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Context 
• The Senate of Canada Subcommittee on 

Veterans Affairs has recently released a 
report entitled “The time is now: Granting 
equitable access to psychedelic-assisted 
psychotherapy.”   

• Within this report, the Senate 
subcommittee is recommending that 
Veterans Affairs Canada and the 
Department of National Defence, in 
collaboration with Health Canada and the 
Canadian Institutes of Health Research, as 
well as the applicable provincial and 
territorial authorities “immediately launch 
and fund a large-scale research program on 
psychedelic-assisted psychotherapy for 
treating those mental disorders and other 
conditions that have been identified as 
potentially being therapeutic targets for 
these types of interventions.”  

• The goal is to ensure that Veterans most 
likely to benefit from psychedelic-assisted 
psychotherapy are given access to treatment 
based on the best-available evidence. 

 

Questions 
• What is known about the use of 

psychedelic-assisted psychotherapy, including its safety and effectiveness, and whether these findings vary by 
groups and contexts including for those with psychotic disorders, disorders with risk of psychosis, dissociative 
disorders, suicide risk, family history of these conditions or with other risk factors related to the treatment? 

• How is psychedelic-assisted psychotherapy being provided for Veterans in each of the ‘Five Eyes’ countries? 
 

High-level summary of key findings 
• We found 31 evidence syntheses and one protocol for an evidence synthesis that addressed the questions above, 

as well as five single studies with findings specific to Veterans.  

• The included evidence syntheses and single studies primarily addressed health outcomes related to psilocybin-
assisted psychotherapy for treatment-resistant depression and MDMA for post-traumatic stress disorder (PTSD). 

• We did not identify any evidence syntheses comparing the use of different types of psychotherapy, but findings 
indicate that third-wave behavioural therapies (e.g., dialectical behavioural therapy, acceptance and commitment 
therapy, mindfulness-based cognitive therapy) may be appropriate, in addition to other approaches to 
psychotherapy identified in the evidence documents (e.g., cognitive behavioural therapy, exposure therapy, eye 
movement and desensitization and reprocessing therapy, non-directive supportive therapy). 

• Evidence documents revealed that psychedelic-assisted psychotherapy is typically provided in three stages: 
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o preparatory stage in which individuals 
are assessed for eligibility (i.e., 
ensuring diagnostic criteria are met for 
the condition) and participate in non-
psychedelic psychotherapy sessions 

o treatment stage in which individuals 
are provided with the psychedelic and 
participate in a six- to 10-hour long 
psychotherapy session with two 
psychotherapists and another medical 
provider present 

o integrative stage in which participants 
receive additional non-psychedelic 
psychotherapy to reconcile insights 
from the experimental treatment with 
ongoing thoughts and behaviours.  

• Included evidence documents revealed 
positive health outcomes from the use of 
ayahuasca-assisted therapy for treatment-
resistant depression, ketamine-assisted 
psychotherapy for treatment-resistant and 
major depression, MDMA-assisted 
psychotherapy for PTSD and psilocybin-
assisted therapy for depression.  

• However, despite the large number of 
evidence syntheses found, many of these 
findings are based on a small number of 
single studies, often involving relatively 
few participants. 

• Additional studies are needed to examine 
the effects of psychedelic-assisted 
psychotherapy on sub-populations. 

 
Framework to organize what we 
looked for 

 

• Type of psychedelic drugs used as part of 
psychotherapy (1) 
o Ayahuasca brew 
o Ibogaine 
o Ketamine 
o LSD 
o MDMA 
o Mescaline 
o Psilocybin 

• Types of mental-health conditions 
o Anxiety 
o Depression 
o Post-traumatic stress disorder 
o Other  

Box 1: Approach and supporting materials 

At the beginning of each rapid evidence profile and throughout its 
development, we engage a subject matter expert who helps us to 
scope the question and ensure relevant context is taken into account 
in the summary of the evidence. 
 
We identified evidence addressing the question by searching 
Cochrane Library and Health Systems Evidence for evidence 
syntheses and cost-effectiveness studies, PubMed and PsychInfo for 
single studies, as well as BIGG, CMA Joule and the International 
Guidelines Database for guidelines. We use forward or back citation 
searches with relevant articles to identify additional literature. All 
searches were conducted on 22 November 2023. We identified 
jurisdictional experiences by hand searching government and 
stakeholder websites for information relevant to the question from 
each of the ‘Five Eyes’ countries (Australia, Canada, New Zealand, 
U.K. and the U.S.). The search strategies used, including which 
websites were searched for the jurisdictional scan, are included in 
Appendix 1. 
 
In contrast to synthesis methods that provide an in-depth 
understanding of the evidence, this profile focuses on providing an 
overview and key insights from relevant documents. 
 

We searched for full evidence syntheses (or synthesis-derived 
products such as overviews of evidence syntheses), protocols for 
evidence syntheses and clinical guidelines. 
 
We appraised the methodological quality of evidence syntheses that 
were deemed to be highly relevant using AMSTAR. AMSTAR rates 
overall quality on a scale of 0 to 11, where 11/11 represents a 
review of the highest quality. The AMSTAR tool was developed to 
assess reviews focused on clinical interventions, so not all criteria 
apply to evidence syntheses pertaining to delivery, financial or 
governance arrangements within health systems or to broader social 
systems. Guidelines that included a GRADE profile were prioritized 
for inclusion and data extraction.   
 
A separate appendix document includes: 
1) methodological details (Appendix 1) 
2) summary table of the key findings from evidence syntheses and 

single studies (Appendix 2) 
3) details about each identified synthesis (Appendix 3) 
4) details about each single study (Appendix 4) 
5) details from jurisdictional scan (Appendix 5) 
6) documents that were excluded in the final stages of review 

(Appendix 6). 
 



 3 

• Types of psychotherapy 
o Cognitive behavioural therapy 
o Dialectical behaviour therapy 
o Integrative therapy 
o Interpersonal therapy 
o Motivational enhancement therapy 
o Psychodynamic therapy 
o Solution-focused therapy  
o Psychotherapy (general) 
o Other (e.g., acceptance and commitment therapy, eye movement desensitization and reprocessing) 

• System features used to get treatment to those who need it 
o Delivery arrangements (how care is organized to get the treatment to people who need it) 

▪ Design of psychedelic-assisted psychotherapy (e.g., access and eligibility, package of care or care pathways 
for those that are eligible) 

▪ Who is providing/prescribing psychedelic-assisted psychotherapy  
▪ Where psychedelic-assistance psychotherapy is provided 

▪ With what supports is psychedelic-assisted therapy provided 
o Financial arrangements (how money flows to and through the system for providing the treatment, including 

pay-for-evidence approaches) 
o Governance arrangements (who gets to make what decisions about the treatment; including the regulatory 

framework(s) in which it is provided) 

• Priority conditions that may face safety concerns 
o Psychotic disorders 
o Disorders with risk of psychosis  
o Dissociative disorders 
o Suicide risk 
o Family history of the above conditions 
o Those with other risk factors related to the treatment 

• Priority populations 
o Veterans (in general and/or in relation to any or all of the groups below) 
o People with mental-health issues 
o People with substance-use issues 
o 2SLGBTQ+ 
o Indigenous peoples 
o Women  
o People who live in rural and/or remote areas  
o People who are homeless or precariously housed 

• Outcomes 
o Health outcomes 

▪ Mental-health outcomes 

▪ Safety (adverse events) 
o Care experiences 
o Provider experiences 
o Per-capita cost 

 
What we found 
 
We found 31 evidence syntheses and one protocol for an evidence synthesis that addressed the questions above as 
well as five single studies with findings specific to Veterans.  
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Coverage by and gaps in existing evidence syntheses  
 
The included evidence syntheses and single studies primarily addressed psilocybin-assisted psychotherapy for 
treatment-resistant depression and MDMA for post-traumatic stress disorder (PTSD). However, findings for other 
types of psychedelic-assisted psychotherapy were also identified such as ketamine-assisted psychotherapy for 
anxiety, depression, PTSD and alcohol-use disorder as well as ibogaine and ayahuasca for treatment-resistant 
depression and PTSD.  
 
The identified literature overwhelmingly focused on health outcomes (mental-health outcomes and adverse events), 
with relatively less examining care experiences and no identified findings on provider experiences or per-capita 
costs. With respect to system features, while delivery arrangements are frequently described in the literature (often 
in characteristics of studies tables included in evidence syntheses), we only identified three evidence syntheses 
evaluating delivery arrangements for psychedelic-assisted psychotherapy. One of the evidence syntheses evaluates 
the dose-response relationships for psilocybin-assisted psychotherapy for PTSD,(2) while another examines 
appropriate types of psychotherapy to be used in combination with psychedelics,(3) and the third evaluates the 
effects of preparation sessions prior to substance-assisted psychotherapy.(4) We did not identify any evidence 
documents that examined financial arrangements or governance arrangements, nor did we identify evidence 
documents that explicitly examined the effects on individuals with priority conditions that may face safety concerns.  
 
The included literature examined relatively few of the priority populations included in the organizing framework, 
apart from individuals with mental-health conditions (which were the focus of all included documents) and 
Veterans (which were the explicit focus of five single studies, one of which is a Phase 2 clinical trial for psilocybin-
assisted psychotherapy for PTSD that is cited in almost all included evidence syntheses).(5)  
 
Relatively few evidence documents included equity considerations. One exception was a recent medium-quality 
evidence synthesis which examined the extent to which people of colour are represented in psychedelic-assisted 
psychotherapy trials and found approximately 82.3% of all participants are white.(6) This finding is skewed relative 
to the demographics in which countries are undertaken, leading to challenges generalizing findings from studies to 
broader populations.(6)  
 
What existing evidence syntheses, guidelines and highly relevant single studies tell us about the use of 
psychedelic-assisted psychotherapy 
 
We did not identify any guidance or evaluative studies that provided details about what type of psychotherapy 
should be paired with each of the psychedelics included in the rapid evidence profile. Two recent low-quality 
reviews found third-wave behavioural therapies including dialectical behavioural therapy, acceptance and 
commitment therapy and mindfulness-based cognitive therapy demonstrated theoretical similarities with the 
approach to psychedelic-assisted therapy, suggesting their potential for adjunctive use.(3; 7) The mostly commonly 
described combination was the use of MDMA and non-directive supportive psychotherapy for treating PTSD.(5; 8; 
9) Other combinations of psychedelics and psychotherapy included in the literature were:  

• MDMA and cognitive behavioural therapy for PTSD,(7; 10; 11) prolonged exposure therapy for PTSD,(7; 10) 
eye movement desensitization and reprocessing for PTSD,(10; 11) or group therapy for PTSD (10) 

• psilocybin and cognitive behavioural therapy for depression,(7; 12) motivational enhancement therapy for 
depression and anxiety,(12) acceptance and commitment therapy for depression,(7) music therapy,(12) non-
directive supportive psychotherapy for PTSD (2) 

• ketamine and prolonged exposure therapy for PTSD,(13; 14) cognitive behavioural therapy for treatment-
resistant depression,(15) and mindfulness-based extinction and reconsolidation therapy for PTSD.(16) 

 
With respect to system features, we did not identify any guidance for how to organize and deliver psychedelic-
assisted psychotherapy. The development of standard protocols for these services was called for in some evidence 
syntheses.(13; 17; 18)  
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The included evidence documents described psychedelic-assisted psychotherapy as being delivered in three stages: 
preparation, experimental treatment and integration.(7) The preparation stage included screening patients for 
eligibility (i.e., that specific diagnostic criteria were met) and establishing a therapeutic relationship over the course 
of between three and 12 preparatory sessions of non-psychedelic assisted psychotherapy.(10; 16; 19-21) One recent 
medium-quality evidence synthesis focused on safety considerations for the use of psychedelic-assisted 
psychotherapies and highlighted the importance of extensive preparation.(4) The evidence synthesis described that 
screening participants should include a detailed medical history (including any medications that are currently being 
used), blood chemistry profile, urinalysis and, if applicable, a pregnancy test. The evidence synthesis described the 
importance of ensuring that the treatment is provided in a comfortable setting in which the individual feels safe and 
that preparation sessions should take place in the same facilities as the experimental sessions.(4) The evidence 
synthesis found that effective preparation reduced resistance to psychedelic therapies, enhanced therapeutic effects 
and reduced the occurrence of adverse events.(4) 
 
Evidence syntheses and primary studies reported between one and three experimental sessions where the 
psychedelics were administered. These sessions often include a co-therapist team to help avoid exhaustion as they 
last between six and 10 hours.(8; 9; 19-22) Additional supports provided during the experimental treatment stage 
include an additional medical professional (often a nurse) to monitor vital signs and to provide medical care in the 
case of an adverse event as well as the use of music and bodywork techniques (e.g., breathwork, body scanning, 
meditation) which can enhance the therapeutic experience.(12) Additional considerations are needed for the 
administration of ketamine, which is often provided intravenously and requires a more clinical setting and the 
presence of an anesthesiologist.(13) The exception to this is the use of esketamine for treatment-resistant 
depression, which is taken as a nasal spray.  
 
The final stage is integration sessions, in which non-psychedelic-assisted psychotherapy is provided in efforts to 
reconcile insights achieved during the experimental treatment with ongoing thoughts and behaviours. Evidence 
documents reported between three and eight integration sessions, but no evaluation of the optimal number of 
sessions were identified.(7; 12; 21)  
 
As mentioned above, no evidence documents were identified that addressed either financial or governance 
arrangements.  
 
What existing syntheses, guidelines and highly relevant single studies tell us about the effects on equity-
centred quadruple-aim metrics  
 
Included evidence documents addressed two of the four equity-centred quadruple-aim metrics – health outcomes 
and to a lesser extent care experiences. We did not identify any evidence documents that included findings relevant 
to either provider experiences or per-capita costs. Below, we synthesize the included evidence by type of 
psychedelic with additional insights available in Appendix 2, 3 and 4.  
 
Ayahuasca 
 
One recent high-quality evidence synthesis and one recent medium-quality evidence synthesis found improvements 
in symptoms of treatment-resistant depression from ayahuasca-assisted psychotherapy (23; 24) 
 
Ibogaine 
 
Two studies provided insights into ibogaine for treatment-resistant depression and PTSD, both examining its use 
among U.S. Special Operations Forces Veterans.(25; 26) The studies reported improvements in self-reported 
depression symptoms and self-reported PTSD symptoms.(25; 26) Younger Veterans and those with higher baseline 
depression scores reported larger symptom improvements.(26)  
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Ketamine 
 
One older high-quality evidence synthesis and four recent medium-quality evidence syntheses found improvements 
in treatment-resistant depression and major depression following ketamine-assisted psychotherapy.(13; 17; 27-29) 
One study included in a recent medium-quality evidence synthesis found sustained improvements in depression 
scores, and a longer time until depression relapse from ketamine-assisted cognitive behavioural therapy compared to 
ketamine alone.(15)  
 
Two medium-quality evidence syntheses reported some improvements in substance use, particularly for alcohol-use 
disorder, following ketamine-assisted psychotherapy.(17; 27) 
 
One older high-quality review found no evidence for the effects of ketamine in treating anxiety and rated the 
evidence for ketamine treating PTSD as being ‘unknown’ due to inclusion of relatively few studies.(29) Similar 
findings were identified in two recent medium-quality evidence syntheses, with most included studies noting no 
significant effect compared to psychotherapy alone but one study reported a longer treatment effect in the ketamine 
group.(16; 17) 
 
LSD 
 
We did not identify much literature related to LSD, which may be a result of looking at more recent evidence 
syntheses and single studies that have tended to focus on MDMA and psilocybin given recent changes in the 
regulatory landscape for these treatments (see description below of experiences in Australia and the U.S.). We did 
identify one medium-quality evidence synthesis that identified no relevant studies on LSD-assisted psychotherapy 
for PTSD.(16) 
 
MDMA 
 
Fourteen evidence syntheses reported reductions in PTSD symptoms with relatively few adverse events from 
MDMA-assisted psychotherapy.(7-11; 15; 16; 19; 20; 30-32) However, many of these syntheses cite the same single 
studies with a particular focus on a pooled analysis of six Phase 2 randomized clinical trials from the U.S.(33) One 
of these clinical trials is focused specifically on MDMA-assisted psychotherapy provided to Veterans and first 
responders with PTSD.(5) The pooled analysis found MDMA-assisted psychotherapy to be superior to both active 
and inactive placebo-assisted therapy in reducing PTSD symptoms.(33)  
 
With respect to adverse events, mixed effects were reported for the interaction between MDMA and monoamine 
reuptake inhibitors (including SSRIs). One recent low-quality evidence synthesis noted they may reduce the 
effectiveness of MDMA-assisted psychotherapy, while a recent medium-quality evidence synthesis reported that this 
finding was not replicated in later studies.(4; 34) One recent low-quality evidence synthesis found adverse events 
reported in MDMA-assisted psychotherapy included anxiety, jaw clenching, reduced appetite, dizziness, nausea, 
depressed mood, irritability and panic attacks.(19) The synthesis found events occurred more frequently with high 
doses of MDMA.(19) 
 
Mescaline 
 
We did not identify any evidence syntheses or single studies that reported on quadruple-aim outcomes of mescaline-
assisted psychotherapy.  
 
Psilocybin 
 
One medium-quality review found significant improvements in anxiety symptoms following adjuvant psychotherapy 
with psilocybin.(8)  
 



 7 

Seven recent medium-quality evidence syntheses and two recent low-quality evidence syntheses found significant 
improvements in depression symptoms (including for treatment-resistant depression) following psychotherapy with 
psilocybin with few adverse reactions.(2; 7; 8; 12; 15; 22; 24; 35; 36) One recent medium-quality evidence synthesis 
found that treatment-resistant depression responds best to higher doses of psilocybin (40 mg/70 kg), but patients 
with co-morbid anxiety and depression respond better to lower doses (10–25 mg/70kg).(2) Adverse events reported 
during psilocybin-assisted psychotherapy included elevated blood pressure, physical discomfort, transient mild to 
moderate headache, nausea and feelings of panic.(2) The likelihood of these events increased with higher dosages 
but remained relatively rare and were predominantly dealt with during treatment by present healthcare providers.(2)  
 
Finally, one study included in a recent medium-quality evidence synthesis found positive outcomes on smoking 
cessation for the use of psilocybin and cognitive behavioural therapy.(15) 
 
Care experiences 
 
Participants in one study included in a recent medium-quality evidence synthesis reported gaining novel insights into 
themselves and their presenting problems following psilocybin-assisted psychotherapy.(12)  
 
Veterans participating in a single study reported seeking access to psilocybin after experiencing barriers accessing 
other PTSD treatments and described their experience as being associated with changes in their perception and 
learning.(37)  
 

Experiences from Five Eyes countries (including all provinces and territories in Canada) 
 
For the jurisdictional scan, we looked at the federal level in each of the ‘Five Eyes’ countries – Australia, Canada, 
New Zealand, U.K. and U.S. – for psychedelic-assisted psychotherapy services for Veterans. We were unable to find 
any information related to psychedelic-assisted psychotherapy in New Zealand.  
 
We were unable to identify any programs run by national Veterans Affairs departments (or offices) that provide 
psychedelic-assisted therapy services. However, as recently as 1 July 2023, psychiatrists in Australia can prescribe 
MDMA and psilocybin for controlled clinical use including in the treatment of PTSD and treatment-resistant 
depression. Access to these drugs requires pre-approval via the Therapeutic Goods Administration and must be 
taken in a controlled setting in combination with psychotherapy (though the type of psychotherapy is not specific). 
There is currently no coverage for these services under the Medicare benefits schedule and we could not identify 
any financial coverage specific to Veterans. Similarly, in Canada, an amendment was made in 2021 to the special 
access program permitting requests for psilocybin and MDMA by an individual’s physician (or in some provinces 
and territories another provider with prescribing privileges) to treat “serious and life-threatening conditions where 
conventional treatments have failed, are unsuitable or are not available in Canada.” If approved, psychedelic-assisted 
therapy must be provided by a professional with previous experience delivering this type of care and providers must 
maintain credible records including the quantity of the drug received and any adverse reactions.  
 
Apart from these broader changes, Veterans in the ‘Five Eyes’ countries may access psychedelic-assisted 
psychotherapy through two pathways. The first is through charitable organizations that operate in the U.S. and the 
U.K. that provide resources and grants (as well as preparation and integration coaching) for Veterans to travel to 
other countries to access psychedelic-assisted therapy in countries where the consumption and procurement of 
some psychedelics is legal (i.e., Jamaica, Mexico, Peru). Examples of these include VETS and the Heroic Hearts 
Project (which has both a U.S. and U.K. chapter).  
 
The second pathway, if eligible, is participation in a clinical trial. In each of Australia, Canada, U.K. and the U.S. we 
identified ongoing clinical trials for Veterans. In the U.S., the Food and Drug Administration granted breakthrough 
therapy designation to MDMA and psilocybin to expedite their development and review to treat mental-health 
conditions, given preliminary evidence indicates they offer substantial improvement over other available therapies. 
The Department of Veterans Affairs in the U.S. is currently funding clinical trials on the effectiveness of MDMA 

https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-final-decision-amend-or-not-amend-current-poisons-standard-june-2022-acms-38-psilocybine-and-mdma/re-scheduling-psilocybin-and-mdma-poisons-standard-questions-and-answers
https://www.canada.ca/en/health-canada/services/drugs-health-products/special-access.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/special-access.html
https://vetsolutions.org/
https://heroicheartsproject.org/veteran-programs/
https://heroicheartsproject.org/veteran-programs/
https://www.fda.gov/patients/fast-track-breakthrough-therapy-accelerated-approval-priority-review/breakthrough-therapy
https://www.fda.gov/patients/fast-track-breakthrough-therapy-accelerated-approval-priority-review/breakthrough-therapy
https://news.va.gov/124415/exploring-psychedelics-treatment-of-veterans/
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and psilocybin as treatment for PTSD. Similarly, in Canada, the federal government recently invested $3 million 
CAD in three clinical trials on the use of psilocybin assisted psychotherapy, one of which related to treatment-
resistant depression may be relevant to Veterans.  
 
Ketamine differs compared to the other psychedelics examined in this rapid evidence profile as in ‘Five Eyes’ 
countries it is categorized as a controlled substance, given its use as an anaesthetic. In the U.K., though not specific 
to Veterans, the Medicine and Healthcare products Regulatory Agency fast-tracked the designation of ketamine-
assisted psychotherapy for the treatment of severe alcohol-use disorder. However, despite some early supportive 
evidence, its use in the form of a nasal spray has not been recommended by the National Institute for Health and 
Care Excellence for treatment-resistant depression.  
 

 
 
 
 
 
 

Waddell K, Velez M, DeMaio P, Jaspal A, Wilson MG. Rapid evidence profile 57: Examining the use of psychedelic-assisted psychotherapy for 
Veterans. Hamilton: McMaster Health Forum, 22 December 2023.  

This rapid evidence profile was funded by the Chronic Pain Centre of Excellence for Canadian Veterans and the Atlas Institute for Veterans and 
Families, which in turn are funded by Veterans Affairs Canada. The McMaster Health Forum receives both financial and in-kind support from 
McMaster University. The views expressed in the rapid evidence profile are the views of the authors and should not be taken to represent the views 
of the Chronic Pain Centre of Excellence for Canadian Veterans, the Atlas Institute for Veterans and Families or McMaster University. 

https://news.va.gov/124415/exploring-psychedelics-treatment-of-veterans/
https://www.canada.ca/en/institutes-health-research/news/2023/06/psilocybin-assisted-psychotherapy-research-grant.html
https://www.nice.org.uk/guidance/ta854/documents/129-2
https://www.nice.org.uk/guidance/ta854/documents/129-2
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