SUPPLEMENTARY MATERIALS
Table S1. Institutional Review Boards/Independent Ethics Committees 
	STUDY SITE
	INSTITUTIONAL REVIEW BOARD (IRB) OR INDEPENDENT ETHICS COMMITTEE (IEC)

	1001
	Medical Ethics Committee of Jinan Central Hospital, No.105, Jiefang Road, Jinan, SHANDONG 250013, CHINA

	1010
	Ethics Committee of Chinese PLA General Hospital, No.28, Fuxing Road, Haidian District, Beijing 100853, CHINA

	1012
	Ethics Committee of First Affiliated Hospital of Kunming Medical University, No.295, Xichang Road, Kunming, YUNNAN 650032, CHINA

	1013
	Huashan Hospital Fudan University Ethics Committee, No.12 Middle Urumqi Road, Shanghai, SHANGHAI 200040, CHINA

	1014
	Ethical Committee of The First Affiliated Hospital of XiAn Jiaotong University
No.277, Yanta West Road, Room 0108, Science and Education Building, The First Affiliated Hospital of XiAn Jiaotong University, Xi`an, SHAANXI 710061, CHINA

	1016
	Bioethics Committee of Beijing Friendship Hospital, Capital Medical University, No.95, Yong’an Road, Xicheng District, Beijing 100050, CHINA

	1017
	Ethics Committee of Peking University People’s Hospital, No.11 Xizhimen South Street, Xicheng District, Beijing 100044, CHINA

	1018
	Ethics Committee of The Third Xiangya Hospital of Central South University, No.138 Tongzipo Road, Yuelu District, Changsha, HUNAN 410013, CHINA

	1019
	Ethics Review Committee of Changsha Central Hospital, No.161, South Shaoshan Road, Changsha, HUNAN 410000, CHINA

	1020
	Heping Hospital Affiliated to Changzhi Medical College Ethics Committee for Clinical Trials of Drugs and Medical Devices, Floor 3, Precision Health Management Building, Heping Hospital, No.110, Yan'an South Road, Changzhi, SHANXI 046000, CHINA

	1022
	Ethics Committee of the First Affiliated Hospital of Chongqing Medical University, No.1 Youyi Road, Yuanjiagang, Yuzhong District, Chongqing 400016, CHINA

	1024
	Drug Clinical Trial Ethics Committee of Liaocheng People's Hospital, No.67 Dongchang West Road, Liaocheng, SHANDONG 252000, CHINA

	1027
	Medical Ethics Committee of University of Health & Rehabilitation Sciences Qingdao Central Hospital, No.127 Siliunan Road, Shibei District, Qingdao, SHANDONG 266042, CHINA

	1029
	Medical Ethics Committee of Shanghai East Hospital, No.1800, Yuntai Road, Shanghai, SHANGHAI 200123, CHINA

	1030
	Ethics Committee of Sir Run Run Shaw Hospital, Zhejiang University School of Medicine, No.3 East Qing Chun Road, Hangzhou, ZHEJIANG 310016, CHINA

	1033
	Ethics Committee of Ruian People's Hospital, Room 506, Third clinical academy, No.38, Wansong Road, Yuhai District, Ruian, ZHEJIANG 325200, CHINA

	1036
	Ethics Committee of Tianjin Union Medical Center, No.190, Jieyuan Road, Hongqiao District, Tianjin 300000, CHINA

	1037
	Wuhan Third Hospital Ethics Committee, No.241 Pengliuyang Road, Wuchang District, Wuhan, HUBEI 430060, CHINA

	1038
	The Ethics Committee of Affiliated Hospital of Jiangnan University, No.1000 Hefeng Road Binhu District, Wuxi, JIANGSU 214122, CHINA

	1040
	Medical Ethics Committee of Shaanxi Provincial People’s Hospital, No.256 Youyi West Road, Xi'an, SHAANXI 710068, CHINA

	1041
	Medical Ethics Committee of Xianyang Hospital of Yan'an University, No.38 Wenlin Road, Xianyang 712000, CHINA

	1042
	Ethics Committee of The First People's Hospital of Yinchuan, No.2 Liqun West Street, Xingqing District, Yinchuan, NINGXIA PROVINCE 750001, CHINA

	1043
	Wuxi People's Hospital Ethics Committee, No.299 Qingyang Road, Wuxi, JIANGSU 214023, CHINA

	1044
	Medical Ethics Committee of Xi'an Gaoxin Hospital, No.16 Tuanjie South Road, High-tech Zone, Xi'an, SHAANXI PROVINCE 710075, CHINA

	1045
	Clinical Research Ethics Committee, Renmin Hospital of Wuhan University, No.99 Zhangzhidong Road, Wuchang District, Wuhan City, HUBEI PROVINCE, CHINA

	1046
	People's Hospital of Zhengzhou Drug Clinical Trial Ethics Committee, No.33, Huanghe Road, Zhengzhou, HENAN 450014, CHINA

	1047
	The Second People's Hospital of Hefei Drug Clinical Trial Ethics Committee, Outpatient Fifth Floor Administrative Office Area East Area Ethics Committee Office, Hefei, Second People's Hospital Guangde Road Hospital, Hefei ANHUI, CHINA

	1048
	Ethics Committee of Xuanwu Hospital Capital Medical University, No. 45 Changchun Street, Xicheng District, Beijing, BEIJING 100053, CHINA

	1049
	Ethics Committee of the First Hospital of Jilin University, No.1 Xinmin Street, Changchun, JILIN 130000, CHINA

	1051
	The drug clinical trial Ethics Committee of Chongqing University Three Gorges Hospital, No.165, Xincheng Road, Wanzhou District, Chongqing 404000, CHINA

	1052
	Medical Ethics Committee of The Second Affiliated Hospital of Nanjing Medical University, No.121， Jiangjiayuan, Gulou District, Nanjing, JIANGSU 210011, CHINA

	1056
	Ethics Committee of Affiliated Hospital of Jiangsu University, No.438 Jiefang Road, Zhenjiang, JIANGSU 212001, CHINA

	1057
	Ethics Committee for Clinical Trials of Drugs and Medical Devices at JiYi Affiliated Hospital, No.89 Guhuai Road, Rencheng District, Jining, SHANDONG 272029, CHINA

	1058
	Ethics Committee of Hainan Provincial People`s Hospital, Building 3 Information Building, No.19 Xiuhua Road, Xiuying District, Haikou, HAINAN 570311, CHINA

	1059
	Drug Clinical Trial Ethics Committee of The Second People’s Hospital of Lianyungang, No.41 Hailian East Road, Haizhou District, Lianyungang, JIANGSU 222002, CHINA

	1061
	Medical Ethics Committee of the First Affiliated Hospital of Henan University of Science & Technology, No.24 Jinghua Road, Jianxi District, Luoyang, HENAN 471009, CHINA

	1064
	Ethics Committee of Drug Clinical Trials, General Hospital of Ningxia Medical University, 804 Shengli South Street, Xingqing District, Yinchuan, NINGXIA 750003, CHINA

	1065
	Drug Clinical Trial Ethics Committee of Qilu Hospital of Shandong University, No.107 Wenhua West Road, Heping Building, Jinan, SHANDONG 250012, CHINA

	1068
	Ethics Committee of the Second Affiliated Hospital of Soochow University, No.1055 Sanxiang Road, Suzhou, JIANGSU 215004, CHINA

	1069
	Ethics Committee of Fourth People's Hospital of Chongqing (Chongqing Emergency Medical Center), No.1 Jiankang Road, Yuzhong District, Chongqing, CHONGQING 400014, CHINA

	1081
	People's Hospital of Rizhao Ethics Review Committee, No.126Tai'an Road, Rizhao City, SHANDONG 276800, CHINA

	1097
	Ethics Committee of The People’s Hospital of Liaoning Province, No.33 Wenyi Road, Shen River District, Shenyang, LIAONING 110067, CHINA

	1100
	The Ethics Committee of Pingxiang People’s Hospital, No.8 Wugongshan Middle Avenue, Pingxiang, JIANGXI 337000, CHINA

	1101
	Drug Clinical Trial Ethics Committee of the First Affiliated Hospital of Wenzhou Medical University, Nanbaixiang Street, Ouhai District, Wenzhou, ZHEJIANG 325000, CHINA

	1076
	Severance Hospital, Yonsei University Health System Institutional Review Board, 50-1 Yonsei-ro, Seodaemun-gu, Jejung Hall 2F, Seoul, SEOUL-TEUKBYEOLSI [SEOUL] 03722, KOREA, REPUBLIC OF 

	1077
	IRB of Ewha Womans University Seoul Hospital, 260 Gonghang-daero, Gangseo-gu, Seoul, 07804, Republic of Korea, Seoul, SEOUL-TEUKBYEOLSI [SEOUL] 07804, KOREA, REPUBLIC OF

	1078
	Institutional Review Board of Nowon Eulji Medical Center, Eulji University, 68 Hangeulbiseok-ro, Nowon-gu, Seoul, SEOUL-TEUKBYEOLSI [SEOUL] 01830, KOREA, REPUBLIC OF

	1082
	Institutional Review Board of Seoul National University Hospital, 101 Daehak-ro Jongno-gu, IRB Office, Center for Human Research Protection, Seoul, SEOUL-TEUKBYEOLSI [SEOUL] 03080, KOREA, REPUBLIC OF

	1083
	IRB of Hallym University Dongtan Sacred Heart Hospital, 7 Keunjaebong-gil, Hwaseong-si, KYǑNGGI-DO 18450, KOREA, REPUBLIC OF

	1084
	Kangbuk Samsung Hospital Institutional Review Board, 29 Saemunan-ro, Jongno-gu, 10th floor, Building-A, Seoul, SEOUL-TEUKBYEOLSI [SEOUL], KOREA, REPUBLIC OF

	1086
	Institutional Review Board of Inje University - Ilsan Paik Hospital, 170 Juhwa-ro, Ilsanseo-gu, Goyang-si, KYǑNGGI-DO 10380, KOREA, REPUBLIC OF

	1088
	IRB of Asan Medical Center, 88 Olympic-ro, 43-gil, Songpa-gu, 88 Seoul, SEOUL-TEUKBYEOLSI [SEOUL] 05505, KOREA, REPUBLIC OF

	1093
	Seoul National University Bundang Hospital Institutional Review Board, 82 Gumi-ro 173 Beon-gil, Bundang-gu, Seongnam-si, KYǑNGGI-DO 13620, KOREA, REPUBLIC OF

	1094
	Institutional Review Board of Dong-A University Hospital, 26 Daesingongwon-ro, Seo-gu, Busan, PUSAN-KWANGYǑKSHI 49201, KOREA, REPUBLIC OF

	1095
	IRB of The Catholic University of Korea, Uijeongbu ST. Mary’s Hospital, 271 Cheonbo-ro, Uijeongbu-si, KYǑNGGI-DO 11765, KOREA, REPUBLIC OF

	1090
	Institutional Review Board, Taipei Veterans General Hospital, 201 Shipai Road, Sec.2, Taipei, TAIPEI 11217, TAIWAN

	1091
	Institutional Review Board of Tri-Service General Hospital, National Defense Medical Center, No.325, Sec.2, Cheng-Kung Rd. Neihu, Taipei, 11490, TAIWAN

	1102
	Chang Gung Medical Foundation Institutional Review Board, 199, TUNG HWA NORTH ROAD, TAIPEI, ROC 10507, TAIWAN

	1103
	Chia-Yi Christian Hospital Institutional Review Board, No. 539, Zhongxiao Rd., East Dist, Chaiyi, CHIAYI 600, TAIWAN
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Table S2. Prespecified subgroup analyses on the co-primary endpoints according to use of prophylactic migraine medication
	Endpoint
	Prophylactic migraine medication usea
	
	Zavegepant

	Placebo

	Difference (zavegepant – placebo)

	Pain freedom at 
2 hours post-dose
	Yes
	n/N
	13/74
	8/72
	

	
	
	Percentage (95% CI)
	17.6 (8.9, 26.2) 
	11.1 (3.9, 18.4) 
	6.4 (-4.8, 17.6)

	
	
	Nominal p-value
	
	
	0.2612

	
	No
	n/N
	144/603 
	86/597
	

	
	
	Percentage (95% CI)
	23.9 (20.5, 27.3) 
	14.4 (11.6, 17.2)
	9.5 (5.1, 13.9)

	
	
	Nominal p-value
	
	
	<0.0001

	MBS freedom at 
2 hours post-dose
	Yes
	n/N
	44/74 
	33/72
	

	
	
	Percentage (95% CI)
	59.5 (48.3, 70.6) 
	45.8 (34.3, 57.3) 
	13.4 (-1.9, 28.7)

	
	
	Nominal p-value
	
	
	0.0859

	
	No
	n/N
	313/603 
	234/597
	

	
	
	Percentage (95% CI)
	51.9 (47.9, 55.9)
	39.2 (35.3, 43.1) 
	12.7 (7.1, 18.3)

	
	
	Nominal p-value
	
	
	<0.0001


Efficacy analysis set. n: Number of participants meeting the criteria of response for the endpoint in the specified subgroup N: Number of participants evaluable for the endpoint in the specified subgroup (this is the denominator for the percentage calculations). The difference (zavegepant-placebo) is estimated based on Mantel-Haenszel risk estimation stratified by region; corresponding CI and p-value are calculated based on normal approximation. Individual treatment group CI is calculated based on normal approximation.
a Stable prophylactic migraine medication use through randomization.
CI, confidence interval; MBS, most bothersome symptom.

