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Key Messages
• We found 2 systematic reviews about the clinical effectiveness of directly observed therapy 

versus self-administered therapy for people receiving pharmaceutical treatment with 
controlled substances.

• We did not find any studies about the clinical effectiveness of directly observed therapy 
versus alternative methods for monitoring or limiting access to doses for people receiving 
pharmaceutical treatment with controlled substances.

• We found 5 evidence-based guidelines regarding the use of directly observed therapy for 
people receiving pharmaceutical treatment with controlled substances.

Research Questions
1. What is the clinical effectiveness of directly observed therapy versus self-administered 

therapy for people receiving pharmaceutical treatment with controlled substances?

2. What is the clinical effectiveness of directly observed therapy versus alternative methods 
for monitoring or limiting access to doses for people receiving pharmaceutical treatment 
with controlled substances?

3. What are the evidence-based guidelines regarding the use of directly observed therapy for 
people receiving pharmaceutical treatment with controlled substances?

Methods

Literature Search Methods
An information specialist conducted a literature search on key resources including MEDLINE, 
Embase, the Cochrane Database of Systematic Reviews, the International HTA Database, 
the websites of Canadian and major international health technology agencies, as well as a 
focused internet search. The search approach was customized to retrieve a limited set of 
results, balancing comprehensiveness with relevancy. The search strategy comprised both 
controlled vocabulary, such as the National Library of Medicine’s MeSH (Medical Subject 
Headings), and keywords. Search concepts were developed based on the elements of the 
research questions and selection criteria. The main search concepts were directly observed 
therapy and controlled substances, including opioids, barbiturates, benzodiazepines, 
amphetamines, anabolic steroids, and others. An additional search was conducted using 
a focused set of terms for directly observed therapy to capture additional articles that did 
not specify the indication. Retrieval was limited to the human population. The search was 
completed on March 8, 2023, and limited to English-language documents published since 
January 1, 2013. Internet links were provided, where available.

Selection Criteria and Summary Methods
One reviewer screened literature search results (titles and abstracts) and selected 
publications according to the inclusion criteria presented in Table 1. Full texts of study 
publications were not reviewed. The Overall Summary of Findings was based on information 
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available in the abstracts of selected publications. Open access full-text versions of 
evidence-based guidelines were reviewed when available, and relevant recommendations 
were summarized.

Table 1: Selection Criteria

Criteria Description

Population People receiving pharmaceutical treatment with controlled substances (e.g., opioid agonist therapies, 
narcotics, stimulants, benzodiazepines)

Intervention Directly observed therapy (i.e., patient is observed while taking a dose of pharmaceutical treatment to ensure 
treatment adherence)

Comparator Q1: Self-administered therapy (i.e., patients are not observed while taking a dose of pharmaceutical treatment)

Q2: Alternative methods for monitoring or limiting access to doses (e.g., video directly observed therapy, 
supervision by non-health care professionals, controlled substance dispenser, lock box systems)

Q3: Not applicable

Outcomes Q1 and Q2: Clinical benefits and harms (e.g., mortality, quality of life, functional status, severity of symptoms, 
patient participation, risk for diversion, adverse events)

Q3: Recommendations regarding best practices (e.g., appropriate patient populations and clinical settings, 
observation protocols, advice on the individualization of observation methods based on patient needs, 
strategies to mitigate harms, adverse events, and misuse)

Study designs Health technology assessments, systematic reviews, randomized controlled trials, non-randomized studies, 
evidence-based guidelines

Results
Two systematic reviews were identified regarding the clinical effectiveness of directly 
observed therapy versus self-administered therapy for people receiving pharmaceutical 
treatment with controlled substances.1,2 No relevant literature was identified about the 
clinical effectiveness of directly observed therapy versus alternative methods for monitoring 
or limiting access to doses for people receiving pharmaceutical treatment with controlled 
substances. Five evidence-based guidelines regarding the use of directly observed therapy 
for people receiving pharmaceutical treatment with controlled substances were identified.3-7 
No relevant health technology assessments, randomized controlled trials, or non-randomized 
studies were identified.

Additional references of potential interest that did not meet the inclusion criteria are provided 
in Appendix 1.
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Overall Summary of Findings
Two systematic reviews1,2 were identified regarding the clinical effectiveness of directly 
observed therapy versus self-administered therapy for people receiving opioid agonist 
therapies. Both systematic reviews reported uncertainty about the effects of observed 
treatment compared to unobserved treatment due to the low quality of evidence.1,2 One 
systematic review1 found no difference in retention, abstinence at the end of treatment, 
diversion of medication, and the incidence of adverse effects between people who received 
supervised and unsupervised treatments. The systematic review also found insufficient 
evidence to suggest that regular supervision of treatment was protective of death.1 The 
systematic review by Hov and colleagues2 found uncertain effects of observed versus 
unobserved treatment in patients receiving opioid maintenance treatment on retention, use of 
illicit opioids, patients’ satisfaction, and the incidence of adverse events.

Five evidence-based guidelines regarding the use of directly observed therapy for people 
receiving pharmaceutical treatment with controlled substances were identified.3-7 Three 
guidelines provide recommendations regarding directly observed therapy for people receiving 
treatment for opioid use disorder.3,4,7 The guideline developed by the Royal Australian College 
of General Practitioners5 provides recommendations about directly observed therapy for 
opioid use in general practice. The National Institute for Health and Care Excellence guideline6 
recommends using directly observed therapy for people in prisons when administrating 
Schedule 2 and 3 medicines and any medicine that would not be self administered. A detailed 
summary of the guideline recommendations can be found in Table 2.

Table 2: Summary of Recommendations in Included Guidelines

Guideline development 
group (year) Summary of recommendations

Canadian Coalition of 
Seniors’ Mental Health 
(2020) 3

“If renal function is adequate, daily witnessed ingestion of slow-release oral morphine may be 
considered with caution for those older adults in whom buprenorphine and methadone maintenance 
have been ineffective or could not be tolerated. Careful supervision of initiation onto short-acting 
morphine first is recommended, prior to transition to maintenance with the long-acting 24-hour 
formulation.” (p. 125 to 126)

Quality of Evidence: Low; Strength of Recommendation: Weak.

British Columbia Centre 
of Substance Use and 
B.C. Ministry of Health 
(2017)4

“For patients who have been unsuccessful with first- and second-line treatment options, opioid 
agonist treatment with slow-release oral morphine (prescribed as once-daily witnessed doses) can 
be considered. Slow-release oral morphine should only be prescribed by experienced addiction 
practitioners who hold a Section 56 exemption to prescribe methadone or only after specialist 
consultation.” (p. 13)

Quality of Evidence: Moderate; Strength of Recommendation: Strong.

Royal Australian College 
of General Practitioners 
(2017)5

“If alternatives to opioid treatment fail, have limited benefit or are inappropriate, then supervised opioid 
treatment may remain an acceptable long-term therapeutic option.” (p. 1)

National Institute 
for Health and Care 
Excellence (2016)6

“Directly observe the administration of all Schedule 2 and 3 medicines a and medicines for tuberculosis.” 
(p. 238)

“Directly observe the administration of any medicine that is not in possessionb.” (p. 238)
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Guideline development 
group (year) Summary of recommendations

Government of Australia 
(2014)7

Recommendations for outpatients with unsanctioned use of opioids (Methadone)

“All doses of methadone should be supervised, where possible, and a clinician (doctor, nurse, 
pharmacist) should review the patient daily during the first week of treatment, corresponding to the 
greatest risk period for methadone-related overdose. The review provides an opportunity to assess 
intoxication (e.g., sedation, constricted pupils) or withdrawal symptoms, side effects, other substance 
use and the patient’s general well-being.” (p. 23)

“When induction of methadone, take account of pharmacy availability for supervision of dosing and 
monitoring of response.” (p. 23)

Buprenorphine

“It is easier to supervise the dosing of the film preparation, compared to tablets, of buprenorphine-
naloxone.” (p. 24)

Recommended induction for outpatients using heroin and/or short-acting pharmaceutical opioids 
(Buprenorphine)

“Initial doses should be supervised, and a clinician (doctor, nurse, pharmacist) should review the 
patient daily during the first few days of treatment while the dose is stabilised. The review provides an 
opportunity to assess intoxication (e.g., sedation, constricted pupils) or withdrawal symptoms, side 
effects, other substance use and the patient’s general well-being.” (p. 25)

aRefer to National Institute for Health and Care Excellence’s guideline on controlled drugs (NG46).
bIn possession medicine refers to self-administered drugs (p. 204).
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