{A) WASO at month 1

Daridoraxant Placsba

1.1.1 Daridorexant 50mg

dauvilliars 2020 48 32 61 338 325 €0 88%
Mignot 2022, study 1 -20 33 305 -6.2 328 299 151%
Subtotal {95% CI} 366 359 24.9%

Haterogsneity: Tau® = 0.01; Chi* = 1.81, df = 1 (P =0.20); I*= 38%
Test for overall effect: Z = 5.28 (P < 0.00001}

1.1.2 Daridorexant 25mg

dauvilliers 2020 -38.9 325 60 -33.8 325 60 98%
Mignot 2022, study 1 -18.4 326 298 -6.2 326 2099 152%
Mignot 2022, study 2 -24.2 377 2985 -126 376 300 152%
Subtotal (95% CI) 653 659  40.2%
Hataroganaity: Tau® = 0.00; ChiF= 1,25, df = 2 (P = 0,54% 1= 0%

Test for overall effect: Z = 5.82 (P < 0.00001)

1.1.3 Daridorexant 10mg

dauviliers 2020 428 327 58 338 325 60 08%
Mignot 2022.study 2 -15.3 37.2 302 -12.6 376 300 152%
Sublotal (95% CI) 360 380 25.0%
Heterogeneity: Tau? = 0.00; Ch = 1.00, df = 1 (P = 0.32) = 0%
Test for overall offect: Z = 1.41 (P =0.16)

1.1.4 Daddorexant 5mg

dauviliers 2020 975 316 60 33.8 326 60 89%
Subtotal {95% CI} 60 80 0.8%

Helerogeneily: Not applicable
Test for ovarall effect: Z = 0.63 (P =0.53)

Tast for subaroun diffarancas: Chi* = 15.26. df = 3 (P = 0.002). F = 80.3%

(B} LPS atmonth 1
Placebo

1.2.1 Daridorexant 50mg

Mignot 2022, study 1 -31.2 294 305 -188 296 288 175%
dauvllliers 2020 -358 336 61 204 333 60 7%
Subtotal (95% CI) 366 358 25.1%
Helerageneity: Tau* = 0.00; Chi* = 0.6, df = 1 (P =0.42); F = 0%

Tes! for overall elfeck: 2 = 4.74 (P < 0.00001)

1.2.2 Darldorexant 25mg

dauviliers 2020 -37.9 333 60 -28.4 23.3 60 75%
Mignot 2022, study 1 -28.2 295 298 -198 296 283 17.5%
Mignot 2022, study 2 -28.5 364 205 20 382 300 17.5%
Subtotal (95% CI) 653 653 d2.5%
Heterngensity: Tau? = 0.00; Chit = 0.84, of = 2 (P = 0.66); F= 0%

Test for overall effect: Z = 423 (P < 0.0001)

1.2.3 Daridorexant 10mg

dauvlliers 2020 -38.7 3356 58 284 233 80 74%
Mignot 2022, study 2~ -226 364 302 20 362 300 176%
Subtetal (85% CI) 360 B0 25.0%

Helerogeneily: Tau? = 0.01; Chi? = 1.35, dl = 1 (P = 0.25); I2 = 28%
Test for overall effect: Z = 1.28 (P = 0.20}

1.2.4 Daridorexant 5mg

dauvilliers 2020 202 325 60 -284 333 B0 75%
Subtotal (95% CI) 60 60 75%
Heterogeneity: Not applicable

Test for averall affect: Z = 1.35 (P = 0.18)

Test for subaroun diffarances: Chi* = 10.56. df =3 (P = 0.01). I = 71.6%

(C) sTST at month 1
Darldorexant Placebo
n

lers 2020 774 587 61 527 503 B0 64%
Mignot 2022, study 1 436 485 304 216 483 302 185%
Subtotal {95% CI) 385 362 24.9%

Heterogenelty: Tau®
Test for overall effect;

.00; ChIF = 0.00, df = 1 {P = 0.98); I"= 0%
.03 (P < 0.00001)

1.3.2 Daridoraxant 25mg

dauvilliars 2020 562 515 60 527 503 B0 B.5%
Mignot 2022, study 1 342 484 2303 216 483 302 188%
Mignot 2022, study 2~ 438 487 207 27.6 497 287 184%
Subtotal (95% CI) 660 650 43.6%
Heterogenelty: Tau? = 0.00; Chit = 1.8, df = 2 (P = 0.43); 1= 0%

Test for overall effect: Z = 4.91 (P < 0.00001)

1.3.3 Darldarexant 10mg

dauvilliers 2020 581 541 68 527 503 B0 8.4%
Mignat 2022, study 2 41 50.3 304 276 407 207 185%
Subtotal (35% C1) 362 357 25.0%
Heterogenaity: Tau® = 0.00; Chi* = 0.52, df = 1 {P = 0.47); " = 0%

Test for overall effect; 2 = 3.25 (P = 0.001)

1.3.4 Daridorezant 5mg

dauvilliers 2020 483 582 60 527 503 B0 6.5%
Subtotal (95% CI) 60 60 6.5%
Heterogeneity: Not applicable

Test for overall effect Z = 0.45 {P = 0.65)

Test for subnroun differances: Chi2 = 8 33 df =3 (P =003 2 = 87 9%

(D} IDSIQ sleepiness domain score at month 1

Daridorexant Placebo

1.4.1 Daridorexant 5img

Mignot 2022, study 1 38 49 3M -2 48 301 25.0%
Subtotal (95% CI 304 301 250%
Heterogeneily: Not applicable

Test for overall effect: Z = 4.47 (P < 0.00001)

1.4.2 Daridorexant 25mg

Mignot 2022, study 1 -28 49 301 -2 49 301 281%
Mignot 2022, study 2 35 53 207 28 48 207 24.9%
Subtotal (95% CI) 598 598 50.0%
Heterogeneity: Tau® = 0.00; Chi* = 0.05, df = 1 (P = 0.83); I'= 0%

Test for overall effect: Z = 2.60 (P = 0.069)

1.4.3 Daridorexant 16mg

Mignot 2022, study 2 =32 53 34 -28 48 287 251%
Subtotal (85% CIj 304 297 25.1%
Heterogenelty: Not applicable

Test for overall offect: Z =0.97 (P = 0.33)

Tastfor subaroun diffarances: Ch = 6.96. of =2 (P =0.031. I* = 71.3%
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sFigl. WASOQO, LPS, sTST and IDSIQ sleepiness domain score at Month 1



