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Research Questions 

1. What is the clinical effectiveness of antidepressants in adults with depression using 

opioid medications? 

2. What are the evidence-based guidelines informing the use of antidepressants in adults 

with depression using opioid medications? 

Key Findings 

Two systematic reviews, one meta-analysis, four randomized controlled trials, and one 

evidence-based guideline was identified regarding the clinical effectiveness of 

antidepressants in adults with depression using opioid medications. 

Methods 

A limited literature search was conducted on key resources including Medline, PsycINFO, 

PubMed, The Cochrane Library, and the University of York Centre for Reviews and 

Dissemination (CRD) databases, Canadian and major international health technology 

agencies, as well as a focused Internet search. Methodological filters were applied to limit 

retrieval to health technology assessments, systematic reviews, meta-analyses, 

randomized controlled trials, non-randomized 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, 2003 and February 9, 2018. 

Selection Criteria 

One reviewer screened citations and selected studies based on the inclusion criteria 

presented in Table 1. 

Table 1: Selection Criteria 

Population Adults with depression using opioid medications (e.g., opioid use disorder, misuse of opioids, use of opioids 
as prescribed) 

Intervention Antidepressants of any kind 

Comparators Q1:  Non-drug therapies for depression (e.g., psychosocial; behavioural interventions; CBT);  
 Placebo;  
 No treatment 
Q2:  No comparator 

Outcomes Q1: Clinical benefit and/or efficacy (e.g., improved symptoms of depression, quality of life, function, 
 continuation in a program of treatment for OUD), harm and/or safety (e.g., drug interaction)  
Q2:  Guidelines 

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

Rapid Response reports are organized so that the higher quality evidence is presented first. 

Therefore, health technology assessment reports, systematic reviews, and meta-analyses 

are presented first. These are followed by randomized controlled trials, non-randomized 

studies, and evidence-based guidelines.  

Two systematic reviews, one meta-analysis, four randomized controlled trials, and one 

evidence-based guideline was identified regarding the clinical effectiveness of 

antidepressants in adults with depression using opioid medications. No health technology 

assessments or non-randomized studies were identified.  

Additional references of potential interest are provided in the appendix. 

Overall Summary of Findings 

Two systematic reviews (SRs)
1-2

 and one meta-analysis
3
 were identified. When compared 

to patients taking placebo, patients receiving opioid agonist therapies and also being 

treated for symptoms of depression or anxiety experienced significant advantages when 

treated with antidepressants.
1 
 Tricyclic antidepressants (TCAs) had a significant positive 

effect on depression scores over placebo; however, selective serotonin reuptake inhibitors 

had no significant effect when compared to placebo.
1 
In a second SR,

3
 studies with low risk 

of bias showed that antidepressants performed worse than placebo for patients with 

depression. When examining the severity of depression, antidepressants performed better 

in studies that used the Clinical Global Impression Scale; however, there was no difference 

in studies that used the Hamilton Depression Rating Scale.
3 
 TCAs were also favoured 

when examining the severity of depression; however, placebo was favoured when 

examining  adverse events.
3 
In patients currently on methadone maintenance treatment 

(MMT) with unipolar major depressive disorder (MDD) or dysthymia, there were no 

statistically significant differences in depression outcomes between antidepressant 

treatment and placebo.
2
  

The authors of one randomized controlled trial (RCT)
4
 observed that fluoxetine significantly 

improved depression scores in HIV-positive individuals who had not used illicit drugs in the 

past 90 days. In a second RCT,
5
 the authors observed that, when compared to placebo, 

buproprion improved sexual dysfunction in men receiving MMT but it had no effect on 

depression severity. The authors of a third RCT
6 
observed that treatment with escitalopram 

did not lower the likelihood of testing positive for opiates in patients with opioid 

dependence. However, in positive environments, sertraline had a positive effect on 

depression outcomes and increased the odds of being abstinent from heroin.
7 

One evidence-based guideline was identified.
8
 Third-choice recommendations were made 

for comorbid substance use disorder and MDD; however, there was no additional 

information available in the abstract regarding opioid disorders and MDD.
8
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