S1 Fig. Forest plots of efficacy secondary outcomes.
S1-1 Fig. Subjective total sleep time (minutes) at Week 1

Suvorexant Placebo Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% Cl

4.4.5 Approved dose

028 20015muofd -28.2 4178 248 146 4155 3TE 34.7%  -13E0[20.28-6.92]
028 20(15)mafd -30.8 4643 2 -14 4575 364 323%  -16.80[-24.42-8.18]
Subtotal (95% CI) 479 740  67.0% -14.99 [-20.02, -9.97]

Heterogeneity: Tau*=0.00; Chi*=0.38, df=1 (P=054); F= 0%
Test far overall effect: £=5.845 (P = 0.00001)

4.4.6 High dose

009 40mofd -41.1 483 508 -141 486 252 33.0% -27.00[-34.32,-19.68]
Subtotal (95% Cl) 508 252 33.0% -27.00[-34.32,-19.68]

Heterageneity: Mot applicable
Test far averall effect: Z=7.23 (P = 0.00001)

Total (95% CI) 987 992 100.0% -19.06 [-27.06, -11.06]

_
—

-

.

-

Heterogeneity, Tau®= 3646, Chf=7.40, di= 2 (P=0.02, F=73%
Test far averall effect: £= 4 .67 (P = 0.00001)
Testfor subgroup differences: Chif=7.02, df=1 {P = 0.008), F= 85.8%

S1-2 Fig. Subjective total sleep time (minutes) at Month 1

Suvorexant Placebo Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% ClI

20 40 0 10 20
Favours [experimental] Favours [control]

Mean Difference
IV, Random, 95% Cl

4.5.5 Approved dose

028 20(1 &muoid -394 818 244 -231 41668 365 335%  -16.30[24.69,-7.91]
029 20(1 &)muoid -43.4 5436 M9 -224 A441 350 28.0% -21.00[-30.18,-11.87]
Subtotal (95% CI) 463 715 61.5% -18.44[-24.63, 12.24]

Heterogeneity: Tau?= 0.00; Chi*= 0585, df=1 (P=046);, F=0%
Test for overall effect: Z= 584 (P = 0.00001)

4.5.6 High dose

009 40mofd -6 4993 473 187 4037 238 385% -22490[-30.72,-15.08]
Subtotal (95% CI) 473 238 38.5% -22.90[-30.72, -15.08]

Heterogeneity: Mot applicable
Test for overall effect: Z= 574 (F = 0.00001)

Total (95% Cl) 936 953 100.0% -20.16 [-25.01, -15.30]
Heterogeneity: Tau?=0.00; Chi*=132, df=2 (P=052),F=0%

Test for overall effect: Z=8.14 (P = 0.00001)

Test for subaroup diferences: Chif=0.77, df=1 {(F=0238) F=0%

S1-3 Fig. Subjective total sleep time (minutes) at Month 3

Suvorexant Placebo Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI
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Favours suvorexant Favours placebo

Mean Difference
IV, Random, 95% CI

4.6.5 Approved dose

028 2001 Smoid -61.2 5316 228 -406 51.67 339 533%  -1060[-19.42 -1.78]
028 2001 Symuid -59.8 59.44 197 -37.F 5979 325 467% -22010[32.64,-11.56]
Subtotal (95% CI) 425 664 100.0% 1597 [-27.22, 4.73]

Heterageneity: Tau®= 41.92; Chi*= 2,69, df =1 (F=010); F=63%
Testfor averall effect £= 273 (F = 0.005)

Total (95% CI) 425 664 100.0% 1597 [-27.22, 4.73]
Heterageneity: Tau®= 41.92; Chi®= 2,69, df =1 (F=010); F=63%

Test for averall effect Z=2 73 (P =0.005)

Testfor subgroup differences: Mot applicable
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S1-4 Fig. Subjective time to sleep onset (minutes) at Week 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.7.5 Approved dose
028 2001 8)mord -1a2 2812 248 -86 2869 36 414% -560[-10.15,-1.08] ——
029 2001 8ymuord =142 3247 231 -BF 331 364 298% -7A0[-12.90,-2.10] —
Subtotal {95% CI) 479 740 T1.3% -6.39 [-9.87, -2.91] -
Heterogeneity, Tau®=0.00; Chi®= 0,28, df=1 (P = 0.60), F= 0%
Testfor overall effect Z=3.60 (P =0.0003)
4.7.6 High dose
009 40rma/d 177 368 508 -B8 3645 252 2BY% -1090[-16.42,-5.38] —
Subtotal {95% CI) 508 252 28.7% -10.90[-16.42,-5.38] et
Heterogeneity: Mot applicatle
Testfor overall effect Z=3.87 (F=0.0001)
Total (95% CI) 987 992 100.0% -7.69 [-10.72, -4.66] -
Heterogeneity: Tau®=0.40; Chi®= 211, df= 2 (P =0.35) F= 9% BT R g 10 B

Testfor overall effect Z=4 97 (F = 0.00001)
Testfor subgroup differences: Chi®=1.84, df=1{FP=018) F=45.6%

S1-5 Fig. Subjective time to sleep onset (minutes) at Month 1

Favours [experimental]

Favours [control]

Suvorexant Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.8.5 Approved dose
028 2001 8ymard 17 3347 244 117 34120 365 3049% -840 10,87, 0.07] L
029 2001 8)mard -21 40577 219 141 4009 350 24.8% -6.90[-13.74,-0.06] —
Subtotal (95% Cl) 463 715 63.7% -5.98 [-10.26,-1.71] *
Heterogeneity, Tau*=0.00; Chif=0.11,df=1 {P=074); F=0%
Testfor overall effect £=2.75 (P = 0.006)
4.8.6 High dose
008 40mord -18.9 3662 473 -84 3621 238 36.3% -10450[-16.16,-4.84] i
Subtotal (95% Cl) 473 238  36.3% -10.50 [-16.16, 4.84] &
Heterogeneity: Mot applicakle
Testfor overall effect £=3.63 (P=0.0003)
Total (95% Cl) 936 953 100.0% -7.62[-11.03, 4.21] L

it 2 — - 2= - - R = I | |
Heterogeneity, Tauw*=0.00; Chif=1.67, df= 2 (P=0.43), F=0% -_1 oo -SIIZI b SID 1DD'

Testfor overall effect £ =438 (P = 0.0001)
Testfor subgroup differences: Chif=1.56 df=1{F=0.21), F= 358%

S1-6 Fig. Subjective time to sleep onset (minutes) at Month 3

Favours suvorexant Favours placebo

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.9.5 Approved dose
028 2001 5mofid -225 2927 228 173 2912 339 GBA% -520[1010,-0.30 —a—
029 2001 8imofd -28.1 4082 187 -205 4047 328 M V% -TEO[R14.80,-0.40 =
Subtotal (95% Cl) 425 664 100.0% -5.96[-10.01,-1.91] —~ -
Heterogeneity: Tau®=0.00; Chi*= 029, df=1 (P =009, F=0%
Testfor overall effect; £=2.88 (P = 0.004)
Total (95% CI) 425 664 100.0% -5.96[-10.01,-1.91] i
Heterageneity: Tau®=0.00; Chi*= 0.29, df=1 (P = 0.59); = 0% _150 55 7 % 150

Testfor overall effect: £= 2 88 (P =0.004)
Testfor subgroup differences: Mot applicable

Fawvours [experimental]

Fawvours [control]



S1-7 Fig. Subjective wake after sleep onset (minutes) at Week 1

Suvorexant Placebo Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

4.41.5 Approved dose

028 2001 5ymofd -17.3 2812 248 106 2869  3F6  593% -BFO[11.25-2.15]
029 2001 5mofd -17.8 3334 231 136 331 364 407%  -4.20[-9.68, 1.28]
Subtotal (95% CI) 479 740 100.0% -5.68 [-9.18, -2.18]

Heterogeneity: Tau*=0.00; Chi*=0.47 df=1(F=049; F=0%
Test for overall effect. £=3.18 (F=0.001}

Total (95% CI) 479 740 100.0% -5.68[-9.18,-2.18]
Heterogeneity, Tauw*=0.00; ChiF=047 di=1 (F=049); F=0%

Test for overall effect. Z= 318 (P =0.001)

Test for subgroup differences: Mot applicable

S1-8 Fig. Subjective wake after sleep onset (minutes) at Month 1

Suvorexant Placebo Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl
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Favours [experimental] Favours [control]

Mean Difference
IV, Random, 95% CI
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4.42.5 Approved dose

028 2001 8ymord -233 3507 244 170 3509 365 303%  -5.40[-11.08, 0.29]
029 2001 aymgrd -28.2 3549 M9 208 3532 350 273% -B40[-14.38,-2.47]
Subtotal {95% CI) 463 715 57.6% -6.82[-10.94,-2.70]

Heterogeneity: Tauw®=0.00; Chi*=0.91, df=1 (P =048}, F=0%
Testfor overall effect £=3.25 (P =0.001)

4.42.6 High dose

0049 40maofd -235 3169 482 145 315 245 424% -9.00[13.80,-4.20]
Subtotal (95% CI) 492 245  42.4% -9.00[-13.80, -4.20]

Heterogeneity: Mot applicable
Testfor overall effect; £= 3.67 (P = 0.0002)

Total (95% CI) 955 960 100.0% -7.75[-10.87,-4.62]
Heterogeneity: Tau*=0.00; Chi*= 0496, df=2 (P=0627; F=0%

Testfor overall effect: £=4 86 (P = 0.000013

Testfor subgroup differences: Chi®= 045, df=1 (P = 0.80), F= 0%

S1-9 Fig. Subjective wake after sleep onset (minutes) at Month 3

Suvorexant Placebo Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl

—.—
- .
—*—
—.—
——eE——
B
A0 -5 0 5 10

Fawvours [experimental] Favours [control]

Mean Difference
IV, Random, 95% CI

4.43.5 Approved dose

028 2001 5ymofd -32 3313 228 -296 3288 339 A4.4%  -240[-7.44, 314
029 2001 5mofd -37.8 3581 197 -29.8 3587 325 456% -T.FO[14.04,-1.36]
Subtotal (95% CI) 425 664 100.0%  -4.82[-9.99,0.36]

Heterogeneity: Tau®=4.81; Chi*=1.92 df=1 (F=0.22;F=34%
Testfor overall effect £=182 (F=007)

Total (95% CI) 425 664 100.0%  -4.82[-9.99,0.36]
Heterogeneity, Tauw*=4.81; Chi*=1.592 di=1 (F=0.22;F=24%

Testfor overall effect Z=182(F =007

Test for subgroup differences: Mot applicable
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S1-10 Fig. Subjective quality of sleep (1-4 scale) at Week 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.18.5 Approved dose
028 20015 mofd -0.2 0803 248 -0.2 0883 376 A00% 000014, 014
029 2001 5imofd -0.2 07¥a 23 -0 0873 364 500% -010[-0.24,0.04]
Subtotal (95% Cl) 479 740 100.0%  -0.05[-0.15,0.05]
Heterogeneity: Tau®=0.00; Chi*=0.96 df=1 (F=033;F=0%
Testfor overall effect £=093 (F=033)
Total (95% CI) 479 740 100.0%  -0.05[-0.15,0.05]

Heterogeneity, Tauw*=0.00; Chi*=0.96 df=1 (F=033,F=0%
Testfor overall effect Z=098 (P =033
Test for subgroup differences: Mot applicable

S1-11 Fig. Subjective quality of sleep (14 scale) at Month 1

Favours [experimental] Favours [control]
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Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.19.5 Approved dose
028 2001 5imofd -0.3 0797 244 -02 0875 365 318% -010[-0.24,0.04] —
029 2001 9mold S04 0¥es 219 -02 0855 3580 31.8%  -0.20[-0.34,-0.06] —
Subtotal (95% Cl) 463 715 63.5% -0.15[-0.25, -0.05] e
Heterogeneity, Tau®*=0.00; Chi*=0.96 df=1 (F=033,F=0%
Testfor overall effect £=2.94 (F=0003
4.19.6 High dose
009 40mord -0.3 04¥5s 492 -01 0799 245 365%  -0.20[-0.33,-0.07] —
Subtotal (95% Cl) 492 245  36.5% -0.20[-0.33, -0.07] —~asi——
Heterageneity: Hot applicahle
Testfor overall effect £= 297 (F=0003
Total (95% CI) 955 960 100.0% -0.17 [-0.25, -0.09] e o
Heterogeneity, Tau*=0.00; Chi*=1.31, di= 2 (F=0582, F=0% —D' 5 -IJ_'25 b D_'25 Dfﬁ

Test for overall effect. £= 414 (F = 0.0001)
Test for subgroup differences: Chi*= 0235, df=1 (P =055, F=0%

S1-12 Fig. Subjective quality of sleep (1-4 scale) at Month 3

- Favours [experimental] Favours [control]

Suvorexant Placebo Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.20.5 Approved dose
028 20015 mofd 04 0FF 228 -03 0839 338 500%  -010[-0.24,0.04] L
029 2001 5imofd -0a 0716 197 -04 082 325 500%  -010[-0.24,0.04] L
Subtotal (95% Cl) 425 664 100.0% -0.10 [-0.20, -0.00] —e
Heterogeneity: Tau®=0.00; Chi*=0.00, df=1(F=1.00); F=0%
Test for overall effect. £= 196 (F=0.0%)
Total (95% CI) 425 664 100.0% -0.10 [-0.20, -0.00] -~

T - - - 12— —_ - B |- | 1 1 ]
Heterogeneity, Tau®*=0.00; Chi*=0.00, df=1 (F=1.00); F=0% —EI'.E _D-_1 b Df1 sz

Test for overall effect Z=1.96 (P = 0.05)
Test for subgroup differences: Mot applicable

Favours [experimental] Favours [control]



S1-13 Fig. Subjective refreshed feeling on waking (0—4 scale) at Month 1

Placebo
Mean 5D Total Weight

Suvorexant

Study or Subgroup  Mean 5D Total

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

4.21.5 Approved dose

028 2001 5imofd S04 0797 244 -03 0875 365 333%
029 2001 9mold -0A 0.¥858 219 -0.3 0855 350 333%
Subtotal (95% Cl) 463 715 66.6%
Heterogeneity, Tau®*=0.00; Chi*=0.96 df=1 (F=033,F=0%

Testfor overall effect £=2.94 (F=0003

4.21.6 High dose

009 40mord 04 113 492 -0.2 0799 245 334%
Subtotal (95% Cl) 492 245  33.4%
Heterageneity: Hot applicahle

Testfor overall effect £=2.77 (F = 0.008}

Total (95% CI) 955 960 100.0%

Heterogeneity, Tau*=0.00; ChiF=1.28 di= 2 (F=0483,F=0%
Test for overall effect. £=4.00 (F = 0.00013
Test for subgroup differences: Chi*r= 032, df=1 (P=057), F=0%

-0.10[-0.24, 0.04]
-0.20 [-0.34, -0.08]
-0.15 [-0.25, -0.05]

-0.20[-0.34, -0.08]
-0.20 [-0.34, -0.06]

-0.17 [-0.25, -0.09]

—_
- N

i

—ni——

i

0z 01 0 01 D02
Favours [experimental] Favours [control]

S1-14 Fig. Subjective refreshed feeling on waking (0—4 scale) at Month 3

Placebo
Mean 5D Total Weight

Suvorexant

Study or Subgroup  Mean 5D Total

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

4.22.5 Approved dose

028 20015 mofd 06 0FF 228 -0A 0839 338 A00%
029 2001 5imofd -06 0716 197 -0D4 092 325 A00%
Subtotal (95% Cl) 425 664 100.0%
Heterogeneity: Tau®=0.00; Chi*=0.96 df=1 (F=033;F=0%

Test for overall effect £=2.94 (F=0003

Total (95% CI) 425 664 100.0%

Heterogeneity, Tauw*=0.00; Chi*=0.96 df=1 (F=033,F=0%
Testfor overall effect £=2.94 (F=0003
Test for subgroup differences: Mot applicable

-0.10[-0.24, 0.04]
-0.20 [-0.34, -0.08]
-0.15 [-0.25, -0.05]

-0.15 [-0.25, -0.05]
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S1-15 Fig. Subjective number of awakenings at Week 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.23.5 Approved dose
028 20015 mofd -0.2 0803 248 -0.2 0883 376 A00% 000014, 014
029 2001 5imofd -0 0F¥a 23 -0.2 0873 364 500% 010004, 0.24] i
Subtotal (95% Cl) 479 740 100.0% 0.05 [-0.05,0.15]
Heterogeneity: Tau®=0.00; Chi*=0.96 df=1 (F=033;F=0%
Testfor overall effect £=093 (F=033)
Total (95% CI) 479 740 100.0% 0.05 [-0.05,0.15]
Heterogeneity: Tau®= 0.00; Chi®= 0.96, df=1 (P =0.33); F= 0% = e : o o
Testfor overall effect 2= 093 (F = 0.33) Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable

S1-16 Fig. Subjective number of awakenings at Month 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.24.5 Approved dose
028 2001 5imofd -0.3 0797 244 -03 0875 365 333% 000 014,014
029 2001 9mold -0.3 0785 219 -0.3 0954 350 333% 000014, 014
Subtotal (95% Cl) 463 715 66.6% 0.00 [-0.10, 0.10]

Heterogeneity, Tau®=0.00; Chi*=0.00, df=1 (F=1.00); F=0%
Test for overall effect Z=000(F =1.00)

4.24.6 High dose

009 40mord -0.2 113 4982 -0.3 0799 245 334% 0.10[-0.04, 0.24] =
Subtotal (95% CI) 492 245  33.4% 0.10 [-0.04, 0.24] e ———

Heterageneity: Hot applicahle
Testfor overall effect £=139F =017}

Total (95% Cl) 955 960 100.0% 0.03 [-0.05, 0.11] -’-

Heterogeneity: Tau®=0.00; Chi*=1.28 df= 2 (F=0.53),F=0% _DI 5 -D=1 P o DI2
Testfor averall Eﬁec.t £=0.380(F =. 0.42) Favours [experimental] Favours [control]
Test for subgroup differences: Chi*=1.28, df=1 (P =026, F=22.0%

S1-17 Fig. Subjective number of awakenings at Month 3

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.25.5 Approved dose
028 20015 mofd 04 077 228 -04 0839 338 A00% 000014, 014
029 2001 5imofd -0a 0716 197 -0DA 092 325 A00% 000 014,014
Subtotal (95% Cl) 425 664 100.0% 0.00 [-0.10, 0.10]

Heterogeneity: Tau®=0.00; Chi*=0.00, df=1(F=1.00); F=0%
Test for overall effect £=0.00(F =1.00)

Total (95% Cl) 425 664 100.0% 0.00 [-0.10, 0.10]
Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (F=1.00); F=0% _DI 2 —D=1 ] D=1 D=2
Testfor overall effect 2= 0.00 (P =1.00) Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable



S1-18 Fig. Insomnia Severity Index (0-28 scale) at Month 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.26.5 Approved dose
028 20018y mofd -4 3968 241 -29 484 360 359% -1.10[1.81,-0.34] —&—
029 2001 8ymofd -4.8 447 M4 -32 475 347 2958% -1.80[-2.38,-0.82] —
Subtotal (95% CI) 455 707 65.5% -1.33[-1.85,-0.80] -
Heterogeneity, Tau®= 000, Chif= 087, di=1 (FP=0.39); F= 0%
Test for averall effect; £=4.96 (P = 0.00001)
4.26.6 High dose
009 40rmoafd -36 4483 482 -22 479 245 34A% 140212, -0.68] ——
Subtotal (95% CI) 492 245  34.5% 1.40[-212, 0.68] -
Heterogeneity: Mot applicable
Testfor overall effect £=3.81 (P =0.0001)
Total (95% CI) 047 952 100.0% -1.35[-1.78,-0.93] L
Heterogeneity; Tau®= 0.00; Chif= 089, df= 2 (P = 0.64); F= 0% !4 52 1 é j‘

Test for averall effect: £=6.25 (P = 0.00001)
Test for subagroup differences: Chif=0.03, df=1 (P=087), F=0%

S1-19 Fig. Insomnia Severity Index (0-28 scale) at Month 3

Mean Difference
IV, Random, 95% CI

Favours [experimental]

Favours [control]

Mean Difference
IV, Random, 95% CI

Suvorexant Placebo
Study or Subgroup Mean 5D Total Mean SD Total Weight
4.27.5 Approved dose
028 2001 8ymofd -57 462 228 46 47 339 58.2%
029 2001 8yrmgfd -G6 501 187  -53 A48 320 41.8%
Subtotal (95% CI) 425 659 100.0%

Heterogeneity; Tau®= 0.00; Chif= 011, df=1 {(P=0.75); F= 0%
Test for averall effect: £=3.859 (P = 0.0001)

Total (95% CI) 425 659 100.0%
Heterageneity: Tau®= 000 Chf= 011, df =1 (P=079); F= 0%

Test for averall effect; 2= 3.89 (P = 0.0001)

Test for subaroup differences: Mot applicahle

<110 [1.88,-0.32]
-1.30 [-2.22,-0.38]
.18 [-1.78, -0.59]

1.18 [-1.78, -0.59]
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S1-20 Fig. Clinical Global Impression-Severity scale (17 scale) at Week 2

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.28.5 Approved dose
028 20015 mofd -0.8 0787 238 -04 0867 359 A500% -0.40[-0.44,-0.26) ——
029 2001 5imofd -0.8 0743 212 -08 0843 345 500%  -0.30[-0.44,-0.16] ——
Subtotal (95% Cl) 450 704 100.0% -0.35[-0.45,-0.25] -
Heterogeneity: Tau®=0.00; Chi*=0.96 df=1 (F=033;F=0%
Test for overall effect £=6.86 (F = 0.00001)
Total (95% CI) 450 704 100.0% -0.35[-0.45, -0.25] .
Heterogeneity: Tau®= 0.00; Chi®= 0.96, df=1 (P =0.33); F= 0% N 0 : .y e
Testfor overall effect 2= 6.86 (P = 0.00001) Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable

S1-21 Fig. Clinical Global Impression-Severity scale (1-7 scale) at Month 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.29.5 Approved dose
028 2001 5imofd -1 0792 241 -06 08683 360 333% -0.40[-0.94, -0.26] —
029 2001 9mold -1 074s 213 -07 085 347 333%  -0.30[-0.44,-0.16] ——
Subtotal (95% Cl) 454 707 66.6% -0.35[-0.45,-0.259] B

Heterogeneity, Tau®*=0.00; Chi*=0.96 df=1 (F=033,F=0%
Test for overall effect. £=6.86 (F = 0.00001)

4.29.6 High dose

009 40mord 09 113 492 -04A 0799 245 334%  -0.40[-0.454,-0.26 —
Subtotal (95% Cl) 492 245  334% -0.40 [-0.54, -0.26] —~ani——
Heterageneity: Hot applicahle

Testfor overall effect. £= 5945 (F = 0.00001)

Total (95% CI) 946 952 100.0% -0.37 [-0.45, -0.29] -
Heterogeneity: Tau®= 0.00; Chi=1.28, df=2 (P = 0.53); F= 0% —IJ: p _0525 3 0 525 DIS
Testfor overall effect: 2= 8.80 (P < 0.00001) Favours [experimental] Favours [control]

Test for subgroup differences: Chi*r= 032, df=1 (P=057), F=0%

S1-22 Fig. Clinical Global Impression-Severity scale (1-7 scale) at Month 3

Suvorexant Placebo Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.30.5 Approved dose
028 20015 mofd 1.2 077 228 -09 0839 335 500% -0.30[-0.44,-016] ——
029 2001 5imofd -1.3 07168 197 -1 0813 320 500% -0.30[-0.44,-0.16] —a—
Subtotal (95% Cl) 425 659 100.0% -0.30 [-0.40, -0.20] -l
Heterogeneity: Tau®=0.00; Chi*=0.00, df=1(F=1.00); F=0%
Test for overall effect. £=5.83 (F = 0.00001)
Total (95% CI) 425 659 100.0% -0.30 [-0.40, -0.20] .

ity == cChif= = = CRE= } f t f
oo ot =S sa gy o= E R S

- : : Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable



S1-23 Fig. Patient Global Impression-Severity scale (0-5 scale) at Week 2

Suvorexant Placebo Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.31.5 Approved dose
028 20015 mofd -06 0787 238  -0.2 0867 358 491% -0.40[-0.44,-0.26] —i—
029 2001 5imofd 0.7 0¥le 212 -04 0843 345 509%  -0.30[-0.44,-0.16] —i—
Subtotal (95% Cl) 450 704 100.0% -0.35[-0.45,-0.25] -
Heterogeneity: Tau®=0.00; Chi*=0.98 df=1(F=032,F=0%
Test for overall effect £= 690 (F = 0.00001)
Total (95% CI) 450 704 100.0% -0.35[-0.45, -0.25] -

T - - - 12— —_ - B |- ] 1 1 1
Heterogeneity, Tauw*=0.00; ChiF=0.983 di=1 (F=032,F=0% —D'.ﬁ —EI.'25 b EI.'25 IZITS

Test for overall effect Z=6.90 (P = 0.00001)
Test for subgroup differences: Mot applicable

Favours [experimental] Favours [control]

S1-24 Fig. Patient Global Impression-Severity scale (0-5 scale) at Month 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.32.5 Approved dose
028 2001 5imofd -0.7 0.F9: 241 -04 0863 360 288% -0.30[-0.44 -0.16] ——
029 2001 9mold 09 045 213 -0A 095 347 423%  -0.40[-0.82,-0.28] ——
Subtotal (95% Cl) 454 707  71.1% -0.36 [-0.45, -0.26] -
Heterogeneity, Tau*=0.00; Chif=1.14 di=1 (F=0.29; F=12%
Test for overall effect £=7.27 (F = 0.00001)
4.32.6 High dose
009 40mord 08 113 492 -0A 0799 245 289%  -0.30[-0.44,-016] —
Subtotal (95% Cl) 492 245  28.9%  -0.30 [-0.44, -0.16] e
Heterageneity: Hot applicahle
Testfor overall effect. £= 416 (F = 0.00013
Total (95% CI) 946 952 100.0% -0.34 [-0.42, -0.27] -
Heterogeneity: Tau®= 0.00; Chi*= 1.63, df= 2 (P = 0.44); F= 0% —DI 5 n 525 3 n 525 o's
Testfor overall Eﬁe':,t Z=8831(F { 0.oooo) Favours [experimental] Favours [control]
Test for subgroup differences: Chi*r= 044, df=1 (P =050}, F=0%
S1-25 Fig. Patient Global Impression-Severity scale (0-5 scale) at Month 3
Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI N, Random, 95% Cl
4.33.5 Approved dose
028 20018 ymaoid -1 0FF 2280 -07 04939 339 F1.4% -0.30[-0.44,-0.16] ——
029 20(1 9 maid -1.2 143 197 -09 0913 320 286% -0.30[0.52,-0.08] =
Subtotal (95% CI) 425 659 100.0% -0.30[-0.42,-0.18] o
Heterogeneity: Tau®= 0.00; Chi#=0.00, df=1 (P =1.00), F=0%
Testfor overall effect; £=4.92 (F = 0.00001)
Total (95% CI) 425 659 100.0% -0.30[-0.42, -0.18] —~aul-—
ity == CChiE= = = CE= f f f f
Heterogeneity: Tau®= 0.00; Chi#=0.00, df=1 (P =1.00), F=0% s 028 o 0% 05

Testfor overall effect: £=4.92 (P = 0.00001)
Testfor subaroup differences: Mot applicable

Favours [experimental] Favours [control]



S1-26 Fig. Clinical Global Impression-Improvement scale (1-7 scale) at Week 2

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.34.5 Approved dose
028 20015 mofd 3 147 238 34 0967 359 287% -0.40[-0.62 -018] L E—
029 2001 5imofd 3 0743 M2 3.3 04948 345 TF13%  -0.30[-0.44,-0.16] ——
Subtotal (95% Cl) 450 704 100.0% -0.33[-0.45, -0.21] -l
Heterogeneity: Tau®=0.00; Chi*= 095 df=1 (F=046); F=0%
Test for overall effect. £= 539 (F = 0.00001)
Total (95% CI) 450 704 100.0% -0.33 [-0.45, -0.21] -
Heterogeneity: Tau®= 0.00; Chi®= 0.55, df=1 (P = 0.46); = 0% R LL : .y e
Testfor overall effect Z=5.33 (P = 0.00001) Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable

S1-27 Fig. Clinical Global Impression-Improvement scale (1-7 scale) at Month 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.35.5 Approved dose
028 2001 5imofd 29 158 24 3.3 04968 360 167% -0.40[-0.62 -0.18] I —
029 2001 9mold 29 0745 13 32 0858 347 41E6%  -0.30[-0.44 -0.16] ——
Subtotal (95% Cl) 454 707 58.3% -0.33[-0.45,-0.21] e o

Heterogeneity, Tau®*=0.00; Chi*= 085 df=1 (F=0.46);, F=0%
Test for overall effect £= 539 (F = 0.00001)

4.35.6 High dose

009 40mord 29 113 4492 33 0789 245 417%  -0.40[-0.454,-0.26] —i—
Subtotal (95% Cl) 492 245  41.7%  -0.40 [-0.54, -0.26] -
Heterageneity: Hot applicahle

Testfor overall effect. £= 5945 (F = 0.00001)

Total (95% CI) 946 952 100.0% -0.36 [-0.45, -0.27] g 3
Heterogeneity: Tau®= 0.00; Chif=1.12, df=2 (P = 0.57); F= 0% —DI 5 _0525 3 0 525 DIS
Testfor overall effect: 2= 7.70 (P < 0.00001) Favours [experimental] Favours [control]

Test for subgroup differences: Chi*r= 057, df=1 (P=045), F=0%

S1-28 Fig. Clinical Global Impression-Improvement scale (1-7 scale) at Month 3

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI N, Random, 95% Cl
4.36.5 Approved dose
028 20018 ymaoid 26 1484 228 3 08939 339 A00% -040[-062,-0.18] ——
029 20(1 9 maid 258 143 197 3 0913 320 A00% -050[-0.72,-0.28] —a—
Subtotal (95% CI) 425 659 100.0% -0.45[-0.61, -0.29] .
Heterogeneity: Tau®=0.00; Chi#=0.38, df=1 (P=054), F=0%
Testfor overall effect: £=5.93 (F = 0.00001)
Total (95% CI) 425 659 100.0% -0.45[-0.61,-0.29] e
Heterageneity: Tau®= 0.00; Chi®= 0.38, di=1 (P = 0.54% F= 0% —D= 5 _0525 D 0 525 D=5
Testfor overall effect: £=5.58 (P = 0.00001) Favours [experimental] Favours [control]

Testfor subaroup differences: Mot applicable



S1-29 Fig. Patient Global Impression-Improvement scale (17 scale) at Week 2

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.37.5 Approved dose
028 20015 mofd 3 0787 238 34 0967 359 F15% -0.40[-0.44,-0.26] —l—
029 2001 5imofd 3149 22 3.3 04948 345 285%  -0.30[-0.42,-0.08] L
Subtotal (95% Cl) 450 704 100.0% -0.37 [-0.49, -0.25] e
Heterogeneity: Tau®=0.00; Chi*= 095 df=1 (F=046); F=0%
Test for overall effect £=6.09 (F = 0.00001)
Total (95% CI) 450 704 100.0% -0.37 [-0.49,-0.25] -l
Heterogeneity: Tau®= 0.00; Chi®= 0.55, df=1 (P = 0.46); = 0% a5 o : .y o
Testfor overall effect Z=6.03 (P = 0.00001) Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable

S1-30 Fig. Patient Global Impression-Improvement scale (17 scale) at Month 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.38.5 Approved dose
028 2001 5imofd 28 1588 4 3.3 04968 360 241% -050[-0.72,-0.28] —
029 2001 9mold 2.8 0745 M3 32088 347 A519%  -0.40[-0.54,-0.26] —i—
Subtotal (95% Cl) 454 707 76.0% -0.43[-0.55, -0.31] -

Heterogeneity, Tau®*=0.00; Chi*= 085 df=1 (F=0.46);, F=0%
Test for overall effect £=7.03 (F = 0.00001)

4.38.6 High dose

009 40mord 28 226 492 34 0789 245 240% -060[-0.82 -0.38 .
Subtotal (95% Cl) 492 245  24.0% -0.60[-0.82, -0.38] —~on—
Heterageneity: Hot applicahle

Testfor overall effect £= 526 (F = 0.00001)

Total (95% CI) 946 952 100.0% -0.47 [-0.59, -0.386] -
Heterogeneity: Tau®= 0.00; Chif=2.31, df= 2 (P=0.32), F=13% —IJ: p _0525 I o 525 DIS
Testfor overall effect: 2= .00 (P < 0.00001) Favours [experimental] Favours [control]

Test for subgroup differences: Chif=176, df=1 (P=018), F=431%

S1-31 Fig. Patient Global Impression-Improvement scale (17 scale) at Month 3

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.39.5 Approved dose
028 20015 mofd 248 1454 228 29 0939 339 286% -0.40[-0.62 -0.18] e —
029 2001 5imofd 26 0716 197 29 0913 320 F1.4%  -0.30[-0.44,-0.16] ——
Subtotal (95% Cl) 425 659 100.0% -0.33[-0.45, -0.21] -
Heterogeneity: Tau®=0.00; Chi*= 095 df=1 (F=046); F=0%
Test for overall effect. £= 539 (F = 0.00001)
Total (95% CI) 425 659 100.0% -0.33 [-0.45, -0.21] i
Heterogeneity: Tau®= 0.00; Chi®= 0.55, df=1 (P = 0.46); = 0% LT : ot P
Testfor overall effect Z=5.33 (P = 0.00001) Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable



S1-32 Fig. Response rate at Month 3

Risk Ratio

Risk Ratio
M-H, Random, 95% Cl

0.80 [0.71, 0.80]

0.75 [0.65, 0.86]
0.78 [0.71, 0.85]

Suvorexant Placebo
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI
5.40.3 ALL
028 all dose 267 550 188 328 &82%
028 all dose 212 a7 170 310 #M.8%
Subtotal (95% Cl) 1067 638 100.0%
Total events 474 364

Heterogeneity: Tau®= 0.00; Chif= 049, df=1 {F =048} F=0%
Test for overall effect £= 527 (P = 0.00001)

Total {95% CI) 1067 638 100.0%
Total events 474 264

Heterogeneity: Tau®=0.00; Chi*= 049 df=1(P=048) F=0%
Test for overall effect £= 527 (P = 0.00001)

Testfor subgroup differences: Mot applicahle

0.78 [0.71, 0.85]

——
_._

-

-

07 085 12 15
Favours suvorexant Favours placebo



S1-33 Fig. Latency to onset of persistent sleep (minutes) at Day 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.10.5 Approved dose
006 20mafd 386 4247 33 A7 4835 127 A.6% -17.40[F34.18,-0.62]
028 2001 8ymord -299 2906 193 -203 2867 2490 G7.0%  -9.60[-14.86, -4.34] ——
029 2001 8)mgrd =253 4163 144 13 4213 284 264% -1230[-20.68,-3.92] L
Subtotal (95% CI) 370 701 100.0% -10.83[-15.13,-6.52] .
Heterogeneity: Tau*=0.00; Chi*= 092, df= 2 (P =063} F=0%
Testfor averall effect, £=4.93 (F = 0.00001)
Total (95% CI) 370 701 100.0% -10.83[-15.13,-6.52] L

Heterogeneity: Tau®=0.00; Chi*=092, df=2 (P=0.63); F=0%
Testfor averall effect, £=4.93 (F = 0.00001)
Testfor subgroup differences: Mot applicable

S1-34 Fig. Latency to onset of persistent sleep (minutes) at Month 1

Placebo
Mean SD Total Weight

Suvorexant

Study or Subgroup  Mean SD Total

Mean Difference
IV, Random, 95% Cl

40 0 10 20
Favours [contral]

-20
Favours [experimental]

Mean Difference
IV, Random, 95% Cl

4.11.5 Approved dose

006 20mafd 27T 4283 31 824 4771 116 10.2%
028 2001 8ymgid -336 3053 185 -23.3 3029 272 A0.3%
029 2001 8)ymgid -325 3413 133 -ME 3528 271 395%
Subtotal (95% CI) 349 659 100.0%
Heterogeneity: Tau*=9.48; Chi®= 305, df= 2 (P =022 F= 35%

Testfor averall effect; £=3.60 (F=0.0003)

Total (95% CI) 349 659 100.0%

Heterogeneity: Tau®=9.488; Chi*=3.05, df =2 (P=0.22), F=35%
Testfor averall effect; £=3.60 (F=0.0003)
Testfor subgroup differences: Mot applicable

-24 T0[-4213,-7.27]
-10.30 [-15.98, -4.62]

-7.80 [F15.06,-0.74]
-10.82 [16.72, -4.93]

-10.82 [16.72, -4.93]

S1-35 Fig. Latency to onset of persistent sleep (minutes) at Month 3

—-—
.
->
-

20 10 0 10 20
Favours [experimental] Favours [control]

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.12.5 Approved dose
028 20015 mofd -347 3011 172 -Z66 2991 251 A63% -810[-13.93 -2.27) ——
029 2001 5imofd -28.9 3T3T 127 -286 3748 255 43T%  -0.30[-8.26, 7.6H]
Subtotal (95% Cl) 299 506 100.0% -4.69[-12.27,2.89]
Heterageneity: Tau*=17.79; Chi*=2.40 df=1 (F=012); F=58%
Testfor overall effect £=1.21 (F=023
Total (95% CI) 299 506 100.0% -4.69 [12.27, 2.89]
Heterogeneity: Tau®= 17.75; Chi*= 2.40, df = 1 (P = 0.12); F= 58% e + : t e

Testfor overalleffect Z=121 (FP=023)
Test for subgroup differences: Mot applicable

Favours [experimental] Favours [control]



S1-36 Fig. Wakefulness after persistent sleep onset (minutes) at Day 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.13.5 Approved dose
028 20(15)muoid -521 3747 1892 1896 37T 287 &89.0% -32.50[-39.33,-2567] —-
029 20(15)muoid -58.3 4102 144 -213 4034 283 41.0% -37.00[45.18,-28.87] ——
Subtotal (95% Cl) 336 570 100.0% -34.35[-39.59,-29.10] -

Heterageneity, Tau®=0.00; Chi*= 0.69, df=1 {F=041); F= 0%
Test far overall effect: Z=12.84 (P = 0.00001)

Total (95% CI) 336 570 100.0% -34.35[-39.59,-29.10] "
Heterogeneity: Tau®= 0.00; Chi*= 0.69, df=1 (P = 0.41); F= 0% _550 _255 3 255 5=IZI
Test far overall effect: Z=12.84 (P = 0.00001} Favours [experimental] Favours [control]

Testfor subgroup diferences: Mot applicable

S1-37 Fig. Wakefulness after persistent sleep onset (minutes) at Month 1

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.14.5 Approved dose
028 20(15)muoid -45 4233 184 187 4281 272 556% -26.30[-34.25,-18.39] —il—
029 20(15)muoid S4B 4279 132 -225 4276 270 44.4% -2410[33.01,-1519] ——
Subtotal (95% Cl) 37 542 100.0% -25.32[-31.25,-19.39] -
Heterageneity, Tau®=0.00; Chi*=013, df=1 {F=072); F= 0%
Test far overall effect: 7= 837 (P = 0.00001)
Total {95% CI) M7 542 100.0% -25.32[-31.25,-19.39] i
Heterogeneity: Tau®= 0.00; ChiF=0.13,df=1{P=072);F= 0% _250 _150 3 150 2=|:|
Testfar overall effect: 2= 8.37 (F < 0.00001) Favours [experimental] Favours [control]

Testfor subgroup diferences: Mot applicable

S1-38 Fig. Wakefulness after persistent sleep onset (minutes) at Month 3

Suvorexant Placebo Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.15.5 Approved dose
028 2001 5mold -41.6 4282 172 -25 4203 251 508% -1660[-24.845 -8.39] —i—
029 2001 9mold -6 4284 127 -24.8 4212 282 48.2% -31.20[-40.24,-22.16] ——
Subtotal (95% CI) 299 503 100.0% -23.78 [-38.08, -9.47] —meni——
Heterageneity: Tau®= 87.08; Chi*= 947, df =1 (F =002, F=82%
Testfor averall effect £= 326 (P =0.001)
Total (95% CI) 299 503 100.0% -23.78 [-38.08, -9.47] e
Heterogeneity: Tau®= 87.08 Chif= 547, df=1 (P = 0.02); F=82% t f f f
Testfi Il effect 7= 3.26 (P = 0.001 -5t 45 0 25 D
estfor overall effect 2= 3.26 (P=10. ) Favours [experimental] Favours [control]

Testfor subgroup differences: Mot applicable



