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Suppl. Fig. 1. Time course of MADRS scores in the two treatment groups. In no timepoint did the two treatments
differ from one another significantly.
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Suppl. Fig. 2. Time course of YMRS scores in the two treatment groups; between-groups differences were not significant at all
timepoints.
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Suppl. Fig. 3. Time course of HAM-A scores in the two treatment groups; between-groups differences were not
significant at all timepoints.
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Suppl. Fig. 4. Time course of BPRS scores in the two treatment groups; between-groups differences were not sig-
nificant.
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Suppl. Fig. 5. Time course of CGI-S scores in the two treatment groups; the two groups showed a significant reduc-
tion in severity, without differing significantly from one another.
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Suppl. Fig. 6. Time course of C-SSRS scores in the two treatment groups; the two groups showed a significant re-
duction in suicidal scores, but did not differ significantly from one another.

Baseline 1 month 3 months 8 months 12 months

mVortioxetine B Other antidepressants

Suppl. Fig. 7. Time course of VVAScrav scores in the two treatment groups. With vortioxetine, scores dropped more
steeply than with other antidepressants from 1 to 12 months, although the two treatments did not differ significant-

ly.
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Suppl. Fig. 8. Time course of WHOQOL scores in the two treatment groups. The two treatments did not differ on
their scores on quality-of-life.

Supplementary Table 1. Response/remission rates according to the CGI1-S 1 or 2/1 and MADRS >60% drop
from BL and final MADRS score <10/MADRS < 7 criteria per treatment group and SUD comorbidity.

Treatment group (N) Criterion Responders, N (%) | Remitters, N (%0)
Vortioxetine (N=126) CGI-S 99 (78.57%) 77 (61.11%)
MADRS 87 (69.05%) 67 (53.17%)
Both 70 (55.56%) 59 (46.82%)
NonSUD (N=84) CGI-S 64 (76.19%) 48 (57.14%)
MADRS 56 (66.67%) 42 (50%)
Both 53 (63.10%) 37 (44.04%)
SUD (N=42) CGI-S 35 (83.33%) 29 (69.04%)
MADRS 31 (73.81%) 25 (59.52%)
Both 30 (71.43%) 22 (52.38%)
Other antidepressants (ADs) (N=100) CGI-S 75 (75%) 51 (51%)
MADRS 36 (36%) 15 (15%)
Both 36 (36%) 12 (12%)
NonSUD (N=62) CGI-S 44 (70.97%) 31 (50%)
MADRS 23 (37.10%) 12 (19.35%)
Both 33 (53.23%) (16.12%)
SUD (N=38) CGI-S 31 (81.58%) 20 (52.63%)
MADRS 13 (34.21%) 3 (7.89%)
Both 13 (34.21%) 2 (5.26%)

Abbreviations: BL, baseline; CGI-S, Clinical Global Impressions-Severity; MADRS, Montgomery-Asberg
Depression Rating Scale; SUD, substance use disorder.
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Supplementary Table 2. Effect size (expressed as Cohen’s d) based on CGI-S score variations between

baseline and end-point according to treatment group and SUD comorbidity.

Treatment group Co- Cohen’s clas- Sawilowsky’s
Vortioxetine (N=126) 4.64 L H
NonSUD (N=84 351 L H
SUD (N=42) 4.23 L H
Other ADs (N=100) 3.09 L H
NonSUD (N=62) 3.00 L H
SUD (N=38) 3.25 L H
NonSUD, both groups 3.00 L H
SUD, both groups 3.70 L H

Abbreviations: ADs, antidepressants; CGI-S, Clinical Global Impressions-Severity; SUD, substance use

disorder.



