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Supplementary Figure 1: Risk of Bias 2 assessments

Risk of bias domains
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Domains: Judgement

D1: Bias arising from the randomization process. .

D2: Bias due to deviations from intended intervention. . High

D3: Bias due to missing outcome data. - Some concerns
D4: Bias in measurement of the outcome.

D5: Bias in selection of the reported result. . Low

. No information

Based on assessments of the primary outcomes.
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Supplementary Figure 2: Subgroup analysis of placebo washout on suicides or

suicide attempts

Venlafaxine Placebo Odds ratio Weight
Study Events No events Events No events with 95% ClI (%)
No
Higuchi 2016 1 353 1 182 — 0.52[0.03, 8.29] 13.29
Sheehan 2009 0 95 0 95 1.00[0.02, 50.92] 5.03
Heterogeneity: 12 = 0.00%, H? = 1.00 —il— 0.65[0.07, 6.27]

Testof 6, = 6;: Q(1) =0.07, p =0.79
Testof 8 =0:z=-0.37,p=0.71

Yes

0600B 1-384-US/EU/CA 2 178 3 65 —— 0.24[0.04, 1.49] 4354
600-B-367-EU 1 165 1 82 —a— 0.50[0.03, 8.05] 13.40
Cunningham 1994 0 72 1 75 ——— 0.33[0.01, 8.60] 14.79
Hewett 2009 1 186 0 197 ———=————3,07[0.13, 73.81] 5.01
Schweizer 1994 1 72 0 78 ————=%————3.11[0.13, 74.99] 4.95
Heterogeneity: |2 = 0.00%, H2 = 1.00 - 0.65[0.22, 1.90]

Testof 6, = 6;: Q(4) =3.17, p = 0.53

Testof 8=0:2=-0.79, p=0.43

Overall - 0.65[0.25, 1.71]

Heterogeneity: 12 = 0.00%, H? = 1.00
Testof 6, = 6;: Q(6) =3.24, p = 0.78
Testof 8 =0:z2=-0.87,p=0.38

Test of group differences: Q,(1) = 0.00, p = 1.00

T T
1/64 1/4 4 64

Fixed-effects Mantel-Haenszel model
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Supplementary Figure 3: Trial Sequential Analysis of venlafaxine versus placebo

on serious adverse events

DARIS Pc2.5%; RRR 20%; alpha 2.5%; beta 10%; diversity 58% is a Two-sided graph

Z-Score
s I DARIS Pc 2.5%; RRR 20%; alpha 2.5%; beta 10%; diversity 58% = 105443

Favours
Venlafaxine
IN
1

T
5512 ‘Number of

patients
14 (Linear scaled)

-4 Z-curve




Venlafaxine review: Supplementary material

Supplementary Figure 4: Subgroup analysis of placebo washout on serious

adverse events

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
No
Alvarez 2012 14 99 2 103 —— 6.50[1.51, 27.94] 4.72
EudraCT 2004-000562-13 6 121 2 118 -+ 2.83[058, 13.77] 4.37
EudraCT 2007-007025-51 0 7 0 7 —_—— 1.00[0.02, 44.50] 1.29
Hewett 2009 6 181 9 188 - 0.70[0.25, 1.93] 6.19
Hewett 2010 9 189 2 185 —— 4.25[0.93, 19.41] 4.54
Higuchi 2016 7 347 1 182 —— 3.62[0.45, 29.19] 3.19
Learned 2012 (study 1) 3 130 5 121 —— 0.57[0.14, 2.33] 4.86
Lieberman 2008 (225 mg) 18 99 1 122 —l—— 18.92[ 257, 139.50] 3.37
Sheehan 2009 12 83 4 91 il 3.00[1.00, 8.97] 5.90
Heterogeneity: 12 = 0.75, I? = 56.12%, H? = 2.28 <o 254[1.16, 5.57]
Test of 6, = 6: Q(8) = 16.51, p = 0.04
Testof 6 =0:z=2.33,p=0.02
Yes
0600B 1-384-US/EU/CA 1 179 3 65 ——W—+ 0.13[0.01, 1.19] 2.90
600-B-367-EU 10 155 4 79 1.26[0.41, 3.89] 578
Claghorn 1990 2 77 0 80 5.06[0.25, 103.80] 1.88
Cunningham 1994 4 68 4 72 1.06[0.27, 4.06] 5.06
Cunningham 1997 (IR) 6 90 2 48 1.56[0.33, 7.46] 4.42
Cunningham 1997 (XR) 10 87 2 48 —+— 258[0.59, 11.31] 4.66
Guelfi 1995 4 42 0 47 ———@——— 9.19[0.51, 166.04] 2.01
Mendels 1993 13 221 1 77 —+—— 4.33[0.58, 32.59] 3.33
Nemeroff 2007 10 90 1 101 —#—— 1020[1.33, 78.21] 3.29
Rudolph 1998 40 226 2 90 —— 6.92[1.71, 28.06] 4.90
Rudolph 1999 9 91 4 94 -l 221[0.70, 6.92] 573
Schatzberg 2006 9 93 1 95 ——@——  847[1.09, 65.61] 327
Schweizer 1994 3 70 1 77 —— 3.21[0.34, 30.13] 291
Silverstone 1999 13 15 3 116 —— 4.03[1.18, 13.79] 5.44
Thase 1997 15 80 4 98 - 403[1.39, 11.70] 6.00
Heterogeneity: 12 = 0.64, I? = 50.47%, H? = 2.02 ‘ 275[1.52, 4.98]
Test of 6, = 6;: Q(14) = 17.97, p = 0.21
Testof 8 =0:z=23.34, p=0.00
Overall < 266[1.67, 4.25]

Heterogeneity: 12 = 0.65, I> = 52.00%, H? = 2.08
Test of 6, = 8;: Q(23) = 34.88, p = 0.05
Testof 8 =0:z=4.10, p = 0.00

Test of group differences: Q,(1) = 0.03, p = 0.87

T
1/64 1/4 4 64

Random-effects Sidik—Jonkman model
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Supplementary Figure 5: Meta-analysis of venlafaxine versus placebo on sexual

dysfunction
Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU 2 52 0 26 — 2.45[0.12, 49.36] 6.41
Alvarez 2012 14 99 2 103 —— 6.50[1.51, 27.94] 26.20
Cunningham 1997 (IR) 2 29 0 20 e 3.28[0.17, 64.99] 6.48
Cunningham 1997 (XR) 10 27 0 21 48— 12.16[0.75, 197.55] 7.42
EudraCT 2004-000562-13 2 33 0 40 —_—t 5.69[0.28, 114.74] 6.40
Lieberman 2008 (225 mg) 4 32 1 44 ——— 5.00[0.58, 42.80] 12.39
Mendels 1993 1 223 0 78 —f——®—— 7.73[0.46, 129.71] 7.25
Schatzberg 2006 9 93 1 95 —— 8.47[1.09, 65.61] 13.60
Thase 1997 8 27 1 40 —— 9.37[1.23, 71.31] 13.84
Overall - 6.49[3.02, 13.93]
Heterogeneity: 12 = 0.03, I? = 1.94%, H?> = 1.02
Test of 6,= 6, Q(8) = 1.07, p = 1.00
Testof 8 =0:z2=4.79, p=0.00
T T T

Random-effects Sidik—Jonkman model

s1ara
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Supplementary Figure 6: Meta-analysis of venlafaxine versus placebo on

anorexia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU 2 163 2 81 ——W— 0.50[0.07, 3.51] 6.95
Cunningham 1997 (IR) 6 90 2 48 —— 1.56[0.33, 7.46] 9.21
Cunningham 1997 (XR) 10 87 2 48 —— 2.58[0.59, 11.31] 9.83
EudraCT 2004-000562-13 6 121 2 18 —— 2.83[0.58, 13.77] 9.09
Hewett 2010 9 189 2 185 — 425[0.93, 19.41] 953
Lieberman 2008 (225 mg) 18 99 1 122 —M———18.92[ 257, 139.50] 6.68
Rudolph 1998 40 226 2 90 —i— 6.92[1.71, 28.06] 10.45
Rudolph 1999 9 91 4 94 - 221[0.70, 6.92] 12.76
Silverstone 1999 13 15 3 116 —— 4.03[1.18, 13.79] 11.94
Thase 1997 15 80 4 98 —— 4.03[1.39, 11.70] 13.55
Overall > 3.23[1.75, 5.97]
Heterogeneity: 12 = 0.43, I> = 44.71%, H* = 1.81
Test of 6,= 6, Q(9) =9.45, p = 0.40
Testof 8 =0:z2=3.75, p=0.00

Random-effects Sidik—Jonkman model

s1ara
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Supplementary Figure 7: Meta-analysis of venlafaxine versus placebo on anxiety

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 2 163 2 81 —— 0.50[0.07, 3.51] 10.42
EudraCT 2004-000562-13 0 127 1 119 ——— 0.32[0.01, 7.66] 5.72
Hewett 2009 6 181 9 188 l 0.70[0.25, 1.93] 16.08
Learned 2012 3 130 5 121 —— 0.57[0.14, 2.33] 13.51
Mendels 1993 13 221 1 77 ———— 4.33[0.58, 32.59] 10.04
Nemeroff 2007 10 90 1 101 —M—— 1020[1.33, 78.21] 9.94
Rudolph 1998 10 57 0 26 ————— 8.34[0.51, 137.36] 6.85
Schatzberg 2006 2 100 4 92 —— 0.47[0.09, 2.51] 11.90
Sheehan 2009 12 83 4 91 il 3.00[1.00, 897] 1555
Overall - 1.40[0.57, 3.44]
Heterogeneity: T2 = 1.05, I? = 60.44%, H?> = 2.53
Test of 6, = 6, Q(8) = 15.05, p = 0.06
Testof 6=0:2=0.72, p = 0.47

164 174 4 64

Random-effects Sidik—Jonkman model

13
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Supplementary Figure 8: Meta-analysis of venlafaxine versus placebo on

worsening of depression

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 4 161 0 83 ——l———4.55[0.25, 83.60] 18.97
Cunningham 1994 0 72 1 75 — 0.35[0.01, 8.49] 16.42
Hewett 2009 0 187 3 194 —W—F— 0.15[0.01, 2.89] 18.50
Hewett 2010 1 197 1 186 —— 0.94[0.06, 14.99] 20.54
Sheehan 2009 1 94 2 93 —— 0.50[0.05, 5.42] 25.58
Overall —a— 0.65[0.16, 2.73]
Heterogeneity: 12 = 0.60, I? = 22.54%, H? = 1.29
Testof 6, = 6;: Q(4) =2.92,p = 0.57
Test of 8 =0:z=-0.58, p =0.56

164 1/ 4 64

Random-effects Sidik—-Jonkman model
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Supplementary Figure 9: Meta-analysis of venlafaxine versus placebo on

hypertension
Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU 6 159 3 80 + 1.01[0.26, 3.92] 62.57
Cunningham 1994 3 69 0 76 L 7.38[0.39, 140.48] 19.94
Guelfi 1995 1 45 0 47 L 3.06[0.13, 73.33] 17.49
Overall —— 1.82[0.44, 7.48]

Heterogeneity: 1 = 0.35, I = 18.45%, H?> = 1.23
Testof 8, = 6;: Q(2) = 1.64, p = 0.44
Testof 6 =0:z=0.83, p = 0.41

Random-effects Sidik—Jonkman model
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Supplementary Figure 10: Meta-analysis of venlafaxine versus placebo on

hypotension
Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 1 164 0 83 u 1.52[0.06, 36.87] 30.34
Higuchi 2016 7 347 1 182 —+—Jl——— 3.62[0.45, 29.19] 69.66
Overall ——ell— 2,78 0.47, 16.30]

Heterogeneity: T2 = 0.03, I? = 1.78%, H? = 1.02
Test of 6, = 6: Q(1) = 0.20, p = 0.66
Testof 6=0:2=1.13,p=0.26

Random-effects Sidik—Jonkman model

s1ara
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Supplementary Figure 11: Meta-analysis of venlafaxine versus placebo on

discontinuation symptoms

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
Claghorn 1990 1 78 0 80 . 3.04[0.13, 73.46] 49.99
Schweizer 1994 1 72 0 78 B 3.20[0.13, 77.39] 50.01
Overall — T 3.12[0.33, 29.66]

Heterogeneity: 12 = 0.00, I? = 0.00%, H? = 1.00
Test of 8, = 6;: Q(1) = 0.00, p = 0.98
Testof 6 =0:z2=0.99, p=0.32

Random-effects Sidik—Jonkman model

s1ara
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Supplementary Figure 12: Meta-analysis of venlafaxine versus placebo on fall

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 1 164 0 83 L] 1.52[0.06, 36.87] 49.77
Guelfi 1995 1 45 0 47 i 3.06[0.13, 73.33] 50.23
Overall —_— 2.16 [ 0.23, 20.60]
Heterogeneity: 12 = 0.01, I> = 0.42%, H? = 1.00
Testof 6,=6;: Q(1) =0.09, p = 0.76
Testof 8 =0:z=0.67, p=0.50

1/8 1 8 64

Random-effects Sidik—Jonkman model

s1ara
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Supplementary Figure 13: Meta-analysis of venlafaxine versus placebo on

intentional overdose

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU 0 165 0 83 i 0.51[0.01, 25.28] 25.30
Cunningham 1994 0 72 1 75 ——— 0.35[0.01, 8.49] 55.64
Sheehan 2009 1 94 0 95 —— 1 @——3.00[0.12, 72.73] 19.05
Overall —~— 0.90[0.16, 5.09]

Heterogeneity: I = 0.00%, H? = 1.00
Test of 8, = 8 Q(2) =0.97, p = 0.62
Testof 6=0:z=-0.12, p=0.90

1/64 1}4 4 64

Fixed-effects Mantel-Haenszel model
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Supplementary Figure 14: Meta-analysis of venlafaxine versus placebo on QTc¢

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
Cunningham 1994 0 72 1 75 —W— 0.35[0.01, 8.49] 50.12
Hewett 2010 1 197 0 187 *‘.— 2.83[0.12, 69.14] 49.88

Overall

Heterogeneity: T = 0.63, I> = 19.33%, H> = 1.24
Testof 6,=8: Q(1) = 0.82, p = 0.36

Test of 8 =0:z=-0.00, p =1.00

Random-effects Sidik—-Jonkman model

s1ara

—et

1.00[0.08, 12.26]
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Supplementary Figure 15: Meta-analysis of venlafaxine versus placebo on

syncope

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% ClI (%)
600-B-367-EU 1 164 1 82 i ‘ 0.50[0.03, 7.94] 57.74
Hewett 2009 1 186 1 196 1.05[0.07, 16.72] 42.26
Overall 0.74[0.11, 5.02]
Heterogeneity: > = 0.00%, H? = 1.00
Testof 6,=6;: Q(1) =0.14, p = 0.71
Testof 6=0:2=-0.31,p=0.75

T T T T
116 1/4 1 16

Fixed-effects Mantel-Haenszel model

s1ara
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Supplementary Figure 16: Trial Sequential Analysis of venlafaxine versus

placebo on non-serious adverse events

Venlafaxine

rs
Placebo

DARIS Pc 47.2%; RRR 20%; alpha 2.5%; beta 10%; diversity 95% is a Two-sided graph

DARIS Pc 47.2%; RRR 20%; alpha 2.5%; beta 10%

; diversity 95% = 26608
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Supplementary Figure 17: Subgroup analysis of placebo washout on non-serious

adverse events

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
No
Alvarez 2012 85 28 64 4 | ] 1.23[1.02, 1.49] 3.85
EudraCT 2004-000562-13 92 35 77 43 1.13[0.95 1.34] 3.88
EudraCT 2007-007025-51 4 3 4 3 1.00[0.40, 2.48] 1.84
Hewett 2009 93 94 95 102 1.03[0.84, 1.26] 3.81
Hewett 2010 133 65 12 75 1.12[0.96, 1.31] 3.91
Higuchi 2016 (fixed dose) 131 43 61 30 1.12[0.95 1.33] 3.88
Higuchi 2016 (flexible dose) 147 33 62 30 [ ] 1.21[1.03, 1.42] 3.90
Learned 2012 (study 1) 94 39 77 49 1.16[0.97, 1.38] 3.87
Lieberman 2008 (225 mg) 27 90 16 109 —— 1.80[1.03, 3.17] 276
Sheehan 2009 87 8 85 10 1.02[0.93, 1.12] 3.99
Heterogeneity: 1 = 0.01, I> = 52.13%, H? = 2.09 . 1.13[1.04, 1.23]
Test of 8, = 6;: Q(9) =9.07, p=0.43
Testof 8 =0:z=2.86, p=0.00
Yes
600-B-367-EU (75 mg) 56 27 25 16 1.11[0.83, 1.47] 3.61
600-B-367-EU (150 mg) 53 29 25 17 1.09[0.81, 1.46] 3.59
Claghorn 1990 72 7 59 21 | ] 1.24[1.07, 1.43] 3.92
Cunningham 1994 71 1 56 20 . 1.34[1.17, 1.53] 3.93
Cunningham 1997 (IR) 43 53 5 45 —M——  4.48[1.89, 10.59] 1.95
Cunningham 1997 (XR) 44 53 5 45 —W—— 454[1.92,10.72] 195
Guelfi 1995 36 10 22 25 - 1.67[1.19, 235 3.46
Khan 1991 (75 mg) 23 0 5 3 —— 1.60[0.95, 2.71] 2.89
Khan 1991 (225 mg) 22 0 6 3 —— 1.51[0.95, 2.38] 3.10
Khan 1991 (375 mg) 21 1 6 3 -+ 1.43[0.89, 2.29] 3.06
Khan 1998 (75 mg) 24 72 2 31 ————®———— 412[1.03, 16.52] 1.07
Khan 1998 (150 mg) 19 77 2 31 ————®——— 3.27[080, 1327] 1.05
Khan 1998 (200 mg) 26 68 2 30 ——B@———4.43[1.11, 17.61] 1.07
Luthringer 1996 5 7 6 6 0.83[0.35, 2.00] 1.91
Mendels 1993 (25 mg) 20 59 7 19 0.94[0.45, 1.97] 226
Mendels 1993 (50 - 75 mg) 19 57 7 19 0.93[0.44, 1.95] 224
Mendels 1993 (150 - 200 mg) 17 52 7 19 0.92[0.43, 1.95] 221
Nemeroff 2007 40 60 8 94 ——  510[251, 10.34] 234
Rudolph 1999 36 64 14 84 —— 2.52[1.45, 4.37] 281
Schatzberg 2006 94 8 83 13 1.07[0.97, 1.17] 3.99
Schweizer 1991 (75, 225 and 375 mg) 24 20 4 12 %‘7 2.18[0.90, 5.32] 1.88
Schweizer 1994 63 10 64 14 1.05[0.92, 1.21] 3.93
Silverstone 1999 49 79 20 99 —— 2.28[1.44, 359] 3.1
Thase 1997 34 61 18 84 —— 2.03[1.23, 3.34] 297
Heterogeneity: T2 = 0.23, > =91.19%, H?> = 11.36 ‘ 1.63[1.30, 2.05]
Test of §, = 6;: Q(23) = 83.61, p = 0.00
Testof 8 =0:z2=4.18, p=0.00
Overall ¢ 1.43[1.21, 1.69]
Heterogeneity: T2 = 0.18, I = 92.92%, H? = 14.13
Test of 6, = 8: Q(33) = 99.10, p = 0.00
Testof 8 =0:z=4.21, p =0.00
Test of group differences: Q,(1) = 8.58, p = 0.00
———
172 1 2 4 8 16

Random-effects Sidik—Jonkman model
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Supplementary Figure 18: Meta-analysis of venlafaxine versus placebo on

nausea

Graph

S1aia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 15 68 3 38 S+ 247[076, 805 1.88
600-B-367-EU (150 mg) 22 60 2 40 —— 563[1.39, 2282] 144
Alvarez 2012 38 75 10 9% - 353185 672 405
Claghom 1990 35 44 7 73 - 506(239, 10.71] 3.45
Cunningham 1994 32 40 4 72 —— 8.44[3.14, 2268] 244
Cunningham 1997 (IR) 43 53 5 45 —— 4.48[1.89, 1059 2.93
Cunningham 1997 (XR) 44 53 5 45 —— 454192, 10.72) 2.94
EudraCT 2004-000562-13 27 100 14 106 - 182[1.00, 3.30] 436
EudraCT 2007-007025-51 0 7 0 7 1.00[002, 44.50] 023
Guelfi 1995 8 38 1 46 [—— 8.17[1.06, 62.78] 0.75
Hewett 2009 36 151 21 176 - 1.81[1.10, 298] 502
Hewett 2010 53 145 16 171 E 3 3.13(1.86, 527] 4.86
Higuchi 2016 (fixed dose) 39 135 12 80 L3 172[095, 3.12] 435
Higuchi 2016 (flexible dose) 53 127 12 79 E 3 223[126, 3.96] 4.50
Khan 1998 (75 mg) 8 88 1 32 —— 275[036, 21.17] 075
Khan 1998 (150 mg) 7 89 0 33 —f—=———  526[031, 89.63 041
Khan 1998 (200 mg) 16 78 0 32 1 11.46[0.71, 185.79] 0.42
Learned 2012 29 104 14 12 - 1.96(1.09, 3.54] 4.40
Lieberman 2008 (225 mg) 34 83 16 109 E 3 227(133, 389 474
Mendels 1993 (25 mg) 22 57 3 23 - 2410079, 7.41] 204
Mendels 1993 (50 - 75 mg) 19 57 2 24 —— 325(081, 1301] 146
Mendels 1993 (150-200 mg) 23 56 2 24 —-— 378[0.96, 1497 148
Nemeroff 2007 40 60 8 94 -+ 5.10[251, 10.34] 3.68
Rudolph 1998 (75 mg) 29 60 4 27 - 253[096, 661] 253
Rudolph 1998 (225 mg) 34 55 4 27 —— 296(1.14, 767 257
Rudolph 1998 (375 mg) 51 a7 5 25 - 3.48[153, 789 8.1
Rudolph 1999 36 64 14 84 E 3 252[145, 437 466
Schatzberg 2006 46 56 13 83 E 333[192, 577 467
Schweizer 1994 20 53 1 67 - 194[1.00, 377] 394
Sheehan 2009 36 59 15 80 E 3 240(1.41, 408 479
Silverstone 1999 52 76 33 86 ] 146[1.02, 2.10] 6.09
Thase 1997 34 61 18 84 k3 203123, 334 503
Overall 4 272[226, 3.28]
Heterogeneity: 12 = 0.1, I = 46.43%, H* = 1.87
Test of 6, = 6: Q(31) = 40.06, p = 0.13
Testof .= 0: 2= 10.54, p = 0.00

——

Random-effects Sidik-Jonkman model
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Supplementary Figure 19: Meta-analysis of venlafaxine versus placebo on dry

mouth

Graph

S1aia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 5 78 0 41 ———®———— 550[031, 97.13] 0.63
600-B-367-EU (150 mg) 8 74 0 42 — 8.81[0.52, 148.99) 0.65
Alvarez 2012 19 94 7 98 —— 252[ 1.1, 575 4.46
Claghorn 1990 19 60 12 68 1l 160[0.84, 3.08] 562
Cunningham 1994 21 51 5 7 —— 4.43[1.77, 11.13] 3.93
Cunningham 1997 (IR) 21 75 4 46 —— 273099, 7.53] 3.49
Cunningham 1997 (XR) 16 81 4 46 -+ 206[0.73, 5.84] 337
EudraCT 2004-000562-13 17 110 1 119 ——®%——— 16.06[2.17, 118.84] 1.21
EudraCT 2007-007025-51 1 6 0 7 ———f—=————  300[0.14, 63.15] 056
Guelfi 1995 3 43 3 44 —— 1.02[0.22, 480] 187
Hewett 2009 13 174 1 186 —— 125057, 271] 475
Hewett 2010 35 163 13 174 - 254[1.39, 4.65] 5.99
Higuchi 2016 (fixed dose) 5 169 1 % —_— 261[031, 22.05] 1.08
Higuchi 2016 (flexible dose) 7 173 0 92 = 7.71[0.45, 133.48] 064
Learned 2012 12 121 5 121 T 227(082, 627] 3.48
Lieberman 2008 (225 mg) 30 87 9 116 i 356(1.77, 7.18] 527
Mendels 1993 (25 mg) 14 65 4 22 —— 1.15[042, 3.19] 346
Mendels 1993 (50 - 75 mg) 16 60 3 23 — - 1.82[0.58, 576] 294
Mendels 1993 (150 - 200 mg) 23 56 3 23 —— 252(082, 7.72] 3.6
Nemeroff 2007 24 76 15 87 - 1.63[0.91, 292] 6.15
Rudolph 1998 (75 mg) 16 73 4 27 1.39[0.50, 3.85] 3.47
Rudolph 1998 (225 mg) 19 70 4 27 165[0.61, 4.49] 3.56
Rudolph 1998 (375 mg) 17 7 4 2 145[053, 397] 352
Schatzberg 2006 23 79 14 82 155(0.85, 283] 6.00
Schweizer 1994 14 59 7 71 —— 2.14[0.91, 500] 432
Sheehan 2009 36 59 9 86 - 400(204, 7.84] 547
Silverstone 1999 30 98 14 105 - 199[1.11, 357] 6.15
Thase 1997 17 78 9 93 i 203[0.95 433 488
Overall * 216[1.71, 274]
Heterogeneity: T° = 0.15, I? = 40.74%, H? = 1.69
Test of 6, = 8: Q(27) = 23.19, p = 0.67
Test of 6 = 0:2=6.43, p = 0.00
N
1/4 2 16 128

Random-effects Sidik—Jonkman model
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Supplementary Figure 20: Meta-analysis of venlafaxine versus placebo on

dizziness

Graph

Siaia

Venlafaxine Placebo Risk ratio Weight

Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 15 68 2 39 - 3.70[0.89, 15.44] 265
600-B-367-EU (150 mg) 8 74 2 40 —— 2.05[046, 9.22] 245
Alvarez 2012 14 99 8 97 i 1.63[0.71, 372 525
Claghom 1990 15 64 5 75 —— 3.04[1.16, 7.96] 4.46
Cunningham 1994 12 60 4 72 —-—— 317[1.07, 9.37] 387
Cunningham 1997 (IR) 34 62 3 a7 —— 5.90(191, 18.27] 3.67
Cunningham 1997 (XR) 28 69 3 47 —a— 4.81[1.54, 1505] 3.63
EudraCT 2004-000562-13 6 121 7 13 —a— 0.81[0.28, 2.34] 3.97
Guelfi 1995 4 42 1 46 — = 4.09[047, 3520] 1.36
Hewett 2009 9 178 14 183 —- 0.68[0.30, 153] 534
Hewett 2010 27 171 11 176 - 2.32(1.18, 454] 6.31
Higuchi 2016 (fixed dose) 10 164 % S 264[059, 11.81] 247
Higuchi 2016 (flexible dose) 18 162 88 —— 3.03[0.92, 10.03] 3.41
Khan 1998 (75 mg) 5 91 1 32 —t— 1.72[0.21, 14.18] 1.4
Khan 1998 (150 mg) 2 9 0 33 f#———— 175[0.09, 35.60] 0.74
Khan 1998 (200 mg) 6 88 0 32 = 452[026, 77.99] 0.82
Learned 2012 15 118 1 115 —— 1.29[0.62, 270] 5.83
Mendels 1993 (25 mg) 7 72 3 23 —a— 077[021, 276] 3.1
Mendels 1993 (50 - 75 mg) 17 59 2 24 4 291[072, 11.74] 274
Mendels 1993 (150 - 200 mg) 12 67 2 24 —r 197047, 8.25] 264
Nemeroff 2007 13 87 3 99 —a— 4.42[1.30, 15.04] 3.30
Rudolph 1998 (75 mg) 17 72 1 30 % —— 592[082 4267] 158
Rudolph 1998 (225 mg) 20 69 1 30 [ ®——— 6.97[098, 49.77] 1.59
Rudolph 1998 (375 mg) 21 67 2 28 — 3.58[0.89, 14.37] 276
Rudolph 1999 26 74 7 91 —— 3.64[1.66, 7.99] 5.51
Schatzberg 2006 17 85 5 91 —— 320(1.23, 8.34] 449
Schweizer 1994 12 61 3 75 —— 4.27[1.26, 14.54] 3.30
Sheehan 2009 15 80 3 92 —— 5.00[1.50, 16.71] 3.37
Silverstone 1999 49 79 20 99 k3 228[1.44, 359] 801
Overall * 2.49[1.90, 3.26]
Heterogeneity: 1° = 0.18, I’ = 37.85%, H* = 1.61
Test of 6, = 6: Q(28) = 32.48, p = 0.26
Testof © = 0: 2 =6.64, p = 0.00

_—
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Random-effects Sidik—Jonkman model
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Supplementary Figure 21: Meta-analysis of venlafaxine versus placebo on

sweating

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 8 75 1 40 S 3.95[0.51, 30.54] 230
600-B-367-EU (150 mg) 12 70 0 42 % ——— 1295[0.79, 213.54] 1.29
Alvarez 2012 17 96 2 103 o 7.90[1.87, 3337] 4.18
Claghorn 1990 8 71 1 79 —a— 8.10[1.04, 63.28] 2.28
Cunningham 1994 9 63 1 75 — 9.50[1.23, 73.11] 2.31
Cunningham 1997 (IR) 13 83 1 49 - 6.77[0.91, 50.28] 238
Cunningham 1997 (XR) 18 79 2 48 —a— 464[1.12, 19.20] 4.28
EudraCT 2004-000562-13 12 115 4 116 —— 2.83[0.94, 855 629
Guelfi 1995 7 39 1 46 —— 7.15[0.92, 55.86] 228
Hewett 2009 15 172 7 190 il 2.26[0.94, 541] 856
Hewett 2010 16 182 7 180 i 216[0.91, 5.13] 867
Higuchi 2016 (fixed dose) 3 171 1 91 —_— 1.59[0.17, 15.03] 1.94
Higuchi 2016 (flexible dose) 15 165 1 90 - 7.58[1.02, 56.51] 237
Learned 2012 15 118 3 123 —a— 474[1.40, 15.97] 5.46
Lieberman 2008 (225 mg) 21 96 6 119 —— 374[1.56, 8.94] 859
Mendels 1993 (25 mg) 2 77 0 26 - 1.69[0.08, 34.06] 1.13
Mendels 1993 (50 - 75 mg) 4 72 0 26 —_— 3.16[0.18, 56.71] 1.22
Mendels 1993 (150 - 200 mg) 17 62 0 26 +——®——— 11.81[0.73, 189.85] 1.31
Nemeroff 2007 14 86 2 100 —a— 7.14[1.67, 30.61] 4.12
Rudolph 1999 10 90 3 95 —— 3.27[093, 11.51] 5.17
Schatzberg 2006 1 91 1 95 . 10.35[1.36, 78.67] 233
Schweizer 1994 7 66 0 78 16.01[0.93, 275.48] 1.25
Silverstone 1999 36 92 12 107 . B 279[152, 5.10] 12.56
Thase 1997 13 82 4 98 —— 3.49[1.18, 10.33] 6.44
Schweizer 1991 1 33 0 16 ———®————  869[0.54, 139.48] 1.31
Overall * 3.99[2.88, 5.54]
Heterogeneity: 12 = 0.13, I> = 20.46%, H> = 1.26
Test of 8, = 8;: Q(24) = 13.18, p = 0.96
Test of 6 =0:z=8.28, p=0.00

1}8 1 é 64
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Supplementary Figure 22: Meta-analysis of venlafaxine versus placebo on

somnolence
Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 6 77 1 40 —_— 2.96[0.37, 23.81] 1.07
600-B-367-EU (150 mg) 7 75 1 41 —_— 3.59[0.46, 28.19] 1.10
Claghorn 1990 28 51 11 69 - 258[1.38, 4.81] 8.17
Cunningham 1994 31 41 9 67 - 3.64[1.86, 7.09] 7.46
Cunningham 1997 (IR) 23 73 4 46 —— 2.99[1.10, 8.18] 4.01
Cunningham 1997 (XR) 20 77 5 45 —— 2.06[0.82, 5.17] 4.64
EudraCT 2004-000562-13 12 115 3 117 —— 3.78[1.09, 13.06] 2.80
Guelfi 1995 1 45 0 47 3.06[0.13, 73.33] 0.47
Hewett 2010 9 189 9 178 —— 0.94[0.38, 2.33] 4.78
Higuchi 2016 (fixed dose) 21 153 7 85 —+il— 1.59[0.70, 3.59] 5.58
Higuchi 2016 (flexible dose) 31 149 8 83 il 1.96[0.94, 4.09] 6.52
Khan 1998 (75 mg) 7 89 0 33 ——f——=—————526[0.31, 89.63] 0.59
Khan 1998 (150 mg) 4 92 0 33 ————f—=————— 3.15[0.17, 57.08] 0.57
Khan 1998 (200 mg) 4 90 0 32 ———f—=%————— 3.13[0.17, 56.52] 0.57
Learned 2012 7 126 3 123 — 221[058, 8.36] 247
Lieberman 2008 (225 mg) 22 95 13 112 Hll- 1.81[0.96, 3.42] 7.95
Mendels 1993 (25 mg) 15 64 3 23 —— 1.65[0.52, 5.24] 3.16
Mendels 1993 (50 - 75 mg) 13 63 3 23 —i— 1.48[0.46, 4.79] 3.08
Mendels 1993 (150 - 200 mg) 22 57 3 23 -+ 241[0.79, 7.41] 3.33
Rudolph 1998 (75 mg) 15 74 1 30 ———8———  522[0.72, 37.94] 1.18
Rudolph 1998 (225 mg) 16 73 1 30 ~+———8———  557[0.77, 40.30] 1.19
Rudolph 1998 (375 mg) 23 65 2 28 0 3.92[0.98, 15.65] 2.30
Rudolph 1999 8 92 6 92 —— 1.31[0.47, 3.63] 3.91
Schatzberg 2006 8 94 3 93 — 251[0.69, 9.18] 258
Schweizer 1994 19 54 1 67 -l 1.85[0.94, 3.61] 7.43
Silverstone 1999 17 111 7 112 — 2.26[0.97, 525 5.31
Thase 1997 26 69 11 91 - 254133, 4.85] 7.79
Overall * 2.23[1.78, 2.78]
Heterogeneity: 12 = 0.05, I = 16.92%, H? = 1.20
Test of 8, = 8: Q(26) = 13.23, p = 0.98
Testof 8 =0:z=7.09, p=0.00
. . .
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Supplementary Figure 23: Meta-analysis of venlafaxine versus placebo on

constipation
Venlafaxine Placebo Risk ratio Weight

Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 82 1 40 — 8 0.49[0.03, 7.70] 1.13
600-B-367-EU (150 mg) 5 77 1 41 — 2.56[0.31, 21.22] 1.79
Alvarez 2012 1 102 1 104 ——®—— 10.22[1.34, 77.81] 1.91
Claghorn 1990 1 68 1 79 ———B——— 11,14 [ 1.47, 84.25] 1.92
Cunningham 1994 16 56 3 73 —— 5.63[1.71, 18.51] 4.22
Cunningham 1997 (IR) 14 82 2 48 +—— 3.65[0.86, 15.41] 3.26
Cunningham 1997 (XR) 16 81 2 48 —— 412[0.99, 17.23] 3.30
EudraCT 2004-000562-13 6 121 5 15 —— 1.13[0.36, 3.62] 4.36
Guelfi 1995 2 44 1 46 —_— 2.04[0.19, 21.77] 1.47
Hewett 2010 12 186 3 184 —— 3.78[1.08, 13.18] 3.97
Higuchi 2016 (fixed dose) 17 157 4 88 +— 2.25[0.78, 6.48] 4.86
Higuchi 2016 (flexible dose) 17 163 4 87 -+ 2.15[0.74, 6.20] 4.86
Learned 2012 12 121 9 17 I 1.26[0.55, 2.89] 6.26
Lieberman 2008 (225 mg) 9 108 2 123 —— 4.81[1.06, 21.79] 3.04
Mendels 1993 (25 mg) 6 73 2 24 0.99[0.21, 4.60] 2.97
Mendels 1993 (50 - 75 mg) 9 67 2 24 — 1.54[0.36, 6.67] 3.18
Mendels 1993 (150 - 200 mg) 15 64 2 24 —— 2.47[0.60, 10.08] 3.37
Nemeroff 2007 10 90 5 97 -+ 2.04[0.72, 5.76] 4.98
Rudolph 1998 (75 mg) 17 72 3 28 —+i— 1.97[0.62, 6.28] 4.37
Rudolph 1998 (225 mg) 10 79 3 28 1 1.16[0.34, 3.95] 4.08
Rudolph 1998 (375 mg) 17 71 4 26 1.45[0.53, 3.97] 5.15
Schatzberg 2006 22 80 4 92 —i— 5.18[1.85, 14.47] 5.03
Schweizer 1994 9 64 6 72 —l— 1.60[0.60, 4.28] 5.29
Sheehan 2009 24 71 1 84 - 2.18[1.13, 4.20] 7.55
Silverstone 1999 22 106 13 106 - 1.57[0.83, 2.98] 7.68
Overall * 2.24[1.64, 3.04]
Heterogeneity: 12 = 0.21, 12 = 38.26%, H? = 1.62
Test of 6, = 6;: Q(24) =21.26, p = 0.62
Testof 6 =0:z=5.13, p=0.00
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Supplementary Figure 24: Meta-analysis of venlafaxine versus placebo on

nervousness

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 82 1 40 0.49[0.03, 7.70] 223
600-B-367-EU (150 mg) 2 80 1 41 1.02[0.10, 10.97] 2.89
Claghorn 1990 7 72 6 74 1.18[0.42, 3.36] 9.48
Cunningham 1994 15 57 9 67 - 1.76[0.82, 3.77] 12.78
Guelfi 1995 3 43 0 47 —1—®——7.15[0.38, 134.66] 1.98
Mendels 1993 (25 mg) 4 75 2 24 —— 0.66[0.13, 3.39] 5.26
Mendels 1993 (50 - 75 mg) 7 69 1 25 — 2.39[0.31, 18.55] 3.70
Mendels 1993 (150 - 200 mg) 13 66 1 25 —— - 4.28[0.59, 31.15] 3.90
Rudolph 1998 (75 mg) 19 70 1 30 ——B——  6.62[0.92, 47.40] 3.95
Rudolph 1998 (225 mg) 12 77 1 30 P 418[0.57, 30.84] 3.85
Rudolph 1998 (375 mg) 1 77 2 28 —— 1.88[0.44, 7.98] 6.30
Rudolph 1999 12 88 5 93 i 235[0.86, 6.43] 9.89
Schatzberg 2006 2 100 2 94 —— 0.94[0.14, 6.55] 4.04
Schweizer 1994 10 63 3 75 —— 3.56[1.02, 1243] 7.67
Silverstone 1999 23 105 8 1 l 2.67[1.24, 574] 1273
Thase 1997 16 79 4 98 —— 429[1.49, 12.39] 9.34
Overall <& 2.20[1.43, 3.40]
Heterogeneity: 12 = 0.23, I? = 33.36%, H? = 1.50
Test of 6, = 6;: Q(15) = 11.11, p=0.74
Testof 8 =0:z=23.56, p =0.00
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Supplementary Figure 25: Meta-analysis of venlafaxine versus placebo on

insomnia

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 2 39 — 81— 0.49[0.07, 3.38] 1.36
600-B-367-EU (150 mg) 3 79 1 41 —_— 1.54[0.16, 14.32] 1.04
Alvarez 2012 14 99 5 100 —— 2.60[0.97, 6.97] 4.15
Claghorn 1990 13 66 6 74 11— 219[0.88, 5.48] 4.60
Cunningham 1994 7 65 3 73 —|— 2.46[0.66, 9.16] 2.65
EudraCT 2004-000562-13 14 113 8 112 —+il— 1.65[0.72, 3.80] 5.24
Guelfi 1995 3 43 3 44 —— 1.02[0.22, 4.80] 2.01
Hewett 2009 7 180 4 193 — - 1.84[0.55 6.20] 3.02
Hewett 2010 13 185 8 179 —il— 1.53[0.65 3.62] 5.04
Higuchi 2016 (fixed dose) 4 170 3 89 —— 0.70[0.16, 3.08] 218
Higuchi 2016 (flexible dose) 8 172 3 88 — 1.35[0.37, 4.96] 2.69
Khan 1998 (75 mg) 5 91 0 33 ———®%——————386[0.22, 67.91] 0.65
Khan 1998 (150 mg) 3 93 0 33 ——— % 245[0.13, 46.29] 0.62
Khan 1998 (200 mg) 5 89 0 32 ———=——3.82[0.22, 67.25] 0.65
Learned 2012 7 126 1 115 —— 0.60[0.24, 1.51] 4.61
Mendels 1993 (25 mg) 14 65 4 22 1.15[0.42, 3.19] 3.95
Mendels 1993 (50 - 75 mg) 10 66 4 22 0.86[0.29, 249] 3.67
Mendels 1993 (150 - 200 mg) 19 60 3 23 — 2.08[0.67, 6.48] 3.36
Nemeroff 2007 22 78 14 88 ‘l 1.60[0.87, 2.95] 7.51
Rudolph 1998 (75 mg) 20 69 3 28 - 2.32[0.74, 7.28] 3.32
Rudolph 1998 (225 mg) 18 7 3 28 I 2.09[0.66, 6.61] 3.28
Rudolph 1998 (375 mg) 12 76 3 27 —— 1.36[0.41, 451] 3.09
Schatzberg 2006 10 92 4 92 -+ 2.35[0.76, 7.25] 3.40
Schweizer 1994 15 58 10 68 -l 1.60[0.77, 3.34] 6.13
Sheehan 2009 18 77 8 87 il 2.25[1.03, 4.92] 5.67
Silverstone 1999 41 87 12 107 -l 3.18[1.76, 5.75] 7.73
Thase 1997 33 62 15 87 = B 2.36[1.37, 4.06] 8.40
Overall * 1.73[1.37, 2.19]
Heterogeneity: 12 = 0.10, I = 26.87%, H?> = 1.37
Test of 6, = 6;: Q(26) = 19.55, p = 0.81
Testof 6 =0: z=4.57, p=0.00
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Supplementary Figure 26: Meta-analysis of venlafaxine versus placebo on

asthenia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 5 78 1 40 R 2.47[0.30, 20.46] 2.03
600-B-367-EU (150 mg) 3 79 1 41 —_— 154[0.16, 14.32] 1.84
Alvarez 2012 1 102 6 99 —l— 1.70[0.65, 4.44] 757
Claghorn 1990 5 74 2 78 —— 253[051, 12.67] 3.31
Cunningham 1994 7 65 3 73 |8 2.46[0.66, 9.16] 4.67
EudraCT 2004-000562-13 10 17 2 118 —a— 4.72[1.06, 21.12] 3.75
Guelfi 1995 2 44 0 47 ——f——=———————511[0.25, 103.55] 1.04
Hewett 2009 9 178 4 193 +—— 237[0.74, 7.57] 5.69
Hewett 2010 16 182 13 174 —- 1.16[0.57, 2.35] 11.20
Khan 1998 (75 mg) 5 91 0 33 ——f—=%————— 386[0.22, 67.91] 1.14
Khan 1998 (150 mg) 5 91 0 33 ———®———— 386[022, 67.91] 1.14
Khan 1998 (200 mg) 3 91 0 32 ————®%————— 243[0.13, 4584] 1.09
Learned 2012 13 120 5 121 —i— 2.46[0.90, 6.71] 7.10
Lieberman 2008 (225 mg) 7 110 8 17 0.93[0.35, 250] 7.30
Mendels 1993 (25 mg) 10 69 3 23 1.10[0.33, 3.69] 5.32
Mendels 1993 (50 - 75 mg) 8 68 3 23 0.91[0.26, 3.18] 5.06
Mendels 1993 (150 - 200 mg) 13 66 2 24 —— 214[052, 8.86] 4.10
Nemeroff 2007 10 90 5 97 -+ 2.04[0.72, 5.76] 6.75
Rudolph 1999 10 90 2 96 —a— 490[1.10, 21.79] 3.78
Schatzberg 2006 12 90 5 91 T+ 2.26[0.83, 6.17] 7.07
Schweizer 1994 9 64 10 68 —— 0.96[0.41, 223 9.02
Overall L 1.78[1.30, 2.43]
Heterogeneity: 12 = 0.10, I = 19.72%, H2 = 1.25
Test of §, = 8;: Q(20) = 12.71, p = 0.89
Testof 6 =0:z=3.58, p=0.00
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Supplementary Figure 27: Meta-analysis of venlafaxine versus placebo on

tremor

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 3 80 2 39 0.74[0.13, 4.26] 8.49
600-B-367-EU (150 mg) 2 80 1 M 1.02[0.10, 10.97] 5.50
Alvarez 2012 6 107 3 102 1.86[0.48, 7.24] 11.42
Claghorn 1990 2 77 0 80 5.06 [ 0.25, 103.80] 3.71
EudraCT 2004-000562-13 4 123 3 17 1.26[0.29, 5.51] 10.44
Guelfi 1995 2 45 2 45 1.00[0.15, 6.81] 7.50
Hewett 2010 10 188 2 185 4.72[1.05, 21.27] 10.21
Learned 2012 7 126 5 121 1.33[0.43, 4.07] 13.75
Rudolph 1999 9 91 1 97 —— 8.82[1.14, 68.32] 6.85
Schatzberg 2006 6 96 0 96 1224 [0.70, 214.43] 4.06
Sheehan 2009 5 90 0 95 ——®— 11.00[0.62, 196.19] 4.02
Silverstone 1999 13 115 4 115 —l— 3.02[1.01, 9.01] 14.06
Overall > 2.30[1.22, 4.32]

Heterogeneity: 12 = 0.43, I? = 37.02%, H? = 1.59
Testof 6,=6;: Q(11) =9.88, p = 0.54
Testof 6 =0:z2=2.57, p=0.01
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Supplementary Figure 28: Meta-analysis of venlafaxine versus placebo on

decreased appetite

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
Higuchi 2016 (fixed dose) 4 170 0 91 = 4.73[0.26, 86.93] 9.13
Higuchi 2016 (flexible dose) 4 176 1 91 I . 2.04[0.23, 18.03] 16.27
Learned 2012 2 131 1 125 — 1.89[0.17, 20.64] 13.54
Schatzberg 2006 1 91 4 92 +—— 2.59[0.85 7.85] 61.06
Overall -~ 2.52[1.04, 6.09]

Heterogeneity: T = 0.01, I> = 1.04%, H?> = 1.01
Test of 6,=6;: Q(3) =0.27, p = 0.97
Testof 8=0:2=2.06, p=0.04
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Supplementary Figure 29: Meta-analysis of venlafaxine versus placebo on

abdominal pain

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 2 39 0.10[0.00, 2.04] 8.14
600-B-367-EU (150 mg) 2 80 1 41 1.02[0.10, 10.97] 11.43
EudraCT 2004-000562-13 8 119 1 109 0.69[0.29, 1.65] 26.35
Hewett 2010 9 189 8 179 1.06[0.42, 2.70] 25.66
Higuchi 2016 (fixed dose) 5 169 3 88 0.87[0.21, 3.57] 19.85
Higuchi 2016 (flexible dose) 0 180 4 88 —— B — 0.06[0.00, 1.05] 858
Overall - 0.58[0.22, 1.57]

Heterogeneity: T2 = 0.77, I? = 58.37%, H? = 2.40
Test of 6, = 6;: Q(5) = 5.40, p = 0.37
Testof 8=0:z2=-1.07,p=0.28
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Supplementary Figure 30: Meta-analysis of venlafaxine versus placebo on

abnormal dreams

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 + 0.99[0.09, 10.58] 32.19
600-B-367-EU (150 mg) 0 82 0 42 — 0.52[0.01, 25.66] 16.10
Cunningham 1997 (IR) 7 89 0 50 ————— 7.89[0.46, 135.33] 25.63
Cunningham 1997 (XR) 12 85 0 50 +—M———13.01[0.79, 215.32] 26.08
Overall ~ 2.97[0.51, 17.25]

Heterogeneity: 12 = 1.04, I> = 32.26%, H? = 1.48
Test of 8, = 6;: Q(3) =3.11, p = 0.37
Testof 6=0:z=1.21,p=0.23
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Supplementary Figure 31: Meta-analysis of venlafaxine versus placebo on

abnormal vision

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 — 8 0.17[0.01, 4.00] 5.77
600-B-367-EU (150 mg) 0 82 0 42 o E— 0.52[0.01, 25.66] 4.03
Alvarez 2012 6 107 2 103 -+ 2.79[0.58, 13.51] 16.06
EudraCT 2004-000562-13 3 124 0 120 ——®—6.62[0.35, 126.78] 6.54
Guelfi 1995 1 45 0 47 —®— 3.06[0.13, 73.33] 5.78
Lieberman 2008 (225 mg) 5 112 3 122 —— 1.78[0.44, 7.29] 18.21
Schatzberg 2006 8 94 5 91 —- 1.51[0.51, 4.44] 23.23
Sheehan 2009 10 85 3 92 —l— 3.33[0.95, 11.73] 20.38
Overall > 1.95[0.85, 4.47]
Heterogeneity: 12 = 0.46, I? = 35.92%, H? = 1.56
Testof 6,=6;: Q(7) = 4.60, p = 0.71
Testof 6 =0:z=1.58, p=0.11
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Supplementary Figure 32: Meta-analysis of venlafaxine versus placebo on

agitation

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 2 81 0 41 — 250[0.12, 50.91] 15.32
600-B-367-EU (150 mg) 2 80 0 42 — 259[0.13, 52.76] 15.32
Cunningham 1994 7 65 0 76 +—l——15.82[0.92, 272.09] 16.62
Guelfi 1995 1 45 0 47 — 3.06[0.13, 73.33] 14.21
Learned 2012 1 132 4 122 —— 0.24[0.03, 2.09] 23.28
Schatzberg 2006 2 100 0 96 — 471[0.23, 96.84] 15.25
Overall > 2.24[0.55  9.03]
Heterogeneity: 12 = 0.94, I = 31.15%, H> = 1.45
Testof 6, = 6: Q(5) =6.14, p =0.29
Testof 6 =0:z=1.13,p=0.26
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Supplementary Figure 33: Meta-analysis of venlafaxine versus placebo on back

pain

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 0 83 1 40 B 0.17[0.01, 4.00] 7.81
600-B-367-EU (150 mg) 1 81 1 41 —————®{———051[0.03, 7.99] 10.42
EudraCT 2004-000562-13 3 124 6 114 4— 0.47[0.12, 1.85] 40.72
Schatzberg 2006 3 99 6 90 — 0.47[0.12, 1.83] 41.05
Overall > 0.44[0.18, 1.07]
Heterogeneity: 12 = 0.03, I> = 2.67%, H? = 1.03
Test of 6, =6, Q(3) =0.39, p = 0.94
Testof 6=0:z=-1.81,p=0.07
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Supplementary Figure 34: Meta-analysis of venlafaxine versus placebo on

increased blood pressure

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
Higuchi 2016 (fixed dose) 4 170 1 91 . 2.11[0.24, 18.65] 20.08
Higuchi 2016 (flexible dose) 5 175 1 90 L 2.53[0.30, 21.32] 20.89

Schatzberg 2006 5 97 5 91 i 0.94[0.28, 3.15] 59.03
Overall 1.36[0.50, 3.70]
Heterogeneity: T2 = 0.06, I? = 6.64%, H?> = 1.07

Test of 6, = 6: Q(2) = 0.84, p = 0.66
Testof 8 =0:2=0.60, p=0.55
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Supplementary Figure 35: Meta-analysis of venlafaxine versus placebo on

coughing

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 1 82 0 41 - 1.50[0.06, 36.04] 17.33
600-B-367-EU (150 mg) 1 81 1 41 —— 0.51[0.03, 7.99] 23.07
Schatzberg 2006 2 100 4 92 —l— 0.47[0.09, 2.51] 59.60
Overall —atll— 0.59[0.15, 2.23]

Heterogeneity: 12 = 0.05, I> = 3.02%, H? = 1.03
Testof 6,=6;: Q(2) =0.41, p = 0.81
Testof 6 =0:2=-0.78, p =0.43
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Supplementary Figure 36: Meta-analysis of venlafaxine versus placebo on

diarrhoea

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 3 80 3 38 — 0.49[0.10, 2.34] 3.53
600-B-367-EU (150 mg) 1 81 3 39 e 0.17[0.02, 1.59] 3.48
Alvarez 2012 5 108 5 100 0.93[0.28, 3.12] 4.55
Cunningham 1994 7 65 5 71 1.48[0.49, 4.45] 4.27
Cunningham 1997 (IR) 5 91 3 47 0.87[0.22, 3.48] 3.46
Cunningham 1997 (XR) 13 84 3 47 ——®—— 2.23[0.67, 7.48] 3.48
EudraCT 2004-000562-13 3 124 6 114 —— 0.47[0.12, 1.85] 5.42
EudraCT 2007-007025-51 0 7 2 5 ———®%———— 0.20[0.01, 3.54] 2.20
Guelfi 1995 0 46 1 46 0.34[0.01, 8.15] 1.30
Hewett 2010 10 188 9 178 1.05[0.44, 2.53] 8.13
Higuchi 2016 (fixed dose) 6 168 3 88 1.05[0.27, 4.09] 3.46
Higuchi 2016 (flexible dose) 8 172 4 88 1.02[0.32, 3.31] 4.65
Learned 2012 8 125 8 118 0.95[0.37, 245] 7.21
Nemeroff 2007 9 91 9 93 1.02[0.42, 2.46] 7.82
Rudolph 1999 14 86 9 89 1.52[0.69, 3.36] 7.98
Schatzberg 2006 12 90 13 83 0.87[0.42, 1.81] 11.76
Silverstone 1999 22 106 19 100 1.08[0.61, 1.89] 17.29
Overall 1.00[0.78, 1.28]

Heterogeneity: 12 = 0.00%, H? = 1.00
Test of 6, = 6: Q(16) = 9.58, p = 0.89
Testof 8 =0:z=-0.02, p=0.99
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Supplementary Figure 37: Meta-analysis of venlafaxine versus placebo on

dyspepsia

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 2 39 ——®——— 0.49[0.07, 3.38] 5.78
600-B-367-EU (150 mg) 1 81 2 40 e E— 0.26[0.02, 2.74] 3.91
Cunningham 1994 2 70 5 71 — 0.42[0.08, 2.11] 8.01
Learned 2012 2 131 2 124 0.95[0.14, 6.62] 5.67
Nemeroff 2007 9 91 16 86 0.57[0.27, 1.24] 25.56
Schatzberg 2006 1 91 8 88 1.29[0.54, 3.08] 21.72
Silverstone 1999 13 115 16 103 0.76[0.38, 1.50] 29.35
Overall 0.72[0.44, 1.16]

Heterogeneity: 12 = 0.08, I> = 20.08%, H? = 1.25
Test of 8, = 8;: Q(6) = 3.48, p = 0.75
Testof 6 =0:z2=-1.36,p=0.17

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 38: Meta-analysis of venlafaxine versus placebo on

flatulence

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —— 0.17[0.01, 4.00] 41.93
600-B-367-EU (150 mg) 0 82 0 42 L] 0.52[0.01, 25.66] 28.25

EudraCT 2007-007025-51 0 7 0 7 T 1.00[0.02, 44.50] 29.82
Overall 0.39[0.05, 3.22]
Heterogeneity: 12 = 0.12, I? = 3.51%, H> = 1.04

Test of 8, = 6: Q(2) =0.53, p = 0.77
Testof 6 =0:z=-0.87, p=0.38
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Supplementary Figure 39: Meta-analysis of venlafaxine versus placebo on

headache

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 72 5 36 —— 1.09[0.40, 2.92] 1.76
600-B-367-EU (150 mg) 7 75 6 36 — 0.60[0.21, 1.67] 1.65
Alvarez 2012 32 81 26 79 1.14[0.73, 1.78] 6.73
Claghorn 1990 21 58 17 63 1.25[0.72, 219] 4.75
Cunningham 1994 22 50 25 51 0.93[0.58, 1.49] 6.12
EudraCT 2004-000562-13 29 98 34 86 0.81[0.53, 1.24] 7.09
EudraCT 2007-007025-51 0 7 1 6 0.33[0.02, 7.02] 0.20
Guelfi 1995 2 44 4 43 0.51[0.10, 2.65] 0.66
Hewett 2009 25 162 19 178 1.39[0.79, 2.43] 471
Hewett 2010 28 170 31 156 0.85[0.53, 1.37] 6.19
Higuchi 2016 (fixed dose) 16 158 7 85 1.21[0.52, 2.83] 2.31
Higuchi 2016 (flexible dose) 18 162 7 84 1.30[0.56, 3.00] 2.39
Learned 2012 28 105 24 102 1.11[0.68, 1.80] 5.86
Mendels 1993 (25 mg) 20 59 7 19 0.94[0.45, 1.97] 2.98
Mendels 1993 (50 - 75 mg) 19 57 7 19 0.93[0.44, 1.95] 2.94
Mendels 1993 (150 - 200 mg) 17 62 7 19 0.80[0.37, 1.71] 2.83
Nemeroff 2007 36 64 34 68 1.08[0.74, 1.58] 8.34
Rudolph 1998 (75 mg) 23 66 7 24 1.14[0.55, 2.40] 2.96
Rudolph 1998 (225 mg) 23 66 7 24 1.14[0.55, 2.40] 2.96
Rudolph 1998 (375 mg) 22 66 8 22 0.94[0.47, 1.88] 3.31
Schatzberg 2006 27 75 21 75 1.21[0.74, 1.99] 5.69
Schweizer 1994 19 54 21 57 0.97[0.57, 1.65] 5.13
Silverstone 1999 57 71 59 60 0.90[0.69, 1.17] 1245
Overall 1.01[0.88, 1.15]

Heterogeneity: 12 = 0.02, I = 19.96%, H? = 1.25
Testof 6, = 8: Q(22) = 8.69, p = 0.99
Testof 8 =0:z=0.09, p=0.93
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Supplementary Figure 40: Meta-analysis of venlafaxine versus placebo on

infection

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 3 80 2 39 0.74[0.13, 4.26] 6.51
600-B-367-EU (150 mg) 0 82 1 41 0.17[0.01, 4.15] 4.81
Cunningham 1994 8 64 7 69 1.21[0.46, 3.16] 16.57
EudraCT 2004-000562-13 2 125 10 110 + 0.19[0.04, 0.84] 25.02
Mendels 1993 (25 mg) 10 69 2 24 —#—— 165[0.39, 7.03] 7.32
Mendels 1993 (50 - 75 mg) 3 73 2 24 —a— 0.51[0.09, 290] 7.25
Mendels 1993 (150 - 200 mg) 7 72 1 25 —®——230[0.30, 17.86] 3.66
Rudolph 1999 13 87 6 92 +il— 2.12[0.84, 5.36] 14.74
Schweizer 1994 3 70 6 72 —— 0.53[0.14, 2.06] 14.11
Overall < 0.93[0.61, 1.43]
Heterogeneity: I? = 28.97%, H? = 1.41
Testof 6, = 6:Q(8) =11.26,p=0.19
Testof 6 =0:2=-0.31,p=0.75

T T T
1128 1116 12 4

Fixed-effects Mantel-Haenszel model




Venlafaxine review: Supplementary material

Supplementary Figure 41: Meta-analysis of venlafaxine versus placebo on

influenza

Venlafaxine Placebo Risk ratio Weight

Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 2 81 2 39 —— 0.49[0.07, 3.38] 16.83
600-B-367-EU (150 mg) 0 82 1 4 — 0.17[0.01, 4.15] 7.93
Guelfi 1995 1 45 1 46 1.02[0.07, 15.85] 10.09
Hewett 2010 4 194 9 178 0.42[0.13, 1.34] 28.62
Rudolph 1999 7 93 4 94 1.72[0.52, 5.67] 27.92
Schatzberg 2006 2 100 0 96 4.71[0.23, 96.84] 8.62
Overall 0.80[0.30, 2.14]

Heterogeneity: 12 = 0.52, 1> = 37.51%, H> = 1.60
Test of 6, = 8;: Q(5) = 5.23, p = 0.39
Testof 6 =0:z=-0.44, p =0.66

1/1‘28 1)8 2 32

Random-effects Sidik—Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 42: Meta-analysis of venlafaxine versus placebo on

malaise

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —a— 0.17[0.01, 4.00] 13.08
600-B-367-EU (150 mg) 0 82 0 42 L] 0.52[0.01, 25.66] 9.25
Higuchi 2016 (fixed dose) 9 165 2 90 —l— 2.38[0.52, 10.78] 35.52
Higuchi 2016 (flexible dose) 1 169 3 88 —— 1.85[0.53, 6.48] 42.15
Overall - 1.31[0.37, 4.69]
Heterogeneity: T2 = 0.59, 12 = 36.17%, H? = 1.57
Test of 6, = 6;: Q(3) =2.58, p = 0.46
Testof 8 =0:z2=0.42, p =0.67

T T
1128 1/16 12 4

Random-effects Sidik—Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 43: Meta-analysis of venlafaxine versus placebo on

nasopharyngltls

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
Alvarez 2012 4 109 9 % — B 0.41[0.13, 1.30]  9.04
Hewett 2010 11 187 9 178 ———1.15[0.49, 2.72] 14.83
Higuchi 2016 (fixed dose) 35 139 20 72 —— 0.93[0.57, 1.51] 32.95
Higuchi 2016 (flexible dose) 32 148 21 70 —— 0.77[0.47, 1.26] 32.84
Learned 2012 6 127 7 119 | 0.81[0.28, 2.35] 10.34

Overall - 0.83[0.57, 1.19]
Heterogeneity: 12 = 0.04, I> = 25.40%, H? = 1.34
Test of 6, = 8: Q(4) =2.27, p = 0.69

Testof 6 =0:z=-1.02, p=0.31

Random-effects Sidik—-Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 44: Meta-analysis of venlafaxine versus placebo on

palpitations

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 0 83 1 40 — B 0.17[0.01, 4.00] 6.53
600-B-367-EU (150 mg) 3 79 1 M — 1.54[0.16, 14.32] 12.13
Higuchi 2016 (fixed dose) 8 166 2 89 —— 2.09[0.45, 9.65] 21.78
Higuchi 2016 (flexible dose) 6 174 3 89 —— 1.02[0.26, 3.99] 25.44
Learned 2012 5 128 2 124 —— 2.37[0.47, 11.99] 20.01
Rudolph 1998 (75 mg) 1 22 0 13 — @ —— 1.75[0.08, 40.11] 6.71
Rudolph 1998 (225 mg) 2 20 0 13 — 1 @——3.04[0.16, 58.90] 7.41
Overall - 1.48[0.63, 3.47]
Heterogeneity: T = 0.26, 1> = 19.73%, H*=1.25
Test of 6= 6, Q(6) =2.85, p = 0.83
Testof 8=0:2=0.91,p=0.36

T T
1128 1/8 2 32

Random-effects Sidik—Jonkman model
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Venlafaxine review: Supplementary material

Supplementary Figure 45: Meta-analysis of venlafaxine versus placebo on

rhinitis

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 I E— 0.99[0.09, 10.58] 11.97
600-B-367-EU (150 mg) 1 81 0 42 e e —— 1.55[0.06, 37.35] 5.89
Cunningham 1994 5 67 0 76 = 11.60[ 0.65, 206.14] 4.35
Schweizer 1994 4 69 9 69 — 0.47[0.15, 1.48] 77.79
Overall - 1.08[0.49, 2.40]
Heterogeneity: I? = 36.15%, H? = 1.57
Test of ©, = 6: Q(3) =4.70, p = 0.20
Testof 6 =0:z=0.20, p=0.84

T T T

Fixed-effects Mantel-Haenszel model




Venlafaxine review: Supplementary material

Supplementary Figure 46: Meta-analysis of venlafaxine versus placebo on

tachycardia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
EudraCT 2004-000562-13 0 127 0 120 4‘7 0.95[0.02, 47.27] 6.85
Higuchi 2016 (fixed dose) 4 170 0 92 —F—®——— 478[0.26, 87.88] 11.78
Higuchi 2016 (flexible dose) 7 173 0 91 ———B———7.62[0.44, 132.03] 12.21
Learned 2012 4 129 4 122 —— 0.95[0.24, 3.71] 38.60
Lieberman 2008 (225 mg) 5 112 2 123 — 267[0.53, 13.50] 30.56
Overall - 2.03[0.70, 5.85]
Heterogeneity: 72 = 0.27, 12 = 17.99%, H? = 1.22
Test of 8, = 8: Q(4) = 2.59, p = 0.63
Testof 8=0:z2=1.31,p=0.19

1/32 1}2 é 1é8

Random-effects Sidik-Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 47: Meta-analysis of venlafaxine versus placebo on

urinary frequency

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 — 0.17[0.01, 4.00] 21.25
600-B-367-EU (150 mg) 0 82 0 42 = 0.52[0.01, 25.66] 15.04
Schatzberg 2006 6 96 3 93 — 1l 1.88[0.48, 7.32] 63.71
Overall el 0.93[0.18, 4.70]
Heterogeneity: 12 = 0.60, I = 23.70%, H? = 1.31
Testof 6, = 6;: Q(2) =2.08, p =0.35
Testof 8 =0:z=-0.09, p=0.93

1/1‘28 1/‘16 1}2 4‘1

Random-effects Sidik—Jonkman model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 48: Meta-analysis of venlafaxine versus placebo on

vertigo

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 :i: 0.99[0.09, 10.58] 11.39
600-B-367-EU (150 mg) 2 80 1 M 1.02[0.10, 10.97] 11.38
EudraCT 2004-000562-13 9 118 5 115 *'.* 1.70[0.59, 4.93] 43.14
Guelfi 1995 0 46 1 46 —_— 0.34[0.01, 8.15] 6.58
Higuchi 2016 (fixed dose) 4 170 1 90 ———B—— 2.09[0.24, 18.44] 13.32
Higuchi 2016 (flexible dose) 6 174 1 91 —+—B———3.07[0.37, 25.09] 14.19

Overall - 1.52[0.66, 3.49]
Heterogeneity: 12 = 0.12, 1> = 10.59%, H? = 1.12
Test of 6,=6;: Q(5) = 1.64, p = 0.90

Testof 8 =0:2=0.98, p=0.33

T T
1/64 1/8 1 8

Random-effects Sidik—Jonkman model
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Venlafaxine review: Supplementary material

Supplementary Figure 49: Meta-analysis of venlafaxine versus placebo on

vomiting

Venlafaxine Placebo Risk ratio Weight

Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 0.99[0.09, 10.58] 6.32
600-B-367-EU (150 mg) 3 79 1 41 1.54[0.16, 14.32] 6.90
Alvarez 2012 4 109 1 104 3.72[0.42, 32.72] 7.5
EudraCT 2004-000562-13 3 124 2 118 1.42[0.24, 8.34] 9.34
Guelfi 1995 0 46 2 45 0.20[0.01, 4.14] 4.37
Higuchi 2016 (fixed dose) 5 169 3 89 0.88[0.22, 3.61] 12.00
Higuchi 2016 (flexible dose) 4 176 4 87 —— 0.51[0.13, 1.98] 12.39
Lieberman 2008 (225 mg) 3 114 0 125 —————7.47[0.39, 143.17] 451
Nemeroff 2007 1 89 2 100 —— 5.61[1.28, 24.67] 11.41
Schatzberg 2006 9 93 2 94 4.24[0.94, 19.11] 11.21
Sheehan 2009 9 86 4 91 1

+
Il 225[0.72, 7.06] 14.41
o

Overall 1.74[0.86, 3.49]
Heterogeneity: 12 = 0.54, I = 41.12%, H* = 1.70
Test of 6, =6 Q(10) = 11.62, p = 0.31

Testof 8 =0:z=1.55,p=0.12

1/64 1/4 4 64

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 50: Meta-analysis of venlafaxine versus placebo on

weight loss

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 2 81 0 41 Il 250[0.12, 50.91] 26.35
600-B-367-EU (150 mg) 1 81 0 42 ——fl——  155[0.06, 37.35] 23.69
Guelfi 1995 2 44 0 47 74.7 5.11[0.25, 103.55] 26.42
Schatzberg 2006 1 101 0 96 —l—— 283[0.12, 68.52] 2355
Overall —~ri—— 278059, 13.11]
Heterogeneity: T = 0.02, I = 0.64%, H?> = 1.01
Test of 8, = 6:: Q(3) = 0.29, p = 0.96
Testof 8=0:z=1.29, p=0.20

T T T

Random-effects Sidik—Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 51: Meta-analysis of venlafaxine versus placebo on

abnormality of accommodation

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 0 83 0 41 . E— 0.50[0.01, 24.76] 9.16
600-B-367-EU (150 mg) 2 80 0 42 —®— 259[0.13, 52.76] 14.93
Cunningham 1994 7 65 3 73 -+l— 2.46[0.66, 9.16] 60.94
Guelfi 1995 2 44 0 47 ———®—5.11[0.25, 103.55] 14.97
Overall - 2.39[0.72, 7.99]
Heterogeneity: 2 = 0.17, I> = 8.94%, H*=1.10
Test of 6, = 6: Q(3) = 0.87, p =0.83
Testof 6=0:z=1.42,p=0.16

T T
1/64 1/4 4 64

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 52: Meta-analysis of venlafaxine versus placebo on

pruritis

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 2 81 0 41 :t 250[0.12, 50.91] 25.05
600-B-367-EU (150 mg) 1 81 0 42 1.55[0.06, 37.35] 23.50
Guelfi 1995 2 44 0 47 ——Jl—5.11[0.25, 103.55] 25.09
Schatzberg 2006 0 102 5 91 — | 0.09[0.00, 1.53] 26.37
Overall R 1.10[0.15, 7.89]

Heterogeneity: T = 1.68, I = 41.43%, H* = 1.71
Testof 6, =6, Q(3) =4.34,p=0.23
Testof 8 =0:z=0.09, p=0.93

1/1‘28 1)8 2 32

Random-effects Sidik—Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 53: Meta-analysis of venlafaxine versus placebo on

vasodilation
Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 0 83 1 40 0.17[0.01, 4.00] 19.47
600-B-367-EU (150 mg) 3 79 2 40 0.77[0.13, 4.42] 55.00
Guelfi 1995 1 45 1 46 1.02[0.07, 15.85] 25.53
Overall 0.61[0.14, 2.63]

Heterogeneity: 1 = 0.21, 12 = 11.26%, H2=1.13
Testof 6, = 8;: Q(2) = 0.84, p = 0.66
Testof 6 =0:z=-0.66, p = 0.51

T T T
1128 1/16 12 4

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 54: Meta-analysis of venlafaxine versus placebo on neck

pain

Venlafaxine Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 i 0.50[0.01, 24.76] 26.84
600-B-367-EU (150 mg) 1 81 —l— 0.51[0.03, 7.99] 53.24
Guelfi 1995 1 45 ——#——3.06[0.13, 73.33] 19.92
Overall . 1.02[0.19, 5.46]
Heterogeneity: 12 = 0.00%, H? = 1.00
Testof 6, = 6;: Q(2) = 0.83, p = 0.66
Testof 6 =0:2=0.02, p=0.98

1/64 1}4 4‘1. 6‘4

Fixed-effects Mantel-Haenszel model
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Venlafaxine review: Supplementary material

Supplementary Figure 55: Meta-analysis of venlafaxine versus placebo on pain

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 1 82 1 40 0.49[0.03, 7.70] 30.78
600-B-367-EU (150 mg) 3 79 1 41 1.54[0.16, 14.32] 42.83
Guelfi 1995 2 44 0 47 5.11[0.25, 103.55] 26.39
Overall 1.49[0.28, 7.93]

Heterogeneity: 1 = 0.40, I> = 18.16%, H> = 1.22
Testof 8, = 6:Q(2) =1.26, p =0.53
Testof 6 =0:z2=0.47,p=0.64

1/‘16 12 4 32

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 56: Meta-analysis of venlafaxine versus placebo on

increased salivation

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 1 82 0 41 + 1.50 [ 0.06, 36.04] 37.38
600-B-367-EU (150 mg) 0 82 0 42 i 0.52[0.01, 25.66] 25.15
Guelfi 1995 1 45 0 47 ——+——3.06[0.13, 73.33] 37.47
Overall —i— 1.50[0.21, 10.91]

Heterogeneity: 12 = 0.11, I? = 3.53%, H?> = 1.04
Testof 6,=6;: Q(2) =0.48, p=0.79
Testof 8 =0:z=0.40, p=0.69

1/64 1/4 4 64

Random-effects Sidik—Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 57: Meta-analysis of venlafaxine versus placebo on

tongue discolouration

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 0 41 L] 0.50[0.01, 24.76] 28.49
600-B-367-EU (150 mg) 0 82 0 42 L] 0.52[0.01, 25.66] 28.49
Guelfi 1995 0 46 1 46 ———+—— 034[001, 815 43.03
Overall — 0.43[0.05, 3.44]

Heterogeneity: 12 = 0.00, I = 0.02%, H? = 1.00
Testof 6, = 8;: Q(2) = 0.04, p =0.98
Testof 8 =0:z=-0.80, p=0.42

164 158 1 8

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 58: Meta-analysis of venlafaxine versus placebo on

hypochromic anaemia

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 1 82 0 41 + 1.50[0.06, 36.04] 37.38
600-B-367-EU (150 mg) 0 82 0 42 L] 0.52[0.01, 25.66] 25.15
Guelfi 1995 1 45 0 47 ——+J——3.06[0.13, 73.33] 37.47
Overall e 1.50[0.21, 10.91]

Heterogeneity: 12 = 0.11, I? = 3.53%, H* = 1.04
Testof 6,=6;: Q(2) =0.48, p=0.79
Testof 8 =0:z=0.40, p=0.69

T
1/64 1/4 4 64

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 59: Meta-analysis of venlafaxine versus placebo on

hypercholesterolemia

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 0 41 0.50[0.01, 24.76] 21.18
600-B-367-EU (150 mg) 0 82 0 42 0.52[0.01, 25.66] 21.18
Guelfi 1995 1 45 2 45 — 0.51[0.05, 5.44] 57.64
Overall el 0.51[0.08, 3.07]
Heterogeneity: 12 = 0.00, I = 0.00%, H? = 1.00
Test of 6, = 8;: Q(2) = 0.00, p = 1.00
Testof 8 =0:z2=-0.73, p =0.46

1/é4 1)8 1

Random-effects Sidik—Jonkman model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 60: Meta-analysis of venlafaxine versus placebo on

bronchitis
Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 2 81 0 41 ——Jl— 250[0.12, 50.91] 39.74
600-B-367-EU (150 mg) 0 82 0 42 ] 0.52[0.01, 25.66] 24.26
Guelfi 1995 1 45 0 47 ———l———3.06[0.13, 73.33] 36.00
Overall —~ i 1.84[0.26, 13.00]

Heterogeneity: 12 = 0.15, 1> = 4.77%, H?> = 1.05
Testof 6,=6;: Q(2) =0.54, p =0.76
Testof 6 =0:2=0.61,p=0.54

1/64 1/4 4 64

Random-effects Sidik—Jonkman model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 61: Meta-analysis of venlafaxine versus placebo on

pharyngitis
Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 4 79 1 40 — | 1.98[0.23, 17.12] 41.68
600-B-367-EU (150 mg) 3 79 1 41 — 1.54[0.16, 14.32] 39.00
Guelfi 1995 1 45 0 47 L 3.06[0.13, 73.33] 19.31
Overall —i—— 1.95[0.48, 7.88]

Heterogeneity: 12 = 0.00, I> = 0.30%, H? = 1.00
Testof 6,=6;: Q(2) =0.12, p = 0.94
Testof 6=0:2=0.94,p=0.35

1/4 1 4 16 64

Random-effects Sidik—Jonkman model
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Venlafaxine review: Supplementary material

Supplementary Figure 62: Meta-analysis of venlafaxine versus placebo on

urinary tract infection

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —B— 0.17[0.01, 4.00] 63.42
600-B-367-EU (150 mg) 0 82 0 42 — 0.52[0.01, 25.66] 20.89
Guelfi 1995 2 44 0 47 ——®——511[0.25, 103.55] 15.69
Overall - 1.02[0.24, 4.37]

Heterogeneity: I = 18.76%, H?> = 1.23
Testof 8, = 6;: Q(2) =2.46, p = 0.29
Testof 8 =0:2=0.02, p=0.98

1128 18 2 32

Fixed-effects Mantel-Haenszel model

s1ara



Venlafaxine review: Supplementary material

Supplementary Figure 63: Meta-analysis of venlafaxine versus placebo on urine

abnormality
Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 0 83 0 41 i 0.50 [ 0.01, 24.76] 28.80
600-B-367-EU (150 mg) 0 82 0 42 L] 0.52[0.01, 25.66] 28.46

Guelfi 1995 1 45 1 46 j 1.02[0.07, 15.85] 42.74
Overall 0.73[ 0.1, 4.95]
Heterogeneity: I = 0.00%, H? = 1.00

Testof 6,=6;: Q(2) =0.12, p = 0.94
Testof 6 =0:2=-0.32, p=0.75

T
1/64 1/8 1 8

Fixed-effects Mantel-Haenszel model
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Venlafaxine review: Supplementary material

Supplementary Figure 64: Meta-analysis of venlafaxine versus placebo on taste

alteration

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —B— 0.17[0.01, 4.00] 63.42
600-B-367-EU (150 mg) 0 82 0 42 — 0.52[0.01, 25.66] 20.89
Guelfi 1995 2 44 0 47 —#—5.11[0.25, 103.55] 15.69
Overall i 1.02[0.24, 4.37]
Heterogeneity: I> = 18.76%, H? = 1.23
Testof 8, = 6;: Q(2) =2.46,p =0.29
Testof 8=0:z2=0.02,p=0.98

1/1‘28 1}8 é Sé

Fixed-effects Mantel-Haenszel model
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Venlafaxine review: Supplementary material

Supplementary Figure 65: Meta-analysis of venlafaxine versus placebo on

HDRS-17

Venlafaxine Placebo Mean diff. Weight
Study N Mean SD N Mean SD with 95% CI (%)
Higuchi 2016 (fixed dose) 174 -1076 66 92 -9.25 6.51 —— M+ -151[-3.17, 0.15] 33.45
Higuchi 2016 (flexible dose) 177 -10.37 652 92 -9.25 6.51 ———+—-1.12[-2.76, 052] 34.17
Learned 2012 (study 1) 133 -149 653 126 -13 732 —JW— -1.90[-3.59, -0.21] 32.38
Overall —~l— -1.50 [ -2.48, -0.53]

Heterogeneity: 12 = 0.02, I? = 2.54%, H?> = 1.03
Test of 6,=6;: Q(2) =0.42, p=0.81
Test of 8 =0:z=-3.03, p =0.00

Random-effects Sidik—Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 66: Meta-analysis of venlafaxine versus placebo on

suicidal ideation

Venlafaxine Placebo Risk ratio Weight

Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (150 mg) 1 81 0 42 — = 1.55[0.06, 37.35] 1.76
600-B-367-EU (75 mg) 0 84 0 M 0.49[0.01, 24.47] 117
Hewett 2010 0 198 1 186 — 1 0.31[0.01, 7.68] 1.74
Higuchi 2016 (fixed dose) M 132 19 72 : 1.14[0.70, 1.84] 44.19
Higuchi 2016 (flexible dose) 47 133 20 72 1.20[0.76, 1.90] 46.55
Sheehan 2009 2 93 2 93 —_— 1.00[0.14, 6.95] 4.59
Overall > 1.13[0.74, 1.73]

Heterogeneity: T = 0.05, 1> = 15.80%, H* = 1.19
Test of 6, = 6, Q(5) = 0.90, p = 0.97
Testof 8 =0:z=0.56, p =0.58

T
1/64 1/8 1 8
Random-effects Sidik—Jonkman model




Venlafaxine review: Supplementary material

Supplementary Figure 67: Meta-analysis of venlafaxine versus placebo on

MADRS

Venlafaxine Placebo Mean diff. Weight
Study N Mean SD N Mean SD with 95% CI (%)
600-B-367-EU (75 mg) 53 82 95 27 94 73 —®— -120[ -5.29, 2.89] 6.02
600-B-367-EU (150 mg) 48 7.6 9 26 9.4 7.3 —-— -1.80[ -5.83, 2.23] 6.13
Alvarez 2012 95 -24.2 88 88 -16.6 9.4 —— -7.60[-10.24, -4.96] 9.44
Guelfi 1995 36 136 105 23 191 13.2 — -5.50[ -11.58, 0.58] 3.45
Hewett 2010 193 -17 10.56 186 -13.2 10.64 - -3.80[ -5.98, -1.67] 10.96
Higuchi 2016 (fixed dose) 172 -153 101 91 -12.41 10.12 —— 2.89[ -5.46, -0.32] 9.64
Higuchi 2016 (flexible dose) 176 -15.05 10.08 91 -12.41 10.12 — -2.64[ -5.19, -0.09] 9.68
Khan 1991 (75 mg) 23 213 9.7 253 1.7 —®&———— -4.00[ -11.92, 3.92] 223
Khan 1991 (225 mg) 22 184 115 8 263 M7 ——— ®—— -6.90[-16.25, 2.45] 1.67
Khan 1991 (375 mg) 22 16.4 9.2 268 M7 —— @ -8.90[-16.62, -1.18] 2.33
Mendels 1993 (25 mg) 78 -11.53 982 25 -10.53 8.98 —@—— -1.00[ -5.34, 3.34] 5.59
Mendels 1993 (50 - 75 mg) 72 -12.53 96 25 -10.53 8.98 —— -2.00[ -6.30, 2.30] 5.66
Mendels 1993 (150 -200mg) 77 -148 9.64 25 -10.53 8.98 —— -4.27[ -8.55, 0.01 5.69
Sheehan 2009 53 13,53 10.31 55 18.98 11.78 —— -5.45[ -9.63, -1.27] 5.86
Thase 1997 91 152 1.14 100 20.6 1.08 . -5.40[ -5.71, -5.09] 15.67
Overall L 2 -4.03[ -5.30, -2.75]
Heterogeneity: 12 = 2.68, I = 60.01%, H? = 2.50
Test of 8, = 6;: Q(14) = 26.70, p = 0.02
Testof 6 =0:z=-6.19, p=0.00
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Supplementary Figure 68: Meta-analysis of venlafaxine versus placebo on

suicides or suicide attempts (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
0600B 1-384-US/EU/CA 2 178 3 65 +* 0.25[0.04, 1.47] 29.49
600-B-367-EU 1 165 1 82 —a— 0.50[0.03, 7.89] 14.51
Cunningham 1994 0 72 1 75 — T 0.35[0.01, 8.49] 11.28
Hewett 2009 1 186 0 197 ——®——3.16[0.13, 77.08] 11.22
Higuchi 2016 1 353 1 182 —a— 0.52[0.03, 8.22] 14.45
Schweizer 1994 1 72 0 78 ————3.20[0.13, 77.39] 11.28
Sheehan 2009 0 95 0 95 1.00[0.02, 49.88] 7.77
Overall J 0.63[0.20, 1.96]
Heterogeneity: 12 =0.32, I> = 13.47%, H* = 1.16
Testof 6,=6,: Q(6) =3.23,p =0.78
Testof 8 =0:z=-0.80, p=0.43
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Supplementary Figure 69: Meta-analysis of venlafaxine versus placebo on

serious adverse events (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
0600B 1-384-US/EU/CA 1 179 3 65 ﬂ 0.13[0.01, 1.19] 6.68
600-B-367-EU 10 155 4 79 1.26[0.41, 3.89] 8.17
Alvarez 2012 14 99 2 103 —a— 6.50[1.51, 27.94] 3.18
Claghorn 1990 2 77 0 80 ——=—— 5.06[0.25, 103.80] 0.76
Cunningham 1994 4 68 4 72 —— 1.06[0.27, 4.06] 5.97
Cunningham 1997 (IR) 6 90 2 48 —— 1.56[0.33, 7.46] 4.04
Cunningham 1997 (XR) 10 87 2 48 . 258[0.59, 11.31] 4.05
EudraCT 2004-000562-13 6 121 2 118 —— 2.83[0.58, 13.77] 3.16
EudraCT 2007-007025-51 0 7 0 7 e E— 1.00[0.02, 44.50] 0.77
Guelfi 1995 4 42 0 47 ——=—— 9.19[0.51, 166.04] 0.76
Hewett 2009 6 181 9 188 - 0.70[0.25, 1.93] 13.45
Hewett 2010 9 189 2 185 — 425[0.93, 19.41] 3.16
Higuchi 2016 7 347 1 182 —— 3.62[0.45, 29.19] 2.02
Learned 2012 (study 1) 3 130 5 121 —— 0.57[0.14, 2.33] 7.88
Lieberman 2008 (225 mg) 18 99 1 122 —®—— 18.92[2.57, 139.50] 1.50
Mendels 1993 13 221 1 77 I 4.33[0.58, 32.59] 2.30
Nemeroff 2007 10 90 1 101 —®—— 10.20[1.33, 78.21] 1.52
Rudolph 1998 40 226 2 90 —i— 6.92[1.71, 28.06] 4.6
Rudolph 1999 9 91 4 94 -+ 221[0.70, 6.92] 6.20
Schatzberg 2006 9 93 1 95 — 8.47[1.09, 65.61] 1.58
Schweizer 1994 3 70 1 77 — 3.21[0.34, 30.13] 1.48
Sheehan 2009 12 83 4 91 —— 3.00[1.00, 897] 6.14
Silverstone 1999 13 115 3 116 —— 4.03[1.18, 13.79] 4.77
Thase 1997 15 80 4 98 —— 4.03[1.39, 11.70] 5.92
Overall * 2.89[217, 3.83]
Heterogeneity: I? = 35.91%, H? = 1.56
Test of 6, = 6;: Q(23) = 35.89, p = 0.04
Testof 8 =0:z2=7.32, p=0.00
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Supplementary Figure 70: Meta-analysis of venlafaxine versus placebo on sexual

dysfunction (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 2 52 0 26 —_—t 2.45[0.12, 49.36] 8.35
Alvarez 2012 14 99 2 103 —— 6.50[1.51, 27.94] 25.80
Cunningham 1997 (IR) 2 29 0 20 — 3.28[0.17, 64.99] 7.51
Cunningham 1997 (XR) 10 27 0 21 B —12.16[0.75, 197.55] 7.88
EudraCT 2004-000562-13 2 33 0 40 e e 5.69[0.28, 114.74] 5.82
Lieberman 2008 (225 mg) 4 32 1 44 —— 5.00[0.58, 42.80] 11.06
Mendels 1993 1 223 0 78 —ft— @ 7.73[0.46, 129.71] 9.31
Schatzberg 2006 9 93 1 95 —— 8.47[1.09, 65.61] 12.82
Thase 1997 8 27 1 40 —— 9.37[1.23, 71.31] 11.46
Overall - 6.85[3.22, 14.58]
Heterogeneity: I> = 0.00%, H? = 1.00
Test of 6,=6;: Q(8) = 1.09, p = 1.00
Test of 8 =0:z=5.00, p=0.00
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Supplementary Figure 71: Meta-analysis of venlafaxine versus placebo on

anorexia (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 2 163 2 81 —— 0.50[0.07, 3.51] 9.86
Cunningham 1997 (IR) 6 90 2 48 —— 1.56[0.33, 7.46] 9.74
Cunningham 1997 (XR) 10 87 2 48 —— 258[0.59, 11.31] 9.78
EudraCT 2004-000562-13 6 121 2 118 —— 2.83[0.58, 13.77] 7.62
Hewett 2010 9 189 2 185 — 4.25[0.93, 19.41] 7.62
Lieberman 2008 (225 mg) 18 99 1 122 ——®———18.92[ 2,57, 139.50] 3.61
Rudolph 1998 40 226 2 90 —— 6.92[1.71, 28.06] 11.01
Rudolph 1999 9 91 4 94 —— 221[0.70, 6.92] 14.96
Silverstone 1999 13 115 3 116 —— 4.03[1.18, 13.79] 11.52
Thase 1997 15 80 4 98 —— 4.03[1.39, 11.70] 14.29
Overall <& 3.81[2.47, 5.86]
Heterogeneity: I = 9.16%, H* = 1.10
Test of 6, = 6;: Q(9) = 9.91, p = 0.36
Testof 8 =0:z=6.07, p=0.00
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Supplementary Figure 72: Meta-analysis of venlafaxine versus placebo on

anxiety (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 2 163 2 81 —— 0.50[0.07, 3.51] 9.04
EudraCT 2004-000562-13 0 127 1 "9 — 8 0.32[0.01, 7.66] 5.24
Hewett 2009 6 181 9 188 —- 0.70[0.25, 193] 29.78
Learned 2012 3 130 5 121 —— 0.57[0.14, 2.33] 17.45
Mendels 1993 13 221 1 77 = 4.33[0.58, 32.59] 5.10
Nemeroff 2007 10 90 1 101 ——®—— 10.20[1.33, 7821] 3.36
Rudolph 1998 10 57 0 26 —f—®%——— 8.34[0.51, 137.36] 243
Schatzberg 2006 2 100 4 92 —— 0.47[0.09, 2.51] 14.00
Sheehan 2009 12 83 4 91 —— 3.00[1.00, 897] 13.59
Overall > 1.61[1.01, 2.56]
Heterogeneity: I? = 49.27%, H? = 1.97
Testof 6,=6;: Q(8) = 15.77, p = 0.05
Testof 8=0:z2=2.01,p=0.04
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Supplementary Figure 73: Meta-analysis of venlafaxine versus placebo on

worsening of depression (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU 4 161 0 83 ——®——455[0.25, 83.60] 7.76
Cunningham 1994 0 72 1 75 — 0.35[0.01, 8.49] 17.05
Hewett 2009 0 187 3 194 _.74 0.15[0.01, 2.89] 39.82
Hewett 2010 1 197 1 186 —— 0.94[0.06, 14.99] 12.01
Sheehan 2009 1 94 2 93 —— 0.50[0.05, 5.42] 23.36
Overall - 0.70[0.24, 2.05]
Heterogeneity: I = 0.00%, H? = 1.00
Test of 8, = 8;: Q(4) =2.93, p = 0.57
Testof 8 =0: z=-0.65, p = 0.52
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Supplementary Figure 74: Meta-analysis of venlafaxine versus placebo on

hypertension (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU 6 159 3 80 —i— 1.01[0.26, 3.92] 80.27
Cunningham 1994 3 69 0 76 = 7.38[0.39, 140.48] 9.79
Guelfi 1995 1 45 0 47 = 3.06[0.13, 73.33] 9.95
Overall < 1.83[0.63, 5.37]

Heterogeneity: 1> = 0.00%, H? = 1.00
Testof 8,=6:Q(2) =1.71,p=0.43
Testof 6=0:z=1.11,p=0.27
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Supplementary Figure 75: Meta-analysis of venlafaxine versus placebo on

hypotension (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% ClI (%)
600-B-367-EU 1 164 0 83 L 1.52[0.06, 36.87] 33.49
Higuchi 2016 7 347 1 182 —+—J——— 3.62[0.45, 29.19] 66.51

Overall —_— 2.92[0.52, 16.42]
Heterogeneity: > = 0.00%, H? = 1.00
Test of 6, = 6;: Q(1) = 0.20, p = 0.65

Testof 6=0:z2=1.21,p=0.23
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Supplementary Figure 76: Meta-analysis of venlafaxine versus placebo on

discontinuation symptoms (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
Claghorn 1990 1 78 0 80 i 3.04[0.13, 73.46] 50.67
Schweizer 1994 1 72 0 78 L 3.20[0.13, 77.39] 49.33

Overall — 3.12[0.33, 29.66]
Heterogeneity: I> = 0.00%, H?> = 1.00
Test of 8, = 8; Q(1) = 0.00, p = 0.98
Testof 6 =0:z=0.99, p=0.32
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Supplementary Figure 77: Meta-analysis of venlafaxine versus placebo on fall

(sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% ClI (%)
600-B-367-EU 1 164 0 83 i 1.52[0.06, 36.87] 57.30
Guelfi 1995 1 45 0 47 L 3.06[0.13, 73.33] 42.70
Overall oot 2.18[0.24, 19.99]
Heterogeneity: > = 0.00%, H? = 1.00
Test of 8, = 6;: Q(1) =0.09, p=0.76
Testof 8 =0:z=0.69, p=0.49
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Supplementary Figure 78: Meta-analysis of venlafaxine versus placebo on

intentional overdose (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU 0 165 0 83 L] 0.51[0.01, 25.28] 25.61
Cunningham 1994 0 72 1 75 ——— 0.35[0.01, 8.49] 37.23
Sheehan 2009 1 94 0 95 ——+—3.00[0.12, 72.73] 37.16
Overall e 0.86[0.11, 6.70]

Heterogeneity: 12 = 0.32, 1> = 9.55%, H? = 1.11
Test of 8, = 8;: Q(2) = 0.96, p = 0.62
Testof 6=0:z=-0.15,p=0.88
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Supplementary Figure 79: Meta-analysis of venlafaxine versus placebo on QTc¢

(sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
Cunningham 1994 0 72 1 75 _.*4 0.35[0.01, 8.49] 73.95
Hewett 2010 1 197 0 187 ————————2.83[0.12, 69.14] 26.05
Overall i 1.00[0.14, 7.23]
Heterogeneity: I = 0.00%, H? = 1.00
Test of 8, =6 Q(1) = 0.82, p = 0.36
Test of 8 =0:z=-0.00, p =1.00
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Supplementary Figure 80: Meta-analysis of venlafaxine versus placebo on

syncope (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU 1 164 1 82 i ‘ 0.50[0.03, 7.94] 50.10
Hewett 2009 1 186 1 196 1.05[0.07, 16.72] 49.90
Overall 0.73[0.10, 5.17]
Heterogeneity: T = 0.02, I> = 0.88%, H? = 1.01
Test of 8, = 6:: Q(1) = 0.14, p = 0.71
Testof 6=0:2=-0.32,p=0.75
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Supplementary Figure 81: Meta-analysis of venlafaxine versus placebo on non-

serious adverse events (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 56 27 25 16 :t 1.11[0.83, 147] 279
600-B-367-EU (150 mg) 53 29 25 17 1.09[0.81, 1.46] 276
Alvarez 2012 85 28 64 41 Hl- 1.23[1.02, 1.49] 554
Claghorn 1990 72 7 59 21 L 1.24[1.07, 1.43] 4.89
Cunningham 1994 7 1 56 20 ] 1.34[1.17, 1.53] 455
Cunningham 1997 (IR) 43 53 5 45 ———=8——  448[1.89, 1059] 0.55
Cunningham 1997 (XR) 44 53 5 45 e — 4.54[1.92, 10.72] 0.55
EudraCT 2004-000562-13 92 35 77 43 - 1.13[0.95, 1.34] 6.61
EudraCT 2007-007025-51 4 3 4 3 —_—— 1.00[0.40, 2.48] 0.33
Guelfi 1995 36 10 22 25 —— 1.67[1.19, 2.35] 1.82
Hewett 2009 93 94 95 102 1.03[0.84, 1.26] 7.72
Hewett 2010 133 65 12 75 1.12[0.96, 1.31] 9.61
Higuchi 2016 (fixed dose) 131 43 61 30 1.12[0.95, 1.33] 6.68
Higuchi 2016 (flexible dose) 147 33 62 30 i 1.21[1.03, 142] 6.85
Khan 1991 (75 mg) 23 0 5 3 L 1.60[0.95 271] 067
Khan 1991 (225 mg) 22 0 6 3 b 151[0.95 2.38] 0.76
Khan 1991 (375 mg) 21 1 6 3 o 1.43[0.89, 2.29] 0.71
Khan 1998 (75 mg) 24 72 2 31 ————=———— 4.12[1.03, 16.52] 0.25
Khan 1998 (150 mg) 19 77 2 31 = 3.27[0.80, 13.27] 0.25
Khan 1998 (200 mg) 26 68 2 30 4.43[1.11, 17.61] 0.25
Learned 2012 (study 1) 94 39 77 49 ] 1.16[0.97, 1.38] 6.60
Lieberman 2008 (225 mg) 27 90 16 109 — 1.80[1.03, 3.17] 1.29
Luthringer 1996 5 7 6 6 — 0.83[0.35, 2.00] 0.50
Mendels 1993 (25 mg) 20 59 7 19 R 0.94[0.45, 197] 0.88
Mendels 1993 (50 - 75 mg) 19 57 7 19 e 0.93[0.44, 1.95] 0.87
Mendels 1993 (150 - 200 mg) 17 52 7 19 e 0.92[0.43, 1.95] 0.85
Nemeroff 2007 40 60 8 94 —_— 5.10[2.51, 10.34] 0.66
Rudolph 1999 36 64 14 84 i 252[1.45 437] 1.18
Schatzberg 2006 94 8 83 13 1.07[0.97, 1.17] 7.13
Schweizer 1991 (75, 225 and 375 mg) 24 20 4 12 2.18[0.90, 5.32] 0.49
Schweizer 1994 63 10 64 14 1.05[0.92, 1.21] 5.16
Sheehan 2009 87 8 85 10 1.02[0.93, 1.12] 7.09
Silverstone 1999 49 79 20 99 —— 2.28[1.44, 359] 1.73
Thase 1997 34 61 18 84 —— 2.03[1.23, 3.34] 145
Overall [} 1.29[1.23, 1.35]
Heterogeneity: I? = 74.17%, H* = 3.87
Test of 6, = 6,: Q(33) = 127.76, p = 0.00
Test of 6 =0:z=10.63, p=0.00
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Supplementary Figure 82: Meta-analysis of venlafaxine versus placebo on

nausea (sensitivity analysis)

Graph

S1aia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 15 68 3 38 1+ 247[076, 805] 1.34
600-B-367-EU (150 mg) 22 60 2 40 — 563[1.39, 2282] 088
Alvarez 2012 38 75 10 9% - 353[1.85, 672] 345
Claghorn 1990 35 44 7 73 . 506[239, 10.71] 231
Cunningham 1994 32 40 4 72 —— 8.44[3.14, 2268] 1.29
Cunningham 1997 (IR) 43 53 5 45 —.-— 4.48[1.89, 1059 2.19
Cunningham 1997 (XR) 44 53 5 45 —a— 454[1.92, 1072] 219
EudraCT 2004-000562-13 27 100 14 106 .- 182[1.00, 330 479
EudraCT 2007-007025-51 0 7 0 7 1.00[0.02, 4450 0.7
Guelfi 1995 8 38 1 46 ——=——  817[106, 6278 033
Hewett 2009 36 151 21 176 - 181[110, 298] 6.80
Hewett 2010 53 145 16 171 - 313[1.86, 527] 547
Higuchi 2016 (fixed dose) 39 135 12 80 - 172[095, 312 522
Higuchi 2016 (flexible dose) 53 127 12 79 - 223[1.26, 3.96] 530
Khan 1998 (75 mg) 8 88 1 32 —— 275[036, 21.17] 049
Khan 1998 (150 mg) 7 89 0 33 —f—=——— 526[031, 8963 025
Khan 1998 (200 mg) 16 78 0 32 E 1146071, 185.79] 025
Leamed 2012 29 104 14 12 - 196(109, 354] 478
Lieberman 2008 (225 mg) 34 83 16 109 - 227[133, 389] 514
Mendels 1993 (25 mg) 22 57 3 23 o 241[079, 7.41] 1.50
Mendels 1993 (50 - 75 mg) 19 57 2 24 —— 325[081, 1301] 099
Mendels 1993 (150 - 200mg) 23 56 2 24 —— 378(096, 14.97] 1.00
Nemeroff 2007 40 60 8 % - 510[251, 10.34] 263
Rudolph 1998 (75 mg) 29 60 4 27 . 253[0.96, 661 1.97
Rudolph 1998 (225 mg) 34 55 4 27 —=— 296(1.14, 767] 197
Rudolph 1998 (375 mg) 51 14 5 25 N 348(1.53, 7.89] 248
Rudolph 1999 36 64 14 84 - 252[1.45, 437] 4.70
Schatzberg 2006 46 56 13 83 - 333[192, 577 445
Schweizer 1994 20 53 1 67 - 194[100, 377 354
Sheehan 2009 36 59 15 80 - 240[1.41, 4.08] 499
Silverstone 1999 52 76 33 86 | 146[1.02, 2.10] 1137
Thase 1997 34 61 18 84 - 203[1.23, 334] 577
Overall 4 268[237, 3.04]
Heterogeneity: I = 25.23%, H* = 1.34
Test of 6, = 6 Q(31) = 41.46, p = 0.10
Testof 6= 0: 2= 15.54, p = 0.00
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Supplementary Figure 83: Meta-analysis of venlafaxine versus placebo on dry

mouth (sensitivity analysis)

Graph

S1aia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 5 78 0 41 ———=———— 550[031, 97.13] 037
600-B-367-EU (150 mg) 8 74 0 42 — 8.81([0.52, 148.99) 0.36
Alvarez 2012 19 94 7 98 —— 252[ 1.1, 575 4.00
Claghorn 1990 19 60 12 68 il 160[0.84, 3.08] 6.57
Cunningham 1994 21 51 5 7 —a— 443[1.77, 11.13] 268
Cunningham 1997 (IR) 21 75 4 46 - 273[099, 7.53] 290
Cunningham 1997 (XR) 16 81 4 46 T 206[0.73, 584] 291
EudraCT 2004-000562-13 17 110 1 119 ————=——— 16.06[2.17, 118.84] 057
EudraCT 2007-007025-51 1 6 0 7 ——f—=————  300[0.14, 63.15] 028
Guelfi 1995 3 43 3 44 — 1.02[0.22, 4580 164
Hewett 2009 13 174 1 186 —— 125[057, 271] 591
Hewett 2010 35 163 13 174 - 254[1.39, 4.65] 7.37
Higuchi 2016 (fixed dose) 5 169 1 9 —_— 261[031, 2205 072
Higuchi 2016 (flexible dose) 7 173 0 92 = 7.71[0.45, 133.48] 0.36
Learned 2012 12 121 5 121 T 227(082, 627] 283
Lieberman 2008 (225 mg) 30 87 9 116 —— 356(1.77, 7.18] 4.80
Mendels 1993 (25 mg) 14 65 4 22 —.— 115[042, 3.19] 332
Mendels 1993 (50 - 75 mg) 16 60 3 23 — - 1.82[0.58, 576] 246
Mendels 1993 (150 - 200 mg) 23 56 3 23 T—a— 252(082, 7.72] 249
Nemeroff 2007 24 76 15 87 - 1.63[0.91, 292] 819
Rudolph 1998 (75 mg) 16 73 4 27 — 1.39[0.50, 3.85] 3.27
Rudolph 1998 (225 mg) 19 70 4 27 —— 1.65[0.61, 4.49] 327
Rudolph 1998 (375 mg) 17 7 4 2 —— 145[053, 397] 329
Schatzberg 2006 23 79 14 82 - 155(0.85, 283 7.95
Schweizer 1994 14 59 7 7 i 214[091, 500 373
Sheehan 2009 36 59 9 86 - 400(204, 7.84] 496
Silverstone 1999 30 98 14 105 - 1.99[1.11, 357] 800
Thase 1997 17 78 9 93 —— 2.03[0.95, 4.33] 479
Overall . 226[191, 267]
Heterogeneity: I> = 0.00%, H? = 1.00
Test of 6, = 8: Q(27) = 23.70, p = 0.65
Test of 6 = 0: 2= 9.60, p = 0.00
N
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Supplementary Figure 84: Meta-analysis of venlafaxine versus placebo on

dizziness (sensitivity analysis)

Graph

S1aia

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events Noevents with 95% Cl (%)
600-B-367-EU (75 mg) 15 68 2 39 T 3.70[0.89, 1544] 1.88
600-B-367-EU (150 mg) 8 74 2 40 - 205[046, 9.22] 185
Alvarez 2012 14 99 8 97 i 1.63[0.71, 3.72] 581
Claghom 1990 15 64 5 75 304[1.16, 7.96] 348
Cunningham 1994 12 60 4 72 3.17[1.07, 937] 273
Cunningham 1997 (IR) 34 62 3 47 5.90[1.91, 18.27] 277
Cunningham 1997 (XR) 28 69 3 47 4.81[1.54, 1508 2.78
EudraCT 2004-000562-13 6 121 7 13 —.— 0.81[028, 2.34] 505
Guelfi 1995 4 42 1 46 — = 4.09[047, 3520] 0.69
Hewett 2009 9 178 14 183 —- 0.68[0.30, 1.53] 9.56
Hewett 2010 27 171 1 176 232[1.18, 454] 7.93
Higuchi 2016 (fixed dose) 10 164 2 90 —— 264[059, 11.81] 1.83
Higuchi 2016 (flexible dose) 18 162 3 88 —— 3.03[0.92, 10.03] 279
Khan 1998 (75 mg) 5 91 1 32 —_—— 1.72[0.21, 14.18] 1.04
Khan 1998 (150 mg) 2 94 0 33 = 175[0.09, 35.60] 0.52
Khan 1998 (200 mg) 6 88 0 32 = 452[026, 77.99] 052
Learned 2012 15 118 1 15 —— 1.29[0.62, 270] 7.92
Mendels 1993 (25 mg) 7 72 3 23 —a— 0.77[0.21, 2.76] 3.16
Mendels 1993 (50 - 75 mg) 17 59 2 24 T 291[072, 11.74] 2,09
Mendels 1993 (150 - 200 mg) 12 67 2 24 —-—— 197[047, 825 211
Nemeroff 2007 13 87 3 99 4.42[1.30, 1504] 208
Rudolph 1998 (75 mg) 17 72 1 30 = 592[082 4267] 104
Rudolph 1998 (225 mg) 20 69 1 30 [——=——— 6.97[098, 49.77] 1.04
Rudolph 1998 (375 mg) 21 67 2 28 = 3.58[0.89, 14.37] 209
Rudolph 1999 26 74 7 91 364[166, 7.99] 4.96
Schatzberg 2006 17 85 5 91 320(1.23, 834] 361
Schweizer 1994 12 61 3 75 427[1.26, 1454] 203
Sheehan 2009 15 80 3 92 5.00[150, 16.71] 210
Silverstone 1999 49 79 20 99 228(1.44, 359] 14.53
Overall 254[2.10, 3.08]

Heterogeneity: I2 = 15.23%, H2 = 1.18
Test of 6, = 6 Q(28) = 33.03, p = 0.23

Testof 8 =0:z=9.57, p=0.00
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Supplementary Figure 85: Meta-analysis of venlafaxine versus placebo on

sweating (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 8 75 1 40 — 3.95[0.51, 30.54] 202
600-B-367-EU (150 mg) 12 70 0 42 & 12.95[0.79, 213.54] 0.99
Alvarez 2012 17 96 2 103 —— 7.90[1.87, 33.37] 3.12
Claghorn 1990 8 71 1 79 . — 8.10[1.04, 63.28] 1.50
Cunningham 1994 9 63 1 75 e — 9.50[1.23, 73.11] 147
Cunningham 1997 (IR) 13 83 1 49 . 6.77[0.91, 50.28] 1.98
Cunningham 1997 (XR) 18 79 2 48 —— 464[1.12, 19.20] 3.97
EudraCT 2004-000562-13 12 115 4 116 —— 2.83[0.94, 855] 6.19
Guelfi 1995 7 39 1 46 e A— 7.15[0.92, 55.86] 1.49
Hewett 2009 15 172 7 190 — 2.26[0.94, 541] 10.27
Hewett 2010 16 182 7 180 — 216[0.91, 5.13] 10.84
Higuchi 2016 (fixed dose) 3 171 1 91 — 1.59[0.17, 15.03] 1.97
Higuchi 2016 (flexible dose) 15 165 1 90 . a— 7.58[1.02, 56.51] 2.00
Learned 2012 15 118 3 123 —— 4.74[1.40, 15.97] 4.64
Lieberman 2008 (225 mg) 21 96 6 119 —— 3.74[1.56, 8.94] 874
Mendels 1993 (25 mg) 2 77 0 26 I — 1.69[0.08, 34.06] 1.13
Mendels 1993 (50 - 75 mg) 4 72 0 26 B — 3.16[0.18, 56.71] 1.1
Mendels 1993 (150 - 200 mg) 17 62 0 26 = 11.81[0.73, 189.85] 1.13
Nemeroff 2007 14 86 2 100 — 7.14[1.67, 30.61] 298
Rudolph 1999 10 90 3 95 — 3.27[0.93, 11.51] 456
Schatzberg 2006 1 91 1 95 . S— 10.35[1.36, 78.67] 1.55
Schweizer 1994 7 66 0 78 16.01[0.93, 275.48] 0.73
Silverstone 1999 36 92 12 107 i 279[1.52, 5.10] 18.73
Thase 1997 13 82 4 98 —i— 3.49[1.18, 10.33] 5.81
Schweizer 1991 1 33 0 16 — 8.69[0.54, 139.48] 1.09
Overall * 416[3.18, 5.44]
Heterogeneity: 1> = 0.00%, H? = 1.00
Test of 8, = 8;: Q(24) = 13.92, p = 0.95
Testof 8 =0:z=10.41, p=0.00
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Supplementary Figure 86: Meta-analysis of venlafaxine versus placebo on

somnolence (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 6 77 1 40 —_—r 2.96[0.37, 23.81] 0.94
600-B-367-EU (150 mg) 7 75 1 41 —_— 3.59[0.46, 28.19] 0.93
Claghorn 1990 28 51 1 69 - 258[1.38, 4.81] 7.71
Cunningham 1994 31 41 9 67 —— 3.64[1.86, 7.09] 6.18
Cunningham 1997 (IR) 23 73 4 46 —— 2.99[1.10, 8.18] 3.71
Cunningham 1997 (XR) 20 77 5 45 —— 2.06[0.82, 5.17] 4.65
EudraCT 2004-000562-13 12 115 3 17 —a— 3.78[1.09, 13.06] 2.18
Guelfi 1995 1 45 0 47 3.06[0.13, 73.33] 0.35
Hewett 2010 9 189 9 178 —— 0.94[0.38, 2.33] 6.53
Higuchi 2016 (fixed dose) 21 153 7 85 —+il— 1.59[0.70, 3.59] 6.46
Higuchi 2016 (flexible dose) 31 149 8 83 il 1.96[0.94, 4.09] 7.49
Khan 1998 (75 mg) 7 89 0 33 ——f——=—————526[0.31, 89.63] 0.52
Khan 1998 (150 mg) 4 92 0 33 ————f—=———— 3.15[0.17, 57.08] 0.52
Khan 1998 (200 mg) 4 90 0 32 ————f—=—————— 3.13[0.17, 56.52] 0.52
Learned 2012 7 126 3 123 —— 2.21[0.58, 836] 217
Lieberman 2008 (225 mg) 22 95 13 112 Hll- 1.81[0.96, 3.42] 8.86
Mendels 1993 (25 mg) 15 64 3 23 — 1.65[0.52, 5.24] 3.18
Mendels 1993 (50 - 75 mg) 13 63 3 23 —i— 1.48[0.46, 4.79] 3.15
Mendels 1993 (150 - 200 mg) 22 57 3 23 +—— 2.41[0.79, 7.41] 3.18
Rudolph 1998 (75 mg) 15 74 1 30 ~——®———  522[0.72, 37.94] 1.05
Rudolph 1998 (225 mg) 16 73 1 30 ~———®———  557[0.77, 40.30] 1.05
Rudolph 1998 (375 mg) 23 65 2 28 - 3.92[0.98, 15.65] 2.10
Rudolph 1999 8 92 6 92 —— 1.31[0.47, 3.63] 4.27
Schatzberg 2006 8 94 3 93 e B — 251[0.69, 9.18] 2.18
Schweizer 1994 19 54 1 67 il 1.85[0.94, 3.61] 7.50
Silverstone 1999 17 111 7 112 i 2.26[0.97, 525 5.12
Thase 1997 26 69 11 91 -l 254[1.33, 4.85] 7.48
Overall ¢ 2.29[1.89, 2.77]
Heterogeneity: I = 0.00%, H? = 1.00
Test of 6, = 8: Q(26) = 13.35, p = 0.98
Test of 8 =0:z=8.47, p=0.00
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Supplementary Figure 87: Meta-analysis of venlafaxine versus placebo on

constipation (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 1 82 1 40 . 0.49[0.03, 7.70] 1.25
600-B-367-EU (150 mg) 5 77 1 41 — 256[0.31, 21.22] 1.24
Alvarez 2012 " 102 1 104 —=———10.22[1.34, 77.81] 0.97
Claghorn 1990 1 68 1 79 —®——— 11.14[1.47, 84.25] 0.93
Cunningham 1994 16 56 3 73 —— 5.63[1.71, 18.51] 2.73
Cunningham 1997 (IR) 14 82 2 48 e 3.65[0.86, 15.41] 2.46
Cunningham 1997 (XR) 16 81 2 48 I — 4.12[0.99, 17.23] 247
EudraCT 2004-000562-13 6 121 5 115 —i— 1.13[0.36, 3.62] 4.80
Guelfi 1995 2 44 1 46 —_— 2.04[0.19, 21.77] 0.92
Hewett 2010 12 186 3 184 —— 3.78[1.08, 13.18] 2.88
Higuchi 2016 (fixed dose) 17 157 4 88 +— 2.25[0.78, 6.48] 4.89
Higuchi 2016 (flexible dose) 17 163 4 87 -+ 2.15[0.74, 6.20] 4.96
Learned 2012 12 121 9 117 1.26[0.55, 2.89] 8.64
Lieberman 2008 (225 mg) 9 108 2 123 — 4.81[1.06, 21.79] 1.81
Mendels 1993 (25 mg) 6 73 2 24 0.99[0.21, 4.60] 2.81
Mendels 1993 (50 - 75 mg) 9 67 2 24 — 154[0.36, 6.67] 2.78
Mendels 1993 (150 - 200 mg) 15 64 2 24 — 2.47[0.60, 10.08] 2.81
Nemeroff 2007 10 90 5 97 - 2.04[0.72, 5.76] 4.63
Rudolph 1998 (75 mg) 17 72 3 28 | 1.97[0.62, 6.28] 4.16
Rudolph 1998 (225 mg) 10 79 3 28 —— 1.16[0.34, 3.95] 4.16
Rudolph 1998 (375 mg) 17 71 4 26 —— 1.45[0.53, 3.97] 557
Schatzberg 2006 22 80 4 92 —— 5.18[1.85, 14.47] 3.85
Schweizer 1994 9 64 6 72 —H— 1.60[0.60, 4.28] 5.42
Sheehan 2009 24 71 1 84 - 2.18[1.13, 4.20] 10.28
Silverstone 1999 22 106 13 106 - 1.57[0.83, 298] 1259
Overall ¢ 2.33[1.87, 2.91]
Heterogeneity: 12 = 0.00%, H? = 1.00
Test of 6, = 6;: Q(24) = 21.87, p = 0.59
Testof 6 =0:z=7.48,p =0.00
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Supplementary Figure 88: Meta-analysis of venlafaxine versus placebo on

nervousness (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 82 1 40 —Bf— 0.49[0.03, 7.70] 257
600-B-367-EU (150 mg) 2 80 1 41 - 1.02[0.10, 10.97] 254
Claghorn 1990 7 72 6 74 —— 1.18[0.42, 3.36] 11.47
Cunningham 1994 15 57 9 67 - 1.76[0.82, 3.77] 16.84
Guelfi 1995 3 43 0 47 — 1 =———7.15[0.38, 134.66] 0.95
Mendels 1993 (25 mg) 4 75 2 24 —— 0.66[0.13, 3.39] 5.79
Mendels 1993 (50 - 75 mg) 7 69 1 25 — 239[0.31, 18.55] 2.87
Mendels 1993 (150 - 200 mg) 13 66 1 25 B 4.28[0.59, 31.15] 289
Rudolph 1998 (75 mg) 19 70 1 30 —®——  6.62[0.92, 47.40] 285
Rudolph 1998 (225 mg) 12 77 1 30 O B — 4.18[0.57, 30.84] 285
Rudolph 1998 (375 mg) 1 77 2 28 — 1.88[0.44, 7.98] 574
Rudolph 1999 12 88 5 93 i 2.35[0.86, 6.43] 9.71
Schatzberg 2006 2 100 2 94 —— 0.94[0.14, 6.55] 3.96
Schweizer 1994 10 63 3 75 i 3.56[1.02, 12.43] 5.58
Silverstone 1999 23 105 8 111 -l 267[1.24, 574 1595
Thase 1997 16 79 4 98 —i— 429[1.49, 1239] 7.42
Overall * 2.39[1.74, 3.30]
Heterogeneity: I? = 0.00%, H? = 1.00
Test of 6, = 8: Q(15) = 11.35, p=0.73
Testof 6 =0:z=5.35, p=0.00
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Supplementary Figure 89: Meta-analysis of venlafaxine versus placebo on

insomnia (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 2 39 — 0.49[0.07, 3.38] 1.72
600-B-367-EU (150 mg) 3 79 1 41 —_— 1.54[0.16, 14.32] 0.85
Alvarez 2012 14 99 5 100 —— 2.60[0.97, 6.97] 3.34
Claghorn 1990 13 66 6 74 i 2.19[0.88, 548] 3.84
Cunningham 1994 7 65 3 73 T 2.46[0.66, 9.16] 1.88
EudraCT 2004-000562-13 14 113 8 112 —+l— 1.65[0.72, 3.80] 5.30
Guelfi 1995 3 43 3 44 —— 1.02[0.22, 4.80] 1.91
Hewett 2009 7 180 4 193 — 1.84[0.55, 6.20] 2.51
Hewett 2010 13 185 8 179 —— 1.53[0.65, 3.62] 5.30
Higuchi 2016 (fixed dose) 4 170 3 89 — 0.70[0.16, 3.08] 253
Higuchi 2016 (flexible dose) 8 172 3 88 — 1.35[0.37, 4.96] 257
Khan 1998 (75 mg) 5 91 0 33 ———=—————386[0.22, 67.91] 0.48
Khan 1998 (150 mg) 3 93 0 33 ——————=—————— 245[0.13, 46.29] 0.48
Khan 1998 (200 mg) 5 89 0 32 — % 3.82[0.22, 67.25] 0.48
Learned 2012 7 126 1 115 —- 0.60[0.24, 151] 7.28
Mendels 1993 (25 mg) 14 65 4 22 1.15[0.42, 3.19] 3.88
Mendels 1993 (50 - 75 mg) 10 66 4 22 0.86[0.29, 2.49] 3.84
Mendels 1993 (150 - 200 mg) 19 60 3 23 —+— 2.08[0.67, 6.48] 291
Nemeroff 2007 22 78 14 88 - 1.60[0.87, 2.95] 8.93
Rudolph 1998 (75 mg) 20 69 3 28 +—— 2.32[0.74, 7.28] 2.87
Rudolph 1998 (225 mg) 18 71 3 28 —— 2.09[0.66, 6.61] 2.87
Rudolph 1998 (375 mg) 12 76 3 27 —— 1.36[0.41, 4.51] 2.88
Schatzberg 2006 10 92 4 92 R 2.35[0.76, 7.25] 2.65
Schweizer 1994 15 58 10 68 -Hill— 1.60[0.77, 3.34] 6.23
Sheehan 2009 18 77 8 87 i 2.25[1.03, 4.92] 5.15
Silverstone 1999 41 87 12 107 - 3.18[1.76, 5.75] 8.01
Thase 1997 33 62 15 87 . B 2.36[1.37, 4.06] 9.32
Overall ¢ 1.82[1.51, 2.19]
Heterogeneity: I> = 0.00%, H? = 1.00
Test of 6, = 6: Q(26) = 19.57, p = 0.81
Testof 8=0:z=6.29, p=0.00
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Supplementary Figure 90: Meta-analysis of venlafaxine versus placebo on

asthenia (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 5 78 1 40 O e 2.47[0.30, 20.46] 1.62
600-B-367-EU (150 mg) 3 79 1 4 —_— 1.54[0.16, 14.32] 1.60
Alvarez 2012 1 102 6 99 —— 1.70[0.65, 4.44] 7.54
Claghorn 1990 5 74 2 78 ——— 253[0.51, 12.67] 2.41
Cunningham 1994 7 65 3 73 —— 2.46[0.66, 9.16] 3.54
EudraCT 2004-000562-13 10 17 2 18 — 472[1.06, 21.12] 2.49
Guelfi 1995 2 44 0 47 ——f——=—————5.11[0.25, 103.55] 0.60
Hewett 2009 9 178 4 193 —— 2.37[0.74, 7.57] 472
Hewett 2010 16 182 13 174 -l 1.16[0.57, 2.35] 16.21
Khan 1998 (75 mg) 5 91 0 33 ————=———— 3.86[0.22, 67.91] 0.90
Khan 1998 (150 mg) 5 91 0 33 ————=————— 3.86[0.22, 67.91] 0.90
Khan 1998 (200 mg) 3 91 0 32 ———f—=———— 243[0.13, 45.84] 0.90
Learned 2012 13 120 5 121 —— 246[0.90, 6.71] 6.23
Lieberman 2008 (225 mg) 7 110 8 17 0.93[0.35, 250] 9.38
Mendels 1993 (25 mg) 10 69 3 23 1.10[0.33, 3.69] 5.47
Mendels 1993 (50 - 75 mg) 8 68 3 23 0.91[0.26, 3.18] 5.42
Mendels 1993 (150 - 200 mg) 13 66 2 24 — 214052, 8.86] 3.65
Nemeroff 2007 10 90 5 97 - 2.04[0.72, 5.76] 6.00
Rudolph 1999 10 90 2 96 —a— 490[1.10, 21.79] 245
Schatzberg 2006 12 90 5 91 +—— 226[0.83, 6.17] 6.25
Schweizer 1994 9 64 10 68 —— 0.96[0.41, 223 11.72
Overall L 2 1.81[1.39, 2.35]
Heterogeneity: I? = 0.00%, H? = 1.00
Test of 8, = 6;: Q(20) = 12.89, p = 0.88
Test of 6 =0:z=4.40, p = 0.00
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Supplementary Figure 91: Meta-analysis of venlafaxine versus placebo on

tremor (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 3 80 2 39 0.74[0.13, 4.26] 10.28
600-B-367-EU (150 mg) 2 80 1 41 1.02[0.10, 10.97] 5.08
Alvarez 2012 6 107 3 102 1.86[0.48, 7.24] 11.94
Claghorn 1990 2 77 0 80 5.06[0.25 103.80] 1.91
EudraCT 2004-000562-13 4 123 3 117 1.26[0.29, 5.51] 11.84
Guelfi 1995 2 45 2 45 1.00[0.15, 6.81] 7.68
Hewett 2010 10 188 2 185 4.72[1.05, 21.27] 7.90
Learned 2012 7 126 5 121 1.33[0.43, 4.07] 19.71
Rudolph 1999 9 91 1 97 e — 8.82[1.14, 68.32] 3.88
Schatzberg 2006 6 96 0 96 - ®——12.24[0.70, 214.43] 1.98
Sheehan 2009 5 90 0 95 ——®%—— 11.00[ 0.62, 196.19] 1.92
Silverstone 1999 13 115 4 115 —l— 3.02[1.01, 9.01] 15.91
Overall <& 258[1.65 4.04]
Heterogeneity: 12 = 0.00%, H? = 1.00
Test of 6, = 6;: Q(11) = 10.35, p = 0.50
Testof 8 =0:z=4.16, p=0.00
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Supplementary Figure 92: Meta-analysis of venlafaxine versus placebo on

decreased appetite (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
Higuchi 2016 (fixed dose) 4 170 0 91 = 4.73[0.26, 86.93] 9.20
Higuchi 2016 (flexible dose) 4 176 1 91 —t 2.04[0.23, 18.03] 18.57
Learned 2012 2 131 1 125 — 1.89[0.17, 20.64] 14.41
Schatzberg 2006 11 91 4 92 +— 2.59[0.85 7.85] 57.82
Overall -~ 258[1.08, 6.18]
Heterogeneity: I = 0.00%, H?> = 1.00
Test of 6, = 6;: Q(3) =0.28, p = 0.96
Testof 8=0:z=2.14, p=0.03
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Supplementary Figure 93: Meta-analysis of venlafaxine versus placebo on

abdominal pain (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 2 39 — 0.10[0.00, 2.04] 9.78
600-B-367-EU (150 mg) 2 80 1 41 ——#——1.02[0.10, 10.97] 3.88
EudraCT 2004-000562-13 8 119 1 109 0.69[0.29, 1.65] 33.19
Hewett 2010 9 189 8 179 1.06[0.42, 2.70] 24.14
Higuchi 2016 (fixed dose) 5 169 3 88 0.87[0.21, 3.57] 11.56
Higuchi 2016 (flexible dose) 0 180 4 88 —— 0.06 [0.00, 1.05] 17.44
Overall @ 0.64[0.39, 1.07]
Heterogeneity: 12 = 10.41%, H2 = 1.12
Test of 6, = 6;: Q(5) = 5.58, p = 0.35
Testof 8 =0:z=-1.69, p=0.09
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Supplementary Figure 94: Meta-analysis of venlafaxine versus placebo on

abnormal dreams (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 + 0.99[0.09, 10.58] 40.44
600-B-367-EU (150 mg) 0 82 0 42 —— 0.52[0.01, 25.66] 19.90
Cunningham 1997 (IR) 7 89 0 50 —— M 7.89[0.46, 135.33] 19.80
Cunningham 1997 (XR) 12 85 0 50 +—®W—13.01[0.79, 215.32] 19.87
Overall -~ 465[1.28, 16.93]
Heterogeneity: I? = 14.35%, H*=1.17
Test of 6, = 6: Q(3) = 3.50, p = 0.32
Testof 6 =0:z2=2.33, p=0.02
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Supplementary Figure 95: Meta-analysis of venlafaxine versus placebo on

abnormal vision (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 — 0.17[0.01, 4.00] 11.91
600-B-367-EU (150 mg) 0 82 0 42 — 0.52[0.01, 25.66] 3.92
Alvarez 2012 6 107 2 103 —— 2.79[0.58, 13.51] 12.35
EudraCT 2004-000562-13 3 124 0 120 ——®——6.62[0.35, 126.78] 3.06
Guelfi 1995 1 45 0 47 — [ ®———— 3.06[0.13, 73.33] 295
Lieberman 2008 (225 mg) 5 112 3 122 —i— 1.78[0.44, 7.29] 17.27
Schatzberg 2006 8 94 5 91 —— 1.51[0.51, 4.44] 30.68
Sheehan 2009 10 85 3 92 —— 3.33[0.95, 11.73] 17.86
Overall <& 2.04[1.16, 3.61]
Heterogeneity: I? = 0.00%, H? = 1.00
Testof 6,=6;: Q(7) =4.61, p=0.71
Testof 6 =0:z=2.46, p =0.01
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Supplementary Figure 96: Meta-analysis of venlafaxine versus placebo on

agitation (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 0 41 B i — 2,50[0.12, 50.91] 9.62
600-B-367-EU (150 mg) 2 80 0 42 — 2.59[0.13, 52.76] 9.51
Cunningham 1994 7 65 0 76 ——®%—15.82[0.92, 272.09] 7.02
Guelfi 1995 1 45 0 47 — 3.06[0.13, 73.33] 7.14
Learned 2012 1 132 4 122 —— 0.24[0.03, 2.09] 59.28
Schatzberg 2006 2 100 0 96 — 471[0.23, 96.84] 7.43
Overall S 2.31[0.94, 5.64]
Heterogeneity: I? = 19.48%, H> = 1.24
Testof 6, = 6: Q(5) =6.21, p=0.29
Testof 6 =0:z=1.83, p=0.07
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Supplementary Figure 97: Meta-analysis of venlafaxine versus placebo on back

pain (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 0 83 1 40 . 0.17[0.01, 4.00] 12.76
600-B-367-EU (150 mg) 1 81 1 41 —a 0.51[0.03, 7.99] 8.44
EudraCT 2004-000562-13 3 124 6 114 4.** 0.47[0.12, 1.85] 39.36
Schatzberg 2006 3 99 6 90 4.—* 0.47[0.12, 1.83] 39.44
Overall - 0.44[0.18, 1.04]
Heterogeneity: 1> = 0.00%, H? = 1.00
Test of 6,= 6, Q(3) =0.39, p = 0.94
Testof 8 =0:z=-1.88, p=0.06
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Supplementary Figure 98: Meta-analysis of venlafaxine versus placebo on

increased blood pressure (sensitivity analysis)

Venlafaxine Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
Higuchi 2016 (fixed dose) 4 170 = 2.11[0.24, 18.65] 16.80
Higuchi 2016 (flexible dose) 5 175 l 2.53[0.30, 21.32] 17.06
Schatzberg 2006 5 97 0.94[0.28, 3.15] 66.15

Overall

Heterogeneity: I = 0.00%, H? = 1.00
Test of 6, = 6;: Q(2) = 0.85, p = 0.65
Testof 8 =0:2=0.72, p=0.47

Fixed-effects Mantel-Haenszel model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 99: Meta-analysis of venlafaxine versus placebo on

coughing (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 82 0 41 - 1.50 [ 0.06, 36.04] 10.91
600-B-367-EU (150 mg) 1 81 1 41 _ 0.51[0.03, 7.99] 21.64
Schatzberg 2006 2 100 4 92 — 0.47[0.09, 2.51] 67.45
Overall —~al— 0.59[0.17, 2.12]

Heterogeneity: I? = 0.00%, H? = 1.00
Testof 6,=6;: Q(2) =0.41, p = 0.81
Testof 8 =0:z=-0.81,p=0.42

Fixed-effects Mantel-Haenszel model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 100: Meta-analysis of venlafaxine versus placebo on

diarrhoea (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 3 80 3 38 ——— 0.49[0.10, 2.34] 3.73
600-B-367-EU (150 mg) 1 81 3 39 e 0.17[0.02, 1.59] 2.02
Alvarez 2012 5 108 5 100 0.93[0.28, 3.12] 5.46
Cunningham 1994 7 65 5 7 1.48[0.49, 4.45] 6.22
Cunningham 1997 (IR) 5 91 3 47 0.87[0.22, 3.48] 4.45
Cunningham 1997 (XR) 13 84 3 47 ——M——223[067, 7.48] 547
EudraCT 2004-000562-13 3 124 6 114 —— 0.47[0.12, 1.85] 4.59
EudraCT 2007-007025-51 0 7 2 5 ———®%———  0.20[0.01, 3.54] 1.27
Guelfi 1995 0 46 1 46 = 0.34[0.01, 8.15] 1.05
Hewett 2010 10 188 9 178 1.05[0.44, 2.53] 8.23
Higuchi 2016 (fixed dose) 6 168 3 88 1.05[0.27, 4.09] 4.59
Higuchi 2016 (flexible dose) 8 172 4 88 1.02[0.32, 3.31] 5.70
Learned 2012 8 125 8 118 0.95[0.37, 2.45] 7.52
Nemeroff 2007 9 91 9 93 1.02[0.42, 2.46] 8.19
Rudolph 1999 14 86 9 89 1.52[0.69, 3.36] 9.23
Schatzberg 2006 12 90 13 83 0.87[0.42, 1.81] 9.92
Silverstone 1999 22 106 19 100 1.08[0.61, 1.89] 12.36
Overall 0.97[0.69, 1.36]

Heterogeneity: 12 = 0.16, I> = 34.54%, H? = 1.53
Test of 6, = 6: Q(16) = 9.57, p = 0.89
Testof 6 =0:z2=-0.18, p=0.85

164 18 1 8

Random-effects Sidik-Jonkman model
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Venlafaxine review: Supplementary material

Supplementary Figure 101: Meta-analysis of venlafaxine versus placebo on

dyspepsia (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 2 81 2 39 —®———  0.49[0.07, 3.38] 5.06
600-B-367-EU (150 mg) 1 81 2 490 — 8 0.26[0.02, 2.74] 5.00
Cunningham 1994 2 70 5 71 — 0.42[0.08, 2.11] 9.19
Learned 2012 2 131 2 124 — 0.95[0.14, 6.62] 3.88
Nemeroff 2007 9 91 16 86 —| 0.57[0.27, 1.24] 29.94
Schatzberg 2006 1 91 8 88 —i— 1.29[0.54, 3.08] 15.58
Silverstone 1999 13 115 16 103 —— 0.76[0.38, 1.50] 31.34
Overall < 0.72[0.49, 1.07]
Heterogeneity: 1> = 0.00%, H? = 1.00
Testof 6, = 6: Q(6) =3.49, p=0.75
Testof 6 =0:z=-1.61,p=0.11

12 18 12 2

Fixed-effects Mantel-Haenszel model
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Supplementary Figure 102: Meta-analysis of venlafaxine versus placebo on

flatulence (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —l— 0.17[0.01, 4.00] 63.32
600-B-367-EU (150 mg) 0 82 0 42 L 0.52[0.01, 25.66] 20.85
EudraCT 2007-007025-51 0 7 0 7 1.00[0.02, 44.50] 15.83
Overall 0.37[0.05, 2.55]

Heterogeneity: I = 0.00%, H? = 1.00
Testof 6,=6:Q(2) =0.53, p=0.77
Testof 6 =0:z=-1.01, p=0.31
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Supplementary Figure 103: Meta-analysis of venlafaxine versus placebo on

headache (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 72 5 36 — 1.09[0.40, 292] 1.60
600-B-367-EU (150 mg) 7 75 6 36 — 0.60[0.21, 1.67] 1.90
Alvarez 2012 32 81 26 79 1.14[0.73, 1.78] 6.45
Claghorn 1990 21 58 17 63 1.25[0.72, 2.19] 4.04
Cunningham 1994 22 50 25 51 0.93[0.58, 1.49] 5.82
EudraCT 2004-000562-13 29 98 34 86 0.81[0.53, 1.24] 8.37
EudraCT 2007-007025-51 0 7 1 6 0.33[0.02, 7.02] 0.36
Guelfi 1995 2 44 4 43 —_— 0.51[0.10, 2.65] 0.95
Hewett 2009 25 162 19 178 - 1.39[0.79, 2.43] 4.43
Hewett 2010 28 170 31 156 - 0.85[0.53, 1.37] 7.63
Higuchi 2016 (fixed dose) 16 158 7 85 — 1.21[0.52, 2.83] 2.19
Higuchi 2016 (flexible dose) 18 162 7 84 —— 1.30[0.56, 3.00] 2.23
Learned 2012 28 105 24 102 —- 1.11[0.68, 1.80] 5.90
Mendels 1993 (25 mg) 20 59 7 19 —— 0.94[0.45, 1.97] 252
Mendels 1993 (50 - 75 mg) 19 57 7 19 —— 0.93[0.44, 1.95] 2.50
Mendels 1993 (150 - 200 mg) 17 62 7 19 — 0.80[0.37, 1.71] 2.52
Nemeroff 2007 36 64 34 68 E 5 1.08[0.74, 1.58] 8.06
Rudolph 1998 (75 mg) 23 66 7 24 —— 1.14[0.55, 2.40] 249
Rudolph 1998 (225 mg) 23 66 7 24 — 1.14[0.55, 2.40] 249
Rudolph 1998 (375 mg) 22 66 8 22 0.94[0.47, 1.88] 2.86
Schatzberg 2006 27 75 21 75 1.21[0.74, 1.99] 5.18
Schweizer 1994 19 54 21 57 0.97[0.57, 1.65] 4.86
Silverstone 1999 57 71 59 60 0.90[0.69, 1.17] 14.64
Overall 1.01[0.90, 1.13]
Heterogeneity: 12 = 0.00%, H? = 1.00
Testof 6,=6;: Q(22) =8.71, p = 0.99
Testof 6 =0:z=0.12, p=0.91

1m2 18 12 2
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Supplementary Figure 104: Meta-analysis of venlafaxine versus placebo on

infection (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 3 80 2 39 0.74[0.13, 4.26] 9.38
600-B-367-EU (150 mg) 0 82 1 4 0.17[0.01, 4.15] 3.81
Cunningham 1994 8 64 7 69 1.21[0.46, 3.16] 16.84
EudraCT 2004-000562-13 2 125 10 110 —i— 0.19[0.04, 0.84] 11.30
Mendels 1993 (25 mg) 10 69 2 24 —l— 1.65[0.39, 7.03] 11.69
Mendels 1993 (50 - 75 mg) 3 73 2 24 —— 0.51[0.09, 2.90] 9.49
Mendels 1993 (150 - 200 mg) 7 72 1 25 ————2.30[0.30, 17.86] 7.59
Rudolph 1999 13 87 6 92 +l—  212[084, 536] 17.27
Schweizer 1994 3 70 6 72 —— 0.53[0.14, 2.06] 12.63
Overall - 0.87[0.44, 1.70]
Heterogeneity: T2 = 0.46, I? = 46.59%, H? = 1.87
Testof 6, =6:Q(8) =11.21,p=0.19
Testof 6 =0:z=-0.42, p=0.68
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Supplementary Figure 105: Meta-analysis of venlafaxine versus placebo on

influenza (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 2 39 —— 0.49[0.07, 3.38] 13.76
600-B-367-EU (150 mg) 0 82 1 4 @ —a— 0.17[0.01, 4.15] 10.16
Guelfi 1995 1 45 1 46 — 1.02[0.07, 15.85] 5.08
Hewett 2010 4 194 9 178 — 0.42[0.13, 1.34] 47.58
Rudolph 1999 7 93 4 94 —— 1.72[0.52, 5.67] 20.77
Schatzberg 2006 2 100 0 96 —1—®%——4.71[0.23, 96.84] 2.65
Overall <& 0.82[0.43, 1.55]
Heterogeneity: 12 = 4.50%, H? = 1.05
Test of 6, = 8;: Q(5) = 5.24, p = 0.39
Testof 8 =0:z=-0.61, p=0.54
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Venlafaxine review: Supplementary material

Supplementary Figure 106: Meta-analysis of venlafaxine versus placebo on

malaise (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —— 0.17[0.01, 4.00] 21.60
600-B-367-EU (150 mg) 0 82 0 42 = 0.52[0.01, 25.66] 7.1
Higuchi 2016 (fixed dose) 9 165 2 90 ——l— 238[052, 10.78] 28.25
Higuchi 2016 (flexible dose) 1 169 3 88 —— 1.85[0.53, 6.48] 43.03
Overall - 1.54[0.67, 3.58]
Heterogeneity: I = 0.00%, H? = 1.00
Testof 6, = 6;: Q(3) = 2.58, p = 0.46
Testof 8 =0:z=1.01, p=0.31

1128 116 12 4

Fixed-effects Mantel-Haenszel model
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Supplementary Figure 107: Meta-analysis of venlafaxine versus placebo on

nasopharyngitis (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
Alvarez 2012 4 109 9 96 — 0.41[0.13, 1.30] 11.69
Hewett 2010 " 187 9 178 ———1.15[0.49, 2.72] 11.59
Higuchi 2016 (fixed dose) 35 139 20 72 —— 0.93[0.57, 1.51] 32.77
Higuchi 2016 (flexible dose) 32 148 21 70 —l— 0.77[0.47, 1.26] 34.94
Learned 2012 6 127 7 119 — 0.81[0.28, 2.35] 9.00

Overall - 0.83[0.62, 1.11]
Heterogeneity: I? = 0.00%, H? = 1.00
Test of 6, = 6: Q(4) =2.27, p = 0.69
Testof 6 =0:z=-1.25,p=0.21

Fixed-effects Mantel-Haenszel model
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Venlafaxine review: Supplementary material

Supplementary Figure 108: Meta-analysis of venlafaxine versus placebo on

palpitations (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —— 0.17[0.01, 4.00] 15.12
600-B-367-EU (150 mg) 3 79 1 4 — 1.54[0.16, 14.32] 10.00
Higuchi 2016 (fixed dose) 8 166 2 89 —— 2.09[0.45 9.65] 19.86
Higuchi 2016 (flexible dose) 6 174 3 89 + 1.02[0.26, 3.99] 30.02
Learned 2012 5 128 2 124 — 2.37[0.47, 11.99] 15.53
Rudolph 1998 (75 mg) 1 22 0 13 —®—— 1.75[0.08, 40.11] 4.77
Rudolph 1998 (225 mg) 2 20 0 13 ——®——3.04[0.16, 58.90] 4.70
Overall o 1.50[0.74, 3.00]
Heterogeneity: I = 0.00%, H? = 1.00
Test of 6, = 6, Q(6) =2.85, p = 0.83
Testof 8=0:2=1.13,p=0.26
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Supplementary Figure 109: Meta-analysis of venlafaxine versus placebo on

rhinitis (sensitivity analysis)

Venlafaxine

Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 4‘7 0.99[0.09, 10.58] 23.01
600-B-367-EU (150 mg) 1 81 0 42 - 1.55[0.06, 37.35] 15.44
Cunningham 1994 5 67 0 76 —+—@——11.60[ 0.65, 206.14] 17.83
Schweizer 1994 4 69 9 69 —- 0.47[0.15, 1.48] 43.72
Overall i 1.19[0.28, 5.09]
Heterogeneity: 12 = 0.92, 1> = 41.91%, H*=1.72
Test of 8, = 6;: Q(3) =4.33, p=0.23
Testof 6 =0:2=0.24, p=0.81
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Random-effects Sidik—Jonkman model

s1ara

115
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Supplementary Figure 110: Meta-analysis of venlafaxine versus placebo on

tachycardia (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% ClI (%)
EudraCT 2004-000562-13 0 127 0 120 — 0.95[0.02, 47.27] 6.53
Higuchi 2016 (fixed dose) 4 170 0 92 ——®—— 4.78[0.26, 87.88] 8.29
Higuchi 2016 (flexible dose) 7 173 0 91 —f—®——7.62[0.44, 132.03] 8.42
Learned 2012 4 129 4 122 + 0.95[0.24, 3.71] 52.19
Lieberman 2008 (225 mg) 5 12 2 123 — 2.67[0.53, 13.50] 24.57
Overall > 2.25[0.95, 5.35]
Heterogeneity: 1> = 0.00%, H? = 1.00
Test of 6, = 6;: Q(4) = 2.74, p = 0.60
Testof 8 =0:z=1.84, p=0.07
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Supplementary Figure 111: Meta-analysis of venlafaxine versus placebo on

urinary frequency (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 0 83 1 40 —W—— 0.17[0.01, 4.00] 34.78
600-B-367-EU (150 mg) 0 82 0 42 - 0.52[0.01, 25.66] 11.46
Schatzberg 2006 6 96 3 93 —Hl—  1.88[048, 7.32] 53.76
Overall - 1.13[0.38, 3.32]

Heterogeneity: I? = 4.25%, H? = 1.04
Testof 8, = 8;: Q(2) =2.09, p = 0.35
Testof 8 =0:2=0.22, p=0.82
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Supplementary Figure 112: Meta-analysis of venlafaxine versus placebo on

vertigo (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 :i: 0.99[0.09, 10.58] 11.23
600-B-367-EU (150 mg) 2 80 1 41 1.02[0.10, 10.97] 11.09
EudraCT 2004-000562-13 9 118 5 115 —l— 1.70[0.59, 4.93] 43.12
Guelfi 1995 0 46 1 46 — 0.34[0.01, 8.15] 12.45
Higuchi 2016 (fixed dose) 4 170 1 90 —@—— 2.09[0.24, 18.44] 11.01
Higuchi 2016 (flexible dose) 6 174 1 91 ——®———3.07[0.37, 25.09] 11.10
Overall - 1.57[0.76, 3.26]
Heterogeneity: |2 = 0.00%, H? = 1.00
Test of 6,= 6: Q(5) = 1.64, p = 0.90
Testof 8=0:z2=1.21,p=0.23
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Venlafaxine review: Supplementary material

Supplementary Figure 113: Meta-analysis of venlafaxine versus placebo on

vomiting (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 1 40 —‘— 0.99[0.09, 10.58] 5.15
600-B-367-EU (150 mg) 3 79 1 41 — 1.54[0.16, 14.32] 5.09
Alvarez 2012 4 109 1 104 — 3.72[0.42, 32.72] 3.99
EudraCT 2004-000562-13 3 124 2 118 142[0.24, 834] 791
Guelfi 1995 0 46 2 45 0.20[0.01, 4.14] 9.52
Higuchi 2016 (fixed dose) 5 169 3 89 0.88[0.22, 3.61] 15.10
Higuchi 2016 (flexible dose) 4 176 4 87 —— 0.51[0.13, 1.98] 20.44
Lieberman 2008 (225 mg) 3 14 0 125 — % 7.47[0.39, 143.17] 1.86
Nemeroff 2007 11 89 2 100 —— 5.61[1.28, 24.67] 7.62
Schatzberg 2006 9 93 2 94 — 4241094, 19.11] 7.93
Sheehan 2009 9 86 4 91 -Hl— 225[0.72, 7.06] 15.39
Overall <& 1.89[1.19, 3.02]
Heterogeneity: 12 = 14.66%, H2 = 1.17
Test of 6, = 6:: Q(10) = 11.72, p = 0.30
Testof 8 =0:z=2.69, p=0.01
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Supplementary Figure 114: Meta-analysis of venlafaxine versus placebo on

weight loss (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 0 41 ——+J——— 250[0.12, 50.91] 2855
600-B-367-EU (150 mg) 1 81 0 42 —— l—— 155[0.06, 37.35] 28.21
Guelfi 1995 2 44 0 47 —— 5.1 [0.25, 103.55] 21.19
Schatzberg 2006 1 101 0 96 —— M 283[0.12, 68.52] 22.05
Overall N 2.86[0.63, 13.02]
Heterogeneity: I = 0.00%, H? = 1.00
Test of 8, = 6;: Q(3) = 0.29, p = 0.96
Testof 6=0:z=1.36,p=0.17
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Supplementary Figure 115: Meta-analysis of venlafaxine versus placebo on

abnormality of accommodation (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 0 83 0 41 — i 0.50[0.01, 24.76] 14.07
600-B-367-EU (150 mg) 2 80 0 42 —#®— 259[0.13, 52.76] 13.90
Cunningham 1994 7 65 3 73 —+l— 2.46[0.66, 9.16] 61.59
Guelfi 1995 2 44 0 47 ——®——5.11[0.25, 103.55] 10.44
Overall st 2.48[0.87, 7.07]
Heterogeneity: I = 0.00%, H? = 1.00
Test of 6, = 6: Q(3) =0.87, p =0.83
Testof 8 =0:z=1.70, p=0.09
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Supplementary Figure 116: Meta-analysis of venlafaxine versus placebo on

pruritis (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 2 81 0 41 ——®——— 250[0.12, 50.91] 8.91
600-B-367-EU (150 mg) 1 81 0 42 ——f®———  155[0.06, 37.35] 8.80
Guelfi 1995 2 44 0 47 ——®%—5.11[0.25, 103.55] 6.61
Schatzberg 2006 0 102 5 91 — | 0.09[0.00, 1.53] 75.68
Overall - 0.76[0.26, 2.27]
Heterogeneity: I = 33.86%, H? = 1.51
Testof 8, = 6;: Q(3) = 4.54, p=0.21
Testof 8 =0:z=-0.49, p=0.63
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Supplementary Figure 117: Meta-analysis of venlafaxine versus placebo on

vasodilation (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (75 mg) 0 83 1 40 0.17[0.01, 4.00] 35.50
600-B-367-EU (150 mg) 3 79 2 40 0.77[0.13, 4.42] 46.95
Guelfi 1995 1 45 1 46 1.02[0.07, 15.85] 17.56
Overall 0.60[0.17, 2.14]

Heterogeneity: 12 = 0.00%, H? = 1.00
Test of 6, = 6;: Q(2) = 0.85, p = 0.66
Testof 8 =0:z2=-0.79, p =0.43
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Supplementary Figure 118: Meta-analysis of venlafaxine versus placebo on neck

pain (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 0 41 i 0.50[0.01, 24.76] 22.83
600-B-367-EU (150 mg) 1 81 1 41 —l— 0.51[0.03, 7.99] 43.63
Guelfi 1995 1 45 0 47 ——+—3.06[0.13, 73.33] 33.54
Overall el 0.93[0.14, 6.32]

Heterogeneity: 12 = 0.23, |2 = 7.79%, H* = 1.08
Test of 8, = 6;: Q(2) = 0.82, p = 0.66
Testof 8 =0:z=-0.08, p=0.94
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Supplementary Figure 119: Meta-analysis of venlafaxine versus placebo on pain

(sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 82 1 40 0.49[0.03, 7.70] 4242
600-B-367-EU (150 mg) 3 79 1 41 1.54[0.16, 14.32] 41.91
Guelfi 1995 2 44 0 47 5.11[0.25, 103.55] 15.68
Overall 1.65[0.42, 6.58]

Heterogeneity: I1> = 0.00%, H? = 1.00
Testof §,=6,:Q(2) =1.29, p=0.53
Testof 6=0:z2=0.71,p=0.47
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Supplementary Figure 120: Meta-analysis of venlafaxine versus placebo on

increased salivation (sensitivity analysis)

Venlafaxine Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 1 + 1.50[0.06, 36.04] 36.63
600-B-367-EU (150 mg) 0 L] 0.52[0.01, 25.66] 36.19
Guelfi 1995 1 ——+—3.06[0.13, 73.33] 27.18
Overall i 1.57[0.25, 9.94]

Heterogeneity: 12 = 0.00%, H? = 1.00
Testof 6,=6;: Q(2) =0.48, p=0.79
Testof 6 =0:z2=0.48, p=0.63
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Supplementary Figure 121: Meta-analysis of venlafaxine versus placebo on

tongue discolouration (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 0 41 L 0.50[0.01, 24.76] 23.73
600-B-367-EU (150 mg) 0 82 0 42 l 0.52[0.01, 25.66] 23.45
Guelfi 1995 0 46 1 46 ——M—+—— 034[001, 815 52.83
Overall —eot 0.42[0.05, 3.37]

Heterogeneity: 12 = 0.00%, H? = 1.00
Testof 6, = 8;: Q(2) = 0.04, p =0.98
Testof 6 =0:z2=-0.82, p=0.41
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Venlafaxine review: Supplementary material

Supplementary Figure 122: Meta-analysis of venlafaxine versus placebo on

hypochromic anaemia (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 1 82 0 41 + 1.50[0.06, 36.04] 36.63
600-B-367-EU (150 mg) 0 82 0 42 I 0.52[0.01, 25.66] 36.19
Guelfi 1995 1 45 0 47 ——+—3.06[0.13, 73.33] 27.18
Overall i 1.57[0.25, 9.94]

Heterogeneity: I? = 0.00%, H? = 1.00
Testof 6,=6;: Q(2) =0.48, p=0.79
Testof 6 =0:2=0.48, p=0.63

T
1/64 1/4 4 64

Fixed-effects Mantel-Haenszel model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 123: Meta-analysis of venlafaxine versus placebo on

hypercholesterolemia (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 0 83 0 41 0.50[0.01, 24.76] 20.18
600-B-367-EU (150 mg) 0 82 0 42 0.52[0.01, 25.66] 19.94
Guelfi 1995 1 45 2 45 — 0.51[0.05, 5.44] 59.88
Overall —i— 0.51[0.08, 3.08]
Heterogeneity: I? = 0.00%, H? = 1.00
Test of 6, = 8;: Q(2) = 0.00, p = 1.00
Testof 6 =0:z2=-0.73, p =0.46

1/64 1}8

Fixed-effects Mantel-Haenszel model

s1ara

129



Venlafaxine review: Supplementary material

Supplementary Figure 124: Meta-analysis of venlafaxine versus placebo on

bronchitis (sensitivity analysis)

Venlafaxine Risk ratio Weight
Study Events No events Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 2 81 ——Jl—— 250[0.12, 50.91] 36.63
600-B-367-EU (150 mg) 0 82 I 0.52[0.01, 25.66] 36.19
Guelfi 1995 1 45 ———Jl———3.06[0.13, 73.33] 27.18
Overall i 1.94[0.32, 11.86]
Heterogeneity: I? = 0.00%, H? = 1.00
Testof 6, = 8;: Q(2) = 0.55, p =0.76
Testof 6=0:2=0.71,p=0.48

164 1/4 4 64

Fixed-effects Mantel-Haenszel model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 125: Meta-analysis of venlafaxine versus placebo on

pharyngitis (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events Noevents Events No events with 95% Cl (%)
600-B-367-EU (75 mg) 4 79 1 40 — | 1.98[0.23, 17.12] 42.42
600-B-367-EU (150 mg) 3 79 1 41 —— 1.54[0.16, 14.32] 41.91
Guelfi 1995 1 45 0 47 L 3.06[0.13, 73.33] 15.68
Overall —~i— 1.96[0.49, 7.83]

Heterogeneity: I = 0.00%, H? = 1.00
Testof 6,=6;: Q(2) =0.12, p = 0.94
Testof 8 =0:2=0.95,p=0.34

1/4 1 4 16 64

Fixed-effects Mantel-Haenszel model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 126: Meta-analysis of venlafaxine versus placebo on

urinary tract infection (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —— 0.17[0.01, 4.00] 35.42
600-B-367-EU (150 mg) 0 82 0 42 — 0.52[0.01, 25.66] 26.55
Guelfi 1995 2 44 0 47 —+——5.11[0.25, 103.55] 38.02
Overall i 0.83[0.08, 8.51]

Heterogeneity: T2 = 1.36, I? = 31.92%, H> = 1.47
Test of 8, = 6;: Q(2) =2.43, p =0.30
Testof 8 =0:z=-0.16, p = 0.87

1/1‘28 1}8 2 32

Random-effects Sidik—Jonkman model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 127: Meta-analysis of venlafaxine versus placebo on

urine abnormality (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 0 4 i 0.50[0.01, 24.76] 24.86
600-B-367-EU (150 mg) 0 82 0 42 i 0.52[0.01, 25.66] 24.86

Guelfi 1995 1 45 1 46 j 1.02[0.07, 15.85] 50.28
Overall 0.72[0.10, 5.07]
Heterogeneity: 12 = 0.01, |2 = 0.20%, H? = 1.00

Testof 6,=6;: Q(2) =0.12, p = 0.94
Testof 8 =0:z2=-0.33, p=0.74

164 158 1 8

Random-effects Sidik—Jonkman model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 128: Meta-analysis of venlafaxine versus placebo on taste

alteration (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight
Study Events No events Events No events with 95% CI (%)
600-B-367-EU (75 mg) 0 83 1 40 —B—— 0.17[0.01, 4.00] 35.42
600-B-367-EU (150 mg) 0 82 0 42 — 0.52[0.01, 25.66] 26.55
Guelfi 1995 2 44 0 47 —Jl——5.11[0.25, 103.55] 38.02

Overall —— 0.83[0.08, 8.51]
Heterogeneity: T = 1.36, I> = 31.92%, H* = 1.47
Test of 6, = 6: Q(2) =2.43, p = 0.30

Testof 8 =0:z=-0.16, p =0.87

T T T
1128 1/8 2 32

Random-effects Sidik—Jonkman model
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Venlafaxine review: Supplementary material

Supplementary Figure 129: Meta-analysis of venlafaxine versus placebo on

HDRS-17 (sensitivity analysis)

Venlafaxine Placebo Mean diff. Weight
Study N Mean SD N Mean SD with 95% ClI (%)
Higuchi 2016 (fixed dose) 174 -10.76 6.6 92 -9.25 6.51 4.7* -1.51[-3.17, 0.15] 33.45
Higuchi 2016 (flexible dose) 177 -10.37 6.52 92 -9.25 6.51 4.7* -1.12[-2.76, 0.52] 34.19
Learned 2012 (study 1) 133 -149 653 126 -13 732 —J——| -1.90[-3.59, -0.21] 32.36
Overall i -1.50 [ -2.46, -0.54]

Heterogeneity: I? = 0.00%, H? = 1.00
Testof 6,=6;: Q(2) =0.42, p = 0.81
Testof 8 =0:z=-3.07, p=0.00

Fixed-effects inverse-variance model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 130: Meta-analysis of venlafaxine versus placebo on

suicidal ideation (sensitivity analysis)

Venlafaxine Placebo Risk ratio Weight

Study Events No events Events No events with 95% ClI (%)
600-B-367-EU (150 mg) 1 81 0 42 — = 1.55[0.06, 37.35] 1.17
600-B-367-EU (75 mg) 0 84 0 M 0.49[0.01, 24.47] 119
Hewett 2010 0 198 1 186 — 0.31[0.01, 7.68] 274
Higuchi 2016 (fixed dose) 4 132 19 72 : 1.14[0.70, 1.84] 44.28
Higuchi 2016 (flexible dose) 47 133 20 72 1.20[0.76, 1.90] 47.06
Sheehan 2009 2 93 2 93 —_— 1.00[0.14, 6.95] 3.56
Overall > 1.14[0.82, 1.57]

Heterogeneity: I = 0.00%, H?> = 1.00
Test of 6,= 6, Q(5) =0.91, p=0.97
Testof 8=0:2=0.78, p=0.44

Fixed-effects Mantel-Haenszel model

s1ara
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Venlafaxine review: Supplementary material

Supplementary Figure 131: Meta-analysis of venlafaxine versus placebo on

MADRS (sensitivity analysis)

Venlafaxine Placebo Mean diff. Weight
Study N Mean SD N Mean SD with 95% CI (%)
600-B-367-EU (75 mg) 53 82 95 27 94 73 — -1.20[ -5.29, 2.89] 0.54
600-B-367-EU (150 mg) 48 7.6 9 26 94 73 — -1.80[ -5.83, 2.23] 0.55
Alvarez 2012 95 -242 88 88 -16.6 9.4 — -7.60[-10.24, -4.96] 1.29
Guelfi 1995 36 136 105 23 191 13.2 -5.50[ -11.568, 0.58] 0.24
Hewett 2010 193 -17 10.56 186 -13.2 10.64 —— -3.80[ -5.93, -1.67] 1.97
Higuchi 2016 (fixed dose) 172 153 101 91 -12.41 10.12 | -2.89[ -5.46, -0.32] 1.36
Higuchi 2016 (flexible dose) 176 -15.05 10.08 91 -12.41 10.12 — -2.64[ -5.19, -0.09] 1.37
Khan 1991 (75 mg) 23 213 9.7 253 1.7 -4.00[ -11.92, 3.92] 0.14
Khan 1991 (225 mg) 22 184 115 8 253 1.7 -6.90[ -16.25, 2.45] 0.10
Khan 1991 (375 mg) 22 16.4 9.2 9 253 1.7 -8.90[-16.62, -1.18] 0.15
Mendels 1993 (25 mg) 78 -11.53 982 25 -10.53 8.98 — -1.00[ -5.34, 3.34] 048
Mendels 1993 (50 - 75 mg) 72 -12.53 9.6 25 -10.53 8.98 — -2.00[ -6.30, 2.30] 0.48
Mendels 1993 (150 - 200 mg) 77 -148 964 25 -10.53 8.98 -4.27[ -8.55, 0.01] 0.49
Sheehan 2009 53 13.53 10.31 55 18.98 11.78 -5.45[ -9.63, -1.27] 0.51
Thase 1997 91 152 1.14 100 206 1.08 H -5.40[ -5.71, -5.09] 90.33
Overall (] -5.24[ -5.54, -4.95]
Heterogeneity: I? = 47.57%, H? = 1.91
Test of §, = 6;: Q(14) = 26.70, p = 0.02
Test of 6 =0:z =-34.35, p=0.00

45 40 5

Fixed-effects inverse-variance model

s1ara
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= Supplementary Table 1: PRISMA 2020 Checklist

i Location
?ecflon I Checklist item where item is
opic
reported
TITLE
Title 1 ‘ Identify the report as a systematic review. Title
ABSTRACT
Abstract 2 ‘ See the PRISMA 2020 for Abstracts checklist. Abstract
INTRODUCTION
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. Introduction
Objectives Provide an explicit statement of the objective(s) or question(s) the review addresses. Introduction
METHODS
Eligibility criteria 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. Selection
criteria
Information 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify Search
sources the date when each source was last searched or consulted. strategy
Search strategy 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. Search
strategy &
Supplementary
Selection process 8 | Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each Data extraction
record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process. and risk of bias
assessment
Data collection 9 | Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked Data extraction
process independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in and risk of bias
the process. assessment
Data items 10a | List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each Outcomes and
study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect. Subgroup
analysis
10b | List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any | Protocol
assumptions made about any missing or unclear information.
Study risk of bias 11 | Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed Data extraction
assessment each study and whether they worked independently, and if applicable, details of automation tools used in the process. and risk of bias
assessment
Effect measures 12 | Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results. Protocol
Synthesis 13a | Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics Protocol
methods and comparing against the planned groups for each synthesis (item #5)).
13b | Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data Protocol
conversions.
13c | Describe any methods used to tabulate or visually display results of individual studies and syntheses. Assessment of

statistical and
clinical
significance
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= Supplementary Table 1: PRISMA 2020 Checklist

Section and

Topic

Checklist item

Location
where item is
reported

13d | Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the Assessment of
model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used. statistical and
clinical
significance
13e | Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression). Protocol
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesized results. Protocol &
Results
Reporting bias 14 | Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). Protocol
assessment
Certainty 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. Protocol
assessment
RESULTS
Study selection 16a | Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included | Figure 1
in the review, ideally using a flow diagram.
16b | Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded. Results
Study 17 | Cite each included study and present its characteristics. Table 1
characteristics
Risk of bias in 18 | Present assessments of risk of bias for each included study. Results
studies
Results of 19 | For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its Results
individual studies precision (e.g. confidence/credible interval), ideally using structured tables or plots.
Results of 20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. Results
syntheses 20b | Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision Results
(e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
20c | Present results of all investigations of possible causes of heterogeneity among study results. Results
20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. Results &
Supplementary
Reporting biases 21 | Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. Results
Certainty of 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. Results
evidence
DISCUSSION
Discussion 23a | Provide a general interpretation of the results in the context of other evidence. Discussion
23b | Discuss any limitations of the evidence included in the review. Discussion
23c | Discuss any limitations of the review processes used. Discussion
23d | Discuss implications of the results for practice, policy, and future research. Discussion
OTHER INFORMATION
Registration and ‘ 24a ‘ Provide registration information for the review, including register name and registration number, or state that the review was not registered. Methods
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s Supplementary Table 1: PRISMA 2020 Checklist

. Location
?ec'flon I Checklist item where item is
opic
reported
protocol 24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. Methods
24c | Describe and explain any amendments to information provided at registration or in the protocol. Differences
between the
protocol and
the review
Support 25 | Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review. Financial
Support &
Competing
Interests
Competing 26 | Declare any competing interests of review authors. Competing
interests Interests
Availability of 27 | Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included | Data used for
data, code and studies; data used for all analyses; analytic code; any other materials used in the review. all analyses
other materials are available in
the results.

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71
For more information, visit: http://www.prisma-statement.org/
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Supplementary Table 2: Search strategies

Search strategies for
‘Venlafaxine or Mirtazapine for major depressive disorder’
(C Kamp)
Updated searches performed 7 March 2024

Total number of records identified: 10691 records
Number of duplicates excluded: 2770 records
Number of records in final list: 7921 records
Number of new records sent to authors: 763 records

Cochrane Central Register of Controlled Trials (2024, Issue 2) in the Cochrane Library (813 hits)
#1 MeSH descriptor: [ Venlafaxine Hydrochloride] explode all trees

#2 MeSH descriptor: [Mirtazapine] explode all trees

#3 (venlafaxin* or ef*exor* or mirtazapin* or org*3770 or remeron*)

#4 #1 or #2 #3

#5 MeSH descriptor: [Depressive Disorder, Major] explode all trees

#6 MeSH descriptor: [Depressive Disorder] this term only

#7 MeSH descriptor: [Seasonal Affective Disorder] explode all trees

#8 MeSH descriptor: [Dysthymic Disorder] explode all trees

#9 MeSH descriptor: [Depression] explode all trees

#10 MeSH descriptor: [Affective Symptoms] this term only

#11 ((depress* or affective or dysthym*) and (disorder* or disease™ or symptom*))
#12 #5 or #6 or #7 or #8 or #9 or #10 or #11

#13 #4 and #12

MEDLINE Ovid (1946 to 7 March 2024) (2963 hits)

1. exp Venlafaxine Hydrochloride/

2. exp Mirtazapine/

3. (venlafaxin* or ef*exor* or mirtazapin* or org*3770 or remeron*).mp. [mp=title, abstract, original title, name of
substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept
word, protocol supplementary concept word, rare disease supplementary concept word, unique identifier, synonyms]
lor2or3

exp Depressive Disorder, Major/

Depressive Disorder/

exp Seasonal Affective Disorder/

exp Dysthymic Disorder/

. exp Depression/

10. Affective Symptoms/

11. ((depress* or affective or dysthym*) and (disorder* or disease™ or symptom*)).mp. [mp=title, abstract, original title, name
of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept
word, protocol supplementary concept word, rare disease supplementary concept word, unique identifier, synonyms]

12. Sor6or7or8or9or10orl1l

13. 4and 12

14. (randomized controlled trial or controlled clinical trial).pt. or clinical trials as topic.sh. or trial.ti.

Lo NG A
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15. (random™ or blind* or placebo* or meta-analys*).mp. [mp=title, abstract, original title, name of substance word, subject
heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol
supplementary concept word, rare disease supplementary concept word, unique identifier, synonyms]

16. 13 and (14 or 15)

17. limit 16 to ("adolescent (13 to 18 years)" or "young adult (19 to 24 years)" or "adult (19 to 44 years)" or "young adult and
adult (19-24 and 19-44)" or "middle age (45 to 64 years)" or "middle aged (45 plus years)" or "all aged (65 and over)" or
"aged (80 and over)")

Embase Ovid (1974 to 7 March 2024) (5650 hits)

1. exp venlafaxine/

2.  exp mirtazapine/

3. (venlafaxin* or ef*exor* or mirtazapin* or org*3770 or remeron*).mp. [mp=title, abstract, heading word, drug trade
name, original title, device manufacturer, drug manufacturer, device trade name, keyword heading word, floating subheading
word, candidate term word]

4, lor2or3

5. exp major depression/

6. depression/

7. exp seasonal affective disorder/
8. exp dysthymia/

9. emotional disorder/

10. ((depress* or affective or dysthym*) and (disorder* or disease® or symptom*)).mp. [mp=title, abstract, heading word,
drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword heading word, floating
subheading word, candidate term word]

11. Sor6or7or8or9orl0

12. 4and 11

13. Randomized controlled trial/ or Controlled clinical trial/ or trial.ti.

14. (random® or blind* or placebo* or meta-analys*).mp. [mp=title, abstract, heading word, drug trade name, original title,
device manufacturer, drug manufacturer, device trade name, keyword heading word, floating subheading word, candidate term
word]

15. 12 and (13 or 14)

16. limit 15 to (adult <18 to 64 years> or aged <65+ years>)

LILACS (Bireme; 1982 to 7 March 2024) (50 hits)

((mh:(venlafaxine hydrochloride OR d02.033.415.510.500.901 OR d02.092.471.683.948 OR
d02.455.426.392.368.367.318.750 OR d10.289.510.500.901 OR mirtazapine OR d03.633.300.240.588)) OR ((venlafaxin* OR
ef*exor* OR mirtazapin* OR org*3770 OR remeron*))) AND ((mh:(depressive disorder, major OR 103.600.300.375 OR
depressive disorder OR f03.600.300 OR seasonal affective disorder OR 103.600.300.775 OR dysthymic disorder OR
103.600.300.400 OR depression OR 101.145.126.350 OR f01.470.282 OR affective symptoms OR f01.145.126.100)) OR
(((depress* OR affective OR dysthym*) AND (disorder* OR disease* OR symptom*)))) AND ( db:("LILACS"))

PsycINFO (EBSCO host; 1806 to 7 March 2024) (562 hits)

S17 S15 AND S16

S16 TI adult* or Elder* or older or Geriatri* or Senil* or Old Age* or Late Life or Aged OR AB adult* or Elder* or older or
Geriatri* or Senil* or Old Age* or Late Life or Aged

S15 S13 AND S14

S14 TX ( (random* or blind* or placebo* or meta-analys*) ) OR TI trial*

S13 S4 AND S12

S12 S5 OR S6 OR S7 OR S8 OR S9 OR S10 OR S11

S11 TX ((depress* or affective or dysthym*) and (disorder* or disease* or symptom*))
S10 MA Affective Symptoms

S9 MA Depression
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S8
S7
S6
S5
S4
S3
S2
S1

MA Dysthymic Disorder

MA Seasonal Affective Disorder

MA Depressive Disorder Expanders

MA Depressive Disorder, Major

S1 OR S2 OR S3

TX (venlafaxin* or effexor* or efexor* or mirtazapin* or "org 3770" or org3770 or org-3770 or remeron*)
MA mirtazapine

MA venlafaxine

Science Citation Index Expanded (Web of Science; 1900 to 7 March 2024); Conference Proceedings Citation Index —
Science (Web of Science; 1990 to 7 March 2024); Social Sciences Citation Index (Web of Science; 1956 to 7 March
2024), and Conference Proceedings Citation Index- Social Science & Humanities (Web of Science; 1990 to 7 March
2024) (653 hits)

#7 #5 AND #6

#6 TS=(adult* or Elder* or older or Geriatri* or Senil* or Old Age* or Late Life or Aged)

#5 #3 AND #4

#4 TI=(random* or blind* or placebo* or meta-analys* or trial*) OR TS=(random* or blind* or placebo* or meta-analys*)
#3 #2 AND #1

#2 TS=((depress* or affective or dysthym*) and (disorder* or disease* or symptom*))

#1 TS=(venlafaxin* or ef*exor* or mirtazapin* or org*3770 or remeron*)
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Supplementary Table 3: Characteristics of the included trials

Trial 1D Registry/ | Risk of for- Dose range [Control | Placebo |Length of | No. randomised | No. randomised | Baseline HORS [Baseline | Co-
published | profit bias (mg/day) |intervention |Washout [intervention |to Venlafaxine ~|to control Venlafaxine | HDRS. interventions
protocol period control

06008 1.384-US/EU/CA No Yes N N 150-375 |Placebo  |NI Gweeks | 180 ) N N N

me/day

600-B-367-EU (150 mg) No Yes 1. Were 18 years of age and of legal age of consent or older 1. Had a decrease of more than 20% in the HAM-D total score between the screening and baseline  [Mean: 150 | Placebo Yes Sweeks (82 a1 271 266 No

2. Were outpatients visits mg/day
3. Met DSM-II-R criteria for major depression; had a minimum screening | 2. Had a myocardial infarction within 6 months of the start of double-blind treatment.
and 3. Had a history or disease
baseline score of 20 on the HAM-D total score isease that may have compromised the sludv
4. jon for at
study. . Had 2 istony o presance of any peyenati dsardr ot sssocited wihdepression. -
5. Signed informed consent form 6. Had a history or presence of bipolar disorder
7. Had a history or presence of organic mental disorder.
8 Was sucha degr quired to be
employed.
Wasa orawoman ap G test result
<luring the prestudy evaluation.
Used any py (ECT) within 30 days,

21 days; or used any paroxetine, or 14 days; or used

wiolytc, te) or any other
pchotrotc g r subanca ithin 2 days o e stat o he doublel bhnd reatmentparid

within 7 days of the start of the
double-blind treatment period unless a stable dose of the drug has been maintained for at least
Imonth before the start of the double-blind treatment period.
Hadt a history of drug or alcohol dependence within 1ear as defined by DSM-II-R criteria, Had
on the prestudy  ECG orurine

drug screen,

600-8-367-EU (75 mg) No Yes 1. Were 18 years of age and of legal age of consent or older 1. Had a decrease of more than 20% i the HAM-D total score between the screening and baseline | Mean:75 | Placebo | Yes Bweeks |83 2 265 a7 No

2. Were outpatients visits mg/day
3. Met DSM-II-R criteria for major depression; had a minimum screening | 2. Had a myocardial infarction within 6 months of the start of double-blind treatment.
and 3. Had a history or disease
baseline sore of 20 on the HA-D tota score disease that may have compromised the sludv
4. foratleast 1 4. Had a
study. . Had 2 isony o presence of any peychti dtorder ot assocated with depresson
5. Signed informed consent form 6. Had a history or presence of bipolar disorder
7. Had a history or presence of organic mental disorder.
8 Was sucha degr quired to be
employed.

e orawoman ap G test result

<luring the prestudy evaluation.
Used any py (ECT) within 30 days,

21 days; or used any paroxetine, or 14 days; or used
any o anxiolytc, hydrate) or any other
nsmonomcamg or substance within 7 davs of the start of the double-blind treatment period.

s of the start of the
doub\e blind treatment period ules s!ab\e Gose o the dr hos been maimaied for t et
Imonth before the start of the double-blind treatment period.
Had a history of drug or alcohol dependence within 1 year as defined by DSMIR criteia. Had
on the prestudy physi  ECG orurine
drug screen,

Alvarez 2012 Yes Yes Patients with MDD pr & with a current ma posens if they had any other than MDD 75225 |Placebo  |No Gweeks | 114 105 294 297 No

according to DSM-V-TR (aPA, the study i | IV-TE Mini International Neuropsychiatric Interview (MINI ; Sheehan et al. 1998)], | me/day
they were an outpatient of either sex, aged from 18 yrto 65 yr, witha [orif mey had a current or past m;mry of manic or hypomanic episode, schizophrenia or any other
e talretardation, organic

Hsbers, 1979) ot score of 0.t the baslnevisi or e t00 generl

disorder within the previous 6 months, presence or history of a linicall significant neurological

epilepsy), ‘orany Axs I disorder that might
mmpmm\szlhz sty
ide, based on /s clinical judgement, or who had a score of

s omemioet i Bhts) 25

formal behaviour therapy or hada

known were , or

by the investig
treats exposed to Lu AA21004. Patients were
clso excudd f hey were taking te alowing pychotropic dugs within 2 epriorto baselne o
during the study: Reversi B
W), SNRIs, remedies, any drug

orany oral o
, any anxiol sand
i h agent: , oral
proton pump inhibitors, steroids, cisapride, macrolide antibiotics, antifungal agents,
hypolipidaemics, and episodic use of insulin. Occasional use of zolpiden, zopiclone and zaleplon for
insomia was allowed.

Claghorn 1990 No Yes N N 75225  |Placebo  |Yes Gweeks |83 E) 236 26 No

eld

Cunningham 1994 No No Patients whose HAM-D score dropped 20% or more between screenand | Patients included women or men 18 years of age or older. All women of child-bearing potential had to | 75200 | Placebo | Yes Gweeks | Unclear Unclear 2502 a1 |No

from patients human pregnancy blind mg/day
v 3 medication and i patients
not jor depression, either single or  except ey
fora minimum of 1 vist. Diagnosis was made by a

within 2 years of entering the study. Patients could the basis of minimum 21item Hamilton Rating

e P p 20 was required at atthe

v P
drug within 30 days, any investigational or antipsychotic drug within 30
days, any
within 14 days, or any other antideprssant, ansioiytc, or hypnoticdrug
within 7 days before the start of or during the double-blind treatment
period.
Cunningham 1997 (IR) No Yes Outpatients aged 18 years criteria for a major " treated Max 150 |Placebo  |Yes 12 weeks | Unclear Unclear 20 29 No
depressive episode; had a minimum baseline score of 20 on the 21-item | lactating g b a positive p- (Hea) me/day
Harnilton , wit preg not included. In addition, patients with a history m
baseline; and had sympts disease or onascreening
depression for at least one month before study entry were eligble. (ECG),orlaboratory tests; acute suicidal tendencies;  history ofa seizure disorder; presence of an
organic mental disorder; bipolar disorder; ora history of any psychotic disorder not associated with
o for
days, or
monoamine oxidase inhibitor, paroxetine, or sertraline within 14 days, or use of any other

anxiolytic, 3 or 7 days of
the start of double-blind treatment; use of any nonpsychotropic drug with psychotropic effects (e.g., b

blockers), unless been stable for a prior to double-
blind treatment; or a history of drug or alcohol abuse within 1 year of the start of the study.

Cunningham 1997 (XR) No Yes Outpatients aged 18 years or older criteria for a major Women who were Max 150 |Placebo  |Yes 12 weeks | Undlear Unclear 25 249 No

depressnveemsode, had aminimum baseline sweov 20 0n the 21.tem \aclalmg or of potentil with (HcG) me/day
Hamilto . 2 " not included. In addition, patients with a history of clinically significant medical
lneandnad symptoms o |dsease abnormalities on
depres- sion for at least one month before study entry were cligible (ECG), or Iaboratory tests; acute suicidal tendencies; a history of a seizure dlsorder presence of an
p g v with
P 3
30 days, 21days, or
inhibitor, paroxetine, 14 days, or use of any other
anxiolytic, 7 days of
the start of double- ;s use with 8.0
unless been stable for a h p
blind tratment; o a histoy ofcru o lcohel abuse within 1 year f th stat of the st
EudraCT 2004-000562-13 Yes Yes Men and women 18 1o 75 years of age, inclusive; outpatients; subjects | Subjects treated with DVS SR at any time in the past, treated with venlafaxine (immediate release IR] |Max: 150 | Placebo | No Bweeks |18 123 58 260 No
must have had a primary diagnosis of MDD based on the criteria i the | or ER) within 90 days of study Day 1, and subjects with know hypersensitivity to venlafaxine (IR or ER) | mg/day
Diagnostic and Statistical Manual of Mental Disorders, fourth edition, | were excluded from the study.
single or
psychiatric diagnoses were nresem MDD must have been the
Atth d Baseli
s, subects ware reuired t have depresive symptoms fo t east 30
days, a score of at least 22 on the Hamilton Psychiatric Rating Scale for
Depression, 17-items (HAM-D17), a score of at least 2 on item 1
(depressed mood) of the HAM-D17, and a score of at least 4 on the Clinical
Global Impressions liness (CGI-S).
y acceptable for the study
and for at least 15 days after the last dose of study drug.

EudraCT 2007-007025-51 Yes Yes In-and outpatients with a primary diagnosi of Major Depressive Episode Max 225 |Placsbo  |No Bweeks |7 7 Unclear Undlear | No
(MDE) according to DSMHV-TRTM criteria, whor me/day
«had an MDE of 23 months duration at screening
« had a Montgomery-Asberg Depression Rating Scale (MADRS) total score
226 at screening and at baseline
« were 218 and <75 vears of age

Guelfi 1995 No Yes = primary diagnoss of 0 18 or older, were ineligible mental ilnesses (other than | 150-375 | Placebo | Yes dweeks |46 a7 282 286 No

lled if they et th r major d depression), a myocardial ifarction within 6 months of the study, a istory of seizure disorder or any | mg/day
melancholia based on a q d with depression, or a history of drug or alcohold dependence. In

and initial study 25 or more on the | adition, patients who had a score of 4 or more on the suicidal thought item of the MADRS were
f excluded from entry. drugs, o ytis, and
depression for at least 1 the study. therapy and formal as
regula d
Hewett 2009 No Yes Patients aged 18-64 years with a DSM-V diagnosis of MDD for a ifthey — |75150  |Placebo  |No Bweeks | Unclear Unclear Unclear Undear | No

minimurm of 8 weeks were eligible for inclusion. ligible patients required | Those with anorexia nervosa or the past 12 months), - cardial | me/day
an Interactive Voice Response System (IVRS) Hamilton Depression Rating | infarction within the past year, a 2
Scale (HAMD) 17-1tem total score of 218 at both excluded hey had or:
visits (Kobak, et a, 1999), which must not have decreased or increased by | the past 6 months, or had experienced a significant inthe

more than 25% between visits. A score of 24 on the Clinical Global

past. Patients who had failed to respond to adequate treatment from two previous anti- depressants

liness (C
was also required. Patients with co-morbidties were allowed to enrol f
their condition had been stable for at least 3 montt

To be eligible, during the 2 weeks prior to the study, patients
should not have used ther
potential that might lower the
Study partcpants were rouired o test negative na urine drug creen, and tohave shown no
evidence of alcohol or substance abuse/ dependence within the past 12 months.
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Trial 1D Registry/ | Riskof for- | inclu [Exclusion criteria Dose range |Control | Placebo |Lengthof | No. randomised | No. randomised | Baseline HDRS | Baseline | Co-
published | profit bias (mg/day) |intervention |Washout |intervention | to Venlafaxine | to control Venlafaxine | HDRS. interventions
orotocol oeriod control

Hewett 2010 No Yes Patients aged 18-64 years with a DSM-IV diag; MDD fora if they had a history of manic episodes, past or current psychotic disorder ora [75-150 [Placebo [No 8weeks | Unclear Undlear 301 No

minimurm of e re Elgible it Ais I therapy. Also | mg/day
t . an Iteractive Voice (IVRS) Harmilton ationts that had been omicidal at any time in meu Tves orsucidal withinthe past &
Depression Rating Scale (HAMD) 17-item total score of 218 at both months, those with anorexia nervosa past the
screening and baseline visits (Kobak et al,, 1999), which must not have | past year, any history of orby , or unstable
decreased or increased by more than 25% Ascore of 24 0n
the Clinical Global Impressions-Severity of liness (CGI-S) scale at both | within the past six months, or significant to
screening and baseline was also required. in the past. Patients who had failed to respond to adequate treatment from two previous
¥ different classes taken any
3 v

that might lower the seizure prior to screening. Study participants were

required to provide a  a blood alcohol level andto

have shown alcohol or subs the past 12 months.

Higuchi 2016 (fixed dose] Yes Yes ents aged at least epsiatsmy o [Wean7s a0 Bweeks | Unclear Unclear 26 24 No

primary diagnosis of MDD on vine s ot DM riteia, who or mental retardation, subs b tia, obsessive | mg/day
experienced single o were 2 disord disorder, , or active
il forthe study.nadion,pents shukd ve experienced suicidal tendency; other dinically imp as
in forat
lesst28caysina recurent gvisitand havea | been reatments in the past, had a history of chronic treatment
Depression Rating re ofat longer it, o
least 26 at the screening and baseline visits the presence of an ause of 2 general
c Jaleitem  |a Iso excluded.
Quick Inventory of Depressive Symptomatology self-report version
(QIDS16-5R-J) total score of at least 16 at the screening and baseline visits
(Rush et al, 2003), and a score of at least 4 on the Clinical Global
Impressions Scale-Severity (CGI-5) at the screening and baseline visis.
Moreover, they P v da
y ai
pertinent aspects of the study and were willing and able to comply with
scheduled visits, treatment plan, aboratory tests, and other study
procedures. All
" had
of birth control during the study period and for 28 days after the last dose
of study medication.
Higuchi 2016 (flexible dose) Yes Yes in outpatients aged at | thepastahistoryof  |75225  |Placebo | No Bweeks | Unclear Unclear 24 24 No
primary diagnosis of MDD on the basisof the DSMV rieria, who or mental retardation, subs b dementia, obsessive | me/day
experienced single o were P disord disorder, , or active
elgible for the study. In addition, patients should have experienced suicidal tendency; other dlinically imp as
least 28 days in a recurrent gvisitand havea | been reatments in the past, had a history of chronic treatment
longer it o
least 26 at the screening and baseline visits the presence of an ause of 2 general
from Jaleitem  [a Iso excluded.
Quick Inventory of Depressive Symptomatology self-report version
(QIDS16-5R-J) total score of at least 16 at the screening and baseline visits
(Rush et al, 2003), and a score of at least 4 on the Cliical Global
Impressions Scale-Severity (CGI-5) at the screening and baseline visis.
Moreover, they P v da
informed indi i al
the stu g and able
«heduled i, treatment pla, laboratory tests, and other study
procedures. All
jing children had to ag
of birth control during the study period and for 28 days after the last dose
of study medication.
Hopkins 2013 Yes Yes 1 Subject ting in, has participated in, o plans to participate in any investigational drug study. | Mean: 150 |Placebo | No Bweeks | Unclear Unclear Unclear Undlear | No
longer than 12 months. Subject who has donated blood within the last 30 days or plans to donate blood during and 30 days | mg/day
Subjects primary diags i g
Subjects must  d d MDD O respond i the past 5 yeas)to o adequa!e (dose and duration) antidepressant
in the past 5 years.
that was chiefly resp s the| Sujects who ave undergone Eectroconuisive Therapy reatment.
subject to seek treatment. fluoxetine, in
Subject s n general good health Subject wuh bulimia or disord:
Subject wi e, current
Subjects w\!h Obscisve Compuisve Diorder
Subjects with a lfetime diagnosis of Panic Disorder.
SUbjct e reatnent wih et Wit 2 wecks
Subject with abuse, drug(s)
abuse (excluding nicotine and caffeine) or s positive urine crug screen
Subject has a documented history of HIV, hepatits B or hepatitis C.
Hunter 2010 (study 2) No Yes Subjects were excluded if they previously had failed to benefit from Subjects benefit from Mean: 150 |Placebo | Yes weeks | Unclear Undlear Undlear Undear | No
treatment with the antidepressant being studied, ifthey had a history of | being studied, i they had a history of suicide attempt, or if they suffered from any medical iness or | mg/day
if they suffered from any received | received any known
i in function
Hunter 2010 (study 3) No Yes i d Subjects beneitfrom Mean: 150 |Placebo | Yes weeks | Unclear Unclear Unclear Undear | No
MDD tructured " , ifthey had a hey suffered from any medical iiness or | me/day
interview for DSV (Fist et al 1995), with a 17-item Hamilton received any known
Depression Rating Scale (Ham-D17; (Hamilton, 1960)) score 216. Subjects
benefit from
f they had a history
any medical liness
known affect brain function.
Kahn 1998 (150 mg) No Yes tients had toms of Mean: 150 |Placebo | Yes 12 weeks | Undlear Unclear 25 251 No
least 1 mg/day
scores of 20 on the 21item Hamilton Rating Scale for Depression (HAM-D)
1151 both orestudy and on studv day 1 (baseline).
Kahn 1998 (200 mg) No Yes ts had toms of Mean:200 |Placebo | Yes 12 weeks | Undlear Unclear 238 251 No
least 1 mg/day
scores of 20 on the 21-item Hamilton Rating Scale for Depression (HAM-D)
1151 both orestudy and on studv day 1 (baseline).
Kahn 1998 (75 me) No Yes ts had toms of Mean:75 |Placebo |Yes 12 weeks | Undlear Unclear 23 251 No
- least 1 mg/day
scores of 20 on the 21-item Hamilton Rating Scale for Depression (HAMD)
1151 both orestudy and on study dav 1 (baseline).
Learned 2012 (study 1) Yes Yes n both studies, male and (18-64 years if ap glliness were by Max 225 |Placsbo  |No 10weeks | 134 126 Unclear Undear | No
10 e a diagosis of MDE with MDD (inle or recur-rent episodes | diagnosis orf he ptient ha  curtent DSVH-V-TR diagnosts of any ofth following: anic dsorder, | m/cay
e Manual antisocialor border . bipolar disordl or other psychotic
4th Edition, Text Revision [DSM-V-TR), disorders. v tic course of two
at least two weeks but less than two years. Patients were required to have | or screening, or had
a Clinical Globl Impression-Severity of liness (CGI-S) score > 4 at the y or transcranial months of
and an Inventory screening, Patient w v
1) or>25 (Study 2) d orafamily Patients with a positive urine
and randomization visits, with 2 change of no more than 25% in 0S-SR | crug sereen or  positve blood slco- hl at screenin were excuded.
between these two visis.
Lieberman 2008 (225 mg) Yes Yes Men and women, outpatients 18-75 years o age with Patient i tients with comorbid | Max: 225 |Placebo |No Bweeks | 121 127 251 Unclear | No
of MDD, based on 4 , or social were allowed mg/day
Statsica Manualof Mental isorder, Fourth Eiton’ (American long as MDD primary diagnosis. Patients at hig
Psychiatric Association, 1994) crteria, single or recurrent episode, without
screening, patients were also required to have a minimum HAM-D17 score.
0f 22 and score at least 2 on item one (depressed mood) of HAM-D17, a
Clinical Global Impressions-Severity (CGI-) Scale (Guy, 1976) score of at
least 4, and a Raskin Depression Scale (Raskin et a,, 1969) score greater
than the Covi Anxiety Scale (Lipman, 1982) score.
Luthringer 1996 No Yes 18 years or older with fora minimum was bipolar or primarily p 5 75225  |Placebo  |Yes 29days |12 ) 282 271 No
of & weeks. They had to have a 21-item atleast 20 at both ideation, recent alcohol or drug abuse, any acute or unstable medical | mg/day
the inital screening and pre-treatment baseline. problem, ora to use a medically
approved form of birth control and were admitted o the study only ofa beta human chororic
was negative. Concomitant psychotropic medication was excluded during the study
74 I began (14 and 30 day;
leptics and fluoxetine).
Mendels 1993 -150-200mg | No Yes Outpatients aged 18 to 75 years with a diagnosis of major depr ideation 12 months; 150- Placebo |Yes Gweeks | Unclear Unclear 2557 2539 |No
15 syndromes, or por d 200mg/day
centers, Patients were required to have a total score of at least 20 on the | course oY istory P
17-item Hamilton Rating Scale for Depression (HAM-D), a score of at least | within 30 days of neuroleptics within 14 days of active
9 0n the Raskin Depression Scale, a score on the Covi Anxiety Scale 10 less | drug treatment; and use of other antidepressants or anxiolytis within 7 days of baseline.
than the Raskin score, and a moderate or greater severity of lness on the
Clinical Global Impressions (CGI) scale.
Mendels 1993 - 25 mg. No Yes Outpatients between the ages of 18 and 65 years. ‘mental ll her |25mg/day |Placebo Yes 6weeks  |Unclear Unclear 25.92 2539 No
prtlpate fthey met DSML - critera or maor depresson (American | tan depresion o  history o ru o alohol dependence within 2 yearsof e sty Patent were
Psychiatric Association 1987) and had a minimur score of 20 on the 21- | not enrollen if to betaken. Patients
item Hamilton Rating Scale of Depression (HAM-D; Hamilton 1960). with a history of bipolar disorder or psychosis were excluded from the study.
Mendels 1993 -50-75 mg No Yes Outpatients between the ages of 18 and 65 years ig Y mental il her |50- Placebo |Yes Gweeks | Unclear Unclear 25.43 2539 [No
partcipate i they met DSML-Il-R criteria for major depression (American | than depression or a history of drug or alcohol dependence within 2 years of the study. Patients were | 75me/day
Psychiatric Association 1987) and had a minimur score of 20 on the 21- | not enrollen if o be taken. Patients
item Hamilton Rating Scale of Depression (HAM-D; Hamilton 1960). with a history of bipolar disorder or psychosis were excluded from the study.
Nemeroff 2007 No Yes 8 years ifthey had a history or pres- ence of bipolar disorder or any psychotic isorder. [ 75-225 | Placebo | Yes Guweeks | 102 102 235 27 No
Satsical Mancal of Mental Disr cers, a history of alcohol or the past year romthe | mg/day
fation, 1994). [ study, v disorders - derected
i pationts had v | during the p hat might

and scored at least 20 on the 21-item Namnlmn Ra(mg Scale for
Depression (HAM-D21).

pationts ware exluced they were acutely sl o the degree tht precautionsaganst sulcide

were needed. Another cause for exclusion was a hlswrv of nanresponse to venlafaxine or fluoxe- in.

Further, starting the double-

blind treatment eriod was excluded. Patients were ex:luded if they had received any of the following
3

dmg or antipsychotic drug within 30 days; astemizole, c\sipnde sumatriptan, ter- vaadme any

inhibitor, paroxetine, ntidepressant,
anxiolytic, hv»dme],ar any othe within 7
days of the start of double-blind treatment; or any other drug with psychotropic effects within 7 days
of the start of reatment period unl the drug had been maintained
for at least 1month (3 months for thymid or hormonal medications) before study day 1. Pregnant or

m the study, a hildbearing who were

g o wse s medialy a:cemahle form of cnnlraceptmn
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not have received
i vs, 21 days, or
within 14 days. Patients could not take any antidepressant, anxiolytic, sedative-hypnotic, or other
psychotropic drug or substance within 7 days of the start of double-blind treatment. Use of

with (eg, ed if the
dosage was stable for a minimum of 1 month before double-blind treatment.

Trial 1D Registry/ | Risk of for- [Exclusion criteria Dose range |Control | Placebo |Lengthof | No. randomised | No. randomised | Baseline HDRS | Baseline | Co-
published | profit bias (mg/day) |intervention |Washout |intervention | to Venlafaxine | to control Venlafaxine | HDRS. interventions
orotocol oeriod control

Rudolph 1998 (225 mg) + No Yes v b consisted of b the | Women of childbearing age were not recruited, not were subjects with bipolar mood disorder (or | Mean:225 |Placebo | Yes 6weeks | Unclear Undlear B3 No

Khan 1991, Schweizer 1991 ages of 18 and 65 who met Diagnostic and Statistical Manual of Mental | bipolar I, schizofenia, and other psychotic disorders. mg/day

Disorders (DSM)-l critria for major depression. In addition, symptoms of
depression had to have been present for at least 1 month before study
entry, » d hout)
scores of 20 on the 21item Hamilton Rating Scale for Depression (HAM-D
Rudolph 1998 (375 mg) + No Yes The study population consisted of b the | Women of childbearing age were not recruited, not were subjects with bipolar mood disorder (or | Mean:375 |Placebo | Yes Gweeks | Unclear Undlear B3 5 No
Khan 1991, Schweizer 1991 ages of 18 and 65 who met Diagnostic and Statistical Manual of Mental | bipolar I, schizofrenia, and other psychotic disorders. mg/day
Disorders (DSM)-l criteria for major depression. In addition, symptoms of
depression had to have been present for at least 1 month before study
entry, patients had hout)
scores of 20 on the 21item Hamilton Rating Scale for Depression (HAM-D
Rudolph 1998 (75 mg) +Khan | No Yes The study population consisted of b the | Women of childbearing age were not recruited, not were subjects with bipolar mood disorder (or | Mean:75 | Placebo | Yes Gweeks | Unclear Unclear 2% 25 No
1991, Schweizer 1991 ages of 18 and 65 who met Diagnostic and Statistical Manual of Mental | bipolar Il schizofrenia, and other psychotic disorders. mg/day
Disorders (DSM)-l criteria for major depression. In addition, symptoms of
depression had to have been present for at least 1 month before study
entry, » d hout)
scores of 20 on the 21item Hamilton Rating Scale for Depression (HAM-D
Rudolph 1999 No Yes The study population consisted of outpatients age 18 years and older who | Patients were excluded from study participa- tion ifthey had recent (within six months) treatment | 75-225 | Placebo | Yes Bweeks | 100 E) B3 5 No
with or a known hypersensitivity to either of the active study drugs, certain specified medical con- | mg/day
iteria for major depressive disorder (Task Force on DSMI- IV, 1994). The | ditions, bipolar 2 , or a history of
diagnosis of major depressive disor- der was based on a clinical nterview | drug or a year of study entry. patients and pregnant or
of the patient and subsequent completion by the investigator of a Tactating women Patients wh by more than 20%
worksheet containing the DSM IV citeria. In addi-tion, patients had to | from the pr Each
have symptoms of depression for at least y entry, patient gave written informed consent.
and they )
scores of 20 on the 21item Hamilton Rating Scale for Depression (HAM-
D21} (Hamilton, 1960)
Schatzberg 2006 No Yes Male Subjects with bipolar disorder, 2 to depression, Max 225 |Placsbo  |Yes Bweeks | 104 % 2 23 No
residential setting were eligible for this study. In addition, eligible par- | or substance dependence within the past vear (other than nicotine], current suicidal intent, Mini- | mg/day
Mental Status Examination score €18, and patients who had received treatment with fluoxetine or ven
Fourth Edition criteria for unipolar depression (single o recurrent, lafaxine in the past six months, electroconvlsive therapy within the prior three months, or any inves-
witha [ within the prior st
had a 21-item HAM-D (HAM-D21) score 220 at the initial visit; and were | Also excluded were subjects who used astemizole, cisa- pri triptan, terfenadine, paroxetine,
willng and able to provide informed consent. sertra- line, 14 days, used any
anxiolytic, or sedative-hypnotic drug (except chloral hydrate], or any other psychotropic drug or
substance within seven days of the start of the double-blind treatment period. Patients with a known
fluoxetine, those with hepatic or renal disease,
the prior 6 months, t
or unstable medical lness were not allowed to participate in the study.

No Yes 18years bipol orwas primarly |Max182 |Placebo |Yes Gweeks | Unclear Unclear 255 26 No
for major depression for a mini- mum of 4 weeks. The 21-item Hamilton | psychotic. Patients they reported (inthe past2 | me/day
Rating Scale for Depression (HAM-D) total score had to be at least 20 at |y or abuse, any acute problem, or a history of

evaluation baselin Women capable tousea form of
20% during the & period. | birth control and o ifa
negative
Sheehan 2009 No Yes Participants patients Medical inesses, either study drug, treatment with either study drug within [ Max: 225 |Placebo | No Gweeks |95 95 299 294 No
i 218 years, who the 3 months, or myocardial infarction within 6 months before the start o double-biind therapy. In mg/day
Diagnostic and Statistical Manual of Mental Disorders, fourth edition | adition, patients with abnormalities on
(American 1994) for , or urine drug. Women
MDD of at least 1 month duration, were elg it |whowere e , and
they scored at least 24 on the 21- item women & required to use a y accept
Depression (HAM-D21)(Hamilton, 1960). Furthe patients with history of seizures; v
exclusion P 3 months, antipsychotic
drug within 30 days, or astemizole, cisaprid triptan, terfenadine,
inhibitor within 14 days of the start of double-blind therapy. Patients could not have taken any other
anxiolytc, X in 2 day:
of double P Is0 could not have taken with
psychotropic effects within 2 days before the start of double-blind treatment, unless the dosage had
been stable for at least 1 month (3 months for thyroid or other hormones). Patients with a history of
alcohol or year,
Siverstone 1999 No Yes Outpatients aged 18 years criteria for major . lactating, h Max:225 |Placebo  |Yes 12 weeks | 128 119 276 271 No
p they had ) preg result were not included. Also excluded were patients | mg/day
20 0n the first 17 items of the 21-tem Hamilton Rating Scale for who had a history
Depression a (eco), v
screening and baseline. They lso had a minimum score of 8 on the Covi | tend history of a " or history of mania or any psy
scale and symptoms of depression for at least 1 disorder not o ded
any drog 30days, 28days, ora
14 days of double-
not have taken any other Iyt h d
psychotropic drug or substance within 7 days of the start of double-blind treatment; any non-
with (ee. 7 days of
baseline unless the dosage had been stable for a minimum of 1 month before double-blind treatment.
Patients with a history of drug or alcohol dependence within 2 years or a history of drug abuse within
6 months of the start of double-blind treatment were excluded.

Thase 1997 No Yes Eligible patients (1) were outpatients, (2) aged 18 years or older, (3) Womenwhowere  |Max:225 | Placebo | Yes Bweeks  |102 % % 2 No
satisfied DSM-IV criteria for major depressive disorder for at least 1 lactating or pregnant (e.8, bunit of human ) mg/day
month, and (4) had a minimum baseline score of 20 on the 21-tem included ahistory of clini a
Harnilton Rating Scale for Depression (HANI-D), with not more than a 20% |screening (Eca),
decrease in score between screening and baseline criteria included acute , a history of . a history or pr ofa

duetoa ition, bipolar disorder, drug
P the past year, ora with
depression. drug, an or
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Supplementary Table 4: Summary of Findings

Venlafaxine compared to control for adults with major depressive disorder

Patient or population: adults with major depressive disorder
Setting:

Intervention: venlafaxine

Comparison: control

Anticipated absolute effects’ (95% Cl)

Certainty of the
Risk with Relative effect Ne of participants evidence
Outcomes Risk with control venlafaxine (95% CI) (studies) (GRADE) Comments
Suicides or suicide 5 per 1.000
attempts (2t0 13) OR 0.65 1907 100]@)
8 per 1.000
follow-up: range 6 (0.25t01.71) (T RCTs) Very lowab

weeks to 8 weeks

Serious adverse 65 per 1.000
events 25 por 1000 (4110 104) RR 2.66 5526 100]@)
follow-up: range 4 ' (1.67 to 4.25) (22RRCTs) Very lowabe
weeks to 12 weeks
Non-serious 674 per 1.000
adverseevents er 1,000 (571t0 797) RR 1.43 5483 o000
follow-up: range 4 ' (1.211t01.69) (24 RCTs) Very lowabe

weeks to 13 weeks

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%
Cl).

ClI: confidence interval; OR: odds ratio; RR: risk ratio

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially
different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

Explanations

a. Downgraded 2 levels for high risk of bias in included studies.

b. Downgraded 2 levels for imprecision due to Trial Sequential Analysis showing that there was not enough information to confirm or reject a relative risk reduction (RRR) of 20% and the
accrued number of participants is below 50% of the diversity-adjusted required information size (DARIS).

c. Downgraded 1 level for indirectness due to differences in measurement of outcome.
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Supplementary Table 5: RoB2 table with explanations

Domain 1

Domain 2

Domain 3

Domain 4

Domain 5

0600B 1-384-US/EU/CA

No information

No information

No information

No information

No information

No information on

Described as double-
blind, but no further
details. Not proper

Unclear or more

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can

Protocol/registration
/statistical analysis
plan not sufficiently

600-B-367-EU concealment. ITT. than 5% missing. |affect the outcomes. [detailed.
No/inadequate
description of
outcome
measurement.
Described as double-
Described as double- blind, but no further [Protocol/registration
blind, but no further details. Unclear if /statistical analysis
Random sequence, details. Not proper |Unclear or more |[lack of blinding can [plan not sufficiently
Alvarez 2012 concealed. ITT. than 5% missing. |affect the outcomes. [detailed.

Claghorn 1990

Random sequence,
concealed.

Blinding unclear. Not
proper ITT.

Unclear or more

than 5% missing.

Adequate
description of
outcome
measurement.
Blinding unclear.
Unclear if lack of
blinding can affect
the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Cunningham 1994

Random sequence,
concealed.

Blinding unclear. Not
proper ITT.

Unclear or more

than 5% missing.

Adequate
description of
outcome
measurement.
Blinding unclear.
Unclear if lack of
blinding can affect
the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Cunningham 1997

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more

than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

EudraCT 2004-000562-13

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more

than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not sufficiently
detailed.
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Domain 1

Domain 2

Domain 3

Domain 4

Domain 5

EudraCT 2007-007025-51

No information on
sequence/concealment

Described as double-
blind, but no further
details. Analysis
inadequately
described.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Guelfi 1995

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Hewett 2009

Random sequence,
concealed.

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not sufficiently
detailed.

Hewett 2010

Random sequence,
concealed.

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Higuchi 2016

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not sufficiently
detailed.

Khan 1998

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.
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Domain 1

Domain 2

Domain 3

Domain 4

Domain 5

Learned 2012

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not sufficiently
detailed.

Lieberman 2008

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not sufficiently
detailed.

Luthringer 1996

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Mendels 1993

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Nemeroff 2007

No information on
sequence/concealment

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Rudolph 1998

No information on
concealment.

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more
than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.
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Domain 1

Domain 2

Domain 3

Domain 4

Domain 5

Rudolph 1999

No information on
concealment.

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more

than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Schatzberg 2006

No information on
concealment.

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more

than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Schweizer 1994

Random sequence,
concealed.

Blinding unclear. Not
proper ITT.

Unclear or more

than 5% missing.

Adequate
description of
outcome
measurement.
Blinding unclear.
Unclear if lack of
blinding can affect
the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Sheehan 2009

No information on
concealment.

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more

than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Silverstone 1999

Random sequence,
concealed.

Blinded participants
and caregivers. Not
proper ITT.

Unclear or more

than 5% missing.

No/inadequate
description of
outcome
measurement.
Unclear binding of
outcome assessors.
Unclear if lack of
blinding can affect
the outcomes.

Protocol/registration
/statistical analysis
plan not available.

Thase 1997

Random sequence,
concealed.

Described as double-
blind, but no further
details. Not proper
ITT.

Unclear or more

than 5% missing.

No/inadequate
description of
outcome
measurement.
Described as double-
blind, but no further
details. Unclear if
lack of blinding can
affect the outcomes.

Protocol/registration
/statistical analysis
plan not available.
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Supplementary Table 6: Individual serious adverse events

Number of trials Number
reporting the Venlafaxine |Venlafaxine [Control [Control |Relative risk needed to
Events event events analysed events |analysed |(95% Cl) P-value |harm
Sexual dysfunction 8 62 677 5 472]6.49 (3.02,13.93) |<0.01 12
Anorexia 9 128 1389 24 1024(3.23 (1.75,5.97) |<0.01 14
Anxiety 9 58 1210 27 923(1.40 (0.57,3.44) 10.47
Discontinuation symptoms 2 1 73 0 78(3.12 (0.33,29.66) |0.32
Fall 2 2 211 0 130/2.16 (0.23,20.60) [0.50
Hypertension 3 10 283 3 206|1.82 (0.44,7.48) [0.41
Hypotension 2 8 519 1 266|2.78 (0.47,16.30) [0.26
Intentional overdose 3 1 332 1 254|0.90 (0.16,5.09) [0.90
QTc 2 1 270 1 263|1.00 (0.08,12.26) [1.00
Syncope 2 2 352 2 280|0.74 (0.11,5.02) [0.75
Worsening of depression 5 6 717 7 638|0.65 (0.16,2.73) [0.56
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Supplementary Table 7: Serious adverse events in the included trials

Trial ID

Venlafaxine group

Control group

Numbers and types of serious
adverse events

Proportion of
participants with a
serious adverse

Numbers and types of serious
adverse events

Proportion of participants with a
serious adverse event

event
0600B 1-384-US/EU/CA 1 suicide attempt 1 out of 180 3 suicide attempts 3 out of 68
600A-:302-US, CA/302 None mentioned 0 out of 72 1 suicide attempt 1 out of 76
6 hypertension, 2 anorexia, 2
anxiety, 2 abnormal
ejaculation (men), 2 worsening
of depression, 1 coma, 1
psychotic depression, 1
hospitalisation for depression, 3 hypertension, 2 anorexia, 2
1 libido decreased, 1 anxiety, 2 hospitalisation for
hypotension, 1 syncope, 1 anxiety, 1 hospitalisation for
tinnitus, 1 suicide, 1 depression, 1 syncope, 1
hospitalisation for anxiety, 1 arthritis, 1 amnesia, 1 suicide
humerus fracture, 1 accidental attempt, 1 loss of consciusness
injury, 1 fall, 1 urinary related to high blood alcohol
600-B-367-EU retention, 1 trismus * out of 165 levels * out of 83
7 anorgasmia, 4 ejaculation
delayed, 4 erectile dysfunction,
Alvarez 2012 1 brain tumor * out of 113 2 sexual dysfunction * out of 105
1 pregnancy, 1 discontinuation
Claghorn 1990 symptoms 2 out of 79 None mentioned 0 out of 80
1 hospitalisation for
depression, 1 QT-
prolongation, 1 intentional
overdose, 1 infection
Cunningham 1994 3 hypertension, 1 albuminuria |4 out of 72 (mononucleosis) 4 out of 76
16 anorexia, 12 abnormal
Cunningham 1997 ejaculation, * out of 193 4 anorexia 4 out of 100
6 anorexia, 2 impotence, 1
extrauterine pregnancy, 1
EudraCT 2004-000562-13 cervix carcinoma * out of 127 2 anorexia, 1 panic attack * out of 120
1 rash with mucosal lesions, 1
grand mal seizure, 1
Guelfi 1995 hypertension, 1 fall 4 out of 46 None mentioned 0 out of 47
9 anxiety, 3 depression, 1
seizure, 1 syncope, 1
6 anxiety, 1 syncope, 1 suicide convulsion, 1 blood TSH
Hewett 2009 attemtp * out of 187 increase * out of 197
9 anorexia, 1 worsening of
depression, 1 pyelonephritis, 1 2 anorexia, 1 suicidal
Hewett 2010 QTc-prologation, 1 gastritis * out of 198 depression * out of 187
7 hypotension, 1 suicide, 1 1 hypotension, 1 suicide, 1
Higuchi 2016 meéniéres disease * out of 354 anemia * out of 183
Learned 2012 3 anxiety 3 out of 133 5 anxiety, 1 ovarian cyst * out of 126
Lieberman 2008 (225 mg) 18 anorexia, 4 impotence * out of 117 1 anorexia, 1 impotence * out of 123
13 anxiety, 11 sexual
Mendels 1993 dysfunction * out of 234 1 anxiety 1 out of 78
Nemeroff 2007 10 anxiety 1 out of 100 1 anxiety 1 out of 102
Rudolph 1998 40 anorexia, 10 anxiety * out of 266 2 anorexia 2 out of 92
Rudolph 1999 9 anorexia 9 out of 100 4 anorexia 4 out of 98
Schatzberg 2006 9 libido decreased, 2 anxiety * out of 100 4 anxiety, 1 libido decreased |* out of 96
12 anxiety, 2 suicidal ideation, 4 anxiety, 2 suicidal ideation, 2
1 worsening of depression, 1 worsening of depression, 1
Sheehan 2009 intentional overdose *out of 95 allergic reaction, 1 nose bleed |* out of 95
1 suicide attempt, 1
discontinuation symptoms, 1
Schweizer 1994 maculopapular rash 3 out of 73 1 leukopenia 1 out of 78
Silverstone 1999 13 anorexia 13 out of 128 3 anorexia 3 out of 119
15 anorexia, 8 abnormal
ejaculation/orgasm (men), 5
impotence, 4 anorgasmia 4 anorexia, 1 anorgasmia
(women), 2 abnormal (women), 1 abnormal
Thase 1997 ejaculation/orgasm (women) |* out of 95 ejaculation/orgasm (men) * out of 102

* The overall proportion of serious adverse events was unclear.
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Supplementary Table 8: Individual non-serious adverse events

Number of
trials Number
reporting |Venlafaxine [Venlafaxine [Control |Control |Relative risk needed to
Events the event |events analysed events [analysed |(95% Cl) P-value |harm
Nausea 23 981 3270 275 2394(2.72 (2.26,3.28) [<0.01 5
Dry mouth 21 481 2884 165 2198(2.16 (1.71,2.74) [<0.01 10
Dizziness 20 454 3051 129 2160(2.49 (1.90,3.26) [<0.01 11
Somnolence 18 415 2768 125 1888|2.23 (1.78,2.78) |<0.01 11
Sweating 20 314 2660 60 2118(3.99 (2.88,5.54) [<0.01 11
Constipation 18 310 2595 94 1892|2.24 (1.64,3.04) |<0.01 14
Nervousness 11 157 1360 47 949|2.20(1.43,3.40) |<0.01 15
Insomnia 19 340 2853 140 2064(1.73 (1.37,2.19) [<0.01 19
Asthenia 16 173 2132 75 1696|1.78 (1.30,2.43) |<0.01 27
Tremor 11 69 1287 23 1156(2.30(1.22,4.32) (0.01 29
Appetite decreased 3 21 589 6 405(2.52 (1.04,6.09) [0.04 47
Abdominal pain 4 24 844 29 573]0.58 (0.22,1.57) ]0.28
Abnormal dreams 2 21 358 1 183(2.97 (0.51,17.25) [0.23
Abnormal vision 7 33 765 14 671]1.95(0.85,4.47) |0.11
Abnormality of accommod 3 11 283 3 206|2.39 (0.72,7.99) |0.16
Agitation 5 15 518 4 428(2.24 (0.55,9.03) [0.26
Back pain 3 7 394 14 299|0.44 (0.18,1.07) |0.07
Blood pressure increased 2 14 456 7 279|1.36 (0.50,3.70) |0.55
Bronchitis 2 3 211 0 130{1.84 (0.26,13.00) |0.54
Coughing 2 4 267 5 179(0.59 (0.15,2.23) |0.43
Diarrhoea 14 126 1838 105 1449|1.00 (0.78,1.28) |0.99
Dyspepsia 6 40 700 51 602|0.72 (0.44,1.16) |[0.17
Flatulence 2 0 172 1 90(0.39 (0.05,3.22) [0.38
Headache 17 502 2384 384 1776|1.01 (0.69,1.17) |0.93
Hypercholesterolemia 2 1 211 2 130{0.51 (0.08,3.07) |0.46
Hypochromic anaemia 2 2 211 0 130{1.50(0.21,10.91) [0.69
Increased salivation 2 2 211 0 130{1.50(0.21,10.91) [0.69
Infection 6 49 771 37 533|0.93(0.61,1.43) |0.75
Influenza 5 16 611 17 511|0.80(0.30,2.14) |0.66
Malaise 2 20 519 6 266|1.31(0.37,4.69) |0.67
Nasopharyngitis 4 88 798 66 601]/0.83 (0.57,1.19) [0.31
Neck pain 2 2 211 1 130{1.02 (0.19,5.46) [0.98
Pain 2 6 211 2 130(1.49(0.28,7.93) |(0.64
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