S3 Fig. Forest plots of study run-out phase outcomes.

S3-1 Fig. Discontinuation due to all cause

Risk Ratio
M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

SUV-=SUV SUV->=PLA

Study or Subgroup  Events Total Events Total Weight
6.1.3 ALL

009 40magrd 4 156 5 166 A0.7%
028 all dose 2 261 2274 22.4%
029 all dose 2 270 379 269%
Subtotal (95% CI) 6E7 719 100.0%
Total events ] 10

Heterogeneity: Tau®=0.00; Chi#F= 010, df=2{F=0498) F=0%
Testfor overall effect Z=0.36 (P =0.72)

0.85[0.23, 32.11]
1.05[0.15, 7.400]

0.69[0.12, 4.04]
0.84 [0.33, 212]

Total {95% CI) 687 719 100.0% 0.84 [0.33, 2.12] .
Total events a 10
Heterogeneity: Tauzf 0.00; ChiF=0.10,df=2 (P =0.95), F=0% IZI.IZiIZIS IZIH 1'IZI EIﬂD
Testfor overall effect Z=0.36 (F = 0.72) Favours SUV—>SUV Favours SUV—>PLA
Testfar subagroup differences: Mot applicable
S3-2 Fig. Discontinuation due to intolerability
SUV-=5UV SUV-=PLA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WN-H, Random, 95% Cl M-H, Random, 95% Cl
6.2.3 ALL
009 40miid o 1486 3 18R A39% 0146001, 2.92) i
028 all doze o 261 1 274 461% 0.35[0.01, 8.59] L
029 all dose ] 270 a 274 Mot estimahble
Subtotal (95% CI) Gavy 719 100.0% 0.22 [0.03, 1.95] ——e——
Total events 0 )
Heterogeneity: Tau*=0.00; ChiF=0.14, df=1{F=071) F=0%
Testfor overall effect £=1.35(P=0.18)
Total {95% CI) 687 719 100.0% 0.22 [0.03, 1.95] —eg
Total events ] 4
Heterogeneity: Tauzf 0.00; ChiF=0.14,df=1{P=071), F=0% IZI.IZiIZIS IZIH 1'IZI EIﬂD
Testfor overall effect Z=1.35(F =018} Favours SUV—>SUV Favours SUV—>PLA
Testfar subagroup differences: Mot applicable
S3-3 Fig. Discontinuation due to inefficacy
SUV-=SUV SUV-=PLA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WN-H, Random, 95% Cl N-H, Random, 95% Cl
6.3.3 ALL
009 40rmgid o 1486 1 166 100.0% 0.35[0.01, 8.64] .
028 all dose 1] 261 1] 274 Mat estimakle
029 all dose i 270 1] 274 Mot estimable
Subtotal (95% CI) 687 719 100.0% 0.35 [0.01, 8.64] — e ——
Total events a 1
Heterogeneity: Mot applicahle
Testfor overall effect Z=064 (P=0.5%
Total {95% CI) 68T 719 100.0% 0.35 [0.01, 8.64] e —
Total events 1] 1
Heterogeneity: Mot applicahle IZI.IZiIZIS D!1 1'IZI EIfID

Testfor overall effect Z=064 (P=0.5%
Test for subgroup differences: Mot apnlicahle

Favours SUV—=3UY

Favours SUV—=PLA



S3-4 Fig. Withdrawal (Tyrer Withdrawal Symptom Questionnaire) at Day 1

Risk Ratio

Events Total Weight M-H, Random, 95% CI

Risk

Ratio

M-H, Random, 95% Cl

SUV-=SUV SUV->=PLA
Study or Subgroup  Events Total
6.4.3 ALL
009 40magrd 1 121 2 122 1%
028 all dose 5 223 5 226 3J46%
029 all dose 6 211 12 229 56.21%
Subtotal (95% CI) 555 577 100.0%
Total events 12 19

Heterogeneity: Tau®=0.00; Chi#F=0.68, df=2{F=071) F=0%
Testfor overall effect: £=1.09 (P = 0.28)

Total {95% CI) 555

Total events 12 149
Heterogeneity: Tau®=0.00; ChiF= 068, df=2{P=071) F=0%
Testfor overall effect Z=1.09(F = 0.28)

Testfar subagroup differences: Mot applicable

577 100.0%

0.50 [0.05, 5.48]
1.01 [0.30, 3.45]

0.5410.21,1.47]
0.67 [0.33, 1.38]
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S3-5 Fig. Withdrawal (Tyrer Withdrawal Symptom Questionnaire) at Day 2
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Ratio

M-H, Random, 95% Cl

SUV-=SUV SUV->=PLA
Study or Subgroup  Events Total
6.5.3 ALL
009 40magrd 1 121 4 124 6.8%
028 all dose ¥o220 10 218 357%
029 all dose 13 2145 13 227 57 6%
Subtotal (95% CI) 556 569 100.0%
Total events 21 27

Heterogeneity: Tau®=0.00; Chi#F=1.67, df=2{F=043) F=0%
Testfor overall effect, £2= 0.66 (P = 0.591)

Total {95% CI) 556

Total events 21 27
Heterogeneity: Tau®=0.00; ChiF=1.67, df=2{P=043) F=0%
Test for overall effect; £2= 0.66 (F = 0.91)

Testfar subagroup differences: Mot applicable

569 100.0%

0.25[0.03, 2.26]
0.69[0.27,1.74]

1.06[0.40, 2.23]
0.83 [0.47, 1.45]
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S3-6 Fig. Withdrawal (Tyrer Withdrawal Symptom Questionnaire) at Day 3
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SUV-=SUV SUV->=PLA
Study or Subgroup  Events Total
6.6.3 ALL
009 40magrd 2 116 3120 145%
028 all dose 5 220 4 18 268%
029 all dose g 202 10 225 5387%
Subtotal (95% CI) 538 563 100.0%
Total events 16 17

Heterogeneity: Tau®=0.00; Chi#F=0.27, df=2{FP=087) F=0%
Testfor overall effect; £2=0.01 (P = 0.94)

Total {95% CI) 538

Total events 16 17
Heterogeneity: Tau®=0.00; ChiF= 027, df=2{(P=087) F=0%
Testfor overall effect; Z2=0.01 (P = 0.99)

Testfar subagroup differences: Mot applicable

563 100.0%

0.68(0.12, 4.08]
1.24 [0.34, 4.55]

1.001[0.42,2.47]
1.01 [0.51, 1.97]

1.01 [0.51, 1.97]
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S3-7 Fig. Withdrawal (Tyrer Withdrawal Symptom Questionnaire) at Day 1-3

Risk Ratio

Risk Ratio
M-H, Random, 95% Cl

1.00[0.38, 2.58]
0.99 [0.44, 2.24]

0.87[0.54,1.76]
0.98 [0.64, 1.51]

SUV-=SUV SUV->=PLA
Study or Subgroup  Events Total Events Total Weight WN-H, Random, 95% Cl
6.7.3 ALL
009 40magrd g8 129 8 129 204%
028 all dose 11 240 11 238 27a%
029 all dose 19 227 21 244 A21%
Subtotal (95% CI) 596 611 100.0%
Total events 3B 40

Heterogeneity: Tau®=0.00; Chi#=0.00, df=2{F=1.00) F=0%
Testfor overall effect; £2=0.08 (P = 0.94)

Total {95% CI) 586 611 100.0%
Total events 38 a0

Heterogeneity: Tau®=0.00; Chi#=0.00, df=2{P=1.00) F=0%
Testfor overall effect; £2=0.08 (F = 0.94)

Testfar subagroup differences: Mot applicable

S3-8 Fig. Rebound insomnia (subjective total sleep time) at Day 1
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Risk Ratio
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117 [0.83, 1.66]
1.21 [0.94, 1.55]

1.20[0.92,1.47]
1.20 [1.02, 1.41]

SUV-=PLA PLA-=PLA
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
6.8.3 ALL
009 40maid 48 142 40 139 21.6%
028 all dose B6 256 83 298 M .5%
029 all dose TEB 256 T8 307 36.49%
Subtotal (95% Cl) 654 744 100.0%
Total events 212 20

Heterogeneity: Tau®= 0.00; ChF=0.01, df=2 (P =0.99); F= 0%
Test for overall effect: £= 218 {(F=0.03)

Total (95% CI) 654 744 100.0%
Total events 212 20

Heterogeneity: Tau®= 0.00; ChF=0.01, df=2 (P =099, F= 0%
Testfor overall effect: £= 218 {F=0.03)

Testfor subaroup diferences: Mot applicable

S3-9 Fig. Rebound insomnia (subjective total sleep time) at Day 2
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Risk Ratio
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1.32 [0.94, 1.87]
1.02 [0.76, 1.37]

1.37 [0.98, 1.93]
1.21 [1.00, 1.46]

SUV-=PLA PLA-=PLA
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
6.9.3 ALL
009 40maid 52 146 38 145 2892%
028 all dose 61 243 T4 302 40.2%
029 all dose 58 254 51 308 30.6%
Subtotal (95% Cl) Gd4 755 100.0%
Total events 171 164

Heterogeneity: Tau®= 0.00; Chi#=2.04, df=2 (P = 0.36);, F= 2%
Test for overall effect: £=1.97 {F = 0.04)

Total (95% CI) G644 755 100.0%
Total events 171 164

Heterogeneity: Tau®= 0.00; Chi#=2.04, df=2 (P =0.36), F= 2%
Test for overall effect: £=1.97 {F = 0.04)

Testfor subaroup diferences: Mot applicable
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S3-10 Fig. Rebound insomnia (subjective total sleep time) at Day 3

Risk Ratio

Weight M-H, Random, 95% Cl

SUV-=PLA PLA-=PLA
Study or Subgroup  Events Total Events Total
6.10.3 ALL
009 40maid 55 146 44 139 IN1%
028 all dose G2 253 64 294 34.3%
029 all dose 72 284 57 300 34.6%
Subtotal (95% Cl) 654 733 100.0%
Total events 189 165

Heterogeneity: Tau®= 0.00; ChF=1.77, dfi=2 (P=0.41) F=0%
Test for overall effect: £= 253 {(F=0.01)

Total (95% CI) 654 733 100.0%
Total events 189 165

Heterogeneity: Tau®= 0.00; ChF=1.77, df =2 (P =041, F=0%
Test for overall effect: £= 253 (F=0.01)

Testfor subaroup diferences: Mot applicable

S3-11 Fig. Rebound insomnia (subjective total sleep time) at Day 1-3
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SUV-=PLA PLA-=PLA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
6.11.3 ALL
009 40maid g0 1a7 61 152 23.49% 1.27 [0.99 1.63] T &
028 all dose 116 265 124 319 38.0% 1.13[0.93 1.37) -
029 all dose 126 271 110 322 IF A% 1.35[1.11,1.658] —
Subtotal (95% Cl) 693 793 100.0% 1.24 [1.10, 1.40] e
Total events 321 2595
Heterogeneity: Tau®= 0.00; ChF=1.69, di=2 (P=043; F=0%
Test for overall effect: £=3.48 {F = 0.0005)
Total {95% CI) 693 793 100.0% 1.24 [1.10, 1.40] -
Total events 321 285
Heterageneity: Tau®= 0.00; Chif=1.69, df= 2 (P = 0.43); F= 0% DIS IZIIT 155 é
Test for overall effect: £=3.48 {F = 0.0005) ’ Favours SU"-;"—>F'L-‘-\ Favours F'L-“«;—>F'L-‘-‘«
Testfor subaroup diferences: Mot applicable
S3-12 Fig. Rebound insomnia (subjective time to sleep onset) at Day 1
SUV-=PLA PLA-=PLA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
6.12.3 ALL
009 40maid B 142 31 139 20.3% 1.20[0.79 1.81] =
028 all dose 71 256 68 298 41.49% 1.22[0.91,1.62) —
029 all dose 57 256 4 307 3IF.8% 0.92 [0.68 1.25] — &
Subtotal (95% Cl) 654 744 100.0% 1.08 [0.91, 1.32] ~ o
Total events 166 173
Heterogeneity: Tau®= 0.00; ChF=1.91, df=2 (P =0.39); F= 0%
Test for overall effect: £=0.94 {F = 0.35)
Total {95% CI) 654 744 100.0% 1.09 [0.91, 1.32] ~—
Total events 166 173
Heterageneity: Tau®= 0.00; Chif=1.91, df= 2 (P = 0.39); F= 0% 0?5 EI?? 1?5 é

Test for overall effect: £=0.94 {F =0.35)
Testfor subaroup diferences: Mot applicable
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S3-13 Fig. Rebound insomnia (subjective time to sleep onset) at Day 2

Risk Ratio

Weight M-H, Random, 95% Cl

SUV-=PLA PLA-=PLA
Study or Subgroup  Events Total Events Total
6.13.3 ALL
009 40maid 44 146 36 145 INA%
028 all dose 48 243 56 302 36.6%
029 all dose 41 2585 55 308 32.3%
Subtotal (95% Cl) Gd4 755 100.0%
Total events 133 147

Heterogeneity: Tau®= 0.00; ChF=1.25, df=2 (P=0.594), F= 0%
Test for overall effect: £=0.46 {F = 0.64)

Total (95% CI) G644 755 100.0%
Total events 133 147

Heterogeneity: Tau®= 0.00; ChF=1.25, df =2 (P =094, F= 0%
Test for overall effect: £=0.46 {F = 0.64)

Testfor subaroup diferences: Mot applicable
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S3-14 Fig. Rebound insomnia (subjective time to sleep onset) at Day 3
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Risk Ratio
M-H, Random, 95% Cl

SUV-=PLA PLA-=PLA
Study or Subgroup  Events Total Events Total
6.14.3 ALL
009 40maid 44 146 35 139 28.3%
028 all dose 58 253 56 294 35.3%
029 all dose a1 2585 0 300 364%
Subtotal (95% Cl) 654 733 100.0%
Total events 153 161

Heterogeneity: Tau®= 0.01; Chi#= 2.67, df= 2 (P = 0.26); F= 258%
Test for overall effect: £=0.52 {F = 0.60)

Total (95% CI) 654 733 100.0%
Total events 153 161

Heterogeneity: Tau®= 0.01; Ch#= 2.67, df=2 (P = 0.26), F= 259%
Test for overall effect: £=0.52 {F = 0.60)

Testfor subaroup diferences: Mot applicable

1.20[0.82, 1.75]
1.20 [0.87, 1.67]

0.86 [0.62,1.18]
1.06 [0.85, 1.33]

1.06 [0.85, 1.33]
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S3-15 Fig. Rebound insomnia (subjective time to sleep onset) at Day 1-3

Risk Ratio

Weight M-H, Random, 95% Cl

SUV-=PLA PLA-=PLA
Study or Subgroup  Events Total Events Total
6.15.3 ALL
009 40maid 64 1587 85 152 2445%
028 all dose 102 265 101 319 37.8%
029 all dose 52 271 114 322 ¥ 7%
Subtotal (95% Cl) 693 793 100.0%
Total events 258 270

Heterogeneity: Tau®= 0.00; ChF=226, df=2 (P=032; F=12%
Test for overall effect: £=1.17 {F=0.24)

Total (95% CI) 693 793 100.0%
Total events 258 270

Heterogeneity: Tau®= 0.00; ChF= 226, df=2 (P=0.32, F=12%
Testfor overall effect: =117 {F=0.24)

Testfor subaroup diferences: Mot applicable

1.13 [0.85, 1.50]
1.22 [0.97,1.57]

0.96 [0.77,1.20]
1.09 [0.94, 1.26]

1.09 [0.94, 1.26]
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