(A} WASO at days 1 and 2

Daridorexant Placebo
1.9.1 Daridorexant 50mg
dauvilliers 2020 -47.1 328 61 -214 325 80 12.6%
zammit 2020 -61.4 334 56 -21.4 3341 54 11.8%
Subtotal (95% CI) 17 114 24.6%

Heterogeneity: Tau® = 0.05; Chi? =2.16,df =1 (P =0.14); P = 54%
Test for overall effect: Z = 4.75 (P < 0.00001)

1.9.2 Daridorexant 25mg

dauvilliers 2020 -37.7 325 60 -214 325 60 12.8%
zammit 2020 -45.1 335 55 -13.6 3341 54 121%
Subtotal (95% CI) 115 114 24.9%

Heterogeneity: Tau? = 0.06; Chi? = 2.58, df =1 (P=0.11); k= 61%
Test for overall effect: Z = 3.23 (P = 0.001)

1.9.3 Daridorexant 10mg

dauvilliers 2020 -32.3 327 58 -214 325 60 128%
zammit 2020 -32 334 54 -13.6 331 54 124%
Subtotal (95% CI) 112 114 25.1%
Heterogeneity: Tau? = 0.00; Chi2 = 0.66, df=1 (P =0.42); P= 0%

Test for overall effect: Z = 3.23 (P = 0.001)

1.9.4 Daridorexant 5mg

dauvilliers 2020 284 325 60 -214 325 60 12.8%
zammit 2020 -18.9 334 56 -13.6 33.1 54 12.6%
Subtotal (95% ClI) 116 114 254%

Heterogeneity: Tau? = 0.00; Chi? = 0.04, df = 1 (P = 0.83); P = 0%
Test for overall effect: Z=1.42 (P = 0.16)

Test for subaroun differences: Chi? = 11.94. df = 3 (P = 0.008). |2 = 74.9%
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Daridorexant Placebo
1.10.1 Daridorexant 50mg
dauvilliers 2020 372 297 61 -201 284 61 13.0%
zammit 2020 454 26.9 56 -346 268 56 12.2%
Subtotal (95% CI) 17 117 254%
Heterogeneity: Tau® = 0.00; Chi?=0.44, df =1 (P =0.51); P=0%
Test for overall effect: Z = 3.69 (P = 0.0002)
1.10.2 Daridorexant 25mg
dauvilliers 2020 -342 294 60 -201 284 60 128%
zammit 2020 438 269 55 -346 268 55 12.0%
Subtotal (95% Cl) 115 115  24.9%
Heterogeneity: Tau? = 0.00; Chi? = 0.26, df = 1 (P = 0.61); = 0%
Test for overall effect: Z = 3.08 (P = 0.002)
1.10.3 Daridorexant 10mg
dauvilliers 2020 -32 297 58 -201 284 58 126%
zammit 2020 449 268 54 -346 268 54 11.7%
Subtotal (95% Cl) 112 112 24.3%
Heterogeneity: Tau? = 0.00; Chi® = 0.00, df = 1 (P = 0.95); P= 0%
Test for overall effect: Z =2.90 (P = 0.004)
1.10.4 Daridorexant Smg
dauvilliers 2020 259 294 60 -201 294 60 13.2%
zammit 2020 374 212 56 -346 268 56 12.4%
Subtotal (95% ClI) 116 116 256%

Heterogeneity: Tau® = 0.00; Chi® = 0.09, df = 1 (P = 0.78); P= 0%
Test for overall effect: Z=1.19 (P =0.23)

Test for subaroup differences: Chi? = 3.54. df = 3 (P = 0.32). I = 15.3%

sFig2. WASO and LPS at Days 1 and 2
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