[bookmark: _Hlk192676543][bookmark: _Hlk198023394]Table S1. Participants with grade 3–4 (clinically relevant) laboratory test worst abnormalities on rimegepant during the OLE phase according to their randomized assignment in the DBT phase

	
	DBT RIM,
OLE RIMa 
n (%)
	n
	DBT PBO,
OLE RIMb
n (%)
	n
	Overall
n (%)
	n

	Hematology (total n)
	–
	–
	–
	–
	5
	–

		Hemoglobin, low
	2 (0.9)
	226
	1 (0.4)
	231
	3 (0.7)
	457

		Lymphocytes, low
	1 (0.4)
	226
	1 (0.4)
	231
	2 (0.4)
	457

	
	
	
	
	
	
	

	Serum biochemistry (total n)
	
	
	
	
	16
	

		LDL cholesterol
	7 (3.1)
	225
	7 (3.0)
	231
	14 (3.1)
	456

		LDL cholesterol, fasting
	7 (4.4)
	159
	5 (3.2)
	158
	12 (3.8)
	317

		LDL cholesterol, not fasting
	0 
	87
	2 (1.9)
	107
	2 (1.0)
	194

		Triglycerides
	1 (0.4)
	225
	1 (0.4)
	231
	2 (0.4)
	456

		Triglycerides, fasting
	1 (0.6)
	159
	1 (0.6)
	158
	2 (0.6)
	317

	
	
	
	
	
	
	

	Urinanalysis (total n)
	–
	–
	–
	–
	4
	–

		Urine glucose
	3 (1.4)
	217
	1 (0.4)
	224
	4 (0.9)
	441


OLE RIM safety analysis set. Toxicity scale: CTCAE version 5.0 (DAIDS version 2.1 for glucose, LDL cholesterol, uric acid and urinalysis).
a Participants who took RIM in both DBT and OLE phases. 
b Participants who took PBO in the DBT phase then took RIM during the OLE phase.
 CTCAE, Common Terminology Criteria for Adverse Events; DAIDS, Division of AIDS; DBT, double-blind treatment; LDL, low density lipoprotein; OLE, open-label extension; PBO, placebo; RIM, rimegepant.





Table S2. Change from OP in MMD (any pain intensity) over time
	
	DBT migraine analysis set
	OLE RIM migraine analysis set 

	
	DBT RIM
	
	DBT PBO
	
	DBT RIM, OLE RIMa
	
	DBT PBO, OLE RIMb
	
	Overall
	

	
	Mean (95% CI)
	n
	Mean (95% CI)
	n
	Mean (95% CI)
	n
	Mean (95% CI)
	n
	Mean (95% CI)
	n

	OP
	9.3 (3.1)c
	240
	9.0 (3.1)c
	244
	9.3 (3.1)c
	226
	9.1 (3.2)c
	231
	9.2 (3.1)c
	457

	Change from OP in month
	
	
	
	
	
	
	
	
	
	

	  M1
	–2.8
	240
	–0.8
	244
	-
	
	-
	
	-
	

	
	(–3.3, –2.3)
	
	(–1.3, –0.3)
	
	
	
	
	
	
	

	  M2
	–2.6
	240
	–1.0
	239
	-
	
	-
	
	-
	

	
	(–3.1, –2.1)
	
	(–1.5, –0.5)
	
	
	
	
	
	
	

	  M3
	–2.6
	235
	–1.5
	238
	-
	
	-
	
	-
	

	
	(–3.1, –2.1)
	
	(–1.9, –1.0)
	
	
	
	
	
	
	

	  M4
	-
	
	-
	
	–4.2
	219
	–4.3
	226
	–4.2
	445

	
	
	
	
	
	(–4.7, –3.7)
	
	(–4.9, –3.7)
	
	(–4.6, –3.8)
	

	  M5
	-
	
	-
	
	–4.5
	224
	–4.5
	229
	–4.5
	453

	
	
	
	
	
	(–5.0, –4.0)
	
	(–5.0, –3.9)
	
	(–4.9, –4.1)
	

	  M6
	-
	
	-
	
	–4.5
	223
	–4.7
	228
	–4.6
	451

	
	
	
	
	
	(–5.0, –4.0)
	
	(–5.3, –4.2)
	
	(–5.0, –4.2)
	

	  M7 
	-
	
	-
	
	–4.7
	220
	–4.6
	226
	–4.7
	446

	
	
	
	
	
	(–5.2, –4.2)
	
	(–5.1, –4.0)
	
	(–5.0, –4.3)
	

	  M8
	-
	
	-
	
	–4.6
	214
	–4.3
	226
	–4.4
	440

	
	
	
	
	
	(–5.0, –4.1)
	
	(–4.9, –3.8)
	
	(–4.8, –4.1)
	

	  M9
	-
	
	-
	
	–4.7
	213
	–4.5
	223
	–4.6
	436

	
	
	
	
	
	(–5.2, –4.3)
	
	(–5.1, –3.9)
	
	(–5.0, –4.2)
	

	  M10
	-
	
	-
	
	–4.9
	213
	–4.7
	220
	–4.8
	433

	
	
	
	
	
	(–5.4, –4.4)
	
	(–5.2, –4.1)
	
	(–5.1, –4.4)
	

	  M11 
	-
	
	-
	
	–4.5
	209
	–4.8
	217
	–4.6
	426

	
	
	
	
	
	(–4.9, –4.0)
	
	(–5.4, –4.2)
	
	(–5.0, –4.3)
	

	  M12
	-
	
	-
	
	–4.7
	205
	–4.8
	215
	–4.8
	420

	
	
	
	
	
	(–5.2, –4.3)
	
	(–5.4, –4.2)
	
	(–5.1, –4.4)
	

	  M13 
	-
	
	-
	
	–4.6
	204
	–4.8
	213
	–4.7
	417

	
	
	
	
	
	(–5.1, –4.1)
	
	(–5.3, –4.2)
	
	(–5.1, –4.3)
	

	  Overalld
	–2.7
	240
	–1.1
	244
	–4.6
	226
	–4.4
	231
	–4.5
	457

	
	(–3.1, –2.3)
	
	(–1.5, –0.6)
	
	(–5.0, –4.2)
	
	(–4.9, –3.9)
	
	(–4.8, –4.2)
	


Efficacy endpoints were assessed for each study month (4-week period), including M1 (Weeks >0 to ≤4) through M3 (Weeks >8 to ≤12) during the DBT phase and M4 (Weeks >12 to ≤16) through M13 (Weeks >48 to ≤52) during the OLE phase. 
a Participants who took RIM in both DBT and OLE phases. 
b Participants who took PBO in the DBT phase then took RIM during the OLE phase. 
c  Mean (SD).
d Overall DBT phase is shown for the DBT migraine analysis set and overall OLE phase is shown for OLE RIM migraine analysis set.
CI, confidence interval; DBT, double-blind treatment; M, month; MMD, monthly migraine days; OLE, open-label extension; OP, observation phase; PBO, placebo; RIM, rimegepant; SD, standard deviation.


Table S3. Change from OP in MMD (moderate or severe pain intensity) over time
	
	DBT migraine analysis set
	OLE RIM migraine analysis set 

	
	DBT RIM
	
	DBT PBO
	
	DBT RIM, 
OLE RIMa
	
	DBT PBO, OLE RIMb
	
	Overall
	

	
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n

	OP
	6.4 (3.2)c
	240
	6.0 (3.0)c
	244
	6.6 (3.1)c
	220
	6.1 (2.9)c
	225
	6.3 (3.0)c
	445

	Change from OP in month
	
	
	
	
	
	
	
	
	
	

	  M1
	–2.4
	240
	–0.7
	244
	-
	
	-
	
	-
	

	
	(–2.8, –2.0)
	
	(–1.1, –0.2)
	
	
	
	
	
	
	

	  M2
	–2.4
	240
	–1.1
	239
	-
	
	-
	
	-
	

	
	(–2.8, –2.0)
	
	(–1.5, –0.7)
	
	
	
	
	
	
	

	  M3
	–2.3
	235
	–1.3
	238
	-
	
	-
	
	-
	

	
	(–2.7, –1.8)
	
	(–1.7, –0.8)
	
	
	
	
	
	
	

	  M4
	-
	
	-
	
	–3.5
	214
	–3.5
	220
	–3.5
	434

	
	
	
	
	
	(–3.9, –3.0)
	
	(–4.0, –3.0)
	
	(–3.8, –3.2)
	

	  M5 
	-
	
	-
	
	–3.8
	218
	–3.4
	223
	–3.6
	441

	
	
	
	
	
	(–4.3, –3.4)
	
	(–3.9, –3.0)
	
	(–3.9, –3.3)
	

	  M6
	-
	
	-
	
	–3.8
	217
	–3.6
	222
	–3.7
	439

	
	
	
	
	
	(–4.2, –3.4)
	
	(–4.1, –3.2)
	
	(–4.0, –3.4)
	

	  M7 
	-
	
	-
	
	–4.0
	214
	–3.6
	220
	–3.8
	434

	
	
	
	
	
	(–4.4, –3.6)
	
	(–4.0, –3.2)
	
	(–4.1, –3.5)
	

	  M8
	-
	
	-
	
	–3.9
	208
	–3.4
	220
	–3.7
	428

	
	
	
	
	
	(–4.3, –3.5)
	
	(–3.9, –3.0)
	
	(–4.0, –3.4)
	

	  M9 
	-
	
	-
	
	–4.1
	208
	–3.4
	217
	–3.7
	425

	
	
	
	
	
	(–4.4, –3.7)
	
	(–3.8, –3.0)
	
	(–4.0, –3.4)
	

	  M10 
	-
	
	-
	
	–4.1
	208
	–3.5
	214
	–3.8
	422

	
	
	
	
	
	(–4.5, –3.6)
	
	(–4.0, –3.1)
	
	(–4.1, –3.5)
	

	  M11
	-
	
	-
	
	–3.8
	204
	–3.7
	211
	–3.8
	415

	
	
	
	
	
	(–4.2, –3.4)
	
	(–4.1, –3.3)
	
	(–4.0, –3.5)
	

	  M12
	-
	
	-
	
	–3.8
	200
	–3.6
	209
	–3.7
	409

	
	
	
	
	
	(–4.2, –3.4)
	
	(–4.1, –3.2)
	
	(–4.0, –3.4)
	

	  M13
	-
	
	-
	
	–3.9
	199
	–3.6
	207
	–3.7
	406

	
	
	
	
	
	(–4.3, –3.5)
	
	(–4.0, –3.2)
	
	(–4.0, –3.4)
	

	  Overalld
	–2.4
	240
	–1.0
	244
	–3.8
	220
	–3.5
	225
	–3.6
	445

	
	(–2.7, –2.0)
	
	(–1.4, –0.6)
	
	(–4.2, –3.5)
	
	(–3.8, –3.1)
	
	(–3.9, –3.4)
	


Efficacy endpoints were assessed for each study month (4-week period), including M1 (Weeks >0 to ≤4) through M3 (Weeks >8 to ≤12) during the DBT phase and M4 (Weeks >12 to ≤16) through M13 (Weeks >48 to ≤52) during the OLE phase. 
a Participants who took RIM in both DBT and OLE phases. 
b Participants who took PBO in the DBT phase then took RIM during the OLE phase. 
c  Mean (SD).
d Overall DBT phase is shown for the DBT migraine analysis set and overall OLE phase is shown for OLE RIM migraine analysis set.
CI, confidence interval; DBT, double-blind treatment; M, month; MMD, monthly migraine days; OLE, open-label extension; OP, observation phase; PBO, placebo; RIM, rimegepant; SD, standard deviation.



Table S4. Medication days per month: acute migraine-specific medication and acute migraine medication
	
	DBT migraine analysis set
	OLE RIM migraine analysis set 

	
	DBT RIM
	
	DBT PBO
	
	DBT RIM, OLE RIMa
	
	DBT PBO, OLE RIMb
	
	Overall
	

	
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n
	Mean 
(95% CI)
	n

	Acute migraine-specific medication
	
	
	
	
	
	
	
	
	
	

	  OP
	6.6 (4.3)c
	240
	6.0 (4.4)c
	244
	–
	–
	–
	–
	–
	–

	  M1 
	4.4 (3.9, 4.9)
	240
	5.9 (5.3, 6.5)
	244
	–
	–
	–
	–
	–
	–

	  M2 
	4.8 (4.3, 5.3)
	240
	5.8 (5.2, 6.4)
	239
	–
	–
	–
	–
	–
	–

	  M3 
	4.8 (4.2, 5.4)
	235
	5.6 (5.0, 6.2)
	238
	–
	–
	–
	–
	–
	–

	  M4
	–
	–
	–
	–
	1.9 (1.6, 2.3)
	219
	1.6 (1.3, 1.9)
	226
	1.8 (1.6, 2.0)
	445

	  M5 
	–
	–
	–
	–
	1.9 (1.6, 2.2)
	224
	1.6 (1.3, 1.9)
	229
	1.7 (1.5, 2.0)
	453

	  M6
	–
	–
	–
	–
	1.8 (1.5, 2.0)
	223
	1.4 (1.2, 1.7)
	228
	1.6 (1.4, 1.8)
	451

	  M7 
	–
	–
	–
	–
	1.8 (1.5, 2.1)
	220
	1.5 (1.2, 1.8)
	226
	1.6 (1.4, 1.8)
	446

	  M8
	–
	–
	–
	–
	1.7 (1.4, 2.0)
	214
	1.5 (1.3, 1.8)
	226
	1.6 (1.4, 1.8)
	440

	  M9 
	–
	–
	–
	–
	1.6 (1.3, 1.9)
	213
	1.5 (1.2, 1.8)
	223
	1.6 (1.4, 1.8)
	436

	  M10
	–
	–
	–
	–
	1.7 (1.4, 2.0)
	213
	1.6 (1.3, 1.8)
	220
	1.6 (1.4, 1.8)
	433

	  M11
	–
	–
	–
	–
	1.8 (1.5, 2.0)
	209
	1.4 (1.1, 1.7)
	217
	1.6 (1.4, 1.8)
	426

	  M12
	–
	–
	–
	–
	1.6 (1.3, 1.9)
	205
	1.3 (1.1, 1.6)
	215
	1.5 (1.3, 1.7)
	420

	  M13
	–
	–
	–
	–
	1.8 (1.5, 2.2)
	204
	1.6 (1.3, 1.9)
	213
	1.7 (1.5, 1.9)
	417

	  Overall
	4.7 (4.2, 5.1)
	240
	5.8 (5.2, 6.3)
	244
	1.8 (1.6, 2.0)
	226
	1.5 (1.3, 1.8)
	231
	1.7 (1.5, 1.8)
	457

	Acute migraine medication
	
	
	
	
	
	
	
	
	
	

	  OP
	8.2 (3.3)c
	240
	7.5 (3.4)c
	244
	–
	–
	–
	–
	–
	–

	  M1
	5.4 (5.0, 5.9)
	240
	7.1 (6.6, 7.6)
	244
	–
	–
	–
	–
	–
	–

	  M2
	5.7 (5.2, 6.2)
	240
	6.9 (6.4, 7.5)
	239
	–
	–
	–
	–
	–
	–

	  M3
	5.9 (5.3, 6.4)
	235
	6.8 (6.2, 7.3)
	238
	–
	–
	–
	–
	–
	–

	  M4
	–
	–
	–
	–
	4.0 (3.5, 4.5)
	219
	3.6 (3.1, 4.0)
	226
	3.8 (3.4, 4.1)
	445

	  M5
	–
	–
	–
	–
	3.9 (3.5, 4.3)
	224
	3.5 (3.1, 4.0)
	229
	3.7 (3.4, 4.0)
	453

	  M6
	–
	–
	–
	–
	4.0 (3.5, 4.4)
	223
	3.5 (3.0, 3.9)
	228
	3.7 (3.4, 4.0)
	451

	  M7
	–
	–
	–
	–
	3.7 (3.2, 4.1)
	220
	3.5 (3.1, 3.9)
	226
	3.6 (3.3, 3.9)
	446

	  M8
	–
	–
	–
	–
	3.9 (3.4, 4.3)
	214
	3.6 (3.2, 4.1)
	226
	3.8 (3.5, 4.1)
	440

	  M9
	–
	–
	–
	–
	3.7 (3.3, 4.2)
	213
	3.6 (3.2, 4.0)
	223
	3.7 (3.3, 4.0)
	436

	  M10
	–
	–
	–
	–
	3.7 (3.2, 4.1)
	213
	3.4 (3.0, 3.8)
	220
	3.5 (3.2, 3.8)
	433

	  M11
	–
	–
	–
	–
	4.1 (3.6, 4.5)
	209
	3.2 (2.8, 3.6)
	217
	3.6 (3.3, 3.9)
	426

	  M12
	–
	–
	–
	–
	3.8 (3.4, 4.2)
	205
	3.3 (2.9, 3.7)
	215
	3.5 (3.2, 3.8)
	420

	  M13
	–
	–
	–
	–
	3.9 (3.5, 4.4)
	204
	3.5 (3.0, 4.0)
	213
	3.7 (3.4, 4.0)
	417

	  Overall
	5.7 (5.2, 6.1)
	240
	7.0 (6.5, 7.4)
	244
	3.9 (3.5, 4.3)
	226
	3.6 (3.2, 4.0)
	231
	3.7 (3.5, 4.0)
	457


Efficacy endpoints were assessed for each study month (4-week period), including M1 (Weeks >0 to ≤4) through M3 (Weeks >8 to ≤12) during the DBT phase and M4 (Weeks >12 to ≤16) through M13 (Weeks >48 to ≤52) during the OLE phase. Acute migraine-specific medication: triptan or ergotamine on any day, or RIM on a nonscheduled dosing day during the OLE phase. Acute migraine medication: acute migraine-specific medication or other medications to treat headache or aura.
a Participants who took RIM in both DBT and OLE phases. 
b Participants who took PBO in the DBT phase then took RIM during the OLE phase. 
c  Mean (SD).
CI, confidence interval; DBT, double-blind treatment; M, month; OLE, open-label extension; OP, observation phase; PBO, placebo; RIM, rimegepant; SD, standard deviation.     


Table S5. Change from baseline in MSQoL scores, MIDAS scores, and EQ-VAS scores through the study
	
	DBT efficacy analysis set 

	
	DBT RIM 
(OLE RIM)a
	
	DBT PBO
(OLE RIM)b
	
	Overall
	

	
	Mean (95% CI)
	n
	Mean (95% CI)
	n
	Mean (95% CI)
	n

	MSQoL Role Function Restrictive 
	
	
	
	
	
	

	  BL
	66.8 (15.4)c
	246
	69.4 (15.3)c
	249
	68.1 (15.4)c
	495

	  Change from BL
	
	
	
	
	
	

	    W12
	8.7 (6.7, 10.8)
	228
	3.2 (1.5, 5.0)
	237
	-
	-

	    W24
	14.0 (11.8, 16.3)
	220
	13.4 (11.2, 15.6)
	228
	13.7 (12.2, 15.3)
	448

	    W52
	14.1 (11.8, 16.4)
	202
	13.5 (11.3, 15.6)
	213
	13.8 (12.2, 15.4)
	415

	MSQoL Role Function Preventive
	
	
	
	
	
	

	  BL
	83.0 (13.8)c
	246
	85.9 (13.7)c
	249
	84.5 (13.8)c
	495

	  Change from BL
	
	
	
	
	
	

	    W12
	4.9 (3.2, 6.6)
	228
	2.0 (0.4, 3.6)
	237
	-
	-

	    W24
	9.5 (7.7, 11.2)
	220
	7.1 (5.4, 8.8)
	228
	8.3 (7.0, 9.5)
	448

	    W52
	8.1 (6.3, 9.9)
	202
	6.9 (5.0, 8.8)
	213
	7.5 (6.2, 8.8)
	415

	MSQoL Emotional Function
	
	
	
	
	
	

	  BL
	77.2 (17.9)c
	246
	77.7 (17.5)c
	249
	77.4 (17.7)c
	495

	  Change from BL
	
	
	
	
	
	

	    W12
	8.1 (6.1, 10.2)
	228
	4.3 (2.4, 6.2)
	237
	-
	-

	    W24
	11.0 (8.9, 13.0)
	220
	11.2 (9.0, 13.4)
	228
	11.1 (9.6, 12.6)
	448

	    W52
	10.9 (8.6, 13.1)
	202
	11.5 (9.3, 13.7)
	213
	11.2 (9.6, 12.8)
	415

	MIDAS Total Score 
	
	
	
	
	
	

	  BL
	14.8 (16.7)c
	246
	15.2 (19.0)c
	249
	15.0 (17.9)c
	495

	  Change from BL
	
	
	
	
	
	

	    W12
	–4.3 (–6.3, –2.3)
	228
	–2.0 (–4.3, 0.3)
	237
	-
	-

	    W24
	–6.6 (–8.6, –4.6)
	220
	–6.8 (–8.9, –4.8)
	228
	–6.7 (–8.1, –5.3)
	448

	    W52
	–5.8 (–7.9, –3.7)
	202
	–7.0 (–9.3, –4.7)
	213
	–6.4 (–8.0, –4.9)
	415

	MIDAS Absenteeism
	
	
	
	
	
	

	  BL
	6.9 (8.8)c
	246
	6.6 (8.7)c
	249
	6.7 (8.7)c
	495

	  Change from BL
	
	
	
	
	
	

	    W12
	–2.1 (–3.1, –1.0)
	228
	–1.5 (–2.5, –0.4)
	237
	-
	-

	    W24
	–3.2 (–4.2, –2.2)
	220
	–3.6 (–4.6, –2.5)
	228
	–3.4 (–4.1, –2.7)
	448

	    W52
	–3.0 (–4.2, –1.9)
	202
	–3.4 (–4.6, –2.2)
	213
	–3.2 (–4.1, –2.4)
	415

	MIDAS Presenteeism
	
	
	
	
	
	

	  BL
	7.9 (9.8)c
	246
	8.6 (12.4)c
	249
	8.3 (11.2)c
	495

	  Change from BL
	
	
	
	
	
	

	    W12
	–2.2 (–3.4, –1.0)
	228
	–0.5 (–2.2, 1.2)
	237
	-
	-

	    W24
	–3.4 (–4.7, –2.2)
	220
	–3.3 (–4.7, –1.9)
	228
	–3.3 (–4.3, –2.4)
	448

	    W52
	–2.8 (–4.0, –1.6)
	202
	–3.5 (–5.0, –2.1)
	213
	–3.2 (–4.1, –2.2)
	415

	EQ-VAS
	
	
	
	
	
	

	  BL
	77.1 (17.0)c
	246
	78.8 (16.7)c
	248
	78.0 (16.9)c
	494

	  Change from BL
	
	
	
	
	
	

	    W12
	4.6 (2.1, 7.1)
	228
	0.6 (–2.1, 3.2)
	237
	-
	-

	    W24
	2.0 (–0.7, 4.6)
	220
	2.4 (–0.2, 5.0)
	228
	2.2 (0.3, 4.0)
	448

	    W52
	3.2 (0.4, 6.0)
	202
	4.3 (1.8, 6.7)
	212
	3.7 (1.9, 5.6)
	414


Efficacy endpoints assessed at the end of the DBT phase (Week 12), and at Week 24 and Week 52 of the OLE phase. 
DBT efficacy analysis set.  
a Participants who were randomized to RIM in the DBT phase. Participants who entered the OLE phase took RIM during the OLE phase. 
b Participants who were randomized to PBO in the DBT phase. Participants who entered the OLE phase took RIM during the OLE phase. 
c  Mean (SD).
BL, baseline; CI, confidence interval; DBT, double-blind treatment; EQ-VAS, EQ visual analog scale; MIDAS, Migraine Disability Assessment; MSQoL, Migraine-Specific Quality-of-Life Questionnaire v2.1; OLE, open-label extension; PBO, placebo; RIM, rimegepant; SD, standard deviation; W, week.
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