S2 Fig. Forest plots of safety secondary outcomes.
S2-1 Fig. Discontinuation due to all cause

Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
513 ALL
006 all dose Too1er 8 127 2.4% 0.78[0.30,2.02]
005 40moid 200 A22 a7 258 60E% 1.02[0.84,1.24] . o
028 alldose 62  B37 43 3B5 164% 0.87 [0.60, 1.26] —
0258 all dose 78 B3Z 83 387 20E6% 0.87 [0.62,1.20] —
Subtotal (95% Cl) 1918 1158 100.0% 0.96 [0.82, 1.11] &
Total events 344 202
Heterogeneity: Tau®=0.00; Chi*=1.28,df=3(P=073) F=0%
Test for overall effect £= 058 (P = 0.56)
Total {95% CI) 1918 1158 100.0% 0.96 [0.82,1.11] &
Total events 344 202
Heterogeneity: Tau = 000 ChiF=1.28,df=3{P=073) F=0% 1 02 05 ! : 0
Testfor overall effect: 2= 0.58 (P = 0.56) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-2 Fig. Discontinuation due to intolerability
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
5.2.3ALL
006 all dose 1 127 3 127 IT7% 0.33[0.04, 316]
005 40moid g0 A22 22 258 36.8% 1.35[0.85, 2.15] T
028 alldose 21 B37 21 385 296% 0.60[0.33,1.09] —&—
0258 all dose 29 632 17 387 2949% 1.04 [0.58,1.88] f
Subtotal (95% Cl) 1918 1158 100.0% 0.94 [0.60, 1.47]
Total events 111 63
Heterogeneity: Tau®=0.09; ChF=534, df=3(P=0.18); F= 44%
Testfor overall effect Z=028(F =077}
Total {95% CI) 1918 1158 100.0% 0.94 [0.60, 1.47] -
Total events 111 63
Heterogeneity: Tau*=0.09; ChiF=534, df =3 (P=0.148); F= 44% ; I f i
] 0.01 01 10 100
Testfor overall effect 2= 0.29 (P = 0.77) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-3 Fig. Discontinuation due to inefficacy
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
5.3.3ALL
006 all dose 1 127 o 127 1.3% 300[012 7295
005 40moid 44 &322 28 258 6B6A9% 0.78[0.50,1.23) -
028 alldose 8  B37 9 385 152% 0.54[0.21,1.38] —
0258 all dose 11 E32 g 387 16E6% 0.84[0.34, 2.07] — &
Subtotal (95% Cl) 1918 1158 100.0% 0.76 [0.53, 1.10] &
Total events g4 45
Heterogeneity: Tau®=0.00; Chi*=1.29, df=3(P=073) F=0%
Testfor overall effect Z=1 46 (F=014)
Total {95% CI) 1918 1158 100.0% 0.76 [0.53, 1.10] &
Total events g4 45
Heterogeneity: Tau®=0.00; Chi*=1.29 df=3(P=073) F=0% 0005 o 10 200

Testforoverall effect Z=1.46 (F=014)
Testfor subgroup differences: Mot applicahle

Favours suvorexant Favours placebo



S2-4 Fig. At least one adverse event

Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.44.3 ALL
009 40mgd 362 A 164 258 43.0% 1.09[0.88,1.23) B
028 all dose 324 B3T 191 384 7% 1.02[0.90,1.18] —
029 all dose 282 BZE6 167 383 25.3% 1.07 [0.83,1.23] I . E—
Subtotal (95% Cl) 1784 1025 100.0% 1.06 [0.99, 1.14] = 2
Total events 97g 522
Heterogeneity, Tau®= 000, Chif= 063, df=2 (P =073}, F=0%
Test for overall effect £=1.72 (P = 0.09)
Total (95% Cl) 1784 1025 100.0% 1.06 [0.99, 1.14] e
Total events ara 522
Heterogeneity: Tau®= 000, Chif= 063, df=2 (P =073}, F=0% ; t } }
Testf [l effect £=1.72 (F=0.049 0.7 0.85 1.2 1.5
estfor overall effect 2=1.72 (F = 0.09) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-5 Fig. At least one side effect
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.45.1 ALL
009 40mgd 182 a1 a3 288 349% 1.70[1.30, 2.23) ——
028 all dose 147 B37 a3 384 30.2% 1.67 [1.25,2.23] ——
029 all dose 144  BZE A3 383 349% 1.401[1.07,1.83] ——
Subtotal (95% Cl) 1784 1025 100.0% 1.58 [1.35, 1.85] <
Total events 473 169
Heterogeneity: Tau®= 0.00; Chif=1.24, df= 2 (P =054} F=0%
Test for overall effect £= 568 (P = 0.00001)
Total (95% Cl) 1784 1025 100.0% 1.58 [1.35, 1.85] <
Total events 473 169
Heterageneity: Tau®= 0.00; Chif=1.24, df= 2 {P=0.54) F= 0% D=2 I:IIS % é
Test for overall eﬁec.t: L=hGE (P = IZI.EIEI_EIEH]I Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-6 Fig. Serious adverse event
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.46.1 ALL
009 40mgd 27 A 17 288 443% 0.79[0.44 143
028 all dose 1 G37 11 384 208% 0.05[0.01,0.43] —
029 all dose 2 BI6 A 383 35.0% 0.9a8[0.32, 2497
Subtotal (95% Cl) 1784 1025 100.0% 0.49 [0.14, 1.66]
Total events 36 33
Heterogeneity: Tau®= 0.80; Chif=7.01, df=2(P=0.03), F=71%
Testfor overall effect Z= 115 (P = 0.29)
Total (95% Cl) 1784 1025 100.0% 0.49 [0.14, 1.66] -l
Total events 36 33
Heterogeneity: Tau®= 0.80; Chif=7.01, df=2(P=003), F=71% 0 hiz 0 10 500

Testfor overall effect £=1.15 (P = 0.29)
Testfor subgroup differences: Mot applicahle

Favours suvorexant Favours placebo



S2-7 Fig. Somnolence

Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.48.1 ALL
009 40mgd 69 a1 ¥ 2588 236% 4.88[2.28,10.47] —
028 all dose 54  B3IT 13 384 391% 2.401[1.39, 4573 ——
029 all dose B0 EZIG 12 383 373% 306 [1.67, 5.61] ——
Subtotal (95% Cl) 1784 1025 100.0% 316 [2.18, 4.57] <
Total events 183 32
Heterogeneity: Tau®= 0.00; Chi®=1.88, df= 2 (P = 0.39) F=0%
Test for overall effect £= 6.08 (P = 0.00001)
Total (95% Cl) 1784 1025 100.0% 316 [2.18, 4.57] <
Total events 183 32
Heterogeneity: Tau®= 0.00; Chif=1.88, df= 2 (P =039} F=0% F I ; i
] 0.0 0.1 10 100
Test for overall effect £= 6.08 (P = 0.00001) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-8 Fig. Excessive daytime sleepiness/sedation
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.49.1 ALL
009 40mgd 13 a4 2 258 581% 322073, 14.16] i
028 all dose 4 B3T 1 384 Z266% 241 [0.27F, 21.49] =
029 all dose 4  BIG o 383 152% B.74[0.37,121.449] =
Subtotal (95% Cl) 1784 1025 100.0% 3.34 [1.08,10.32] e
Total events 22 3
Heterogeneity: Tau®= 0.00; Chif= 032, df= 2 (P =0.85), F=0%
Test for overall effect 2= 2.08 (P =0.04)
Total (95% Cl) 1784 1025 100.0% 3.34 [1.08,10.32] .
Total events 22 3
Heterogeneity: Tau = 000, ChifF=032,df =2 (P=0.8%), F=0% 0 0 10 o0
Testfor overall effect 2= 2.09 (P = 0.04) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-9 Fig. Fatigue
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.50.1 ALL
009 40mgd 34 a8 8 288 33.0% 337 [1.33,8.91] —
028 all dose 14 B37 3384 219% 281 (081,973 T
029 all dose 23 BIB 11 383 451% 1.28 [0.63, 2.594] — i
Subtotal (95% Cl) 1784 1025 100.0% 2.09[1.08, 4.06] .
Total events 71 14
Heterogeneity: Tau®= 012, Chif= 310, df=2(P=0.21), F=35%
Testfor overall effect 2= 218 (P =0.03)
Total (95% Cl) 1784 1025 100.0% 2.09[1.08, 4.06] -l
Total events 71 14
Heterogeneity: Tau®= 012, Chif= 310, df=2 (P =021}, F=35% D01 0 10 100

Testfor overall effect £= 218 (P =003
Testfor subgroup differences: Mot applicahle

Favours suvorexant Favours placebo



S2-10 Fig. Cataplexy

Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.51.1 ALL
009 40mgd o a1 o 258 Mot estimahle
028 all dose o B37 o 384 Mot estimahle
029 all dose I A26 o 383 Mot estimahle
Subtotal (95% Cl) 1784 1025 Mot estimable
Total events I ]
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicahle
Total (95% Cl) 1784 1025 Hot estimable
Total events I ]
Heterogeneity: Nntappllcable . 1 0z o' ] : 0
Test for overall effect; Mot applicahle Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-11 Fig. Sleep paralysis
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5521 ALL
009 40mgd 2 a1 0 2588 339% 248012, 481.449] =
028 all dose 3 B3T 0 384 356% 4.22[0.22,81.56] L
029 all dose 1 G2 O 383 305% 1.84 [0.08, 44.5849] =
Subtotal (95% Cl) 1784 1025 100.0% 2.74 [0.47, 16.00] e
Total events 4 ]
Heterogeneity: Tau®= 0.00; Chif= 0145, df= 2 (P =093}, F=0%
Testfor overall effect £=1.12 (P = 0.26)
Total (95% Cl) 1784 1025 100.0% 2.74 [0.47, 16.00] —aii——
Total events 4 ]
Heterogeneity: Tauzf 000, ChiF=015,df =2 (P=0593,F=0% o ons 01 s 200
Testfor overall effect £=1.12 (P = 0.26) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-12 Fig. Complex sleep-related behaviours
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.53.1 ALL
009 40mgd 1 a1 0 258 500% 1.459 [0.06, 36.41] i
028 all dose o B37 o 384 Mot estimahle
029 all dose 1 G2 0 383 500% 1.84 [0.08, 44.5849] i
Subtotal (95% Cl) 1784 1025 100.0% 1.65 [0.17, 15.86] —entl
Total events 2 ]
Heterogeneity: Tau®= 0.00; Chif= 001, df=1{F =093}, F=0%
Test for overall effect £=0.44 (P = 0.6A)
Total (95% Cl) 1784 1025 100.0% 1.65 [0.17, 15.86] —eal———
Total events 2 ]
Heterogeneity: Tau®= 0.00; Chif=0.01, df=1{F =093} F=0% 0 hos 0 10 b0

Test for overall effect £= 0.44 (P = 0.66)
Testfor subgroup differences: Mot applicahle

Favours suvorexant Favours placebo



S2-13 Fig. Hypnagogic hallucination

Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.54.1 ALL
009 40mgd 34831 0 2588 369% 347 [0.18, 66.99] L
028 all dose 1 G37 o 384 316% 1.81 [0.0F, 44.33] =
029 all dose 1 G2 o 383 316% 1.84 [0.08, 44.5849] =
Subtotal (95% Cl) 1784 1025 100.0% 2.31[0.38, 13.95] ——ni—
Total events a a
Heterogeneity, Tau®= 000, Chif= 012, df= 2 (P = 0.94) F=0%
Test for overall effect =091 (P = 0.36)
Total (95% Cl) 1784 1025 100.0% 2.31[0.38, 13.95] —ni——
Total events a a
Heterogeneity: Tau = 000, ChiF=012,df =2 (P=0.54), F=0% o ons 01 s 200
Testfor overall effect 2= 0.91 (P = 0.36) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-14 Fig. Hypnopompic hallucination
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.55.1 ALL
009 40mgd 1 a1 0 258 500% 1.459 [0.06, 36.41] i
028 all dose o B37 o 384 Mot estimahle
029 all dose 1 G2 0 383 500% 1.84 [0.08, 44.5849] i
Subtotal (95% Cl) 1784 1025 100.0% 1.65 [0.17, 15.86] —ee———
Total events 2 a
Heterogeneity: Tau®= 0.00; Chif= 001, df=1{F =093}, F=0%
Test for overall effect £=0.44 (P = 0.6A)
Total (95% Cl) 1784 1025 100.0% 1.65 [0.17, 15.86] —eeal———
Total events 2 a
Heterogeneity: Tau = 0.00; ChifF=001,df =1 (P=093,F=0% o ons 01 s 200
Testfor overall effect: 2= 0.44 (P = 0.66) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-15 Fig. Abnormal dream
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
5.56.1 ALL
028 all dose 12 B37 3 384 584% 241 [0.68, 5.449) —1—
029 all dose 12 EB26 2 383 ME% 367 [0.83,16.31] B
Subtotal (95% Cl) 1263 767 100.0% 2.87[1.10,7.52] el
Total events 24 a
Heterogeneity: Tau®= 0.00; Chif= 018, df=1{F =067}, F=0%
Testfor overall effect 2= 215 (P = 0.03)
Total (95% Cl) 1263 767 100.0% 2.87[1.10,7.52] el
Total events 24 a
Heterogeneity: Tau®= 000, Chif=0.18, df=1{P =067}, F=0% 0hE 0= t o

Testfor overall effect £= 215 (P =003
Testfor subgroup differences: Mot applicahle

Favours suvorexant Favours placebo



S2-16 Fig. Suicidal ideation

Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.57.1 ALL
009 40mgd 4 531 0 2588 35.1% 447 [0.24,83.63] L
028 all dose o B37 1 384 304% 0.20[0.01,4.93 =
029 all dose 3 BIG 0 383 344% 429022 8277 L
Subtotal (95% Cl) 1784 1025 100.0% 1.72[0.24,12.13] —eosiiin——
Total events 7 1
Heterogeneity: Tau®= 0.61; Chif= 251, df= 2 (P =0.28), F=20%
Test for overall effect £= 0454 (P = 0.549)
Total (95% Cl) 1784 1025 100.0% 1.72 [0.24,12.13] —el
Total events T 1
Heterogeneity: Tau = 061, Chi*= 251, df =2 (FP=0.28), F=20% 0005 o 10 200
Testfor overall effect 2= 0.54 (P = 0.59) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-17 Fig. Events suggesting drug-abuse potential
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.58.1 ALL
009 40mgd 18 a1 10 288 356% 0.89[0.42 1.90] L
028 all dose 19  B37 10 384 359% 1.15[0.54, 2.44] L
029 all dose 15  EBIG g8 383 285% 1.15[0.49, 2 68] i
Subtotal (95% Cl) 1784 1025 100.0% 1.05 [0.67, 1.65] —ngifin-—
Total events 52 28
Heterogeneity: Tau®= 000, Chif= 027, df=2 (P =087} F=0%
Testfor overall effect Z= 020 (F = 0.84)
Total (95% Cl) 1784 1025 100.0% 1.05 [0.67, 1.65] el
Total events 52 28
Heterageneity: Tau®= 0.00; Chif= 027, df= 2 {P=087) F=0% ; ; 3 3
] 0.z 0.8 2 ]
Testfor overall effect: 2= 0.20 (P = 0.84) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-18 Fig. Fall
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.60.1 ALL
009 40mgd 12 a1 8 258 547% 0.74[0.31,1.74]
028 all dose a B3T 5 384 280% 0.60[0.18, 2.07] —
029 all dose T BIB 2383 173% 214 [0.45,10.25] -
Subtotal (95% Cl) 1784 1025 100.0% 0.84 [0.44, 1.62] -
Total events 24 14
Heterogeneity, Tau®= 000, Chif=1.74, df= 2 (P =042} F=0%
Test for overall effect £= 0452 (P = 0.60)
Total (95% Cl) 1784 1025 100.0% 0.84 [0.44, 1.62] e 3
Total events 24 14
Heterogeneity: Tau®= 000, Chit=1.74, df= 2 (P =042} F=0% 0005 0 e 200

Test for overall effect £= 0.2 (P = 0.60)
Testfor subgroup differences: Mot applicahle

Favours suvorexant Favours placebo



S2-19 Fig. Headache

Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.63.1 ALL
009 40mgd 43 a1 22 288 331% 0.97 [0.59,1.58]
028 all dose 43 B3IT 23 384 333% 1.13[0.69,1.84] — T
029 all dose 48  EBIG 22 383 336% 1.33[0.82, 214 -
Subtotal (95% Cl) 1784 1025 100.0% 1.13 [0.85, 1.51] i
Total events 134 67
Heterogeneity: Tau®= 0.00; Chif= 083, df= 2 (P = 0.6}, F=0%
Test for overall effect =087 (P = 0.38)
Total (95% Cl) 1784 1025 100.0% 1.13 [0.85, 1.51] -
Total events 134 67
Heterageneity: Tau®= 0.00; Chif= 0.83, df= 2 (P = 0.66) F= 0% f ; 3 |
] 0.2 0.4 2 ]
Testfor overall effect 2= 0.87 (P = 0.38) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-20 Fig. Dizziness
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.65.1 ALL
009 40mgd 24 AN 16 288 457% 0.74[0.40,1.37] B
028 all dose 17 B37 11 384 309% 0.93[0.44 1.97]
029 all dose 14  EBIG g8 383 234% 1.07 [0.45, 253
Subtotal (95% Cl) 1784 1025 100.0% 0.87 [0.57,1.31]
Total events 55 34
Heterogeneity: Tau®= 0.00; Chif= 051, df=2 (P =077}, F=0%
Test for overall effect £= 0.67 (P = 0.50)
Total (95% Cl) 1784 1025 100.0% 0.87 [0.57,1.31] -l
Total events 55 34
Heterogeneity: Tau = 000, ChiF=0581,df =2 (P=077), F=0% 0 02 Py 1 t .
Testfor overall effect: Z= 0.67 (P = 0.50) Favours suvorexant Favours placebo
Testfor subgroup differences: Mot applicahle
S2-21 Fig. Back pain
Suvorexant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% CI
5.64.1 ALL
009 40mgd o a1 1 248 4.0% 017 [0.01, 4.08]
028 all dose B B3T g 384 367% 0.45[0.16,1.29] — &
029 all dose 11 G2 11 383 59.4% Q.61 [0.27,1.40] ——
Subtotal (95% Cl) 1784 1025 100.0% 0.52 [0.28, 0.98] S
Total events 17 20
Heterogeneity: Tau®= 0.00; Chif= 071, df= 2 (P =070}, F=0%
Testfor overall effect 2= 2.01 (P =0.04)
Total (95% Cl) 1784 1025 100.0% 0.52 [0.28, 0.98] s
Total events 17 20
Heterogeneity: Tau®= 0.00; Chif= 071, df= 2 (P =070}, F=0% 001 0 1 00

Testfor overall effect £=2.01 (P =0.04)
Testfor subgroup differences: Mot applicahle

Favours suvorexant Favours placebo



S2-22 Fig. Dry mouth

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

3.22[1.14,8.13
151 [0.48, 4.77]

163 [0.64, 413
1.99 [1.10, 3.61]

Suvorexant Placebo
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl
5.66.1 ALL
009 40mgd 26 a1 4 2588 325%
028 all dose 10 B37 4 384 Z266%
029 all dose 16  EBIG 6 383 409%
Subtotal (95% Cl) 1784 1025 100.0%
Total events a2 14

Heterogeneity, Tau®= 0.00; Chif=1.23, df= 2 (P =054} F=0%
Testfor overall effect =227 (P =002

Total {95% CI) 1784 1025 100.0%
Total events a2 14

Heterogeneity: Tau®=0.00; Chi*=1.23,df =2 (P=054) F=0%
Testfor overall effect £= 2.27 (P =0.02)

Testfor subgroup differences: Mot applicahle

S2-23 Fig. Nasopharyngitis

1.99 [1.10, 3.61]

Risk Ratio

—_—
—_—
__.—

~—

-

0.05 0.2 5 20
Favours suvorexant Favours placebo

Risk Ratio
M-H, Random, 95% CI

1.04 [0.62,1.73]
0.69 [0.58, 1.35]

0.99 [0.50, 1.95]
0.95 [0.71, 1.28]

Suvorexant Placebo
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl
5.67.1 ALL
009 40mgd 42 a1 200 288 326%
028 all dose 50 B3T 34 384 490%
029 all dose 21 G2 13 383 18.4%
Subtotal (95% Cl) 1784 1025 100.0%
Total events 113 67

Heterogeneity, Tau®= 0.00; Chif= 024, df= 2 (P =0.89) F=0%
Testfor overall effect Z= 033 (P =074

Total {95% CI) 1784 1025 100.0%
Total events 113 67

Heterogeneity: Tau®=0.00; Chi*=0.24, df= 2 (P=0.89) F=0%
Testforoverall effect £= 032 (F=074)

Testfor subgroup differences: Mot applicahle

S2-24 Fig. Motor vehicle accidents/violations

0.95[0.71, 1.28]

Risk Ratio

_.__
~aif—
i

05 07 15 2
Favours suvorexant Favours placebo

Risk Ratio
M-H, Random, 95% CI

248012, 51.49]
0.74[0.31,1.76]

2.24 [0.63, 7.99]
1.16 [0.52, 2.60]

Suvorexant Placebo
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl
5.61.1 ALL
009 40mgd 2 a1 o 258 f.8%
028 all dose 11 G37 8 384 5098%
029 all dose 11 G2 3383 334%
Subtotal (95% Cl) 1784 1025 100.0%
Total events 24 12

Heterogeneity: Tau®= 0.08; Chi®= 233, df=2{F =031}, F=14%

Testfor overall effect Z= 036 (F =072

Total {95% CI) 1784 1025 100.0%
Total events 24 12

Heterogeneity: Tau®= 0.08; Chi®= 233, df=2{F =031}, F=14%

Testforoverall effect £Z=0.36 (F=0.72)
Testfor subgroup differences: Mot applicahle

1.16 [0.52, 2.60]

?

-

0.005 0.1 10 200
Favours suvorexant Favours placebo



