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CONTEXT AND POLICY ISSUES  
 
Opioid dependence is a cluster of cognitive, behavioral, and physiological symptoms 
characterized by a strong desire to use opioids, tolerance, withdrawal symptoms, and 
compulsive drug taking despite negative consequences such as harm to oneself and others.1-3 
Treatment of opioid dependence usually includes three approaches: stabilization, detoxification 
and maintenance.4 Stabilization is usually achieved by opioid substitution treatments to ensure 
that the drug use becomes independent of mental state (such as craving and mood) and 
independent of circumstances (such as finance and physical location). Detoxification is to 
withdraw from opioids. Maintenance therapy is to prevent relapse.4 

Opioid dependence or “addiction,” particularly dependence on prescription opioids, is an 
increasing clinical and public health problem in Canada.5 It is estimated that there were more 
than 80,000 regular illegal opioid users in Canada in 2003.6 The number of overdose deaths in 
Canada related to illegal drugs was 958 in 2002.6 The most prevalent treatment used was 
methadone maintenance treatment (MMT). Although the opioid-dependence treatment system 
in Canada has expanded in recent years, especially with respect to the availability of MMT, only 
an estimated 25 per cent of opioid-dependent persons are enrolled in a methadone program,5 
and treatment utilization rates are lower than in most Western Europe countries.6 Rates of 
current treatment utilization as well as the relatively high number of overdose deaths suggest 
that there is still room for improvement in the Canadian health and social care system with 
respect to opioid use.6 

Detoxification refers to the process by which the effects of opioid drugs are eliminated in a safe 
and effective manner, such that withdrawal symptoms are minimized.1 Appropriate use of the 
detoxification agents plays a crucial role in increasing the successful detoxification rate, while 
minimizing the side effects and withdrawal symptoms.1 Methadone or buprenorphine are 
recommended first-line treatments in opioid detoxification.1  
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The purpose of this report is to review recommendations on the treatment in patients (including 
pregnant women) with opioid dependence from evidence-based guidelines, with a special 
interest in the recommendations for treatment of opioid dependence in small clinic settings, rural 
area and remote communities. 
 
RESEARCH QUESTIONS  
 

1. What are the evidence-based guidelines for the assessment and treatment of opioid 
dependent patients? 

 
2. What are the evidence-based guidelines for the detoxification or treatment of opioid 

dependent pregnant women? 
 
KEY MESSAGE  
 
Evidence-based guidelines indicate that opioid dependent patients should be assessed with the 
DSM-IV-TR diagnostic criteria. Methadone maintenance treatment was recommended as a 
standard treatment for opioid dependence including pregnant opioid-dependent women. 
Recommendations state that detoxification should be avoided during pregnancy and that 
buprenorphine/naloxone combination therapy should not be used in pregnant women.  
 
METHODS  
 
Literature Search Strategy 
 
A limited literature search was conducted on key resources including PubMed, The Cochrane 
Library (2012, Issue 8), University of York Centre for Reviews and Dissemination (CRD) 
databases, Canadian and major international health technology agencies, as well as a focused 
Internet search. Methodological filters were applied to limit retrieval to health technology 
assessments, systematic reviews, meta-analyses, and guidelines. The search was also limited 
to English language documents published between January 1, 2007 and August 09, 2012. 
 
Selection Criteria and Methods 
 
Table 1: Selection Criteria 
 
Population 
 

Opioid-dependent patients, including adult, pediatric and pregnant 
clients 

Intervention 
 

Patient screening or assessment 
Detoxification strategies 
Maintenance therapy 

Comparator 
 

N/A 

Outcomes 
 

Guidance and recommendations 

Study Designs 
 

Evidence-based guideline documents*  

* In this review, evidence-based guidelines are considered to be guidelines that provide clear recommendations which are directly 
accompanied by supported evidence, the quality level of evidence and the strength of the recommendations.  
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Exclusion Criteria 
 
Studies were excluded if they did not meet the selection criteria or were duplicate publications. 
Guidelines were also excluded if there was no explicit recommendation or the recommendation 
was not directly accompanied by supporting evidence, quality level of the evidence, and the 
strength grade of the recommendations. 
 
Critical Appraisal of Individual Studies 
 
Guidelines were assessed for quality using the Appraisal of Guidelines for Research and 
Evaluation (AGREE) instrument (Appendix 1).7 The domains evaluated were scope and 
purpose, stakeholder involvement, rigor of development, clarity and presentation, applicability, 
and editorial independence. Instead of calculating numeric scores, the strengths and limitations 
of each guideline were described.   
 
SUMMARY OF EVIDENCE 
 
Quantity of Research Available 
 
The literature search yielded 394 citations. Nineteen1,3,5,8-23 additional citations were identified in 
the grey literature and by hand searching. Upon screening titles and abstracts, 385 citations 
were excluded, and 28 potentially relevant articles were retrieved for full-text review. Of these, 
231,3,8-13,15-17,19,21-31 did not meet the inclusion criteria, provided no explicit recommendation, or 
recommendations were not directly linked to supporting evidence. Five guideline 
documents5,14,18,20,32 were included in this review. 
 
The study selection process is outlined in Appendix 2.  
  
Additional references of potential interest in which the recommendations were not directly 
accompanied with supporting evidence, the quality level of the evidence, and the strength of the 
recommendations are provided in the Appendix 3. 
   
Summary of Study Characteristics 
 
The guidelines selected for review ranged in date from 200918,20 to 2012.14 Of the five guidelines 
included in this review, one was developed by Centre for Addiction and Mental Health (CAMH) 
in Canada;5 one was by the Department of Defense (DoD) and The Department of Veterans 
Affairs(VA) in USA;18 one was by British Association for Psychopharmacology in The United 
Kingdom;14 one was developed by the World Health Organization (WHO), and the fifth was 
developed by World Federation of Societies of Biological Psychiatry (WFSBP). All five 
guidelines provided recommendations for treatment of opioid dependence. Three 14,18,20 of them 
provided recommendations for the detoxification or treatment of opioid dependent pregnant 
women. None of the guidelines provided the recommendations on the detoxification or 
treatment of opioid dependence in settings such as small clinics, rural, or remote areas. None of 
the guidelines provided specific recommendations for youth or people with co-occurring mental 
health issues.  
 



 
 

Opioid Dependency Treatment Guidelines   4 

 
 

Grading of recommendations and levels of evidence 
 
All guidelines developed their recommendations by a consensus process from expert committee 
based on the systematically reviewed evidence. The strength of their recommendations was 
graded and was directly linked to the quality level of the supporting evidence. Various rating 
systems for rating the quality level of evidence and recommendation strength were used across 
the included guidelines. Generally, evidence from well designed and conducted systematic 
review or RCT was considered high quality level and the recommendation based on high quality 
evidence was graded as strong or grade A or grade 1. The detailed rating system on the quality 
level of the evidence and the strength grade of the recommendation used in each individual 
guideline are presented in Appendix 4.  
 
Summary of Critical Appraisal 
 
AGREE was used to assess the strength and limitations of the guidelines. All included 
guidelines were developed by professional association or expert committee based on 
systematic review process. Overall, the objectives,clinical questions and the population for 
whom guidance was intended were well described. Guideline development groups were 
representative of their relevant professional groups and all recommendations were peer 
reviewed. Conflict of interest was declared in all guidelines. The recommendations were clearly 
presented and explicitly linked to supporting evidence except one guideline18 in which the level 
of evidence was not explicitly defined. One limitation common to all included guidelines was lack 
of clarity regarding patient involvement in guideline development. Three14,20,32 guidelines did not 
clearly provide the future update plan. Detailed information of the critical appraisal for individual 
studies is summarized in Appendix 5. 
 
Summary of Findings 
 
The detailed recommendations, quality level of evidence on which the recommendation was 
based and the strength of the recommendations can be found in Appendix 6. 
 
1. What are the evidence-based guidelines for the assessment and treatment of opioid 

dependent patients? 
 
Patient assessment  
 
Evidence-based guidelines indicate that prior to initiating maintenance opioid agonist treatment 
the patient should meet the diagnostic criteria for opioid dependence5 and that opioid 
dependence should be assessed using DSM-IV-TR criteria.18 Recommendations stated that the 
patient must provide informed consent and there must be physician documentation that the 
patient has been informed of the physical dependence on the medication and possible long-
term nature of the maintenance treatment.5 When monitoring a patient on 
buprenorphine/naloxone maintenance, it was recommended that the physicianadopt a patient-
centred urine drug testing strategy that maximizes clinical utility while avoiding testing without 
indication.5 
 
Opioid agonist maintenance therapy 
 
Five evidence-based guidelines were identified. Four14,18,20,32 guidelines provided 
recommendations for the treatment of patients with opioid dependence. One5 provided specific 
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recommendations on buprenorphine/naloxone treatment for opioid dependence. Opioid agonist 
maintenance therapy was considered as the standard treatment for opioid dependence across 
all guidelines. It was recommended that maintenance therapy should be provided in conjunction 
with psychosocial intervention, such as regular counseling.14,18,20 Consistently, methadone 
maintenance therapy (MMT) was recommended as the standard treatment for opioid 
dependence in all five guidelines. Buprenorphine maintenance treatment (BMT) was also 
recommended as an appropriate treatment option for opioid-dependent patients.14,18,20,32 
Buprenorphine/naloxone combinations may be preferred,14 especially where the methadone 
uptake is limited by issues of access. or patient disinterest.5 Two guidelines stated that the 
choice between MMT and BMT or buprenorphine/naloxone should be guided by patient choice 
and safety considerations and individual clinical settings.5,14 Methadone or sublingual 
buprenorphine/naloxone maintenance was strongly recommended as the first line treatment for 
opioid dependence in VA/DOD guideline.18 The recommended dose for methadone was 60-
120mg14,18,20 and the recommended dose for buprenorphine was 8mg to 30 mg daily14,20

  
Injectable methadone treatment was not recommended at present.14 
 
Detoxification and opioid withdrawal management 
  
Ultra-rapid detoxification was not recommended.14 Methadone or buprenorphine was 
recommended for opioid withdrawal14,20,32 and psychosocial intervention should be used as a 
supportive treatment. Clonidine and lofexidine were considered less effective than methadone 
and buprenorphine in reducing withdrawal symptoms.32 Slow-release oral morphine (SROM) 
was not recommended.14

 Three guidelines recommended that oral naltrexone treatment be 
considered for formerly opioid-dependent people who are highly motivated to remain 
abstinent.14,18,32  
 
 
2. What are the evidence-based guidelines for the detoxification or treatment of opioid 

dependent pregnant women? 
 
Three guidelines14,18,20 provided recommendations on the treatment of pregnant women with 
opioid dependence. It was recommended that detoxification should be avoided during 
pregnancy, especially in the first trimester.14 One guideline indicated that maintenance therapy 
should be offered to pregnant opioid-dependent women.32 Two guidelines found that methadone 
and buprenorphine maintenance treatment improve maternal and fetal outcomes.18,32 While 
buprenorphine monotherapy was preferred in the VA/DOD guideline,18 methadone was 
recommended for use in pregnant women in preference to buprenorphine in WHO guideline.20 
One guideline recommended against buprenorphine/naloxone use in pregnant women.18 
 
Limitations 
 
All five included guidelines were developed by professional association or expert committee 
based on systematic literature reviews. Some limitations include that the patient involvement in 
the guideline development was not clearly described in these guidelines. Future guideline 
update plans was not clearly described in three guidelines.14,20,32 Some recommendations in 
VA/DOD guideline,18 BAP guideline,14 or WFSBP guideline32 were not directly accompanied with 
supporting evidence and/or the strength of the recommendations. Most of the recommendations 
for pregnant women were based on low quality evidence or standard of care14,18,20 One 
guideline was developed in Canada5 and provided recommendations for 
buprenorphine/naloxone treatment for opioid dependence, but not for overall treatment for 
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opioid dependence. None of the guidelines were developed for treatment of opioid dependence 
in small clinic settings, rural area or remote communities. None of the guidelines provided 
specific recommendations for youth or people with co-occurring mental health issues. 
 
CONCLUSIONS AND IMPLICATIONS FOR DECISION OR POLICY MAKING:  
 
In the included guidelines, it was recommended that the patient should be assessed with DSM-
IV-TR criteria and the patient should meet the diagnostic criteria for opioid dependence prior to 
initiating maintenance opioid agonist treatment. Methadone maintenance treatment was 
consistently recommended as a standard treatment for opioid dependence. Buprenorphine or 
buprenorphine/naloxone was also recommended as appropriate treatment, especially where the 
methadone uptake is limited by issues of access or patient disinterest. While use in rural areas 
was not specifically discussed in the cited literature, this may represent one setting with limited 
access to methadone where buprenorphine or buprenorphine/naloxone treatment may be 
preferred. Psychosocial intervention was recommended as a supportive treatment in 
conjunction with opioid agonist maintenance treatment. Ultra-rapid detoxification was not 
recommended. Oral naltrexone treatment was recommended for patients who are highly 
motivated to remain abstinent. It was recommended that detoxification should be avoided during 
pregnancy, especially in the first trimester. Methadone or buprenorphine, but not 
buprenorphine/naloxone combination, maintenance therapy were recommended for pregnant 
women. However, it should be noted that most of the recommendations on treatment for 
pregnant opioid dependent women were based on low quality evidence or standard of care.   
 
PREPARED BY:  
Canadian Agency for Drugs and Technologies in Health 
Tel: 1-866-898-8439 
www.cadth.ca 
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APPENDIX 1: Quality Assessment of Guidelines 
 

 
APPRAISAL OF GUIDELINES FOR RESEARCH AND EVALUATION (AGREE)

7
 

 

SCOPE AND PURPOSE 

4=Strong agree; 3=agree; 
2=disagree; 1=strongly 

disagree 
Score 

1. The overall objective of the guideline is specifically described.   

2. The clinical question(s) covered by the guideline is(are) 
specifically described. 

  

3. The patients to whom the guideline is meant to apply are 
specifically described. 

  

 
STAKEHOLDER INVOLVEMENT 

 

4=Strong agree; 3=agree; 
2=disagree; 1=strongly 

disagree 
Score 

4. The guideline development group includes individuals from all 
the relevant professional groups. 

  

5. The patients’ views and preferences have been sought.   

6. The target users of the guideline are clearly defined.   

7. The guideline has been piloted among target users.   

 
RIGOUR OF DEVELOPMENT 

4=Strong agree; 3=agree; 
2=disagree; 1=strongly 

disagree 
Score 

8. Systematic methods were used to search for evidence.   

9. The criteria for selecting the evidence are clearly described.   

10. The methods used for formulating the recommendations are 
clearly described. 

  

11. The health benefits, side effects, and risks have been 
considered in formulating the recommendations. 

  

12. There is an explicit link between the recommendations and 
the supporting evidence. 

  

13. The guideline has been externally reviewed by experts prior 
to its publication. 

  

14. A procedure for updating the guideline is provided   

 
CLARITY AND PRESENTATION 

4=Strong agree; 3=agree; 
2=disagree; 1=strongly 

disagree 
Score 

15. The recommendations are specific and unambiguous.   

16. The different options for management of the condition are 
clearly presented. 

  

17. Key recommendations are easily identifiable.   

18. The guideline is supported with tools for application.   

 
APPLICABILITY 

4=Strong agree; 3=agree; 
2=disagree; 1=strongly 

disagree 
Score 

19. The potential organizational barriers in applying the 
recommendations have been discussed. 

 
 

20. The potential cost implications of applying the 
recommendations have been considered. 

 
 

21. The guideline presents key review criteria for monitoring 
and/audit purposes. 

 
 

 
EDITORIAL INDEPENDENCE 

4=Strong agree; 3=agree; 
2=disagree; 1=strongly 

disagree 
Score 

22. The guideline is editorially independent from the funding 
source. 

 
 

23. Conflicts of interest of guideline development members have 
been reported. 
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APPENDIX 2: Selection of Included Studies 
 
 
 
 
 
 

385 citations excluded 

9 potentially relevant articles 
retrieved for scrutiny (full text, if 

available) 

19 potentially relevant 
reports retrieved from 
other sources (grey 

literature, hand 
search) 

28 potentially relevant reports 

394 citations identified from 
electronic literature search and 

screened 

23 reports excluded: 
-Not guideline (2) 
-Duplicate publication (1) 
-Guideline without clear relevant 
recommendations (14) 
-Guidelines in which the 
recommendation not directly 
accompanied with supporting 
evidence, quality level of the 
evidence or the strength of the 
recommendations (6) 
 

5 guideline documents 
included in review 
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APPENDIX 3: Additional Articles of Potential Interest 
 

The following six potential interested guidelines1,8,10,13,15,16 were not included because the 
recommendations or guidance was not directly accompanied with supporting evidence. 

 
1. The College of Physicians and Surgeons of Ontario. Methodone program. Methadone 

maintenance treatment program standards and clinical guidelines [Internet]. 4th ed. 
Toronto: The College; 2011.  [cited 2012 Aug 17]. Available from: 
http://www.cpso.on.ca/uploadedFiles/policies/guidelines/methadone/Meth%20Guidelines
%20_Oct07.pdf 

 
2. National Institute for Health and Clinical Excellence. Methadone and buprenorphine for 

the management of opioid dependence [Internet]. London: The Institute; 2007. (NICE 
technology appraisal guidance; no. 114).  [cited 2012 Aug 21]. Available from: 
http://guidance.nice.org.uk/TA114 

 
3. College of Physicians and Surgeons of Saskatchewan. Saskatchewan methadone 

guidelines for the treatment of opiod addiction [Internet]. Saskatoon: The College; 2008.  
[cited 2012 Aug 21]. Available from: 
http://www.quadrant.net/cpss/pdf/CPSS_Methadone_Guidelines.pdf  

 
4. National Collaborating Centre for Mental Health. Drug misuse: opioid detoxification 

[Internet]. London: The British Psychological Society; 2008. (NICE clinical guideline; no. 
52).  [cited 2012 Aug 17]. Available from: 
http://www.nice.org.uk/nicemedia/live/11813/35999/35999.pdf 

 
5. Mental Health and Drug And Alcohol Office. Guideline: drug and alcohol withdrawal 

clinical practice guidelines - NSW [Internet]. North Sydney: NSW Department of Health; 
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http://www.health.nsw.gov.au/policies/gl/2008/pdf/GL2008_011.pdf 

 
6. National Collaborating Centre for Mental Health. Drug misuse: psychosocial 

interventions [Internet]. London: British Psychological Society; 2008. (National clinical 
practice guideline; no. 51).  [cited 2012 Aug 17]. Available from: 
http://www.nice.org.uk/nicemedia/live/11812/35975/35975.pdf
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APPENDIX 4: Grading of Recommendations and Levels of Evidence Used in Included Studies 
 
Guidelines, First 
Author, 
Publication Year, 
Country 

Quality level of evidence and strength of recommendations  

BAP Guidelines, 
Lingford-Hughes 

14
 

2012, 
UK 

 “Categories of evidence for causal relationships and treatment 
Ia: evidence from meta-analysis of randomized controlled trials 
Ib: evidence from at least one randomized controlled trial 
IIa: evidence from at least one controlled study without randomization 
IIb: evidence from at least one other type of quasi-experimental study 
III: evidence from non-experimental descriptive studies, such as comparative studies, correlation studies and case-
control studies 
IV: evidence from expert committee reports or opinions and/or clinical experience of respected authorities 
Proposed categories of evidence for observational relationships 
I: evidence from large representative population samples 
II: evidence from small, well-designed, but not necessarily representative samples 
III: evidence from non-representative surveys, case reports 
IV: evidence from expert committee reports or opinions and/or clinical experience of respected authorities 
Strength of recommendation 
A: directly based on category I evidence 
B: directly based on category II evidence or extrapolated recommendation from category I evidence 
C: directly based on category III evidence or extrapolated recommendation from category I or II evidence 
D: directly based on category IV evidence or extrapolated recommendation from category I, II or III evidence 
S: Standard of care” 

WFSBP guidelines, 
Soyka 

32
 

2011, Germany, 
Switzerland, USA, 
Netherland, Austria 

Category of evidence (main criteria) 
A: Full evidence based on two or more RCT showing superiority to placebo or on one or more RCT showing superiority 
to or equivalent to active comparator; etc. 
B. Limited positive evidence from one or more RCTs 
C. Evidence from uncontrolled trial or case report/expert opinion 
-C1: from uncontrolled trial 
-C2: from case report 
-C3: from expert opinion 
D: inconsistent results 
E: negative evidence 
F: lack of evidence 
Recommendation grade(RG) 
1: Category A evidence and good risk-benefit ratio 
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Guidelines, First 
Author, 
Publication Year, 
Country 

Quality level of evidence and strength of recommendations  

2: Category A evidence and moderate risk-benefit ratio 
3: Category B evidence 
4: Category C evidence 
5: Category D evidence 
 

CAMH guideline 
Handford 

5
, 

2011, Canada 

Levels of evidence 
I Evidence from randomized, controlled trial(s) 
II-1 Evidence from controlled trial(s) without randomization 
II-2 Evidence from cohort or case-control analytic studies, preferably from more than one centre or research group 
II-3 Evidence from comparisons between times or places with or without the intervention; dramatic results in 
uncontrolled experiments could be included here 
III Opinions of respected authorities, based on clinical experience; descriptive studies or reports of expert committees 
Grades of recommendation 
A There is good evidence to recommend the action. 
B There is fair evidence to recommend the action. 
C The existing evidence is conflicting and does not allow making a recommendation for or against the use of the action; 
however, other factors may influence decision making. 
D There is fair evidence to recommend against the action. 
E There is good evidence to recommend against the action. 
I There is insufficient evidence (in quantity and/or quality) to make a recommendation; however, other factors may 
influence decision-making. 
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Guidelines, First 
Author, 
Publication Year, 
Country 

Quality level of evidence and strength of recommendations  

VA/DoD 
18

 
2009, USA 

Evidence Rating System and  
 Strength of Recommendation  
A  A strong recommendation that the clinicians provide the intervention to eligible patients. 
Good evidence was found that the intervention improves important health outcomes and concludes that benefits 
substantially outweigh harm. 
B  A recommendation that clinicians provide (the service) to eligible patients. 
At least fair evidence was found that the intervention improves health outcomes and concludes that benefits outweigh 
harm. 
C  No recommendation for or against the routine provision of the intervention is made. 
At least fair evidence was found that the intervention can improve health outcomes, but concludes that the balance of 
benefits and harms is too close to justify a general recommendation. 
D Recommendation is made against routinely providing the intervention. 
At least fair evidence was found that the intervention is ineffective or that harms outweigh benefits. 
I  The conclusion is that the evidence is insufficient to recommend for or against routinely providing the intervention. 
Evidence that the intervention is effective is lacking, or poor quality, or conflicting, and the balance of benefits and 
harms cannot be determined. 
 

WHO
20

 
2009, 

GRADE was used to form the recommendations: 
In the GRADE system, evidence is classified as “high”, “moderate”, “low” or “very low”. Definitions are as follows: 
• High – Further research is very unlikely to change confidence in the estimate of effect. 
• Moderate – Further research is likely to have an important impact on confidence in the estimate of effect and may 
change the estimate. 
• Low – Further research is very likely to have an important impact on confidence in the estimate of effect and is likely 
to change the estimate. 
• Very low – Any estimate of effect is very uncertain. 
 
In the GRADE system, recommendations are divided into two strengths, here termed as “strong” or “standard” 
recommendations. 
“Strong” recommendations can be interpreted as follows: 
• Most individuals should receive the intervention, assuming that they have been informed about and understand its 
benefits, harms and burdens. 
• Most individuals would want the recommended course of action and only a small proportion would not. 
• The recommendation could unequivocally be used for policy making. 
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Guidelines, First 
Author, 
Publication Year, 
Country 

Quality level of evidence and strength of recommendations  

“Standard” recommendations can be interpreted as follows: 
• Most individuals would want the suggested course of action, but an appreciable proportion would not. 
• Values and preferences vary widely. 
• Policy making will require extensive debates and involvement of many stakeholders. 
• Some recommendations do not include an indication of strength – this means that the recommendation is 
ungraded. 
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APPENDIX 5: Summary of Critical Appraisal Using AGREE 
 
Guideline 
society, country 
author, year, and 
indication 

Strengths Limitations 

BAP Guidelines, 
Lingford-Hughes 

14
 

2012, 
UK 

• Clearly defined objectives, scope 
and target populations 

• Guideline was an update previous 
guideline and developed based on 
existing guidelines, systematic 
review and RCTs 

• Clearly reported the methods for 
formatting recommendations  

• Recommendation explicitly linked 
to supporting evidence 

• The recommendation was clearly 
presented 

• Conflict of interest declared 

• Patients views and preferences 
not clearly described 

• Guideline update plan was not 
described 
 
 
 

WFSBP guidelines, 
Soyka 

32
 

2011, Germany, 
Switzerland, USA, 
Netherland, Austria 

• Clearly defined objectives, scope 
and target populations 

• Guideline was an developed based 
on existing guidelines, systematic 
review 

• Recommendation explicitly linked 
to supporting evidence 

• The recommendation was clearly 
presented 

• Conflict of interest declared 

• Patients views and preferences 
not clearly described  

• Guideline update plan was not 
described 
 

CAMH guideline 
Handford 

5
, 

2011, Canada 

• Clearly defined objectives, scope 
and target populations 

• Guideline was an developed based 
on systematic review 

• Recommendation explicitly linked 
to supporting evidence 

• The recommendation was clearly 
presented 

• Guideline update plan was 
described 

• Conflict of interest declared 

• Patients views and preferences 
not clearly described 
 

VA/DoD 
18

 
2009, USA 

• Clearly defined objectives, scope 
and target populations 

• Guideline was an developed based 
on systematic review 

• Recommendation explicitly linked 
to supporting evidence 

• The recommendation was clearly 
presented 

• Guideline update plan was 
described 

• Conflict of interest declared 

• The level of evidence was not 
explicitly defined 

• Patients views and preferences 
not described 
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Guideline 
society, country 
author, year, and 
indication 

Strengths Limitations 

WHO
20

 
2009, 

• Clearly defined objectives, scope 
and target populations 

• Guideline was an developed based 
on systematic review 

• Recommendation explicitly linked 
to supporting evidence 

• The recommendation was clearly 
presented 

• Conflict of interest declared 

• Patients views and preferences 
not clearly described 

• Guideline update plan not 
described 
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APPENDIX 6: Guidelines and Recommendations  
 
Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

BAP 
Guidelines, 
Lingford-
Hughes 14

 

2012, 
UK 

On page 14: “ Recommendations: opioid maintenance treatment for opioid dependence 
Methadone maintenance treatment 
●MMT is an appropriate treatment option for opioid dependent patients. It is effective in 
reducing heroin use, injecting, and sharing of injecting equipment (A). 
 

I A 

●MMT is more effective at doses in the range 60–120 mg 
than at lower doses. Following safe induction of methadone treatment (see Department of 
Health Guidelines), consideration should be given to higher maintenance doses (A). 
 

I A 

Buprenorphine maintenance treatment 
●BMT is an appropriate treatment option for opioid-dependent patients. It is effective in 
reducing heroin use (A). 
 

! A 

●Buprenorphine should be prescribed at doses of 8 mg or higher when used for 
maintenance treatment (B), and preferably at doses over 12 mg (D). 
 

II or 
extrapolated 

from I 
 

IV or 
extrapolated 
from I, II and 

III 
 
 

B 
 
 
 

D 

●Where concerns over diversion are paramount, buprenorphine/naloxone combinations 
may be preferred (B). 
 

II or 
extrapolated 

from I 
 

B 

Choice of methadone or buprenorphine maintenance 
treatment 
●Both methadone and buprenorphine are effective treatments. 
Opioid-dependent patients should be offered either medication, guided by patient choice 
and safety considerations. (A). 

I A 
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Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

Additional therapies 
●MMT or BMT should be provided in conjunction with psychosocial 
interventions such as regular counselling (B). 

II or 
extrapolated 

from I 
 

B 

Injectable opioid maintenance treatments 
●Highly supervised injectable diamorphine maintenance treatment should be considered for 
patients who have failed to respond to optimised MMT or BMT (B). 
 

II or 
extrapolated 

from I 
 

B 

●We do not recommend injectable methadone treatment at present, although further studies 
are warranted (C). 
 

III or 
extrapolated 

from I, II 
 

C 

On page 15: Recommendations: management of withdrawal from opioid drugs 
●There is a robust evidence base for three approaches to opioid detoxification: methadone 
at tapered doses, buprenorphine, or an R2 adrenergic agonist (usually lofexidine) (A). 
 

I A 

●The choice of agent will depend on what treatment patients are already receiving, for 
example methadone or buprenorphine and individual preference. However, if short duration 
of treatment is desirable, or in patients with mild or uncertain dependence, R2 adrenergic 
agonists may be preferable (A). 
 

I A 

●SROM is not recommended for opioid detoxification (B). 
 

II or 
extrapolated 

from I 
 

B 

●Ultra-rapid detoxification is not recommended (A). 
 

I A 

●Pharmacological management of withdrawal should be supported by psychosocial 
treatment (A). 
 

I A 

On page 16: Recommendations: naltrexone for treatment of opioid dependence 
“Pharm Oral naltrexone treatment should be considered for formerly opioid-dependent 
people who are highly motivated to remain abstinent (D).  

IV or 
extrapolated 
from I, II and 

III 

D 
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Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

On page 27: Recommendations: opioids and pregnancy 
●Methadone and buprenorphine (not buprenorphine/naloxone) maintenance treatment 
improves maternal and fetal outcomes, and substitution treatment should be offered to 
pregnant opioid-dependent women (B). 
 

II or 
extrapolated 

from I 
 

B 

●The choice of medication should be based on individual need and preference following full 
assessment, and the dose of methadone prescribed should be that which maintains clinical 
stability (C). 
 

III or 
extrapolated 
from I or II 

 

C 

●Buprenorphine may be associated with less NAS (B). 
 

II or 
extrapolated 

from I 
 

B 

●Detoxification should be avoided in the first trimester, is preferred in the second and only 
with caution in third trimester (S). 
 

NR S 

WFSBP 
guidelines, 
Soyka 

32
 

2011, 
Germany, 
Switzerland, 
USA, 
Netherland, 
Austria 

For maintenance treatment 
On page 168: “Methadone is the standard medication for the treatment of opioid 
dependence.” 

A Grade 1 

On page 169: “There is compelling evidence for the efficacy of heroin-assisted treatment in 
treatment refractory, opioid dependent patients.” 
 

B Grade 3 

On page 171: “Buprenorphine and Buprenorphin/naloxone are standard treatment for the 
treatment of opioid dependence. Whether the combination of buprenorphine and naloxone 
has advantages over buprenorphine alone requires empirical validation. There are no 
indications that adding contingency management to buprenorphine maintenance treatment 
enhances its effectiveness” 
 

A Grade 1 

On page 172: “Oral naltrexone is not a first line treatment for opioid dependence” 
 

A Grade 1 

On page 172: “Oral naltrexone might be effective in a small group of highly motivated and 
well-integrated patients 
 
 

B Grade 3 
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Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

On page 173: “Although depot naltrexone is now approved and available in USA for the 
treatment of opioid dependence, additional studies are needed to define more clearly its 
clinical efficacy over the long term. Naltrexone implants cannot yet be recommended for 
clinical use because although there are promising efficacy data for them, safety concerns 
remain and require further evaluation.” 
 

NR NR 

For treatment withdrawal symptoms: 
On page 173: “methadone is a standard and safe medication for opioid detoxification” 

A Grade 1 

On page 175: “Clonidine and lofexidine are less effective than methadone and 
buprenorphine in reducing the symptoms of opioid withdrawal.” 

B Grade 3 

On page 177: During pregnancy, detoxification should be avoid, especially in the first 
trimester 
 

C Grade 4 

Methadone and buprenorphine are effective and safe in the treatment of opioid-dependent 
pregnant women 
 

NR NR 

CAMH 
guideline 
Handford 

5
, 

2011, Canada 

Selecting buprenorphine/naloxone maintenance therapy 
1. Once a patient is diagnosed with opioid dependence and is deemed appropriate for 
opioid agonist treatment, prescribers are encouraged to consider prescribing either 
buprenorphine/naloxone or methadone in order to increase retention in treatment and 
decrease opioid misuse. 
 

I 
 

A 

Clinical assessment 
2. Buprenorphine/naloxone maintenance treatment can be prescribed to patients in either a 
primary care setting or in a specialized addiction treatment setting. Level I, Grade A 
 

I A 

3. Prior to initiating maintenance opioid agonist treatment the patient should meet the 
diagnostic criteria for opioid dependence. Level III, Grade A 
 

III A 

4. The decision to initiate opioid agonist therapy with either buprenorphine/naloxone or 
methadone maintenance should be guided by the individual clinical circumstances and the 
patient’s preferences. 
Level III, Grade I 
 

III A 
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Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

Initiation, maintenance and discontinuation of buprenorphine/naloxone 
maintenance treatment 
5. A physician should have a structured approach, such as the one suggested in the clinical 
considerations, to initiating buprenorphine/naloxone maintenance treatment in order to 
stabilize a patient at their maintenance dose as rapidly as possible while at the same time 
avoiding oversedation or precipitated withdrawal. Level III, Grade A 
 

III A 

6. Prior to initiation of buprenorphine/naloxone treatment, the patient must provide informed 
consent and there must be physician documentation that the patient has been informed of 
the physical dependence on the medication and possible long-term nature of the 
maintenance treatment. 
Level III, Grade A 
 

III A 

7. Once a stable maintenance dose is achieved, physicians can consider nondaily dosing of 
buprenorphine/naloxone as effective as daily dosing of buprenorphine/naloxone with 
respect to retention in treatment and reduction in illicit drug use. Level I, Grade A 
 

I A 

8. When monitoring a patient on buprenorphine/naloxone maintenance, the physician 
should adopt a patient–centred urine drug testing strategy that maximizes clinical utility 
while avoiding testing without indication. Level III, Grade I 

III A 

9. In making decisions regarding the provision of take-home doses of 
buprenorphine/naloxone, providers should use a clinical risk stratification strategy (as 
described in the clinical considerations) that aims to support patient autonomy while at the 
same time respecting patient and public safety. 

III A 

Overdose, mortality and other adverse effects 
10. Policy makers should be aware that in countries where buprenorphine is equally 
available as methadone, buprenorphine has a lower attributable death rate than methadone. 
Level II-3, Grade A 
 

II-3 A 

11. Limited public funding is currently the major barrier to accessibility of 
buprenorphine/naloxone maintenance treatment in Ontario. We recommend that policy 
makers remedy this barrier. 
Level III, Grade B 
 

III B 



 
 

Opioid Dependency Treatment Guidelines   25 

 
 

Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

Clinicians should be aware that there is little in the medical literature to guide them in 
terms of which opioid maintenance agent to prescribe an individual opioid-dependent 
patient. In making this decision, the prescriber and patient should consider the following, 
which is based on clinical experience. 

12. Buprenorphine/naloxone may be preferred over methadone to treat opioid 
dependence in the following patient populations: 
 

  

a) When methadone is absolutely or relatively contraindicated, such as: 
 

  

i) Presence of, history of or increased risk of prolonged QT interval 
Level I, Grade A 
 

I A 

ii) History of methadone allergy 
Level III, Grade A 

III A 

b) History of significant side effects on methadone such as: 
 

  

i) Sexual side effects on methadone 
Level II-2, Grade B 
 

II-2 B 

ii) Severe sedation or constipation with methadone 
Level III, Grade C 
 

III C 

c) Increased risk of toxicity from a full mu agonist:   

i) If suspect a lower tolerance to opioids III B 

ii) If concurrent heavy or unstable use of sedating drugs/medication II-3 B 

iii) If elderly (Level III, Grade B) III B 

iv) If significant respiratory illness (Level III, Grade B) III B 

d) Good prognostic factors:   

i) Briefer history (i.e., less than one year) of opioid misuse (Level III, Grade C) III C 

ii) Social supports (Level III, Grade C) III C 

iii) Adolescents and young adults 
Level III, Grade B 

III B 

e) Past history of successful stabilization with buprenorphine/naloxone (Level III, Grade I) III I 
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Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

f) Patient choice and access. In particular patients residing in geographic areas where 
methadone is not available in a timely manner, or when challenging pharmacy access 
makes the possibility of alternate day dosing of buprenorphine/naloxone desirable. (Level 
III, Grade B) 
 

III B 

13. Methadone may be preferred over buprenorphine/naloxone in the following 
patient populations: 
 

  

a) Pregnancy (specifically avoiding the naloxone component in the buprenorphine/naloxone 
combination product) (Level III, Grade A) 

III A 

b) Clinical situations where opioid withdrawal during induction is particularly hazardous – 
i.e., cardiovascular instability (Level III, Grade B) 

III B 

c) Prior inability to stabilize on buprenorphine/naloxone maintenance treatment (Level III, 
Grade B) 

III B 

d) History of abusing buprenorphine/naloxone via injection (Level III, Grade A) III A 

e) Patient side effects with or allergy to buprenorphine/naloxone or to excipients including 
acesulfame 
(Level III, Grade A) 

III A 

f) Patients experiencing dry mouth of severity that would interfere with dissolution and 
absorption of sublingual buprenorphine/naloxone tablets (dry mouth may be due to side 
effects of concurrent medications, chemotherapy, or conditions causing dry mouth, e.g., 
Sjogren’s syndrome) 
Level III, Grade A 

III A 

g) Past history of successful stabilization with methadone (Level III, Grade I) III I 

h) Patient choice and access, in particular patients with limited financial resources that 
make reliable long-term use of buprenorphine/naloxone uncertain.(Level III, Grade B) 

III B 

VA/DoD 
18

 
2009, USA 

On page 55: Assess opioid dependence using DSM-IV-TR criteria. NR NR 

On page 55: 
●Provide access to opioid agonist treatment (OAT) for all opioid dependent patients, under 
appropriate medical supervision and with concurrent addiction-focused psychosocial 
treatment as 
indicated. [A] 
 
 

Good 
evidence 

A 
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Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

●Strongly recommend methadone or sublingual buprenorphine/naloxone maintenance as 
first line 
treatments due to their documented efficacy in improving retention and reducing illicit opioid 
use 
and craving. [A] 
 
 

Good 
evidence 

A 

●Note: In pregnancy, buprenorphine monotherapy is preferred. NR NR 

On page 59: Is Treatment in a Specialized Opioid Agonist Treatment Program (OATP) 
Setting Appropriate for the Patient? 
●Individualize the choice of setting based on patient characteristics and availability of 
facilities to treat patients with opioid agonist therapy (OAT).  
●Appropriate psychosocial interventions should be provided as part of the opioid agonist 
therapy (OAT). [A] 

Good 
evidence 

A 

On page 61: Opioid Agonist Treatment Program (OATP) and office-based opioid treatment 
(OBOT) must be provided in the context of a complete treatment program that includes: 
a. Appropriate adjustment of opioid agonist doses to maintain a therapeutic range between 
signs/symptoms of overmedication (e.g., somnolence, miosis, itching, hypotension, and 
flushing) and opioid withdrawal (e.g., drug craving, anxiety, dysphoria, and irritability) 
 

  

●Usual dosage range for optimal effects: 60–120 mg/day [A] 
 

Good 
evidence 

A 

●Buprenorphine target dose is generally up to 16mg daily; doses above 32mg are 
rarely indicated. In all cases, except pregnancy, the combination product of 
buprenorphine/naloxone should be used. 
 

NR NR 

b. Relapse monitoring to promote effective outcomes 
 

NR NR 

c. Adequate frequency of toxicology for alcohol and other drugs of abuse. Drug testing for 
both methadone and buprenorphine should also be considered to ensure compliance with 
the prescription and for detection of possible diversion 
 

NR NR 

d. Appropriate psychosocial interventions. [A] 
Good 

evidence 
A 
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Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

On page 64: Is Naltrexone Appropriate for and Acceptable to the Patient?   

●Consider monitored administration of naltrexone maintenance in highly motivated opioid 
dependent patients. [C]  
 

Fair evidence C 

●Consider opioid agonist treatment (OAT) or long-term therapeutic community before 
naltrexone as first line approaches for chronic opioid dependent patients. 

NR NR 

●On page 66: Provide appropriate dosing, treatment retention- and adherence-enhancing 
techniques, and relapse monitoring to promote effective outcomes. 
 

NR NR 

●Carefully start oral naltrexone at a dose of 25 mg once daily. If no signs of withdrawal 
occur, the dose may be increased to 50 mg daily on the following day. Extended dosing 
intervals, using equivalent weekly doses, may be used for supervised administration. 

NR NR 

WHO
20

 
2009, 

On page XVIII: Recommendations for treatment of the individual patient: 
“Choice of treatment 
For the pharmacological treatment of opioid dependence, clinicians should offer opioid 
withdrawal, opioid agonist maintenance and opioid antagonist (naltrexone) treatment, but 
most patients should be advised to use opioid agonist maintenance treatment.  
 

Low to 
moderate 

Strong 

For opioid-dependent patients not commencing opioid agonist maintenance treatment, 
consider antagonist pharmacotherapy using naltrexone following the completion of opioid 
withdrawal 

Low Standard 

Opioid agonist maintenance treatment 
For opioid agonist maintenance treatment, most patients should be advised to use 
methadone in adequate doses in preference to buprenorphine. 
 

High 
Strong 

 

During methadone induction, the initial daily dose should depend on the level of 
neuroadaptation; it should generally not be more than 20 mg, and certainly not more than 
30mg. 
 
 

Very low Strong 

On average, methadone maintenance doses should be in the range of 60–120 mg per day. 
 

Low Strong 

Average buprenorphine maintenance doses should be at least 8 mg per day.  
 

Very low Standard 



 
 

Opioid Dependency Treatment Guidelines   29 

 
 

Guidelines, 
First Author, 
Publication 
Year, Country 

Recommendations 

Level (or 
category ) of 

evidence 

Grade of 
recommendat

ions 

Methadone and buprenorphine doses should be directly supervised in the early phase of 
treatment. 
 

Very low Strong 

Take-away doses may be provided for patients when the benefits of reduced frequency of 
attendance are considered to outweigh the risk of diversion, subject to regular review. 
 

Very low Standard 

Psychosocial support should be offered routinely in association with pharmacological 
treatment for opioid dependence. 
 

High Strong 

Management of opioid withdrawal 
For the management of opioid withdrawal, tapered doses of opioid agonists should 
generally be used, although alpha-2 adrenergic agonists may also be used. 

Moderate Standard 

Clinicians should not routinely use the combination of opioid antagonists and minimal 
sedation in the management of opioid withdrawal. 
 

Very low Standard 

Clinicians should not use the combination of opioid antagonists with heavy sedation in the 
management of opioid withdrawal. 
 

Low Strong 

Psychosocial services should be routinely offered in combination with pharmacological 
treatment of opioid withdrawal. 
 

Moderate Standard 

 Pregnancy 
Opioid agonist maintenance treatment should be used for the treatment of opioid 
dependence in pregnancy. 
 

Very low Strong 

Methadone maintenance should be used in pregnancy in preference to buprenorphine 
maintenance for the treatment of opioid dependence; although there is less evidence about 
the safety of buprenorphine, it might also be offered.” 
 

Very low Standard 

BAP= British Association for Psychopharmacology ; CAMH=Centre for Addiction and Mental Health; CPSO=The College of Physicians and Surgeons of Ontario; 
CPSS=College of Physicians and Surgeons of Saskatchewan; DoD=the Department of Defense; NAS=neonatal abstinence syndrome; NICE=National Institute for 
Health and Clinical Excellence; NSW=New South Wales; QoL= quality of life; RCT=randomized control trials; SROM= slow-release oral morphine; S=standard of 
care; SR= systematic review; WFSBP=World Federation of Societies of Biological Psychiatry; VA=The Department of Veterans Affairs (VA);  
WHO=World Health Organization 


