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[bookmark: _Hlk173963344]Table S1 Distribution of the number of participating centers in clinical trials of novel agents for CHB.
	Countries
	Participating centers
(N=2393)

	China
	491 (20.52%)

	South Korea
	260 (10.87%)

	United States of America
	234 (9.78%)

	Australia
	129 (5.39%)

	United Kingdom
	122 (5.1%)

	New Zealand
	111 (4.64%)

	Canada
	109 (4.55%)

	Thailand
	104 (4.35%)

	Germany
	101 (4.22%)

	Spain
	99 (4.14%)

	France
	85 (3.55%)

	Japan
	79 (3.3%)

	Italy
	65 (2.72%)

	Poland
	63 (2.63%)

	Russia
	60 (2.51%)

	Belgium
	38 (1.59%)

	Bulgaria
	38 (1.59%)

	Singapore
	35 (1.46%)

	Romania
	27 (1.13%)

	Turkey
	22 (0.92%)

	Malaysia
	21 (0.88%)

	Moldova
	20 (0.84%)

	Ukraine
	12 (0.5%)

	South Africa
	10 (0.42%)

	Netherlands
	9 (0.38%)

	Argentina
	7 (0.29%)

	Philippines
	7 (0.29%)

	Czech Republic
	6 (0.25%)

	Brazil
	5 (0.21%)

	Denmark
	5 (0.21%)

	Austria
	2 (0.08%)

	Bangladesh
	2 (0.08%)

	Greece
	2 (0.08%)

	Hungary
	2 (0.08%)

	Mexico
	2 (0.08%)

	Panama
	2 (0.08%)

	Sweden
	2 (0.08%)

	Chile
	1 (0.04%)

	Cuba
	1 (0.04%)

	Georgia
	1 (0.04%)

	India
	1 (0.04%)

	Mauritius
	1 (0.04%)



Table S2. Primary sponsors of clinical trials of novel agents for CHB.
	Primary sponsor
	Overall
(N=244)

	Gilead Sciences, Inc.
	22 (9.02%)

	Assembly Biosciences
	14 (5.74%)

	GlaxoSmithKline
	14 (5.74%)

	Janssen-Cilag International NV
	14 (5.74%)

	Arbutus Biopharma Corporation
	11 (4.51%)

	Arrowhead Pharmaceuticals
	11 (4.51%)

	Hoffmann-La Roche
	11 (4.51%)

	Sunshine Lake Pharma Co., Ltd.
	9 (3.69%)

	Unclear
	7 (2.87%)

	Vir Biotechnology, Inc.
	6 (2.46%)

	Aligos Therapeutics, Inc.
	5 (2.05%)

	Enyo Pharma
	5 (2.05%)

	Ascletis Pharmaceuticals Co., Ltd.
	4 (1.64%)

	Enanta Pharmaceuticals
	4 (1.64%)

	Qilu Pharmaceutical Co., Ltd.
	4 (1.64%)

	Shanghai HEP Pharmaceutical Co., Ltd.
	4 (1.64%)

	Spring Bank Pharmaceuticals, Inc.
	4 (1.64%)

	Alios Biopharma Inc.
	3 (1.23%)

	Antios Therapeutics, Inc
	3 (1.23%)

	Brii Biosciences Limited
	3 (1.23%)

	Fujian Cosunter Pharmaceutical Co. Ltd
	3 (1.23%)

	Guangzhou Yipinhong Pharmaceutical CO.,LTD
	3 (1.23%)

	Heber Biotec,S.A.
	3 (1.23%)

	Jiangsu HengRui Medicine Co., Ltd.
	3 (1.23%)

	Replicor Inc.
	3 (1.23%)

	Vaccitech (UK) Limited
	3 (1.23%)

	Abivax S.A.
	2 (0.82%)

	Altimmune, Inc.
	2 (0.82%)

	Argo Biopharma Australia Pty Ltd
	2 (0.82%)

	Ascentage Pharma Group Inc.
	2 (0.82%)

	Bluejay Therapeutics
	2 (0.82%)

	CHA Vaccine Institute Co., Ltd.
	2 (0.82%)

	Chia Tai Tianqing Pharmaceutical Group Co,Ltd
	2 (0.82%)

	Green Cross Corporation
	2 (0.82%)

	Huahui Health
	2 (0.82%)

	Immunocore Ltd
	2 (0.82%)

	Novira Therapeutics, Inc.
	2 (0.82%)

	Shanghai Zhimeng Biopharma, Inc.
	2 (0.82%)

	Suzhou HepaThera Biotech Co., Ltd.
	2 (0.82%)

	Suzhou Ribo Life Science Co. Ltd.
	2 (0.82%)

	TOKO PHARMACEUTICAL CO.,LTD.
	2 (0.82%)

	Zhejiang Palo Alto Pharmaceuticals, Inc.
	2 (0.82%)

	Alnylam Pharmaceuticals
	1 (0.41%)

	Ausper Biopharma Co., Ltd.
	1 (0.41%)

	Center for Genetic Engineering and Biothecnology (CIGB)
	1 (0.41%)

	CHA Vaccine Institute Co., Ltd
	1 (0.41%)

	Chengdu Suncadia Medicine Co., Ltd.
	1 (0.41%)

	Chong Kun Dang Pharmaceutical
	1 (0.41%)

	Chongqing Jiachen Biotechnology Ltd.
	1 (0.41%)

	ClearB Therapeutics, Inc.
	1 (0.41%)

	Clinical Research Organization, Dhaka, Bangladesh
	1 (0.41%)

	Dicerna Pharmaceuticals, Inc.
	1 (0.41%)

	Dynavax Technologies Corporation
	1 (0.41%)

	Erasmus Medical Center
	1 (0.41%)

	F-star Therapeutics, Inc.
	1 (0.41%)

	French National Agency for Research on AIDS and Viral Hepatitis
	1 (0.41%)

	Fujian Shengdi Pharmaceutical Co., Ltd.
	1 (0.41%)

	Genexine, Inc.
	1 (0.41%)

	Golden Biotechnology Corporation
	1 (0.41%)

	Guangzhou Lupeng Pharmaceutical Company LTD.
	1 (0.41%)

	Henlix, Inc
	1 (0.41%)

	Hepatera Ltd.
	1 (0.41%)

	ImmuneMed, Inc.
	1 (0.41%)

	Inovio Pharmaceuticals
	1 (0.41%)

	Novel Peptide Bioscience Inc.
	1 (0.41%)

	PowderMed
	1 (0.41%)

	Romark Laboratories L.C.
	1 (0.41%)

	Staidson (Beijing) Biopharmaceuticals Co., Ltd
	1 (0.41%)

	Tasly Tianjin Biopharmaceutical Co., Ltd.
	1 (0.41%)

	TetraLogic Pharmaceuticals
	1 (0.41%)

	Tianjin SinoBiotech Ltd.
	1 (0.41%)

	Tongji Hospital affiliated to Tongji Medical College of Huazhong University of Science & Technology
	1 (0.41%)

	Transgene
	1 (0.41%)

	Universitätsklinikum Hamburg-Eppendorf
	1 (0.41%)

	Vaxine Pty Ltd
	1 (0.41%)

	Viravaxx AG
	1 (0.41%)

	Yangshengtang Co., Ltd
	1 (0.41%)

	Zhejiang Yao Yuan Biotechnology Ltd. (Drug Farm)
	1 (0.41%)



Table S3. Univariate Cox proportional hazards analysis of risk factors for the completion of Phase I and Phase II clinical trials.
	Variables
	Phase I
	Phase II

	
	HR (95% CI)
	P-value
	HR (95% CI)
	P-value

	Drug types
	
	
	
	

	Capsid or Core Inhibitors
	Ref
	
	Ref
	

	Immune activators
	0.831 (0.372–1.859)
	0.653
	2.555 (0.697–9.366)
	0.157

	Antisense Molecules
	0.539 (0.161–1.803)
	0.316
	1.626 (0.417–6.348)
	0.484

	Checkpoint Inhibitors
	1.095 (0.253–4.743)
	0.903
	-
	-

	Entry Inhibitors
	3.621 (0.823–15.936)
	0.089
	4.515 (0.775–26.301)
	0.094

	HBsAg Inhibitors
	0.335 (0.045–2.494)
	0.286
	0.691 (0.131–3.636)
	0.663

	Monoclonal Antibody
	0.685 (0.259–1.810)
	0.445
	1.703 (0.183–15.846)
	0.640

	RNAi gene silencer
	0.270 (0.11–0.666)
	0.004
	1.869 (0.575–6.075)
	0.298

	Therapeutic Vaccine
	0.427 (0.212–0.862)
	0.018
	1.228 (0.337–4.481)
	0.756

	Others 
	2.017 (1.028–3.960)
	0.041
	0.803 (0.243–2.654)
	0.720

	Allocation 
	
	
	
	

	Non-Randomized
	Ref
	
	Ref
	

	Randomized
	1.092 (0.585–2.038)
	0.783
	0.919 (0.323–2.618)
	0.875

	Intervention model
	
	
	
	

	Single arm
	Ref
	
	Ref
	

	Crossover
	7.111 (1.899–26.624)
	0.004
	0.952 (0.105–8.620)
	0.965

	Factorial
	0.489 (0.062–3.834)
	0.496
	-
	-

	Parallel
	1.129 (0.581–2.192)
	0.720
	1.077 (0.382–3.037)
	0.888

	Sequential
	1.316 (0.596–2.907)
	0.496
	0.865 (0.094–7.937)
	0.898

	Masking
	
	
	
	

	Open
	Ref
	
	Ref
	

	Single
	0.812 (0.108–6.108)
	0.840
	0.849 (0.250–2.880)
	0.792

	Double
	0.968 (0.506–1.853)
	0.923
	1.517 (0.678–3.395)
	0.311

	Triple
	1.229 (0.632–2.389)
	0.544
	1.901 (0.750–4.821)
	0.176

	Quadruple
	1.047 (0.562–1.952)
	0.885
	0.884 (0.296–2.647)
	0.826

	Treatment
	
	
	
	

	Monotherapy
	Ref
	
	Ref
	

	Combination
	1.159 (0.680–1.975)
	0.587
	0.738 (0.353–1.544)
	0.420

	Control
	
	
	
	

	Active 
	Ref
	
	Ref
	

	Dose-response#
	0.941 (0.362–2.447)
	0.901
	0.717 (0.167–3.086)
	0.655

	None
	1.620 (0.696–3.774)
	0.263
	1.082 (0.509–2.301)
	0.837

	Placebo
	1.047 (0.511–2.148)
	0.899
	0.826 (0.390–1.749)
	0.618

	Treatment duration
	0.995 (0.991–0.998)
	0.001
	0.999 (0.998–1.001)
	0.404

	Follow-up duration
	0.997 (0.995–1.000)
	0.019
	1.000 (0.998–1.001)
	0.847

	Novel design
	
	
	
	

	No
	Ref
	
	Ref
	

	Yes
	0.595 (0.356–0.993)
	0.047
	0.407 (0.143–1.159)
	0.092

	Sample size
	0.989 (0.982–0.995)
	<0.001
	0.997 (0.994–1.000)
	0.088

	Subject
	
	
	
	

	CHB
	Ref
	
	-
	-

	HV
	2.830 (1.699–4.715)
	<0.001
	-
	-

	CHB and HV
	0.629 (0.330–1.196)
	0.157
	-
	-

	Naïve status
	
	
	
	

	Treatment-naïve
	Ref
	
	Ref
	

	Treatment-experienced
	0.990 (0.466–2.103)
	0.979
	1.002 (0.398–2.523)
	0.996

	Treatment-naïve and Treatment-experienced
	0.833 (0.292–2.376)
	0.733
	1.678 (0.404–6.977)
	0.476

	ALT
	
	
	
	

	ALT< 2ULN
	Ref
	
	Ref
	

	ALT< 5ULN
	0.779 (0.205–2.96)
	0.714
	2.915 (0.364–23.319)
	0.313

	ALT> 5ULN
	0.617 (0.133–2.861)
	0.537
	3.161 (0.384–26.006)
	0.284

	HBsAg (IU/mL)
	
	
	
	

	HBsAg> 100
	Ref
	
	Ref
	

	HBsAg> 1000 
	0.806 (0.213–3.048)
	0.751
	0.612 (0.204–1.84)
	0.382

	HBsAg< 1000
	1.361 (0.139–13.307)
	0.791
	
	

	HBeAg
	
	
	
	

	Negative
	Ref
	
	Ref
	

	Positive 
	1.027 (0.269–3.916)
	0.969
	0.430 (0.053–3.473)
	0.429

	Positive and Negative
	0.764 (0.239–2.442)
	0.650
	1.266 (0.469–3.417)
	0.642

	HBV DNA (IU/mL)
	
	
	
	

	HBV DAN> 20 
	Ref
	
	Ref
	

	HBV DNA< 20 
	1.367 (0.494–3.783)
	0.547
	1.152 (0.500–2.654)
	0.740

	HBV DNA< 100
	1.001 (0.368–2.723)
	0.998
	1.425 (0.502–4.041)
	0.506



