[image: ]Supplementary Figure 1: Pharmacokinetic profiles of the PR vs OAD formulation of trazodone. Shown here are the steady-state estimates of plasma levels for the PR and the OAD formulations of trazodone at day 9. Trazodone PR 150 mg (given twice daily) maintains plasma levels of trazodone above the minimum antidepressant concentration but provides more than needed amounts of trazodone that may lead to potential side effects. Trazodone OAD 300 mg generates slow and sustained plasma levels for antidepressant action.
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[bookmark: _Hlk64447962]Supplementary Figure 2: Date are shown as Mean percentage change in the HAM-D17 total score from baseline in the PP population. (A) Sheehan et al: Mean HAM-D17 total scores at baseline were 23.1 points and 22.4 points for trazodone OAD and placebo, respectively. 95% CIs were calculated for mean  score change from baseline in trazodone OAD vs placebo-treated patients at day 7 [-2.6; -0.4], and day 56 [-4.0; -0.6] (B) Fagiolini et al: Mean HAM-D17 total scores at baseline were 23.9 points and 24.1 points for trazodone OAD and venlafaxine XR, respectively. 95% CIs were calculated for mean score change from baseline for trazodone OAD vs venlafaxine XR at day 7 [-1.6; -0.2] and day 56 [0.0; -2.2] *P < .05; **P < .01, mean score change from baseline between trazodone OAD vs placebo or venlafaxine XR.
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Supplementary Figure 3: Mean percentage change from baseline in the factor composition of HAM-D17 for the PP population. (A) Sheehan et al. study. Ninety-five percent confidence intervals were calculated for mean score change from baseline in trazodone OAD vs placebo-treated patients for anxiety/somatization at day 7 [-0.6; 0.2], day 21 [-1.3; -0.2 ] and day 56 [-1.0; 0.2]; for retardation at day 7 [-0.9; 0.0], day 21 [-1.6; -0.5] and day 56 [-1.4; -0.1]; for cognitive disturbance for day 7 [-0.6; 0.0], day 21 [-0.8; -0.2 ] and day 56 [-0.9; -0.1]; and for sleep disturbance for day 7 [-1.0; -0.1}, day 21 [-1.0; -0.2] and day 56 [-1.1; -0.2]. (B) Fagiolini et al. study. 95% CIs were calculated for mean score change from baseline in patients randomized to trazodone OAD vs venlafaxine XR for anxiety/somatization at day 7 [-0.4.; 0.2], day 21 [-0.2; 0.7], day 35 [-0.1; 0.8] and day 56 [0.0; 1.0]; for retardation at day 7 [-0.3; 0.3], day 21 [-0.1; 0.7], day 35 [0.2; 1.1] and day 56 [0.2; 1.1]; for cognitive disturbance for day 7 [-0.3; 0.1], day 21 [-0.2; 0.3 ], day 35 [-0.2; 0.3] and day 56 [-0.1; 0.4]; and for sleep disturbance for day 7 [-1.1; -0.3}, day 21 [-0.9; -0.1], day 35 [-0.8; -0.2] and day 56 [-0.5; 0.0]. *P < .05, mean score change from baseline between trazodone OAD vs placebo or venlafaxine XR.
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