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B-Well Study Group: investigators and study sites* 

*Investigators from study enrollment to the primary endpoint data cut date are listed 

alphabetically by country/region and last name. Sites without enrollment are not listed.  

†This investigator has passed away; we gratefully acknowledge their contributions to the 

studies. 

 

 Description of Research 
Facility, Hospital/ 
Institution 

B-Well 1 B-Well 2 

ARGENTINA 

Adrover, Raul Eduardo  Buenos Aires Macula, 
Arenales 981- 4° Floor, 
Buenos Aires 

  

Anders, Maria Margarita Centro De Investigaciones 
Metabolicas CINME, 
Viamonte 2215/2213, 
Ciudad Autonoma de 
Buenos Aires, Viamonte 
2215/2213, Ciudad 
Autonoma de Bueno 

  

Bessone, Fernando Oscar  Urquiza 3100 sala 15 
servicio De 
Hepatolorosario santa Fe, 
Sala 15, Urquiza 3100, 
Rosario  

  

Gadano, Adrian Carlos  Hospital Italiano de 
Buenos Aires, Peron 4190 
Ciudad Autonoma De 
Buenos Aires  

  

Gaite, Luis Alejandro Inst. Inv. Clin-Clinica Nefro 
Urología y Enfer. Cardio 
Av., Av. Freyre 3087, Santa 
Fe 

  

Gruz, Fernando Mario  CIPREC, Arenales 1611 2 
Piso, Sede Arenales, CABA, 
Buenos Aires 

  



 

 
5 

  
 
   

Lacal Ridilenir, Veronica STAT Research, Av. Callao 
875 3ro F, Buenos Aires   

Nuñez, Sebastian Centro Medico Maffei, 
Cerviño 3375, 1st Floor, 
Office 12, Ciudad 
Autonoma de Buenos 
Aires, Cerviño 3375, 
Buenos Aires 

  

Silva, Marcelo Hospital Universitario 
Austral, Unidad de 
Investigacion Clinica, Av. 
Pte. Juan Domingo Peron 
1500, Hospital Austral, 
Pilar 

  

AUSTRALIA 

George, Jacob Westmead Hospital, 
Corner of Hawkesbury and 
Darcy Roads, Westmead, 
New South Wales 

  

Holmes, Jacinta St Vincents Hospital, 
Gastroenterology 
Department, 41 Victoria 
Parade, Fitzroy, Victoria 

  

Leggett, Barbara Anne Butterfield Street, Level 8, 
Liver Trials Unit, Royal 
Brisbane & Women's 
Hospital, Herston, 
Queensland 

  

Sawhney, Rohit Box Hill Hospital, 5 Arnold 
Street, Box Hill, Victoria 

  

Skoien, Richard Keith Henry Butterfield Street, Level 8, 
Liver Trials Unit, Royal 
Brisbane & Women's 
Hospital, Herston, 
Queensland  

  

BRAZIL 

Alves, Carlos Roberto Brites Fundação Bahiana De 
Infectologia, Centro 
Medico Joao das Botas - 
FBAI, Rua Joao das Botas, 
Salvador 

  

Braga, Wornei Silva Miranda FMT-HVD-Manaus-Brazil-C, 
Avenida Pedro Teixeira, 25, 
Fundação de Medicina 

  
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Tropical do Amazonas, 
Manaus 

da Silva, Mario Reis Alvares Hospital de Clinicas de 
Porto Alegre, 
Rua Ramiro Bracelos 2350, 
sala 2050, 2o andar, 
Hospital de Clínicas de 
Porto, Alegre, Porto Alegre 

  

da Silva, Monica Maria Centro Medico Sao 
Francisco, Rua 
Desembargador Vieira 
Cavalcanti, 1089 - Mercês, 
Centro Médico São 
Francisco, Curitiba 

  

Franca, Alex Vianey Calado Fundacao De Beneficencia 
Hospital De Cirurgia, 
Desembargador Maynard 
Avenue, 174, Bairro 
Cirurgia, Aracaju 

  

Kliemann, Dimas Alexandre Irmandade da Santa Casa 
de Misericordia de Porto 
Alegre, Rua Professor 
Annes Dias, 295, Porto 
Alegre 

  

Lima, Jose Milton de Castro Hospital Universitario 
Walter Cantidio, Rua 
Pastor Samuel Munguba, 
1290 – Rodolfo Teofilo, 
Fortaleza 

  

Madruga, Jose Centro de Referência e 
Treinamento DST/AIDS, 
Rua Santa Cruz, 81, São 
Paulo, São Paulo 

  

Patelli Lima, Maria Hospital e Maternidade 
Celso Pierro da PUC, 
Avenida John Boyd Dunlop, 
S/N, Jd.Ipaussurama, 
Hospital da PUC-Campinas, 
Campinas 

  

Pessoa, Mario Hospital Das Clinicas Da 
Faculdade D, Av. Dr. Eneas 
de Carvalho Aguiar, 255 - 
Cerqueira Cesar 

  

Relvas, Luiz Fernando Hospital Santa Marcelina, 
Rua Santa Marcelina, 91, 

  
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Itaquera - Térreo, Hospital 
Santa Marcelina, Sao Paulo 

Reuter, Tania Queiroz Hospital Universitario 
Cassiano Antonio de 
Moraes - HUCAM, 
Infectologia, Avenida 
Marechal Campos 1355, 
Santa Cecilia, Vitoria 

  

Schwarzbold, Alexandre 
Vargas 

Hospital Universitário de 
Santa Mari, Prédio 22 
Avenida Roraima, 1000- 
Cidade Universitária Bairro 
Camobi, Hospital 
Universitário de Santa 
Maria –HUSM-EBSERH, 
Santa Maria 

  

BULGARIA 
Idriz, Nevin University Multiprofile 

Hospital for Active 
Treatment Sofiamed, 16 
Dr. G.M. Dimitrov Blvd, 
Sofia 

  

Katzarov, Krum MMA-Multiprofile Hospital 
for Act, 3, Georgi Sofiyski 
str., Sofia 

  

Koleva, Yana Mhat Dr Stefan Cherkezov, 
1, Nish str, MHAT "Dr. 
Stefan Cherkezov", Veliko 
Tarnovo 

  

Kotzev, Iskren Diagnostic Consultative 
Center "Mladost - M 
Varna" OOD, 15 Republica 
Blvd, Varna 

  

Pavlov, Dimitar MHAT "Hadji Dimitar" 
OOD, D. Pehlivanov Str. N 
5, Sliven 

  

Petrova, Diana Dcc “Aleksandrovska” 
Eood, 1 Georgi Sofiiski 
str.,MHAT Alexandrovska, 
Sofia 

  

Sariyan, Simon University Hospital Sveti 
Georgi, 66 Peshtersko 
Shosse Boulevard, Plovdiv 

  

Tchernev, Konstantin† 
 

University Multiprofile 
Hospital for Active 
Treatment Sofiamed, 16 

  
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Dr. G.M. Dimitrov Blvd, 
Sofia 

CANADA 
Chen, Tianyan McGill University Health 

Centre, 1001 Decarie Blvd, 
Montreal, Quebec 

  

Coffin, Carla University of Calgary Liver 
Unit, Division of 
Gastroenterology and 
Hepatology, 5th Floor -
CWPH Building, 3280 
Hospital Drive, NW, 
Calgary, Alberta 

  

Cooper, Curtis L The Ottawa Hospital, Suite 
4120, 501 Smyth Rd, 
Ottawa General Hospital, 
Ottawa, Ontario 

  

Doucette, Karen University of Alberta 
Hospital, 8440-112 Street 
NW, CSB 1-147, Edmonton, 
Alberta 

  

Elkhashab, Magdy Toronto Liver Centre, 1664 
Dufferin Street, 2nd Floor, 
Toronto, Ontario 

  

Feld, Jordan Toronto General Hospital, 
9th Floor Eaton Building 
(North Wing) Room 234, 
Toronto General Hospital, 
200 Elizabeth St., UHN 
- Toronto Centre for Liver 
Disease (TCLD), Toronto, 
Onatrio 

  

Ghesquiere, Wayne PerCuro Clinical Research 
Ltd.,305, 1120 Yates Street, 
PerCuro Clinical Research 
Ltd., Victoria, British 
Columbia 

  

Hercun, Julian CRCHUM-Montreal, 
Pavilion R, 5th floor, 900 
St-Denis, Montreal, 
Quebec  

  

Klein, Marina McGill University Health 
Centre, 1001 Decarie Blvd, 
Montreal, Quebec 

  

Ma, Mang Ming University of Alberta 
Hospital, Division of   
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Gastroenterology, Zeidler 
Ledcor Centre, 8540-112 
Street NW, Edmonton, 
Alberta 

Poulin, Sebastien Unite de recherche 
Clinique du CISSS, 185 Rue 
Durand, 2e étage, 185 Rue 
Durand, St-Jerome, 
Quebec 

  

Ramji, Alnoor GI Research Institute, 770-
1190 Hornby Street, 
(G.I.R.I) GI Research 
Institute, Vancouver, 
British Columbia 

  

Szabo, Jason T Clinique Medicale L'Actuel, 
1001 Boulevard De 
Maisonneuve Est, Suite 
1130, Montreal, Quebec 

  

Vachon, Marie-Louise Laval University, R-
00745.2, 2705, boulevard 
Laurier, CHU de Québec-
Université Laval, Québec 
city, Quebec 

  

Wong, Alexander Infectious Diseases Clinic, 
Saskatchewan Health 
Authority, 2M.01, 1440, 
14th Avenue, Regina, 
Saskatchewan 

  

Zhu, Julie Nova Scotia Health 
Authority, Queen Elizabeth 
II Health Sciences Centre, 
1276 South Park Street, 
Halifax, Nova Scotia 

  

CHINA 
Chen, Chengwei 905 Hospital of People’s 

Liberation Army Navy, No. 
1328, Huashan Road, 
Changning District, 
Shanghai 

  

Chen, Liang Shanghai Public Health 
Clinical Center, No. 921 
Tongxin Road, Hongkou 
District, Shanghai 

  

Dou, Xiaoguang Shengjing Hospital of 
China Medical University, 
No.39, Huaxiang Rd, Tiexi 

  
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District, Huaxiang Branch, 
Shenyang, Liaoning 

Du, Lingyao West China Hospital, 
Sichuan University, Jinjiang 
Campus, No.1166 Jinjiang 
Avenue, Jinjiang District, 
Chengdu, Sichuan 

  

Ge, Guohong The Third People's Hospital 
of Zhenjiang, Infectious 
Disease, No. 300, 
Daijiamen, Zhenjiang City, 
Jiangsu Province 

  

Guan, Yujuan Guangzhou Eighth People's 
Hospital, Guangzhou 
Medical University, No.8, 
Huaying Road, Baiyun 
District, Guangzhou, 
Guangdong 

  

Han, Tao Tianjin Union Medical 
Center, No.190, Jieyuan 
Road, Hongqiao District, 
Tianjin 

  

Hou, Jinlin Nanfang Hospital, 
Southern Medical 
University, No. 1838, North 
Guangzhou Avenue, 
Guangzhou 

  

Huang, Zuxiong Mengchao Hepatobiliary 
Hospital of Fujian Medical 
University, No. 66 Jintang 
Road, Cangshan District, 
Fuzhou City, Fujian 
Province 

  

Jia, Jidong Beijing Friendship Hospital, 
Capital Medical University, 
No.95, Yong’an Road, 
Xicheng District, Beijing 

  

Lin, Bingliang The Third Affiliated 
Hospital of Sun Yat-sen 
University, Infectious 
Diseases Department, 
Floor 2, Building 6, No. 600 
Tianhe Road, Tianhe 
District, Guangzhou 

  
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Lin, Jianmei Sichuan Provincial People's 
Hospital, No,32, First Ring 
Road, West Area, Chengdu 

  

Lu, Xiaobo The First Affiliated Hospital 
of Xinjiang Medical 
University, Department of 
Infectious Diseases, 
NO.137, Liyu Shan South 
Road, the Xinjiang Uygur 
Autonomous Region,  
Urumchi, Xinjiang 

  

Luo, Yawen Affiliated Hospital of Zunyi 
Medical University, No 
149, Dalian Road, 
Huichuan District, Zunyi, 
Guizhou Province 

  

Mao, Qianguo Xiamen Hospital of 
Traditional Chinese 
Medicine, No. 339, 
Jiangtou East Road, 
Xiamen, Fujian 

  

Niu, Junqi 1st Affiliated Hospital of 
Jilin University, No.71 
Xinmin Avenue,  
Changchun, Jilin  

  

Qiu, Yunqing The First Affiliated 
Hospital, Zhejiang 
University School of 
Medicine, Infectious 
Diseases, 79 Qingchun 
Road, Hangzhou, Zheiiang 

  

Ren, Hong 
 

The Second Affiliated 
Hospital of Chongqing 
Medical University. 
Yuzhong Branch, No.74, 
Linjiang Road, Yuzhong 
district, Chongqing 

  

Shang, Jia Henan Provincial People's 
Hospital, NO.7 Weiwu 
Road, Zhengzhou, China 

  

Shaoli, You  The Fifth Medical Center of 
PLA General Hospital, 
Fengtai District, No.100 
West 4th Ring Middle Rd, 
Beijing 

  
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Sheng, Guoping Shulan (Hangzhou) 
Hospital, No.848 Dongxin 
Road, Gongshu District, 
Hangzhou 

  

Wei, Jia Affiliated Hospital of 
Yunnan University, 176 
Qingnian Road, Kunming 
City, Yunnan Province 

  

Wu, Chao Nanjing Drum Tower 
Hospital, No.321 Zhong 
Shan Road, Nanjing 

  

Xie, Qing Ruijin Hospital affiliated to 
Shanghai Jiao Tong 
University, No 197 Rui Jin 
Er Road, Shanghai, China 

  

Xie, Yao Beijing Ditan Hospital, No. 
8 Jing Shun Dong Street, 
Chaoyang District, Beijing 

  

Ye, Wei The Second Hospital of 
Nanjing, 1# Zhong Fu 
Road, Jiangsu, Nanjing 

  

Yongping, Yang The Fifth Medical Center of 
PLA General Hospital, 
Fengtai District, No.100 
West 4th Ring Middle Rd, 
Beijing 

  

Yuan, Jing The Third People’s Hospital 
of Shenzhen, No. 29, Bulan 
Road, Longgang District, 
Shenzhen 

  

Yuan, Shufang Liuzhou People's Hospital, 
No.8 Wenchang Road, 
Liuzhou City, Guangxi 

  

Zhang, Jiming Huashan Hospital, 
Affiliated to Fudan 
University, No. 12, Middle 
Urumqi Road, Shanghai 

  

Zhao, Yingren The First Affiliated Hospital 
of Xi 'an Jiaotong 
University, No. 277, West 
Yanta Road, Xian 

  

Zheng, Xin Union Hospital, Tongji 
Medical College, Huazhong 
University of Science and 
Technology, 1277 Jiefang 
Avenue, Wuhan 

  
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FRANCE 
Abergel, Armando CHU Estaing, Service 

Médecine Digestive et 
Hépatobiliaire,1 place 
Lucie et Raymond Aubrac, 
Clermont-Ferrand Cedex 1 

  

Asselah, Tarik Hôpital Beaujon, Bâtiment 
Pierre Abrami, Service 
d’Hépatologie, 100, 
Boulevard du Général 
Leclerc, Clichy Cedex 

  

De Ledinghen, Victor CHU de Bordeaux - GH Sud 
- Hôpital Haut Lévêque, 
Service Hépato-
Gastroentérologie et 
Oncologie Digestive, 
Avenue de Magellan, 
Pessac 

  

Foucher, Juliette 
 

CHU de Bordeaux - GH Sud 
- Hôpital Haut Lévêque, 
Service Hépato-
Gastroentérologie et 
Oncologie Digestive, 
Avenue de Magellan, 
Pessac 

  

Habersetzer, Francois HUS - Nouvel Hôpital Civil, 
Pôle Hépato Digestif - 
Service d’Hépato-
Gastroentérologie, 1, place 
de l’Hôpital, Strasbourg 

  

Hilleret, Marie Noelle CHU Grenoble Alpes – Site 
Nord La Tronche - Hôpital 
Michallon, Service 
d'Hépato-
Gastroentérologie, 
Boulevard de la 
Chantourne -- CS 10217, 
Grenoble Cedex 9 

  

Jezequel, Caroline CHU de Rennes - Hôpital 
Pontchaillou, Service des 
Maladies du Foie, 2, rue 
Henri Le Guilloux, Rennes 

  

Leroy, Vincent CHU Henri Mondor, 
Service d'Hépatologie, 51, 
Avenue du Maréchal de 

  
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Lattre de Tassigny, Créteil 
Cedex 

Loustaud Ratti, Veronique CHU Limoges – Hôpital 
Dupuytren 1, Service 
Hépato-Gastroentérologie 
et Nutrition, 2, Avenue 
Martin Luther King, 
Limoges Cedex 

  

Mathurin, Philippe CHRU de Lille - Hôpital 
Claude Huriez, Service des 
Maladies Rares de 
l'Appareil Digestif et de la 
Nutrition, Rue Michel 
Polonovski, Lille 

  

Métivier, Sophie CHU de Toulouse - Hôpital 
de Rangueil,Bâtiment H2, 
Service 
d’Hépatologie, 1, avenue 
Jean Poulhès - TSA 50032, 
Toulouse cedex 9 

  

Minello, Anne CHU Dijon Bourgogne - 
Hôpital François 
Mitterrand, Service 
d'Hépato-Gastro-
Entérologie, 14, rue Paul 
Gaffarel, Dijon 

  

Ratziu, Vlad Hôpital de la Pitié-
Salpêtrière, Service Hépato 
Gastro Entérologie, 47-83 
boulevard de l'Hôpital, 
Paris 

  

Riachi, Ghassan CHU de Rouen - Hôpital 
Charles Nicolle, Service 
Hépato-Gastroentérologie 
et Nutrition, 1, rue de 
Germont, Rouen Cedex 

  

Rosa, Isabelle CHI de Créteil, Service 
d'Hépato-
Gastroentérologie, 40, 
avenue de Verdun, Créteil 
cedex 

  

Silvain, Christine 
 

CHU de Poitiers - Site de la 
Milétrie, Service Hépato-
Gastro-Entérologie, 2, rue 
de la Milétrie, Poitiers 

  
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Zoulim, Fabien HCL - Hôpital de la Croix 
Rousse, Service 
d’Hépatologie et 
Gastroentérologie, 103, 
Grande rue de la Croix-
Rousse, Lyon 

  

GERMANY 
Bock, Hans Universitaetsklinikum 

Duesseldorf Klinik für 
Gastroenterologie, 
Hepatologie und 
Infektiologie, Moorenstr. 5, 
40225 Duesseldorf 

  

Grunwald, Stephan zfi - Zentrum für 
Infektiologie Driesener 
Straße 23, 10439 Berlin 

  

Khaykin, Pavel Praxis Dres Khaykin 
Moesch- Kaiserstr. 42, 
Frankfurt am Main, 
Frankfurt 

  

Lutz, Thomas Infektio Research, 
Stresemannallee 3, 60596 
Frankfurt 

  

Potthoff, Anja WIR "Walk In Ruhr" im St. 
Elisabeth-Hospital, 
Bleichstr. 15, 44787 
Bochum 

  

Sabranski, Michael ICH Study Center GmbH & 
Co KG, Grindelallee 35, 
Hamburg 

  

Seybold, Ulrich LMU Klinikum der 
Universitat Muenchen 
Medizinische Klinik und 
Poliklinik IV, Sektion 
Klinische Infektiologie, 
Pettenkoferstrasse 8a, 
80336 Muenchen 

  

Stocker, Hartmut Epimed GMBH, Budapester 
Strasse 15-19, 10787 Berlin  

  

Wedemeyer, Heiner Medizinische Hochschule 
Hannover Klinik für 
Gastroenterologie, 
Hepatologie und 
Endokrinologie, Carl-
Neuberg-Str. 1, 30625 
Hannover 

  
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Weinberg, Gordon Infektiologisches Zentrum 
Steglitz Schlossstr. 88, 
12163 Berlin 

  

GREECE 
Cholongitas, Evangelos Peripheral General 

Hospital of Athens Laiko, 
1st Department of Internal 
Medicine, Agiou Thomas 
17, Peripheral General 
Hospital of Athens Laiko, 
Athens 

  

Koutroubakis, Ioannis University General Hospital 
of Heraklion, 
Gastroenterology 
Department, 
Panepistimiou, Stavrakia-
Voutes, Heraklion Crete 

  

Manolakopoulos, Spilios General Hospital of Athens 
«Ippokratio», 2nd 
Academic Department of 
Internal Medicine, 114 Vas. 
Sofias Avenue, Athens 

  

Mimidis, Konstantinos University General Hospital 
of Alexandroupolis, Periohi 
Draganaa' University 
Internalexandroupolis, A' 
University Internal 
Medicine Clinic, Periohi 
Dragana, University 
General Hospital of 
Alexandroupolis, Periohi 
Dragana Alexand 

  

Sevastianos, Vasileios “Evangelismos” General 
Hospital of Athens, 3rd 
Department of Internal 
Medicine & Liver Unit, 
Ipsilandou 45-47, Athens 

  

Sinakos, Emmanouil Hippokratio Hospital, 4th 
Department of Internal 
Medicine, 49, 
Konstantinoupoleos Str, 
Thessaloniki 

  

Triantos, Christos University Hospital of 
Patras, Gastrenterology 
Department, P.E.O Athens-

  
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Patras, University Hospital 
of Patras, Rio Patras 

HONG KONG 
Chik, Thomas Shiu Hong 
 

Princess Margaret 
Hospital, Block S, 
Infectious Disease Centre, 
Department of Medicine 
and Geriatrics, 2-10 
Princess Margaret Hospital 
Road, Princess Margaret 
Hospital, Kowloon 

  

Tsang, Tak Yin Owen Princess Margaret 
Hospital, Block S, 
Infectious Disease Centre, 
Department of Medicine 
and Geriatrics, 2-10 
Princess Margaret Hospital 
Road, Princess Margaret 
Hospital, Kowloon 

  

Wong, Grace Lai Hung Prince of Wales Hospital, 
Department of Medicine 
and Therapeutics, Lui Che 
Woo Clinical Sciences 
Building, Prince of Wales 
Hospital, Shatin 

  

Yuen, Man Fung Queen Mary Hospital, 
Department of Medicine, 
102 Pokfulam Road, Queen 
Mary Hospital, Pokfulam 

  

HUNGARY 
Hajdú, Edit  Szegedi 

Tudományegyetem, 
Belgyógyászati Klinika, 
Állomás utca 1-3., Szeged 

  

Ilonczai, Péter Markhot Ferenc Korhaz 
Rendelointezet, KNEZICH 
K. U. 1-3, Markhot Ferenc 
Korhaz Rendelointezet, 
Eger 
 

  

Makara, Mihaly DEl-pesti CentrumkOrhAz-
OHII Szent LaszlO telephel, 
Albert Flórián út 5-7., 
Egyesített Szent István és 
Szent László Kórház, 
Budapest 

  
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Martyin, Tibor BEkEs VArmegyei PAndy 
KAlmAn KOrhAza, 
Semmelweis u.1, Bekes 
Megyei Pandy Kalman 
Korhaz, Gyula 

  

Muller, Zsofia Fejér Vármegyei Szent 
György Egyetemi Oktató 
Kórház, Seregélyesi út 3, 
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Transplant Centre, 35, Dr. 
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Chowdhury, Abhijit Indian Institute of Liver 
and Digestive Sciences, 
Sitala East, Sonarpur, 
Kolkata 

  

Duseja, Ajay Post Grad Inst of Medical 
Edu and Research PGIMER, 
Ground floor, Room no. 30, 
Department of Hepatology, 
Sector 12, Nehru, Post 
Graduate Institute of 
Medical Education & 
Research, Chandigarh 

  

Gokak, Varadaraj, P KLES Prabhakar Kore 
Hospital and MRC, NH 
Service Road, Basava 
Circle, Chikodi, Nehru 
Nagar, KLES Prabhakar 
Kore Hospital and MRC, 
Belagavi 

  

Goswami, Bhabadev Institute of Digestive 
Dispur Hospital Ltd, 
Ganeshguri, Institute of 

  
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Digestive, Dispur Hospital, 
Guhawati 

Habeeb, Aejaz Origin Hospital, 2-5-
36/CLRD/1, Chintalmet X 
Roads, Upparapalli, Near 
Pillar no. 177, PVNR 
Expressway, Attapur, 
Hyderabad Telangana 

  

Hajare, Santosh  KLES Prabhakar Kore 
Hospital and MRC, NH 
Service Road, Basava 
Circle, Chikodi, Nehru 
Nagar, KLES Prabhakar 
Kore Hospital and MRC, 
Belagavi 

  

Ingle, Meghraj Lokmanya Tilak Municipal 
General Hospital, Dr. 
Babasaheb Ambedkar 
Road, Sion, Mumbai 

  

Kalla, Mukesh SRKalla Memorial Gastro & 
General Hospital, Behind 
HDFC Bank, 78, 
Dhuleshwar Garden, S. R. 
Kalla Memorial Gastro & 
General Hospital, Jaipur 

  

Kapoor, Dharmesh Yashoda Hospital, Behind 
Hari Hara Kala Bhavan, S. P. 
Road, Secunderabad 

  

Kumarasamy, 
Nagalingeshwaran 

VHS Hospital, VHS-
Infectious Diseases 
Medical Centre Director- 
Chennai, Clinical Research 
Site Voluntary Health 
Services, 
Antiviral Research and 
Treatment (CART), Chennai 

  

Lad, Saiprasad Lokmanya Tilak Municipal 
General Hospital, Dr. 
Babasaheb Ambedkar 
Road, Sion, Mumbai 

  

Lawate, Parimal Jehangir Clinical 
Development Centre Pvt 
Ltd, 32, Sasson Road, 
Jehangir Clinical 
Development Centre, Pune 

  
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Mandot, Ameetkumar Gleneagles Hospital – 
Super Speciality & 
Transplant Centre, 35, Dr. 
E. Borges Road, Hospital 
Avenue, Opp. Shirodkar 
High School, Parel, 
Mumbai 

  

Mehta, Rajiv SIDS Hospital and Research 
Centre, Off Ring Road, 
Near Shell petrol pump, 
Ring Road-Sosyo circle 
lane, Surat 395002, Gujrat 

  

Mohan Prasad, VG VGM Hospital, 2100, Trichy 
Road, Rajalakshmi Mills, 
VGM Hospital, Coimbatore 

  

Mondal, Manas Kumar  Nil Ratan Sircar Medical 
College and Hospital, 138, 
AJC Bose Rd, Kolkata 

  

Mukewar, Shrikant 
Vasantrao 

Midas Multispeciality 
Hospital Pvt Ltd 392, 
Behind Empress Palace, 
Opp Singh Saab Dhaba, 
Wardha Road, Parsodi, 
Nagpur 

  

Pai, Nitin V Grant Medical Foundation, 
Ruby Hall Clinic, 40, 
Sasoon Rd, Sangamvadi, 
Pune 

  

Rathi, Pravin M.  BYL Nair Hospital & 
Topiwala Nair Medical 
College, Department of 
Gastroenterology, Dr A L 
Nair Road, BYL Nair 
Hospital & T N Medical 
College, Mumbai 

  

Sadasivan, Shine Amrita Institute of Medical 
Sciences & Research 
Centre, Amrita Lane, 
Elamakkara P.O., Kochi 

  

Sarin, Shiv Kumar Institute of Liver and 
Biliary Sciences, 
Department of Hepatology, 
D-1, Vasant Kunj, New 
Delhi 

  

Shah, Kaivan SUSHRUSHA, Opp. Sardar 
Patel Seva Samaj Hall, Opp. 

  
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Tele. Exchange, 
Navrangpura, Ahmedabad 

Shalimar All India Institute of 
Medical Sciences, Ansari 
Nagar, New Delhi 

  

Sharma, Praveen Institute of Liver 
Gastroenterology and 
Pancreatic Biliary Sciences, 
Sir Ganga Ram Hospital, Sir 
Ganga Ram Marg, Rajinder 
Nagar, New Delhi 

  

Shetty, Shiran Kasturba Medical College, 
Madhav Nagar, Kasturba 
Medical College, Manipala 

  

Shukla, Akash Seth GS Medical College & 
KEM Hospital, Dept. of 
Gastroenterology, 9th 
floor, Acharya Donde 
Marg, Parel, Seth GS 
Medical College and KEM 
Hospital, Mumbai 

  

Sood, Ajit Dayanand Medical College, 
Tagore Nagar, Civil Lines, 
Dayanand Medical College 
and Hospital, Ludhiana 

  

Subramanian, Ganesh Apollo Speciality Hospital, 
Padma Complex, 320, 
Mount Road, Chennai 

  

Yegurla, Jatin Apollo Hospital Hyderabad, 
Jubilee Hills, Apollo 
Hospitals, Hyderabad 

  

ITALY 
Andreone, Pietro Policlinico di Modena - AO 

Universitaria, Corpo 11 - 
Piano 3, Unità Opera 
Complessa di Medicina Int 
a Indirizzo Metabolico-
Nutrizionale, Via Pietro 
Giardini, 1355, AOU di 
Modena - Ospedale Civile 
di Baggiovara, Modena 

  

Baiocchi, Leonardo Azienda Ospedaliera 
Universitaria “Policlinico 
Tor Vergata”, U.O.C. di 
Epatologia, Viale Oxford, 
81, Roma 

  
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Brunetto, Maurizia Rossana Azienda Ospedaliero-
Universitaria Pisana, U.O. 
Epatologia, Via Paradisa, 2, 
Pisa 

  

Cacciola, Irene AO Universitaria Policlinico 
G Martino, 
D.A.I Scienze Mediche, Via 
Consolare Valeria, 1, AOU 
Gaetano Martino, Messina 

  

Castelli, Francesco  ASST degli Spedali Civili di 
Brescia, U.O. Malattie 
Infettive, Piazzale Spedali 
Civili, 1, Brescia 

  

Ciancio, Alessia A.O.U. Città della Salute e 
della Scienza-Presidio 
Molinette, 
Gastroenterologia U, Corso 
Bramante, 88, Torino 

  

Coppola, Nicola A.O.U Luigi Vanvitelli, DAI 
Medico-Chirurgico ad Altà 
Specialità, Unità Malattie 
infettive, Via S. Pasini, 5, 
Napoli 

  

Cossu, Maria Vittoria ASST Fatebenefratelli-
Sacco, P.O. L. Sacco, I 
Divisione di Malattie 
Infettive, Via G.B. Grassi 
n.74, Milano 

  

Di Marco, Vito Azienda Ospedaliera 
Universitaria "Paolo 
Giaccone", U. O. 
Complessa di 
Gastroenterologia ed 
Epatologia, Piazza delle 
Cliniche, 2, Palermo 

  

Lampertico, Pietro FS.C. Gastroenterologia ed 
Epatologia,  Fondazione 
IRCCS Ca' Granda Ospedale 
Maggiore Policlinico, Via 
Francesco Sforza 35, 
Milano 

  

Lo Caputo, Sergio AO Universitaria Ospedali 
Riuniti di Foggia, Malattie 
Infettive, Viale Luigi Pinto 
1, Ospedali Riuniti Azienda 

  
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Ospedaliero-Universitaria, 
Foggia 

Maida, Ivana Azienda Ospedaliero 
Universitaria Di Sassari, SC 
di Malattie Infettive e 
Tropicali, Viale San pietro 
43 B, Sassari 

  

Puoti, Massimo ASST Grande Osp 
Metropolitano Nigua, SC 
Malattie Infettive, Piazza 
Ospedale Maggiore nr.3, 
ASST Grande Ospedale 
Metropolitano Niguarda, 
Milano 

  

Rizzardini, Giuliano ASST Fatebenefratelli-
Sacco, P.O. L. Sacco, I 
Divisione di Malattie 
Infettive, Via G.B. Grassi 
n.74, Milano 

  

Roncucci, Luca  Policlinico di Modena - AO 
Universitaria, Corpo 11 - 
Piano 3, Unità Opera 
Complessa di Medicina Int 
a Indirizzo Metabolico-
Nutrizionale, Via Pietro 
Giardini, 1355, AOU di 
Modena - Ospedale Civile 
di Baggiovara, Modena 

  

Russo, Francesco Paolo Azienda Ospedale - 
Università Padova, Dip. 
Scienze Chirurgiche, 
Oncologiche e 
Gastroenterologiche, Via 
Giustiniani n 2, Padova 

  

Santantonio, Teresa Antonia AO Universitaria Ospedali 
Riuniti di Foggia, Malattie 
Infettive, Viale Luigi Pinto 
1, Ospedali Riuniti Azienda 
Ospedaliero-Universitaria, 
Foggia 

  

JAPAN 
Asahina, Yasuhiro Institute of Science Tokyo 

Hospital, 1-5-45, Yushima, 
Bunkyo-ku, Tokyo 

  
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Atsukawa, Masanori Nippon Medical School 
Hospital, 1-1-5, Sendagi, 
Bunkyo-ku, Tokyo 

  

Fujiyama, Shigetoshi Kumamoto Shinto General 
Hospital, 3-2-65, Ooe, 
Chuo-ku, Kumamoto-city, 
Kumamoto 

  

Furuya, Ken JCHO Hokkaido Hospital, 3-
18, Nakanoshima 1jo 8-
chome, Toyohira-ku, 
Sapporo-city, Hokkaido 
 

  

Hikita, Hayato The University of Osaka 
Hospital (2025.4.1~), 2-15, 
Yamadaoka, Suita-city, 
Osaka 

  

Ide, Tatsuya Kurume University Medical 
Center, 155-1, Kokubu-
machi, Kurume-city, 
Kurume University Medical 
Center, Fukuoka 

  

Inoue, Jun Tohoku University Hospital, 
1-1, Seiryo-machi, Aoba-
ku, Sendai-city, Miyagi 

  

Ishikawa, Toru Saiseikai Niigata Hospital, 
280-7, Teraji, Nishi-ku, 
Niigata-city, Niigata 

  

Kanto, Tatsuya Japan Institute for Health 
Security National Kohnodai 
Medical Center, 1-7-1, 
Konodai, Ichikawa-city 
Chiba 

  

Kato, Akira Japan Community Health 
Care Organization 
Shimonoseki Medical 
Center, 3-3-8, Kamishinchi-
cho, Shimonoseki-city, 
Yamaguchi 

  

Kogure, Hirofumi Nihon University Itabashi 
Hospital, 30-1, Ohyaguchi, 
Kami-cho, Itabashi-ku, 
Nihon University Itabashi 
Hospital, Tokyo 

  

Kohno, Hiroshi Kure Medical Center and 
Chugoku Cancer Center, 3-
1, Aoyama-cho, Kure-city, 

  
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Natl Hosp Organization 
Hiroshima 

Komori, Atsumasa National Hospital 
Organization Nagasaki 
Medical Center, 2-1001-1, 
Kubara, Omura-city, 
Nagasaki 

  

Komura, Takuya Kanazawa Medical Center, 
1-1, Shimoishibiki-machi, 
Kanazawa-city, Ishikawa 

  

Kouno, Hirotaka Kure Medical Center and 
Chugoku Cancer Center, 3-
1, Aoyama-cho, Kure-city, 
Natl Hosp Organization 
Hiroshima 

  

Kurosaki, Masayuki 
 

JRC Musashino Hospital, 1-
26-1, Kyonan-cho, 
Musashino-shi, Japanese 
Red Cross Musashino 
Hospital, Tokyo 

  

Mashiba, Toshie Matsuyama Red Cross 
Hospital, 1, Bunkyo-cho, 
Matsuyama-city, 
Matsuyama Red Cross 
Hospital, Ehime 

  

Matsui, Takeshi Teine Keijinkai Hospital, 1-
12-1-40, Maeda, Teine-ku, 
Sapporo-city, Hokkaido 

  

Minami, Shinya 
 

Oji General Hospital, 3-4-8, 
Wakakusa-Cho, 
Tomakomai-city, Oji 
General Hospital, Hokkaido 

  

Mori, Nami Hiroshima Red Cross 
Hospital & Atomic-bomb 
Survivors Hospital, 1-9-6, 
Sendamachi, Naka-ku, 
Hiroshima-city, Hiroshima 

  

Motomura, Kenta Iizuka Hospital, 3-83, 
Yoshio-machi, Iizuka-shi, 
Iizuka Hospital, Fukuoka 

  

Nagano, Takuya Kagawa Prefectural Central 
Hospital, 1-2-1, 
Asahimachi, Takamatsu-
shi, Kagawa 

  
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Namisaki, Tadashi Nara Medical University 
Hospital, 840, Shijo-cho, 
Kashihara-city, Nara 

  

Notsumata, Kazuo FukuiKen Saiseikai 
Hospital, 7-1, Funabashi, 
Wadanaka-cho, Fukui-city, 
Fukui 

  

Sakamoto, Naoya Hokkaido University 
Hospital, North 14, West 5, 
Kita-ku, Sapporo-shi, 
Hokkaido 

  

Sanada, Taku FukuiKen Saiseikai 
Hospital, 7-1, Funabashi, 
Wadanaka-cho, Fukui-city, 
Fukui 

  

Shimizu, Shogo 
 

 

Gifu Prefectural General 
Medical Center, 4-6-1, 
Noisshiki, Gifu city, Gifu 
Prefectural General 
Medical Center, Gifu 

  

Suzuki, Yuichiro University of Yamanashi 
Hospital, 1110, Shimokato, 
Chuo-city, Yamanashi 

  

Takehara, Tetsuo The University of Osaka 
Hospital (2025.4.1~), 2-15, 
Yamadaoka, Suita-city, 
Osaka 

  

Tanaka, Yasuhito Kumamoto University 
Hospital, 1-1-1, Honjo, 
Chuo-ku, Kumamoto-city, 
Kumamoto 

  

Teraoka, Yuji  Kure Medical Center and 
Chugoku Cancer Center, 3-
1, Aoyama-cho, Kure-city, 
Natl Hosp Organization, 
Hiroshima 

  

Toyoda, Hidenori Ogaki Municipal Hospital, 
4-86, Minaminokawa-cho, 
Ogaki-city, Ogaki Municipal 
Hospital, Gifu 

  

Tsuge, Masataka Hiroshima University 
hospital, 1-2-3, Kasumi, 
Minami-ku, Hiroshima-city, 
Hiroshima University 
Hospital, Hiroshima 

  
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Umeda, Makoto 
 

Amagasaki General 
Medical Center, 2-17-77, 
Higashinaniwa-cho, 
Amagasaki-city, 
Hyogo 

  

Yamashita, Satoyoshi Japan Community Health 
Care Organization 
Shimonoseki Medical 
Center, 3-3-8, Kamishinchi-
cho, Shimonoseki-city, 
Yamaguchi 

  

Yokota, Tomoyuki  Matsuyama Red Cross 
Hospital, 1, Bunkyo-cho, 
Matsuyama-city, 
Matsuyama Red Cross 
Hospital, Ehime 

  

REPUBLIC OF KOREA 
Bae, Si Hyun The Catholic University of 

Korea Eunpyeong St. 
Mary's Hospital, 1021, 
Tongil-ro, Eunpyeong-gu, 
Seoul 

  

Gwak, Geum-Youn Samsung Medical Center, 
81 Irwon-ro, Gangnam-gu, 
Seoul  

  

Heo, Jeong Pusan National University 
Hospital, 179, Gudeok-ro, 
Seo-gu, Pusan 

  

Jang, Byoung Kuk Keimyung University 
Dongsan Medical Centre, 
1035, Dalgubeol-daero, 
Dalseo-gu, Daegu  

  

Kim, Ji Hoon Korea University Guro 
Hospital, 148, Gurodong-
ro, Guro-gu, Seoul 

  

Kim, Ju Hyun Gachon University Gil 
Medical Center, 21, 
Namdong-daero 774 beon-
gil, Namdong-gu, Incheon 

  

Kim, Won SMG-SNU Boramae 
Medical Center, 20 
Boramae ro 5-gil Dongjak-
gu, Seoul 

  

Kim, Yoon Jun Seoul National University 
Hospital, 101, Daehak-ro 
Jongno-Gu, Seoul 

  
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Kweon, YoungOh 
 
 

 

Kyungpook National 
University Hospital, 130 
Dongdeok-ro, Joong-gu, 
KyungPook National 
University Hospital, Daegu  

  

Lee, Young-Sun Korea University Guro 
Hospital, 148, Gurodong-
ro, Guro-gu, Seoul 

  

Lim, Young-Suk Asan Medical Center, 88, 
Olympic-ro 43-gil, Songpa-
gu, Seoul 

  

Park, Neung Hwa Ulsan University Hospital, 
25, Daehakbyeongwon-ro, 
Dong-gu, Ulsan 

  

Park, Sung-Jae Inje University Busan Paik 
Hospital, 75, Bokji-ro, 
Busanjin-gu, Busan 

  

Yim, Hyung Joon Korea University Ansan 
Hospital, 123 Jeokgeum-ro, 
Danwon-gu, Ansan-si, 
Gyeonggi-do 

  

MALAYSIA 
Adnan, Syuhada Dan Hospital Sultanah Nur 

Zahirah, Jalan -Sultan 
Mahmud, Kuala 
Terengganu 

  

Che Aun, Azlida Hospital Tengku Ampuan 
Afzan, Jalan Tanah Putih, 
Kuantan, Pahang 

  

Mustaffa, Nazri Hospital Universiti Sains 
Malaysia, Kampus 
Kesihatan, Jalan Raja 
Perempuan Zainab 2, Kota 
Bharu Kelantan 

  

Muthukaruppan Chettiar, 
Raman 

Hospital Queen Elizabeth, 
13a, Jalan Penampang, 
88200 Kota Kinabalu, 
Sabah, Malaysia, Kota 
Kinabalu 

  

Rajaram, Ruveena Bhavani University Malaya Medical 
Centre - Department of 
Medicinel, Kuala Lumpur 

  

Salleh, Muhammad Firdaus Hospital Sultanah Aminah, 
Johor Bahru   

MEXICO 
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Perez-Rios, Alma Minerva Centro de Investigación 
Farmacéutica Especializada 
de Occidente S.C, Av. 
Vallarta 1670 Piso 2 PH 1, 
Col. 
Americana, CP 44160 
Guadalajara, Jalisco  

  

Rivera-Martínez, Norma 
Erendira 

Oaxaca Site Managment 
Organization S.C., Humbolt 
302. Colonia Centro, CP 
68000 Oaxaca de Juarez, 
Oaxaca 

  

NEW ZEALAND 
Gane, Edward  Auckland City Hospital, 

New Zealand Liver 
Transplant Unit, Level 15, 
Support Building, 2 Park 
Road, Grafton, Auckland 

  

Lim, Tien Huey Middlemore Hospital, 100 
Hospital Road, Papatoetoe, 
Auckland 

  

PANAMA 
Carreno, Norberto Clínica Especializada 

Hígado, Páncreas y Vía 
Biliar (CEHPB), Avenida 
Justo, Arosemena, entre 
calle 38 y 39, detrás del 
Hospital Nacional, 
Ciudad de Panamá 

  

Lombardo, Julissa Gastrointestinal & Liver 
Institute, Research, Calle 
66 con calle PH The Towers 
Business Plaza (Piso 4), 
Gastrointestinal & Liver 
Institute, Panama City 

  

PHILIPPINES 
Labio, Madalinee Eternity Makati Medical Center, 

Amorsolo Street, Legaspi 
Village, Makati, Metro 
Manila 1229 

  

Ong, Janus The Medical City, Ortigas 
Avenue, Pasig City, Metro 
Manila, 1100  
Philippines 

  

Tan, Judy Lao Cebu Doctors’ University 
Hospital,  Don Jose Avila   
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Street, Cebu City, Cebu 
6000 

Zoleta-De Jesus, Loreta Silang Specialists Medical 
Center,  Emilio Aguinaldo, 
Hi-Way, By-Pass Rd., San 
Vicente II, Silang, Cavite 
4118 

  

POLAND 
Hlebowicz, Maria Punkt Zdrowia Hlebowicz 

Jakubowski Lekarze SP.P., 
ul. Kochanowskiego 114, 
80-405 Gdansk 

  

Janczewska, Ewa ID Clinic, ul. Janowska 19, 
41-400 Myslowice   

Krygier, Rafal Niepubliczny Zaklad Opieki 
Zdrowotnej GEMINI, Os. 
Sloneczne 2, 62-571 
Zychlin 

  

Plesniak, Robert Centrum Medyczne w 
Lancucie Sp z o.o., 
Kliniczny Oddzial Chorob 
Zakaznych z Pododdzialem 
Hepatologicznym, ul. 
Paderewskiego 5, 37-100 
Lancut 

  

Przybylo, Ewa Krakowski Szpital 
Specjalistyczny im Jana 
Pawla II,Poradnia 
Hepatologii, ul. Pradnicka 
80, 31-202 Krakow 

  

ROMANIA 
Arbune, Manuela Sf. Cuv. Parascheva 

Infectious Diseases Clinical 
Hospital, 393 Traian Street, 
Galati 

  

Cernat, Roxana Spitalul Clinic Municipal 
Constanta, Clinica II Boli 
Infectioase, Ferdinand Nr. 
100, Constanta 

  

Mateescu, Radu-Bogdan Spitalul Clinic Colentina, 
Sos Stefan cel Mare, nr 19-
21, sector 2, Spitalul Clinic 
Colentina, Bucuresti 

  

Pojoga, Cristina Institutul Regional de 
Gastroentorologie si 
Hepatologie “Prof. Dr. 

  
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Octavian Fodor” Cluj-
Napoca, Str Croitorilor 19-
21, Institutul Regional de 
Gastroentorologie si 
Hepatologie Prof Dr 
O.Fodor, Cluj Napoca 

Popescu, Corneliu Petru Spitalul Clinic de Boli 
Infectioase Victor Babes, 
Sos. Mihai Bravu Nr. 281, 
Bucharest 

  

Preotescu, Liliana Lucia  Institutul de Boli 
Infectioase Matei Bals, Str. 
Dr. Grozovici Nr. 1, 
Bucharest 

  

Streinu-Cercel, Anca Institutul de Boli 
Infectioase Matei Bals, Str. 
Dr. Grozovici Nr. 1, 
Bucharest 

  

Suta, Alin-Horea SC Pelican Impex SRL, Str 
Corneliu Coposu nr 14A-
14B, Oradea 

  

Terteliu-Baitan, Monica Spitalul Clinic Judetean de 
Urgenta Sf Ioan cel Nou, 
Bulevardul 1 Mai nr. 18, 
Suceava 

  

Vata, Andrei Spitalul Clinic de Boli 
Infectioase "Sfanta 
Parascheva", Str. O. Botez 
nr 2, Iasi 

  

Vutcanu, Oana Spitalul Clinic "Dr.I 
Cantacuzino", Str. Ion 
Movila nr. 5-7, Bucuresti 

  

SINGAPORE 
Kumar, Rajneesh Singapore General 

Hospital, Outram Road, 
Singapore 

  

Lim, Seng-Gee National University 
Hospital, 
5 Lower Kent Ridge Road, 
Singapore  

  

SPAIN 
Ampuero Herrojo, Javier Hospital Virgen del Rocío, 

Avd. Manuel Siurot s/n, 
Centro de Documentación 
Clínica. Sevilla 

  

Aller De La Fuente, Rocio Hospital Clinico Valladolid,   



 

 
32 

  
 
   

 Avenida Ramón y Cajal 
s/n, Valladolid 

Belhassen Garca, Moncef Hospital Clínico 
Universitario, Servicio de 
Farmacia Ensayos C, Paseo 
Transición Española sn, 
Bloque A-Sotano 1, 
Salamanca 

  

Buti, Maria Hospital Universitario Vall 
dHebron, Servicio 
Digestivo Passeig Vall 
d'Hebron 119-129, 
Barcelona 

  

Cabezas Gonzalez, Joaquín Hospital Marqués de 
Valdecilla, Unidad de 
ensayos clínicos, Pabellón 
15, Planta 2, Avda. 
Marqués de Valdecilla, s/n 
39008 Santander 
(Cantabria) 

  

Carrion Alonso, Gemma Hospital Universitario 
Infanta Leonor, Avenida 
Gran Via Del Este, 80, 
Madrid 

  

Diago, Moises  Hospital General de 
Valencia, Associate Doctor 
at the Department of Inner 
Medicine, Avda.Tres Cruces 
n 2, Hospital General 
Universitario de Valencia, 
Valencia 

  

Fenandez Rodriguez, 
Conrado 

Fundacion Hospital 
Alcorcon, Budapest, 1, 
Alcorcon Madrid 

  

Fernández Vázquez, 
Inmaculada 

Hospital Universitario 12 
De Octubre, Av. Córdoba, 
s/n, Hospital Universitario 
12 de Octubre, Madrid 

  

Fuentes Olmo, Javier Hospital Universitaro 
Miguel Servet, Paseo 
Isabel La Católica, 1-3, 
Zaragoza 

  

Garcia Buey, Luisa Consuelo Hospital de la Princesa 2, 
C/ Diego de León, 62, 
Madrid 

  
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Garcia Eliz, Maria Hospital Universitari i 
Politecnic La Fe, Avinguda 
Fernando Abril Martorell, 
106, Valencia 

  

Guiberteau Sanchez, Ana Hospital Infanta Cristina, 
Avenida de Elvás, s/n, 
Badajoz 

  

Jorquera Plaza, Francisco Complejo Hospitalario de 
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Trial registration 

B-Well 1 and 2 are registered with ClinicalTrials.gov (NCT05630807 

[https://clinicaltrials.gov/study/NCT05630807] and NCT05630820 

[https://clinicaltrials.gov/study/NCT05630820], respectively). B-Well 1 and 2 are identical in 

study design for replication purposes as required by some regulatory agencies, with the 

exception of an optional exit interview in B-Well 1, which is not reported in this manuscript. 
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Supplementary Methods 

Enrollment, randomization, and blinding 

All participants were centrally randomized using Interactive Response Technology, stratified 

by screening HBsAg levels >100 to ≤1000 IU/mL or >1000 to ≤3000 IU/mL. Investigators/site 

staff, participants, and the sponsor were blinded to each participant’s assigned study 

intervention throughout the course of the study. Study intervention was dispensed at the 

study visits and administered by the investigator or suitably trained designee. Study 

treatment and placebo were administered by subcutaneous injection using syringes selected 

to minimize any difference in injection force and masked for color. Unblinded monitors were 

permitted access to unblinded study intervention records at the investigative sites to verify 

that randomization and dispensing were performed accurately. 

Assays used to assess virology markers  

HBsAg  

At screening and for monitoring, HBsAg was assessed quantitatively using the Elecsys HBsAg 

II quant II assay (Roche), with a limit of detection of 0.05 IU/mL. For assessing eligibility to 

stop NA treatment and for the primary endpoint analysis, HBsAg was assessed qualitatively 

using the Elecsys HBsAg II assay (Roche), with a limit of detection of less than 0.05 IU/mL.   

HBV DNA 

HBV DNA was assessed quantitatively using either the COBAS AmpliPrep/COBAS TaqMan 

HBV Test v2.0 (Roche) or the COBAS HBV assay (Roche), with a limit of quantification of 20 
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IU/mL and 10 IU/mL respectively. For assessing eligibility to stop NA treatment and all 

endpoint assessments, the lower limit of quantification was defined as <20 IU/mL.  

HBeAg 

HBeAg was assessed qualitatively using the Elecsys HBeAg (Roche) assay with a cut-off 

sensitivity of 0.24 PEIU/mL. 

Anti-HBe 

Anti-HBe was assessed qualitatively using the Elecsys anti-HBe assay (Roche) with a cut-off 

sensitivity of 0.127 IU/mL. 

Anti-HBs 

Anti-HBs were assessed quantitatively using the Elecsys anti-HBs II assay (Roche) with a limit 

of quantification of 3.5 IU/L. Anti-HBs positive was defined as anti-HBs ≥10 IU/L, and 

negative was defined as anti-HBs <10 IU/L. 

Statistical analysis  

Analyses were conducted using SAS Viya version 4 and GSK proprietary Frozen-R-4.5.1. 

Sample size 

The planned minimum sample size of 750 participants in each study provides >99% power to 

detect a statistically significant difference between treatment arms in the primary endpoint 

assessed by the Exact Boschloo’s test with a 5% two-sided alpha level, assuming true 

functional cure rates of 10% for the bepirovirsen arm and 2% for the placebo arm in 

participants with chronic HBV infection with baseline HBsAg ≤3000 IU/mL. Assuming true 

functional cure rates of 15% for the bepirovirsen arm and 3% for the placebo arm among 
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HBsAg ≤1000 IU/mL populations, the planned minimum sample size provides 98% power to 

detect a statistically significant difference between treatment arms in functional cure rates 

assessed by the Boschloo’s test with a 5% two-sided alpha level for the key secondary 

endpoint of functional cure in the baseline HBsAg ≤1000 IU/mL populations. Randomization 

could continue up to a maximum of approximately 1050 participants per study, to ensure 

that the number of participants across bepirovirsen clinical trials provides a sufficient safety 

database for submissions to regulatory authorities. 

Fixed sequence hierarchical testing 

Fixed sequence hierarchical testing was performed for the primary and key secondary 

efficacy endpoints. Each comparison was tested at a two-sided significance level of 0.05 and 

an overall two-sided alpha level of 0.05 was preserved. The fixed sequence was: 

1. Primary outcome: Functional cure rate at Week 72 for bepirovirsen versus placebo 

among participants with HBsAg ≤3000 IU/mL at baseline. 

2. Key secondary efficacy outcome 1: Functional cure rate at Week 72 for bepirovirsen 

versus placebo among participants with HBsAg ≤1000 IU/mL at baseline. 

3. Key secondary efficacy outcome 2: Proportion of participants who stopped NA and 

had sustained HBV DNA <LLOQ (<20 IU/mL or not detected) at Week 72 for 

bepirovirsen versus placebo among participants with baseline HBsAg ≤3000 IU/mL. 

4. Key secondary efficacy outcome 3: Proportion of participants who stopped NA and 

had sustained HBV DNA <LLOQ (<20 IU/mL or target not detected) at Week 72 for 

bepirovirsen versus placebo among participants with baseline HBsAg ≤1000 IU/mL. 

Futility analysis 
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Prespecified interim analyses for futility, overseen by an Independent Data Monitoring 

Committee, were conducted by an independent statistical data analysis center after 

approximately 40% of participants completed the Week 24 visit and after approximately 30% 

of participants completed the Week 72 analysis window. The committee recommended the 

study continue without modification at both interim analyses. 

Handling of ‘blips’ in HBsAg or HBV response 

A HBsAg ‘blip’ was defined as a single HBsAg value that was positive and that was preceded 

by and followed by HBsAg not detected results, as assessed by HBsAg qualitative assay (limit 

of detection <0.05 IU/mL). A HBV DNA ‘blip’ was defined as a single HBV DNA value ≥LLOQ 

(20 IU/mL) that was preceded by and followed by HBV DNA values <LLOQ (<20 IU/mL or 

target not detected). Per protocol, if a potential ‘blip’ was recorded, a visit should occur 

within 1 week (±3-day window) of the first test result for confirmation.  

In assessing eligibility to discontinue NA therapy and in the primary outcome analysis, HBsAg 

or HBV DNA ‘blips’ were permissible.  

Primary outcome statistical analysis 

The treatment effect of bepirovirsen versus placebo on the primary outcome, functional 

cure at Week 72 among participants with baseline HBsAg ≤3000 IU/mL, was assessed by 

exact Cochran-Mantel-Haenszel (CMH) test stratified by baseline HBsAg ≤1000 IU/mL and 

>1000 IU/mL to ≤3000 IU/mL at a 5% two-sided alpha level. Summary level of treatment 

effect in functional cure in participants with baseline HBsAg ≤3000 IU/mL was presented as 

the common risk difference and 95% Miettinen-Nurminen CI. The estimates of the common 

risk difference were calculated using the summary Miettinen-Nurminen (score) method and 
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assumed homogeneity of risk differences across strata; however, post-hoc analysis showed 

heterogeneity, violating the homogeneity assumption. The summary Miettinen-Nurminen 

(score) method used gave higher weight to the stratum with risk difference closer to 0, 

proportional to its inverse variance, than would be the case with a weighting based solely on 

subgroup size.  

Key secondary outcomes statistical analyses 

The treatment effect of bepirovirsen versus placebo on the key secondary outcome of 

functional cure at Week 72 among participants with baseline HBsAg ≤1000 IU/mL was 

assessed by Boschloo’s test and presented as point estimate of difference in the proportion 

of participants with functional cure and 95% Miettinen-Nurminen CI, with a 5% two-sided 

alpha level. The treatment effect of bepirovirsen versus placebo on the key secondary 

outcome of sustained HBV DNA <LLOQ at Week 72 among participants with baseline HBsAg 

≤3000 IU/mL was assessed by exact CMH test stratified by baseline HBsAg ≤1000 IU/mL and 

>1000 IU/mL to ≤3000 IU/mL at a 5% two-sided alpha level. Summary level of treatment 

effect was presented as the common risk difference and 95% Miettinen-Nurminen CI. The 

estimates of the common risk difference were calculated using the summary Miettinen-

Nurminen (score) method and assumed homogeneity of risk differences across strata; 

however, post-hoc analysis showed significant heterogeneity, violating the homogeneity 

assumption. The summary Miettinen-Nurminen (score) method used gives higher weight to 

the stratum with risk difference closer to 0, proportional to its inverse variance, than would 

be the case with a weighting based solely on subgroup size. 

The treatment effect of bepirovirsen versus placebo on the key secondary outcome of 

sustained HBV DNA <LLOQ at Week 72 among participants with baseline HBsAg ≤1000 IU/mL 
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was assessed by Boschloo’s test and presented as point estimate of difference in the 

proportion of participants and 95% Miettinen-Nurminen CI, with a 5% two-sided alpha level. 

Subgroup analyses 

Predefined comparison of treatment effect for subgroups was conducted with frequentist 

estimation, reporting the point estimate and 95% Miettinen-Nurminen CI of risk difference 

between treatment arms in each subgroup.  
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Supplementary Figures 

Figure S1. Patient disposition for B-Well 1 and B-Well 2 (screened population) 
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Three participants in B-Well 1 and one participant in B-Well 2 who were randomized to bepirovirsen withdrew before receiving any treatment 

and are not included in the respective full analysis sets. Two participants in B-Well 1 and one participant in B-well 2 who were randomized to 

placebo received one dose of bepirovirsen in error and are therefore included in the bepirovirsen safety population (B-Well 1, N=652; B-Well 2, 

N=571).  

*Drug-induced vascular injury and complement stopping criteria. 

Excl, exclusion; Incl, inclusion; NA, nucleos(t)ide analogue. 
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Figure S2. Proportion of participants with functional cure at Week 72 by subgroup 

Comparison of treatment effect was conducted with frequentist estimation. Only subgroup levels with five 

or more participants within treatment arm are included in the analyses. Subgroup levels with no 

participants in both treatment arms are not presented. 

CI, confidence interval; HBeAg, hepatitis B e-antigen; HBsAg, hepatitis B surface antigen.
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Figure S3. Efficacy analyses using pooled data from B-Well 1 and B-Well 2 

 

<LLOQ: <20 IU/mL or not detected.  

HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LLOQ, lower limit of quantification; NA, nucleos(t)ide analogue.
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Figure S4. Mean HBsAg levels to Week 48 by response status among participants with 

baseline HBsAg ≤3000 IU/mL and ≤1000 IU/mL 
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Virologic response is defined as HBsAg not detected (qualitative assay) and HBV DNA <LLOQ 
[<20 IU/mL] or not detected at Week 24. The “no virologic response” category may include 
partial responders (participants who did not discontinue NA but achieved HBsAg <1 IU/mL 
and HBV DNA <LLOQ at Week 72 without taking rescue medication) as well as non-
responders. 
FC, functional cure; HBsAg, hepatitis B surface antigen; LLOQ, lower limit of quantification; 
NA, nucleos(t)ide analogues; SD, standard deviation.
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Figure S5. Proportion of participants in HBsAg and ALT categories over time 
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Proportion of participants calculated from the number with data available for each visit.  

ALT, alanine aminotransferase; BL, baseline; HBsAg, hepatitis B surface antigen; ULN, upper limit of normal. 
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Figure S6. Maximum ALT increase versus maximum HBsAg reduction through Week 1‒24  

 

Maximum means the maximum among data points from Week 1 to 24 (inclusive), excluding values measured after rescue medication. Black or 
red color coding denotes reaching or not reaching HBsAg <0.05 IU/mL/not detected, respectively, at any visit for the study duration. For 
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placebo participants labelled as reaching HBsAg <0.05 IU/mL or not detected at any visit: one participant had natural HBsAg loss but was not 
eligible for NA discontinuation because they had positive HBsAg values during Weeks 24–48. The other participants in the placebo group had a 
single spurious negative/not detected HBsAg result.   

Horizontal dashed line = maximum ALT increase 10-fold from baseline; Vertical dashed line = maximum HBsAg reduction 3 log10 IU/mL from 
baseline.  

ALT, alanine aminotransferase; HBsAg, hepatitis B surface antigen; LLOQ, lower limit of quantification; NA, nucleos(t)ide analogue. 
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Figure S7. Mean (SD) platelet levels over 72 weeks 

 

BPV, bepirovirsen; PBO, placebo; SD, standard deviation. 
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Figure S8. eGFR over 72 weeks expressed as A) mean (SD) (continuous values), B) categorical values (bepirovirsen treatment group) and C) 

categorical values (placebo treatment group) 

A. Mean (SD) eGFR 
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B. Categorical eGFR (bepirovirsen treatment group) 

 

C. Categorical eGFR (placebo treatment group) 
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Proportion of participants calculated from the number with data available for each visit.  

BL, baseline; BPV, bepirovirsen; PBO, placebo; eGFR, estimated glomerular filtration rate; SD, standard deviation.  
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Supplementary Tables 

Table S1. Representativeness of study participants 

Category Example 

Disease, problem, or 

condition under 

investigation 

Chronic HBV infection 

Special considerations 

related to: 

 

Sex  Chronic HBV infection is more common in men than women, with an overall male-to-female ratio of 

approximately 1.4:1 across geographies.1-3 Among people with chronic HBV and HBsAg level ≤3000 IU/mL, the 

male-to-female ratio may be lower, reported as 1.2:1 in the UK.4 

Age In the USA, the highest rates of newly reported chronic hepatitis B occur in people aged 30–39 and 40–49; 

together, they account for approximately 46% of all new chronic hepatitis B cases.3 A multicountry study (US, 

Germany, and Taiwan) reports similar prevalence trends in each country, with the highest prevalence in the 50–
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<65 age group.5 Among people with chronic HBV infection and HBsAg level ≤3000 IU/mL, the mean age is 50 years 

old in the UK.4 

Race or ethnic group Race, ethnicity, or geographical lineage is important to consider in patients with chronic HBV infection because 

HBV genotypes commonly vary by region.6,7 

In the United Sates, the Asian population is disproportionately highly represented in HBV infection cases.3,8 The 

rate of newly reported chronic hepatitis B cases among non-Hispanic Asian/Pacific Islander persons (18.9 cases 

per 100,000 population) was >9.9 times greater than among non-Hispanic White persons (1.9 cases per 100,000 

population).3 In a UK study, approximately 41% of people with chronic HBV infection and HBsAg level ≤3000 IU/mL  

are reported as Asian.4 

Geography China is the country with the most cases of HBV infection.9 China, India, and Indonesia represent 50% of the 

global HBV burden, and nine countries in Asia and Africa account for approximately 70% of the global burden.10 

Country-specific prevalence of chronic HBV infection is highest in WHO African and Western Pacific regions, 

where chronic HBV infection affects 5.8% and 5.0% of the general population, respectively. 10 

Other considerations Chronic HBV infection has heterogeneous clinical expression.4  
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All patients with HBsAg and detectable HBV DNA are candidates for antiviral therapy, with personalized treatment 

decisions considering HBeAg status, HBV DNA levels, ALT levels, fibrosis stage, HDV or HIV co-infection, and risk of 

liver disease progression of hepatocellular carcinoma.4  

Overall 

representativeness of 

this trial 

This study selected patients with chronic HBV infection with HBsAg ≤3000 IU/mL because previous data indicated 

greater efficacy with bepirovirsen for patients at or below this threshold.11 There are limited real-world data 

defining demographic characteristics for patients with HBsAg ≤3000 IU/mL specifically.  

Nonetheless, the demographics of the patients in the B-Well trials are broadly representative of global data for 

adults with chronic HBV infection, and consistent with limited real-world evidence from a UK cohort with HBsAg 

≤3000 IU/mL.4 

In the B-Well trials, the majority of participants were males, with a male-to-female ratio of 2.35:1 in B-Well 1 and 

2.56 in B-Well 2, the majority of participants were Asian (68%; both studies), and the mean age ranged from 49 to 

50 years across treatment arms and studies. 

People with HCV, HDV, or HIV co-infection were excluded from this study. However, the prevalence of these 

populations is low, and efficacy and safety in this population will be assessed in a separate study (NCT06497504).6 
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EASL, European Association for the Study of the Liver; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; HCV, hepatitis C virus; HDV, 

hepatitis D virus; HIV, human immunodeficiency virus; NA, nucleos(t)ide analogue; WHO, World Health Organization. 

Methods: Background information on the sex and gender, age, race or ethnicity, and geography of the broader population affected by 

chronic hepatitis B virus infection was extracted from published data. The information and interpretation were reviewed by the authors. 

Reference 

1. European Centre for Disease Prevention and Control. Hepatitis B:  Annual epidemiological report for 2023. 
(https://www.ecdc.europa.eu/sites/default/files/documents/AER-Hepatitis-B-2023.pdf). 

2. Gillespie IA, Barnes E, Wong ICK, et al. Patient biochemistry and treatment need in chronic hepatitis b virus infection across three 
continents: Retrospective cross-sectional cohort studies. Infect Dis Ther 2023;12(11):2513-2532. DOI: 10.1007/s40121-023-00824-y. 

3. US Centers for Disease Control and Prevention. 2023 Viral Hepatitis Surveillance Report. (https://www.cdc.gov/hepatitis-surveillance-
2023/hepatitis-b/table-2-6.html). 

4. Drysdale M, Gillespie IA, Christensen D, et al. Characterisation of people living with chronic hepatitis b virus infection in England and 
stratification by HBsAg levels: A cross-sectional study. J Viral Heps 2025;32(12):e70101. DOI: https://doi.org/10.1111/jvh.70101. 

5. Gillespie IA, Chan KA, Liu Y, et al. Characteristics, treatment patterns, and clinical outcomes of chronic hepatitis b across 3 continents: 
Retrospective database study. Adv Ther 2023;40(2):425-444. DOI: 10.1007/s12325-022-02284-1. 

6. Cornberg M, Sandmann L, Jaroszewicz J, et al. EASL Clinical Practice Guidelines on the management of hepatitis B virus infection. J 
Hepatol 2025;83(2):502-583. DOI: 10.1016/j.jhep.2025.03.018. 

7. Liu Z, Zhang Y, Xu M, Li X, Zhang Z. Distribution of hepatitis B virus genotypes and subgenotypes: A meta-analysis. Medicine (Baltimore) 
2021;100(50):e27941. (In eng). DOI: 10.1097/md.0000000000027941. 

8. Liu JK, Kam LY, Huang DQ, Henry L, Cheung R, Nguyen MH. Racial and ethnic disparities in characteristics and care patterns of chronic 
hepatitis b patients in the United States. Clin Gastroenterol Hepatol 2023;21(10):2606-2615.e7. DOI: 10.1016/j.cgh.2023.01.035. 

9. Razavi-Shearer D, Gamkrelidze I, Pan C, et al. Global prevalence, cascade of care, and prophylaxis coverage of hepatitis B in 2022: A 
modelling study. Lancet Gastroenterol Hepatol 2023;8(10):879-907. DOI: 10.1016/S2468-1253(23)00197-8. 



 

 
64 

  
 
   

10. World Health Organization. Global hepatitis report 2024: action for access in low- and middle-income countries. Geneva: World Health 
Organization; 2024. 

11. Yuen M-F, Lim S-G, Plesniak R, et al. Efficacy and safety of bepirovirsen in chronic hepatitis B infection. N Engl J Med 2022;387(21):1957-
1968. 

 

  



 

 
65 

  
 
   

Table S2. Participants who discontinued NAs: Overall and without FC 

 B-Well 1 B-Well 2 

 Baseline HBsAg ≤3000 

IU/mL 

Baseline HBsAg ≤1000 

IU/mL 

Baseline HBsAg ≤3000 

IU/mL 

Baseline HBsAg ≤1000 

IU/mL 

 Bepirovirsen 

N=650 

Placebo 

N=328 

Bepirovirsen 

N=426 

Placebo 

N=214 

Bepirovirsen 

N=570 

Placebo 

N=286 

Bepirovirsen 

N=342 

Placebo 

N=179 

Discontinued NAs at Week 48, n (%) 159 (24) 0 (0) 131 (31) 0 (0) 136 (24) 0 (0) 114 (33) 0 (0) 

Discontinued NAs, but did not achieve FC, n 

(%) 

32 (5) 0 (0) 26 (6) 0 (0) 30 (5) 0 (0) 19 (6) 0 (0) 

Reasons for FC failure, n (%)*         

Virologic relapse (without clinical 

relapse)† 

0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 

Clinical relapse† 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 

Rescue medication 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 
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Confirmed HBV DNA elevation at Week 

72 

3 (9) 0 (0) 2 (8) 0 (0) 2 (7) 0 (0) 0 (0) 0 (0) 

Confirmed HBsAg elevation at Week 72 27 (84) 0 (0) 22 (85) 0 (0) 29 (97) 0 (0) 19 (100) 0 (0) 

Other‡ 6 (19) 0 (0) 5 (19) 0 (0) 2 (7) 0 (0) 1 (5) 0 (0) 

*Participants may have more than one reason for failure; percentages of reasons for FC failure are based on the number of participants who 
achieved NA cessation but did not achieve FC. †Virologic relapse was defined as HBV DNA >2000 IU/mL at two sequential visits after cessation 
of NA treatment having previously achieved virologic response, with the initial value confirmed within 1 week (±3 days); clinical relapse was 
defined as HBV DNA >2000 IU/mL and ALT >2xULN at two sequential visits after cessation of NA treatment having previously achieved virologic 
response, with the HBV DNA value confirmed within 1 week (±3 days) from the date of the first result. ‡"Other" includes (1) missing data in 
Week 72 visit analysis window and lack of two surrounding measurements of HBV DNA <LLOQ or not detected or HBsAg not detected, without 
previous occurrence of virologic relapse, clinical relapse, or rescue medication, (2) HBV DNA ≥LLOQ or HBsAg positive in Week 72 analysis 
window following previous HBV DNA <LLOQ or not detected or HBsAg not detected and the subsequent measurement is missing, and (3) 
restarting NA not for the purpose of HBV control (HBV relapse).  

ALT, alanine aminotransferase; FC, functional cure; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LLOQ, lower limit of 
quantification; NA, nucleos(t)ide analogue; ULN, upper limit of normal. 
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Table S3. Functional cure rate at Week 72 in HBsAg ≤1000 IU/mL and >1000 IU/mL strata 

 

B-Well 1 B-Well 2 

Functional cure response, n/N (%) % Risk difference 

(95% CI)*,† 

Functional cure response, n/N (%) % Risk difference 

(95% CI)*,† Bepirovirsen 

N=650 

Placebo 

N=328 

Bepirovirsen 

N=570 

Placebo 

N=286 

Baseline HBsAg ≤3000 IU/mL 127/650 (20) 0/328 17.5 (14.6, 20.3)* 106/570 (19) 0/286 13.3 (10.4, 16.1)* 

Baseline HBsAg ≤1000 IU/mL 105/426 (25) 0/214 24.6 (20.8, 29.0)† 95/342 (28) 0/179 27.8 (23.3, 32.8)† 

Baseline HBsAg >1000 to ≤3000 

IU/mL 
22/224 (10) 0/114 9.8 (6.4, 14.4)† 11/228 (5) 0/107 4.8 (1.3, 8.4)† 

 

*For participants with baseline HBsAg ≤3000 IU/mL, the estimate of the common risk difference assumes homogeneity of risk differences 

between the baseline HBsAg ≤1000 IU/mL and >1000 IU/mL strata, and was calculated using the summary Miettinen-Nurminen (score) 

method. This method gives higher weight to the stratum with risk difference closer to 0, proportional to its inverse variance, than would be the 
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case with a weighting based solely on subgroup size. †For participants in the baseline HBsAg ≤1000 IU/mL strata, the treatment effect was 

summarized by the risk difference and 95% Miettinen-Nurminen CI.  

CI, confidence interval; FC, functional cure; HBsAg, hepatitis B surface antigen.
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Table S4. Proportion of participants with sustained HBV DNA <LLOQ at Week 72 after NA discontinuation, by FC status  

 B-Well 1 B-Well 2 

 
Bepirovirsen 

N=650 

Placebo 

N=328 

Bepirovirsen 

N=570 

Placebo 

N=286 

Baseline HBsAg ≤3000 IU/mL + discontinued NA 159 0 136 0 

HBV DNA <LLOQ and FC at Week 72, n (%)* 127 (80) 0 106 (78) 0 

HBV DNA <LLOQ without FC at Week 72, n (%)* 24 (15) 0 26 (19) 0 

No sustained HBV DNA <LLOQ at Week 72, n (%)* 8 (5) 0 4 (3) 0 

Baseline HBsAg <1000 IU/mL + discontinued NA 131 0 114 0 

HBV DNA <LLOQ and FC at Week 72, n (%)* 105 (80) 0 95 (83) 0 

HBV DNA <LLOQ without FC at Week 72, n (%)* 19 (15) 0 18 (16) 0 

No sustained HBV DNA <LLOQ at Week 72, n (%)* 7 (5) 0 1 (<1) 0 

HBV DNA <LLOQ was defined as <20 IU/mL or target not detected. Functional cure was defined as HBV DNA <LLOQ or target not detected and 

HBsAg not detected. 
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*Percentage calculated from number of participants who discontinued NA in relevant HBsAg strata.  

FC, functional cure; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LLOQ, lower limit of quantification; NA, nucleos(t)ide analogue.  
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Table S5. Summary of selected hematological, hepatobiliary, and renal abnormalities 

A. B-Well 1 

 

Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Hematological laboratory abnormalities 

Participants with at least 1 post 

baseline platelet measurement, n (%) 
643 (99) 324 (>99) 623 (96) 301 (92) 154 (24) 0 451 (69) 287 (88) 

Platelets <100x109/L, n (%) 

At any visit 51 (8) 1 (<1) 23 (4) 1 (<1) 1 (<1) 0 1 (<1) 1 (<1) 

At ≥2 consecutive visits 16 (2) 1 (<1) 4 (<1) 1 (<1) 0 0 1 (<1) 0 

At >1 non-consecutive visits 17 (3) 0 1 (<1) 0 0 0 0 0 

Platelets <75x109/L, n (%) 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

At any visit 8 (1) 1 (<1) 1 (<1) 1 (<1) 0 0 0 0 

At ≥2 consecutive visits 2 (<1) 0 0 1 (<1) 0 0 0 0 

At >1 non-consecutive visits 1 (<1) 1 (<1) 0 0 0 0 0 0 

Platelets <50x109/L, n (%) 

At any visit 2 (<1) 0 0 0 0 0 0 0 

At ≥2 consecutive visits 0 0 0 0 0 0 0 0 

At >1 non-consecutive visits 0 0 0 0 0 0 0 0 

Renal laboratory abnormalities 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Participants with at least 1 post 

baseline serum creatinine 

measurement, n (%) 

646 (>99) 325 (>99) 623 (96) 302 (93) 158 (24) 0 454 (70) 290 (89) 

Serum creatinine >0.3 mg/dL change from baseline, n (%) 

At any visit 121 (19) 23 (7) 57 (9) 13 (4) 7 (1) 0 9 (1) 4 (1) 

At ≥2 consecutive visits 29 (4) 6 (2) 15 (2) 1 (<1) 1 (<1) 0 2 (<1) 0 

At >1 non-consecutive visits 39 (6) 6 (2) 9 (1) 0 2 (<1) 0 0 0 

Serum creatinine >0.5 mg/dL change from baseline, n (%) 

At any visit 16 (2) 5 (2) 8 (1) 3 (<1) 1 (<1) 0 1 (<1) 1 (<1) 

At ≥2 consecutive visits 2 (<1) 2 (<1) 2 (<1) 0 1 (<1) 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

At >1 non-consecutive visits 2 (<1) 0 1 (<1) 1 (<1) 0 0 0 0 

Participants with at least 1 post 

baseline eGFR measurement, n (%) 
646 (>99) 325 (>99) 623 (96) 302 (93) 158 (24) 0 454 (70) 290 (89) 

eGFR >30% reduction from baseline, n (%) 

At any visit 110 (17) 21 (6) 51 (8) 7 (2) 4 (<1) 0 6 (<1) 4 (1) 

At ≥2 consecutive visits 30 (5) 5 (2) 13 (2) 2 (<1) 1 (<1) 0 0 0 

At >1 non-consecutive visits 46 (7) 3 (<1) 12 (2) 0 1 (<1) 0 0 0 

eGFR >50% reduction from baseline, n (%) 

At any visit 8 (1) 3 (<1) 2 (<1) 2 (<1) 0 0 1 (<1) 1 (<1) 

At ≥2 consecutive visits 1 (<1) 2 (<1) 0 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

At >1 non-consecutive visits 1 (<1) 0 0 0 0 0 0 0 

Participants with at least 1 post 

baseline urine ACR: measurement, n 

(%) 

643 (99) 324 (>99) 623 (96) 302 (93) NA** NA** NA** NA** 

Urine ACR >300 mg/g, n (%) 

At any visit 12 (2) 6 (2) 8 (1) 4 (1) NA NA NA NA 

At ≥2 consecutive visits 3 (<1) 1 (<1) 2 (<1) 1 (<1) NA NA NA NA 

At >1 non-consecutive visits 3 (<1) 1 (<1) 1 (<1) 0 NA NA NA NA 

Urine ACR >500 mg/g, n (%) 

At any visit 9 (1) 5 (2) 4 (<1) 2 (<1) NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

At ≥2 consecutive visits 2 (<1) 0 2 (<1) 0 NA NA NA NA 

At >1 non-consecutive visits 2 (<1) 0 0 0 NA NA NA NA 

Urine ACR >1000 mg/g, n (%) 

At any visit 5 (<1) 2 (<1) 1 (<1) 1 (<1) NA NA NA NA 

At ≥2 consecutive visits 1 (<1) 0 0 0 NA NA NA NA 

At >1 non-consecutive visits 1 (<1) 0 0 0 NA NA NA NA 

Urine ACR >2000 mg/g, n (%) 

At any visit 2 (<1) 0 0 0 NA NA NA NA 

At ≥2 consecutive visits 0 0 0 0 NA NA NA NA 

At >1 non-consecutive visits 1 (<1) 0 0 0 NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Urine sediment, n (%) 

Participants with at least 1 urine 

sediment measurement, n (%) 
470 (72) 234 (72) 408 (63) 180 (55) NA** NA** NA** NA** 

At any visit 141 (22) 60 (18) 84 (13) 44 (13) NA NA NA NA 

≥5 RBC/HPF 93 (14) 37 (11) 48 (7) 24 (7) NA NA NA NA 

≥5 WBC/HPF 81 (12) 37 (11) 52 (8) 29 (9) NA NA NA NA 

RBC casts 0 0 0 0 NA NA NA NA 

WBC casts 0 0 0 0 NA NA NA NA 

Hepatobiliary laboratory abnormalities 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Participants with at least 1 post 

baseline ALT and BIL measurement, n 

(%) 

646 (>99) 325 (>99) 623 (96) 302 (93) 158 (24) 0 454 (70) 290 (89) 

ALT ≥3xULN and BIL ≥2xULN*, n (%) 0 0 1 (<1)§ 0 0 0 0 0 

Participants with at least 1 post 

baseline ALT, BIL and ALP 

measurement, n (%) 

646 (>99) 325 (>99) 623 (96) 302 (93) 158 (24) 0 454 (70) 290 (89) 

ALT ≥3xULN and BIL ≥2xULN and ALP 

<2xULN, n (%) 

0 0 1 (<1) 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

ALT and INR: Participants with at least 1 

post baseline ALT and INR 

measurement, n (%) 

254 (39) 105 (32) 22 (3) 12 (4) 1 (<1) 0 0 0 

ALT ≥3xULN and INR >1.5†, n (%) 0 0 0 0 0 0 0 0 

Hepatocellular injury: Participants with 

at least 1 post baseline ALT and ALP 

measurement on the same day, n (%) 

646 (>99) 325 (>99) 623 (96) 302 (93) 158 (24) 0 454 (70) 290 (89) 

Hepatocellular injury‡, n (%) 119 (18) 2 (<1) 3 (<1) 0 0 0 0 2 (<1) 

Hepatocellular injury and BIL: 

Participants with at least 1 post 

baseline ALT and ALP measurement on 

646 (>99) 325 (>99) 623 (96) 302 (93) 158 (24) 0 454 (70) 290 (89) 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

the same day and at least 1 BIL 

measurement, n (%) 

Hepatocellular injury‡ and BIL ≥2xULN, 

n (%) 

0 0 0 0 0 0 0 0 

Participants with at least 1 post 

baseline ALT, n (%) 
646 (>99) 325 (>99) 623 (96) 302 (93) 158 (24) 0 454 (70) 290 (89) 

ALT ≥3xULN, n (%) 150 (23) 2 (<1) 6 (<1) 1 (<1) 0 0 0 2 (<1) 

ALT ≥5xULN, n (%) 88 (14) 1 (<1) 2 (<1) 0 0 0 0 0 

ALT ≥8xULN, n (%) 51 (8) 1 (<1) 0 0 0 0 0 0 

ALT ≥10xULN, n (%) 37 (6) 1 (<1) 0 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

ALT ≥20xULN, n (%) 14 (2) 1 (<1) 0 0 0 0 0 0 

 

B. B-Well 2 

 

Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Hematological laboratory abnormalities 

Participants with at least 1 post 

baseline platelet measurement, n (%) 
560 (98) 280 (98) 545 (95) 262 (92) 135 (24) 0 405 (71) 252 (88) 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Platelets <100x109/L, n (%) 

At any visit 49 (9) 2 (<1) 30 (5) 0 0 0 2 (<1) 0 

At ≥2 consecutive visits 17 (3) 0 6 (1) 0 0 0 0 0 

At >1 non-consecutive visits 19 (3) 0 2 (<1) 0 0 0 0 0 

Platelets <75x109/L, n (%) 

At any visit 9 (2) 0 5 (<1) 0 0 0 0 0 

At ≥2 consecutive visits 3 (<1) 0 0 0 0 0 0 0 

At >1 non-consecutive visits 2 (<1) 0 0 0 0 0 0 0 

Platelets <50x109/L, n (%) 

At any visit 0 0 0 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

At ≥2 consecutive visits 0 0 0 0 0 0 0 0 

At >1 non-consecutive visits 0 0 0 0 0 0 0 0 

Renal laboratory abnormalities 

Participants with at least 1 post 

baseline serum creatinine 

measurement, n (%) 

564 (99) 281 (99) 547 (96) 262 (92) 136 (24) 0 407 (71) 256 (90) 

Serum creatinine >0.3 mg/dL change from baseline, n (%) 

At any visit 98 (17) 22 (8) 54 (9) 8 (3) 3 (<1) 0 1 (<1) 2 (<1) 

At ≥2 consecutive visits 24 (4) 5 (2) 6 (1) 0 0 0 0 0 

At >1 non-consecutive visits 34 (6) 5 (2) 11 (2) 1 (<1) 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Serum creatinine >0.5 mg/dL change from baseline, n (%) 

At any visit 15 (3) 4 (1) 3 (<1) 1 (<1) 0 0 0 0 

At ≥2 consecutive visits 2 (<1) 0 0 0 0 0 0 0 

At >1 non-consecutive visits 3 (<1) 0 0 0 0 0 0 0 

Participants with at least 1 post 

baseline eGFR measurement, n (%) 
564 (99) 281 (99) 547 (96) 262 (92) 136 (24) 0 407 (71) 256 (90) 

eGFR >30% reduction from baseline, n (%) 

At any visit 84 (15) 18 (6) 43 (8) 4 (1) 3 (<1) 0 2 (<1) 2 (<1) 

At ≥2 consecutive visits 21 (4) 2 (<1) 8 (1) 0 0 0 0 0 

At >1 non-consecutive visits 32 (6) 2 (<1) 14 (2) 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

eGFR >50% reduction from baseline, n (%) 

At any visit 6 (1) 2 (<1) 1 (<1) 0 0 0 0 0 

At ≥2 consecutive visits 0 0 0 0 0 0 0 0 

At >1 non-consecutive visits 0 0 0 0 0 0 0 0 

Participants with at least 1 post 

baseline urine ACR measurement, n (%) 
561 (98) 280 (98) 547 (96) 261 (92) NA** NA** NA** NA** 

Urine ACR >300 mg/g, n (%) 

At any visit 6 (1) 1 (<1) 5 (<1) 2 (<1) NA NA NA NA 

At ≥2 consecutive visits 1 (<1) 0 1 (<1) 0 NA NA NA NA 

At >1 non-consecutive visits 0 1 (<1) 0 1 (<1) NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Urine ACR >500 mg/g, n (%) 

At any visit 4 (<1) 0 1 (<1) 0 NA NA NA NA 

At ≥2 consecutive visits 1 (<1) 0 1 (<1) 0 NA NA NA NA 

At >1 non-consecutive visits 0 0 1 (<1) 0 NA NA NA NA 

Urine ACR >1000 mg/g, n (%) 

At any visit 1 (<1) 0 1 (<1) 0 NA NA NA NA 

At ≥2 consecutive visits 0 0 0 0 NA NA NA NA 

At >1 non-consecutive visits 0 0 0 0 NA NA NA NA 

Urine ACR >2000 mg/g, n (%) 

At any visit 0 0 0 0 NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

At ≥2 consecutive visits 0 0 0 0 NA NA NA NA 

At >1 non-consecutive visits 0 0 0 0 NA NA NA NA 

Participants with at least 1 urine 

sediment measurement, n (%) 
425 (74) 188 (66) 341 (60) 174 (61) NA** NA** NA** NA** 

Urine sediment, n (%) 

At any visit 126 (22) 51 (18) 65 (11) 39 (14) NA NA NA NA 

≥5 RBC/HPF 90 (16) 39 (14) 36 (6) 27 (9) NA NA NA NA 

≥5 WBC/HPF 70 (12) 24 (8) 45 (8) 20 (7) NA NA NA NA 

RBC casts 0 0 0 0 NA NA NA NA 

WBC casts 0 0 0 0 NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Hepatobiliary laboratory abnormalities 

Participants with at least 1 post 

baseline ALT and BIL measurement, n 

(%) 

564 (99) 281 (99) 547 (96) 262 (92) 136 (24) 0 407 (71) 256 (90) 

ALT ≥3xULN and BIL ≥2xULN*, n (%) 1 (<1) 0 0 0 0 0 0 0 

Participants with at least 1 post 

baseline ALT, BIL and ALP 

measurement, n (%) 

564 (99) 281 (99) 547 (96) 262 (92) 136 (24) 0 407 (71) 256 (90) 

ALT ≥3xULN and BIL ≥2xULN and ALP 

<2xULN, n (%) 

1 (<1) 0 0 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Participants with at least 1 post 

baseline ALT and INR measurement, n 

(%) 

245 (43) 100 (35) 20 (4) 7 (2) 1 (<1) 0 1 (<1) 1 (<1) 

ALT ≥3xULN and INR >1.5†, n (%) 0 0 0 0 0 0 0 0 

Hepatocellular injury: Participants with 

at least 1 post baseline ALT and ALP 

measurement on the same day, n (%) 

564 (99) 281 (99) 547 (96) 262 (92) 136 (24) 0 407 (71) 256 (90) 

Hepatocellular injury‡, n (%) 120 (21) 0 2 (<1) 0 0 0 2 (<1) 0 

Hepatocellular injury and BIL: 

Participants with at least 1 post 

baseline ALT and ALP measurement on 

564 (99) 281 (99) 547 (96) 262 (92) 136 (24) 0 407 (71) 256 (90) 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

the same day and at least 1 BIL 

measurement, n (%) 

Hepatocellular injury‡ and BIL ≥2xULN, 

n (%) 

1 (<1) 0 0 0 0 0 0 0 

Participants with at least 1 post 

baseline ALT measurement, n (%) 
564 (99) 281 (99) 547 (96) 262 (92) 136 (24) 0 407 (71) 256 (90) 

ALT ≥3xULN, n (%) 142 (25) 0 5 (<1) 0 0 0 2 (<1) 0 

ALT ≥5xULN, n (%) 79 (14) 0 2 (<1) 0 0 0 2 (<1) 0 

ALT ≥8xULN, n (%) 49 (9) 0 1 (<1) 0 0 0 2 (<1) 0 

ALT ≥10xULN, n (%) 37 (7) 0 1 (<1) 0 0 0 1 (<1) 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

ALT ≥20xULN, n (%) 11 (2) 0 0 0 0 0 0 0 

 

C. Pooled safety population 

 

Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Hematological laboratory abnormalities 

Participants with at least 1 post 

baseline platelet measurement, n (%) 
1203 (98) 604 (99) 1168 (96) 563 (92) 289 (24) 0 856 (70) 539 (88) 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Platelets <100x109/L, n (%) 

At any visit 100 (8) 3 (<1) 53 (4) 1 (<1) 1 (<1) 0 3 (<1) 1 (<1) 

At ≥2 consecutive visits 33 (3) 1 (<1) 10 (<1) 1 (<1) 0 0 1 (<1) 0 

At >1 non-consecutive visits 36 (3) 0 3 (<1) 0 0 0 0 0 

Platelets <75x109/L, n (%) 

At any visit 17 (1) 1 (<1) 6 (<1) 1 (<1) 0 0 0 0 

At ≥2 consecutive visits 5 (<1) 0 0 1 (<1) 0 0 0 0 

At >1 non-consecutive visits 3 (<1) 1 (<1) 0 0 0 0 0 0 

Platelets <50x109/L, n (%) 

At any visit 2 (<1) 0 0 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

At ≥2 consecutive visits 0 0 0 0 0 0 0 0 

At >1 non-consecutive visits 0 0 0 0 0 0 0 0 

Renal laboratory abnormalities 

Participants with at least 1 post 

baseline serum creatinine 

measurement, n (%) 

1210 (99) 606 (>99) 1170 (96) 564 (92) 294 (24) 0 861 (70) 546 (89) 

Serum creatinine >0.3 mg/dL change from baseline, n (%) 

At any visit 219 (18) 45 (7) 111 (9) 21 (3) 10 (<1) 0 10 (<1) 6 (<1) 

At ≥2 consecutive visits 53 (4) 11 (2) 21 (2) 1 (<1) 1 (<1) 0 2 (<1) 0 

At >1 non-consecutive visits 73 (6) 11 (2) 20 (2) 1 (<1) 2 (<1) 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Serum creatinine >0.5 mg/dL change from baseline, n (%) 

At any visit 31 (3) 9 (1) 11 (<1) 4 (<1) 1 (<1) 0 1 (<1) 1 (<1) 

At ≥2 consecutive visits 4 (<1) 2 (<1) 2 (<1) 0 1 (<1) 0 0 0 

At >1 non-consecutive visits 5 (<1) 0 1 (<1) 1 (<1) 0 0 0 0 

Participants with at least 1 post 

baseline eGFR measurement, n (%) 
1210 (99) 606 (>99) 1170 (96) 564 (92) 294 (24) 0 861 (70) 546 (89) 

eGFR >30% reduction from baseline, n (%) 

At any visit 194 (16) 39 (6) 94 (8) 11 (2) 7 (<1) 0 8 (<1) 6 (<1) 

At ≥2 consecutive visits 51 (4) 7 (1) 21 (2) 2 (<1) 1 (<1) 0 0 0 

At >1 non-consecutive visits 78 (6) 5 (<1) 26 (2) 0 1 (<1) 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

eGFR >50% reduction from baseline, n (%) 

At any visit 14 (1) 5 (<1) 3 (<1) 2 (<1) 0 0 1 (<1) 1 (<1) 

At ≥2 consecutive visits 1 (<1) 2 (<1) 0 0 0 0 0 0 

At >1 non-consecutive visits 1 (<1) 0 0 0 0 0 0 0 

Participants with at least 1 post 

baseline urine ACR measurement, n (%) 
1204 (98) 604 (99) 1170 (96) 563 (92)  NA** NA** NA** NA** 

Urine ACR >300 mg/g, n (%) 

At any visit 18 (1) 7 (1) 13 (1) 6 (<1) NA NA NA NA 

At ≥2 consecutive visits 4 (<1) 1 (<1) 3 (<1) 1 (<1) NA NA NA NA 

At >1 non-consecutive visits 3 (<1) 2 (<1) 1 (<1) 1 (<1) NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Urine ACR >500 mg/g, n (%) 

At any visit 13 (1) 5 (<1) 5 (<1) 2 (<1) NA NA NA NA 

At ≥2 consecutive visits 3 (<1) 0 3 (<1) 0 NA NA NA NA 

At >1 non-consecutive visits 2 (<1) 0 1 (<1) 0 NA NA NA NA 

Urine ACR >1000 mg/g, n (%) 

At any visit 6 (<1) 2 (<1) 2 (<1) 1 (<1) NA NA NA NA 

At ≥2 consecutive visits 1 (<1) 0 0 0 NA NA NA NA 

At >1 non-consecutive visits 1 (<1) 0 0 0 NA NA NA NA 

Urine ACR >2000 mg/g, n (%) 

At any visit 2 (<1) 0 0 0 NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

At ≥2 consecutive visits 0 0 0 0 NA NA NA NA 

At >1 non-consecutive visits 1 (<1) 0 0 0 NA NA NA NA 

Urine sediment, n (%) 

Participants with at least 1 urine 

sediment measurement, n (%) 
895 (73) 422 (69) 749 (61) 354 (58) NA** NA** NA** NA** 

At any visit 267 (22) 111 (18) 149 (12) 83 (14) NA NA NA NA 

≥5 RBC/HPF 183 (15) 76 (12) 84 (7) 51 (8) NA NA NA NA 

≥5 WBC/HPF 151 (12) 61 (10) 97 (8) 49 (8) NA NA NA NA 

RBC casts 0 0 0 0 NA NA NA NA 

WBC casts 0 0 0 0 NA NA NA NA 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Hepatobiliary laboratory abnormalities 

Participants with at least 1 post 

baseline ALT and BIL measurement, n 

(%) 

1210 (99) 606 (>99) 1170 (96) 564 (92) 294 (24) 0 861 (70) 546 (89) 

ALT ≥3xULN and BIL ≥2xULN*, n (%) 1 (<1) 0 1 (<1)§ 0 0 0 0 0 

Participants with at least 1 post 

baseline ALT, BIL and ALP 

measurement, n (%) 

1210 (99) 606 (>99) 1170 (96) 564 (92) 294 (24) 0 861 (70) 546 (89) 

ALT ≥3xULN and BIL ≥2xULN and ALP 

<2xULN, n (%) 

1 (<1) 0 1 (<1) 0 0 0 0 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

ALT and INR: Participants with at least 1 

post baseline ALT and INR 

measurement, n (%) 

499 (41) 205 (34) 42 (3) 19 (3) 2 (<1) 0 1 (<1) 1 (<1) 

ALT ≥3xULN and INR >1.5†, n (%) 0 0 0 0 0 0 0 0 

Hepatocellular injury: Participants with 

at least 1 post baseline ALT and ALP 

measurement on the same day, n (%) 

1210 (99) 606 (>99) 1170 (96) 564 (92) 294 (24) 0 861 (70) 546 (89) 

Hepatocellular injury‡, n (%) 239 (20) 2 (<1) 5 (<1) 0 0 0 2 (<1) 2 (<1) 

Hepatocellular injury and BIL: 

Participants with at least 1 post 

baseline ALT and ALP measurement on 

1210 (99) 606 (>99 1170 (96) 564 (92) 294 (24) 0 861 (70) 546 (89) 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

the same day and at least 1 BIL 

measurement, n (%) 

Hepatocellular injury‡ and BIL ≥2xULN, 

n (%) 

1 (<1) 0 0 0 0 0 0 0 

Subjects with at least 1 post baseline 

ALT, n (%) 
1210 (99) 606 (>99) 1170 (96) 564 (92) 294 (24) 0 861 (70) 546 (89) 

ALT ≥3xULN, n (%) 292 (24) 2 (<1) 11 (<1) 1 (<1) 0 0 2 (<1) 2 (<1) 

ALT ≥5xULN, n (%) 167 (14) 1 (<1) 4 (<1) 0 0 0 2 (<1) 0 

ALT ≥8xULN, n (%) 100 (8) 1 (<1) 1 (<1) 0 0 0 2 (<1) 0 

ALT ≥10xULN, n (%) 74 (6) 1 (<1) 1 (<1) 0 0 0 1 (<1) 0 
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Week 1–24 Week 25–48 Week 49–72 

NA cessation Continue NA 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

ALT ≥20xULN, n (%) 25 (2) 1 (<1) 0 0 0 0 0 0 

INR is not routinely tested through the central laboratory as part of the schedule of assessment. 

*If direct bilirubin is available, then direct bilirubin as a portion of total bilirubin must be >35% when total bilirubin is ≥2xULN, in order to satisfy 

the criteria; bilirubin value is on or up to 28 days after ALT value. †INR value is on or up to 28 days after ALT value. ‡Hepatocellular injury is 

defined as ([ALT/ALT ULN]/[ALP/ALP ULN]) ≥5 and ALT ≥3xULN. ALT and ALP values must occur on the same day. §This participant also 

experienced a concurrent SAE of bile duct stone in Week 25‒48, which was the likely cause for the event and not considered related to 

treatment. **Urinalysis is not scheduled after Week 48. 

ACR, albumin/creatinine ratio; ALP, alkaline phosphatase; ALT, alanine aminotransferase; BIL, bilirubin; eGFR, estimated glomerular filtration 

rate; HPF, high-power field; INR, international normalized ratio; RBC, red blood cells; ULN, upper limit of normal; WBC, white blood cells.
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Table S6. HBeAg and anti-HBe status at Week 24 and Week 72 and functional cure rate 

 B-Well 1 B-Well 2 

 Week 24 Week 72 Week 24 Week 72 

HBeAg positive at baseline 
Bepirovirsen 

N=55 

Placebo 

N=28 

Bepirovirsen 

N=55 

Placebo 

N=28 

Bepirovirsen 

N=43 

Placebo 

N=26 

Bepirovirsen 

N=43 

Placebo 

N=26 

Participants with HBeAg 

measurement 
35 (64) 16 (57) 55 (100) 24 (86) 40 (93) 22 (85) 38 (88) 22 (85) 

Participants with anti-HBe 

measurement 
55 (100) 25 (89) 55 (100) 24 (86) 40 (93) 22 (85) 38 (88) 22 (85) 

HBeAg loss, n (%)*  12 (22) 0 16 (29) 3 (11) 15 (35) 1 (4) 11 (26) 2 (8) 

Seroconversion from HBeAg-positive 

to negative and anti-HBe negative to 

positive, n (%)†   

4 (33) 0 3 (19) 1 (33) 4 (27) 0 3 (27) 0 



 

 
103 

  
 
   

HBeAg loss and functional cure‡, n 

(%)* 
5 (9) 0 6 (11) 0 1 (2) 0 2 (5) 0 

Seroconversion from HBeAg-positive 

to negative, anti-HBe negative to 

positive and achieved functional 

cure, n (%)† 

2 (40) 0 1 (17) 0 0 0 0 0 

*Percentage calculated among those HBeAg-positive at baseline. †Percentage calculated among those who converted from HBeAg positive at 

baseline to negative at the week of interest. ‡Achieved functional cure at Week 72. 

HBeAg, hepatitis B e-antigen.
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Table S7. Mean (SD) anti-HBs at baseline and Weeks 24, 48 and 72 

 
B-Well 1 B-Well 2 

 
Bepirovirsen 

N=650 

Placebo 

N=328 

Bepirovirsen 

N=570 

Placebo 

N=286 

Anti-HBs  

Baseline, n 624 311 551 279 

mean (SD), IU/L 5.1 (10.8) 4.2 (2.8) 7.4 (64.5) 4.6 (4.8) 

Week 24, n 607 296 527 250 

mean (SD), IU/L 129.4 (1042.2) 4.8 (9.0) 63.6 (230.5) 4.4 (3.3) 

Week 48, n 611 291 537 259 

mean (SD), IU/L 55.5 (397.7) 4.5 (4.8) 111.3 (1205.6) 4.6 (4.3) 

Week 72, n  602 287 533 250 

mean (SD), IU/L 38.2 (190.5) 4.5 (5.0) 128.5 (1536.0) 4.7 (4.7) 
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Anti-HBs, hepatitis B surface antibody; SD, standard deviation. 
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Table S8. Participants with adverse events by study stage over Week 1–72  

A. B-Well 1 

 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=652 

PBO 

N=326 

BPV 

N=635 

PBO 

N=314 

BPV 

N=623 

PBO 

N=304 

BPV 

N=457 

PBO 

N=293 

BPV 

N=159 

PBO 

N=0 

BPV 

N=652 

PBO 

N=326 

Any AE, n (%) 538 (83) 182 (56) 417 (66) 136 (43) 294 (47) 131 (43) 91 (20) 51 (17) 65 (41) 0 585 (90) 232 (71) 

AEs leading to 

permanent 

discontinuation of 

study treatment* 

20 (3) 0 6 (<1) 0 0 0 0 0 0 0 26 (4) 0 

AEs leading to dose 

reduction* 

12 (2) 0 1 (<1) 0 0 0 0 0 0 0 13 (2)  0 
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 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=652 

PBO 

N=326 

BPV 

N=635 

PBO 

N=314 

BPV 

N=623 

PBO 

N=304 

BPV 

N=457 

PBO 

N=293 

BPV 

N=159 

PBO 

N=0 

BPV 

N=652 

PBO 

N=326 

AEs leading to dose 

interruption/delay* 

56 (9) 6 (2) 54 (9) 4 (1) 0 0 0 0 0 0 100 (15) 10 (3) 

AEs of Grade ≥3 

severity† 

82 (13) 5 (2) 18 (3) 4 (1) 19 (3) 7 (2) 4 (<1) 4 (1) 3 (2) 0 113 (17) 18 (6) 

AESIs‡, n (%)             

Injection-site 

reaction 

304 (47) 34 (10) 161 (25) 12 (4) 20 (3) 0 2 (<1) 0 0 0 331 (51) 39 (12) 

Vascular 

inflammation,  

complement 

156 (24) 28 (9) 79 (12) 15 (5) 28 (4) 17 (6) 16 (4) 9 (3) 5 (3) 0 236 (36) 56 (17) 
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 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=652 

PBO 

N=326 

BPV 

N=635 

PBO 

N=314 

BPV 

N=623 

PBO 

N=304 

BPV 

N=457 

PBO 

N=293 

BPV 

N=159 

PBO 

N=0 

BPV 

N=652 

PBO 

N=326 

activation, and 

other immune 

associated effects 

Thrombocytopenia 201 (31) 32 (10) 160 (25) 19 (6) 28 (4) 4 (1) 3 (<1) 3 (1) 1 (<1) 0 281 (43) 47 (14) 

ALT increase 176 (27) 14 (4) 34 (5) 8 (3) 16 (3) 8 (3) 8 (2) 4 (1) 4 (3) 0 185 (28) 28 (9) 

Renal injury 58 (9) 21 (6) 68 (11) 21 (7) 36 (6) 10 (3) 2 (<1) 2 (<1) 1 (<1) 0 101 (15) 33 (10) 

Any SAE, n (%) 16 (2) 4 (1) 9 (1) 2 (<1) 19 (3) 5 (2) 3 (<1) 3 (1) 0 0 47 (7) 11 (3) 

SAEs related to 

study treatment 

9 (1) 0 3 (<1) 0 0 0 0 0 0 0 12 (2) 0 
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 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=652 

PBO 

N=326 

BPV 

N=635 

PBO 

N=314 

BPV 

N=623 

PBO 

N=304 

BPV 

N=457 

PBO 

N=293 

BPV 

N=159 

PBO 

N=0 

BPV 

N=652 

PBO 

N=326 

Fatal SAEs§ 0 0 0 0 1 (<1) 0 0 0 0 0 1 (<1) 0 

Fatal SAEs related 

to study treatment 

0 0 0 0 0 0 0 0 0 0 0 0 
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B. B-Well 2 

 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=571 

PBO 

N=285 

BPV 

N=554 

PBO 

N=272 

BPV 

N=550 

PBO 

N=262 

BPV 

N=409 

PBO 

N=257 

BPV 

N=136 

PBO 

N=0 

BPV 

N=571 

PBO 

N=285 

Any AE, n (%) 486 (85) 158 (55) 380 69) 131 (48) 282 (51) 113 (43) 96 (23) 55 (21) 59 (43) 0 525 (92) 212 (74) 

AEs leading to permanent 

discontinuation of study 

treatment* 

11 (2) 2 (<1) 4 (<1) 0 0 0 0 0 0 0 15 (3) 2 (<1) 

AEs leading to dose 

reduction* 

11 (2) 0 0 0 0 0 0 0 0 0 11 (2) 0 

AEs leading to dose 

interruption/delay* 

59 (10) 2 (<1) 45 (8) 1 (<1) 0 0 0 0 0 0 93 (16) 3 (1) 
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 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=571 

PBO 

N=285 

BPV 

N=554 

PBO 

N=272 

BPV 

N=550 

PBO 

N=262 

BPV 

N=409 

PBO 

N=257 

BPV 

N=136 

PBO 

N=0 

BPV 

N=571 

PBO 

N=285 

AEs of Grade ≥3 severity† 80 (14) 3 (1) 26 (5) 6 (2) 18 (3) 5 (2) 6 (1) 5 (2) 1 (<1) 0 119 (21) 17 (6) 

AESIs‡, n (%)             

Injection-site reaction 292 (51) 32 (11) 163 (29) 23 (8) 25 (5) 1 (<1) 1 (<1) 0 0 0 321 (56) 45 (16) 

Vascular inflammation,  

complement activation, and 

other immune associated 

effects 

153 (27) 28 (10) 86 (16) 10 (4) 32 (6) 12 (5) 13 (3) 7 (3) 11 (8) 0 217 (38) 47 (16) 

Thrombocytopenia 186 (33) 28 (10) 146 (26) 21 (8) 20 (4) 5 (2) 5 (1) 0 2 (1) 0 238 (42) 42 (15) 

ALT increase 150 (26) 9 (3) 47 (8) 7 (3) 41 (7) 9 (3) 10 (2) 3 (1) 3 (2) 0 175 (31) 22 (8) 
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 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=571 

PBO 

N=285 

BPV 

N=554 

PBO 

N=272 

BPV 

N=550 

PBO 

N=262 

BPV 

N=409 

PBO 

N=257 

BPV 

N=136 

PBO 

N=0 

BPV 

N=571 

PBO 

N=285 

Renal injury 76 (13) 14 (5) 83 (15) 23 (8) 64 (12) 14 (5) 3 (<1) 1 (<1) 8 (6) 0 118 (21) 32 (11) 

Any SAE, n (%) 18(3) 0 5 (<1) 3 (1) 13 (2) 7 (3) 7 (2) 5 (2) 0 0 45 (8) 14 (5) 

SAEs related to study 

treatment 

10 (2) 0 1 (<1) 0 1 (<1) 0 0 0 0 0 12 (2) 0 

Fatal SAEs§ 1 (<1) 0 0 0 0 0 0 0 0 0 1 (<1) 0 

Fatal SAEs related to study 

treatment 

0 0 0 0 0 0 0 0 0 0 0 0 
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C. Pooled safety population 

 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=1223 

PBO 

N=611 

BPV 

N=1189 

PBO 

N=586 

BPV 

N=1173 

PBO 

N=566 

BPV 

N=866 

PBO 

N=550 

BPV 

N=295 

PBO 

N=0 

BPV 

N=1223 

PBO 

N=611 

Any AE, n (%) 1024 (84) 340 (56) 797 (67) 267 (46) 576 (49) 244 (43) 187 (22) 106 (19) 124 (42) 0 1109 (91) 444 (73) 

AEs leading to permanent 

discontinuation of study 

treatment* 

31 (3) 2 (<1) 10 (<1) 0 0 0 0 0 0 0 41 (3) 2 (<1) 

AEs leading to dose 

reduction* 

23 (2) 0 1 (<1) 0 0 0 0 0 0 0 24 (2) 0 

AEs leading to dose 

interruption/delay* 

115 (9) 8 (1) 99 (8) 5 (<1) 0 0 0 0 0 0 193 (16) 13 (2) 
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 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=1223 

PBO 

N=611 

BPV 

N=1189 

PBO 

N=586 

BPV 

N=1173 

PBO 

N=566 

BPV 

N=866 

PBO 

N=550 

BPV 

N=295 

PBO 

N=0 

BPV 

N=1223 

PBO 

N=611 

AEs of Grade ≥3 severity† 162 (13) 8 (1) 44 (4) 10 (2) 37 (3) 12 (2) 10 (1) 9 (2) 4 (1) 0 231 (19) 35 (6) 

AESIs‡, n (%)             

Injection-site reaction 596 (49) 66 (11) 324 (27) 35 (6) 45 (4) 1 (<1) 3 (<1) 0 0 0 652 (53) 84 (14) 

Vascular inflammation,  

complement activation, and 

other immune associated 

effects 

309 (25) 56 (9) 165 (14) 25 (4) 60 (5) 29 (5) 29 (3) 16(3) 16 (5) 0 450 (37) 103 (17) 

Thrombocytopenia 387 (32) 60 (10) 306 (26) 40 (7) 48 (4) 9 (2) 8 (<1) 3 (<1) 3 (1) 0 519 (42) 89 (15) 

ALT increase 326 (27) 23 (4) 81 (7) 15 (3) 57 (5) 17 (3) 18 (2) 7 (1) 7 (2) 0 360 (29) 50 (8) 
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 Treatment period Post study treatment Overall 

Week 1–12 Week 13–24 Week 25–48 Week 49–72 

NA continued 

Week 49–72 

NA discontinued 

Week 1–72 

BPV 

N=1223 

PBO 

N=611 

BPV 

N=1189 

PBO 

N=586 

BPV 

N=1173 

PBO 

N=566 

BPV 

N=866 

PBO 

N=550 

BPV 

N=295 

PBO 

N=0 

BPV 

N=1223 

PBO 

N=611 

Renal injury 134 (11) 35 (6) 151 (13) 44 (8) 100 (9) 24 (4) 5 (<1) 3 (<1) 9 (3) 0 218 (18) 65 (11) 

Any SAE, n (%) 34 (3) 4 (<1) 14 (1) 5 (<1) 32 (3) 12 (2) 10 (1) 8 (1) 0 0 88 (7) 25 (4) 

SAEs related to study 

treatment 

19 (2) 0 4 (<1) 0 1 (<1) 0 0 0 0 0 24 (2) 0 

Fatal SAEs‡ 1 (<1) 0 0 0 1 (<1) 0 0 0 0 0 2 (<1) 0 

Fatal SAEs related to study 

treatment 

0 0 0 0 0 0 0 0 0 0 0 0 
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D. Participants with adverse events of special interest during the treatment period (Week1–24), in B-Well 1, B-Well 2, and both studies 

pooled 

 B-Well 1 B-Well 2 Pooled data 

 BPV 
N=652 

PBO 
N=326 

BPV 
N=571 

PBO 
N=285 

BPV 
N=1223 

PBO 
N=611 

Any AE, n (%) 575 (88) 210 (64) 512 (90) 189 (66) 1087 (89) 399 (65) 

AESIs‡, n (%)       

Injection-site reactions 330 (51) 39 (12) 318 (56) 45 (16) 648 (53) 84 (14) 

Vascular inflammation, complement activation, and other 
immune associated effects 

207 (32) 40 (12) 194 (34) 32 (11) 401 (33) 72 (12) 

Thrombocytopenia 274 (42) 43 (13) 235 (41) 41 (14) 509 (42) 84 (14) 

ALT increase 183 (28) 20 (6) 160 (28) 14 (5) 343 (28) 34 (6) 

Renal injury 90 (14) 29 (9) 106 (19) 28 (10) 196 (16) 57 (9) 

*AE categories were not mutually exclusive; participants may have been counted in more than one category. †AEs were graded according to the 
Division of AIDS (DAIDS) Table for Grading the Severity of Adult and Pediatric Adverse Events, corrected version 2.1. Grade 1 indicates a mild 
event, Grade 2 a moderate event, Grade 3 a severe event, Grade 4 a potentially life-threatening event, and Grade 5 death. Investigators 
judgement may be used in assigning clinical severity, and may not always align with DAIDS grading. ‡AESIs are subset of events reported as AEs; 
events are reported under both headings. AESIs were defined according to standardized Medical Dictionary for Regulatory Activities (MedDRA) 
queries or MedDRA high-level terms or individual Preferred Terms (see Table S12 for further information). §A death in B-Well 1 occurred 
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following a reported “near drowning” event during Weeks 37–48, ten months after the last dose of study treatment. The death in B-Well 2 was 
aortic dissection 25 days after study treatment initiation, with autopsy findings indicative of cardiovascular disease. 

Participants may be listed in more than one stage. 
AE, adverse event; AESI, adverse event of special interest; ALT, alanine aminotransferase; BPV, bepirovirsen; PBO, placebo; SAE, serious adverse 
event.  
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Table S9. Adverse events (Week 1–24; treatment period) reported in ≥3% of participants across treatment arms in the pooled safety 

population by Preferred Term 

 

B-Well 1 B-Well 2 Pooled safety population 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Injection site erythema 196 (30) 6 (2) 188 (33) 6 (2) 384 (31) 12 (2) 

Injection site pain 130 (20) 13 (4) 147 (26) 18 (6) 277 (23) 31 (5) 

Alanine aminotransferase increased 148 (23) 13 (4) 121 (21) 5 (2) 269 (22) 18 (3) 

Pyrexia 132 (20) 10 (3) 104 (18) 8 (3) 236 (19) 18 (3) 

Headache 93 (14) 35 (11) 75 (13) 35 (12) 168 (14) 70 (11) 

Injection site pruritus 104 (16) 6 (2) 115 (20) 3 (1) 219 (18) 9 (1) 

Upper respiratory tract infection 71 (11) 39 (12) 76 (13) 33 (12) 147 (12) 72 (12) 

Injection site bruising 81 (12) 12 (4) 95 (17) 16 (6) 176 (14) 28 (5) 

Aspartate aminotransferase increased 96 (15) 5 (2) 87 (15) 3 (1) 183 (15) 8 (1) 
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B-Well 1 B-Well 2 Pooled safety population 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Platelet count decreased 97 (15) 2 (<1) 83 (15) 3 (1) 180 (15) 5 (<1) 

Fatigue 63 (10) 16 (5) 50 (9) 13 (5) 113 (9) 29 (5) 

Nasopharyngitis 41 (6) 29 (9) 30 (5) 19 (7) 71 (6) 48 (8) 

Myalgia 51 (8) 11 (3) 44 (8) 8 (3) 95 (8) 19 (3) 

Thrombocytopenia 55 (8) 6 (2) 45 (8) 4 (1) 100 (8) 10 (2) 

Injection site swelling 40 (6) 1 (<1) 53 (9) 1 (<1) 93 (8) 2 (<1) 

Injection site discoloration 45 (7) 2 (<1) 38 (7) 1 (<1) 83 (7) 3 (<1) 

Glomerular filtration rate decreased 27 (4) 9 (3) 39 (7) 4 (1) 66 (5) 13 (2) 

Injection site reaction 41 (6) 0 36 (6) 2 (<1) 77 (6) 2 (<1) 

Cough 34 (5) 16 (5) 20 (4) 8 (3) 54 (4) 24 (4) 

Diarrhea 26 (4) 21 (6) 20 (4) 6 (2) 46 (4) 27 (4) 
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B-Well 1 B-Well 2 Pooled safety population 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Protein urine present 27 (4) 9 (3) 25 (4) 10 (4) 52 (4) 19 (3) 

Pruritus 34 (5) 5 (2) 22 (4) 7 (2) 56 (5) 12 (2) 

Arthralgia 29 (4) 10 (3) 20 (4) 7 (2) 49 (4) 17 (3) 

Erythema 26 (4) 1 (<1) 36 (6) 2 (<1) 62 (5) 3 (<1) 

Back pain 22 (3) 12 (4) 19 (3) 11 (4) 41 (3) 23 (4) 

Dizziness 23 (4) 9 (3) 21 (4) 11 (4) 44 (4) 20 (3) 

Injection site hemorrhage 34 (5) 2 (<1) 22 (4) 5 (2) 56 (5) 7 (1) 

Asthenia 30 (5) 1 (<1) 26 (5) 4 (1) 56 (5) 5 (<1) 

Influenza-like illness 21 (3) 5 (2) 26 (5) 4 (1) 47 (4) 9 (1) 
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Table S10. SAEs and SAEs related to study treatment by System Organ Class and Preferred Term (Weeks 1‒24; treatment period) 

 

B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Any SAE, n (%) 25 (4) 5 (2) 12 (2) 0 23 (4) 3 (1) 11 (2) 0 48 (4) 8 (1) 23 (2) 0 

Infections and 

infestations  

3 (<1) 1 (<1) 0 0 7 (1) 0 1 (<1) 0 10 (<1) 1 (<1) 1 (<1) 0 

Gastroenteritis 1 (<1) 0 0 0 1 (<1) 0 1 (<1) 0 2 (<1) 0 1 (<1) 0 

Pneumonia 0 1 (<1) 0 0 1 (<1) 0 0 0 1 (<1) 1 (<1) 0 0 

Abscess limb 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Appendicitis 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Chronic sinusitis 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Dengue fever 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Endocarditis 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Herpes zoster 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Urinary tract 

infection 

0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Hepatobiliary 

disorders 

3 (<1) 0 2 (<1) 0 5 (<1) 0 5 (<1) 0 8 (<1) 0 7 (<1) 0 

Immune-mediated 

hepatic disorder† 

0 0 0 0 4 (<1) 0 4 (<1) 0 4 (<1) 0 4 (<1) 0 

Hepatic function 

abnormal† 

2 (<1) 0 2 (<1) 0 1 (<1) 0 1 (<1) 0 3 (<1) 0 3 (<1) 0 

Bile duct stone 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Injury, poisoning and 

procedural 

complications 

1 (<1) 1 (<1) 0 0 3 (<1) 1 (<1) 0 0 4 (<1) 2 (<1) 0 0 

Burns second 

degree 

0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Craniofacial fracture 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Fall 0 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 

Lower limb fracture 0 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 

Multiple injuries 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Subdural 

hemorrhage 

0 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Upper limb fracture 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

General disorders 

and administration 

site conditions 

2 (<1) 0 1 (<1) 0 2 (<1) 0 0 0 4 (<1) 0 1 (<1) 0 

Chest pain 2 (<1) 0 1 (<1) 0 0 0 0 0 2 (<1) 0 1 (<1) 0 

Asthenia 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Death 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Musculoskeletal and 

connective tissue 

disorders 

1 (<1) 2 (<1) 0 0 0 1 (<1) 0 0 1 (<1) 3 (<1) 0 0 

Arthralgia 0 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Intervertebral disc 

protrusion 

0 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 

Myalgia 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Rotator cuff 

syndrome 

0 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 

Neoplasms benign, 

malignant and 

unspecified 

(including cysts and 

polyps)  

4 (<1) 0 0 0 0 0 0 0 4 (<1) 0 0 0 

B-cell lymphoma 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Extramammary 

Paget's disease 

1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Neoplasm prostate 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Pancreatic 

neoplasm‡ 

1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Renal and urinary 

disorders 

1 (<1) 1 (<1) 0 0 2 (<1) 0 1 (<1) 0 3 (<1) 1 (<1) 1 (<1) 0 

Hydronephrosis 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

IgA nephropathy 0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 

Renal colic 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Renal impairment 0 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Gastrointestinal 

disorders 

2 (<1) 1 (<1) 2 (<1) 0 0 0 0 0 2 (<1) 1 (<1) 2 (<1) 0 

Inguinal hernia 0 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 

Omental infarction 1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1) 0 1 (<1) 0 

Vomiting 1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1) 0 1 (<1) 0 

Investigations 2 (<1) 0 2 (<1) 0 1 (<1) 0 1 (<1) 0 3 (<1) 0 3 (<1) 0 

Alanine 

aminotransferase 

increased 

0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Aspartate 

aminotransferase 

increased 

0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 

Coagulation factor 

decreased 

1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1) 0 1 (<1) 0 

Platelet count 

decreased 

1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1) 0 1 (<1) 0 

Nervous system 

disorders 

3 (<1) 0 2 (<1) 0 0 0 0 0 3 (<1) 0 2 (<1) 0 

Presyncope 2 (<1) 0 1 (<1) 0 0 0 0 0 2 (<1) 0 1 (<1) 0 

Myoclonus 1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1) 0 1 (<1) 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Blood and lymphatic 

system disorders 

2 (<1) 0 2 (<1) 0 0 0 0 0 2 (<1) 0 2 (<1) 0 

Autoimmune 

hemolytic anemia 

1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1) 0 1 (<1) 0 

Thrombocytopenia 1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1) 0 1 (<1) 0 

Eye disorders 1 (<1) 0 0 0 0 1 (<1) 0 0 1 (<1) 1 (<1) 0 0 

Cataract 0 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 

Epiretinal 

membrane 

0 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 

Optic atrophy 1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Cardiac disorders 0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Tachycardia 0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 

Ear and labyrinth 

disorders 

1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Endolymphatic 

hydrops 

1 (<1) 0 0 0 0 0 0 0 1 (<1) 0 0 0 

Psychiatric disorders 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Suicide attempt 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Reproductive system 

and breast disorders 

0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 

Breast disorder 0 0 0 0 1 (<1) 0 0 0 1 (<1) 0 0 0 
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B-Well 1 B-Well 2 Pooled safety population 

SAEs in Week 1‒24 Treatment-related SAEs in 

Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

SAEs in Week 1‒24 Treatment-related SAEs 

in Week 1‒24* 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Respiratory, thoracic 

and mediastinal 

disorders 

0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 

Lung disorder 0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 1 (<1) 0 

Skin and 

subcutaneous tissue 

disorders 

1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1%) 0 1 (<1%) 0 

Cutaneous vasculitis 1 (<1) 0 1 (<1) 0 0 0 0 0 1 (<1%) 0 1 (<1%) 0 

Vascular disorders 0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1%) 0 1 (<1%) 0 

Vasculitis 0 0 0 0 1 (<1) 0 1 (<1) 0 1 (<1%) 0 1 (<1%) 0 
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*SAEs related to study treatment are a subcategory of SAEs; events are recorded in both. †’Immune-mediated hepatic disorder’ and ‘Hepatic 

function abnormal’ described ALT increases (with/without bilirubin increase) and were captured under different Preferred Terms due to 

physician’s discretion in SAE reporting. ‡A death occurred after study withdrawal of the participant who had an SAE of pancreatic neoplasm 

during the study. 

ALT, alanine aminotransferase; IgA, immunoglobulin A; SAE, serious adverse event. 
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Table S11. Summary of protocol-defined treatment hold or stopping events (Week 1–24) 

A. B-Well 1 

 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Hematological treatment holding/stopping events* 

Participants with hematological holding/stopping events, n (%) 17 (3) 1 (<1) 58 (9) 1 (<1) 63 (10) 2 (<1) 

Participants with hematological stopping events, n (%) 2 (<1) 1 (<1) 2 (<1) 0 4 (<1) 1 (<1) 

Platelet count 50 x 10^9/L to <75 x 10^9/L and positive for 
anti-platelet antibodies, n/N (%) 

0/2 1/1 (100) 2/2 (100) 0 2/4 (50) 1/1 (100) 

Platelet count <50 x 10^9/L, n/N (%) 2/2 (100) 0/1 0/2 0 2/4 (50) 0/1 

Participants with hematological hold event, n (%) 15 (2) 0 57 (9) 1 (<1) 60 (9) 1 (<1) 

Platelet count 75 x 10^9/L to <100 x 10^9/L, n/N (%) 15/15 (100) 0 54//57 (95) 1/1 (100) 57/60 (95) 1/1 (100) 

Platelet count 50 x 10^9/L to <75 x 10^9/L and negative for 
anti-platelet antibodies, n/N (%) 

0/15 0 3/57 (5) 0/1 3/60 (5) 0/1 

Drug-induced kidney (renal) injury treatment holding/stopping events 

Participants with drug-induced kidney injury holding/stopping 
event, n (%) 

6 (<1) 2 (<1) 18 (3) 1 (<1) 22 (3) 3 (<1) 
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 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Participants with drug-induced kidney injury stopping event, n 
(%) 

0 0 0 0 0 0 

uACR ≥2 mg/mg (2000 mg/g) and acute glomerulonephritis 
is confirmed or probable, n/N (%) 

0 0 0 0 0 0 

Participants with drug-induced kidney injury hold event, n (%) 6 (<1) 2 (<1) 18 (3) 1 (<1) 22 (3) 3 (<1) 

uACR ≥0.5 mg/mg (≥500 mg/g) for 2 or more consecutive 
weeks, n/N (%) 

2/6 (33) 1/2 (50) 5/18 (28) 0/1 7/22 (32) 1/3 (33) 

eGFR >30% reduction from pre-dose range for 2 or more 
consecutive weeks, n/N (%) 

3/6 (50) 1/2 (50) 15/18 (83) 1/1 (100) 17/22 (77) 2/3 (67) 

uACR ≥2 mg/mg (2000 mg/g) and acute glomerulonephritis 
is not confirmed or probable, n/N (%) 

2/6 (33) 0/2 1/18 (6) 0/1 3/22 (14) 0/3 

Liver monitoring†/treatment holding/stopping event 

Participants with liver monitoring/holding/stopping events, n (%) 40 (6) 1 (<1) 0 0 40 (6) 1 (<1) 

Participants with liver stopping events, n (%) 1 (<1) 0 0 0 1 (<1) 0 

Participants with liver holding event that never reached stopping 
criteria, n (%) 

26 (4) 1 (<1) 0 0 26 (4) 1 (<1) 

Participants with liver monitoring event that never reached 
holding/stopping criteria, n (%)  

13 (2) 0 0 0 13 (2) 0 

Potential drug-induced vascular injury and complement holding/stopping events‡ 

Participants with drug-induced vascular injury and complement 
holding/stopping events, n (%) 

5 (<1) 0 2 (<1) 0 7 (1) 0 
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 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Bepirovirsen 

N=652 

Placebo 

N=326 

Participants with drug-induced vascular injury and treatment 
stopping event, n (%) 

5 (<1) 0 1 (<1) 0 6 (<1) 0 

Suspected clinical sequelae of complement activation, drug 
induced vascular injury, vasculitis or auto immunity 
regardless of biomarkers changes or persistence, n/N (%) 

5/5 (100) 0 1/1 (100) 0 6/6 (100) 0 

Participants with drug-induced vascular injury and treatment 
hold event, n (%) 

0 0 1 (<1) 0 1 (<1) 0 

Developed signs/symptoms of potential complement 
activation/drug-induced vascular injury, n/N (%) 

0 0 1/1 (100) 0 1/1 (100) 0 
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B. B-Well 2 

 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=571 

Placebo 

N=3285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Hematological treatment holding/stopping events* 

Participants with hematological holding/stopping events, n (%) 12 (2) 1 (<1) 54 (9) 1 (<1) 57 (10) 2 (<1) 

Participants with hematological stopping events, n (%) 0 0 4 (<1) 0 4 (<1) 0 

Platelet count 50 x 10^9/L to <75 x 10^9/L and positive for 
anti-platelet antibodies, n/N (%) 

0 0 4/4 (100) 0 4/4 (100) 0 

Platelet count <50 x 10^9/L, n/N (%) 0 0 0/4 0 0/4 0 

Participants with hematological hold event, n (%) 12 (2) 1 (<1) 51 (9) 1 (<1) 54 (9) 2 (<1) 

Platelet count 75 x 10^9/L to <100 x 10^9/L, n/N (%) 11/12 (92) 1/1 (100) 45/51 (88) 1/1 (100) 49/54 (91) 2/2 (100) 

Platelet count 50 x 10^9/L to <75 x 10^9/L and negative for 
anti-platelet antibodies, n/N (%) 

1/12 (8) 0/1 6/51 (12) 0/1 5/54 (9) 0/2 

Drug-induced kidney (renal) injury treatment holding/stopping events 

Participants with drug-induced kidney injury holding/stopping 
event, n (%) 

3 (<1) 1 (<1) 11 (2) 0 13 (2) 1 (<1) 

Participants with drug-induced kidney injury stopping event, n 
(%) 

0 0 0 0 0 0 
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 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=571 

Placebo 

N=3285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

uACR ≥2 mg/mg (2000 mg/g) and acute glomerulonephritis 
is confirmed or probable, n/N (%) 

0 0 0 0 0 0 

Participants with drug-induced kidney injury hold event, n (%) 3 (<1) 1 (<1) 11 (2) 0 13 (2) 1 (<1) 

uACR ≥0.5 mg/mg (≥500 mg/g) for 2 or more consecutive 
weeks, n/N (%) 

2/3 (67) 0/1 1/11 (9) 0 3/13 (23) 0/1 

eGFR >30% reduction from pre-dose range for 2 or more 
consecutive weeks, n/N (%) 

2/3 (67) 1/1 (100) 10/11 (91) 0 11/13 (85) 1/1 (100) 

uACR ≥2 mg/mg (2000 mg/g) and acute glomerulonephritis 
is not confirmed or probable, n/N (%) 

0/3 0/1 0/11 0 0/13 0/1 

Liver monitoring†/treatment holding/stopping event 

Participants with liver monitoring/holding/stopping events, n (%) 36 (6) 0 0 0 36 (6) 0 

Participants with liver stopping events, n (%) 3 (<1) 0 0 0 3 (<1) 0 

Participants with liver holding event that never reached stopping 
criteria, n (%) 

27 (5) 0 0 0 27 (5) 0 

Participants with liver monitoring event that never reached 
holding/stopping criteria, n (%)  

6 (1) 0 0 0 6 (1) 0 

Potential drug-induced vascular injury and complement holding/stopping events‡ 

Participants with drug-induced vascular injury and complement 
holding/stopping events, n (%) 

3 (<1) 0 0 0 3 (<1) 0 

Participants with drug-induced vascular injury and treatment 
stopping event, n (%) 

3 (<1) 0 0 0 3 (<1) 0 
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 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=571 

Placebo 

N=3285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Bepirovirsen 

N=571 

Placebo 

N=285 

Suspected clinical sequelae of complement activation, drug 
induced vascular injury, vasculitis or auto immunity 
regardless of biomarkers changes or persistence, n/N (%) 

3/3 (100) 0 0 0 3/3 (100) 0 

Participants with drug-induced vascular injury and treatment 
hold event, n (%) 

0 0 0 0 0 0 

Developed signs/symptoms of potential complement 
activation/drug-induced vascular injury, n/N (%) 

0 0 0 0 0 0 
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C. Pooled safety population 

 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Hematological treatment holding/stopping events* 

Participants with hematological holding/stopping events, n (%) 29 (2) 2 (<1) 112 (9) 2 (<1) 120 (10) 4 (<1) 

Participants with hematological stopping events, n (%) 2 (<1) 1 (<1) 6 (<1) 0 8 (<1) 1 (<1) 

Platelet count 50 x 10^9/L to <75 x 10^9/L and positive for 
anti-platelet antibodies, n/N (%) 

0/2 1/1 (100) 6/6 (100) 0 6/8 (75) 1/1 (100) 

Platelet count <50 x 10^9/L, n/N (%) 2/2 (100) 0/1 0/6 0 2/8 (25) 0/1 

Participants with hematological hold event, n (%) 27 (2) 1 (<1) 108 (9) 2 (<1) 114 (9) 3 (<1) 

Platelet count 75 x 10^9/L to <100 x 10^9/L, n/N (%) 26/27 (96) 1/1 (100) 99/108 (92) 2/2 (100) 106/114 (93) 3/3 (100) 

Platelet count 50 x 10^9/L to <75 x 10^9/L and negative for 
anti-platelet antibodies, n/N (%) 

1/27 (4) 0/1 9/108 (8) 0/2 8/114 (7) 0/3 

Drug-induced kidney (renal) injury treatment holding/stopping events 

Participants with drug-induced kidney injury holding/stopping 
event, n (%) 

9 (<1) 3 (<1) 29 (2) 1 (<1) 35 (3) 4 (<1) 

Participants with drug-induced kidney injury stopping event, n 
(%) 

0 0 0 0 0 0 
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 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

uACR ≥2 mg/mg (2000 mg/g) and acute glomerulonephritis 
is confirmed or probable, n/N (%) 

0 0 0 1 (<1) 0 0 

Participants with drug-induced kidney injury hold event, n (%) 9 (<1) 3 (<1) 29 (2) 1 (<1) 35 (3) 4 (<1) 

uACR ≥0.5 mg/mg (≥500 mg/g) for 2 or more consecutive 
weeks, n/N (%) 

4/9 (44) 1/3 (33) 6/29 (21) 0/1 10/35 (29) 1/4 (25) 

eGFR >30% reduction from pre-dose range for 2 or more 
consecutive weeks, n/N (%) 

5/9 (56) 2/3 (67) 25/29 (86) 1/1 (100) 28/35 (80) 3/4 (75) 

uACR ≥2 mg/mg (2000 mg/g) and acute glomerulonephritis 
is not confirmed or probable, n/N (%) 

2/9 (22) 0/3 1/29 (3) 0/1 3/35 (9) 0/4 

Liver monitoring†/treatment holding/stopping event 

Participants with liver monitoring/holding/stopping events, n (%) 76 (6) 1 (<1) 0 0 76 (6) 1 (<1) 

Participants with liver stopping events, n (%) 4 (<1) 0 0 0 4 (<1) 0 

Participants with liver holding event that never reached stopping 
criteria, n (%) 

53 (4) 1 (<1) 0 0 53 (4) 1 (<1) 

Participants with liver monitoring event that never reached 
holding/stopping criteria, n (%)  

19 (2) 0 0 0 19 (2) 0 

Potential drug-induced vascular injury and complement holding/stopping events‡ 

Participants with drug-induced vascular injury and complement 
holding/stopping events, n (%) 

8 (<1) 0 2 (<1) 0 10 (<1) 0 

Participants with drug-induced vascular injury and treatment 
stopping event, n (%) 

8 (<1) 0 1 (<1) 0 9 (<1) 0 
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 Week 1–12 Week 13–24 Week 1–24 

 Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Bepirovirsen 

N=1223 

Placebo 

N=611 

Suspected clinical sequelae of complement activation, drug 
induced vascular injury, vasculitis or auto immunity 
regardless of biomarkers changes or persistence, n/N (%) 

8/ 8 (100) 0 1/1 (100) 0 9/9 (100) 0 

Participants with drug-induced vascular injury and treatment 
hold event, n (%) 

0 0 1 (<1) 0 1 (<1) 0 

Developed signs/symptoms of potential complement 
activation/drug-induced vascular injury, n/N (%) 

0 0 1/1 (100) 0 1/1 (100) 0 
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*Holding/stopping events are derived from lab assessment. Holding event is defined as participant meeting predefined criteria that trigger 

treatment hold until resolution without triggering permanent discontinuation. Participants can have >1 on-hold event. For participants with >1 

event, the earliest most severe criteria event is summarized. Stopping event is defined as when participant meets predefined criteria that 

trigger discontinuation of study treatment and additional actions and follow-up assessments. †Liver monitoring event is when participant 

meets predefined liver chemistry monitoring criteria that trigger increased monitoring of liver chemistries and may or may not include a 

temporary hold. Liver stopping event is when participant meets predefined liver chemistry stopping criteria that trigger discontinuation of 

study treatment and requirement of additional actions and follow-up assessments to be performed. For participants with >1 stopping or 

monitoring event, only data related to the earliest most severe criteria event is included. ‡Events generally manifested as cutaneous vasculitis, 

with skin purpuric rash with or without joint pain. 

eGFR, estimated glomerular filtration rate; uACR, urine albumin-to-creatinine ratio.
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Table S12. MedDRA SMQ, HLT or selected individual PTs used to define AESI and closely monitored events* 

AESI name Group of terms  

(MedDRA SMQ, HLT or individual PTs) 

Comment 

ALT increase • Drug related hepatic disorders – 

comprehensive search (SMQ) (Broad)  

• PT: Hepatitis B 

Drug-related hepatic disorders is a  

sub-SMQ of hepatic disorders SMQ 

Vascular inflammation, complement 

activation and other immune-

associated effects 

• Vasculitis SMQ (Broad) 

• Hypersensitivity SMQ (Broad) 

• Immune response protein analyses NEC (HLT) 

• Immune-mediated/autoimmune disorders 

(SMQ) 
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Renal injury • Acute renal failure SMQ (Broad) 

• PTs: 

o Blood urine 

o Blood urine present 

o Glomerulonephritis 

o Hematuria 

o Urine albumin/creatinine ratio 

abnormal 

o Urine albumin/creatinine ratio 

increased 

o Focal segmental glomerulosclerosis 

Nephropathy toxic is PT captured in 

this SMQ, LLT is drug-induced kidney 

injury 
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Thrombocytopenia • Hematopoietic thrombocytopenia SMQ 

(broad)  

• Hemorrhage terms (excl laboratory terms) 

SMQ – this is a sub-SMQ of hemorrhages SMQ 

Hematopoietic thrombocytopenia is a 

sub-SMQ of hematopoietic cytopenias 

SMQ 

Hemorrhage terms (excl laboratory 

terms) SMQ is a sub-SMQ of 

hemorrhages SMQ  

Injection site reactions • PTs: 

o Injection site urticaria  

o Injection site thrombosis  

o Injection site extravasation 

o Injection site erosion 

o Injection site erythema 

o Injection site granuloma 

o Injection site induration 
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o Injection site inflammation 

o Injection site irritation 

o Injection site mass 

o Injection site necrosis 

o Injection site nodule 

o Injection site edema 

o Injection site pain 

o Injection site swelling 

o Injection site ulcer 

o Injection site bruising 

o Injection site hematoma 

o Injection site hemorrhage 

o Immediate post-injection reaction 

o Injection related reaction 

o Injection site dermatitis 
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o Injection site eczema 

o Injection site hypersensitivity 

o Injection site rash 

o Injection site recall reaction 

o Injection site vasculitis 

o Injection site panniculitis 

o Injection site phlebitis 

o Injection site pruritic 

o Injection site abscess 

o Injection site anesthesia 

o Injection site cellulitis 

o Injection site discoloration 

o Injection site discomfort 

o Injection site warmth 
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Neutropenia* • PTs: 

o Neutropenia 

o Granulocytopenia 

o Neutrophil count decreased 

o Neutrophil count abnormal 

o Neutrophil percentage decreased 

o Leukopenia 

 

MedDRA V28.1. 
Adverse events of special interest (AESI) are subsets of events reported as AEs. AESI for bepirovirsen were defined based on non-clinical data 
and clinical effects observed with other 2'MOE ASOs and based on data emerging from the clinical program. AESI categories are set up prior to 
the read-out of the clinical studies and are comprised of Standardised MedDRA Queries (SMQs) where available and selected MedDRA 
preferred terms. SMQs are a validated grouping of MedDRA terms designed to identify and analyze specific safety topics in a consistent 
manner. Hence, the AESIs categories count all AEs from the trials that are coded with any of the MedDRA-defined preferred terms from SMQs 
or selected preferred terms. However, the SMQs often encompass a broad range of terms that may extend beyond the specific safety question 
for the B-Well clinical study. The AESI list does not influence how investigators reported events; it is used to support structured review and 
analysis of safety data. 

.  
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*Closely monitored events, not classified as AESI.  

AESI, adverse event of special interest; ALT, alanine aminotransferase; HLT, High Level Term; LLT, Lowest Level Term; MedDRA, Medical 

Dictionary for Regulatory Activities; NEC, not elsewhere classified; PT, Preferred Term; SMQ, Standardized MedDRA Query. 
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