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Introduction: Depression affects over 280 million people worldwide and is a leading contributor to disease burden in Australia, where most patients are managed in primary care. Although antidepressants are recommended for moderate to severe depression, up to half of patients do not respond to their first medication. Pharmacogenomic (PGx) testing of CYP2C19 and CYP2D6 genotypes has been proposed to guide prescribing, but evidence from primary care settings is limited. 

Methods: This double-blind, two-arm, stratified, individually randomised controlled trial was conducted in 19 general practices in Victoria, Australia from May 2021 to September 2023. Adults aged 18–65 years with moderate to severe depressive symptoms (PHQ-9 ≥10) were randomized 1:1 to have their general practitioner (GP) receive a prescribing report based on CYP2C19 and CYP2D6 genotypes (intervention) or the Australian Therapeutic Guidelines (control). The primary outcome was difference in mean change in PHQ-9 score from baseline to 12 weeks between arms. Secondary outcomes included remission, response, adherence, side effects, and quality of life.

Results: 552 participants were randomised (80.2% of eligible patients). At 12 weeks, both groups improved, but the control group showed a slightly greater reduction in PHQ-9 scores (mean change: intervention –3.45, control –4.63; difference = 0.90, 95% CI 0.06–1.75; p=0.036). Remission rates were also higher in the control group (absolute difference 7.2%, 95% CI 1.2–13.3; p=0.02). No significant differences were observed in response rates, adherence, side effects, or quality of life. 

Discussion: Providing GPs with a PGx-guided prescribing report did not improve depressive symptom outcomes compared with a guideline-based report. Routine provision of PGx testing for all patients in primary care with moderate depression does not appear to be an effective implementation strategy.
