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Supplementary Table 1: Search Strategy

Search Strategy (Pubmed)

#1

#2

#3

44 (#2 OR #3)

#5 (#1 OR #4)

#6

((vortioxetine[ Title/Abstract]) OR Lu AA21004[Title/Abstract])
OR Brintellix[Title/Abstract]

((((anxiety[Title/Abstract]) OR anxiety disorder|[Title/ Abstract])
OR anxiety disorders|Title/Abstract]) OR mood

disorder| Title/Abstract]) OR mood disorders[ Title/Abstract]
Search "Anxiety Disorders"[Mesh]

("Anxiety Disorders"[Mesh]) OR (((((anxiety[Title/Abstract]) OR
anxiety disorder[Title/Abstract]) OR anxiety

disorders|[ Title/Abstract]) OR mood disorder|Title/Abstract]) OR
mood disorders[Title/Abstract])

((("Anxiety Disorders"[Mesh]) OR (((((anxiety[Title/Abstract/])
OR anxiety disorder|Title/Abstract]) OR anxiety

disorders|[ Title/Abstract]) OR mood disorder|[ Title/Abstract]) OR
mood disorders[ Title/Abstract]))) AND

(((vortioxetine[ Title/Abstract]) OR Lu AA21004[Title/Abstract])
OR Brintellix[Title/Abstract])

Filters: Clinical Trial; Randomized Controlled Trial
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Supplementary Figure 1: Search flow for the trial identification and selection process.

2/5

Qin B, et al. BMJ Open 2019; 9:e033161. doi: 10.1136/bmjopen-2019-033161



Supplementary material BMJ Open

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Other bias

~)
~)

Bidzan 2012

N
~
-~

Mahableshwarkar 2014a

. . . . Blinding of participants and personnel (performance bias)

® @ ®|® | ncomplete outcome data (attrition bias)

® @ @ | @ | selective reporting (reporting bias)
X)

Mahableshwarkar 2014b | @

Supplementary Figure 2: Summarized risks of bias for the included studies.
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Vortioxetine

Mahableshwarkar 2014a 43 152 42
Mahableshwarkar 2014b 36 156 36
Total (95% CI) 308

Total events 79 78

Heterogeneity: Chiz = 0.01, df =1 (P = 0.93); 2= 0%
Test for overall effect: Z =0.14 (P = 0.89)

Placebo]

153

310 100.0%

52.1%
167  47.9%

Odds Ratio Odds Ratio
A < o

1.04[0.63, 1.72]
1.01[0.60, 1.71]

1.03 [0.71, 1.47]

05 07 1 15 2
Favours [Vortioxetine] Favours [Placebo]

B

Vortioxetine Placebo QOdds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl|
Bidzan 2012 22 150 25 151 26.8% 0.87 [0.46, 1.62] —
Mahableshwarkar 2014b 39 156 36 157 33.9% 1.12[0.67, 1.88] —
Rothschild 2012 27 152 38 152 39.3% 0.65[0.37, 1.13] — &
Total (95% CI) 458 460 100.0% 0.87 [0.63, 1.20] ﬁ
Total events 88 99
Heterogeneity: Chi? =1.99, df = 2 (P = 0.37); 12 = 0% 01 afz 0f5 : 2 5 15
Test for overall effect: 2 = 0.87 (P = 0.38) Favours [Vortioxetine] Favours [Placebo]
& Vortioxetine Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% ClI M-H. Fixed. 95% CI
Mahableshwarkar 2014a 36 152 42 153 558% 0.82[0.49, 1.37] T
Mahableshwarkar 2014b 45 156 36 157 44.4% 1.36 [0.82, 2.27] &
Total (95% CI) 308 310 100.0% 1.06 [0.74, 1.52]
Total events 81 78
Heterogeneity: Chi2 = 1.89, df = 1 (P = 0.17); I> = 47% ois ui? ; 1f5 2

Test for overall effect: Z = 0.32 (P = 0.75)

Favours [Vortioxetine] Favours [Placebo]

Supplementary Figure 3: Odds ratios (ORs) and 95% confidence intervals (CIs) of the selected

studies and the pooled data, comparing the discontinuation rates for any reason, between the

vortioxetine and placebo groups.

Notes: (A) 2.5-mg/day vortioxetine versus placebo, (B) 5-mg/day vortioxetine versus placebo, and (C)

10-mg/day vortioxetine versus placebo.
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A
Vortioxetine Placebo] Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl 1V, Random, 95% Cl
Mahableshwarkar 2014a 6 162 7 153 49.7% 0.86 [0.28, 2.61]
Mahableshwarkar 2014b 4 157 36 157 50.3% 0.09 [0.03, 0.25] ——
Total (95% CI) 309 310 100.0% 0.27 [0.03, 2.54]
Total events 10 43

ID.DO’\ 0?1 1 1ID ‘IGUDI
Favours [Vortioxetine] Favours [Placebo]

Heterogeneity: Tau® = 2.29; Chi* = 8.42, df = 1 (P = 0.004); I = 88%
Test for overall effect: Z = 1.14 (P = 0.25)

B
Vortioxetine Placebo Odds Ratio 0Odds Ratio
; H. Fi o, -H. Fixed, 95% CI
Bidzan 2012 9 150 6 151 424% 1.54 [0.54, 4.45] L
Mahableshwarkar 2014b 11 156 4 157 28.0% 2.90[0.90, 9.32] T ol
Rothschild 2012 3 152 4 152 29.6% 0.74 [0.16, 3.39] i
Total (95% CI) 458 460 100.0%  1.69 [0.86, 3.32] i
Total events 23 14
Heterogeneity: Chiz = 1.98, df =2 (P = 0.37); I?= 0% o 65 0'2 1 é 2'0

Test for overall effect: 2 = 1.51 (P = 0.13) Favours [Vortioxetine] Favours [Placebo]

c Vortioxetine Placebo Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fix:aﬂﬁi %%“o Cl
Mahableshwarkar 2014a 8 162 7 163 64.1% 1.16 [0.41, 3.28]

Mahableshwarkar 2014b 11 156 4 157 359% 2.90[0.90, 9.32] T =
Total (95% CI) 308 310 100.0% 1.78 [0.84, 3.81] —i—

Total events 19 1" ) ) )

Heterogeneity: Chi* = 1.33, df = 1 (P = 0.25); I = 25%

. ' \
Test for overall effect: Z = 1.50 (P = 0.13) 04 92 U3 : < 2 10

Favours [Vortioxetine] Favours [Placebo]

Supplementary Figure 4: Odds ratios (ORs) and 95% confidence intervals (Cls) of the selected
studies and the pooled data, comparing the discontinuation rates due to adverse events (AEs), between
vortioxetine and placebo groups.

Notes: (A) 2.5-mg/day vortioxetine versus placebo, (B) 5-mg/day vortioxetine versus placebo, and (C)

10-mg/day vortioxetine versus placebo.
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