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Appendix 2 (as supplied by the authors): Methodology used in the Development and Scoring of 

Guideline Recommendations. 

General Literature Review Strategy. For all eleven recommendations, relevant search terms and 

structured search strategies were constructed and used to search PubMed, ISI Web of Science, and 

the Cochrane Library databases (i.e., the Cochrane Central Register of Controlled Trials including the 

Cochrane Drugs and Alcohol Group trials register), using a hierarchical approach, where identification 

and selection of meta-analyses and systematic reviews of randomized controlled trials was prioritized, 

followed by individual randomized controlled trials, quasi-experimental studies, prospective and 

retrospective observational cohort studies, and lastly, expert opinion (e.g., clinical practice guidelines, 

position papers, consensus statements issued by a recognized professional organization or authority).  

Initial exploratory searches had no temporal restrictions from initial date of publication index (variable 

depending on database used) to current date of the search; results were evaluated in a cumulative 

fashion in order of most recent date of publication. Using the hierarchical approach, once a relevant 

high-quality meta-analysis or systematic review was identified for a particular topic, clinical question, or 

recommendation, subsequent structured literature searches were conducted bridging the time period 

covered by the prior review to date of search, and supplemented by review of selection criteria used in, 

review of all citations included/excluded from, and review of all citations that subsequently cited that 

particular meta-analysis or systematic review. If more than one relevant high-quality meta-analysis or 

systematic review was identified for a particular recommendation, the supplementary review process 

described above was used for each. 

Additional structured searches specific to each topic, clinical question, and recommendation were 

conducted as needed and to supplement initial searches, either on request of or in response to 

feedback from the guideline review committee. CRISM staff members (ranging from 2-4 individuals) 

conducted literature reviews, independently examined titles, abstracts, and full-text from literature 

searches for relevance to guideline recommendations, and prepared narrative evidence summaries for 

the guideline committee’s review and consideration.  

A more detailed description of methodology used to conduct literature searches, prepare narrative 

evidence summaries, and derive and score individual recommendations using the GRADE criteria1,2 is 

provided below. Please also refer to Appendix 9 of the CRISM National Guideline for the Clinical 

Management of Opioid Use Disorder for more information on guideline development, methodology, 

review and decision-making processes. 

Note on Grading Quality of Evidence for CRISM National Guideline Recommendations. As the 

Cochrane Collaboration uses the GRADE criteria to assess quality of evidence in their systematic 



reviews, if a Cochrane Review was available for the evidence underlying a particular recommendation, 

as was the case for most of the recommendations in this guideline, this was used as the baseline for 

assignment of a quality of evidence score. Additional details on research evidence considered in 

developing final recommendations and assigning quality of evidence and strength of recommendation 

scores using GRADE are itemized below for each recommendation. 

1. Initiate opioid agonist treatment (OAT) with buprenorphine/naloxone whenever feasible to

reduce the risk of toxicity, morbidity and mortality, as well as to facilitate safer take-home

dosing.

Clinical Question: Should individuals with opioid use disorder be offered buprenorphine/naloxone as 

the preferred first-line option for opioid agonist treatment? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed opioid use disorder (OUD) of 

any severity (mild, moderate, or severe) with primary use of illegal heroin, prescribed or street-obtained 

pharmaceutical opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). 

Studies that enrolled individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid 

agonist treatment (OAT) at study entry were included. Studies that enrolled pregnant women were 

excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention: Long term (i.e., “maintenance”) therapy with buprenorphine or buprenorphine/naloxone. 

Comparator (Control or Experimental): Long-term (i.e., “maintenance”) therapy with placebo, 

methadone, treatment as usual, or no treatment or short-term buprenorphine taper.  

Outcomes of Interest: Primary outcomes – retention in treatment, abstinence from or reduction in illicit 

opioid use; Secondary outcomes – side effects, adverse events, morbidity and mortality; Other – direct 

and indirect costs, health service utilization. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (buprenorphine or buprenorphine/naloxone versus placebo, 

methadone) and study type (meta-analysis, systematic review, randomized controlled trial, quasi-

experimental study, prospective or retrospective observational cohort study).  



General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: opioid agonist treatment, opioid 

substitution treatment, opioid replacement treatment – with substitution of treatment with therapy, opioid 

with opiate and specific opioid agonist medication types (e.g., methadone, buprenorphine, 

buprenorphine/naloxone) used as appropriate. 

Quality of Evidence: High; Strength of Recommendation: Strong. The evidence to support initiating 

buprenorphine/naloxone as a preferred first-line treatment for individuals with opioid use disorder, 

which the guideline review committee graded as high quality, is from a) systematic reviews of 

randomized clinical trials reporting safety and efficacy of buprenorphine compared to placebo or 

methadone for the treatment of opioid use disorder,3-6 b) systematic reviews, toxicological reports, post-

marketing surveillance or other safety data comparing relative risk of side effects, adverse events, and 

drug-drug interactions for buprenorphine compared to methadone,3-5,7-17 c) systematic reviews, post-

marketing surveillance or other safety data reporting relative risk of diversion to individuals and public 

for buprenorphine compared to methadone,18-21 d) retrospective cohort and national/regional registry 

studies reporting relative risk of overdose mortality for buprenorphine compared to methadone,22-37 e) 

randomized clinical trials comparing safety and efficacy of unobserved versus observed dosing 

schedules of buprenorphine/naloxone,38-40 f) a systematic review, prospective and retrospective cohort 

studies reporting safety and effectiveness of unobserved dosing schedules for buprenorphine,41-43 and 

g) expert opinion.44-49

In determining strength of this recommendation, which the guideline review committee has graded as

strong, the quality of evidence reviewed above was considered, as was additional research evidence,

including a) large observational studies reporting health service utilization, cost-effectiveness, and

patient costs for long-term buprenorphine treatment compared to long-term methadone treatment,50-52

and b) randomized clinical trials and observational studies of effectiveness and cost effectiveness of

observed versus unobserved administration of buprenorphine/naloxone,38,42,53 as well as formal and

informal consultations held by the four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and

Quebec/Maritimes) with stakeholder groups (e.g., clinicians, people with lived experience who currently

use or have used opioid drugs, individuals and family members who are or have been affected by OUD,

policymakers, researchers, etc.) and the expert opinion of the guideline review panel.



2. For individuals responding poorly to buprenorphine/naloxone, consider transition to

methadone treatment.

Clinical Question: Should individuals with opioid use disorder who are not benefiting from 

buprenorphine/naloxone be offered the option of transitioning to methadone?  

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Studies that enrolled pregnant women were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention A: Long term (i.e., “maintenance”) therapy with buprenorphine or 

buprenorphine/naloxone. 

Comparator (Control or Experimental) A: Long-term (i.e., “maintenance”) therapy with placebo, 

methadone, treatment as usual, or no treatment. 

Intervention B: Transition from long-term therapy with buprenorphine or buprenorphine/naloxone to 

methadone. 

Comparator (Control or Experimental) B: Treatment as usual. 

Outcomes of Interest: Primary outcomes – retention in treatment, abstinence from or reduction in illicit 

opioid use; Secondary outcomes – side effects, adverse events, morbidity and mortality; Other – direct 

and indirect costs, health service utilization. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (A: buprenorphine or buprenorphine/naloxone versus 

placebo, methadone, treatment as usual, no treatment; B: transition from buprenorphine or 

buprenorphine/naloxone to methadone versus treatment as usual) and study type (meta-analysis, 

systematic review, randomized controlled trial, quasi-experimental study, observational cohort study).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 



General examples of intervention search terms used include: A: opioid agonist treatment, opioid 

substitution treatment, opioid replacement treatment – with substitution of treatment with therapy, opioid 

with opiate and specific opioid agonist medication types (e.g., methadone, buprenorphine, 

buprenorphine/naloxone) as appropriate; B: opioid agonist treatment and cessation, induction, rotation, 

switch/ing, transition/ing, transfer/ring, with substitution of terms as described in A. 

Quality of Evidence: High; Strength of Recommendation: Strong. The evidence to support offering 

individuals with opioid use disorder who are responding poorly to buprenorphine/naloxone the option to 

transition to methadone, which the guideline review committee graded as high quality, is from a) 

systematic reviews of randomized clinical trials comparing safety and efficacy of buprenorphine to 

methadone for the treatment of opioid use disorder,3-5,14,54 b) pharmacological reviews, reports and 

product monographs for buprenorphine, buprenorphine/naloxone and methadone,9,16,17,55 c) a 

randomized clinical trial evaluating safety and efficacy of a stepped-care approach (buprenorphine 

induction and stabilization, followed by transition to methadone, if needed or preferred) compared to 

methadone-based treatment as usual,56 and d) expert opinion.44-48 Additionally, when applicable and 

appropriate, the body of evidence reviewed in development of recommendation no. 1 (pp. 2-3) was also 

considered in the development and grading process. 

In determining strength of this recommendation, which the guideline review committee has graded as 

strong, the quality of evidence reviewed above was considered, as well as expert pharmacist review 

and consultation (on transitioning between OAT medications), formal and informal consultations held by 

the four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and Quebec/Maritimes) with 

stakeholder groups (e.g., clinicians, people with lived experience who currently use or have used opioid 

drugs, individuals and family members who are or have been affected by OUD, policymakers, 

researchers, etc.) and the expert opinion of the guideline review panel. 

3. Initiate OAT with methadone when treatment with buprenorphine/naloxone is not the

preferred option.

Clinical Question: Should individuals with opioid use disorder be offered methadone as a first-line 

treatment option when buprenorphine/naloxone is not preferred? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Studies that enrolled pregnant women were excluded. 



Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention: Long term (i.e., “maintenance”) therapy with methadone. 

Comparator (Control or Experimental): Long-term (i.e., “maintenance”) therapy with placebo, 

buprenorphine or buprenorphine/naloxone, treatment as usual, or no treatment. 

Outcomes of Interest: Primary outcomes – retention in treatment, abstinence from or reduction in 

opioid use; Secondary outcomes – side effects, adverse events, morbidity and mortality; Other – direct 

and indirect costs, health service utilization. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, and observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (buprenorphine or buprenorphine/naloxone versus placebo, 

methadone, or treatment as usual) and study type (meta-analysis, systematic review, randomized 

controlled trial, quasi-experimental study, prospective and retrospective observational cohort studies).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: opioid agonist treatment, opioid 

substitution treatment opioid replacement treatment – with substitution of treatment with therapy, opioid 

with opiate and with specific opioid medications (i.e., methadone, buprenorphine) as appropriate. 

Quality of Evidence: High; Strength of Recommendation: Strong. The evidence to support initiating 

methadone a) as a second-line treatment option for opioid use disorder when individuals are 

responding poorly to buprenorphine/naloxone, or b) as a first-line treatment option for opioid use 

disorder when buprenorphine is not preferred, which the guideline review panel graded as high 

quality, is from a) meta-analyses and systematic reviews of randomized clinical trials comparing safety 

and efficacy of methadone to placebo or buprenorphine for the treatment of opioid use disorder and 

prescription opioid use disorder,3-5,7-15,54,57 b) systematic reviews, toxicological data and safety data 

reporting relative risk of side effects, serious adverse events, and drug-drug interactions for methadone 

compared to buprenorphine,3,7,9,10,12,13 c) systematic reviews, post-marketing surveillance and safety 

data reporting relative risk of diversion to individuals and public for methadone compared to 

buprenorphine,18,19,21,58,59 d) retrospective cohort and national/regional registry studies reporting relative 

risk of overdose mortality for methadone compared to buprenorphine,22-37 e) a randomized clinical trial 



evaluating safety and efficacy of unobserved compared to observed dosing schedules of opioid agonist 

treatment with methadone and buprenorphine/naloxone,39 f) pharmacological reviews, reports and 

product monographs for buprenorphine, buprenorphine/naloxone and methadone,9,16,17,55 g) a 

systematic review of clinical trials and uncontrolled studies that reported feasibility of transitioning from 

buprenorphine or buprenorphine/naloxone to methadone,60 and h) expert opinion.44-48,61  

In determining strength of this recommendation, which the guideline review committee graded as 

strong, the evidence above was considered, as was additional research evidence, including a) large 

observational studies reporting cost and health service utilization for methadone versus 

buprenorphine,50-52 as well as formal and informal consultations held by the four CRISM nodes (British 

Columbia, Prairie Provinces, Ontario, and Quebec/Maritimes) with stakeholder groups (e.g., clinicians, 

people with lived experience who currently use or have used opioid drugs, individuals and family 

members who are or have been affected by OUD, policymakers, researchers, etc.) and the expert 

opinion of the guideline review panel. 

4. For individuals with a successful and sustained response to methadone who express a

desire for treatment simplification, consider transition to buprenorphine/naloxone, since its

superior safety profile allows for more routine take-home dosing and less frequent medical

appointments.

Clinical Question: Should individuals with opioid use disorder who have achieved sustained clinical 

and social stability on methadone, and who express a desire for lower-intensity treatment or treatment 

simplification, be offered the option of transitioning to buprenorphine/naloxone? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Studies that enrolled pregnant women were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention A: Long term (i.e., “maintenance”) therapy with methadone. 

Comparator (Control or Experimental) A: Long-term (i.e., “maintenance”) therapy with placebo, 

buprenorphine, buprenorphine/naloxone, treatment as usual, or no treatment. 



Intervention B: Transition from long-term (i.e., “maintenance”) therapy with methadone to 

buprenorphine or buprenorphine/naloxone. 

Comparator (Control or Experimental) B: Treatment as usual. 

Outcomes of Interest: Primary outcomes – retention in treatment, abstinence from or reduction in illicit 

opioid use; Secondary outcomes– side effects, adverse events, morbidity and mortality; Other – direct 

and indirect costs, health service utilization. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (A: methadone versus placebo, buprenorphine, 

buprenorphine/naloxone, treatment as usual, no treatment; B: transition from methadone to 

buprenorphine or buprenorphine/naloxone versus treatment as usual) and study type (meta-analysis, 

systematic review, randomized controlled trial, quasi-experimental study, prospective or retrospective 

observational cohort study).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: A - opioid agonist treatment, opioid 

substitution treatment, opioid replacement treatment – with substitution of treatment with therapy, opioid 

with opiate and specific opioid agonist medication types (e.g., methadone, buprenorphine, 

buprenorphine/naloxone) as appropriate; B - opioid agonist treatment and cessation, induction, rotation, 

switch*, transition*, transfer*, with substitution of terms as described in A. 

Quality of Evidence: Moderate; Strength of Recommendation: Strong. The evidence to support 

offering individuals with opioid use disorder who have achieved clinical stability on methadone and who 

desire treatment simplification the option to transition to buprenorphine/naloxone, which the guideline 

review committee graded as moderate quality, is from a) systematic reviews of randomized clinical 

trials comparing safety and efficacy of methadone to placebo or buprenorphine for the treatment of 

opioid use disorder and prescription opioid use disorder,3-5,14,54 b) systematic reviews, toxicological 

reports, post-marketing surveillance or other safety data comparing relative risk of side effects, adverse 

events, and drug-drug interactions for methadone compared to buprenorphine,4,5,7-15 c) systematic 

reviews, post-marketing surveillance or other safety data reporting relative risk of diversion to 

individuals and public for buprenorphine compared to methadone,18-21 d) retrospective cohort and 

national/regional registry studies reporting relative risk of overdose mortality for buprenorphine 



compared to methadone,22-37 e) randomized clinical trials comparing safety and efficacy of unobserved 

versus observed dosing schedules of buprenorphine/naloxone,38-40 f) a systematic review, prospective 

and retrospective cohort studies reporting safety and effectiveness of unobserved dosing schedules for 

buprenorphine,41-43 and g) expert opinion.44-49,61  

In determining strength of this recommendation, which the guideline review committee has graded as 

strong, the quality of evidence reviewed above was considered, as was additional research evidence, 

including a) large observational studies reporting health service utilization, cost-effectiveness, and 

patient costs for long-term buprenorphine treatment compared to long-term methadone treatment,50-52 

and b) randomized clinical trials and observational studies of effectiveness and cost effectiveness of 

observed versus unobserved administration of buprenorphine/naloxone,38,42,53 as well as expert 

pharmacist review and consultation (on transitioning between OAT medications), formal and informal 

consultations held by the four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and 

Quebec/Maritimes) with stakeholder groups (e.g., clinicians, people with lived experience who currently 

use or have used opioid drugs, individuals and family members who are or have been affected by OUD, 

policymakers, researchers, etc.) and the expert opinion of the guideline review panel. 

5. In patients for whom first- and second-line treatment options are ineffective or

contraindicated, OAT with slow-release oral morphine (ideally prescribed as once-daily

witnessed doses) can be considered. Slow-release oral morphine treatment should only be

prescribed by physicians with a Section 56 exemption to prescribe methadone, or following

consultation with an addiction practitioner experienced in OAT with slow-release oral

morphine.

Clinical Question: Should individuals with opioid use disorder who have not benefited from treatment 

with first- and second-line treatment options (buprenorphine/naloxone and/or methadone), be offered 

the option of opioid agonist treatment with slow-release oral morphine? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Pregnant women were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 



Intervention: Long term (i.e., “maintenance”) therapy with slow-release oral morphine. 

Comparator (Control or Experimental): Long-term (i.e., “maintenance”) therapy with placebo, 

methadone, buprenorphine or buprenorphine/naloxone, treatment as usual, or no treatment. 

Outcomes of Interest: Primary outcomes – retention in treatment, abstinence from or reduction in 

opioid use; Secondary outcomes – side effects, adverse events; Other – quality of life, patient 

preference, physical and mental health, social functioning, other substance use, cravings. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (slow-release oral morphine versus buprenorphine, 

buprenorphine/naloxone or methadone, placebo, treatment as usual, or no treatment) and study type 

(meta-analysis, systematic review, randomized controlled trial, quasi-experimental study, observational 

cohort).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: opioid agonist treatment, opioid 

substitution treatment, opioid replacement treatment – with substitution of treatment with therapy, opioid 

with opiate and with specific opioid medications as appropriate – slow-release oral morphine, extended-

release oral morphine, sustained-release oral morphine, Kadian®, Substitol retard®, Sevre-Long®, 

Mundidol® UNO retard, Kapanol™, methadone, buprenorphine, buprenorphine/naloxone. 

Quality of Evidence: Moderate; Strength of Recommendation: Strong. The evidence to support 

offering individuals with opioid use disorder the option of initiating OAT with slow-release oral morphine 

when first- and second-line treatment options have been found to be ineffective, contraindicated, or 

otherwise not preferred, which the guideline review committee graded as moderate quality, is from a) 

systematic reviews of randomized clinical trials comparing efficacy of slow-release oral morphine to 

methadone, buprenorphine or placebo for the treatment of opioid use disorder,62,63 b) a large, multisite 

randomized cross-over clinical trial comparing safety and efficacy of slow-release oral morphine to 

methadone for the treatment of opioid use disorder,64 c) systematic reviews and randomized clinical 

trials reporting relative risk of side effects and adverse events for slow-release oral morphine versus 

methadone,62-65 d) secondary analyses of randomized controlled trials reporting mental health 

symptoms, physical health symptoms, quality of life, other substance use (e.g., stimulants, 

benzodiazepines, alcohol), patient satisfaction, and cravings for slow-release oral morphine compared 



to methadone,62,65-67 e) quasi-experimental studies reporting safety and effectiveness of slow-release 

oral morphine compared to methadone.65,68-71  

In determining strength of this recommendation, which the guideline review committee graded as 

strong, the evidence above was considered, supplemented by direct communication with several 

principal investigators of the above-cited clinical trials regarding risks, benefits, clinical care guidance 

and regional/national experiences with slow-release oral morphine as OAT, as well as formal and 

informal consultations held by the four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and 

Quebec/Maritimes) with stakeholder groups (e.g., clinicians, people with lived experience who currently 

use or have used opioid drugs, individuals and family members who are or have been affected by OUD, 

policymakers, researchers, etc.) and the expert opinion of the guideline review panel.  

Following review and discussion, the guideline review committee reached consensus that in order to 

assign this recommendation as strong, that additional requirements should be met. First, 

acknowledging that the evidence base for safety and efficacy of slow-release oral morphine in the 

treatment of opioid use disorder is not as substantive as that for buprenorphine and methadone, the 

guideline review committee recommended that slow-release oral morphine should only be 

considered for those patients who have not benefited from, or have contraindications to, first-

line treatment options (buprenorphine/naloxone and methadone). Second, due to a lack of 

empirical data on relative risk of overdose mortality and the putative risk of diversion associated with 

slow-release oral morphine, the guideline review committee stipulated that slow-release oral 

morphine should ideally be prescribed as once-daily witnessed doses (i.e., daily witnessed 

ingestion at a pharmacy). Finally, as prescribing slow-release oral morphine for the treatment of opioid 

use disorder is a relatively new approach in Canada and is considered “off-label”, the guideline review 

committee recommended that prescribing clinicians should be experienced in the clinical management 

of individuals with opioid use disorder so as to optimize patient safety and treatment outcomes. For this 

reason, the guideline review committee included a directive that: Slow-release oral morphine 

treatment should only be prescribed by physicians with a Section 56 exemption to prescribe 

methadone, or following consultation with an addiction practitioner experienced in prescribing 

slow-release oral morphine for the treatment of opioid use disorder. 

6. Offering withdrawal management alone (i.e., detoxification without immediate transition to

long-term addiction treatment) should be avoided, since this approach has been associated

with increased rates of relapse, morbidity, and mortality.

Clinical Question: Should individuals with opioid use disorder be offered the option of withdrawal 

management as a stand-alone treatment? 



Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Pregnant women were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention: Tapered dose regimens of opioid agonist treatments (buprenorphine, 

buprenorphine/naloxone, or methadone) or alpha2-adrenergic agonists (clonidine). 

Comparator (Control or Experimental): Tapered dose regimens of treatment as usual (for within-

class comparisons of opioid agonist treatments and alpha2-adrenergic agonists), tapered dose 

regimens of symptomatic medications (e.g., anti-anxiolytic, anti-emetic, anti-diarrheal, and/or non-opioid 

analgesic medications), no pharmacological treatment or long-term (i.e., “maintenance”) opioid agonist 

treatment. 

Outcomes of Interest: Primary outcomes – completion of or retention in treatment, sustained 

abstinence from or reduction in opioid use; Secondary outcomes – side effects, adverse events, 

morbidity and mortality. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (retrospective and prospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (opioid agonist taper, alpha2-adrenergic agonist taper 

versus placebo, no treatment, treatment as usual, long-term opioid agonist treatment) and study type 

(meta-analysis, systematic review, randomized controlled trial, quasi-experimental study, observational 

cohort).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: detoxification; medically-managed, -

supervised, or -assisted withdrawal; withdrawal management; tapered opioid or alpha2-adrenergic 

agonist, opioid agonist taper or alpha2-adrenergic agonist taper, with substitution of opioid with opiate 

and with specific opioid and alpha2-adrenergic agonist medications as appropriate – methadone, 

buprenorphine, buprenorphine/naloxone, and clonidine. 



Quality of Evidence: Moderate; Strength of Recommendation: Strong. The evidence to support a 

recommendation against offering individuals with opioid use disorder the option of withdrawal 

management as a stand-alone treatment (without linkage to ongoing or continuing addiction care), 

which the guideline review committee scored as moderate quality, is from a) systematic reviews of 

randomized clinical trials reporting relative risk of drop-out and/or relapse to illicit opioid use for 

withdrawal management (opioid agonist tapers and alpha2-adrenergic agonists) compared to placebo, 

treatment as usual, or long-term opioid agonist treatment,3,6,72-75 b) randomized clinical trials reporting i) 

relative risk of drop-out and/or relapse to illicit opioid use for withdrawal management with transition to 

or continuation of ongoing addiction treatment (pharmacological and/or psychosocial) compared to 

withdrawal management alone or ii) rates of drop-out and/or relapse to illicit opioid use for withdrawal 

management with opioid agonist and/or alpha2-adrenergic agonist tapers compared to placebo, 

treatment as usual, or long-term opioid agonist treatment,76-80 d) retrospective cohort and 

national/regional registry studies reporting i) relative risk of drop-out and/or relapse to illicit opioid use 

for withdrawal management with and without ongoing addiction treatment (pharmacological and/or 

psychosocial) or ii) rates of drop-out and/or relapse to illicit opioid use for withdrawal management,81-85 

e) a retrospective cohort study reporting relative risk of overdose mortality for withdrawal management

alone compared to no treatment.86

In determining strength of this recommendation, which the guideline review committee graded as

strong, the evidence above was considered, as well as formal and informal consultations held by the

four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and Quebec/Maritimes) with

stakeholder groups (e.g., clinicians, people with lived experience who currently use or have used opioid

drugs, individuals and family members who are or have been affected by OUD, policymakers,

researchers, etc.) and the expert opinion of the guideline review panel.

7. When withdrawal management (without transition to OAT) is pursued, provide supervised

slow (>1 month) opioid agonist taper (in an outpatient or residential treatment setting) rather

than a rapid (<1 week) taper. During opioid-assisted withdrawal management, patients

should be transitioned to long-term addiction treatment to help prevent relapse and

associated health risks.

Clinical Question: Should individuals with opioid use disorder who wish to pursue withdrawal 

management be offered the option of an extended opioid agonist taper (i.e., gradual dose reduction 

over a period of one month or more) in an outpatient or residential setting? 



Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Pregnant women were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention: Buprenorphine, buprenorphine/naloxone or methadone taper regimens administered at 

variable amounts, duration, or rates. Alpha2-adrenergic agonist taper regimens were excluded. 

Comparator (Control or Experimental): Where applicable, treatment as usual (for within-class 

comparisons of opioid agonist tapers) or long-term (i.e., “maintenance”) opioid agonist treatment. 

Outcomes of Interest: Primary outcomes – completion of or retention in treatment, sustained 

abstinence from or reduction in opioid use; Secondary outcomes – side effects, adverse events, 

morbidity and mortality. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (variable opioid agonist taper schedules versus treatment as 

usual [where applicable]) and study type (meta-analysis, systematic review, randomized controlled trial, 

quasi-experimental study, prospective or retrospective observational cohort).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: detoxification or medically-managed, -

supervised, or -assisted withdrawal and schedule, duration, pattern, or rate; opioid agonist taper and 

schedule, duration, pattern, or rate, with substitution of opioid with opiate and with specific opioid 

agonist medications as appropriate – methadone, buprenorphine, buprenorphine/naloxone.  

Quality of Evidence: Moderate; Strength of Recommendation: Strong. The evidence to support 

offering supervised slow (>1 month) opioid agonist taper to individuals with opioid use disorder who 

wish to pursue a withdrawal management approach, which the guideline review committee has graded 

as moderate quality, is from a) systematic reviews of randomized clinical trials reporting relative risk of 

drop-out and/or relapse to illicit opioid use for brief compared to extended withdrawal management,75,87 



b) randomized clinical trials reporting relative risk of drop-out and/or relapse to illicit opioid use for brief

compared to extended withdrawal management,40,88 c) retrospective cohort or national/regional registry

studies that reported associations between variable opioid agonist taper schedules and duration with

risk of drop-out and/or relapse to illicit opioid use,84,89 and d) expert opinion.44,48,90 Additionally, the body

of research evidence reviewed in development of recommendation no. 6 regarding comparative

effectiveness and risks of withdrawal management compared to placebo, no treatment, treatment as

usual, and longer-term opioid agonist treatment was considered (see pp. 11-13).

In determining strength of this recommendation, which the guideline review committee scored as

strong, the evidence above was considered, as was the body of research evidence reviewed in

development of recommendation no. 6 (see pp. 11-13). Formal and informal consultations held by the

four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and Quebec/Maritimes) with

stakeholder groups (e.g., clinicians, people with lived experience who currently use or have used opioid

drugs, individuals and family members who are or have been affected by OUD, policymakers,

researchers, etc.) and the expert opinion of the guideline review panel also informed the final

consensus.

Following review and discussion, the guideline review committee reached consensus that in order to

assign this recommendation a score of strong, inclusion of an explicit statement on patient safety was

necessary, due to the known risks and harms associated with withdrawal management when delivered

as a stand-alone intervention. To address this, the guideline review committee added the following text:

During opioid-assisted withdrawal management, patients should be transitioned to long-term

addiction treatment to help prevent relapse and associated health risks.

8. For patients with a successful and sustained response to OAT who wish to discontinue OAT

(i.e., desiring medication cessation), consider a slow taper approach (over months to years,

depending on the patient). Ongoing addiction care should be considered upon cessation of

opioid use.

Clinical Question: Should individuals with opioid use disorder who have sustained clinical stability on 

but wish to discontinue opioid agonist treatment be offered the option of a long-term stepped-tapering 

schedule (i.e., individually tailored, alternating schedule of gradual dose reduction and stabilization 

periods with a total duration of months to years)? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 



individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Pregnant women were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention: Buprenorphine, buprenorphine/naloxone or methadone taper regimens administered at 

variable duration, rates, and schedules.  

Comparator (Control or Experimental): Not applicable. 

Outcomes of Interest: Primary outcomes – completion of or retention in treatment, sustained 

abstinence from or reduction in opioid use. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention and comparator (variable opioid agonist taper schedules versus treatment as 

usual [where applicable]) and study type (meta-analysis, systematic review, randomized controlled trial, 

quasi-experimental study, observational cohort).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: cessation, discontinuation, detoxification 

or medically-managed, -supervised, or -assisted withdrawal and schedule, duration, pattern, or rate; 

opioid agonist taper and schedule, duration, pattern, or rate, with substitution of opioid with opiate and 

with specific opioid agonist medications as appropriate – methadone, buprenorphine, and 

buprenorphine/naloxone. 

Quality of Evidence: Moderate; Strength of Recommendation: Strong. The evidence to support 

offering individuals with opioid use disorder who wish to discontinue opioid agonist treatment the option 

of a long-term stepped-tapering schedule (i.e., individually tailored, alternating schedule of gradual 

dose reduction and stabilization periods with a total duration of months to years), which the guideline 

review committee has graded as moderate quality, is from a) systematic reviews of randomized 

clinical trials reporting relative risk of drop-out and/or relapse to illicit opioid use for brief compared to 

extended opioid agonist taper schedules,75,87 b) randomized clinical trials reporting relative risk of drop-

out and/or relapse to illicit opioid use for brief compared to extended opioid agonist taper schedules,40,88 

c) retrospective cohort studies that reported associations between variable opioid agonist taper



schedules and duration with risk of drop-out and/or relapse to illicit opioid use,84,89 and d) expert 

opinion.44,48,90 Additionally, the body of research evidence reviewed in development of 

recommendations no. 6 and 7 regarding comparative effectiveness and risks of a) withdrawal 

management compared to all other treatments, and b) brief withdrawal management compared to 

extended withdrawal management or longer-term opioid agonist treatment (see pp. 11-16). 

In determining strength of this recommendation, which the guideline review committee scored as 

strong, the evidence above was considered, as was the body of research evidence reviewed in 

development of recommendation no. 6 and 7 (see pp. 11-16). Formal and informal consultations held 

by the four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and Quebec/Maritimes) with 

stakeholder groups (e.g., clinicians, people with lived experience who currently use or have used opioid 

drugs, individuals and family members who are or have been affected by OUD, policymakers, 

researchers, etc.) and the expert opinion of the guideline review panel also informed the final 

consensus.  

Following review and discussion, the guideline review committee reached consensus that in order to 

assign this recommendation a score of strong, inclusion of an explicit statement on patient safety was 

necessary, due to the known risks of relapse following cessation of opioid agonist treatment. To 

address this, the guideline review committee added the following text: Ongoing addiction care should 

be considered upon cessation of opioid use. 

9. Psychosocial treatment interventions and supports should be routinely offered but should

not be viewed as a mandatory requirement for accessing OAT.

Clinical Question: Should individuals with opioid use disorder who are engaged in opioid agonist 

treatment be offered the option to access or participate in psychosocial treatment interventions? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion) receiving opioid agonist 

treatment with buprenorphine/naloxone, methadone, or slow-release oral morphine. Pregnant women 

were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention: Psychosocial treatment interventions were defined as structured and/or manualized 

counselling that incorporates principles of psychoanalytic therapy, cognitive behavioural therapy, 



interpersonal therapy, dialectic behavioural therapy, contingency management, biofeedback, 

hypnotherapy/subliminal, twelve-step facilitation, family/group counselling delivered in conjunction with 

long-term opioid agonist treatment. Studies of psychosocial treatment interventions or supports 

delivered in conjunction with withdrawal management – short-term opioid agonist or alpha2-adrenergic 

agonist tapers – were excluded. 

Comparator (Control or Experimental): Treatment as usual – long-term opioid agonist treatment with 

methadone, buprenorphine, or buprenorphine/naloxone. 

Outcomes of Interest: Primary outcomes – retention in treatment, abstinence from or reduction in 

opioid use; Secondary outcomes – side effects, adverse events, morbidity and mortality; Other – direct 

and indirect costs, health service utilization, quality of life, mental health, social functioning, risk 

behaviors, HIV and hepatitis C infection, and criminality. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, and observational cohort studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention (OAT with and without adjunct psychosocial treatment interventions) and 

study type (meta-analysis, systematic review, randomized controlled trial, quasi-experimental study, 

prospective or retrospective observational cohort).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: psychosocial treatment, counselling, 

motivational interviewing, motivational enhancement therapy [MET], psychoanalytic therapy, cognitive 

behavioural therapy, interpersonal therapy, dialectic behavioural therapy, contingency management, 

biofeedback, hypnotherapy/subliminal, twelve-step facilitation, narcotics anonymous, methadone 

anonymous, family/group counselling, and opioid agonist treatment, opioid substitution treatment, 

opioid replacement treatment – with substitution of treatment with therapy, and opioid with opiate and 

with specific opioid medications (i.e., methadone, buprenorphine, or buprenorphine/naloxone) as 

appropriate. 

Quality of Evidence: Moderate; Strength of Recommendation: Strong. The evidence to support 

offering individuals with opioid use disorder engaged in opioid agonist treatment the option of 

participating in psychosocial treatment interventions, which the guideline review committee has graded 

as moderate quality, is from a) systematic reviews of randomized clinical trials reporting retention in 

treatment and illicit opioid use for opioid agonist treatment delivered in combination with psychosocial 



treatment interventions compared to opioid agonist treatment alone,91,92 b) randomized clinical trials 

reporting retention in treatment and illicit opioid use for opioid agonist treatment delivered in 

combination with psychosocial treatment interventions compared to opioid agonist treatment alone,80,93-

101 and c) non-randomized and prospective observational studies reporting effectiveness of 12-step 

programs in improving treatment outcomes individuals with opioid or other substance use disorders,102-

104 and d) expert opinion.105-107  

In determining strength of this recommendation, which the guideline review committee has graded as 

strong, the evidence above was considered, as was additional evidence from systematic reviews of 

randomized clinical trials reporting effectiveness of pharmacological treatment for substance use 

disorders (reported as pooled interventions, but including at least one trial of opioid agonist treatment) 

delivered in combination with psychosocial treatment interventions in specific populations (i.e., 

individuals with concurrent substance use disorders [alcohol, stimulants], mental health diagnoses 

[post-traumatic stress disorder, severe mental illness].108-111 Additionally, formal and informal 

consultations held by the four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and 

Quebec/Maritimes) with stakeholder groups (e.g., clinicians, people with lived experience who currently 

use or have used opioid drugs, individuals and family members who are or have been affected by OUD, 

policymakers, researchers, etc.) and the expert opinion of the guideline review panel informed 

consensus. In order to assign a score of strong, and in line with the evidence base reviewed above, 

the guideline review committee included the directive that participation in psychosocial treatment 

should not be viewed as a mandatory requirement for accessing OAT. Further, although 

psychosocial support services - defined as non-therapeutic support services that aim to improve overall 

individual and/or familial stability and quality of life, including community services, social services, 

temporary and supported housing, income assistance programs, vocational training, life skills, legal 

services, etc. – have not been empirically studied in the context of opioid agonist treatment, the 

guideline review committee opted to include that referrals to psychosocial supports may be 

routinely provided as part of standard care, acknowledging research literature that supports 

importance of addressing housing and other survival needs in improving opioid agonist treatment 

outcomes and supporting overall health and recovery.112,113 



10. Oral naltrexone can also be considered as an adjunct medication if cessation of opioid use

is achieved.

Clinical Question: Should individuals with opioid use disorder who have achieved cessation of opioid 

use be offered the option of treatment with oral naltrexone to prevent lapse or relapse to illicit opioid 

use? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Pregnant women were excluded. 

Setting: Studies conducted in a range of treatment settings, including primary care and community-

based outpatient clinics, specialized drug-treatment outpatient and inpatient programs, residential 

treatment facilities and hospital-based programs. No geographical restrictions were applied. 

Intervention: Long term (i.e., “maintenance”) therapy with oral naltrexone. Injectable naltrexone was 

excluded. 

Comparator (Control or Experimental): Long-term (i.e., “maintenance”) therapy with placebo, 

methadone, buprenorphine, buprenorphine/naloxone, treatment as usual, or no treatment. 

Outcomes of Interest: Primary outcomes – retention in treatment, abstinence from or reduction in 

opioid use; Secondary outcomes – side effects, adverse events, morbidity and mortality. 

Study Design: Meta-analyses, systematic reviews, randomized controlled trials, quasi-experimental 

studies, or observational cohort studies (prospective or retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention (naltrexone, buprenorphine, buprenorphine/naloxone, methadone, placebo, 

treatment as usual, or no treatment) and study type (meta-analysis, systematic review, randomized 

controlled trial, quasi-experimental study, prospective or retrospective observational cohort).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate. 

General examples of intervention search terms used include: opioid antagonist treatment, with 

substitution of treatment with therapy, and opioid with opiate and with specific opioid medications (i.e., 

naltrexone) as appropriate 



Quality of Evidence: Low; Strength of Recommendation: Weak. The evidence to support the 

recommendation that individuals with opioid use disorder who have achieved abstinence or cessation 

of opioid use (including both opioid agonist treatment and illicit opioid use) should be offered the option 

of oral naltrexone to prevent relapse, which the guideline review committee has graded as low quality, 

is from a) systematic reviews of randomized clinical trials reporting safety and efficacy of oral 

naltrexone compared to placebo, treatment as usual, opioid agonist treatment with methadone, 

buprenorphine, buprenorphine/naloxone for the treatment of opioid use disorder,114,115 b) a randomized 

clinical trial reporting safety and efficacy of oral naltrexone compared to placebo and injectable 

naltrexone,116 c) systematic reviews and randomized clinical trials reporting relative risk of side effects, 

serious adverse events, and drug-drug interactions efficacy of oral naltrexone compared to placebo, 

treatment as usual, or opioid agonist treatment with methadone, buprenorphine, or 

buprenorphine/naloxone,114,115 d) a retrospective cohort study reporting relative risk of overdose 

mortality for oral naltrexone compared to opioid agonist treatment with methadone for the treatment of 

opioid use disorder,117 and e) expert opinion.48,107  

In determining strength of this recommendation, which the guideline review committee has graded as 

weak, the evidence above was considered, as was additional research evidence reviewed in 

development of recommendations no. 1-4 (see pp. 2-9), as well as formal and informal consultations 

held by the four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and Quebec/Maritimes) 

with stakeholder groups (e.g., clinicians, people with lived experience who currently use or have used 

opioid drugs, individuals and family members who are or have been affected by OUD, policymakers, 

researchers, etc.), and, finally, the expert opinion of the guideline review panel. 

11. Information and referrals to take-home naloxone programs and other harm reduction

services (e.g., clean drug paraphernalia provision), as well as other general healthcare

services, should be routinely offered as part of standard care for opioid use disorders.

Clinical Question: Should individuals with opioid use disorder be offered harm reduction services? 

Population: Male and female adults with DSM-IV- or DSM-5-confirmed OUD of any severity (mild, 

moderate, or severe) with primary use of illegal heroin, or prescribed or street-obtained pharmaceutical 

opioid drugs by any route of administration (e.g., injection, inhalation, ingestion). Studies that enrolled 

individuals with DSM-IV- or DSM-5-confirmed OUD who were engaged in opioid agonist treatment at 

study entry were included. Pregnant women were excluded. 

Setting: Studies conducted in a range of community and treatment settings, including community-

based organizations, community pharmacies, governmental organizations, and health systems 



organizations – primary care and community-based outpatient clinics, specialized drug-treatment 

outpatient and inpatient programs, residential treatment facilities and hospital-based programs. Studies 

conducted in closed environments such as prisons or correctional institutions were included. No 

geographical restrictions were applied. 

Intervention: Direct and indirect (information, referral and/or linkage with services) provision of harm 

reduction services (e.g., supervised consumption sites, take-home naloxone, overdose prevention 

education, safer injection education, HIV and hepatitis C prevention education, sterile injection or 

smoking supplies distribution). 

Comparator (Control or Experimental): Not applicable (omitted by design and/or study specific 

ethical reasons). 

Outcomes of Interest: Primary Outcomes – Morbidity and mortality, fatal and non-fatal overdose 

events, HIV and hepatitis C infection, risk behaviors; Other – direct and indirect costs, health service 

utilization, and criminality. 

Study Design: Meta-analyses, systematic reviews, quasi-experimental studies, observational cohort 

studies (prospective and retrospective). 

Search Strategy: Search strategies, terms and vocabulary specific to the database used (PubMed, ISI 

Web of Science, the Cochrane Library) were used to search for the population (individuals with opioid 

use disorder), intervention (harm reduction services as listed above) and study type (meta-analysis, 

systematic review, quasi-experimental study, prospective or retrospective observational cohort).  

General examples of population search terms used include: opioid use disorder, opioid addiction, opioid 

abuse, opioid dependence, with substitution of opioid with opiate and specific opioid types (e.g., heroin) 

as appropriate, people or persons who use drugs, people or persons who inject drugs, etc. 

General examples of intervention search terms used include: needle and/or syringe exchange, needle 

and/or syringe distribution; overdose prevention, overdose education; take-home naloxone, community 

naloxone, naloxone programs; safe or safer injection site, supervised injection site, with substitution of 

injection with consumption and site with facility, services; etc. 

Quality of Evidence: Moderate; Strength of Recommendation: Strong. The evidence to support 

offering individuals with opioid use disorder information about and/or referrals to harm reduction 

services as part of routine care, which the guideline review committee has graded as moderate 

quality, is from a) systematic reviews of the effectiveness of harm reduction services in reducing or 

preventing opioid- and/or injection-related harms (fatal and non-fatal overdose, high risk behaviours, 

HIV and HCV infection, other infections),118-123 b) program evaluations and reviews reporting 

effectiveness of harm reduction services in reducing or preventing opioid- and/or injection-related 



harms (fatal and non-fatal overdose, high risk behaviours, HIV and HCV infection, other infections),124-

127 and c) expert opinion.128-130 

In determining strength of this recommendation, which the guideline review committee has graded as 

strong, the evidence above was considered, as well as formal and informal consultations held by the 

four CRISM nodes (British Columbia, Prairie Provinces, Ontario, and Quebec/Maritimes) with 

stakeholder groups (e.g., clinicians, people with lived experience who currently use or have used opioid 

drugs, individuals and family members who are or have been affected by OUD, policymakers, 

researchers, etc.) and the expert opinion of the guideline review panel. 
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