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Opioid use disorder is characterized by a problematic pattern of 
opioid use occurring within a 12-month period, which leads to 
clinically significant impairment or distress; the disorder is cat-
egorized from mild to severe, according to the number of diag-
nostic criteria met.1 Between 2013 and 2023, drug use in general 
has increased globally, but opioid use and opioid use disorder 
continue to be the leading causes of drug-related deaths world-
wide.2 In Canada, the total number of apparent opioid-related 
deaths increased from 2831 deaths in 2016 to 8049 deaths in 
2023.3 Despite an expansion of treatment options for opioid use 

disorder in Canada — notably, the lifting of restrictions on metha-
done prescribing in 20184 — a substantial surge in opioid-related 
harms has occurred. This increase in harms was exacerbated by 
the sudden limitations of access to services and the changes in 
substance supply and toxicity5–7 after the onset of the COVID-19 
pandemic.

Ongoing opioid-related harms, along with new scientific evi-
dence regarding treatment options, changes in accessibility and 
the need for adequate, evidence-based treatments and interven-
tions, warranted an update to the 2018 National Guideline for the 
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Abstract
Background: In an evolving landscape of 
practices and policies, reviewing and 
incorporating the latest scientific evi-
dence is necessary to ensure optimal 
clinical management for people with opi-
oid use disorder. We provide a synopsis 
of the 2024 update of the 2018 National 
Guideline for the Clinical Management of 
Opioid Use Disorder, from the Canadian 
Research Initiative in Substance Matters.

Methods: For this update, we followed 
the United States Institute of Medicine’s 
Standards for Developing Trustworthy 
Clinical Practice Guidelines and used 
the Appraisal of Guidelines Research 
and Evaluation—Recommendation 
Excellence tool to ensure guideline 
quality. We carried out a comprehensive 
systematic literature review, capturing 
the relevant literature from Jan. 1, 2017, 
to Sept. 14, 2023. We drafted and graded 

recommendations according to the 
Grading of Recommendations, Assess-
ments, Development and Evaluation 
approach. A multidisciplinary external 
national committee, which included 
people with living or lived experience of 
opioid use disorder, provided input that 
was incorporated into the guideline.

Recommendations: From the initial 
11 recommendations in the 2018 guide-
line, 3 remained unchanged, and 8 were 
updated. Specifically, 4 recommenda-
tions were consolidated into a single 
revised recommendation; 1 recommen-
dation was split into 2; another recom-
mendation was moved to become a 
special consideration; and 2 recommen-
dations were revised. Key changes have 
arisen from substantial evidence sup-
porting that methadone and buprenor-
phine are similarly effective, particularly 

in reducing opioid use and adverse 
events, and both are now considered 
preferred first-line treatment options. 
Slow-release oral morphine is recom-
mended as a second-line option. 
Psycho  social interventions can be 
offered as adjunctive treatment but 
should not be mandatory. The guideline 
reaffirms the importance of avoiding 
withdrawal management as a stand-
alone intervention and of incorporating 
evidence-based harm reduction services 
along the continuum of care.

Interpretation: This guideline update 
presents new recommendations based 
on the latest literature for standardized 
management of opioid use disorder. 
The aim is to establish a robust founda-
tion upon which provincial and territor-
ial bodies can develop guidance for 
optimal care.

Access to health care CPD
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Clinical Management of Opioid Use Disorder, developed by the 
Canadian Research Initiative in Substance Matters (CRISM).8

Scope

We developed this updated clinical practice guideline to help pro-
vide optimal access to evidence-based care for people with opioid 
use disorder. It is primarily intended for physicians, nurse practition-
ers, pharmacists, clinical psychologists, social workers, medical edu-
cators, clinical care case managers with or without specialized 
experi ence in addiction treatment, and other allied health care pro-
fessionals who provide care for people with opioid use disorder.

Updates to the 2018 recommendations are based on recent 
scientific evidence regarding treatment approaches and strat-
egies available in Canada for the general adult population who 
receive a diagnosis of opioid use disorder (aged ≥ 18 yr), regard-
less of the severity of the disorder.

In accordance with the previous scope of the 2018 guideline,8 
this update focuses solely on oral formulations, including special 
considerations for pregnant people and for people who use oral 
naltrexone. Injectable opioid agonist therapy, extended-release 
agonists, and antagonists are outside the scope of this update. 
For recommendations on injectable opioid agonist therapy, 
please refer to the 2019 national guideline.9

The nature and the extent of research needed to provide rec-
ommendations on extended-release agonists and antagonists, as 
well as specific treatment protocols (e.g., take-home and medi-
cation induction protocols and dosages), warrant evaluation in 
separate projects.

Not enough evidence was available to address emerging issues 
requested by health care providers and people with living or lived 
experience with opioid use disorder (PWLLE) whom we consulted, 
such as alternative prescribing (“safer supply”) recently imple-
mented after COVID-19 risk mitigation strategies. Therefore, we have 
begun a separate project to identify future steps toward generating 
the evidence needed to guide recommendations in this area.10

Recommendations

Following the Grading of Recommendations, Assessments, 
Development and Evaluation (GRADE) approach11 (Box 1), we for-
mulated 8 recommendations (Table 1). Three of the initial 11 rec-
ommendations from 2018 did not change; 8 were revised with 
minor and major changes. Specifically, we consolidated 4 recom-
mendations into 1, split 1 recommendation into 2, moved 1 rec-
ommendation to become a special consideration, and changed 
2 other recommendations.

We considered the balance of benefits and risks, values and 
preferences, cost, and availability of resources when making rec-
ommendations. To weigh these, we relied on scientific evidence 
and input from health care providers and PWLLE, to understand 
and incorporate their values and preferences.

This guideline highlights the importance of adhering to the 
highest standards of care (Box 2). Clinicians and health care 
professionals are encouraged to apply these to all clinical 
recommendations.

Box 1: GRADE approach11

The Grading of Recommendations Assessment, Development and 
Evaluation (GRADE) approach to formulate and determine the 
strength of recommendations involves key factors such as the 
certainty of evidence, the balance between benefits and harms, 
values and preferences, and costs and resources.

Certainty of evidence
The GRADE system initially categorizes the evidence according to 
study design: meta-analyses and randomized controlled trials are 
considered high-quality evidence, quasi-experimental studies 
moderate-quality evidence, and observational studies are low 
quality. This rating permits lowering the confidence level by 
considering the risk of bias, inconsistency across studies, 
indirectness, and publication bias. The confidence level can be 
upgraded given a large effect size or a dose–response effect. The 
final rating is interpreted as below:

• High: The body of evidence has very few limitations and 
variations. We are very confident that further research will not 
change the estimated effect.

• Moderate: There are only a few studies with no major 
limitations. Further research may change the estimate.

• Low: There are major limitations and variations in the studies’ 
findings. We are uncertain about the estimated effect, and 
further research is very likely to change the estimate.

Going from evidence to recommendations: other factors
The GRADE process classifies each recommendation as “strong” or 
“weak.” Importantly, a weak recommendation does not 
necessarily imply low-quality evidence and a strong 
recommendation does not necessarily suggest high-quality 
evidence. Other factors are considered in the process and are 
applied as described below:

• Balance between benefits and harms: The greater the net 
benefit, the more a strong recommendation is expected. The 
smaller the net benefit and the lower the certainty for that 
benefit, the more probable a weak recommendation is justified.

• Values and preferences: Patients’ perspectives, beliefs, 
expectations, and goals for health and life. The greater the 
variability in values and preferences, or uncertainty in values 
and preferences, the more a weak recommendation is relevant.

• Cost and resources: The higher the cost of an intervention (the 
more resources consumed), the less a strong recommendation 
is assured.

Strength of recommendations: the significance
• A strong recommendation:

• For clinicians and patients: Most people should follow the 
recommended course of action, but only a small number 
would not. Formal decision-support tools would not be 
necessary.

• For policy-makers: The recommended course of action can be 
adopted as a policy, and variability between individuals and 
regions would be inappropriate.

• A weak recommendation:
• For clinicians and patients: Most people should follow the 

recommended course of action, but a substantial number 
might not. Different choices may be appropriate for different 
patients, and formal decision-support tools can help make 
decisions.

• For policy-makers: Policy-making will require substantial 
debate and involvement of many key partners.
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Recommendations cover oral opioid agonist treatment options, 
withdrawal management strategies, psychosocial treatments, 
harm reduction interventions, and special considerations for preg-
nant people and people who use oral naltrexone.

In this synopsis, we briefly discuss recommendations with key evi-
dence. The full guidance document can be found in Appendix 1, avail-
able at www.cmaj.ca/lookup/doi/10.1503/cmaj.241173/tab-related 
-content. A visual summary of the guideline is available in Figure 1. 

Table 1: Summary of recommendations

Recommendation 
Certainty of 

evidence
Strength of 

recommendation

Recommended opioid agonist treatments

1.     Buprenorphine and methadone should both be considered as standard first-line treatment 
options for opioid agonist therapy.
• For people who initiate opioid agonist therapy with buprenorphine, clinicians should be aware of 

the higher risk of attrition after the first month of initiation and offer alternative opioid agonist 
medications in these circumstances (high certainty).

• When considering methadone, clinicians should be aware of the higher risk of mortality during the 
first month compared with the remainder of the treatment period (moderate certainty).

High Strong

Revision: Methadone becomes an equally recommended first-line treatment option

2.     Opioid agonist therapy with slow-release oral morphine should be available and offered as a 
second-line treatment option.

Moderate Strong

Revision: Slow-release oral morphine becomes a second-line treatment option. Section 56 exemption is no longer required.

Withdrawal management strategies

3.     Patients with opioid use disorder should not be offered withdrawal management alone because 
of the increased rates of relapse, morbidity, and mortality. Concurrent long-term addiction 
treatment is recommended.

Moderate Strong

Revision: No change (minor rewording for clarity)

4.     When withdrawal management alone is pursued, a supervised slow opioid agonist taper 
(depending on the patient) should be provided, with close follow-up, and opioid agonist therapy 
should immediately be offered if the risk of relapse emerges.

Moderate Strong

Revision: No change (minor rewording for clarity)

5.     For patients with a successful and sustained response to opioid agonist therapy who wish to 
discontinue opioid agonist therapy (i.e., desiring medication cessation), clinicians should 
consider a slow taper approach (depending on the patient). Ongoing addiction care should be 
considered upon cessation of opioid use.

Moderate Strong

Revision: No change

Adjunct psychosocial interventions and harm reduction strategies

6.     Psychosocial treatments, interventions, and supports can be offered as adjunct treatments to 
opioid agonist therapy to increase treatment retention.

Moderate Strong

Revision: Psychosocial intervention to increase retention

7.     Psychosocial treatment should not be a mandatory component of standard treatment for opioid 
use disorder and should not prevent access to opioid agonist therapy.

Moderate Strong

Revision: Clarity regarding the optional aspect of psychological interventions

8.     Harm reduction strategies should be offered as part of the continuum of care for patients with 
opioid use disorder.
• Current evidence supports the use of the following harm reduction programs: provision of sterile 

consumption equipment, overdose prevention education, and access to take-home naloxone kits.

Moderate Strong

Revision: Addition of a list of evidence-based harm reduction programs

Special considerations

Alternative option: For patients who decline or are not on standard treatments for opioid use disorder and have withdrawn from opioids, oral 
naltrexone could be discussed as an adjunct pharmacological option.

Special populations: Pregnant people with opioid use disorder who are not in treatment should be encouraged to start a first-line treatment as soon 
as possible during pregnancy.

Revision: Change from a recommendation to a special consideration for oral naltrexone. Addition of a special consideration for pregnant people 
based on a systematic review of the literature published since 2018.
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First- and second-line treatment options 
In this update, the term “buprenorphine” refers to both the 
monoproduct and the combination buprenorphine–naloxone.

Buprenorphine and methadone should both be considered as 
standard first-line treatment options for opioid agonist therapy 
(strong recommendation, high certainty of evidence).
• For people who initiate opioid agonist therapy with 

buprenorphine, clinicians should be aware of the higher risk of 
attrition after the first month of initiation and offer alternative 
opioid agonist medications in these circumstances (high 
certainty of evidence).

• When considering methadone, clinicians should be aware of 
the higher risk of mortality during the first month compared 
with the remainder of the treatment period (moderate certainty 
of evidence).

The 2018 guideline recommended initiating “opioid agonist ther-
apy with buprenorphine whenever feasible to reduce the risk of 
toxicity, morbidity, and death, and to facilitate safer take-home 
dosing.”8 We now recommend offering both methadone and 
buprenorphine as first-line options, with different precautions 
for each.

According to a recent meta-analysis of 36 observational stud-
ies, being on opioid agonist therapy with buprenorphine or 
methadone reduces the risk of mortality by half compared with 
no treatment (risk ratio [RR] 0.47, 95% confidence interval [CI] 
0.47–0.53).13 In a comparison between methadone and buprenor-
phine, newly published meta-analyses showed similar effective-
ness in reducing opioid use and adverse events.14–16

Buprenorphine was associated with a lower retention rate in sev-
eral studies;14–16 in particular, a recent and largest meta-analysis found 
a gradual reduction in treatment retention after the first month of 
treatment (RR at 1 month 0.95, 95% CI 0.90–1.00; RR at 3 months 
0.88, 95% CI 0.82–0.95; RR at 6 months 0.76, 95% CI 0.67–0.85).16

Overdose-specific mortality rates were higher in patients on 
methadone than those on buprenorphine (crude mortality rates 
[overdose deaths] for methadone 6 per 1000 person-years, 95% 
CI 5–7; buprenorphine 3 per 1000 person-years, 95% CI 3–4).17 
The relative risks of all-cause mortality and drug-related poison-
ing were higher in the first month of treatment than in the 
remainder of the treatment period for the methadone group, but 
not for the buprenorphine group (RR for methadone 2.81, 95% CI 
1.55–5.09; buprenorphine 0.58, 95% CI 0.18–1.95).13

This finding was consistent with data from cohort studies that 
also indicated an elevated risk of poisoning at methadone 
initiation.18,19 The all-cause mortality risk diminished after 
initiation of opioid agonist treatment (first 2 weeks of treatment) 
to the lowest rate in the remaining treatment period (RR in first 
2  weeks of treatment 1.44, 95% CI 0.20–2.69; RR in remaining 
treatment period 0.57, 95% CI 0.52–0.69).20

In a comparison of periods in and out of treatment, patients 
discontinuing methadone had a higher rate of all-cause mortality 
(crude mortality rate 2.03, 95% CI 1.67–2.39) than those exiting 
buprenorphine (crude mortality rate 0.80, 95% CI 0.38–1.22).20

We formulated the equal recommendation of buprenorphine 
and methadone as first-line therapy based on strong evidence. 
Given this recommendation, the patient’s preferences and 
previous experiences are key considerations when choosing the 
medication. It is important to adapt ongoing monitoring 
protocols according to the type of opioid agonist therapy, such 
as focusing on the risk of overdose with methadone. Conversely, 
as buprenorphine may result in higher attrition rates among 
patients taking this drug in comparison to methadone, 
adaptation of ongoing care may need to focus on improving 
patient engagement.

Opioid agonist therapy with slow-release oral morphine should be 
available and offered as a second-line treatment option (strong 
recommendation, moderate certainty of evidence).

Slow-release oral morphine has been used off label in Canada to 
treat opioid use disorder since the 2010s, resulting in the need for 
guidance regarding its use. The 2018 guideline recommended 
slow-release oral morphine as a third-line option when buprenor-
phine (first-line) and methadone (second-line) could not be used 
or were not effective. The 2018 recommendation also suggested 
that only physicians with a Section 56 exemption to administer 
methadone should prescribe slow-release oral morphine.8 With 
Health Canada no longer requiring the Section 56 exemption for 
practitioners, we now recommend slow-release oral morphine as 
the second-line treatment without prescribing restrictions.4 
Because the availability of slow-release oral morphine may vary 
across Canada, we also recommend that this medication should 
be made widely available to ensure better equity. 

Since 2018, 2 meta-analyses have been published, in 201921 
and 2022,22 with data coming from the same 4 randomized con-
trolled trials (RCTs) published before 2014. These meta-analyses 
did not find significant differences between slow-release oral 
morphine and methadone for treatment retention (RR for 2019 
meta-analysis 0.98, 95% CI 0.94–1.02;21 RR for 2022 meta-analysis 

Box 2: Standards of care

The guideline development committee embraces the highest 
standards of care for opioid use disorder, as recognized by the 
World Health Organization.12

• This guideline strongly endorses a patient-centred approach 
that respects patient rights and dignity. Treatment plans should 
be based on the patient’s goals, preferences, and experience 
while balancing benefits and risks.

• Patients should have access to an integrated continuum of 
care with sustained harm reduction services, opioid agonist 
therapy, withdrawal management services, and psychosocial 
treatments. Health care providers should adopt trauma- and 
violence-informed approaches and, if necessary, refer patients 
to complementary services, such as employment or legal 
assistance.

• Antiracist and culturally safe practices should be integrated 
into treatment programs for opioid use disorder to prevent 
discrimination and stigmatization.

These principles should be applied to any recommended courses 
of treatment to ensure the best care.
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NO
WITHDRAWAL 
MANAGEMENT
Inform about risks of withdrawal 
alone
•  Avoid because of high risk 
 of return to use, morbidity 
 and mortality
Suggest a slow OAT taper 
approach that is:
•  Individualized
•  Based on the patient’s goals,  
 needs and experience
•  Supervised with close   
 follow-up
When appropriate, discuss 
available treatment options 
(i.e., long-term OAT) again

PATIENT GOALS AND PREFERENCES
Ask the patient: 
“What are your goals?” Discuss goals and 
potential treatment plan options

APPLY THE STANDARDS OF CARE
•  Patient-centred approach
•  Continuum of care
•  Antiracist and culturally safe practices

YES
FIRST-LINE OAT: 
BUPRENORPHINE OR 
METHADONE
Monitoring depends on specific OAT:
•  High attrition during the first month 
 of buprenorphine initiation
•  Higher risk of mortality during the 
 first month of methadone initiation

SECOND-LINE OAT: 
SLOW-RELEASE ORAL 
MORPHINE

 If appropriate,   
  suggest psycho- 
  social interventions 
  and treatments
•  Ensure suitable to the   
 patient’s needs
•  Not mandatory in   
 order to receive OAT   
 treatment

Consider slow taper for OAT discontinuation if:
•  Patient wishes to discontinue OAT
•  Successful and sustained response to OAT

YES
Offer harm reduction services
•  Provision of sterile consumption   
 equipment
•  Overdose prevention education
•  Access to take-home naloxone kits

CLINICAL MANAGEMENT
“Are you interested in evidence-based OUD 
treatment (i.e., long-term opioid agonist therapy 
[OAT])?”

HARM REDUCTION
“Do you have or need 
access to harm 
reduction services?”

Opioid use disorder (OUD) management 
in adults aged ≥ 18 years
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Figure 1: Clinical considerations for opioid use disorder management in adults aged 18 years and older. 
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1.04, 95% CI 0.71–1.5222) and heroin use (RR 0.96, 95% CI 0.61–
1.52).21 Treatment retention between buprenorphine and slow-
release oral morphine was also equivalent (RR 0.86, 95% CI 
0.57–1.28).22

Conversely, data from recent cohort studies showed more 
adverse events with slow-release oral morphine.23,24 The find-
ings from cohort studies should be interpreted with caution, 
however, given their observational design and potential selec-
tion bias.

The confidence level in the 2018 body of evidence was moder-
ate, and new evidence was evaluated as low in quantity and qual-
ity. Consequently, the certainty of evidence remains moderate, 
and we reaffirm the use of slow-release oral morphine as an alter-
native option to buprenorphine and methadone. We still strongly 
suggest that only experienced physicians prescribe slow-release 
oral morphine for opioid use disorder. In cases where an experi-
enced prescriber is unavailable on site, alternative means such as 
mentoring or teleconsultation should be employed.

Withdrawal management
There were no major changes to the 2018 recommendations on 
withdrawal management (Table 1).

Since 2018, very few studies have compared long-term treat-
ment with opioid agonists to opioid withdrawal management 
alone.25–28 However, they all highlighted the need to link people 
with opioid use disorder to long-term support after withdrawal 
management. If people with opioid use disorder wish to pursue 
withdrawal management, the new evidence shows that metha-
done or buprenorphine could be offered29 as part of a slow taper 
strategy,30 in conjunction with close long-term support. A longer 
taper approach should also be suggested in case of discontinua-
tion of opioid agonist therapy.31,32 As the evidence does not allow 
us to specify a taper duration, the duration should be individual-
ized according to the patient’s experiences and goals.

Given the low certainty of new evidence, we maintain the exist-
ing recommendations that opioid withdrawal management as a 
stand-alone treatment should be avoided and that appropriate 
long-term management beyond the initial phase is critical to ensure 
the safety and well-being of people with opioid use disorder.

Adjunct psychosocial interventions
Psychosocial treatments, interventions, and supports can be 
offered as adjunct treatments to opioid agonist therapy to 
increase treatment retention (strong recommendation, moderate 
certainty of evidence).

Psychosocial treatment should not be a mandatory component of 
standard treatment for opioid use disorder and should not prevent 
access to opioid agonist therapy (strong recommendation, moder-
ate certainty of evidence).

Recent studies examining the added value of psychosocial inter-
ventions to opioid agonist therapy have reported mixed results 
depending on the outcome. For treatment retention, most indi-
vidual RCTs reviewed did not report a difference between the 
combination of psychosocial interventions plus opioid agonist 

therapy and opioid agonist therapy offered with basic medical 
management (Appendix 1). However, a recent meta-analysis of 
48 RCTs showed that treatment retention was significantly 
greater when people with opioid use disorder received psycho-
social interventions in combination with opioid agonist therapy, 
regardless of the follow-up duration.33

Studies included in the meta-analysis reported conflicting 
results regarding unregulated or nonprescribed opioid use. 
Some reported greater opioid use reduction from a combination 
of opioid agonist therapy and psychosocial intervention versus 
opioid agonist therapy alone (RR 0.6, 95% CI 0.5–0.8; Z = 3.9, 
p < 0.001),34 whereas others reported no difference.35

The effect of combined psychosocial intervention and 
 opioid agonist therapy is at least equivalent to the impact of 
opioid ag onist therapy offered with basic medical manage-
ment. Psycho social interventions can and should, when 
desired or clinically indicated, be offered in addition to long-
term opioid agon ist therapy. However, given the limited new 
evidence published since 2018 for the benefit of adding 
psycho social interventions to opioid agonist therapy, a new 
recommendation highlights that psychosocial treatments 
should not be mandatory and should not be a barrier to 
accessing opioid agonist therapy.

Harm reduction strategies
Harm reduction strategies should be offered as part of the 
continu um of care for patients with opioid use disorder (strong rec-
ommendation, moderate certainty of evidence).
• Current evidence supports the use of the following harm 

reduction programs: provision of sterile consumption 
equipment, overdose prevention education, and access to take-
home naloxone kits.

In studies published since 2018, needle and syringe programs, 
overdose prevention education, and access to take-home nalox-
one kits have been shown to be effective and valuable in the care 
of people with opioid use disorder. The provision of sterile inject-
ing equipment reduces the incidence of injecting risk behaviours 
(adjusted odds ratio 0.52, 95% CI 0.32–0.83) and HIV (RR 0.42, 
95% CI 0.22–0.81).36 Another meta-analysis reported that high-
coverage needle and syringe programs (i.e., regular attendance 
in needle and syringe programs or obtaining 100% of sterile nee-
dles and syringes from a safe source), combined with opioid 
ag onist therapy, could reduce the risk of hepatitis C virus infection 
by 74% (RR 0.26, 95% CI 0.07–0.89).37 Overdose education pro-
grams decrease risky behaviours38 and the use of opioids alone39 
as well as reduce the percentage of visits or admissions to the 
emergency department.40 Providing take-home naloxone kits 
and overdose education may be relevant strategies to help 
reduce opioid-related deaths.41

This evidence supports the importance of offering evidence-
based harm reduction strategies. Providing information and edu-
cation about the potential adverse effects of opioid use and 
being responsive to goals and needs is an essential part of the 
continuum of care for people with opioid use disorder, regard-
less of their addiction treatment plan.
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Special considerations
Alternative option: oral naltrexone
Limited new evidence since 2018 has shown no clear benefits of 
oral naltrexone over other treatments or placebo,14 and a higher 
risk of treatment discontinuation compared with opioid agonist 
therapy.42 Given this evidence and scarcity of requests for this 
medication, we changed the previous recommendation to a spe-
cial consideration (for further details, see Appendix 1).

Special population: pregnant people
Although the results from recent evidence are mixed, most studies 
tend to favour buprenorphine for the treatment of opioid use disor-
der in pregnant people (for the complete list of studies, please refer 
to the full guideline in Appendix 1). However, the lack of precision 
on neonatal exposure to opioid agonist therapy does not allow for 
the formulation of a formal recommendation for 1 medication over 
another. As such, pregnant people could be offered buprenorphine 
or methadone as treatment options for opioid use disorder.

Methods

This practice guideline is an update of the 2018 national guide-
line, developed under the direction of CRISM and supported by 
grant funding from Health Canada’s Substance Use and Addic-
tions Program (2223-HQ-000151). We followed the US Institute 
of Medicine’s Standards for Developing Trustworthy Clinical 
Practice Guidelines,43 the GRADE approach,11 and the Appraisal 
of Guidelines Research and Evaluation—Recommendation 
Excellence tool (AGREE-REX).44 The full description of the meth-
odology is available in Appendix 1.

Composition of participating groups
Three separate working committees were formed: a guideline 
steering committee, a guideline development committee, and an 
external review committee. The guideline steering committee 
comprised 5 principal investigators (i.e., node leads) from CRISM 
(J.B., E.W., D.H., J.R., S.S.).

The guideline development committee consisted of 20 mem-
bers, including a 6-member scientific team (J.B. [clinical lead], 
I.Y. [scientific lead], Y.M., K.G., J.B., R.F.) with knowledge of sys-
tematic reviews and methodology, 1 guideline development 
manager, 2 guideline coordinators, and 5 addiction medicine 
experts (T.D.B., P.B., M-E.G., P.S., G.P.).

The external review committee comprised 63 members, 
recruited from all Canadian regions by CRISM node managers. It 
included physicians, PWLLE, nurses, pharmacists, clinical psych-
ologists, policy-makers, and social workers. We specially invited 
11 PWLLE to give feedback on the recommendations and the lan-
guage used throughout the guideline. The prefinal version of the 
guideline was reviewed by 3 international experts in addiction 
medicine. The detailed composition of the external review com-
mittee is available in Appendix 1.

Selection of priority topics
This update was developed based on the original 11 clinical 
questions of the 2018 guideline (Appendix 1).8 The guideline 

 topics were approved by consensus during a video conference in 
July 2022, with the scientific and clinical members of the guide-
line development committee. In addition to the original 2018 
topics, we decided to include a systematic search of the litera-
ture on pregnant people.

Between June 2022 and March 2023, we held a focus group 
with 4 PWLLE from the CRISM network and surveyed 98 health 
care providers (i.e., addiction care physicians, primary care phys-
icians, nurses, pharmacists, and psychiatrists) across Canada, to 
be informed about emerging substance use issues. The survey 
was disseminated by different communities of practice and net-
works, including Communauté de Pratique Médicale en Dépen-
dance in Quebec, META:PHI in Ontario, BC ECHO in British 
Columbia, the Canadian Society of Addiction Medicine, and the 
National Safer Supply Community of Practice. One issue raised 
was safer supply, which we are considering separately from the 
guideline. A summary of the results of the focus group and survey 
is available in Appendix 1.

Literature review and quality assessment
We gathered literature supporting the updated guideline’s recom-
mendations via systematic reviews, focusing on peer-reviewed 
research only and adhering to the Institute of Medicine Commit-
tee on Standards for Systematic Reviews of Comparative Effect-
iveness Research45 and the Preferred Reporting Items for System-
atic Reviews and Meta-Analyses guidelines.46 The protocol for the 
study was preregistered with PROSPERO (CRD42023398663).

An expert librarian carried out 2 separate searches for literature 
on pharmacotherapeutic and psychosocial treatments and harm 
reduction interventions (Appendix 1). Studies had to be in English, 
report on human participants only, and be conducted between 
January 2017 and September 2023. We searched the MEDLINE, 
Embase, PsycINFO, ISI Web of Science, Cochrane Central Register 
of Controlled Trials, and CINAHL databases for meta-analyses, 
RCTs, quasi-experimental studies, and observational cohort 
studies. We reviewed the reference lists of all included studies.

We implemented a 2-stage data screening protocol, with 
inter-rater reliability evaluation occurring at each stage. Stage 1 
involved title and abstract screening, with any studies that 
potentially met inclusion criteria included in a stage 2 full-text 
review (Y.M., K.G., J.B., R.F.). Studies that passed the full-text 
review stage were moved to data extraction and synthesis per-
formed (Y.M., K.G., J.B., R.F.) (Appendix 1).

We (Y.M., K.G.) used study design–matched tools to evaluate 
the quality of each study and assess potential bias (e.g., A Meas-
urement Tool to Assess Systematic Reviews, version 2 for meta-
analyses,47 the Cochrane RoB-2 tool for RCTs,48 the Cochrane 
ROBINS-I for non-RCTs,49 and the Newcastle–Ottawa Scale [NOS] 
for cohort studies50). We (Y.M., K.G.) judged the overall certainty 
of evidence for key outcomes according to the GRADE 
approach.11 GRADE tables are available in Appendix 1.

Development of recommendations
In the first round, held virtually in December 2023, 4 scientific 
members of the guideline development committee (J.B., I.Y., 
Y.M., K.G.) drafted recommendation statements based on the 
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GRADE framework (Box 1). In the second round, held virtually in 
January 2024, the 5 addiction medicine experts from the guide-
line development committee revised the draft recommenda-
tions, drawing from their clinical judgment and experience. 
These scientists and clinical experts agreed on the wording and 
which recommendations should be updated, removed, or 
unchanged. In the third round, held virtually in February 2024, 
the steering committee and the clinical lead (J.B.) discussed and 
approved by consensus the draft recommendations.

We used the GRADE rating process to determine the strength 
of the recommendations.11 Four members of the scientific team 
(J.B., I.Y., Y.M., K.G.) determined the initial rating, followed by 
consensus through discussion with the addiction medicine 
experts, and approval by the steering committee.

External review
The national external review began on Apr. 19, 2024, and finished 
on May 21, 2024. The international review began on Sept. 24, 2024, 
and finished on Oct. 15, 2024. We used a structured, systematic 
approach to get feedback from our external review committee, 
including an online survey with specific questions from validated 
sources (AGREE-REX44 and the Institute of Medicine51). We used 
scales and scores to assess the appropriateness of the recommen-
dations, clinical applicability, evidence validity, and clarity of the 
guideline document. We provided space in the survey for qualita-
tive comments. Nearly all external reviewers (98% of the national 
and 100% of the international reviewers) found the guideline clear 
and comprehensible. However, 2% of external reviewers had con-
cerns about the wording of recommendations, and most PWLLE 
reported encountering some stigmatizing language; we revised 
the draft guideline document to address this feedback. A summary 
of the survey results is available in Appendix 1.

Management of competing interests
We followed standards for disclosing competing interests using 
the Guidelines International Network (GIN)’s principles for disclo-
sure of interests and management of conflicts.52 All the guideline 
development committee members and external reviewers were 
required to complete a standardized form52 at different time 
points: at the beginning of the guideline development process 
and before the external review process. Applying the GIN princi-
ples, we excluded people who received remuneration above 
CAN$1000 for employment or CAN$5000 for a research program 
from any commercial entity or organization with interests 
related to our guideline topic within the past 5 years. The project 
manager of CRISM’s Quebec node had the final approval for 
exclusion of a member.

In total, 22 external reviewers and committee members dis-
closed receiving remuneration as employees from a commercial 
entity or as consultants. Of these, 17 received one-time honoraria 
for delivering or attending an industry-sponsored training sem inar, 
with funds ranging from CAN$200 to $2500. None of these commer-
cial entities were currently involved in the development of recom-
mended pharmaceutical products. None of the disclosed conflicts 
of interest were judged significant enough to warrant exclusion 
from the external review or guideline development committee.

Implementation

The purpose of this national guideline is to provide standardiza-
tion for the clinical management of opioid use disorder across 
Canada, with the ultimate goal being to translate the recommen-
dations into practice. We will use various strategies to ensure the 
dissemination and uptake of the guideline. These include social 
media, press releases, podcasts, and webinars. We will organize 
training sessions for professionals and patients and distribute 
printed and digital infographics. People with living or lived 
experi ence with opioid use disorder will be involved in the 
develop ment of all knowledge translation products for patients. 
We are planning for timely updated recommendations as new 
evidence emerges, building on a living guideline approach.53

Other guidelines

One key national and peer-reviewed guideline on the treatment of 
opioid use disorder, produced by the American Society of Addic-
tion Medicine,54 has been updated in the past 6 years, and our rec-
ommendations are consistent with that guideline (Table 2).

Gaps in knowledge

Recent, high-certainty evidence regarding the effectiveness of 
slow-release oral morphine is lacking, as no RCT comparing 
slow-release oral morphine to another opioid agonist therapy 
has been published in the last decade. The generation of new 
evidence is hampered by the limited access to this therapy in 
most settings. In Canada it is currently used off label, and we rec-
ommend its use as a second-line option, but further studies are 
needed to confirm its comparative safety and efficacy.

Limitations

Values and preferences are part of the GRADE approach to for-
mulating recommendations. Although many studies compared 
the effectiveness of the medications, very few quantitative stud-
ies evaluated patient preferences or satisfaction with the medi-
cation they were assigned to, which limited the assessment of 
this outcome. Patient-centred care and preferences should be 
considered and included in all treatment plans. We acknowledge 
the exclusion of qualitative studies from our search strategies as 
a limitation in our capacity to assess the body of knowledge on 
patients’ preferences to inform recommendations.

Conclusion

This guideline strongly recommends evidence-based treatments 
and harm reduction strategies for adults with opioid use dis-
order, regardless of severity. Buprenorphine and methadone are 
recommended as the first-line treatment options, and slow-
release oral morphine is recommended as a second-line option. 
As per the 2018 guideline, management that comprises with-
drawal alone is not recommended. Additionally, psychosocial 
treatments can be offered but should not be mandatory and, 
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therefore, should not prevent access to evidence-based pharma-
cologic therapies.

This national guideline provides a strong foundation on which 
provincial and territorial bodies can build to develop the clinical 
algorithms and guidance needed to ensure optimal care for 
people with opioid use disorder.
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