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Key Messages
• Two systematic reviews, 7 randomized controlled trials, and 1 non-randomized study were 

identified regarding the clinical effectiveness of psychedelic-assisted psychotherapy in the 
treatment of various mental health disorders or acquired brain injuries.

• One economic evaluation was identified regarding the cost-effectiveness of psychedelic-
assisted psychotherapy in the treatment of various mental health disorders or acquired 
brain injuries.

• No evidence-based guidelines were identified regarding the use of psychedelic-assisted 
psychotherapy in the treatment of various mental health disorders or acquired 
brain injuries.

Research Questions
1. What is the clinical effectiveness of psychedelic-assisted psychotherapy in the treatment 

of various mental health disorders or acquired brain injuries?

2. What is the cost-effectiveness of psychedelic-assisted psychotherapy in the treatment of 
various mental health disorders or acquired brain injuries?

3. What are the evidence-based guidelines regarding the use of psychedelic-assisted 
psychotherapy in the treatment of various mental health disorders or acquired 
brain injuries?

Methods

Literature Search Methods
A limited literature search was conducted by an information specialist on key resources 
including MEDLINE, PsycInfo, 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 strategy comprised 
both controlled vocabulary, such as the National Library of Medicine’s MeSH (Medical Subject 
Headings), and keywords. The main search concepts were psychedelics and psychotherapy. 
CADTH-developed search filters were applied to limit retrieval to health technology 
assessments, systematic reviews, meta-analyses, or network meta-analyses, randomized 
or non-randomized studies, economic studies, and guidelines. Where possible, retrieval was 
limited to the human population. The search was also limited to English language documents 
published between January 1, 2017 and January 26, 2022. Internet links were provided, 
where available.

Selection Criteria
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. Open access full-text versions of evidence-based guidelines 
were reviewed when available.
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Results
Two systematic reviews,1,2 7 randomized controlled trials,3-9 and 1 non-randomized study10 
were identified regarding the clinical effectiveness of psychedelic-assisted psychotherapy 
in the treatment of various mental health disorders or acquired brain injuries. One economic 
evaluation was identified regarding the cost-effectiveness of psychedelic-assisted 
psychotherapy in the treatment of various mental health disorders or acquired brain injuries.11 
No evidence-based guidelines were identified regarding the use of psychedelic-assisted 
psychotherapy in the treatment of various mental health disorders or acquired brain injuries. 
No relevant health technology assessments were identified.

Additional references of potential interest that did not meet the inclusion criteria are provided 
in Appendix 1.

Table 1: Selection Criteria

Criteria Description

Population Adults with post-traumatic stress disorder, anxiety disorders, mood disorders (e.g., depression), substance use 
disorders, obsessive compulsive disorders, eating disorders (any type), or acquired brain injuries (any cause)

Intervention Psychedelic-assisted psychotherapy (i.e., the use of ketamine, esketamine, psilocybin, or MDMA in deliberate 
combination with any form of individual or group psychotherapy [also known as talk therapy])

Comparator Q1 and Q2: Individual or group psychotherapy without the use of psychedelics

Q3: Not applicable

Outcomes Q1: Clinical benefits (e.g., resolution and/or reduction of post-traumatic stress disorder, anxiety, or mood 
disorder symptoms; quality of life; improvement in dysfunction or impairment; reduction in substance use) and 
harms (e.g., hypertension, tachycardia, toxicity, addiction, confusion, withdrawal symptoms, sleep problems, 
psychosis, hallucinogen persisting perceptive disorder, memory impairments, short-term depression)

Q2: Cost-effectiveness (e.g., cost per quality-adjusted life-year gained, cost per adverse event avoided)

Q3: Recommendations for best practice (e.g., dosage, contraindications, duration of treatment, how many 
administrations, method of administering)

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

MDMA = 3,4-methylenodioxymetamphetamine.
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