of Adolescents, Young 
Adults, and Adults. NEDS Fact Sheet 78. Fairfax, VA: National Evaluation Data 
Services. 

Karakiewicz B, Mroczek B, Brodowski J (2006) Wyst powanie depresji, zachowa  
agresywnych i zaburze  snu u os—b uzale nionych od opiid—w w oddziale 
detoksykacyjnym i podczas terapii metadonem, (Incidence of depression, aggressive 
behaviour and sleep disorders in opioid addicts in detoxification ward and during 
methadone maintanance therapy). Family medicine & Primary Care Review, 8(2), 
253-257. 

Karakiewicz B., Mroczek B., Brodowski J. Incidence of depression, aggressive 
behaviour and sleep disorders in opioid addicts in detoxification ward and during 
methadone maintanance therapy. 2006 Family medicine & Primary Care Review. 



 493 

Karnite A, Brigis G, Upmace I, Brokere I, Trapencieris M (2007) Narkomanijas 
kaitejuma mazinasanas programmas: ietekme uz sabiedribas veselibu Latvija, (The 
impact of harm reduction programs on public health in Latvia). Conference paper. 

Katz E C, Chutuape M A, Jones H, Jasinski D, Fingerhood M, & Stitzer M (2004) 
Abstinence incentive effects in a short-term outpatient detoxification program. 
Experimental & Clinical Psychopharmacology, 12(4), 262-268. 

Katz EC, Chutuape MA, Jones HE, Stitzer ML (2002). Voucher reinforcement for 
heroin and cocaine abstinence in an outpatient drug-free program. Experimental and 
Clinical Psychopharmacology: 10(2), 136-143. 

Kavanagh DJ, Young R, White A, Saunders JB, Wallis J, Shockley N, Jenner L, Clair A 
(2004) A brief motivational intervention for substance misuse in recent-onset 
psychosis. Drug and Alcohol Review, 23(2), 151–55. 

Kaye A D, Gevirtz C, Bosscher H A, Duke J B, Frost E A, Richards T A, et al. (2003) 
Ultrarapid opiate detoxification: a review. Can J Anaesth, 50(7), 663-671. 

Kayemba-Kay´s, S., Laclyde, J.P., 2003. Buprenorphine withdrawal syndrome in 
newborns: a report of 13 cases. Addiction. Nov; 98(11): 1599-1604. 

Keen J, Oliver P, Rowse G, Mathers N (2001) Residential rehabilitation for drug users: 
a review of 13 months' intake to a therapeutic community. Family Practice, 185: 545-
548 

Keene J, Stenner K, Connor M,  Fenley S (2007) A case-study of substitute opiate 
prescribing for drug-using offenders. Drugs: education, prevention and policy,, 
14(5), 443-456. 

Kempa, R. and C. Aitken (2004). The development of New Zealand’s Needle and 
Syringe Exchange Programme International Journal of Drug Policy 15(3): 202-206. 

Kerkmeer MC, Hendriks VM (2003) Evidence based behandeling voor dubbele 
diagnose patiënten: een literatuurstudie. Den Haag: Parnassia Addiction Research 
Centre 

Kerr T, Marsh D, Li K, Montaner J, & Wood E (2005) Factors associated with 
methadone maintenance therapy use among a cohort of polysubstance using injection 
drug users in Vancouver. Drug Alcohol Depend, 80(3), 329-335. 

Kerr T, Stoltz J A, Tyndall M, Li K, Zhang R, Montaner J, et al. (2006) Impact of a 
medically supervised safer injection facility on community drug use patterns: a 
before and after study. BMJ (Clinical research ed.), 332(7535), 220-222. 

Kerr T, Tyndall M, Li K, Montaner J, & Wood E (2005) Safer injection facility use and 
syringe sharing in injection drug users. Lancet, 366(9482), 316-318. 

Kerr T., Wood E., Betteridge G., Lines R and Jurgens R.  (2004) Harm reduction in 
prisons: 'rights based analysis'. Critical Public Health 14(4), 345-60; 

Kertesz S G, Mullins A N, Schumacher J E, Wallace D, Kirk K, & Milby J B (2007) 
Long-term housing and work outcomes among treated cocaine-dependent homeless 
persons. Journal of Behavioral Health Services & Research, 34(1), 17-33. 



 494 

Kessler RC, Nelson C, McGonagle K (1996a) The epidemiology of co-occurring 
addictive and mental disorders: Implications for prevention and service utilization. 
American Journal of Orthopsychiatry, 66, 17–31. 

Kessler RC, Nelson CB, McGonagle KA, Liu J, Swartz M, Blazer DG (1996b) 
Comorbidity of DSM-III-R major depressive disorder in the general population: 
Results from the US National Comorbidity Survey. British Journal of Psychiatry, 30, 
17–30. 

Kienast T, & Heinz A. (2006). Therapy and supportive care of alcoholics: guidelines for 
practitioners. Digestive Diseases, 23, 304-9. 

Killeen T, Carter R, Copersino M, Petry N, & Stitzer M (2007) Effectiveness of 
motivational incentives in stimulant abusing outpatients with different treatment 
histories. American Journal of Drug & Alcohol Abuse, 33(1), 129-137. 

King V L, Kidorf M S, Stoller K B, Schwartz R, Kolodner K, & Brooner R K (2006) A 
12-month controlled trial of methadone medical maintenance integrated into an 
adaptive treatment model. Journal of Substance Abuse Treatment, 31(4), 385-393. 

King, J.C., 1997. Substance abuse in pregnancy – a bigger problem than you think. 
Postgrad Med. 102(3):135-150. 

Kinlock T W, Battjes R J, Schwartz R P, & Team M T C P (2002) A novel opioid 
maintenance program for prisoners: preliminary findings. Journal of Substance 
Abuse Treatment, 22(3), 141-147. 

Kinnunen Aarne. (1994) Den bristande motivationen. En litteraturstudie över 
tvångsvård av rusmedelsmissbrukae i de nordiska länderna. Missbruk och 
tvångsvård. Helsingfors: Nordiska nämnden för alkohol- och drogforskning (NAD) 

Kirby, K.C., Benishek, L.A., Dugosh, K.L., Kerwin, M.E., 2006. Substance abuse 
treatment provider´s beliefs and objections regarding contingency management: 
Implications for dissemination. Drug Alcohol Depend. Apr 28. 

Kirchengast, S., Hartmann, 2003. Nicotine consumption before and during pregnancy 
affects not only the newborn size but also birth modus. J Biosoc Sci. 35(2):175-188. 

Kirchmayer U, Davoli M, Verster A (2003) Naltrexone maintenance treatment for 
opioid dependence. Cochrane Database of Systematic Reviews, cd001333 

Kirchmayer U, Davoli M, Verster AD, Amato L, Ferri A, Perucci CA (2002)  A 
systematic review on the efficacy of naltrexone maintenance treatment in opioid 
dependence. Addiction, 9710: 1241-1249 

Kleber H D (2003) Pharmacologic treatments for heroin and cocaine dependence. Am J 
Addict, 12 Suppl 2, S5-S18. 

Kleber H D, Weiss R D, Anton R F, George T P, Greenfield S F, Kosten T R, et al. 
(2006). Practice Guideline For The Treatment of Patients With Substance Use 
Disorders: APA. 

Kleber HD,  HD, Weiss RD, Anton RF, Rounsaville BJ, George TP, Strain EC, 
Greenfield SF, Ziedonis DM, Kosten TR et al (2006) Practice guideline for the 



 495 

treatment of patients with substance use disorders. Washington: American 
Psychiatric Association.  

Kleber HD, Weiss RD, Anton RF, Rounsaville BJ, George TP, Strain EC, Greenfield 
SF, Ziedonis DM, Kosten TR et al (2006) Practice guideline for the treatment of 
patients with substance use disorders. Washington: American Psychiatric 
Association.  

Kleber, H. D., Weiss, R. D., Anton, R. F., George, T. P., Greenfield, S. F., Kosten, T. 
R., et al. (2006). Practice Guideline For The Treatment of Patients With Substance 
Use Disorders: APA.  

Klee H, Wright S (1999) Amphetamine use and treatment: a study of the impediments 
to effective service delivery Part two: treatment and its outcomes. Manchester, UK: 
SRHSA 

Klee H, Wright S, Morris J (1999) Amphetamine users in treatment: Factors associated 
with sustained abstinencefrom street drugs. Addiction Research, 73: 239-265 

Klingemann, H and Takala, J. P. and Hunt, G. (1992) Cure, care or control. Alcoholism 
treatment in sixteen countries. State university of New York, Albany 

Knapp W P, Soares B G O, Farrel M, & Lima M S (2007) Psychosocial interventions 
for cocaine and psychostimulant amphetamines related disorders. Cochrane Database 
of Systematic Reviews, 3. 

Knapp WP, Soares B, Farrell M, Lima MS. Psychosocial interventions for cocaine and 
psychostimulant amphetamines related disorders (2007). Cochrane Database of 
Systematic Reviews:  2007, Issue 3. 

Knight JR, Goodman E, Pulerwitz T, DuRant RH (2000) Adolescent health issues: 
Reliability of short substance abuse screening tests among adolescent medical 
patients. Pediatrics, 105(4), 948–953. 

Knight K, Hiller ML, Broome KM, Simpson DD (2000) Legal pressure, treatment 
readiness, and engagement in long-term residential programs. Journal of Offender 
Rehabilitation, 31(1–2), 101–115. 

Knight K, Simpson DD, Hiller ML (1999) Three-year reincarceration outcomes for 
inprison therapeutic community treatment in Texas. The Prison Journal, 79(3), 337–
351. 

Knoflach-Reichhart, C., Mahnert, F.A., Hofmann, P., 2003. Risiken 
psychopharmakologischer Behandlung psychiatrischer Erkrankungen in der 
Schwangerschaft. Neuropsychiatrie. 17(1):3-14. 

Knorr B (2007): Substitutionspraxis im Justizvollzug der Bundesländer. In: Stöver 
(Hrsg.) Substitution in Haft. DAH: Berlin 

Kohen, D., 2004. Psychotropic medication in pregnancy. Advances in Psychiatric 
Treatment. 10(1):59-66. 

Kolarzyk E, Pach D, Wojtowicz B, Szpanowska-Wohn A, Szurkowska M (2005) Stan 
od ywienia os—b uzale nionych od opiat—w po 4 latach leczenia substytucyjnego 



 496 

metadonem, (Nutritional status of the opiate  dependent persons after 4 years of 
methadone maintannace treatment). Przegl d Lekarski , 62(6), 373-377. 

Kolesnikova Y (2006) Narkom nijas slimnieku soci lo probl mu risin  anas sp ju un 
pieejas dz ves notikumiem izmai as rehabilit cijas proces , (Changes in the social 
problem solving abilities and goals among drug users in rehabilitation. Thesis, Riga 

Kongsakon R, Papadopoulos K I, & Saguansiritham R (2005) Mirtazapine in 
amphetamine detoxification: a placebo-controlled pilot study. International Clinical 
Psychopharmacology, 20(5), 253-256. 

Kornor H, Waal H, & Ali R L (2006) Abstinence-orientated buprenorphine replacement 
therapy for young adults in out-patient counselling. Drug Alcohol Rev, 25(2), 123-
130. 

Kornor, H., & Waal, H. (2005). From opioid maintenance to abstinence: a literature 
review. Drug Alcohol Rev, 24(3), 267-274.  

Kosten T R, & Biegel D (2002) Therapeutic vaccines for substance dependence. Expert 
Rev Vaccines, 1(3), 363-371. 

Kosten T R, & George T P (2002) The neurobiology of opioiddependence: implications 
for treatment. Science and Practice Perspectives, 1, 13-20. 

Kosten T, & O'Connor P (2003) Management of drug and alcohol withdrawal. New 
England Journal of Medicine, 348(18), 1786-1795. 

Kosten T, Oliveto A, Feingold A, Poling J, Sevarino K, McCance-Katz E, et al. (2003) 
Desipramine and contingency management for cocaine and opiate dependence in 
buprenorphine maintained patients. Drug Alcohol Depend, 70(3), 315-325. 

Kosten T, Sofuoglu M, Poling J, Gonsai K, Oliveto A, Kosten T, et al. (2005) 
Desipramine treatment for cocaine dependence in buprenorphine- or methadone-
treated patients: baseline urine results as predictor of response. American Journal on 
Addictions, 14(1), 8-17. 

Krabbe PF, Koning JP, Heinen N, Laheij RJ, Van Cauter RM, De Jong CA (2003) 
Rapid detoxification from opioid dependence under general anaesthesia versus 
standard methadone tapering: abstinence rates and withdrawal distress experiences. 
Addiction Biology, 83: 351-358 

Kraft M K, Rothbard A B, Hadley T R, McLellan A T, & Asch D A (1997) Are 
supplementary services provided during methadone maintenance really cost-
effective? The American journal of psychiatry, 154(9), 1214-1219. 

Kraigher D, Jagsch R, Gombas W, Ortner R, Eder H, Primorac A, et al. (2005) Use of 
slow-release oral morphine for the treatment of opioid dependence. European 
addiction research, 11(3), 145-151.  

Kraigher D, Jagsch R, Gombas W, Ortner R, Eder H, Primorac A, Fischer G. Use of 
Slow-Release Morphine for the Treatment of Opioid Dependence. 2005 European 
Addiction Research 



 497 

Kraigher D, Ortner R, Eder H, Schindler S, Fischer G (2002) Retardiertes 
Morphinhydrochlorid in der Erhaltungstherapie Opioidabhangiger. Wiener klinische 
Wochenschrift, 11421-22: 904-910 

Kraigher, D., Jagsch, R., Gombas, W., Ortner, R., Eder, H., Primorac, A., Fischer, G., 
2005. Use of Slow-Release Oral Morphine for the Treatment of Opioid Dependence. 
Eur Addict Res. 11:145-151. 

Kraigher, D., Schindler, S., Ortner, R., Fischer, G., 2001. Schwangerschaft und 
Substanzabhängigkeit. Gesundheitswesen, Sonderheft 2:101-105. 

Krantz M J, Lewkowiez L, Hays H, Woodroffe M A, Robertson A D, & Mehler P S 
(2002) Torsade de pointes associated with very-high-dose methadone. Annals of 
internal medicine, 137(6), 501-504. 

Krausz M, Verthein U, Degkwitz P (1999) Psychiatric comorbidity in opiate addicts. 
Eur Addict Res., 5(2), 55-62. 

Krausz M, Verthein U, Degkwitz P, Haasen C, & Raschke P (1998) Maintenance 
treatment of opiate addicts in Germany with medications containing codeine--results 
of a follow-up study. Addiction, 93(8), 1161-1167. 

Kreek M J (2000) Methadone-related opioid agonist pharmacotherapy for heroin 
addiction. History, recent molecular and neurochemical research and future in 
mainstream medicine. Annals of the New York Academy of Sciences, 909, 186-216. 

Kreek M J, LaForge K S, & Butelman E (2002) Pharmacotherapy of addictions. Nat 
Rev Drug Discov, 1(9), 710-726. 

Kron, R.F., Litt, M., Eng, D., Phoenix, M.D., Finnegan, L.P., 1976. Neonatal narcotic 
abstinence: Effects of pharmacotherapeutic agents and maternal drug usage on 
nutritive sucking behavior. J Pediatr. 88:637-641. 

Krook AL, Brors O, Dahlberg J, Grouff K, Magnus P, Roysamb E (2002) A placebo-
controlled study of high dose buprenorphine in opiate dependents waiting for 
medication-assisted rehabilitation in Oslo, Norway. Addiction, 975: 533-542 

Krupitsky E M, Burakov A M, Dunaevsky I V, Romanova T N, Slavina T Y, & 
Grinenko A Y (2007) Single versus repeated sessions of ketamine-assisted 
psychotherapy for people with heroin dependence. Journal of Psychoactive Drugs, 
39(1), 13-19. 

Krupitsky E M, Zvartau E E, Masalov D V, Tsoi M V, Burakov A M, Egorova V Y, et 
al. (2004) Naltrexone for heroin dependence treatment in St. Petersburg, Russia. 
Journal of Substance Abuse Treatment, 26(4), 285-294. 

Krupitsky E M, Zvartau E E, Masalov D V, Tsoy M V, Burakov A M, Egorova V Y, et 
al. (2006) Naltrexone with or without fluoxetine for preventing relapse to heroin 
addiction in St. Petersburg, Russia. Journal of Substance Abuse Treatment, 31(4), 
319-328. 

Krupitsky E, Burakov A, Romanova T, Dunaevsky I, Strassman R, Grinenko A (2002) 
Ketamine psychotherapy for heroin addiction: immediate effects and two-year 
follow-up. Journal of Substance Abuse Treatment, 234: 273-283 



 498 

Kulin, N.A., Pastuszak, A., Sage, S.R., Schick-Boschetto, B., Spivey, G., Feldkamp, M., 
Ormond, K., Matsui, D., Stein-Schechmann, A.K., Cook, L., Brochu, J., Rieder, M., 
Koren, G., 1998. Pregnancy outcome following maternal use of the new selective 
serotonin reuptake inhibitors. JAMA. 279:609-610. 

Kuo, I., Sherman G., Thomas D., Strathdee S. (2004). Hepatitis B virus infection and 
vaccination among young injection and non-injection drug users: missed pportunities 
to prevent infection. Drug Alcohol Depend 73(1): 69-78; 

Kurz, M., 2006. Community-based psychiatric treatment of patients with alcohol and 
substance related disorders – a new concept. Wien Med Wochenschr. Feb;156(3-
4):94-101. 

Kutz I, & Reznik V (2002) Heroin detoxification with a single high dose of 
buprenorphine. Isr J Psychiatry Relat Sci, 39(2), 113-119. 

Lacroix, I., Berrebi, A., Chaumerliac, C., Lapeyre-Mestre, M., Montastruc, J.L., 
Damase-Michel, C., 2004. Buprenorphine in pregnant opioid-dependent women: first 
results of a prospective study. Addiction. Feb;99(2):209-214. 

Lagreid, L., Hagberg, G., Lundberg, A.,  1992. Neurodevelopment in late infancy after 
prenatal exposure to benzodiazepines – a prospective study. Neuropediatrics. 23:60-
67. 

Lagreid, L., Olegard, R.,  Conradi, N., Hagberg, G., Wahlstrom, J., Abrahamsson, L., 
1990. Congenital malformations and maternal consumption of benzodiazepines: a 
case-control study. Dev Med Child Neurol. 32:432-441. 

Lagu T, Anderson B J, & Stein M (2006) Overdoses among friends: drug users are 
willing to administer naloxone to others. J Subst Abuse Treat, 30(2), 129-133. 

Lamb, R.J., Kirby, K.C., Morral, A.R., Galbicka, G., Iguchi, M.Y., 2004. Improving 
contingency management programs for addiction. Addict Behav. May; 29(3):507-
523. 

Lambers, D.S., Clark, K.E., 1996. The maternal and fetal physiologic effects of 
nicotine. Seminars in Perinatology. 20(2):115-126. 

Landabaso M A, Iraurgi I, Jimenez-Lerma J M, Sanz J, Fernadez de Corres B, Araluce 
K, et al. (1998) A randomized trial of adding fluoxetine to a naltrexone treatment 
programme for heroin addicts. Addiction, 93(5), 739-744. 

Langenfeld, S., Birkenfeld, L., Herkenrath, P., Müller, C., Hellmich, M., Theison, M.,  
2005. Therapy of neonatal abstinence syndrome with tincture of opium or morphine 
drops. Drug and Alcohol Depend. 77:31-36. 

Lapeyre-Mestre M, Llau ME, Gony M, Navel AM, Bez J, Grau M, Montastruc JL. 
Opiate maintenance with buprenorphine in ambulatory care: a 24-week follow-up 
study of new users. Drug Alcohol Depend. 2003 Dec 11;72(3):297-303. 

Latka, M. H., H. Hagan, F. Kapadia, E. T. Golub, S. Bonner, J. V. Campbell, M. H. 
Coady, R. S. Garfein, M. Pu, D. L. Thomas, T. K. Thiel and S. A. Strathdee (2008). 
A randomized intervention trial to reduce the lending of used injection equipment 



 499 

among injection drug users infected with hepatitis C. Am J Public Health 98(5): 853-
61. 

Lattimore, K.A., Donn, S.M., Kaciroti, N., Kemper, A.R., Neal, Jr. C.R., Vazquez, 
D.M., 2005. Selective Serotonin Reuptake Inhibitor (SSRI) Use During Pregnancy 
and Effects on the Fetus and Newborn: A Meta-Analysis. Journal of Perinatology. 
25: 595-604. 

Laurence J. Reed P, Anthony Glasper, MRCPsych, Cornelis J. de Wet, MSc, Jennifer 
Bearn, MRCPsych, and Michael Gossop, PhD (2001) Comparison of Buprenorphine 
and Methadone in the Treatment of Opiate Withdrawal Possible Advantages of 
Buprenorphine for the Treatment 

Lavignasse, Owenstein, Batel, Constant, Jourdian, Reynaud-Maurupt, Riff, Videau, 
Mucchielli (2002) Economic and social effects of high-dose buprenorphine 
substitution therapy. Six-month results  

Law FD, Nutt DJ (2003) Maintenance buprenorphine for opioid users. Lancet, 
361(9358): 634-635 

Lawrinson P., Ali R. et al. (2008) Key findings from the WHO collaborative study on 
substitution therapy for opioid dependence and HIV/AIDS. Addiction 103: 1484-
1492. 

Lawton Barry, K 1999 Brief interventions and brief therapies for substance abuse, 
Treatment improvement protocol (TIP) series: 34 

Ledgerwood D M, Petry N M, Ledgerwood D M, & Petry N M (2006) Does 
contingency management affect motivation to change substance use? Drug & 
Alcohol Dependence, 83(1), 65-72. 

Leffingwell, T. R., Neumann, C. A., Babitzke, A. C., Leedy, M. J., & Walters, S. T. 
(2007). Social psychology and motivational interviewing: A review of relevant 
principles and recommendations for research and practice. Behavioural and 
Cognitive Psychotherapy, 35(1), 31-45. 

Leffingwell, T. R., Neumann, C. A., Babitzke, A. C., Leedy, M. J., & Walters, S. T. (in 
press). Social psychology and motivational interviewing: A review of relevant 
principles and recommendations. Behavioural and Cognitive Psychotherapy. 

Lehman AF, Dixon LB (1995) Double Jeopardy: Chronic Mental Illness and Substance 
Use Disorders. Chur, Switzerland: Harwood Academic Publishers. 

Lehman AF, Steinwachs DM (1998) Patterns of usual care for schizophrenia: Initial 
results from the Schizophrenia Patient Outcomes Research Team (PORT) Client 
Survey. Schizophrenia Bulletin, 24(1), 11–20. 

Lehto, J (1994) Involuntary treatment of people with substance related problems in the 
Nordic Countries, in Järvinen, M. and Skretting, A. (eds) Missbruk och Tvångsvård, 
Nordiska nämnden för alcohol och drogforskning (NAD), Hakapaino Oy, 
Helsingfors, 1994 



 500 

Leicht, A. and H. Stöver (2004). Innovative Strategien der Hepatitis-C-Prävention. In:  
J.-H. Heudtlass and H. Stöver. Risiko mindern beim Drogengebrauch. Frankfurt am 
Main, Fachhochschulverlag. 

Leili L (2007) Navet, Om kvinnor, prostitution, metadon- och Subutexbehandling, 
(Navet, About women, prostitution, methadone and Subutex treatment). Government 
Document. 

Lejeune C, Aubisson S, Simmat-Durand L, Cneude F, Piquet M, & Gourarier L (2001) 
[Withdrawal syndromes of newborns of pregnant drug abusers maintained under 
methadone or high-dose buprenorphine: 246 cases]. Ann Med Interne (Paris), 152 
Suppl 7, 21-27. 

Lejeune, C., Aubisson, S., Simmat-Durand, L., Cneude, F., Piquet, M., Gourarier, L., 
Groupe d`Etudes Grossesse et addictions, 2001. Withdrawal syndromes of newborns 
of pregnant drug abusers maintained under methadone or high-dose buprenorphine: 
246 cases. Ann Med Interne (Paris). Nov; 152 Suppl 7: 21-7. 

Lejeune, C., Simmat-Durand, L., Gourarier, L., Aubisson, S., the Grouped É (GEGA), 
2006. Prospective multicenter observational study of 260 infants born to 259 opiate-
dependent mothers on methadone or high-dose buprenorphine substitution. Drug and 
Alcohol Depend. 82: 250-257. 

Lemberger, L., Bergstrom, R.F., Wolen, R.L., 1985. Fluoxetine: clinical pharmacology 
and physiologic disposition. J Clin Psychiatr. 46(3 II),14-19. 

Leshner A I (1997) Addiction is a brain disease, and it matters.[see comment]. Science, 
278(5335), 45-47. 

Lesscher H M, Bailey A, Burbach J P, Van Ree J M, Kitchen I, & Gerrits M A (2003) 
Receptor-selective changes in mu-, delta- and kappa-opioid receptors after chronic 
naltrexone treatment in mice. Eur J Neurosci, 17(5), 1006-1012. 

Lessov, C.N., Swan, G.E., Ring, H.Z., Khroyan, T.V., Lerman, C., 2004. Genetics and 
drug use as a complex phenotype. Subst Use Misuse. 39(10-12):1515-1569. 

Levasseur, Marzo, Ross, Blatier (2002) Fr �quence des r �incarc�rations dans une m �me 
maison d'arr �t: r™le des traitements de substitution. (Frequency of re-incarcerations 
in the same detention center: role of substitution therapy. A preliminary 
reptrospective analysis).   

Levin F R, Evans S M, Brooks D J, Garawi F, Levin F R, Evans S M, et al. (2007) 
Treatment of cocaine dependent treatment seekers with adult ADHD: double-blind 
comparison of methylphenidate and placebo. Drug & Alcohol Dependence, 87(1), 
20-29. 

Levin F R, McDowell D, Evans S M, Nunes E, Akerele E, Donovan S, et al. (2004) 
Pharmacotherapy for Marijuana Dependence: A Double-blind, Placebo-controlled 
Pilot Study of Divalproex Sodium. American Journal on Addictions. Vol., 13(1), 21-
32. 



 501 

Levounis, P., Ruggiero, J.S. (2006). Outpatient management of crystal 
methamphetamine dependence among gay and bisexual men: How can it be done? 
Primary Psychiatry, 13, 75-80. 

Lewis C., Lewis C. (2006) Treating incarcerated women: gender matters. Psychiatric 
Clinics of North America 29(3), 773-89; 

Lewis M W, & Petry N M (2005) Contingency management treatments that reinforce 
completion of goal-related activities: Participation in family activities and its 
association with outcomes. Drug & Alcohol Dependence, 79(2), 267-271. 

Ley A, Jeffery DP, McLaren S, Siegfried N (2000) Treatment programmes for people 
with both severe mental illness and substance misuse. Cochrane Database of 
Systematic Reviews, cd001088 

Liddicoat R., Zheng H., Internicola J., Werner B., Kazianis A., Golan Y., Rubenstain E., 
Freedberg A., Walensky R.P. (2006) Implementing a routine, voluntary HIV testing 
program in a Massachusetts county prison. J Urban Health 83(6), 1127-31; 

Liddle H.A., Dakof G.A., Turner R.M., Henderson C.E., Greenbaum P.E. (2008). 
Treating adolescent drug abuse: a randomized trial comparing multidimensional 
family therapy and cognitive behavior therapy. Addiction, 103:1660-1670. 

Lile J A, Stoops W W, Allen T S, Glaser P E A, Hays L R, & Rush C R (2004) 
Baclofen does not alter the reinforcing, subject-rated or cardiovascular effects of 
intranasal cocaine in humans. Psychopharmacology, 171(4), 441-449. 

Lile J A, Stoops W W, Vansickel A R, Glaser P E A, Hays L R, & Rush C R (2005) 
Aripiprazole attenuates the discriminative-stimulus and subject-rated effects of d-
amphetamine in humans. Neuropsychopharmacology, 30(11), 2103-2114. 

Lile J A, Stoops W W, Wagner F P, Glaser P E, Rush C R, Lile J A, et al. (2005) 
Oxazepam does not modulate the behavioral effects of d-amphetamine in humans. 
Pharmacology, Biochemistry & Behavior, 82(2), 270-279. 

Lima M, Farrell M, Lima Reisser AARL, Soares B. (2003) Antidepressants for cocaine 
dependence. Cochrane Database of Systematic Reviews: 2. 

Lima MS, Soares GD, Reisser AAP, Farrell M. (2002). Pharmacological treatment of 
cocaine dependence: a systematic review. Pharmacological treatment of cocaine 
dependence: a systematic review. Addiction: 97 (8), 931-949. 

Lines R., Jürgens R., Betteridge G.  and Stöver H. (2005) Taking action to reduce 
injecting drug-related harms in prisons: The evidence of effectiveness of prison 
needle exchange in six countries. International Journal of Prisoner Health 1(1): 49-
64;  

Lines R., Jürgens R., Betteridge G., Stöver H., Laticevschi D., Nelles J.  (2006) Prison 
needle exchange: a review of international evidence and experience. Second Edition. 

Lines, R., R. Jürgens, G. Betteridge, H. Stöver, D. Laticevschi and J. Nelles (2006). 
Prison Needle Exchange: Lessons from a Comprehensive Review of International 
Evidence and Experience, Published by the Canadian HIV/AIDS Legal Network. 



 502 

Ling W, & Wesson D R (1984) Naltrexone treatment for addicted health-care 
professionals: a collaborative private practice experience. J Clin Psychiatry, 45(9 Pt 
2), 46-48. 

Ling W, Amass L, Shoptaw S, Annon J J, Hillhouse M, Babcock D, et al. (2005) A 
multi-center randomized trial of buprenorphine-naloxone versus clonidine for opioid 
detoxification: findings from the National Institute on Drug Abuse Clinical Trials 
Network.[see comment][erratum appears in Addiction. 2006 Sep;101(9):1374]. 
Addiction, 100(8), 1090-1100. 

Lingford-Hughes A R, Welch S, & Nutt D J (2004) Evidence-based guidelines for the 
pharmacological management of substance misuse, addiction and comorbidity: 
recommendations from the British Association for Psychopharmacology. Journal of 
Psychopharmacology 18, 293-335. 

Lingford-Hughes, A.R., Welch, S., Nutt, D.J., 2004. Evidence-based guidelines for the 
pharmacological management of substance misuse, addiction and comorbidity: 
recommendations from the British Association for Psychopharmacology. J 
Psychopharmacol.18(3): 293-335. 

Linssen L, De Jong W, Wolf J (2000) Gebruiksruimten: een systematisch overzicht van 
de voorziening en de effecten ervan Utrecht. GGZ Nederland 

Lintzeris N, Mitchell T B, Bond A, Nestor L, & Strang J (2006) Interactions on mixing 
diazepam with methadone or buprenorphine in maintenance patients. Journal of 
Clinical Psychopharmacology, 26(3), 274-283. 

Literature cited in Stöver H, Weilandt C., Zurhold H., Hartwig C., Thane K. (2007) 
Final report. The status –quo of prevention, treatment and harm reduction services 
for people in prisons and in reintegration services for persons on release from 
prisons:Allen, S., Spaulding A., Osei A., Taylor L., Cabral A. and Rich J. (2003) 
Treatment of chronic hepatitis C in a state correctional facility. Ann Intern Med 
138(3), 187-90. 

Litt M D, Kadden R M, Stephens R S, Babor T F, Carroll K, Christiansen K, et al. 
(2005) Coping and self-efficacy in marijuana treatment: Results from the Marijuana 
Treatment Project. Journal of Consulting & Clinical Psychology, 73(6), 1015-1025. 

lofexidine and methadone'. Drug and Alcohol Dependence 67(2), 169-76; 
Lofwall M R, Stitzer M L, Bigelow G E, & Strain E C (2005) Comparative Safety and 

Side Effect Profiles of Buprenorphine and Methadone in the Outpatient Treatment of 
Opioid Dependence. Addictive Disorders & Their Treatment, 4(2), 49-64. 

Lofwall, M. R., Stitzer, M. L., Bigelow, G. E., & Strain, E. C. (2005). Comparative 
Safety and Side Effect Profiles of Buprenorphine and Methadone in the Outpatient 
Treatment of Opioid Dependence. Addictive Disorders & Their Treatment, 4(2), 49-
64.  

Longshore D, Annon J, Anglin M, & Rawson R A (2005) Levo-alpha-acetylmethadol 
(LAAM) versus methadone: Treatment retention and opiate use. Addiction, 100(8), 
1131-1139. 



 503 

Loth C, Schippers G, 't Hart H (2003) Methadonverstrekking in Nederland aan het begin 
van een nieuwe eeuw: verloedering van een verpleegkundige praktijk MGv. 
Maandblad Geestelijke volksgezondheid, 5812: 1111-1123 

Louie, R., D. Krouskos, M. Gonzalez and N. Crofts (1998). Vietnamese-speaking 
injecting drug users in Melbourne: the need for harm reduction programs. Aust N Z J 
Public Health 22(4): 481-4. 

Lovrecic M, Lovrecic B, Denovsek MZ, Tavcar R, Maremanni I (2004) Unreported 
double frequency of heroin addicts visiting psychiatric services and addiction 
treatment services. Heroin Add & Rel Clin Probl, 6(3), 27-32. 

Lozano B E, Stephens R S, & Roffman R A (2006) Abstinence and moderate use goals 
in the treatment of marijuana dependence. Addiction, 101(11), 1589-1597. 

Lugoboni F, Quaglio G, Pajusco B, Foroni M (2005) Prevalence of hepatitis A among 
drug users in north-eastern Italy. Prevalence of hepatitis A among drug users in 
north-eastern Italy. European Journal of Public Health, 15(5), 464-466. 

Lumbreras B, Jarrin I, del Amo J, Perez-Hoyos S (2006) Impact of hepatitis C infection 
on long-term mortality of injecting drug users from 1990 to 2002: differences before 
and after HAART. AIDS, 20, 111-116. 

Luthar S S, Suchman N E, & Altomare M (2007) Relational Psychotherapy Mothers' 
Group: a randomized clinical trial for substance abusing mothers. Development & 
Psychopathology, 19(1), 243-261. 

Luty, J., Nikolaou, V., Bearn, J., 2003. Is opiate detoxification unsafe in pregnancy? J 
Subst Abuse Treat. Jun;24(4):363-367. 

Luzzago A, Fea M, Barbieri C, Belfiore G (2001) Trattamento sostitutivo con metadone 
e capacitˆ di guida, (Methadone maintenance and driving ability). Bollettino per le 
Farmacodipendenze e l'Alcolismo, 24(4), 94-99. 

LVM-utredningen (2004). Forskningsrapporter : bilagedel : betänkande. Stockholm: 
Fritzes offentliga publikationer 

Lýsen, L. (2001): 'The Swedish system and the experiences at the Gävle prison — 
management of drug problems in prison', Connections — The newsletter of the 
European Network of Drug and HIV/AIDS Services in Prison, Issue 9–10, 
November 2001, pp. 10–11; 

Macalino, G. E., D. Vlahov, B. P. Dickinson, B. Schwartzapfel, J. D. Rich, G. E. 
Macalino, D. Vlahov, B. P. Dickinson, B. Schwartzapfel and J. D. Rich (2005). 
Community incidence of hepatitis B and C among reincarcerated women. Clinical 
Infectious Diseases 41(7): 998-1002. 

Macalino, G. E., J. Houa, M. Kumarb, L. E. Taylor, I. G. Sumantera and J. D. Rich 
(2004). Hepatitis C infection and incarcerated populations. International Journal of 
Drug Policy 15: 103-114. 

MacCarthy, J.J., Posey, B.L., 2000. Methadone levels in human milk. J Hum Lact. 
May;16(2):115-120. 



 504 

MacDonald M. (1997) Mandatory Drug Testing in Prisons. Birmingham, Centre for 
Research into Quality, University of Central England; 

MacDonald M., Atherton S., Stöver H. (2006) Juveniles in secure setting: services for 
problematic drug and alcohol users. London; 

MacDonald, M. (2003). Effectiveness of needle and syringe programmes for preventing 
HIV transmission. Int J Drug Policy 14: 353-257. 

MacDonald, M., A. Wodak, K. Dolan, I. Van Beek, P. Cunningham and K. J. (2000). 
Hepatitis C Virus Antibody Prevalence among injecting drug users at selected needle 
and syringe programs in Australia, 1995-1997. Medical Journal of Australia 172(2): 
57-61. 

MacKay, J., Amos, A.,  2003. Women and tobacco. Respirology. 8(2):123-130. 
Mads Uffe, Pedersen (2005) Drug-Free treatment of Substance Misusers: Where are we 

now, Whwerw are we heading? in Pedersen, Mads Uffe, Segraeus, Vera & Hellman, 
Matilda (red.) (2005). Evidence based practice? : Challenges in substance abuse 
treatment. Helsinki: NAD pp. 11-28 

Madson, M. B., & Campbell, T. C. (2006). Measures of fidelity in motivational 
enhancement: A systematic review. Journal of Substance Abuse Treatment, 31, 67-
73. 

Magura S, Nwakeze PC, Demsky SY (1998) Pre- and in-treatment predictors of 
retention in methadone treatment using survival analysis. Addiction, 93(1), 51–60. 

Malcolm R, LaRowe S, Cochran K, Moak D, Herron J, Brady K, et al. (2005) A 
controlled trial of amlodipine for cocaine dependence: a negative report. Journal of 
Substance Abuse Treatment, 28(2), 197-204. 

Malcolm R, Swayngim K, Donovan J L, DeVane C L, Elkashef A, Chiang N, et al. 
(2006) Modafinil and cocaine interactions. American Journal of Drug & Alcohol 
Abuse, 32(4), 577-587. 

Malpas, T.J., Darlow, B.A., Lennox, R., Horwood,L.J., 1995. Maternal methadone 
dosage and neonatal withdrawal. Australian and New Zealand Journal of Obstetrics 
and Gynecology. 35(2):175-177. 

Mangrum LF, Spence RT, Lopez M (2006) Integrated versus parallel treatment of co-
occurring psychiatric and substance use disorders. Journal of Substance Abuse 
Treatment, 30(1), 79–84. 

Mann R.E., Smart R.G., Anglin L., Rush B. (1988) Are decreases in liver cirrhosis rates 
a result of increased treatment for alcoholism? British Journal of Addicition. 83: 683-
688. 

Manns, M., J. McHutchison, S. Gordon, V. Rustgi, M. Shiffman and e. al. (2001). 
Peginterferon alfa-2b plus ribavirin compared with interferon alfa-2b plus ribavirin 
for initial treatment of chronic hepatitis C: a randomised trial. Lancet 358: 958-65. 

Mansson AS, Moestrup T, Nordenfelt E, Widell A (2000) Continued transmission of 
hepatitis B and C viruses, but no transmission of human immunodeficiency virus 



 505 

among intravenous drug users participating in a syringe/needle exchange program. 
Scandinavian Journal ofInfectious Diseases, 323: 253-258 

March J C, Oviedo-Joekes E, Perea-Milla E, Carrasco F, & team P (2006) Controlled 
trial of prescribed heroin in the treatment of opioid addiction. Journal of Substance 
Abuse Treatment, 31(2), 203-211. 

Maremmani I, Pani P P, Mellini A, Pacini M, (2007) Alcohol and Cocaine Use and 
Abuse Among Opioid Addicts Engaged in a Methadone Maintenance Treatment 
Program. Journal of Addictive Diseases, 26(1), 61-71. 

Maremmani I, Zolesi O, Daini L, Castrogiovanni P, & Tagliamonte A (1995) 
Fluoxetine improves outcome in addicted patients with opiate antagonists. American 
Journal for Addiction 4, 267-271. 

Margolin A, Avants S K, Arnold R, Margolin A, Avants S K, & Arnold R (2005) 
Acupuncture and spirituality-focused group therapy for the treatment of HIV-positive 
drug users: a preliminary study. Journal of Psychoactive Drugs, 37(4), 385-390. 

Marissen M A, Franken I H, Blanken P, van den Brink W, & Hendriks V M (2007) Cue 
Exposure Therapy for the Treatment of Opiate Addiction: Results of a Randomized 
Controlled Clinical Trial. Psychotherapy and Psychosomatics, 76(2), 97-105. 

Marissen, M. A., Franken, I. H., Blanken, P., van den Brink, W., & Hendriks, V. M. 
(2007). Cue Exposure Therapy for the Treatment of Opiate Addiction: Results of a 
Randomized Controlled Clinical Trial. Psychotherapy and Psychosomatics, 76(2), 
97-105. 

Mark, T. L., Woody, G. E., Juday, T., & Kleber, H. D. (2001). The economic costs of 
heroin addiction in the United States. Drug Alcohol Depend, 61(2), 195-206.  

Marquet, P., Lavignasse, P., Gaulier, J.M., Lachátre, G., 2002. Case study of neonates 
born to mothers undergoing buprenorphine maintenance treatment. In: 
Buprenorphine Therapy of Opiate Addiction. P. Kintz and P. Marquet (eds.), 
Humana Press, Totowa, New Jersey, pp 125-135. 

Marsch L A, Bickel W K, Badger G J, & Jacobs E A (2005) Buprenorphine treatment 
for opioid dependence: the relative efficacy of daily, twice and thrice weekly dosing. 
Drug & Alcohol Dependence, 77(2), 195-204. 

Marsch L A, Bickel W K, Badger G J, Stothart M E, Quesnel K J, Stanger C, et al. 
(2005) Comparison of pharmacological treatments for opioid-dependent adolescents: 
A randomized controlled trial. Archives of General Psychiatry, 62(10), 1157-1164. 

Marsch L A, Stephens M A C, Mudric T, Strain E C, Bigelow G E, & Johnson R E 
(2005) Predictors of outcome in LAAM, buprenorphine, and methadone treatment 
for opioid dependence. Experimental & Clinical Psychopharmacology, 13(4), 293-
302. 

Marsch, L.A., Stephens, M.A., Mudric, T., Strain, E.C., Bigelow, G.E., Johnson, R.E., 
2005. Predictors of outcome  in LAAM, buprenorphine, and methadone treatment for 
opioid dependence. Exp Clin Psychopharmacol. Nov; 13(4): 293-302. 



 506 

Marsden J, Stillwell G, Barlow H, Boys A, Taylor C, Hunt N, et al. (2006) An 
evaluation of a brief motivational intervention among young ecstasy and cocaine 
users: no effect on substance and alcohol use outcomes. Addiction, 101(7), 1014-
1026. 

Marsden J., Stillwell G., Barlow H., Boys A., Taylor C., Hunt N., Farrell M. (2006). An 
evaluation of a brief motivational intervention among young ecstasy and cocaine 
users: no effect on substance and alcohol use outcomes. Addiction, 101:1014-1026. 

Marsden, J., Gossop, M., Stewart, D., Rolfe, A., Farrell, M., 2000. Psychiatric 
symptoms among clients seeking treatment for drug dependence. Intake data from 
the National Treatment Outcome Research Study. Br J Psychiatry. Mar;176:285-289. 

Marsden, J., Stilwell, G., Barlow, H., Boys, A., Taylor, C., Junt, N., & Farrell, M. 
(2006). An evaluation of a brief motivational intervention among young ecstasy and 
cocaine users: No effect on substance and alcohol use outcomes. Addiction, 101, 
1014-1026. 

Marshall M, Lockwood A (2000) Assertive community treatment for people with severe 
mental disorders Cochrane Database of Systematic Reviews, cd001089 

Marteau D, Stöver H (2009) Scaling-Up of Opioid Substitution Treatment in Custodial 
Settings - Evidence and Experiences (in print) 

Martell B A, Mitchell E, Poling J, Gonsai K, & Kosten T R (2005) Vaccine 
Pharmacotherapy for the Treatment of Cocaine Dependence. Biological Psychiatry, 
58(2), 158-164. 

Martens, Thiel (2003) Ergebnisse und Prozesse im ambulanten Opiatentzug, (Outcome 
and Interactions in Outpatients Opiate Withdrawal) 

Martin G., Copeland J., Swift W. The Adolescent Cannabis Check-Up: feasibility of a 
brief intervention for young cannabis users. Journal of substance abuse treatment, 
2005 Oct, 29(3):207-13 

Martino S, Carroll K M, Nich C, Rounsaville B J, Martino S, Carroll K M, et al. (2006) 
A randomized controlled pilot study of motivational interviewing for patients with 
psychotic and drug use disorders. Addiction, 101(10), 1479-1492. 

Mash R. (2006). Brief motivational interviewing: motivating behaviour change. 
SADJ.,61, :86-7. 

Masson C L, Barnett P G, Sees K L, Delucchi K L, Rosen A, Wong W, et al. (2004) 
Cost and cost-effectiveness of standard methadone maintenance treatment compared 
to enriched 180-day methadone detoxification. Addiction, 99(6), 718-726. 

Matic, S., J. V. Lazarus, S. Nielsen and U. Laukamm-Josten, Eds. (2008). Progress on 
Implementing the Dublin Declaration on Partnership to Fight HIV/AIDS in Europe 
and Central Asia. Copenhagen, WHO Regional Office for Europe. 

Mattick R P, Breen C, Kimber J, & Davoli M (2003) Methadone maintenance therapy 
versus no opioid replacement therapy for opioid dependence. Cochrane Database 
Syst Rev(2), CD002209. 



 507 

Mattick R P, Breen C, Kimber J, & Davoli M (2007) Methadone maintenance therapy 
versus no opioid replacement therapy for opioid dependence [Systematic Review]. 
Cochrane Database of Systematic Reviews(3). 

Mattick R P, Kimber J, Breen C, & Davoli M (2004) Buprenorphine maintenance 
versus placebo or methadone maintenance for opioid dependence. Cochrane 
Database Syst Rev(3), CD002207. 

Mattick R P, Kimber J, Breen C, & Davoli M (2007) Buprenorphine maintenance 
versus placebo or methadone maintenance for opioid dependence [Systematic 
Review]. Cochrane Database of Systematic Reviews(3). 

Mattick RP, Breen C, Kimber J, Davoli M. Methadone maintenance therapy versus no 
opioid replacement therapy for opioid dependence. Cochrane Database Syst Rev. 
2003;(2):CD002209. Review. 

Mattick, R. P., Kimber, J., Breen, C., & Davoli, M. (2007). Buprenorphine maintenance 
versus placebo or methadone maintenance for opioid dependence. Cochrane 
Database of Systematic Reviews(3).  

Matzenauer C., Madlung-Kratzer E., Winklbaur B., Fischer G., Haring C.Erweiterung 
des ÖGPP Konsensus-Papiers „Substanzabhängigkeit vom Morphintyp – State-of-
the-art der Erhaltungstherapie mit synthetischen Opioiden“: Die Therapie mit einem 
Buprenorphin/Naloxon-Kombinationspräparat. Psychiatrie & Psychotherapie, 
4/2:69-72 (2008). 

Maude-Griffin P.M., Hohenstein J.M., Humfleet G.L., Reilly P.M., Tusel D.J., Hall 
S.M. (1998). Superior efficacy of Cognitive-Behavioral Therapy for Urban Crack 
Cocaine Abusers: Main and Matching effects. 

Maude-Griffin, PM, Hohenstein JM, Humfleet  GL, Reilly  PM, Tusel DJ, Hall SM 
(1998). Superior efficacy of cognitive-behavioral therapy for urban crack cocaine 
abusers: Main and matching effects  Journal of Consulting and Clinical 
Psychology: 66(5), 832-837.  

McCambridge J, & Strang J (2004) The efficacy of single-session motivational 
interviewing in reducing drug consumption and perceptions of drug-related risk and 
harm among young people: Results from a multi-site cluster randomized trial. 
Addiction. Vol., 99(1), 39-52. 

McCambridge J, & Strang J (2005) Deterioration over time in effect of Motivational 
Interviewing in reducing drug consumption and related risk among young 
people.[see comment]. Addiction, 100(4), 470-478. 

McCambridge J, Gossop M, Beswick T, Best D, Bearn J, Rees S, et al. (2007) In-patient 
detoxification procedures, treatment retention, and post-treatment opiate use: 
comparison of lofexidine + naloxone, lofexidine + placebo, and methadone. Drug & 
Alcohol Dependence, 88(1), 91-95. 

McCambridge, J., Strang, J. (2004) The efficacy of single-session motivational 
interviewing in reducing drug consumption and perceptions of drug-related risk and 



 508 

harm among young people: results from a multi-site cluster randomized trial. 
Addiction, 99:39-52. 

McDermut W et al (2001) The Efficacy of Group Psychotherapy for Depression: A 
Meta-analysis and Review of the Empirical Research. Clinical Psychology: Science 
and Practice, 8, 98-116 

McDowell D, Nunes E V, Seracini A M, Rothenberg J, Vosburg S K, Ma G J, et al. 
(2005) Desipramine treatment of cocaine-dependent patients with depression: a 
placebo-controlled trial. Drug & Alcohol Dependence, 80(2), 209-221. 

McHugo GJ, Drake RE, Brunette MF, Xie H, Essock SM, Green AI (2006) 
Methodological issues in research on interventions for co-occurring disorders. 
Schizophrenia Bulletin, 32, 655– 665. 

McHugo GJ, Drake RE, Teague GB, Xie H (1999) Fidelity to assertive community 
treatment. Psychiatric Services, 50(6), 818–824. 

McKay J R, Lynch K G, Shepard D S, & Pettinati H M (2005) The effectiveness of 
telephone-based continuing care for alcohol and cocaine dependence: 24-month 
outcomes. Archives of general psychiatry, 62(2), 199-207. 

McKay J R, Lynch K G, Shepard D S, Ratichek S, Morrison R, Koppenhaver J, et al. 
(2004) The effectiveness of telephone-based continuing care in the clinical 
management of alcohol and cocaine use disorders: 12-month outcomes. Journal of 
Consulting & Clinical Psychology, 72(6), 967-979. 

McKee SA, Carroll KM, Sinha R, Robinson JE, Nich C, Cavallo D, O'Malley S (2007) 
Enhancing brief cognitive-behavioral therapy with motivational enhancement 
techniques in cocaine users. Drug Alcohol Depend, 91(1), 97-101. 

McKee, S.A., Caroll, K.M., Sinha, R., et al. (2007) Enhancing brief cognitive-
behavioral therapy with motivational enhancement techniques in cocaine users. Drug 
and Alcohol Dependence, 91(1): 97-101. 

McLellan A T (2002) Have we evaluated addiction treatment correctly? Implications 
from a chronic care perspective. Addiction, 97(3), 249-252. 

McLellan A T, Arndt I O, Metzger D S, Woody G E, & O'Brien C P (1993) The effects 
of psychosocial services in substance abuse treatment.[see comment]. JAMA, 
269(15), 1953-1959. 

McLellan AT (2003) The role of psychosocial services in drugabuse treatment: a re-
examination of on-site and off-site delivery methods, in Maintenance treatment of 
heroin addiction: evidence at the crossroads. Edited by Waal H, Haga E. Oslo: 
Cappelen Akademisk Forlag 

McLellan AT, Arndt IO, Metzger DS, Woody GE, O’Brien CP (1993) The effects of 
psychosocial services in substance abuse treatment. Journal of the American Medical 
Association, 269(15), 1953–1959. 

McVeigh, J., C. Beynon and M. A. Bellis (2003). New challenges for agency based 
syringe exchange schemes: analysis of 11 years of data (1991–2001) in Merseyside 
and Cheshire, United Kingdom. International Journal of Drug Policy 14: 399-405. 



 509 

Meeuwissen J, Kroon H, Eland A (2001) Een basisprogramma voor cliënten meteen 
dubbele diagnose. Utrecht:Trimbos-instituut 

Mele G, Lo Magistro T, Di Fonzo F, Picaro F (2001) Capacitˆ di ritenzione delle 
comunitˆ terapeutiche: avvio di una ricerca nella provincia di Taranto, (The ability of 
therapeutic communities to retain heroin addicts: preliminary findings). Bollettino 
per le Farmacodipendenze e l'Alcolismo, 24(3), 11-19. 

Mello N K, Mendelson J H, Sholar M B, Jaszyna-Gasior M, Goletiani N, & Siegel A J 
(2005) Effects of the mixed mu/kappa opioid nalbuphine on cocaine-induced 
changes in subjective and cardiovascular responses in men. 
Neuropsychopharmacology, 30(3), 618-632. 

Menezes PR, Johnson S, Thornicroft G, Marshall J, Prosser D, Bebbington P, Kuipers E 
(1996) Drug and alcohol problems among individuals with severe mental illness in 
south London. British Journal of Psychiatry, 168(5), 612–619. 

Merikangas, K.R., Mehta, R.L., Molnar, B.E., Walters, E.E., Swendsen J.D., Aguilar-
Gaziola, S., Bijl, R., Borges, G., Caraveo-Anduaga, J.J., Dewit, D.J., Kolody, B., 
Vega, W.A., Wittchen, H.U., Kessler, R.C., 1998. Comorbidity of substance use 
disorders with mood and anxiety disorders: results of the international consortium in 
psychiatric epidemiology. Addictive Behaviors. 23(6): 893-907. 

Merino P.P. (2003) EDDRA analysis – criminal justice based drug demand and harm 
reduction programmes in EU. Analysis of police station, courts and prison-based 
programmes contained in the drug demand reduction information system. Lisbon, 
EMCCDA: 17;  

Metrebian N, Carnwath T, Stimson GV, Storz T (2002) Survey of doctors prescribing 
diamorphine heroin to opiate-dependent drug users in the United Kingdom. 
Addiction, 979: 1155-1161 

Meyenberg R., Stöver H., Jacob J., Pospeschill M. (1999). Infektionsprophylaxe im 
Niedersächsischen Justizvollzug. Oldenburg, BIS-Verlag. 

Michel L. (2004) Statement on the 7TH European Conference on Drug and HIV/AIDS 
Services in prison, “Prison, Drugs and Society in the Enlarged Europe: Looking for 
the Right Direction” , Prague, 25-27 March 2004; 

Milby J B, Schumacher J E, Vuchinich R E, Wallace D, Plant M A, Freedman M J, et 
al. (2004) Transitions During Effective Treatment for Cocaine-Abusing Homeless 
Persons: Establishing Abstinence, Lapse, and Relapse, and Reestablishing 
Abstinence. Psychology of Addictive Behaviors, 18(3), 250-256. 

Milby JB, Schumacher JE, McNamara C, Wallace D, Usdan S, McGill T, Michael M 
(2000) Initiating abstinence in cocaine abusing dually diagnosed homeless persons. 
Drug and Alcohol Dependence: 60(1), 55-67. 

Milby JB, Schumacher JE, Raczynski JM, Caldwell E, Engle M, Michael M, Carr J 
(1996) Sufficient conditions for effective treatment of substance abusing homeless 
persons. Drug and Alcohol Dependence, 43(1–2), 39–47. 



 510 

Miles, H., Dutheil, L., Welsby, I., & Haider, D. (2007). 'Just say no': A preliminary 
evaluation of a three-stage model of integrated treatment for substance use problems 
in conditions of medium security. Journal of Forensic Psychiatry and Psychology, 
18(2), 141-159. 

Miller NS (1994a) Medications used with the dually diagnosed. In: Miller, N.S., ed. 
Treating Coexisting Psychiatric and Addictive Disorders: A Practical Guide. Center 
City, MN: Hazelden, 43–160. 

Miller W, & Rollnick S (1991) Motivational Interviewing: preparing people to change 
addictive behaviour. New York: Guilford Press. 

Miller W. R., Enhancing Motivation for Change in Substance Abuse Treatment: 
Treatment Improvement Protocol (TIP) Series 35. Rockville, MD: Substance Abuse 
and Mental Health Services Administration - Center for Substance Abuse Treatment. 

Miller WR, Rollnick S (2002) Motivational Interviewing: Preparing People for Change. 
2d ed. New York: Guilford Press. 

Miller, W. R., & Moyers, T. B. (2007). Eight stages in learning motivational 
interviewing. Journal of Teaching in the Addictions, 5(1), 3-17. 

Miller, W. R., & Rollnick, S. (1991). Motivational interviewing: Preparing people for 
change. New York: Guilford Press. 

Miller, W. R., Zweben, A., DiClemente, C. C., & Rychtarik, R. G. (1992).  Motivational 
Enhancement Therapy manual: A clinical research guide for therapists treating 
individuals with alcohol abuse and dependence.  Rockville, MD: National Institute 
on Alcohol Abuse and Alcoholism. 

Miller, W.R. (2006). Confrontation and resistance as chicken and egg: Comment on 
Francis et al. (2005). Addiction, 101, 137. 

Miller, William R. & Rollnick, Stephen (2003). Motiverande samtal : att hjälpa 
människor till förändring. Norrköping: Kriminalvårdens förlag. 

Minkoff K (1989) An integrated treatment model for dual diagnosis of psychosis and 
addiction. Hospital and Community Psychiatry, 40(10), 1031–1036. 

Minkoff K, Drake R (1991) Dual Diagnosis of Major Mental Illness and Substance 
Disorder. San Francisco: Jossey- Bass. 

Minozzi S, Amato L, & Vecchi S (2007) Maintenance treatments for opiate dependent 
pregnant women [Protocol]. Cochrane Database of Systematic Reviews(3). 

Minozzi S, Amato L, Vecchi S, Davoli M, Kirchmayer U, & Verster A (2006) Oral 
naltrexone maintenance treatment for opioid dependence. Cochrane Database Syst 
Rev(1), CD001333. 

Mintzer I L, Eisenberg M, Terra M, MacVane C, Himmelstein D U, & Woolhandler S 
(2007) Treating opioid addiction with buprenorphine-naloxone in community-based 
primary care settings. Annals of Family Medicine, 5(2), 146-150. 

Mintzer IL, Eisenberg M, Terra M, MacVane C, Himmelstein DU, Woolhandler S 
(2007) Treating opioid addiction with buprenorphine-naloxone in community-based 
primary care settings. Ann Fam Med 5(2):146-50. 



 511 

Mintzer M Z, Correia C J, & Strain E C (2004) A dose-effect study of repeated 
administration of buprenorphine/naloxone on performance in opioid-dependent 
volunteers. Drug & Alcohol Dependence, 74(2), 205-209. 

Mitchell T B, Lintzeris N, Bond A, & Strang J (2006) Feasibility and acceptability of an 
intranasal diamorphine spray as an alternative to injectable diamorphine for 
maintenance treatment. European Addiction Research, 12(2), 91-95. 

Mitchell T B, White J M, Somogyi A A, & Bochner F (2004) Slow-release oral 
morphine versus methadone: a crossover comparison of patient outcomes and 
acceptability as maintenance pharmacotherapies for opioid dependence. Addiction, 
99(8), 940-945. 

Mitchell, E.A., 1995. Smoking: the next major and modifiable risk factor. In; Rognum, 
T.O. (ed.). Sudden infant death syndrome. New trends for the nineties. Oslo: 
Scandinavian University Press; 114-118. 

Mitcheson L, McCambridge J, Byrne S, Mitcheson L, McCambridge J, & Byrne S 
(2007) Pilot cluster-randomised trial of adjunctive motivational interviewing to 
reduce crack cocaine use in clients on methadone maintenance. European Addiction 
Research, 13(1), 6-10. 

Mitcheson L, McCambridge J, Byrne S. (2007) Pilot cluster randomised trial of 
adjunctive motivational interviewing to reduce crack cocaine use in clients on 
methadone maintenance. European Addiction Research: 13 (1), 6-10.  

Monteiro, M. G. (2001). A World Health Organization perspective on alcohol and illicit 
drug use and health. Eur Addict Res, 7(3), 98-103.  

Monti PM, Rohsenow DJ, Michalec E, Martin RA, Abrams DB (1997) Brief coping 
skills treatment for cocaine abuse: substance use outcomes at three months. 
Addiction, 92(12), 1717-28. 

Monti, PM, Rohsenow, DJ, Michalec E, Martin RA, Abrams DB (1997) Brief coping 
skills treatment for cocaine abuse: substance use outcomes at three months. 
Addiction: 92(12), 1997, p.1717-1728. 

Montoya I D, Gorelick D A, Preston K L, Schroeder J R, Umbricht A, Cheskin L J, et 
al. (2004) Randomized trial of buprenorphine for treatment of concurrent opiate and 
cocaine dependence. Clinical Pharmacology & Therapeutics, 75(1), 34-48. 

Montoya I D, Schroeder J R, Preston K L, Covi L, Umbricht A, Contoreggi C, et al. 
(2005) Influence of psychotherapy attendance on buprenorphine treatment outcome. 
Journal of Substance Abuse Treatment, 28(3), 247-254. 

Montoya, I. D., Gorelick, D. A., Preston, K. L., Schroeder, J. R., Umbricht, A., Cheskin, 
L. J., et al. (2004). Randomized trial of buprenorphine for treatment of concurrent 
opiate and cocaine dependence. Clinical Pharmacology & Therapeutics, 75(1), 34-
48.  

Mooney M E, Schmitz J M, Moeller F G, Grabowski J, Mooney M E, Schmitz J M, et 
al. (2007) Safety, tolerability and efficacy of levodopa-carbidopa treatment for 



 512 

cocaine dependence: two double-blind, randomized, clinical trials. Drug & Alcohol 
Dependence, 88(2-3), 214-223. 

Moos, R. H. (2007). Theory-based active ingredients of effective treatments for 
substance use disorders. Drug and Alcohol Dependence, 88(2-3), 109-121. 

Morgenstern, J., Irwin, T. W., Wainberg, M. L., Parsons, J. T., Muench, F., & Bux Jr., 
D. A. et al.. (2007). A randomized controlled trial of goal choice interventions for 
alcohol use disorders among men who have sex with men. Journal of Consulting and 
Clinical Psychology, 75(1), 72-84. 

Morissette, C., J. Cox, P. De, C. Tremblay, E. Roy, R. Allard, R. Stephenson, L. 
Graves, C. Morissette, J. Cox, P. De, C. Tremblay, E. Roy, R. Allard, R. Stephenson 
and L. Graves (2007). Minimal uptake of sterile drug preparation equipment in a 
predominantly cocaine injecting population: implications for HIV and hepatitis C 
prevention. International Journal of Drug Policy 18(3): 204-12. 

Morrissey J, Calloway M, Johnsen M, Ullman M (1997) Service system performance 
and integration: A baseline profile of the ACCESS demonstration sites. Access to 
Community Care and Effective Services and Supports. Psychiatric Services, 48(3), 
374–380. 

Morse GA, Calsyn RJ, Allen G, Tempelhoff B, Smith R (1992) Experimental 
comparison of the effects of three treatment programs for homeless mentally ill 
people. Hospital and Community Psychiatry, 43(10), 1005–1010. 

Morse GA, Calsyn RJ, Klinkenberg WD, Trusty ML, Gerber F, Smith R, Tempelhoff B, 
Ahmad L (1997) An experimental comparison of three types of case management for 
homeless mentally ill persons. Psychiatric Services, 48(4), 497–503. 

Moses-Kolko,E.L., Bogen, D., Perel, J., Bregar,A., Uhl, K., Levin, B., Wisner, K.L., 
2005. Neonatal Signs after Late In Utero Exposure to Serotonin Reuptake Inhibitors. 
JAMA. 19: 2372-2383. 

Moskalewicz J, Miturska E., Klingemann J. (2008) Social readaptation of women - drug 
users in prisons of Europe. Polish perspective. manuscript; 

Moskalewicz J, Sieroslawski J, Bujalski M (2006) Dostepnosc programow 
substytucyjnych w Warszawie, (Accessibility of substitution programs in Warsaw). 
Report, Warsaw.Moskalewicz J, Sieroslawski J, Dabrowska K (2006) Ocena systemu 
leczenia i rehabilitacji os—b uzale nionych od substancji psychoaktywnych w 
Polsce, (Assessment of a system of treatment and rehabilitation of drug dependence 
in Poland). Alkoholizm i Narkomania, 19(4), 327-355. 

Moskalewicz J., Miturska E., Klingemann J. (2008) Reaadaptacja spo eczna kobiet- 
narkomanek w wi zieniach Europy. Perspektywa Polska. Social readaptation of 
women - drug users in prisons of Europe. Polish perspective. Report, Warsaw. 

Moskalewicz J., Sierosławski J., Bujalski M. (2006) Dostępność programów 
substytucyjnych Warszawie. Manuscript, Warsaw: Institute of Psychiatry and 
Neurology. 



 513 

Moskalewicz J., Sierosławski J., Dąbrowska K. (2006) Ocena systemu leczenia i 
rehabilitacji osób uzależnionych od substancji psychoaktywnych. Alkoholizm i 
Narkomania 19,4, 327-355; 

Mostashari F., Riley E., Selwyn P., Altice F. (1998). Acceptance and adherence with 
antiretroviral therapy among HIV-infected women in a correctional facility. J Acquir 
Immune Defic Syndr Hum Retrovirol 18(4), 341-8; 

Moyers, TB., & Martin, T. (2006). Therapist influence on client language during 
motivational interviewing sessions. Journal of Substance Abuse Treatment, 30, 245-
251. 

Mravcik V, Coufalova M, Popov P, Zabransky T, Prochazka R (2005) Dotaznikova 
studie mezi praktickymi lekari zamerena na zkusenosti a postoje k substituci opioidi, 
(Questionnaire study of general practitioners regarding experience and attitude to 
opioid substitution therapy). Epidemiologie, mikrobiologie, imunologie, 54(1), 27-
33. 

Mueser KT, Drake RE, Sigmon SC, Brunette MF (2005) Psychosocial interventions of 
adults with severe mental illnesses and co-occurring substance use disorders: a 
review of specific interventions. Journal of Dual Diagnosis, 1(2), 57–82. 

Mueser KT, Yarnold PR, Rosenberg SD, Swett C Jr, Miles KM, Hill D (2000) 
Substance use disorder in hospitalized severely mentally ill psychiatric patients: 
Prevalence, correlates, and subgroups. Schizophrenia Bulletin, 26(1), 179–192. 

Muga R, Sanvisens A, Bolao F, Tor J (2006) Significant reductions of HIV prevalence 
but not of hepatitis C virus infections in injection drug users from metropolitan 
Barcelona: 1987-2001. Drug and Alcohol Dependence, 82(1), 29-33. 

Mullen, L., J. Barry, L. Mullen and J. Barry (2001). An analysis of 15-19-year-old first 
attenders at the Dublin Needle Exchange, 1990-97. Addiction 96(2): 251-8. 

Naar-King, S., Wright, K., Parsons, J.T. et al. (2006). Healthy choices: Motivational 
enhancement therapy for health risk behaviors in HIV-positive youth. AIDS 
Education and Prevention, Vol 18(1), Feb 2006. pp. 1-11. 

Nanovskaya, T.N., Deshmukh, S.V., Miles, R., Burmaster, S.,  Ahmed, M.S., 2003. 
Transfer to L-Alpha-Acetylmethadol (LAAM) and L-Alpha-Acetyl-N-normethadol 
(norLAAM) by the Perfused Placental Lobule. JPET. 306:205-212. 

Narayanan, U., Birru, S., Vaglenova, J., Breese, C.R., 2002. Nicotinic receptor 
expression following nicotine exposure via maternal milk. NeuroReport. 13(7):961-
963. 

Narrow WE, Regier DA, Rae DS, Manderscheid RW, Locke BZ (1993) Use of services 
by persons with mental and addictive disorders: Findings from the National Institute 
of Mental Health Epidemiologic Catchment Area Program. Archives of General 
Psychiatry, 50(2), 95–107. 

National Advisory Council (1997) Substance Abuse and Mental Health Services 
Administration. Improving Services for Individuals at Risk of, or with, Co-Occurring 



 514 

Substance-Related and Mental Health Disorders. Rockville, MD: Substance Abuse 
and Mental Health Services Administration. 

National Association of State Mental Health Program Directors and National 
Association of State Alcohol and Drug Abuse Directors (1999) National Dialogue on 
Co-Occurring Mental Health and Substance Abuse Disorders. Washington, DC: 
National Association of State Alcohol and Drug Abuse Directors. 

National Collaborating Centre for Mental Health (2008a).Drug misuse: opioid 
detoxification. London: British Psychological Society and the Royal College of 
Psychiatrists. 

National Collaborating Centre for Mental Health (2008a).Drug misuse: opioid 
detoxification. London: British Psychological Society and the Royal College of 
Psychiatrists. 

National Collaborating Centre for Mental Health (2008b).Drug misuse: psychosocial 
interventions. London: British Psychological Society and the Royal College of 
Psychiatrists. 

National Collaborating Centre for Mental Health (2008b).Drug misuse: psychosocial 
interventions. London: British Psychological Society and the Royal College of 
Psychiatrists. 

National Institute for Health and Clinical E (2007) Methadone and buprenorphine for 
the management of opioid dependence. London: National Institute for Health and 
Clinical Excellence (NICE). 

National Institute on Drug Abuse (2000). The NIDA Community-Based Outreach 
Model: A Manual To Reduce the Risk of HIV and Other Blood-Borne Infections in 
Drug Users, National Institute on Drug Abuse. US Department of Health and Human 
Services, National Institutes of Health: 107. 

National Institute on Drug Abuse (NIDA). (2005). Epidemiologic trends in drug abuse. 
Washington: NIDA Publications. 

National Treatment Agency (2002). Models of care for the treatment of drug misusers. 
Promoting quality, efficiency and effectiveness in drug misuse treatment services in 
England. London, National Treatment Agency. 

National Treatment Agency (2002). Models of Care. London: NTA 
National Treatment Agency (NTA) (2002). Models of Care for Treatment of Drug 

Misusers. London: NTA. 
National Treatment Agency for Substance Misuse (2006). Care planning practice guide. 

London, NHS (National Health Service): 44. 
Nationella riktlinjer för missbruks- och beroendevård vägledning för socialtjänstens och 

hälso- och sjukvårdens verksamhet för personer med missbruks- och 
beroendeproblem. (2007). Stockholm: Socialstyrelsen. Available on Internet: 
http://www.socialstyrelsen.se/NR/rdonlyres/A50309C4-BAB3-4EB9-A407-
E5C684469D90/7076/20071021_rev.pdf 



 515 

Navarro M, & Rodriguez De Fonseca F. (2000). Nuevas estrategías en el tratamiento de 
la cocaína. Proyecto Hombre, 34, 5-9. 

NDARC. (2001). National evaluation of pharmacotherapies for opioids dependence 
(NEPOD): summary of report to ministerial council on drug strategy: National Drug 
and Alcohol Research Centre,. 

Neff M.  (2003) CDC updates guidelines for prevention and control of infections with  
Nelles J., Fuhrer A., Hirsbrunner H. (1999). How does syringe distribution in prison 

affect consumption of illegal drugs by prisoners? Drug and Alcohol Review 18(2): 
133; 

Nelson-Zlupko, L., Dore, M. M., Kauffman, E., & Kaltenbach, K. (1996). Women in 
recovery : Their perceptions of treatment effectiveness. Journal of Substance Abuse 
Treatment, 13(1), 51-59.  

Newcombe D A L, Bochner F, White J M, & Somogyi A A (2004) Evaluation of levo-
alpha-acetylmethdol (LAAM) as an alternative treatment for methadone maintenance 
patients who regularly experience withdrawal: a pharmacokinetic and 
pharmacodynamic analysis. Drug & Alcohol Dependence, 76(1), 63-72. 

Newton T F, De La Garza R, 2nd, Fong T, Chiang N, Holmes T H, Bloch D A, et al. 
(2005) A comprehensive assessment of the safety of intravenous methamphetamine 
administration during treatment with selegiline. Pharmacology, Biochemistry & 
Behavior, 82(4), 704-711. 

Newton T F, Roache J D, De La Garza R, 2nd, Fong T, Wallace C L, Li S H, et al. 
(2005) Safety of intravenous methamphetamine administration during treatment with 
bupropion. Psychopharmacology, 182(3), 426-435. 

Newton T F, Roache J D, De La Garza R, 2nd, Fong T, Wallace C L, Li S H, et al. 
(2006) Bupropion reduces methamphetamine-induced subjective effects and cue-
induced craving. Neuropsychopharmacology, 31(7), 1537-1544. 

NICE (2006). Peginterferon alfa and ribavirin for the treatment of mild chronic hepatitis 
C. London, NICE (National Institute for Health and Clinical Excellence). 

Nich C, McCance-Katz E F, Petrakis I L, Cubells J F, Rounsaville B J, Carroll K M, et 
al. (2004) Sex differences in cocaine-dependent individuals' response to disulfiram 
treatment. Addictive Behaviors, 29(6), 1123-1128. 

Nollen NL, Mayo MS, Sanderson Cox L, Okuyemi KS, Choi WS, Kaur H, & Ahluwalia 
JS. (2006). Predictors of quitting among African American light smokers enrolled in 
a randomized, placebo-controlled trial. Journal of General Internal Medicine, 21, 
590-595. 

Nordeng, H., Spigset, O., 2005. Treatment with Selective Serotonin Reuptake inhibitors 
in the Third trimester of Pregnancy: Effects on the Infant. Drug Safety. 28(7): 565-
581. 

Nordt C, & Stohler R (2006) Incidence of heroin use in Zurich, Switzerland: a treatment 
case register analysis.[see comment][erratum appears in Lancet. 2006 Jul 
8;368(9530):118]. Lancet, 367(9525), 1830-1834. 



 516 

NTA (2007a) Final Results of the Annual Report 2006-07. London: National Treatment 
Agency for Substance Abuse  
(http://www.nta.nhs.uk/areas/standards_and_inspections/2006-
07_review/docs/Healthcare%20Commission_NTA%202006_7%20service%20revie
w_commissioning%20&%20harm%20reduction.pdf). 

NTA (2007b) Adult drug treatment plan 2008/09. Guidance notes on completion of the 
plan for strategic partnership. London: National Treatment Agency for Substance 
Misuse. 

NTA (2007c) Needs Assessment Guidance for Adult Drug Treatment; National 
Treatment Agency for Substance Misuse. 

Nunes E V, Rothenberg J L, Sullivan M A, Carpenter K M, & Kleber H D (2006) 
Behavioral therapy to augment oral naltrexone for opioid dependence: A ceiling on 
effectiveness? American Journal of Drug & Alcohol Abuse, 32(4), 503-517. 

O´Hara, M.W., Neunaber, D.J., Zekoski, E.M., 1984. Prospective study of postpartum 
depression: prevalence, course and predictive factors. J Abnormal Psychol. 93:158-
171. 

O’Connor W (2007) Opiate dependence and pregnancy: 20-year follow-up 
ÖBIG. (2006). Suchtgiftbezogene Todesfälle 2004. Retrieved. from. 
Obraddovic, Marzo, Rotily, Meroueh, Robert, Vanrenterghem, Seltz, Vogt (2007) 

Substitution et reincarceration (Substitution and reincarceration) 
O'Brien C P (2005) Anticraving medications for relapse prevention: a possible new 

class of psychoactive medications. Am J Psychiatry, 162(8), 1423-1431. 
O'Connor P G (2005) Methods of detoxification and their role in treating patients with 

opioid dependence. Jama, 294(8), 961-963. 
O'Connor P G, Carroll K M, Shi J M, Schottenfeld R S, Kosten T R, & Rounsaville B J 

(1997) Three methods of opioid detoxification in a primary care setting: a 
randomised trial. Ann Intern Med, 127, 526-530. 

O'Connor P G, Oliveto A H, Shi J M, Triffleman E, Carroll K M, Kosten T R, et al. 
(1996) A pilot study of primary-care-based buprenorphine maintenance for heroin 
dependence. The American journal of drug and alcohol abuse, 22(4), 523-531. 

O'Connor, P. G., Oliveto, A. H., Shi, J. M., Triffleman, E., Carroll, K. M., Kosten, T. 
R., et al. (1996). A pilot study of primary-care-based buprenorphine maintenance for 
heroin dependence. The American journal of drug and alcohol abuse, 22(4), 523-531.  

of Opiate-Benzodiazepine Codependent Patients? Journal of Clinical 
Psychopharmacology, 27(2), 188-192. 

Ogden T, Halliday-Boykins CA (2004) Multisystemic treatment of antisocial 
adolescents in Norway: replication of clinical outcomes outside of the us. Child and 
Adolescent Mental Health 

Okruhlica L, Klempova D (2003) Metadonova udrziavacia liecba - standard v gravidite 
(katamnesticka studia), (Methadone Maintenance Treatment - Standard Treatment in 



 517 

Pregnancy Alkoholizmus a drogove zavislosti (Protialkoholicky obzor)). 38(3), 129 - 
135. 

Okruhlica L, Klempova D. Methadone Maintenance Treatment - Standard Treatment in 
Pregnancy. Alkoholizmus a drogove zavislosti (Protialkoholicky obzor) 
2003;38(3):129-35. 

Okruhlica L, Lietavova K, Rakova M, Klempova D, Kaco J. (2001) Hodnotenie 
programu detoxifikacie s pouzitim kodeinu v CPLDZ Bratislava, (Evaluation of a 
detoxification program with the use of codeine in the Centre for Treatment of Drug 
Dependencies in Bratislava). Alkoholizmus a drogove zavislosti (Protialkoholicky 
obzor), 36(4-5), 237-247. 

Okruhlica L, Mihalkova A, Klempova D, Skovayova L (2002) Three-Year Follow-Up 
Study of heroin Users in Bratislava. European Addiction Research, 8, 103 - 106. 

Okruhlica L., Mihalkova A., Klempova D., Skovayova L. (2002). Three-year follow-up 
study of heroin users in Bratislava. European Addiction Research, 8(2):103-106. 

Oliveto A, Poling J, Sevarino K A, Gonsai K R, McCance-Katz E F, Stine S M, et al. 
(2005) Efficacy of dose and contingency management procedures in LAAM-
maintained cocaine-dependent patients. Drug & Alcohol Dependence, 79(2), 157-
165. 

Ompad, D., S. Galea, Y. Wu, C. Fuller, M. Latka, B. Koblin and D. Vlahov (2004). 
Acceptance and completion of hepatitis B vaccination among drug users in New 
York City. Commun Dis Public Health 7(4): 294-300. 

O'Neil G, Hulse G, Armstrong J, Little M, & Murray L (2002) Rapid opioid 
detoxification in Australia. Acad Emerg Med, 9(9), 960. 

Onken LS, Blaine J, Genser S, Horton AM (1997) Treatment of Drug- Dependent 
Individuals with Comorbid Mental Disorders. NIDA Research Monograph 172. NIH 
Publication No. 97- 4172. Rockville, MD: National Institute on Drug Abuse. 

Oreskovich M R, Saxon A J, Ellis M L K, Malte C A, Reoux J P, & Knox P C (2005) A 
double-blind, double-dummy, randomized, prospective pilot study of the partial mu 
opiate agonist, buprenorphine, for acute detoxification from heroin. Drug & Alcohol 
Dependence, 77(1), 71-79. 

Ortner R, Jagsch R, Schindler SD, Primovac A, Fischer G (2004) Buprenorphine 
Maintenance: Office-Based Treatment with Addiction Clinic Support. European 
Addicttion Research, 10(3), 105-11. 

Osborn, D.A., Cole, M.J., Jeffery, H.E., 2005. Opiate treatment for opiate withdrawal in 
newborn infants (Review). Cochrane Library 2005, Issue 2. 

Osborn, D.A., Jeffery, H.E., Cole, M.J., 2005.  Sedatives for opiate withdrawal in 
newborn infants (Review). Cochrane Library 2005, Issue 2. 

Osher FC, Drake RE (1996) Reversing a history of unmet needs: Approaches to care for 
persons with co-occurring addictive and mental disorders. American Journal of 
Orthopsychiatry, 66(1), 4–11. 



 518 

Ostrea, E.M., Ostrea A.R., Simpson, P.M., 1997. Mortality within the first 2 years in 
infants exposed to cocaine, opiate or cannabinoid during gestation. Pediatrics 
100:79-83. 

Oude RC, Voshaar RC,  Couvée JE,  Van Balkom AJLM,  Mulder PGH,  Zitman FG 
(2006)  Strategies for discontinuing long-term benzodiazepine use. Meta-analysis.   
British Journal of Psychiatry: 189, 213-220. 

Oyefeso A, Clancy C, Ghodse H (1998) Developing a quality of care index for 
outpatient methadone treatment programmes. J Eval Clin Pract., 4(1), 39-47.  

Pach J, Kamenczak A, Chrostek Maj J, Fory  Z (2001) Ocena stanu zdrowia 
uczestnik—w programu metadonowego w Krakowie po roku leczenia 
substytucyjnego, (Health state evaluation of opiate dependent patinets after one year 
methadone maintannce treatment programme in Krak—w). Przegl d Lekarski, 58(4), 
240-245. 

Pacifico, P., Nardelli, E., Panzaretto, M.F.,  1989. Neonatal heroin withdrawal 
syndrome. Evaluation of different pharmacological treatments. Pharmacol Res. 
21(1):63-64. 

Padaiga Z, Subata E, Vana G  (2007) Outpatient methadone maintenance treatment 
program - Quality of life and health of opioid-dependent persons in Lithuania. 
Medicine, 43(3), 235-241. 

Paetzold, Eronat, Seifert, Holze, Emrich, Schneider (2000) Detoxifikation 
polytoxikomaner Patienten mit Buprenorphin (Detoxification of opiate addicts with 
multiple drug abuse: effects of buprenorphine on affect, anxiety, and withdrawal 
symptoms) 

Pakocinaite J, Subata, E (2007) Metadono programos rysys su priklausomu nuo opioidu 
zmoniu gyvenimo kokybe. (The impact of methadone maintenance program with the 
quality of life of opioid dependent people). Conference porceedings, Lithuania.  

Palmer J. (2007) Special health requirements for female prisoners. In: Moler L., Stöver 
H., Gatherer A., NIkogosian H., Jürgens R (eds ) Health in prisons. A WHO guide to 
the essentials in prison health. WHO 

Pantalon M V, Ferro G, Chawarski M C, LaPaglia D M, Pakes J P, & Schottenfeld R S 
(2004) Voucher Purchases in Contingency Management Interventions for Women 
Cocaine Dependence. Addictive Disorders & Their Treatment, 3(1), 27-35. 

Pantalon M V, Fiellin D A, O'Connor P G, Chawarski M C, Pakes J R, & Schottenfeld 
R S (2004) Counseling requirements for buprenorphine maintenance in primary care: 
Lessons learned from a preliminary study in a methadone maintenance program. 
Addictive Disorders & Their Treatment, 3(2), 71-76. 

Paraherakis A, Charney D A, Palacios-Boix J, & Gill K (2000) An abstinence-oriented 
program for substance use disorders: poorer outcome associated with opiate 
dependence. Can J Psychiatry, 45(10), 927-931. 

Parks, G, & Marlatt, A. (2000) Relapse Prevention Therapy: A Cognitive-Behavioral 
Approach The National Psychologist September/October, (9, 5)  



 519 

Passos S R L, Camacho L A B, Lopes C S, & dos Santos M A B (2005) Nefazodone in 
out-patient treatment of inhaled cocaine dependence: A randomized double-blind 
placebo-controlled trial. Addiction, 100(4), 489-494. 

Pastuszak, A., Schick-Boschetto, B., Zuber, C., Feldkamp, M., Pinelli, M., Sally, S., 
Donnenfeld, A., McCormack, M., Leen-Mitchell, M., Woodland, C., Gardner, A., 
Hom, M., Koren, G.,1993. Pregnancy outcome following first-trimester exposure to 
fluoxetine (Prozac). JAMA. 269:2246-2247. 

Pearson E C, & Woosley R L (2005) QT prolongation and torsades de pointes among 
methadone users: reports to the FDA spontaneous reporting system. 
Pharmacoepidemiology and drug safety, 14(11), 747-753. 

Pearson F., Lipton D. (1999) A meta-analytic review of the effectiveness of corrections-
based treatments for drug abuse. Prison Journal 79(4), 384-410; 

Pedersen M.U., Vind L., Milter M. Gronbek M. (2004) Alkoholbehandlingsindsatsen i 
Danmark – semmenlignet med Sverige. Aarhus: Center for Rusmiddelforsknig. 

Pedersen, Mads Uffe, Segraeus, Vera & Hellman, Matilda (red.) (2005). Evidence based 
practice? : challenges in substance abuse treatment. Helsinki: NAD 

Pedersen, Mads Uffe, Segraeus, Vera & Hellman, Matilda (red.) (2005). Evidence based 
practice? : challenges in substance abuse treatment. Helsinki: NAD 

Peles E, Schreiber S, & Adelson M (2006) Factors predicting retention in treatment: 10-
year experience of a methadone maintenance treatment (MMT) clinic in Israel. Drug 
& Alcohol Dependence, 82(3), 211-217. 

Pepper B, Kirshner MC, Ryglewicz H (1981) The young adult chronic patient: 
Overview of a population. Hospital and Community Psychiatry, 32(7), 463–469. 

Pepper B, Massaro J (1995) Substance Abuse and Mental/Emotional Disorders: 
Counselor Training Manual. New York: The Information Exchange. 

Perez de los Cobos J, Duro P, Trujols A, Battle F, Ribalta E, & Casas M (2001) 
Methadone tapering plus amantadine to detoxify heroin-dependent inpatients with or 
without an active cocaine use disorder: two randomised controlled trials. Drug 
Alcohol Depend, 63, 187-195. 

Perkins S. (1998) Access to Condoms For Prisoners in the European Union. National 
AIDS and Prison Forum, London. 

Perneger T V, Giner F, del Rio M, & Mino A (1998) Randomised trial of heroin 
maintenance programme for addicts who fail in conventional drug treatments. BMJ 
(Clinical research ed.), 317(7150), 13-18. 

Perneger, T.V., Giner, F., del Rio, M., Mino, A., 1998. Randomised trial of heroin 
maintenance programme for addicts who fail in conventional drug treatments. BMJ. 
317:13-18. 

Perry J, E. B., Gil R, Miles D, Brenner L, MacDougall L, Johnson R, et al. (2004) 
Mazindol augmentation of antipsychotic treatment for schizophrenic patients with 
comorbid cocaine abuse or dependence: A preliminary double-blind, randomized, 
placebo-controlled trial. Journal of Dual Diagnosis, 1(1), 37-47. 



 520 

Perz, J. F., G. L. Armstrong, L. A. Farrington, Y. J. Hutin and B. P. Bell (2006). The 
contributions of hepatitis B virus and hepatitis C virus infections to cirrhosis and 
primary liver cancer worldwide. J Hepatol 45(4): 529-38. 

Peterson P.L., Baer J.S., Wells E.A., Ginzler J.A., Garrett S.B. Short-term effects of a 
brief motivational intervention to reduce alcohol and drug risk among homeless 
adolescents. Psychology of addictive behaviors : journal of the Society of 
Psychologists in Addictive Behaviors, 2006 Sep, 20(3):254-64 

Peterson PL, Baer JS, Wells EA, Ginzler JA, Garrett SB. (2006). Short-term effects of a 
brief motivational intervention to reduce alcohol and drug risk among homeless 
adolescents. Psychology of Addictive Behavior, 20, 254-64. 

Petrakis IL, Carroll KM, Nich C, Gordon LT, McCance-Katz EF, Frankforter T, 
Rounsaville BJ (2000) Disulfiram treatment for cocaine dependence in methadone-
maintained opioid addicts. Addiction: 95(2), 219-228. 

Petry (2005) Methadone plus contingency management or performance feedback 
reduces cocaine and opiate use in people with drug addiction. Evid Based Ment 
Health(8), 112. 

Petry N M, Alessi S M, & Hanson T (2007) Contingency Management Improves 
Abstinence and Quality of Life in Cocaine Abusers. Journal of Consulting and 
Clinical Psychology, 75(2), 307-315. 

Petry N M, Alessi S M, Carroll K M, Hanson T, MacKinnon S, Rounsaville B, et al. 
(2006) Contingency management treatments: Reinforcing abstinence versus 
adherence with goal-related activities. Journal of Consulting & Clinical Psychology, 
74(3), 592-601. 

Petry N M, Alessi S M, Marx J, Austin M, Tardif M, Petry N M, et al. (2005) Vouchers 
versus prizes: contingency management treatment of substance abusers in 
community settings. Journal of Consulting & Clinical Psychology, 73(6), 1005-1014. 

Petry N M, Martin B, Simcic F, Jr., Petry N M, Martin B, & Simcic F, Jr. (2005) Prize 
reinforcement contingency management for cocaine dependence: integration with 
group therapy in a methadone clinic. Journal of Consulting & Clinical Psychology, 
73(2), 354-359. 

Petry N M, Peirce J M, Stitzer M L, Blaine J, Roll J M, Cohen A, et al. (2005) Effect of 
Prize-Based Incentives on Outcomes in Stimulant Abusers in Outpatient 
Psychosocial Treatment Programs: A National Drug Abuse Treatment Clinical Trials 
Network Study. Archives of General Psychiatry, 62(10), 1148-1156. 

Petry N M, Tedford J, Austin M, Nich C, Carroll K M, Rounsaville B J, et al. (2004) 
Prize reinforcement contingency management for treating cocaine users: how low 
can we go, and with whom? Addiction, 99(3), 349-360. 

Petry NM, Alessi SM, Marx J, Austin M, Tardif M (2005) Vouchers versus prizes: 
contingency management treatment of substance abusers in community settings. 
Journal of Consulting and Clinical Psychology: 73(6), 1005-1014. 



 521 

Petry NM, Martin B, Cooney J, Kranzier HR (2000) Give them prizes and they will 
come: Contingency management for the treatment of alcohol dependence. Journal of 
Consulting and Clinical Psychology, 68(2), 250–257. 

Petry NM, Tedford N, Austin M, Nich C, Carroll KM, Rounsaville BJ (2004) Prize 
reinforcement contingency management for treating cocaine users: how low can we 
go, and with whom? Addiction: 99(3), 349-360. 

Petry, NM, Alessi, SM, Carroll, KM, Hanson T, MacKinnon S, Rounsaville B, Sierra S 
(2006) Contingency management treatments: reinforcing abstinence versus 
adherence with goal-related activities. Journal of Consulting and Clinical 
Psychology. 74, 592-601. 

Petursson H, Lader M (1984) Dependence on tranquillizers. Oxford: Oxford University 
Press. 

Pharmacology: 81(2), 92-96. 
Philipp, B.L., Merewood, A., O´Brien, S., 2003. Methadone and Breastfeeding: New 

Horizons. Pediatrics 111:1429-1430. 
Poling J, Oliveto A, Petry N, Sofuoglu M, Gonsai K, Gonzalez G, et al. (2006) Six-

month trial of bupropion with contingency management for cocaine dependence in a 
methadone-maintained population. Archives of General Psychiatry, 63(2), 219-228. 

Pollini R A, McCall L, Mehta S H, Vlahov D, & Strathdee S A (2006) Non-fatal 
overdose and subsequent drug treatment among injection drug users. Drug Alcohol 
Depend, 83(2), 104-110. 

Pomini V (2007) Interventi terapeutici familiari e permanenza in trattamento. (Family 
therapy and treatment retention). Quaderni di Itaca, 11, 206-216. 

Pond, S.M., Kreek, M.J., Tong, T.G., Raghunath, J., Benowitz, N.L., 1985. Altered 
methadone pharmacokinetics in methadone-maintained pregnant women. J 
Pharmacol Exp Ther. Apr;233(1):1-6. 

Ponizovsky A M, Grinshpoon A, Margolis A, Cohen R, & Rosca P (2006) Well-being, 
psychosocial factors, and side-effects among heroin-dependent inpatients after 
detoxification using buprenorphine versus clonidine. Addictive Behaviors, 31(11), 
2002-2013. 

Pontali E. (2005) Antiretroviral treatment in correctional facilities. HIV Clinical Trials 
6(1): 25-37; 

Porporino F., J., Robinson D., Millson M.A., Weekes J., R. (2002) An outcome 
evaluation of prison-based treatment programming for substance users. Substance 
Use and Misuse 37, No 8-10, 1047-1077; 

Poschadel, S., R. Höger, J. Schnitzler and D. Schreckenberg (2002). Evaluation der 
Drogenkonsumräume in der Bundesrepublik Deutschland. Bochum, Zeus GmbH. 

Potvin S, Stip E, Lipp O, Elie R, Mancini-Marie A, Demers M F, et al. (2006) 
Quetiapine in patients with comorbid schizophrenia-spectrum and substance use 
disorders: an open-label trial. Current Medical Research & Opinion, 22(7), 1277-
1285. 



 522 

Prendergast M., Campos M., Farabee D., Evans W., Martinez J. (2004). Reducing 
substance use in prison: The California Department of Corrections Drug Reduction 
Strategy Project. The Prison Journal 84(2), 265-80;  

Preston K L, Umbricht A, & Epstein D H (2000) Methadone dose increase and 
abstinence reinforcement for treatment of continued heroin use during methadone 
maintenance. Arch Gen Psychiatry, 57(4), 395-404. 

Principer för behandling av drogberoende : en forskningsbaserad vägledning. (2004). 
Stockholm: Statens institutionsstyr. (SiS) 

Prinzleve, M. and M.-S. Martens (2003). Evaluation der Abendöffnungszeiten des Drob 
Inn. Hamburg, Zentrum für Interdisziplinäre Suchtforschung (ZIS) der Universität 
Hamburg. 

Prinzleve, Vertheim, Degkwitz (2002) Ambulante Suchtakupunktur als Begleittherapie 
in der Subtitutionsbehandlung. (Auricular Acupuncture as an Adjunct to Methadone 
Maintenance Treatment). 

Prochaska JO, DiClemente CC (1992) Stages of change in the modification of problem 
behavior. In: Hersen M, Eisler R, Miller PM, eds. Progress in Behavior Modification. 
Sycamore, IL: Sycamore Publishing Company, 184–214. 

Quaglio, G. L., F. Lugoboni, B. Pajusco, M. Sarti, G. Talamini, P. Mezzelani, D. C. Des 
Jarlais, Gics, G. L. Quaglio, F. Lugoboni, B. Pajusco, M. Sarti, G. Talamini, P. 
Mezzelani, D. C. Des Jarlais and Gics (2003). Hepatitis C virus infection: 
prevalence, predictor variables and prevention opportunities among drug users in 
Italy. Journal of Viral Hepatitis 10(5): 394-400. 

Raistrick D, West D, Finnegan O, Thistlethwaite G, Brearley R, & Banbery J (2005) A 
comparison of buprenorphine and lofexidine for community opiate detoxification: 
results from a randomized controlled trial. Addiction, 100(12), 1860-1867. 

Ramsay M. (2003) Home Office, development and statistics directorate research study 
No 267, London, Home Office  

Ramsay M. (2003) Prisoners’ drug use and treatment: Seven Studies. London, Home 
Office; 

Rao R V, Dhawan A, & Sapra N (2005) Opioid maintenance therapy with slow release 
oral morphine: Experience from India. Journal of Substance Use, 10(5), 259-261. 

Raschke P, Püschel K, & Heinemann A (2000) Rauschgiftmortalität und 
Substitutionstherapie in Hamburg 1990-1998 (Drug Mortality Rate and Maintenance 
Treatment in Hamburg 1990-1998) (1), 43-48. 

Raschke, Ullmann (2001) 10 jahre Substitutionsbehandlung in der hausŠrtzlichen 
Praxis. (10 years of substitution therapy in an outpatient setting). 

Rathod N H, Addenbrooke W M, & Rosenbach A F (2005) Heroin dependence in an 
English town: 33-year follow-up. British Journal of Psychiatry, 187, 421-425. 

Ravndal E (2003): Research in the concept-based therapeutic community - its 
importance to European treatment research in the drug field. International Journal of 
Social Welfare, 123: 229-238 



 523 

Rawson R A, Mann A J, Tennant F S, Jr., & Clabough D (1983) Efficacy of 
psychotherapeutic counselling during 21-day ambulatory heroin detoxification. 
NIDA Res Monogr, 43, 310-314. 

Rawson R A, Marinelli-Casey P, Anglin M D, Dickow A, Frazier Y, Gallagher C, et al. 
(2004) A multi-site comparison of psychosocial approaches for the treatment of 
methamphetamine dependence. Addiction, 99(6), 708-717. 

Rawson R A, McCann M J, Flammino F, Shoptaw S, Miotto K, Reiber C, et al. (2006) 
A comparison of contingency management and cognitive-behavioral approaches for 
stimulant-dependent individuals. Addiction, 101(2), 267-274. 

Rea F, Bell J R, Young M R, & Mattick R P (2004) A randomised, controlled trial of 
low dose naltrexone for the treatment of opioid dependence. Drug & Alcohol 
Dependence, 75(1), 79-88. 

Reece S (2002) Rapid opioid detoxification in Australia. Acad Emerg Med, 9(9), 960-
962. 

Reed L, Glasper A, de Wet C, Bearn J, Gossop M (2007). Comparison of buprenorphine 
and methadone in the treatment of opiate withdrawal: possible advantages of 
buprenorphine for the treatment of opiate-Benzodiazepine codependent patients? 
Clinical Psychopharmacology: 27(2), 188 – 192. 

Refuerzo, J.S., Sokol, R.J., Lajeunesse, L., Firchau, K., Kruger, M., Sorokin, Y., 2005. 
Use of over-the-counter medications and herbal remedies in pregnancy. Am J 
Perinatol. Aug; 22(6):321-324. 

Rehm J, Gschwend P, Steffen T, Gutzwiller F, Dobler-Mikola A, & Uchtenhagen A 
(2001) Feasibility, safety, and efficacy of injectable heroin prescription for refractory 
opioid addicts: a follow-up study. Lancet, 358(9291), 1417-1423. 

Rehm J, Gschwend P, Steffen T, Gutzwiller F, Dobler-Mikola A, Uchtenhagen A. 
Feasibility, safety, and efficacy of injectable heroin prescription for refractory opioid 
addicts: a follow-up study. Lancet. 2001 Oct 27;358(9291):1417-23. 

Rehm, J., Room,R., Van den Brink,W., Kraus, L., 2005. Problematic drug use disorders 
in EU countries and Norway: An overview of the epidemiology. Eur 
Neuropsychopharm. 15(4):389-397. 

Reid M S, Angrist B, Baker S, Woo C, Schwartz M, Montgomery A, et al. (2005) A 
placebo-controlled screening trial of celecoxib for the treatment of cocaine 
dependence. Addiction, 100 Suppl 1, 32-42. 

Reid M S, Casadonte P, Baker S, Sanfilipo M, Braunstein D, Hitzemann R, et al. (2005) 
A placebo-controlled screening trial of olanzapine, valproate, and coenzyme Q10/L-
carnitine for the treatment of cocaine dependence. Addiction, 100 Suppl 1, 43-57. 

Reid SC, Teesson M, Sannibale C, Matsuda M, & Haber PS. (2006). The efficacy of 
compliance therapy in pharmacotherapy for alcohol dependence: a randomized 
controlled trial. Journal of the Studies of Alcohol, 66, 833-41. 



 524 

Reimer, J., J. Lorenzen, B. Baetz, B. Fischer, J. Rehm, C. Haasen and M. Backmund 
(2007). Multiple viral hepatitis in injection drug users and associated risk factors. J 
Gastroenterol Hepatol 22(1): 80-5. 

Remy, A., Serraf L., Galinier A., Hedouin V., Gosset D., Wagner P. (2006). Treatment 
for hepatitis C in jailhouses is doable and successful: Definitive data of first national 
French study (POPHEC). Heroin Addiction & Related Clinical Problems 8(2), 47-
49; 

Ribeiro, Santos (2003) Intervencao psicologica em grupo no CAT de Guimaraes - um 
ano de evolucao, (Psycological group intervention in the drug addiction centre of 
Guimaraes - one year evaluation). 

Rigter H, van Gageldonk A, Ketelaars T, & van Laar M. (2004). Treatment of 
Problematic Use of Drugs. State of the Art for evidence  based treatments and other 
interventions (No. AU0271). Utrecht (Niederlande): Trimbos Instiute.  

Rigter H, Van Laar M, Rigter S (2003) Cannabis: feiten en cijfers 2003. 
Achtergrondstudie Nationale Drugmonitor NDM Utrecht: Bureau NDM 

Riley, E.H., Fuentes-Afflick, E., Jackson, R.A., Escobar, G.J., Brawarsky, P., Schreiber, 
M., Haas, J.S., 2005. Correlates of prescription drug use in pregnancy. J Womens 
Health. Jun;14(5):401-409. 

Ritter A J (2002) Naltrexone in the treatment of heroin dependence: relationship with 
depression and risk of overdose. Aust N Z J Psychiatry, 36(2), 224-228. 

Ritter, A. and J. Cameron (2006). A review of the efficacy and effectiveness of harm 
reduction strategies for alcohol, tobacco and illicit drugs. Drug Alcohol Rev 25: 611-
624. 

Roache J D, Johnson B A, Ait-Daoud N, Mauldin J B, Thornton J E, Wells L T, et al. 
(2005) Effects of repeated-dose isradipine on the abuse liability of cocaine. 
Experimental & Clinical Psychopharmacology, 13(4), 319-326. 

Robaeys, G., H. Van Vlierberghe, C. Mathei, M. Van Ranst, L. Bruckers and F. Buntinx 
(2006). Similar compliance and effect of treatment in chronic hepatitis C resulting 
from intravenous drug use in comparison with other infection causes. Eur J 
Gastroenterol Hepatol 18(2): 159-66. 

Robertson J, Raab G M, Bruce M, McKenzie J S, Storkey H R, & Salter A (2006) 
Addressing the efficacy of dihydrocodeine versus methadone as an alternative 
maintenance treatment for opiate dependence: A randomized controlled trial. 
Addiction, 101(12), 1752-1759. 

Robertson, J., Raab, G. M., Bruce, M., McKenzie, J. S., Storkey, H. R., & Salter, A. 
(2006). Addressing the efficacy of dihydrocodeine versus methadone as an 
alternative maintenance treatment for opiate dependence: A randomized controlled 
trial. Addiction, 101(12), 1752-1759.  

Robles E, Silverman K, Preston KL, Cone EJ, Katz E, Bigelow GE, Stitzer ML (2000) 
The brief abstinence test: voucher-based reinforcement of cocaine abstinence. Drug 
and Alcohol Dependence: 58(1-2), .205-212. 



 525 

Rodríguez-Jiménez R, Aragüés M, Jiménez-Arriero MA, Ponce G, Muñoz A, Bagney 
A, Hoenicka J, Palomo T (2008) Dual diagnosis in psychiatric inpatients: prevalence 
and general characteristics. Invest Clin., 49(2), 195-205. 

Rodriguez-Llera M C, Domingo-Salvany A, Brugal M T, Silva T C (2006) Psychiatric 
comorbidity in young heroin users. Drug and Alcohol Dependence, 84, 48-55. 

Rohrmeister K, Bernert G, Langer M, Fischer G, Weninger M, & Pollak A (2001) 
[Opiate addiction in gravidity - consequences for the newborn. Results of an 
interdisciplinary treatment concept]. Z Geburtshilfe Neonatol, 205(6), 224-230. 

Rohrmeister, K., Bernert, G., Lamger, M., Fischer, G., Weninger, M., Pollak, A., 
2001.Opiate addiction in gravidity-consequences for the newborn. Results of an 
interdisciplinary treatment concept. Z Geburtsh Neonatal. 205:224-230. 

Rohsenow D J, Monti P M, Martin R A, Colby S M, Myers M G, Gulliver S B, et al. 
(2004) Motivational enhancement and coping skills training for cocaine abusers: 
Effects on substance use outcomes. Addiction, 99(7), 862-874. 

Rohsenow D.J., Monti P.M., Martin R.A., Michalec E., Abrams D.B. (2000). Brief 
Coping skills Treatment for Cocaine Abuse: 12-Month Substance Use Outcome. 
Journal of Consulting and Clinical Psychology, 68(3):515-520. 

Rohsenow DJ, Monti PM, Martin RA, Colby SM, Myers MG, Gulliver SB, Brown RA, 
Mueller TI, Gordon A, Abrams DB (2004) Motivational enhancement and coping 
skills training for cocaine abusers: effects on substance use outcomes. Addiction: 
99(7),862-874. 

Rohsenow DJ, Monti PM, Martin RA, Michalec E, Abrams DB (2000) Brief coping 
skills treatment for cocaine abuse: 12-month substance use outcomes. Journal of 
Consulting and Clinical Psychology: 68 (3), 515-520. 

Roll J M, Chermack S T, & Chudzynski J E (2004) Investigating the use of contingency 
management in the treatment of cocaine abuse among individuals with 
schizophrenia: A feasibility study. Psychiatry Research, 125(1), 61-64. 

Roll J M, Petry N M, Stitzer M L, Brecht M L, Peirce J M, McCann M J, et al. (2006) 
Contingency management for the treatment of methamphetamine use disorders. 
American Journal of Psychiatry, 163(11), 1993-1999. 

Roll J M, Shoptaw S, Roll J M, & Shoptaw S (2006) Contingency management: 
schedule effects. Psychiatry Research, 144(1), 91-93. 

Rollnick, S., Heather, N., & Bell, A. (1992). Negotiating behaviour change in medical 
settings: The development of brief motivational interviewing. Journal of Mental 
Health, 1, 25-37. 

Roos, R., Proquitte, H., Genzel-Boroviczény, O., 2000. Das Neugeborene bei 
Drogenabusus in der Schwangerschaft. In: Ceckliste Neonatologie. Georg Thieme 
Verlag, Stuttgart, New York, 2001. ISBN 3-13-125051-8. pp.114-116. 

Roozen H G, de Kan R, van den Brink W, Kerkhof B J, & Geerlings P J (2002) Dangers 
involved in rapid opioid detoxification while using opioid antagonists: dehydration 
and renal failure. Addiction, 97(8), 1071-1073. 



 526 

Roozen HG (2003) The efficacy of naltrexone in the opioid and alcohol treatment: preli 
minary results of a review. 7th Stapleford International Conference on Addiction, 15 
november 2003 Nijmegen:The Stapleford Centre 

Roozen HG (2004) Community Reinforcement Approach in treating addiction: a 
conceptual and historical analysis. 

Roozen HG, Boulogne JJ, Van Tulder MW, Van den Brink W, De Jong CAJ, Kerkhof 
AJFM (2004) A systematic review of the effectiveness of the community 
reinforcement approach in alcohol, cocaine and opioid addiction. Drug and Alcohol 
Dependence, 741: 1-13  

Roozen, Kerkhof, van den Brink (2003) Ervaringen met een 
terugvalpreventieprogramma (CRA) gecombineerd met naltrexone bij 
opiaatefhankelijken: effect op verslavingsgedrag en predictieve waarden van 
psychiatrische comorbiditeit, (Experiences with an Outpatient Relapse Program 
(Community Reinforcement Approach) Combined with Naltrexone in theTreatment 
of Opiod-Dependence: Effect on Addictive Behaviours and the Predictive Value of 
Psychiatric Comorbidity). 

Rosenblum A, Magura S, Kayman D J, Fong C, Rosenblum A, Magura S, et al. (2005) 
Motivationally enhanced group counseling for substance users in a soup kitchen: a 
randomized clinical trial. Drug & Alcohol Dependence, 80(1), 91-103. 

Ross J, Teesson M, Darke S, Lynskey M, Ali R, Ritter A, et al. (2006) Short-term 
outcomes for the treatment of heroin dependence: Findings from the Australian 
Treatment Outcome Study (ATOS). Addictive Disorders & Their Treatment, 5(3), 
133-143. 

Rotily M., Weilandt C. (1999) European network on HIV/AIDS and Hepatitis 
prevention in prisons – 3 rd annual report. Observatoire Regional de la Santé 
Provance, Alpes, Cote d’Azur, Marseille; Wissenschaftliches Institut für die Ärzte 
Deutschlands, Bonn; 

Rounsaville BJ, Weissman MM, Kleber H, Wilber C (1982b) Heterogeneity of 
psychiatric diagnosis in treated opiate addicts. Archives of General Psychiatry, 39(2), 
161–168. 

Rowan-Szal G A, Bartholomew N G, Chatham L R, Simpson D D, Rowan-Szal G A, 
Bartholomew N G, et al. (2005) A combined cognitive and behavioral intervention 
for cocaine-using methadone clients. Journal of Psychoactive Drugs, 37(1), 75-84. 

Rowan-Szal G.A., Bartholomew N.G., Chatham L.R., Simpson D.D. (2005) A 
combined cognitive and behavioral intervention for cocaine-using methadone clients. 
Journal of psychoactive drugs, 37(1):75-84. 

Rubak S, Sandbaek A, Lauritzen T, Borch-Johnsen K, Christensen B. (2006). An 
education and training course in motivational interviewing influence: GPs' 
professional behaviour--ADDITION Denmark. Br Journal of General Practice, 56, 
429-36. 



 527 

Rubio G, Martinez I, Recio A, Ponce G, Lopez-Munoz F, Alamo C, et al. (2006) 
Risperidone versus Zuclopenthixol in the Treatment of Schizophrenia with Substance 
Abuse Comorbidity: A Long-term Randomized, Controlled, Crossover Study. 
European Journal of Psychiatry, 20(3), 133-146. 

Rupert White R A, Charlotte Feinmann (2001) Two methods of community 
detoxification from opiates: an open-label comparison of lofexidine and 
buprenorphine. Drug and Alcohol Dependence, 65, 77-83. 

Rush C R, Stoops W W, Wagner F P, Hays L R, & Glaser P E A (2004) Alprazolam 
attenuates the behavioral effects of D-amphetamine in humans. Journal of Clinical 
Psychopharmacology, 24(4), 410-420. 

Rutledge, S. E. (2007). Single-session motivational enhancement counseling to support 
change toward reduction of HIV transmission by HIV positive persons. Archives of 
Sexual Behavior, 36(2), 313-319. 

Rutter, S.,. Dolan K., Wodak A., Heilpern H. (2001) Prison-based syringe exchange 
programs. A review of international research and program development Sydney, 
National Drug and Alcohol Research Centre, University of New South Wales; 

Sacks S, De Leon G, Balistreri E, Liberty HJ, McKendrick K, Sacks J, Staines G, 
Yagelka J (1998a) Modified therapeutic community for homeless mentally ill 
chemical abusers: Sociodemographic and psychological profiles. Journal of 
Substance Abuse Treatment, 15(6), 545–554. 

Sacks S, De Leon G, Bernhardt AI, Sacks JY (1997a) A modified therapeutic 
community for homeless mentally ill chemical abusers. In: De Leon, G., ed. 
Community as Method: Therapeutic Communities for Special Populations and 
Special Settings. Westport, CT: Praeger Publishers/Greenwood Publishing Group, 
19–37. 

Sacks S, De Leon G, Bernhardt AI, Sacks JY (1998b) Modified Therapeutic 
Community for Homeless Mentally Ill Chemical Abusers: Treatment Manual. New 
York: National Development and Research Institutes. 

Sacks S, De Leon G, McKendrick K, Brown B, Sacks J (2003a) TC-oriented supported 
housing for homeless MICAs. Journal of Psychoactive Drugs, 35(3), 355–366. 

Sacks S, Sacks J, De Leon G, Bernhardt AI, Staines GL (1997b) Modified therapeutic 
community for mentally ill chemical “abusers”: Background; influences; program 
description; preliminary findings. Substance Use and Misuse, 32(9), 1217–1259. 

Sacks S, Sacks JY, Stommel J (2003b) Modified TC for MICA Inmates in Correctional 
Settings: A Program Description. Corrections Today. 

Sacks S.,. Sacks J., McKendrick K., Banks S.  and Stommel J.  (2004). Modified TC for 
MICA offenders: crime outcomes. Behav Sci Law 22(4), 477-501; 

Salehi M, Amanatkar M, & Barekatain M (2006) Tramadol versus methadone for the 
management of acute opioid withdrawal: An add-on study. Journal of Research in 
Medical Sciences, 11(3), 185-189. 



 528 

Salloum I M, Douaihy A, Cornelius J R, Kirisci L, Kelly T M, & Hayes J (2007) 
Divalproex utility in bipolar disorder with co-occurring cocaine dependence: A pilot 
study. Addictive Behaviors, 32(2), 410-415. 

Samet, J. H., A. Y. Walley, C. Bridden, J. H. Samet, A. Y. Walley and C. Bridden 
(2007). Illicit drugs, alcohol, and addiction in human immunodeficiency virus. 
Panminerva Medica 49(2): 67-77. 

Sanz, E.J., De-las-Cuevas, C., Kiuru, A., Bate, A., Edwards, R, 2005. Selective 
serotonin reuptake inhibitors in pregnant women and neonatal withdrawal syndrome: 
a database analysis. Lancet. 365:482-487.  

Sarkar, S., Donn, S.M., 2006. Management of neonatal abstinence syndrome in neonatal 
intensive care units : A national survey. Journal of Perinatology. 26(1): 15-17. 

Sattar S P, Bhatia S C, & Petty F (2004) Potential benefits of quetiapine in the treatment 
of substance dependence disorders. Journal of Psychiatry & Neuroscience, 29(6), 
452-457. 

Saunders B., Wilkinson C., Philips M. (1995) The impact of a brief motivational 
intervention with opiate users attending a methadone programme. Addiction, 90:415-
424. 

Saxon AJ, Calsyn DA (1995) Effects of psychiatric care for dual diagnosis patients 
treated in a drug dependence clinic. American Journal of Drug and Alcohol Abuse, 
21(3), 303–313. 

Sayers S L, Campbell E C, Kondrich J, Mann S C, Cornish J, O'Brien C, et al. (2005) 
Cocaine abuse in schizophrenic patients treated with olanzapine versus haloperidol. 
Journal of Nervous & Mental Disease, 193(6), 379-386. 

Schaefer, M., A. Heinz and M. Backmund (2004). Treatment of chronic hepatitis C in 
patients with drug dependence: time to change the rules? Addiction 99(9): 1167-75. 

Schäfer I, Najavits LM (2007) Clinical challenges in the treatment of patients with 
posttraumatic stress disorder and substance abuse. Curr Opin Psychiatry., 20(6), 614-
8. 

Schechter M T (2002) NAOMI--her time has come. North American Opiate Medication 
Initiative. Journal of urban health : bulletin of the New York Academy of Medicine, 
79(2), 164-165. 

Scherbaum N, Kluwig J, Specka M, Krause D, Merget B, Finkbeiner T, et al. (2005) 
Group psychotherapy for opiate addicts in methadone maintenance treatment--a 
controlled trial. European Addiction Research, 11(4), 163-171. 

Schifano P, Bargagli A M, Belleudi V, Amato L, Davoli M, Diecidue R, et al. (2006) 
Methadone treatment in clinical practice in Italy: need for improvement. European 
Addiction Research, 12(3), 121-127. 

Schindler SD, Eder H, Ortner R, Rohrmeister K, Langer M, Fischer G (2003) Neonatal 
outcome following buprenorphine maintenance during conception and throughout 
pregnancy. Addiction, 98(1), 103-10. 



 529 

Schindler, S.D., Eder, H., Ortner, R., Rohrmeister, K., Langer, M., Fischer, G., 2003. 
Neonatal outcome following buprenorphine maintenance during conception and 
throughout pregnancy. Addiction. 98:103-110. 

Schippers GM, De Jonge J (2002) Motiverende gespreksvoering MGv. Maandblad 
Geestelijke volksgezondheid, 573: 250-265 

Schmitz J M, Stotts A L, Sayre S L, DeLaune K A, Grabowski J, Schmitz J M, et al. 
(2004) Treatment of cocaine-alcohol dependence with naltrexone and relapse 
prevention therapy. American Journal on Addictions, 13(4), 333-341. 

Schnieders, M., Rassaerts, I., Schafer,M., Soyka,M., 2006. Relevance of Childhood 
Trauma for later Drug Dependence. Fortschr Neurol Psychiatr. Feb 16. 

Schoemaker CG, Rigter HGM, De Graaf R, Cuijpers P (2002) Nationale monitor 
geestelijke gezondheid. Jaarbericht 2002 Utrecht: Trimbos-instituut 

Schoener, E.P.; Madeja, C.L.; Henderson, M.J., Ondersma, S.J., & Janisse, J.J. (2006). 
Effects of motivational interviewing training on mental health therapist behavior. 
Drug and Alcohol Dependence, 82, 269-275. 

Schottenfeld R S, Chawarski M C, Pakes J R, Pantalon M V, Carroll K M, Kosten T R, 
et al. (2005) Methadone versus buprenorphine with contingency management or 
performance feedback for cocaine and opioid dependence.[see comment]. American 
Journal of Psychiatry, 162(2), 340-349. 

Schottenfeld RS, Chawarski MC, Pakes JR, Pantalon MV, Carroll KM,  Kosten TR  
(2005) Methadone versus buprenorphine with contingency management or 
performance feedback for cocaine and opioid dependence. American Journal of  
Psychiatry.162(2):340-349. 

Schottenfeld, R. S., Chawarski, M. C., Pakes, J. R., Pantalon, M. V., Carroll, K. M., 
Kosten, T. R., et al. (2005). Methadone versus buprenorphine with contingency 
management or performance feedback for cocaine and opioid dependence. American 
Journal of Psychiatry, 162(2), 340-349.  

Schottenfeld, R.S., Chawarski, M.C., Pakes, J.R., Pantalon, M.V., Carroll, K.M.,Kosten, 
T.R., 2005. Methadone versus buprenorphine with contingency management or 
performance feedback for cocaine and opioid dependence. Am J Psychiatry. 
Feb;162(2):340-349. 

Schu, M. and H. P. Tossmann (2005). Evaluation der Drogenkonsumräume in Berlin. 
Köln, Berlin, FOGS GmbH, delphi Gesellschaft. 

Schufman E N, Porat S, Witztum E, Gandacu D, Bar-Hamburger R, & Ginath Y (1994) 
The efficacy of naltrexone in preventing reabuse of heroin after detoxification. Biol 
Psychiatry, 35, 935-945. 

Schulte, B. Thane, K., Rehm, J. Uchtenhagen, A., Stöver, H., Degkwitz, P, Reimer, J. 
and Haasen, C. (2007) Review of the efficacy of drug treatment interventions in 
Europe, University of Hamburg, Hamburg 



 530 

Schulte, B., Thane, K, Rehm, J, Uchtenhagen, A., Stöver, H., Degkwitz, P., Reimer, J. 
& Haasen, C. (2007) Review of the efficacy of drug treatment interventions in 
Europe, ZIS 

Schumacher JE, Milby JB, Caldwell E, Raczynski J, Engle M, Michael M, Carr J 
(1995) Treatment outcome as a function of treatment attendance with homeless 
persons abusing cocaine. Journal of Addictive Diseases, 14(4), 73–85. 

Schwartz R P, Highfield D A, Jaffe J H, Brady J V, Butler C B, Rouse C O, et al. (2006) 
A randomized controlled trial of interim methadone maintenance.[see comment]. 
Archives of General Psychiatry, 63(1), 102-109. 

Schwartz R P, Jaffe J H, Highfield D A, Callaman J M, & O'Grady K E (2007) A 
randomized controlled trial of interim methadone maintenance: 10-Month follow-up. 
Drug & Alcohol Dependence, 86(1), 30-36. 

Schwetz B A (2001) From the Food and Drug Administration. JAMA : the journal of 
the American Medical Association, 286(21), 2660. 

Sciacca K (1991) Integrated treatment approach for severely mentally ill individuals 
with substance disorders. New Directions for Mental Health Services, 50, 69–84. 

Sciacca, K. (2007). Dual diagnosis treatment and motivational interviewing for co-
occurring disorders. National Council Magazine, 2, 22-23. 

Scottish Advisory Committee on Drug Misuse SACDM, Scottish Advisory Committee 
on Alcohol Misuse SACAM (2003) Mind the gaps Meeting the needs of people with 
co-occurring substance misuse and mental health problems. Report of the Joint 
Working Group Edinburgh: Scottish Executive 

Scottish Intercollegiate Guidelines Network (2006). Management of hepatitis C. A 
national clinical guideline Edinburgh, NHS. 

Scragg, R.K.R., Mitchell, E.A. Ford, R.P.K., Thompson, J.M.D, Taylor, B.J., Stewart, 
A.W., 2001. Maternal cannabis use in the sudden infant death syndrome. Acta 
Paediatr. 90:57-60. 

Seaman S.R., Brettle R.P., Gore M. (1998) Mortality from overdose among injecting 
drug users recently released from prison: a database linkage study. British Medical 
Journal 316, 649-654; 

Secades-Villa R, Fernande-Hermida J R, & Arnaez-Montaraz C (2004) Motivational 
interviewing and treatment retention among drug user patients: A pilot study. 
Substance Use & Misuse, 39(9), 1369-1378. 

Sees KL, Delucchi KL, Masson C, Rosen A, Clark HW, Robillard H, Banys P, Hall SM 
(2004) Methadone maintenance vs 180-day psychosocially enriched detoxification 
for treatment of opioid dependence: a randomized controlled trial.  99(6), 718-726. 

Seifert J, Metzner C, Paetzold W, Borsutzky M, Ohlmeier M, Passie T, et al. (2005) 
Mood and affect during detoxification of opiate addicts: A comparison of 
buprenorphine versus methadone. Addiction Biology, 10(2), 157-164. 



 531 

Shafey, O., Dolwick, S., Guidon, G.E., (ed.), 2003. Tobacco Control Country Profiles. 
Second Edition. American Cancer Society, Inc. World Health Organisation and 
International Union Against Cancer. 

Shah, N.R., Bracken, M.B., 2000. A systematic review and meta-analysis of prospective 
studies on the association between maternal cigarette smoking and preterm delivery. 
Am J Obstet Gynecol. Feb; 182(2):465-472. 

Shanley J, Alison M, Richarson, & Sherval J (2003) Evaluation of a pilot low-threshold 
methadone programme. Journal of Substance Use, 8(4), 271-278. 

Shannon, K., T. Ishida, R. Morgan, A. Bear, M. Oleson, T. Kerr and M. W. Tyndall 
(2006). Potential community and public health impacts of medically supervised safer 
smoking facilities for crack cocaine users. Harm Reduct J 3: 1. 

Shapshak P., Fujimura R., Page J., Segal D., Rivers J., Yang J., Shah S.,  
Shaw, N.J., McIvor, L., 1994. Neonatal abstinence syndrome after maternal treatment. 

Arch Dis Child. 71:F203-F205. 
Shearer J., Wodak A., Dolan K.  (2007) Evaluation of a prison-based naltrexone 

program. International Journal of Prisoner Health 3(3), 214-224; 
Shepard, C. W., L. Finelli and M. J. Alter (2005). Global epidemiology of hepatitis C 

virus infection. Lancet Infect Dis 5(9): 558-67. 
Sherman S G, German D, Cheng Y, Marks M, & Bailey-Kloche M (2006) The 

evaluation of the JEWEL project: An innovative economic enhancement and HIV 
prevention intervention study targeting drug using women involved in prostitution. 
AIDS Care, 18(1), 1-11. 

Shoptaw S, Huber A, Peck J, Yang X, Liu J, Jeff D, et al. (2006) Randomized, placebo-
controlled trial of sertraline and contingency management for the treatment of 
methamphetamine dependence. Drug & Alcohol Dependence, 85(1), 12-18. 

Shoptaw S, Majewska M D, Wilkins J, Twitchell G, Yang X, Ling W, et al. (2004) 
Participants receiving dehydroepiandrosterone during treatment for cocaine 
dependence show high rates of cocaine use in a placebo-controlled pilot study. 
Experimental & Clinical Psychopharmacology, 12(2), 126-135. 

Shoptaw S, Watson D W, Reiber C, Rawson R A, Montgomery M A, Majewska M D, 
et al. (2005) Randomized controlled pilot trial of cabergoline, hydergine and 
levodopa/carbidopa: Los Angeles Cocaine Rapid Efficacy Screening Trial (CREST). 
Addiction, 100 Suppl 1, 78-90. 

Sierosławski J. (2007) Problem of drugs and drug use in prisons and custodies. National 
Biuro for Drug Prevention;  

Sigmon S C, Correia C J, Stitzer M L, Sigmon S C, Correia C J, & Stitzer M L (2004) 
Cocaine abstinence during methadone maintenance: effects of repeated brief 
exposure to voucher-based reinforcement. Experimental & Clinical 
Psychopharmacology, 12(4), 269-275. 



 532 

Sigmon S C, Moody D E, Nuwayser E S, & Bigelow G E (2006) An injection depot 
formulation of buprenorphine: extended bio-delivery and effects. Addiction, 101(3), 
420-432. 

Sigmon S C, Wong C J, Chausmer A L, Liebson I A, & Bigelow G E (2004) Evaluation 
of an injection depot formulation of buprenorphine: Placebo comparison. Addiction, 
99(11), 1439-1449. 

Sigmon SC, Correia CJ (2004) Cocaine abstinence during methadone maintenance: 
effects of repeated brief exposure to voucher-based reinforcement. Experimental and 
Clinical Psychopharmacology: 12(4), 269-275. 

Siliquini R, Morra A, Versino E, Renga G (2005) Recreational drug consumers: 
Silver, H., Wapner, R., Loriz-Vega, M., Finnegan, L.P., 1987. Addiction in pregnancy: 

high risk intrapartum management and outcome. J Perinatol. Summer;7(3):178-184. 
Silverman K, Robles E, Mudric T, Bigelow G E, Stitzer M L, Silverman K, et al. (2004) 

A randomized trial of long-term reinforcement of cocaine abstinence in methadone-
maintained patients who inject drugs. Journal of Consulting & Clinical Psychology, 
72(5), 839-854. 

Silverman K, Robles E, Mudric T, Bigelow GE, Stitzer, ML (2004) A randomized trial 
of long-term reinforcement of cocaine abstinence in methadone-maintained patients 
who inject drugs. Journal of Consulting and Clinical Psychology: 72(5), 839–854. 

Silverman K, Svikis D, Robles E, Stitzer ML, Bigelow GE (2001) A reinforcement 
based therapeutic workplace for the treatment of drug abuse: Six-month abstinence 
outcomes. Experimental and Clinical Psychopharmacology, 9(1), 14–23. 

Silverman K, Wong JC., Higgins ST, Brooner RK, Montoya ID, Contoreggi C, 
Umbricht-Schneiter A, Schuster CR, Preston KL (1996). Increasing opiate 
abstinence through voucher-based reinforcement therapy. Drug and Alcohol 
Dependence. 41(2), 157-165. 

Simoens S, Inkster C, Ludbrook A, & Bond A. (2000). The effectiveness of treatment 
for opiate dependent drug users. Aberdeen: University of Aberdeen. 

Simpson D., Knight K. (1999) Drug treatment outcomes for correctional settings. The 
Prison Journal, September/December, Texas Christian University, Institute of 
Behavioral Research; 

Simpson DD, Joe GW, Broome KM (2002) A national 5-year follow-up of treatment 
outcomes for cocaine dependence. Archives of General Psychiatry, 59, 538–544. 

Simpson DD, Joe GW, Brown BS (1997a) Treatment retention and follow-up outcomes 
in the Drug Abuse Treatment Outcome Study (DATOS). Psychology of Addictive 
Behaviors, 11(4), 294–307. 

Simpson DD, Joe GW, Fletcher BW, Hubbard RL, Anglin MD (1999) A national 
evaluation of treatment outcomes for cocaine dependence. Archives of General 
Psychiatry, 56(6), 507–514. 



 533 

Simpson DD, Joe GW, Fletcher BW, Hubbard RL, Anglin MD (1999). A national 
evaluation of treatment outcomes for cocaine dependence. Archives of General 
Psychiatry: 56(6), 507-514. 

Simpson DD, Joe GW, Rowan-Szal GA (1997b) Drug abuse treatment retention and 
process effects on follow-up outcomes. Drug and Alcohol Dependence, 47(3), 227–
235. 

Sinha R, Kimmerling A, Doebrick C, & Kosten T R (2007) Effects of lofexidine on 
stress-induced and cue-induced opioid craving and opioid abstinence rates: 
preliminary findings. Psychopharmacology, 190(4), 569-574. 

Siqueland L, Crits-Christoph P, Gallop B, Gastfriend D, Lis J, Frank A, Griffin M, 
Blaine J,  Luborsky L (2002) Who starts treatment: engagement in the NIDA 
Collaborative Cocaine Treatment Study. American Journal on Addictions: 11 (1), 10-
23. 

Smelson D A, Williams J, Ziedonis D, Sussner B D, Losonczy M F, Engelhart C, et al. 
(2004) A double-blind placebo-controlled pilot study of risperidone for decreasing 
cue-elicited craving in recently withdrawn cocaine dependent patients. Journal of 
Substance Abuse Treatment, 27(1), 45-49. 

Smelson D A, Ziedonis D, Williams J, Losonczy M F, Williams J, Steinberg M L, et al. 
(2006) The efficacy of olanzapine for decreasing cue-elicited craving in individuals 
with schizophrenia and cocaine dependence: a preliminary report. Journal of Clinical 
Psychopharmacology, 26(1), 9-12. 

Smith L A, Gates S, & Foxcroft D (2007) Therapeutic communities for substance 
related disorder. Cochrane Database of Systematic Reviews, 3. 

Smith L., Gates S., Foxcroft D.  (2006) Therapeutic communities for substance related 
disorder. Cochrane Database Syst Rev(1): CD005338; 

Smyth, B. P., J. McMahon, J. O'Connor and J. Ryan (1999). Knowledge regarding 
Hepatitis C among Injecting Drug Users. Drugs: education, prevention, and policy 
6(2): 257-264. 

Sobel B F, Sigmon S C, Walsh S L, Johnson R E, Liebson I A, Nuwayser E S, et al. 
(2004) Open-label trial of an injection depot formulation of buprenorphine in opioid 
detoxification. Drug Alcohol Depend, 73(1), 11-22. 

Soeffing J M, & Rastegar D A (2007) Treatment completion on an inpatient 
detoxification unit: Impact of a change to sublingual buprenorphine-naloxone. 
Journal of Substance Abuse Treatment, In Press, Corrected Proof. 

Sofuoglu M, Mitchell E, Kosten T R, Sofuoglu M, Mitchell E, & Kosten T R (2004) 
Effects of progesterone treatment on cocaine responses in male and female cocaine 
users. Pharmacology, Biochemistry & Behavior, 78(4), 699-705. 

Sofuoglu M, Poling J, Mitchell E, & Kosten T R (2005) Tiagabine affects the subjective 
responses to cocaine in humans. Pharmacology, Biochemistry & Behavior, 82(3), 
569-573. 



 534 

Solinas M, Scherma M, Fattore L, Stroik J, Wertheim C, Tanda G, et al. (2007) 
Nicotinic alpha 7 receptors as a new target for treatment of cannabis abuse. Journal 
of Neuroscience, 27(21), 5615-5620. 

Solomon J, Zimberg S, Shollar E (1993) Dual Diagnosis: Evaluation, Treatment, 
Training, and Program Development. New York: Plenum Medical Book Co. 

Somoza E C, Winhusen T M, Bridge T P, Rotrosen J P, Vanderburg D G, Harrer J M, et 
al. (2004) An open-label pilot study of methylphenidate in the treatment of cocaine 
dependent patients with adult attention deficit/hyperactivity disorder. Journal of 
Addictive Diseases, 23(1), 77-92. 

Sorensen J L, Masson C L, Delucchi K, Sporer K, Barnett P G, Mitsuishi F, et al. 
(2005) Randomized trial of drug abuse treatment-linkage strategies. Journal of 
Consulting & Clinical Psychology, 73(6), 1026-1035. 

Soto Blanco J., Perez I., March J. (2005). Adherence to antiretroviral therapy among 
HIV-infected prison inmates (Spain). Int J STD AIDS 16(2), 133-8; 

Southgate, E., A. M. Weatherall, C. Day and K. A. Dolan (2005). What's in a virus? 
Folk understandings of hepatitis C infection and infectiousness among injecting drug 
users in Kings Cross, Sydney. Int J Equity Health 4(1): 5. 

Spaulding A, Weinbaum C., Lau D.-Y., Sterling R., Seeff L., Margolis H., Hoofnagle J. 
(2006) A framework for management of hepatitis C in prisons. Annals of Internal 
Medicine 144(10), 762-69; 

Specka, Scherbaum (2005) Ergebnisse der stationŠren Entzugsbehandlung von 
Benzodiazepinen bei Methadonsubstituierten, (Results of inpatient detoxification 
from benzodiazepines with methadone-maintained patients). 

Spiller, V., Zavan, V., & Guelfi, G.P. (2006). Assessing motivation for change in 
subjects with alcohol problems: The MAC2A questionnaire. Alcohol and Alcoholism 
2006, 41(6), 616-623. 

Spitzer B. (2004) Statement on the 7TH European Conference on Drug and HIV/AIDS 
Services in prison, “Prison, Drugs and Society in the Enlarged Europe: Looking for 
the Right Direction” , Prague, 25-27 March 2004; 

Sporer K A (1999) Acute heroin overdose. Ann Intern Med, 130(7), 584-590. 
Sporer K A (2003) Strategies for preventing heroin overdose. Bmj, 326(7386), 442-444. 
Spreyermann, C. and C. Willen (2003). Öffnung der Kontakt- und Anlaufstellen für 

risikoärmere Konsumformen. Evaluation der Inhalationsräume der Kontakt- und 
Anlaufstellen Selnau und Seitengraben der Ambulanten Drogenhilfe Zürich. Bern, 
sfinx, Sozialforschung, Evaluationsberatung und Supervision. 

Springer, A. (2003). Konsumräume. Expertise im Auftrag des Fond Soziales Wien. 
Wien, Ludwig-Boltzmann-Institut für Suchtforschung. 

Srisurapanont M, Sombatmai S, & Boripuntakul T (2007) Brief intervention for 
students with methamphetamine use disorders: A randomized controlled trial. 
American Journal on Addictions, 16(2), 111-116. 



 535 

Srisurapanont M., Sombatmai S., Boripuntakul T. (2007). Brief Intervention for 
Students with Methamphetamine Use Disorders: A Randomized Controlled Trial. 
The American Journal on Addictions, 16:111-116. 

Stallwitz A, Stöver H (2007) The impact of substitution treatment in prison - a literature 
review. In: International Journal of Drug Policy, Volume 18, Issue 6, December 
2007, 464–474 

Starace F, Baldassarre C, Bartoli R, Biancolilli V, Fea M (2000) Performance 
neuropsicologica in soggetti tossicodipendenti in trattamento metadonico. Studio 
controllato, (Neuropsychological performance in opiate users undergoing methadone 
treatment). Bollettino per le Farmacodipendenze e l'Alcoolismo, 23(1), 24-27. 

Stark K., Herrmann U., Ehrhardt S., Bienzle U. (2006) A syringe exchange programme 
in prison as prevention strategy against HIV infection and hepatitis B and C in 
Berlin, Germany. Epidemiol Infect 134(4), 814-9; 

Stein K, Dalziel K, Walker A, McIntyre L, Jenkins B, Horne J (2002) Screening for 
hepatitis C among injecting drug users and in genitourinary medicine clinics: 
systematic reviews of effectiveness, modelling study and national survey of current 
practice Health Technology Assessment, 631: 1-122 

Stein LI, Test MA (1980) Alternative to mental hospital treatment: I. Conceptual model, 
treatment program, and clinical evaluation. Archives of General Psychiatry, 37(4), 
392–397. 

Stella L, D'Ambra C, Mazzeo F, Capuano A, Del Franco F, Avolio A, et al. (2005) 
Naltrexone plus benzodiazepine aids abstinence in opioid-dependent patients. Life 
Sciences, 77(21), 2717-2722. 

Stenius K., Storbjörk J., Romelsjö A. (2005) Decentralisation and integration of 
addiction treatment: Does it make any difference? A preliminary study in Stockholm 
county. Paper presented at the 31st KBS Annual Alcohol Epidemiology Symposium, 
Riverside, CA. 

Stephens RS, Roffman RA, Curtin L (2000) Comparison of extended versus brief 
treatments for marijuana use. J Consult Clin Psychol, 68(5), 898-908. 

Stephens, R. S., Roffman, R. A., Fearer, S. A., Williams, C., & Burke, R. S. (2007). The 
marijuana check-up: Promoting change in ambivalent marijuana users. Addiction, 
102(6), 947-957. 

Stephens, R.S., Roffman, R.A., Curtin, L. (2000) Comparison of extended versus brief 
treatments for marijuana use. Journal of consulting and clinical psychology, 68(5), 
898-908. 

Sterling R C, Dean J, Weinstein S P, Murphy J, Gottheil E, Sterling R C, et al. (2004) 
Gender differences in cue exposure reactivity and 9-month outcome. Journal of 
Substance Abuse Treatment, 27(1), 39-44. 

Stevenson, J., M. Tannahill, V. Biggs, J. Stevenson, M. Tannahill and V. Biggs (2001). 
An outbreak of acute hepatitis B infection among injecting drug users in Inverclyde, 
Scotland. Communicable Disease & Public Health 4(1): 60-3. 



 536 

Stewart D G M, Marsden J, Kidd T, Treacy S (2003) Similarities in outcomes for men 
and women after drug misuse treatment: results from the National Treatment 
Research Study (NTORS)  Drug and Alcohol Review, 22, 35-41. 

Stewart D, Gossop M, & Marsden J (2002) Reductions in non-fatal overdose after drug 
misuse treatment: results from the National Treatment Outcome Research Study 
(NTORS). Journal of Substance Abuse Treatment, 22, 1-9. 

Stewart D, Gossop M, Marsden J (2003) Methadone treatment:outcomes and variation 
in treatment response within NTORS, in: Methadone matters: evolving community 
methadone treatment of opiate addiction. Edited by Tober G, Strang J. Londen: 
Martin Dunitz 

Stimson GV, Metrebian N (2003) Prescribing heroin: what is the evidence? York: 
Joseph Rowntree Foundation 

Stine SM, Greenwald MK, Kosten TR (2003) Ultra rapid opiate detoxification: 
pharmacologic therapies for opioid addiction.. In: A. Graham and T. Schultz  eds. 
Principles of Addiction A. Graham and T. Schultz. Maryland: American Society of 
Addiction Medicine, 668-669. 

Stoller K B, Bigelow G E, Walsh S L, & Strain E C (2001) Effects of 
buprenorphine/naloxone in opioid-dependent humans. Psychopharmacology, 154(3), 
230-242. 

Stoops W W (2006) Aripiprazole as a Potential Pharmacotherapy for Stimulant 
Dependence: Human Laboratory Studies With d-Amphetamine. Experimental and 
Clinical Psychopharmacology, 14(4), 413-421. 

Stoops W W, Vansickel A R, Lile J A, & Rush C R (2007) Acute d-amphetamine 
pretreatment does not alter stimulant self-administration in humans. Pharmacology, 
Biochemistry & Behavior, 87(1), 20-29. 

Stotts A L, Potts G F, Ingersoll G, George M R, & Martin L E (2007) Preliminary 
feasibility and efficacy of a brief motivational intervention with psychophysiological 
feedback for cocaine abuse. Substance Abuse, 27(4), 9-20. 

Stotts AL, Schmitz JM, Rhoades HM, Grabowski J  (2001) Motivational interviewing 
with cocaine-dependent patients: a pilot study.  Journal of Consulting and Clinical 
Psychology: 69(5), 858-862. 

Stöver H, MacDonald, M; Atherton, S.; Harm Reduction for Drug Users in European 
Prisons. BIS-Verlag Oldenbrug/Germany and London/UK 2007 

Stöver H, Weilandt C., Zurhold H., Hartwig C., Thane K. (2007) Final report. The 
status –quo of prevention, treatment and harm reduction services for people in 
prisons and in reintegration services for persons on release from prisons. Bremen 
Institute for Drug Research; Centre for Interdisciplinary Addiction Research, 
Hamburg; Scientific Institute of the German Medical Association, Bonn; 

Stöver H., Hennebel L.C., Casselmann J. (2004) Substitution treatment in European 
Prisons. A study of policies and practices of substitution treatment in prisons in 18 
European countries. Cranstoun Drug Services Publishing; 



 537 

Stöver H., Nelles J. (2003) 10 years of experience with needle and syringe exchange 
programmes in European prisons: A review of different evaluation studies. 
International Journal of Drug Policy 14’ 437-444; 

Stöver, H. and J. Nelles (2003). Ten years of experience with needle and syringe 
exchange programmes in European prisons. International Journal of Drug Policy 14: 
437-444. 

Strafvollzug durch Vergabe steriler Einmalspritzen über Automaten. Sucht 47(1), 57; 
Strain E C, Bigelow G E, Liebson I A, & Stitzer M L (1999) Moderate- vs high-dose 

methadone in the treatment of opioid dependence: a randomized trial. JAMA : the 
journal of the American Medical Association, 281(11), 1000-1005. 

Strang J, Maersden J, Cummins M, Farrell M, Finche E, Gossop M, et al. (2000) 
Randomized trial of supervised injectable versus oral methadone maintenance: report 
of feasibility and 6-month outcome. Addiction, 95(11), 1631-1645. 

Strang J, Sheridan J, Hunt C, Kerr B, & al. e (2005) The prescribing of methadone and 
other opioids to addicts: national survey of GPs in England and Wales. British Jornal 
of General Practice(55), 444-451. 

Strang, & al e (2004) Randomised clinical trial of the effects of time on a waiting list on 
clinical outcomes in opiate users awaiting out-patient treatment. National Treatment 
Agency for Substance Misuse. 

Strang, J.,  Pilling S., Albert E., , Brotchie J., Copello A., Drummond C., Gilman M., 
Hopkins S., Jones C., King R., Leighton T., Li R., Mavranezouli I., McDermott P., 
Meader N., Sood P., Stockton S., Stopher A., Taylor C., Wardle I., Williams 
T.,Wright N. (2007) Drug misuse. Psychosocial management of drug misuse. 
National Clinical Practice Guideline Number X. Draft for consultation, National 
Collaborating;  

study. Psychiatric Bulletin, 31, 450-453. 
Subata E (2007) Evaluation of methadone mainteneance therapy program in Estonia. 

Report, Vilnius          
Subata E, Padaiga Z, Vanagas G (2007) Crime and drug use changes during methadone 

maintenance program. Unpublished work. University of Vilnius, Lithuania. 
Subata E. (2007) Evaluation of methadone maintenance therapy programs in Estonia. 

Not published report. 
Subata E. Evaluation of methdone maintenance therapy program in Estonia. 2006 
Substance Abuse and Mental Health Services Administration  (SAMHSA) (1999). 

Treatment for stimulant use disorders. Rockville, Md. SAMHSA. 
Substance Abuse and Mental Health Services Administration (SAMHSA) (1995) 

Detoxification from alcohol and other drugs. Rockville, Md.: SAMHSA 
Substance Abuse and Mental Health Services Administration (SAMHSA), 2005. 

National Survey on Drug Use and Health.  
Substance Abuse and Mental Health Services Administration (SAMSHA) (2006) 

Enhancing Motivation for Change in Substance Abuse Treatment. Treatment 



 538 

Improvement Protocol (TIP) Series 35, DHHS Publication No. (SMA) 06-4190, 
Rockville, MD 20857 

Substance Abuse and Mental Health Services Administration (SAMSHA), 1995. 
Pregnant Substance Abusing Women. Treatment Improvement Protocol (TIP) Series 
2. http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=hstat5.section.22556; DHHS 
Publication No. (SMA) 95-3056. 

Sudheer P S, Logan S W, Terblanche C, Ateleanu B, & Hall J E (2007) Comparison of 
the analgesic efficacy and respiratory effects of morphine, tramadol and codeine after 
craniotomy. Anaesthesia, 62(6), 555-560. 

Suhara, T., Sudo, Y., Yoshida, K., Okubo, Y., Fukuda, H., Obata, T., Yoshikawa, K., 
Sasaki, Y., 1998. Lung as a reservoir for antidepressants in pharmacokinetic drug 
interactions. Lancet. 351(9099):332-335. 

Sullivan L E, Chawarski M, O'Connor P G, Schottenfeld R S, & Fiellin D A (2005) The 
practice of office-based buprenorphine treatment of opioid dependence: is it 
associated with new patients entering into treatment? Drug & Alcohol Dependence, 
79(1), 113-116. 

Sung S, & Conry J M (2006) Role of buprenorphine in the management of heroin 
addiction. Annals of Pharmacotherapy, 40(3), 501-505. 

Sutton A., Gay N.,  Edmunds W. (2006) Modelling the impact of prison vaccination on 
hepatitis B transmission within the injecting drug user population of England and 
Wales. Vaccine 24 (13), 2377-86; 

Swanson AJ, Pantalon MV, Cohen KR (1999) Motivational interviewing and treatment 
adherence among psychiatric and dually diagnosed patients. Journal of Nervous and 
Mental Disease, 187(10), 630–635. 

Swartz, M.S., Wagner, H.R., Swanson, J.W., Stroup, T.S., McEvoy, J.P., Canive, J.M., 
Miller del, D., Reimherr, F., McGee, M., Khan, A., Van Dorn, R., Rosenheck, RA:, 
Liebermann, J.A., 2006. Substance use in persons with schizophrenia: baseline 
prevalence and correlates from the NIMH CATIE study. J Nerv Ment Dis. 
Mar;194(3):164-172. 

Swortfiguer, D., Cissoko, H., Giraudeau, B., Jonville-Bera, A.P., Bensouda, L., Autret-
Leca, E., 2005. Neonatal consequences of benzodiazepines used during the last 
month of pregnancy. Archives de Pediatrie. 12(9):1327-1331. 

Sy, T. and M. M. Jamal (2006). Epidemiology of hepatitis C virus (HCV) infection. Int 
J Med Sci 3(2): 41-6. 

Sylvestre, D. L. (2002). Treating hepatitis C in methadone maintenance patients: an 
interim analysis. Drug Alcohol Depend 67(2): 117-23. 

Szapocznik J., Williams R.A. (2000) Brief strategic Family Therapy: Twenty-Five 
Years of Interplay Among Theory, Research and Practice in Adolescent Behavior 
Problems and Drug Abuse. Clinical Child and Family Psychology Review, 3(2):117-
134. 



 539 

Szerman N, Peris L, Mesias B, Colis P, Rosa J, & Prieto A (2005) Reboxetine for the 
treatment of patients with Cocaine Dependence Disorder. Human 
Psychopharmacology: Clinical and Experimental, 20(3), 189-192. 

Tang Y L, Zhao D, Zhao C, & Cubells J F (2006) Opiate addiction in China: current 
situation and treatments. Addiction, 101(5), 657-665. 

Taylor,D.P., McConnell, C., McConnell, H., Abel, K., Kerwin, R., (ed.)1999. The 
Bethlem and Maudsley prescribing guidelines. Published by Martin Dunitz, London, 
UK. ISBN 1-85317-835-7.  

Teesson M, Ross J, Darke S, Lynskey M, Ali R, Ritter A, et al. (2006) One year 
outcomes for heroin dependence: findings from the Australian Treatment Outcome 
Study (ATOS). Drug & Alcohol Dependence, 83(2), 174-180. 

Teesson, M., Ross, J., Darke, S., Lynskey, M., Ali, R., Ritter, A., et al. (2006). One year 
outcomes for heroin dependence: findings from the Australian Treatment Outcome 
Study (ATOS). Drug & Alcohol Dependence, 83(2), 174-180.  

Termorshuizen F, Krol A, Prins M, Geskus R, van den Brink W, & van Ameijden E J 
(2005) Prediction of relapse to frequent heroin use and the role of methadone 
prescription: an analysis of the Amsterdam Cohort Study among drug users. Drug & 
Alcohol Dependence, 79(2), 231-240. 

Termorshuizen F, Krol A, Prins M, Van Ameijden, EJC (2003) Carrières van 
hardruggebruik op de lange termijn: abstinentie of overlijden: een analyse van de 
Amsterdamse Cohort Studie onder druggebruikers. Tijdschrift voor Alcohol, Drugs 
en andere Psychotrope stoffen, 252: 95 

Thein, H.-H., M. Denoe, I. v. Beek, G. Dore and M. MacDonald (2003). Injecting 
behaviour of injecting drug users at needle and syringe programmes and pharmacies 
in Australia. International Journal of Drug Policy 14(5-6): 425-430. 

Theis, J.G.W., Elby, P., Ikizler, Y., Koren, G., 1997. Current management of the 
neonatal abstinence syndrome: A critical analysis of the evidence. Biol Neonate. 
71:345-356. 

Thiel, Ackermann, Prinzleve (2004) Rehabilitationsergebnisse von 766 
Therapiebeendern in den Hamburger Sozialtherapeutischen Wohngemeinschaften 
fŸr DrogenabhŠngige, (Treatment Results of 766 Drug Users undergoing treatment 
in therapeutic Communities in Hamburg) 

Thrasher, AD, Golin, CE & Earp, Jo Anne L.(2006). Motivational interviewing to 
support antiretroviral therapy adherence: The role of quality counseling. Patient 
Education and Counseling, 62,. 64-71. 

Threlkeld M, Parran T V, Adelman C A, Grey S F, & Yu J (2006) Tramadol versus 
buprenorphine for the management of acute heroin withdrawal: a retrospective 
matched cohort controlled study. Am J Addict, 15(2), 186-191. 

Tiihonen J, Kuoppasalmi K, Fohr J, Tuomola P, Kuikanmaki O, Vorma H, et al. (2007) 
A comparison of aripiprazole, methylphenidate, and placebo for amphetamine 
dependence. American Journal of Psychiatry, 164(1), 160-162. 



 540 

Todts S. and e. al. (1997) Tuberculosis, HIV hepatitis B and risk behaviour in a Belgian 
prison. Arch. Public Health 55, 87-97; 

Tomasino V, Swanson A J, Nolan J, & Shuman H I (2001) The Key Extended Entry 
Program (KEEP): a methadone treatment program for opiate-dependent inmates. Mt 
Sinai J Med, 68(1), 14-20. 

Tracy K, Babuscio T, Nich C, Kiluk B, Carroll K M, Petry N M, et al. (2007) 
Contingency Management to reduce substance use in individuals who are homeless 
with co-occurring psychiatric disorders. American Journal of Drug & Alcohol 
Abuse, 33(2), 253-258. 

Trapencieris M, Kolesnikova Y, Snikere S (2007) Narkom nijas slimnieku rehabilit cija 
Latvij : situacijas analize, (Rehabilitation of drug users in Latvia). Report, Riga 

Treloar, C., B. Laybutt, M. Jauncey, I. van Beek, M. Lodge, G. Malpas and S. 
Carruthers (2008). Broadening discussions of "safe" in hepatitis C prevention: a 
close-up of swabbing in an analysis of video recordings of injecting practice. Int J 
Drug Policy 19(1): 59-65. 

Trimbos Institute (2006). Prevention and reduction of health-related harm associated 
with drug dependence. An inventory of policies, evidence and practices in the EU 
relevant to the implementation of the Council Recommendation of 18 June 2003. 
Utrecht, Trimbos instituut, Netherlands Institute of Mental Health & Addiction. 

Trommald M (2003) Maintenance treatment and pregnancy, in: Maintenance treatment 
of heroin addiction: evidence at the Crossroads. Edited by Waal H, Haga A. 
Cappelen Akademisk Forlag Oslo, 243-253 

Tucker T, Ritter A, Maher C, & Jackson H (2004) A randomized control trial of group 
counseling in a naltrexone treatment program. Journal of Substance Abuse 
Treatment, 27(4), 277-288. 

Turnbull P.,  Mc. Sweeney T. (1999) Drug Treatment in prison and aftercare: a 
literature review and results of a survey of European countries; 

Tzvetelina D, Vassilev G (2005) Razrabotvane na dnevna izvanbolnichna programa za 
heroinovo zloupotrebiavashti narkomani  v grad Varna- Bulgaria. (DEVELOPMENT 
OF OUT-PATIENT DAY PROGRAMME FOR HEROIN USERS IN VARNA - 
BULGARIA). Conference Paper, Varna. 

Uchtenhagen A. (2006) The Lisbon Agenda for prisons. All on drugs and public health 
in prisons. Lisbon; 

Uhl, G.R., 2006. Molecular genetics of addiction vulnerability. NeuroRX. 3(3):295-301. 
UK. Department of Health (2007) Drug Misuse and Dependence: UK Guidelines on 

Clinical Management. London: Department of Health. 
UK. Department of Health (2007). Drug misuse and dependence: UK guidelines on 

clinical management. London: Department of Health. 
Ullmann (2002) Substitutionsbehandlung bei sich prostituierenden heroinabhŠngigen 

Frauen - 5-Jahres-Ergebnisse, (Substitution Treatment in Female Professional Sex 
Workers - A 5-Year Follow-up). 



 541 

Umbricht A, Hoover DR, Tucker MJ, Leslie JM, Chaisson RE, Preston KL (2003) 
Opioid detoxification with buprenorphine, clonidine, or methadone in hospitalized 
heroin-dependent patients with HIV infection. Drug and Alcohol Dependence; 693: 
263-272 

Umbricht A, Huestis M A, Cone E J, & Preston K L (2004) Effects of high-dose 
intravenous buprenorphine in experienced opioid abusers. Journal of Clinical 
Psychopharmacology, 24(5), 479-487. 

UNAIDS (1997) Prisons and AIDS - UNAIDS technical update. UNAIDS Best Practice 
Collection. Geneva, United Nations; 

United Nations Office on Drugs and Crime (UNODC). (2005). World drug report. 
Vienna: United Nations Publications 2005. 

United Nations Office on Drugs and Crime, World Drug Report, 2005. United Nations 
Publications, ISBN 92-1-148201-1. Volume 2. 

United Nations Office on Drugs and Crime, World Drug Report, 2006.  United Nations 
Publications. ISBN 92-1-148215-1 Volume 2. 

UNODC (2003) Drug Abuse Treatment and Rehabilitation: A Practical Planning and 
Implementation Guide. Vienna: United Nations Office on Drugs and Crime. 

UNODC. (2002). Contemporary Drug Abuse Treatment - A Review of the Evidence 
Base (No. V.02-56711). New York: United Nations Office on Drugs and Crime,. 

UNODC. (2007). World Drug Report: UNODC.  
UNODC/WHO (2008) Principles of Drug Dependence Treatment. Discussion paper. 
US Department of Health and Human Services, 1996. National pregnancy and health 

survey: Drug use among women delivering childbirths. NIH publication 96:3819. 
Valdivia, J.F., Khattack, S., 2000. Effects of LAAM and methadone utilization in an 

opiate agonist treatment program. Mt Sinai J Med. Oct-Nov; 67(5-6):398-403. 
Vale Andrade, Carapinha, Sampaio, Shirley, Rodrigues, Silva (2007) Para al �m do 

espelho. A intervencao de proximidade nas toxicodependencias, (Proximity 
intervention for drug addicts - behind the mirror). 

van Beek I (2003) The Sydney medically supervised injencting centre: a clinical model. 
Journal of Drug Issues, 33, 625-638. 

Van Beusekom I, Iguchi M (2001) A review of recent advances in knowledge about 
methadone maintenance treatment. Santa Monica: RAND 

Van Brussel GH (2001) Beperkte plaats van naltrexon bij de behandeling van 
opiaatverslaving Nederlands. Tijdschrift voor Geneeskunde; 14530: 1452-1456 

Van Damme, P. and K. Van Herck (2007). A review of the long-term protection after 
hepatitis A and B vaccination. Travel medicine and infectious disease 5(2): 79-84. 

Van de Glind G, Eland A, Van Duin D (2003) Protocol ADHD bij verslaving. Utrecht: 
Trimbos-instituut 

Van den Bosch LM, Verheul R, Schippers GM, Van den Brink W (2002) Dialectical 
BehaviorTherapy of borderline patients with and without substance use problems 
Implementation and long-term effects. Addictive Behaviors, 276: 911-923 



 542 

van den Brink W, & van Ree J M (2003) Pharmacological treatments for heroin and 
cocaine addiction. European Neuropsychopharmacology, 13(6), 476-487. 

Van den Brink W, Goppel M,Van Ree JM (2003) Management of opioid Dependence. 
Current Opinion in Psychiatry, 163:297-304 

van den Brink W, Hendriks V M, Blanken P, Koeter M W, van Zwieten B J, & van Ree 
J M (2003) Medical prescription of heroin to treatment resistant heroin addicts: two 
randomised controlled trials. BMJ (Clinical research ed.), 327(7410), 310. 

Van den Brink W, Hendriks VM, Blanken P (2002): Heroine op medisch voorschrift: 
verkorte weergave van de rapportage. Utrecht: CCBH 

van den Brink W, Hendriks VM, Blanken P, Koeter MW, van Zwieten BJ, van Ree JM. 
Medical prescription of heroin to treatment resistant heroin addicts: two randomised 
controlled trials. BMJ. 2003 Aug 9;327(7410):310. Erratum in: BMJ. 2003 Sep 
27;3217(7417):724. 

Van den Brink W, Hendriks VM, van Ree JM (1999) Medical co-prescription of heroin 
to chronic, treatment-resistant methadone patients in the Netherlands: a randomized 
clinical trial. J Drug Issues(29), 587-608. 

Van den Brink, W., Hendriks, V.M., Blanken, P., Koeter M.W.J., Van Zwieten, B.J., 
van Ree, J.M., 2003. Medical prescription of heroin to treatment resistant heroin 
addicts: two randomised controlled trials. BMJ. 327:310:1-6. 

Van der Poel A, Barendregt C, Van de Mheen D (2003) Drug consumption rooms in 
Rotterdam: an explorative description. European Addiction Research, 92: 94-100 

Van Horn DHA,  Frank AF (1998). Psychotherapy for cocaine addiction. Psychology of 
Addictive Behaviors, 12(1), 47-61. 

van Ree J (2002) Opioids and the dynamics of addiction. European 
Neuropsychopharmacology, 12(Suppl 3), 77-78. 

Vangas A. (2007) Economical analysis of methadone maintenance treatment in 
Lithuania. Public Health Reasearch Council Of Kaunas. University of Medicine. 

Varescon I, Vidal-Trecan G, Nabet N, & Boissonnas A (2002) Substitution et 
mesusage: l'injection intraveineuse de buprenorphine haut dosage. Encephale, 28(5 
Pt 1), 397-402. 

Vasica, G., Tennant, C.C., 2002. Cocaine and cardiovascular complications. Med J 
Aust. Sep 2;177(5):260-262. 

Vasilaki EI, Hosier SG, & Cox WM. (2006). The efficacy of motivational interviewing 
as a brief intervention for excessive drinking: a meta-analytic review. Alcohol and 
Alcoholism, 41, 328-35. 

Vasilev G (2007) Raboteiki zaedno - dneven tzentar i Metadonova poddarjasta 
programa, (WORKING TOGETHER - DAY TC AND METHADONE 
MAINTENANCE PROGRAM). Conference Paper, Sofia, July 2, 2007. 

Vasilev G N, Alexieva D Z, & Pavlova R Z (2006) Safety and efficacy of oral slow 
release morphine for maintenance treatment in heroin addicts: a 6-month open 
noncomparative study. European addiction research, 12(2), 53-60. 



 543 

Vasilev G, Alexieva D, Pavlova R (2006) Otvoreno, ne podlejashno na sravnenie 
clinichno izsledvane za efectivnostta na Substitol (morfin sulfate) s prodaljitelen 
razpad za detoxificatzia na heroinovi narkomani, (Open, non-comparative clinical 
trial on the safety and efficacy of morphine sulphate (Substitol) prolonged-release 
capsules for detoxification from heroin addiction). Report. 

Vasilev G, Alexieva D, Pavlova R. Otvoreno, ne podlejashno na sravnenie clinichno 
izsledvane za efectivnostta na Substitol (morfin sulfate) s prodaljitelen razpad za 
detoxificatzia na heroinovi narkomani .( Open, non-comparative clinical trial on the 
safety and efficacy of morphine sulphate (Substitol) prolonged-release capsules for 
detoxification from heroin addiction.) 2006 

Vassilev G (2007) Preventzia na HIV sred intravenoznite narkomani v Bulgaria, (HIV 
prevention among injecting drug users in Bulgaria). Report, Sofia. 

Vassilev M, Raycheva T,  Panayotov A, Daskalov K (2007) Otzenka na nujdata ot 
lechenie:otzenka na predlaganoto lechenie , (Estimation of treatment needs: 
estimation of supply of treatment). Unpublished Work. Sofia, Bulgaria. 

Vassilev M, Roussev A (2007) Izsledvane na tarseneto na lechenie ot zavisimostta i 
barierite za dostap sred problemno upotrebiavashti narkotitzi v Bulgaria. (Treatment 
demand and barriers to the treatment access for problematic drug users in Bulgaria). 
Conference paper, Sofia. 

Vassilev M., Raycheva T., Panaytov A., Daskalov K. (2007) Estimation of treatment 
needs: estimation of supply of treatment. Manuscript. 

Vassilev M., Roussev A. (2007) Treatment demand and barriers to the treatment access 
for problematic drug users in Bulgaria. Conference proceeding. 

Velasco-Garrido M, Busse R (2005). Health technology assessment. An introduction to 
objectives, role of evidence, and structure in Europe. WHO on behalf of the 
European Observatory on Health Systems and Politics. Brussels. 

Velleman R, & Lorna Templeton (2003) Alcohol, Drugs and the Family: Results from a 
Long-Running Research Programme within the UK. European Addiction Research, 
9, 103-112. 

Verheul R, Van den Bosch LM, Koeter MW, De Ridder MA, Stijnen T, Van den Brink 
W (2003) Dialectical behaviour therapy for women with borderline personality 
disorder: 12-month, randomised clinical trial in The Netherlands. British Journal of 
Psychiatry, 182:135-140 

Vertheim, Reimer, Ullmann, Haasen (2005) Psychische Befindlichkeit in der 
Substitutionsbehandlung mit Levomethadon und d,l-Methadon - eine doppel-blinde 
randomisierte Cross-over-Studie (Maintenance treatment with l-methadone versus 
d,l-methadone and mental well-being - a double-blind randomised cross-over-study) 

Verthein U, & Haasen C (2006) Ergebnisse der Heroinstudie in Deutschland. 
Suchtmedizin 2006(8), 78. 



 544 

Verthein U, Prinzleve M, Degkwitz P, Farnbacher G, Krausz M (2003)Ambulanter 
Entzug mit Buprenorphin, (Outpatient Detoxification Treatment with 
Buprenorphine). 

Verthein U, Prinzleve M, Farnbacher G, Haasen C, & Krausz M (2004) Treatment of 
opiate addicts with buprenorphine: A prospective naturalistic trial. Addictive 
Disorders & Their Treatment, 3(2), 58-70. 

Verthein U, Ullmann R, Lachmann A, During A, Koch B, Meyer-Thompson H G, et al. 
(2005) The effects of racemic D,L-methadone and L-methadone in substituted 
patients - A randomized controlled study. Drug & Alcohol Dependence, 80(2), 267-
271. 

Verthein U, Ullmann R, Lachmann A, Düring A, Koch B, Meyer-Thompson HG, 
Schmidt R, Reimer J, Haasen C. The effects of racemic D,L-methadone and L-
methadone in substituted patients--a randomized controlled study. Drug Alcohol 
Depend. 2005 Nov 1;80(2):267-71. 

Verthein, Prinzleve, Farnbacher, Haasen, Krausz. Treatment of Opiate Addicts with 
Buprenorphine. A prospective naturalistic trial. 2004 

Vicente (2007) Avaliacao do grau de satisfacao dos utentes do Cento de Atendimento a 
toxicodependentes de Castelo Branco, (Evaluation of the user's satisfaction of the 
drug treatment centre 'Castelo Branco'). 

Vickerman, P., M. Hickman, T. Rhodes and C. Watts (2006). Model projections on the 
required coverage of syringe distribution to prevent HIV epidemics among injecting 
drug users. Journal of Acquired Immune Deficiency Syndromes 42(3): 355-61. 

Vigezzi P, Guglielmino L, Marzorati P, Silenzio R (2006) Multimodal drug addiction 
treatment: A field comparison of methadone and buprenorphine among heroin- and 
cocaine-dependent patients. Journal of Substance Abus Treatment, 31, 3-7. 

Vigilante K., Flynn M. et al. (1999) Reduction of recidivism of incarcerated women 
through primary care, peer counseling, and discharge planning. Journal of Women 
Health, 8(3), 405-15. 

Visnovsky E (2006) Skusenosti s liecbou buprenorfinom v ambulantnej liecbe 
zavislych, (Experiences with buprenorphine treatment in out-patients).  
Alkoholizmus a drogove zavislosti (Protialkoholicky obzor), 41(3), 161 - 166. 

Vocci  FJ, Elkashef A (2005).  Pharmacotherapy and other treatments for cocaine abuse 
and dependence. Current Opinion in Psychiatry: 18(3), 265-270. 

Vocci F J, Acri J, & Elkashef A (2005) Medication development for addictive disorders: 
the state of the science. The American journal of psychiatry, 162(8), 1432-1440. 

Waldron H.B., Slesnick N., Brody J.L. (2002). Family based therapy plus cognitive 
behavioural therapy (CBT) was better than CBT alone or family therapy alone for 
reducing adolescent drug abuse. Evidence-Based Mental Health, 5:53. 

Waldrop, J. (2006) Behavior change in overweight patients. Motivational interviewing 
as a primary care intervention. Advanced Nurse Practice, 14,23-7. 



 545 

Walker D D, Roffman R A, Stephens R S, Berghuis J, & Wakana K (2006) 
Motivational enhancement therapy for adolescent marijuana users: A preliminary 
randomized controlled trial. Journal of Consulting & Clinical Psychology, 74(3), 
628-632. 

Walker D.D., Roffman R.A., Stephens R.S., Berghuis J., Kim W. (2006) Motivational 
Enhancement Therapy for Adolescent Marijuana Users: A Preliminary Randomized 
Controlled Trial. Journal of Consulting and Clinical Psychology, 74(3):628-632. 

Walker DD , Roffman RA , Stephens RS , Wakana K , Berghuis J , Kim W. (2006). 
Motivational enhancement therapy for adolescent marijuana users: a preliminary 
randomized controlled trial. Journal of Consulting and Clinical Psychology, 74, 628-
32. 

Ward J, Hall W, & Mattick R P (1999) Role of maintenance treatment in opioid 
dependence.[see comment]. Lancet, 353(9148), 221-226. 

Ward J., Mattick R., Hall W., eds (1998) Methadone maintenance treatment and other 
opioid replacement therapies. Amsterdam: Harwood Academic Publishers. 

Warner-Smith M, Darke S, Lynskey M, & Hall W (2001) Heroin overdose: causes and 
consequences. Addiction, 96(8), 1113-1125. 

Washton A M, Pottash A C, & Gold M S (1984) Naltrexone in addicted business 
executives and physicians. J Clin Psychiatry, 45(9 Pt 2), 39-41. 

Watkins, K.E., Paddock, S.M., Zhang, L., Wells, K.B., 2006. Improving care for 
depression in patients with comorbid substance misuse. Am J Psychiatr. 
Jan;163(1):125-132. 

Weaver T, Madden P, Charles V, Stimson G, Renton A, Tyrer P (2003) Comorbidity of 
substance misuse and mental illness in community mental health and substance 
misuse services. British Journal of Psychiatry, 183: 304-313 

Weisner C, Mertens J, Parthasarathy S, Moore C, Lu Y (2001) Integrating primary 
medical care with addiction treatment. JAMA, 286(14), 1715–1721. 

Weiss R D, Griffin M L, Gallop R J, Najavits L M, Frank A, Crits-Christoph P, et al. 
(2005) The effect of 12-step self-help group attendance and participation on drug use 
outcomes among cocaine-dependent patients. Drug & Alcohol Dependence, 77(2), 
177-184. 

Weiss RD, Griffin ML, Greenfield SF, Najavits LM, Wyner D, Soto JA, Hennene JA 
(2000) Group therapy for patients with bipolar disorder and substance dependence: 
results of a pilot study. Journal of Clinical Psychiatry, 61(5), 361–367. 

Weiss RD, Griffin ML, Kolodziej ME, Greenfield SF, Najavits LM, Daley DC, Doreau 
HR, Hennen JA (2007) A randomized trial of integrated group therapy versus group 
drug counseling for patients with bipolar disorder and substance dependence. 
American Journal of Psychiatry, 164(1), 100–107. 

Wells EA, Peterson PL, Gainey RR, Hawkins JD, Catalano RF (1994) Outpatient 
treatment for cocaine abuse: a controlled comparison of relapse prevention and 
twelve-step approaches. American Journal of Drug and Alcohol Abuse: 20(1), 1-17. 



 546 

Wexler H, De Leon G, Thomas G, Kressel D, Peters J (1999) Amity Prison TC 
evaluation: Reincarceration outcomes. Criminal Justice and Behavior, 26(2), 147–
167. 

Wexler H., DeLeon G., Kressel D., Peters J.  (1999) The Amity prison TC evaluation: 
reincarceration outcomes. Criminal Justice and Behaviour; 

Whicker, S.D., Sayer, G., Saltman, D., 2006. Substance abuse and comorbidities. 
Management in Australian general practice. Australian Family Physician. 35(3):169-
171. 

White J M, Danz C, Kneebone J, La Vincente S F, Newcombe D A, & Ali R L (2002) 
Relationship between LAAM-methadone preference and treatment outcomes. Drug 
Alcohol Depend, 66(3), 295-301. 

White R (2000) Dexamphetamine substitution in the treatment of amphetamine abuse: 
an initial investigation. Addiction, 952: 229-238 

White R, Thompson M, Windsor D, Walsh M, Cox D, Charnaud B (2006) 
Dexamphetamine substitute-prescribing in pregnancy: a 10-year retrospective audit. 
Journal of Substance Use,, 11(3), 205-216. 

White, H.R., Morgan, T.J., Pugh, L.A., Celinski, K., Labovie, E.W., & Pandina, R.J. 
(2006). Evaluating Two Brief Substance-Use Interventions for Mandated College 
Students. Journal of Studies on Alcohol, 67, 309-317. 

Whiteman D., McCall B., Falconer A. (1998) Prevalence and determinants of hepatitis 
A virus exposure among prison entrants in Queensland, Australia: implications for 
public health control. J Viral Hepat 5(4), 277-83;   

WHO (2007a). Guidance on provider-initiated HIV testing and counselling in health 
facilities. Geneva, World Health Organization. 

WHO (2007b). Guide to starting and managing needle and syringe programmes. 
Geneva, World Health Organization. 

WHO and UNAIDS (2001) Effectiveness of condoms in preventing sexually 
transmitted infections including HIV. Retrieved August 15, 2001, from 
www.who.int/HIV_AIDS/Condoms/effectiveness_of_condoms_in_prev.htm.; 

who seeks treatment? European Journal of Public Health, 15(5), 580-586. 
WHO, UNAIDS and UNODC (2007b) Interventions to Adress  HIV in Prisons –Drug 

dependence treatments, http://www.unodc.org/documents/hiv-
aids/EVIDENCE%20FOR%20ACTION%202007%20drug_treatment.pdf 

WHO, UNAIDS and UNODC (2007c) Interventions to  Adress HIV in Prisons – HIV 
care, treatment and support. http://www.unodc.org/documents/hiv-
aids/EVIDENCE%20FOR%20ACTION%202007%20hiv_treatment.pdf 

WHO, UNAIDS and UNODC (2007d) Interventions to Adress HIV in Prisons – Needle 
and syringe programmes and decontamination strategies. 
http://www.unodc.org/documents/hiv-
aids/EVIDENCE%20FOR%20ACTION%202007%20NSP.pdf 



 547 

WHO,UNAIDS and UNODC (2007a) Interventions to Address  HIV in Prisons –
Prevention of sexual transmission, http://www.unodc.org/documents/hiv-
aids/EVIDENCE%20FOR%20ACTION%202007%20sexual_transmission.pdf 

Willenbring, M.L., 2005. Integrating care for patients with infectious, psychiatric, and 
substance use disorders: concepts and approaches. AIDS, Oct;19 Suppl 3:227-237. 

Wilson, BK, Elms RR, Thomson CP (1975) Outpatient vs hospital methadone 
detoxification: an experimental comparison.  International Journal of Addiction: 
10(1), 13-21. 

Wingerson D, Ries RK (1999) Assertive Community Treatment for patients with 
chronic and severe mental illness who abuse drugs. Journal of Psychoactive Drugs, 
31(1), 13–18. 

Winhusen T M, Somoza E C, Harrer J M, Mezinskis J P, Montgomery M A, Goldsmith 
R J, et al. (2005) A placebo-controlled screening trial of tiagabine, sertraline and 
donepezil as cocaine dependence treatments. Addiction, 100 Suppl 1, 68-77. 

Winhusen T, Somoza E, Harrer J M, Moore E, Ussery T, Kropp F, et al. (2005) 
Metyrapone and cocaine: a double-blind, placebo-controlled drug interaction study. 
Pharmacology, Biochemistry & Behavior, 80(4), 631-638. 

Winhusen T, Somoza E, Singal B M, Harrer J, Apparaju S, Mezinskis J, et al. (2006) 
Methylphenidate and cocaine: a placebo-controlled drug interaction study. 
Pharmacology, Biochemistry & Behavior, 85(1), 29-38. 

Winklbaur B., Kopf N., Ebner N. Jung E., Thau K. & Fischer G. Treating pregnant 
opioid dependants is not the same as treating pregnancy and opioid dependence: a 
knowledge synthesis for better treatment for women and neonates. Addiction, in 
press. 

Winklbaur, B., Ebner, N., Sachs, G., Thau, K., Fischer, G., 2006. Substance abuse in 
patients with schizophrenia. Dialogues Clin Neurosci. 8(1):37-43. 

Winklbaur, B., Jung, E., Fischer, G., 2008. Opioid dependence and pregnancy. Curr 
Opin Psychiatry. 21:255-259. 

Wittchen HU, Zhao S, Abelson JM, Abelson JL, Kessler RC (1996) Reliability and 
procedural validity of UM-CIDI DSM-III-R phobic disorders. Psychol Med., 26(6), 
1169-77. 

Wodak A (1998) The Swiss heroin trials. Further studies of heroin treatment are needed. 
BMJ (Clinical research ed.), 317(7164), 1011; author reply 1011-1012. 

Wolf J, Linssen L, & de Graaf I (2003) Drug consumption facilities in the Netherlands. 
Journal of Drug Issues, 33, 649-662. 

Wolf J, Mensink C, Van der Lubbe P (2002) Casemanagement voor langdurig 
verslaafden met meervoudige problemen: een systematisch overzicht van interventie 
en effect Utrecht: Ontwikkelcentrum Sociaal Verslavingsbeleid 

Wolff N, Helminiak TW, Morse GA, Calsyn RJ, Klinkenberg WD, Trusty ML (1997) 
Cost-effectiveness evaluation of three approaches to case management for homeless 
mentally ill clients. American Journal of Psychiatry, 154(3), 341–348. 



 548 

Wood, E. and J. S. G. Montaner (2008). Commentary. Antiretroviral Therapy: A Key 
Part of the Public Health  Response to Injection Drug Use. Addiction 103(4): 660-
661. 

Wood, E., E. Lloyd-Smith, K. Li, S. A. Strathdee, W. Small, M. W. Tyndall, J. S. G. 
Montaner and T. Kerr (2007). Frequent needle exchange use and HIV incidence in 
Vancouver, Canada. American Journal of Medicine 120(2): 172-9. 

Wood, E., T. Kerr, P. M. Spittal, K. Li, W. Small, M. W. Tyndall, R. S. Hogg, M. V. 
O'Shaughnessy and M. T. Schechter (2003). The potential public health and 
community impacts of safer injecting facilities: evidence from a cohort of injection 
drug users. Journal of Acquired Immune Deficiency Syndromes: JAIDS 32(1): 2-8. 

Wood, R. A., E. Wood, C. Lai, M. W. Tyndall, J. S. Montaner and T. Kerr (2008). 
Nurse-delivered safer injection education among a cohort of injection drug users: 
Evidence from the evaluation of Vancouver's supervised injection facility. Int J Drug 
Policy. 

Woody GE, Blaine J (1979) Depression in narcotic addicts: Quite possibly more than a 
chance association. In: Dupont R, Goldstein A, O’Donnell J eds. Handbook of Drug 
Abuse. Rockville, MD: National Institute on Drug Abuse, 277–285. 

Woody GE, McLellan AT, O’Brien CP, Luborsky L (1991) Addressing psychiatric 
comorbidity. In: Pickens RW, Leukefeld CG, Schuster CR eds. Improving Drug 
Abuse Treatment. NIDA Research Monograph 106. Rockville, MD: National 
Institute on Drug Abuse, 152–166. 

World Health Organisation (WHO) (2006). Lexicon of alcohol and drug terms 
published by the World Health Organisation.  Available at http: 
//www.who.int/substance-abuse/terminology/who-lexicon/en/ 

Woutter, Wanderplasshen, Wolf, Judith, Rapp, Richard C. & Broekaert, Eric (2005) Is 
Case Management an Effective and Evidence Based Intervention for Helping 
Substance Abusing Populations? in Pedersen, Mads Uffe, Segraeus, Vera & 
Hellman, Matilda (red.) (2005). Evidence based practice? : Challenges in substance 
abuse treatment. Helsinki: NAD pp. 137-158. 

Wright N M J, Sheard L, Tompkins C N E, Adams C E, Allgar V L, & Oldham N S 
(2007) Buprenorphine versus dihydrocodeine for opiate detoxification in primary 
care: a randomised controlled trial. BMC Family Practice, 8, 3. 

Wright, N. M. and C. N. Tompkins (2006). A review of the evidence for the 
effectiveness of primary prevention interventions for Hepatitis C among injecting 
drug users. Harm Reduction Journal 3(27). 

Wright, N. M. and C. N. Tompkins (2007). Prävention von Hepatitis C-Übertragungen - 
Nutzen wir die Evidenz? Dokumentation der Fachtagung: Neue Modelle 
erfolgreicher HCV-Arbeit. 4. Internationaler Fachtag Hepatitis C. Hamburg, 
Aktionsbündnis Hepatitis und Drogengebrauch, Zentrum für Interdisziplinäre 
Suchtforschung der Universität Hamburg. 



 549 

Wright, N. M. J., Sheard, L., Tompkins, C. N. E., Adams, C. E., Allgar, V. L., & 
Oldham, N. S. (2007). Buprenorphine versus dihydrocodeine for opiate 
detoxification in primary care: a randomised controlled trial. BMC Family Practice, 
8, 3 

Wulfert, E., Blanchard, E.B., Freidenberg, B.M. & Martell, R.S. (2006). Retaining 
Pathological Gamblers in Cognitive Behavior Therapy Through Motivational 
Enhancement: A Pilot Study. Behavior Modification, 30, 315-340. 

Yen C.-F., Wu H.-Y., Yen J.-Y., Ko C.-H. (2004). Effects of Brief Cognitive-
Behavioral Interventions on Confidence to Resist the Urges to Use Heroin and 
Methamphetamine in Relapse-Related Situations. The Journal of Nervous and 
Mental Disease, 192:788-791. 

Yen CF, Wu HY, Yen JY, Ko CH (2004) Effects of brief cognitive-behavioral 
interventions on confidence to resist the urges to use heroin and methamphetamine in 
relapse-related situations. J Nerv Ment Dis, 192(11), 788-91. 

Yoast R, Williams M A, Deitchman S D, & Champion H C (2001) Report of the 
Council on Scientific Affairs: methadone maintenance and needle-exchange 
programs to reduce the medical and public health consequences of drug abuse. 
Journal of addictive diseases : the official journal of the ASAM, American Society of 
Addiction Medicine, 20(2), 15-40. 

Zador D (2001) Injectable opiate maintenance in the UK: is it good clinical practice? 
Addiction, 964: 547-553 

Zamecka Joanna Modyfikacje koncepcji profesjonalnej pomocy osobom uzaleznionym 
od narkotyk—w Modyfication of concept of proffesional treatment for drug users 

Žilvinas Padaiga, Emilis Subata1, Giedrius Vana. Outpatient methadone maintenance 
treatment program. Quality of life and health of opioid-dependent persons in 
Lithuania. 2007 Medicine Lithuania (1999). Guidelines for the operation and use of 
Consumption Rooms Consumption rooms as a professional service in addictions-
health: International conference for the development of guidelines. Hannover, Carl 
von Ossietzky University, Oldenburg,  Faculty of Addiction & Drug Research and 
akzept - Bundesverband für akzeptierende Drogenarbeit und humane Drogenpolitik. 

Zuckoff, A., Shear, K., Frank, E., Daley, D.C., Seligman, K., & Silowash, R. (2006). 
Treating complicated grief and substance use disorders: A pilot study. Journal of 
Substance Abuse Treatment, 30, 205-211. 

Zullino D F, Krenz S, Favrat B, Zimmermann G, Bertschy G, & Besson J (2004) The 
efficiency of a carbamazepine-mianserin combination scheme in opiate 
detoxification. Human Psychopharmacology, 19(6), 425-430. 

Zumdick, S; Schneider, U; Leweke, M; Jülicher, A; Tossmann, P; Bonnet, U. 
Studienlage zur Behandlung der Cannabisabhängigkeit. Fortschritte der Neurologie-
Psychiatrie, 2006 Apr, 74(4):211-25 



 550 

Zurhold H, Degkwitz P, Verthein U, & Haasen C (2003) Drug consumption rooms in 
Hamburg, Germany: evaluation of the effects on harm reduction and the reduction of 
public nuisance 

Zurhold H., Haasen C. (2005) Women in prison: responses of European prison systems 
to problematic drug users. International Journal of Prisoner Health 1(2-4), 127-141. 

Zurhold H., Haasen C., Stöver H. (2005) Female Drug Users in European Prisons. 
Bibliotheks – und Informationssystem der Universität Oldenburg. 

Zurhold, H., N. Kreutzfeldt, P. Degkwitz and U. Verthein (2001). Drogenkonsumräume. 
Gesundheitsförderung und Minderung öffentlicher Belastungen in europäischen 
Großstädten. Freiburg im Breisgau, Lambertus. 

Zurhold, H., P. Degkwitz, U. Verthein and C. Haasen (2003). Drug consumption Rooms 
in Hamburg, Germany: Evaluation of the Effects on Harm Reduction and the 
Reduction of Public Nuisance. Journal of Drug Issues 33: 664-688. 

 
 
 
 
 
 
 
 
 
 



Annexes 

Annex I: Sheets for data extraction 

1. General information about the intervention/study 
 

 
 
2. Interventions 
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3. Sampling (for the study/arms of the study) 
 

 
 
4. Study population 
Description of the target or includedpopulation – differentiated for the different 
interventions 
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5. Outcome variables 
 

 
 
6. Outcome, effects 
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7. Study quality I 
 

 
 
 
8. Study quality II 
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Annex II: General search strategies 

Table 1: Search strategy for opiate related disorders 
 
Search 
step Items / Combinations 

1 (opiate$ or opioid$ or heroin or methadone or buprenorphine or 
morphin$ or diamorphin).mp. [mp=title, original title, abstract, 
name of substance word, subject heading word] 

2 (abuse$ or depend$ or addict$).mp. or exp opioid-related 
disorders/ or exp substance-related disorders/ or exp substance 
abuse, intravenous/ or exp heroin dependence/ or withdrawal 
syndrome/ [mp=title, original title, abstract, name of substance 
word, subject heading word] 

3 1 and 2 
4 exp opioid-related disorders/dt or exp substance-related 

disorders/dt or exp substance abuse, intravenous/dt or exp heroin 
dependence/dt 
5. exp drug therapy/ 

5 exp drug therapy/ 
6 pharmacothera$.mp. or *Heroin/tu or *Heroin Dependence/rh or 

*Heroin/ur or *diamorphin/tu or diamorphin/ad or morphin$/tu or 
morphin/ad or *Methadone/tu or *Methadone/ad or 
*Buprenorphine/ad or *Buprenorphine/tu or *Adrenergic alpha-
Agonists/ad or *Adrenergic alpha-Agonists/tu or *Analgesics, 
Opioid/tu or *Analgesics, Opioid/ad or *Narcotics/tu or 
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*Narcotics/ad or *Narcotic Antagonists/tu or *Narcotic 
Antagonists/ad or *Clonidine/tu or *Clonidine/ad or *lofexidine/tu or 
*lofexidine/ad or *Naloxone/ad or *Naloxone/tu or *naltrexone/tu or 
*naltrexone/ad [mp=title, original title, abstract, name of substance 
word, subject heading word] 

7 4 or 5 or 6 
8 3 and 7 
9 exp psychothera$/ or exp behavioural thera$/ or exp behavioural 

treatment/ or exp aversive therap$/ or exp therapeutic communit$/ 
or exp cognitive therap$/ or exp counselling/ or exp psychosocial 
treatment/ or exp motivational interviewing/ or exp relapse 
prevention/ or exp contingency management/ or exp voucher/ or 
exp 12-step/ or exp cue exposure treatment/ or exp rehabilitation/ 
or intervention.mp. [mp=title, original title, abstract, name of 
substance word, subject heading word] 

10 3 and 9 
11 8 or 10 
12 exp alcohol-related disorders/ 
13 11 not 12 
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Table 2: Search strategy for stimulant related disorders 

 
 
 

Search 
step Items / Combinations 

1 
(cocaine or crack or amphetamine$ or methamphetamine$).mp. 
[mp=title, original title, abstract, name of substance word, subject 
heading word] 

2 

(abuse$ or depend$ or addict$ or cocaine-related disorder$ or 
substance-related disorder$ or substance abuse or cocaine 
dependence or amphetamine dependence or withdrawal).mp. 
[mp=title, original title, abstract, name of substance word, subject 
heading word] 

3 1 and 2 
4 exp drug therapy/ 

5 

(labetalol or benzodiazepine$ or dopamine agonist$ or 
amantadine or bromocriptine or propanolol or anticonvulsant$ or 
dextroamphetamine or methylphenidate or amphetamine or 
diethylpropion or buprenorphine or carbamazepine or topiramate 
or baclofen or tiagabine or modafinil or selegiline or pergolide or 
dopa or carbidopa or naltrexone or fluoxetine or bupropion or 
desipramine or disulfiram or mazindol or vaccination or guanfacine 
or terguride or haloperidol or flufenazine or ritanserine or valproate 
or ondansetron or cyclazone or dexamethasone or metyrapone or 
nimopidine or isradipine or gepirone or venlavaxine).mp. [mp=title, 
original title, abstract, name of substance word, subject heading 
word] 

6 4 or 5 
7 3 and 6 

8 

(psychotherap$ or behavioural treatment or aversive therap$ or 
therapeutic communit$ or cognitive therap$ or counselling or 
psychosocial treatment or motivational interviewing or relapse 
prevention or contingency management or voucher or 12-step or 
cue exposure or rehabilitation).mp. [mp=title, original title, abstract, 
name of substance word, subject heading word] 

9 3 and 8 
10 7 or 9 

11 

limit 10 to (humans and english language and "therapy 
(optimized)" and "all adult (19 plus years)" and yr="2004 - 2007" 
and (clinical trial, all or clinical trial or comparative study or 
controlled clinical trial or meta analysis or randomized controlled 
trial)) 

12 exp alcohol-related disorders/ 
13 11 not 12 
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Table 3: Search strategy for cannabis related disorders 

 
 

Search 
step Items / Combinations 

1 (cannab$ or marijuana or THC or Tetrahydrocannabinol or 
Dronabinol).mp. [mp=title, original title, abstract, name of 
substance word, subject heading word] 

2 (abuse$ or depend$ or addict$ or cannabis-related disorder$ or 
substance related disorder$ or substance abuse or cannabis 
dependence or cannabis abuse or cannabis withdrawal or 
marijuana-related disorder$ or marijuana dependence or 
marijuana abuse or marijuana withdrawal).mp. [mp=title, original 
title, abstract, name of substance word, subject heading word] 

3 1 and 2 
4 exp cannabis-related disorders/dt or exp substance-related 

disorders/dt or exp substance abuse/dt or exp cannabis 
dependence/dt or exp cannabis abuse/dt or exp cannabis 
withdrawal/dt or exp marijuana-related disorder$/dt or exp 
marijuana dependence/dt or exp marijuana abuse/dt or exp 
marijuana withdrawal/dt 

5 exp drug therapy/ 
6 (Pharmacotherap$ or bupropion or divaleproex or natrexlone or 

nefazodone or Rimonabant).mp. [mp=title, original title, abstract, 
name of substance word, subject heading word] 

7 4 or 5 or 6 
8 3 and 7 
9 exp psychotherap$/ or exp behavioural therap$/ or exp 

behavioural treatment/ or exp aversive therap$/ or exp therapeutic 
communit$/ or exp cognitive therap$/ or exp counselling/ or exp 
psychosocial treatment/ or exp motivational interviewing/ or exp 
relapse prevention/ or exp contingency management/ or exp 
voucher/ or exp 12-step/ or exp cue exposure/ or exp 
rehabilitation/ or intervention.mp. [mp=title, original title, abstract, 
name of substance word, subject heading word] 

10 3 and 9 
11 8 or 10 
12 exp alcohol-related disorders/ 
13 11 not 12 


