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Key Messages
• Two systematic reviews and 8 randomized controlled trials were identified regarding the 

clinical effectiveness of concurrent treatment for patients with substance use disorders 
and comorbid post-traumatic stress disorder, anxiety, or depression.

• One systematic review and 2 non-randomized studies were identified regarding the clinical 
effectiveness of the treatment of 1 condition for the improvement of all symptoms in 
patients with substance use disorder and comorbid post-traumatic stress disorder, anxiety, 
or depression.

• Four evidence-based guidelines were identified regarding the treatment of patients 
with substance use disorders and comorbid post-traumatic stress disorder, anxiety, 
or depression.

Research Questions
1. What is clinical effectiveness of concurrent treatment for patients with substance use 

disorders and comorbid post-traumatic stress disorder, anxiety, or depression?

2. What is the clinical effectiveness of the treatment of 1 condition for the improvement of 
all symptoms in patients with substance use disorder and comorbid post-traumatic stress 
disorder, anxiety, or depression?

3. What are the evidence-based guidelines regarding the treatment of patients with substance 
use disorders and comorbid post-traumatic stress disorder, anxiety, or depression?

Methods

Literature Search Methods
The literature search strategy used in this report is an update of 1 developed for a previous 
CADTH report.18 For the current report, a limited literature search was conducted by an 
information specialist on key resources including MEDLINE, the Cochrane Database of 
Systematic Reviews, the international HTA database, Canadian and major international health 
technology agencies, as well as a focused internet search. No filters were applied to limit 
the retrieval by study type. The initial search was limited to English-language documents 
published between January 1, 2012 and July 17, 2017. For the current report, database 
searches were rerun on March 23, 2021 to capture any articles published since the initial 
search date. The search of major health technology agencies was also updated to include 
documents published since July 2017.

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 abstracts were not available.



CADTH Reference List Concurrent Treatment for Substance Use Disorder and Trauma-Related Comorbidities: A 2021 Update 4

Results
Two systematic reviews,1,2 8 randomized controlled trials,3-10 and 2 non-randomized 
studies11,12 were identified regarding the clinical effectiveness of concurrent treatment or the 
treatment of 1 condition for the improvement of all symptoms in patients with substance use 
disorder and comorbid post-traumatic stress disorder, anxiety, or depression. Four evidence-
based guidelines13-16 were identified regarding the treatment of patients with substance use 
disorders and comorbid post-traumatic stress disorder, anxiety, or depression. 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 substance use disorder and trauma-related comorbidities (PTSD, anxiety, or depression)

Subgroup of interest: military veterans

Intervention Q1 and Q3: Concurrent treatment programs for substance use disorder and comorbid PTSD, anxiety, 
or depression (e.g., Concurrent Treatment of PTSD and Substance Use Disorders Using Prolonged 
Exposure [COPE], Seeking Safety)

Q2 and Q3: Treatment for 1 type of condition alone (SUD or trauma-related [PTSD, anxiety, and/or 
depression])

Comparator Q1: Treatment for the primary condition alone (i.e., treatment for either SUD or PTSD), sequential 
treatment of comorbidities, treatment as usual, no treatment or wait list

Q2: Treatment for the remaining comorbidities alone (trauma-related [PTSD, anxiety, and/or depression] 
or SUD), treatment as usual, no treatment or wait list

Q3: Not applicable

Outcomes Q1 and Q2: Symptoms, as measured by available scales (e.g., Beck Depression Inventory, Clinician-
Administered PTSD Scale, Hamilton Anxiety Scale), duration of substance use or SUD severity, duration 
of abstinence, relapse prevention, health-related quality of life

Q3: Recommendations

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

PTSD = post-traumatic stress disorder; Q = question; SUD = substance use disorder.
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