Supplementary Materials
Supplementary Table.1  PRISMA checklist
	Topic
	No.
	Item
	Location

	TITLE
	
	
	

	Title
	1
	Identify the report as a systematic review. 
	1

	ABSTRACT
	
	
	

	Abstract
	2
	See the PRISMA 2020 for Abstracts checklist
	2

	INTRODUCTION
	
	
	

	Rationale
	3
	Describe the rationale for the review in the context of existing knowledge. 
	3

	Objectives
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	4

	METHODS
	
	
	

	Eligibility criteria
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	5

	Information sources
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	5

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	5

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	5

	Data collection process
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process. 
	6

	Data items
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	6

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	6

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process. 
	7

	Effect measures
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	7

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item 5)).
	7

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	7

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	7

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	7

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	7

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	7

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	7

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	7

	RESULTS
	
	
	

	Study selection
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	8

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	8

	Study characteristics
	17
	Cite each included study and present its characteristics.
	9

	Risk of bias in studies
	18
	Present assessments of risk of bias for each included study.
	9

	Results of individual studies
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	9

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	9

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	9

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	11

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	12

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	12

	Certainty of evidence
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	12

	DISCUSSION
	
	
	

	Discussion
	23a
	Provide a general interpretation of the results in the context of other evidence.
	13

	
	23b
	Discuss any limitations of the evidence included in the review.
	16

	
	23c
	Discuss any limitations of the review processes used.
	16

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	16

	OTHER INFORMATION
	
	
	

	Registration and protocol
	24a
	Provide registration information for the review, including register name and registration number, or state that the review was not registered. 
	4

	
	24b
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared.
	4

	
	24c
	Describe and explain any amendments to information provided at registration or in the protocol.
	4

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	18

	Competing interests
	26
	Declare any competing interests of review authors.
	18

	Availability of data, code and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	18


From: Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. MetaArXiv. 2020, September 14. DOI: 10.31222/osf.io/v7gm2.









































Supplementary Table.2 Search Strategies
	Databases
	Search Strategies

	Pubmed
(n=764)
	(((hepatitis e[MeSH Terms]) OR (hepatitis e virus[MeSH Terms])) OR (HEV[Title/Abstract])) AND
(((((severe[Text Word]) OR (critical[Text Word])) OR (liver failure[Text Word])) OR (hepatic failure[Text Word])) OR (liver injury[Text Word]))
Filters applied: Humans;Chinese;English.

	Cochrane Library
(n=1211)
	#1	MeSH descriptor: [Hepatitis E] this term only
#2	hepatitis e
#3	hepatitis e virus
#4	HEV
#5	#1 OR #2 OR #3 OR #4
#6	severe
#7	critical
#8	liver failure
#9	liver injury
#10	hepatic failure
#11	hepatic injury
#12	#6 OR #7 OR #8 OR #9 OR #10 OR #11
#13	#5 AND #12
Filter applied: Trails;

	Medline
(n=945)
	SU=(HEV OR hepatitis e) 
AND
TX=(severe OR critical OR liver injury OR liver failure OR hepatic injury OR hepatic failure)
NOT
SU=(animal)
Filters applied: English;Chinese;

	Embase
(n=1068)
	#1 'hepatitis e virus'/exp OR 'hepatitis e virus'
#2 hev:ti,ab
#3 #1 OR #2
#4 'liver failure'/exp OR 'liver failure'
#5 'hepatic failure'/exp OR 'hepatic failure'
#6 'liver injury'/exp OR 'liver injury'
#7 #5 OR #6
#8 #3 AND #7
Filters applied: Chinese;English

	Web of Science
(n=960)
	#1 (TS=(hepatitis E)) OR TS=(HEV)
#2 (((((TS=(severe)) OR TS=(critical)) OR TS=(liver failure)) OR TS=(liver injury)) OR TS=(hepatic failure)) OR TS=(hepatic injury)
#3 #1 AND #2
#4 (#3) NOT (TS=animal)
Filters applied: English;Chinese;Article.


Run date：25/02/2023

















Supplementary Table.3 Quality Assessment
a.Instrument for assessment of the quality of the studies
JBI Critical Appraisal Checklist for Studies 
Reporting Prevalence Data
Reviewer:_____________     Date:____________			
Author  :_____________     Year:____________      Record Number:_______	
	Items
	Yes
	No
	Unclear
	Not applicable

	1.Was the sample frame appropriate to address the target population?
	□
	□
	□
	□

	2.Were study participants sampled in an appropriate way?
	□
	□
	□
	□

	3.Was the sample size adequate?
	□
	□
	□
	□

	4.Were the study subjects and the setting described in detail?
	□
	□
	□
	□

	5.Was the data analysis conducted with sufficient coverage of the identified sample?
	□
	□
	□
	□

	6.Were valid methods used for the identification of the condition?
	□
	□
	□
	□

	7.Was the condition measured in a standard, reliable way for all participants?
	□
	□
	□
	□

	8.Was there appropriate statistical analysis?
	□
	□
	□
	□

	9. Was the response rate adequate? 
(and if not, was the low response rate managed appropriately?)
	□
	□
	□
	□


Overall appraisal: 	Include		   ExcludeSeek further information
Comments (Including reason for exclusion)
_____________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
1

b.Results of the quality assessment of eligible studies
	Author
Year
	Individual Items
	 Overall 
score

	
	Item 1
	Item 2
	Item 3
	Item 4
	Item 5
	Item 6
	Item 7
	Item 8
	Item 9
	

	Karna, 2019
	
	★
	★
	★
	
	
	★
	
	
	4(moderate quality)

	You, 2013
	★
	
	★
	★
	
	★
	
	
	★
	5(moderate quality)

	Begum, 2010
	★
	
	★
	
	
	★
	★
	★
	
	5(moderate quality)

	Wang, 2019
	★
	
	★
	★
	
	★
	
	★
	★
	6(moderate quality)

	Salam, 2013
	★
	
	★
	★
	
	★
	★
	★
	
	6(moderate quality)

	Asim, 2008
	★
	
	★
	
	★
	★
	
	★
	★
	6(moderate quality)

	Alam, 2008
	★
	
	★
	★
	★
	★
	
	★
	
	6(moderate quality)

	Borkakoti, 2013
	★
	
	★
	
	★
	
	★
	★
	
	5(moderate quality)

	Mishra, 2016
	
	
	★
	
	
	★
	★
	★
	
	4(moderate quality)

	Shinde, 2014
	★
	
	★
	★
	
	
	★
	★
	★
	6(moderate quality)

	Mu, 2020
	★
	
	★
	
	★
	★
	★
	★
	
	6(moderate quality)

	Mahtab,2009
	★
	
	★
	
	★
	
	★
	
	★
	5(moderate quality)

	Das, 2016
	★
	★
	★
	
	
	
	★
	
	★
	5(moderate quality)

	Memon, 2021
	★
	
	★
	★
	
	★
	★
	★
	★
	7(high quality)

	Kar, 2009
	★
	
	★
	★
	
	★
	★
	★
	★
	7(high quality)

	Bhatia,2013
	★
	
	★
	★
	
	
	★
	★
	★
	6(moderate quality)

	Majumdar,2013
	
	
	★
	★
	
	
	
	★
	★
	4(moderate quality)

	Xiang, 2022
	★
	
	★
	★
	★
	★
	
	★
	★
	7(high quality)

	Liu, 2008
	
	
	★
	★
	★
	
	
	★
	
	4(moderate quality)

	Wu, 2022
	★
	
	★
	★
	
	
	★
	★
	
	5(moderate quality)




Supplementary Table.4 Characteristic of included studies
	Author, Year
	Study period
	Study design
	Time
	Center
	Age
	Gender
	Country
(Genotype)
	Non-pregnant group
	Pregnant group

	
	
	
	
	
	
	M
	F
	
	A
	B
	C
	D
	A
	B
	C
	D

	Karna, 2020
	2005
-2010
	cohort
	P
	M
	NR
	0
	213
	India
(GT1)
	111
	266
	181
	NR
	102
	442
	139
	89

	You, 2013
	2002
-2011
	cohort
	R
	S
	56.1 ± 14.3
	66
	2
	China
	12
	NR
	114
	NR
	NR
	NR
	NR
	NR

	Begum, 2010
	2006
-2007
	cohort
	P
	S
	P: 23.7±3.4；
NP: 21.7±2.9；
	0
	25
	India
(GT1)
	10
	31
	NR
	1
	15
	39
	NR
	5

	Wang, 2019
	2012
-2018
	nested case-control
	R
	S
	55.15 ± 9.30
	78
	2
	China
(GT4)
	35
	809
	NR
	NR
	NR
	NR
	NR
	NR

	Salam, 2013
	2008
-2011
	cohort
	P
	S
	NR
	0
	60
	India
	17
	74
	40
	5
	43
	148
	57
	29

	Asim, 2010
	2001
-2004
	cohort
	P
	S
	NR
	NR
	NR
	India
	21
	NR
	49
	NR
	NR
	NR
	NR
	NR

	Alam, 2009
	2003
-2008
	cohort
	P
	M
	NR
	NR
	NR
	Bangladesh
	43
	NR
	67
	28
	NR
	NR
	NR
	NR

	Borkakoti, 2013
	2006
-2011
	cohort
	P
	S
	P:24.6±3.78;
NP:26.5±4.78;
M:26.75±15.39;
	12
	151
	India
(GT1)
	58
	568
	170
	12
	105
	325
	160
	59

	Mishra, 2016
	2013
-2015
	cohort
	R
	S
	28.41±10.62
	14
	8
	India
	17
	62
	31
	8
	NR
	NR
	NR
	4

	Shinde, 2014
	2008
-2010
	case-control
	P
	S
	NR
	0
	39
	India
	15
	44
	NR
	NR
	24
	52
	NR
	NR

	Mu, 2022
	2004
-2020
	cohort
	R
	M
	58 (47, 64)
	94
	3
	China
	97
	525
	NR
	33
	NR
	NR
	NR
	NR

	Mahtab,2009
	2004
-2006
	cohort
	R
	S
	27-63 (mean 39)
	17
	6
	Bangladesh
	13
	NR
	23
	NR
	NR
	NR
	NR
	NR

	Das,2016
	2007
-2015
	cohort
	R
	S
	NR
	NR
	NR
	India
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR

	Memon,2021
	2019
-2021
	cohort
	R
	S
	NR
	0
	61
	India
(GT1)
	NR
	NR
	NR
	NR
	61
	NR
	100
	NR

	Kar, 2009
	NR
	cohort
	P
	S
	NR
	0
	35
	India
(GT1)
	11
	34
	50
	NR
	29
	65
	50
	NR

	Majumdar, 2013
	2009
-2012
	cohort
	P
	S
	28.38 ± 11.67
	15
	19
	India
	19
	57
	NR
	NR
	NR
	NR
	NR
	NR

	Bhatia, 2008
	1986
-2006
	cohort
	R
	S
	NR
	97
	245
	India
	197
	NR
	749
	82
	145
	NR
	244
	74

	Xiang, 2022
	2016
-2021
	cohort
	R
	M
	57.94 ± 11.35
	125
	75
	China
	200
	NR
	NR
	42
	NR
	NR
	NR
	NR

	Liu，2008
	2002
-2007
	cohort
	R
	M
	NR
	NR
	NR
	China
	18
	NR
	53
	NR
	NR
	NR
	NR
	NR

	Wu, 2022
	2018
-2021
	cohort
	P
	M
	53.67 ± 12.82
	25
	23
	China
(GT3-4)
	48
	NR
	NR
	7
	NR
	NR
	NR
	NR


Abbreviations: P, prospective; R, retrospective; M, male; F, Female; NR, not reported; GT, genotype; 
Notes: 
A: number of HEV-ALF individuals; 
B: number of HEV infection individuals; 
C: number of acute liver failure individuals; 
D: number of expired HEV-ALF individuals.














Supplementary Table.5 Diagnostic criteria or definition of acute liver failure
	Studies
	Diagnostic criteria or definition of acute liver failure (ALF)

	Karna, 2020
	ALF was defined as the patients, with no known preexisting liver disease, had hepatic encephalopathy within 4 weeks of the onset of disease.

	You, 2013
	ALF is defined as the presence of coagulopathy (prothrombin activity [PTA] ≤40%) and hepatic encephalopathy (grade2) within 2 weeks of the first symptoms without previous underlying liver disease.

	Begum, 2010
	A diagnosis of fulminant hepatic failure (FHF) was made when, after a typical onset, the patient became deeply jaundiced and went into hepatic encephalopathy within 4 weeks of the onset of disease and had no pre-existing liver disease.

	Wang, 2019
	Diagnosis of ALF is based on the presence of stage 2 or 3 encephalopathy complicating end-stage disease manifestations, including profound coagulopathy (PTA ≤40% or INR ≥1.5), jaundice and hepaticatrophy in two weeks in patients with no chronic liver disease (CLD)；

	Salam, 2013
	The FHF was diagnosed when after a typical acute onset, the patient became deeply jaundiced and went into hepatic encephalopathy within 8 weeks of onset of the disease without any past history of CLD.

	Asim, 2010
	FHF was considered when, after a typically acute onset, the patient become deeply jaundiced and went into hepatic encephalopathy within 8 weeks of onset of the disease, with no past history of CLD.

	Alam, 2009
	The diagnosis of FHF was based on the occurrence of hepatic encephalopathy within 8 weeks of onset of jaundice in patients with no previous liver disease and the presence of coagulopathy as proved by a prothrombin time (PT) > 15 s or INR > 1.5.

	Borkakoti, 2013
	The patients of acute liver failure were diagnosed on the basis of development of encephalopathy within 8 weeks of the onset of jaundice without any past history of CLD.

	Mishra, 2016
	Suspected cases of ALF were defined as: any evidence of coagulation abnormality, generally an INR >1.5 and any degree of mental alteration (encephalopathy) without pre-existing cirrhosis and with an illness of < 4 weeks’ duration.

	Shinde, 2014
	FHF was diagnosed when hepatic encephalopathy developed in a patient with acute viral hepatitis within 8 weeks of the onset of jaundice. Patients with hepatitis other than hepatitis E, dual viral infection, drug induced hepatitis, cholestatic jaundice of pregnancy/acute fatty liver of pregnancy, congestive hepatopathy, hepatitis due to severe infection or multiorgan failure, hemolysis, elevated liver enzymes, low platelets syndrome, clinical or laboratory evidence of CLD, alcoholic liver disease and hemolytic jaundice were excluded.

	Mu，2022
	ALF was defined as patients who were hospitalized with PT values of 40% or less of the standardized value, or INR of 1.5 or more due to severe liver damage within 8 weeks of the first symptoms, and mentation in the absence of CLD.

	Mahtab,2009
	Patients were diagnosed based on the history from attendants, clinical features, physical examinations, laboratory investigations, and imaging. Only those patients who presented with severe impairment of hepato-cellular function, i.e. encephalopathy, coagulopathy, and jaundice, within six months of onset of symptoms were included in the study. They were all previously healthy.

	Das,2016
	The diagnosis of ALF was made by a history of development of encephalopathy within 8 weeks of disease onset. Patients who had history or had clinical/imaging/biochemical features of CLD and history of significant alcohol ingestion (>20 gm daily) were excluded.

	Memon,2021
	Patients presented as hepatic encephalopathy, jaundice and coagulopathy were labeled as FHF. Patients with known CLD were excluded from the study.

	Kar, 2009
	The FHF was diagnosed when after a typical acute onset, patient become deeply jaundiced and went into hepatic encephalopathy within 8 wk of onset of disease without any past history of CLD.

	Majumdar, 2013
	ALF was considered when the patient develop evidence of coagulation abnormality with an INR ≥ 1.5 and develop encephalopathy with an illness of <26 weeks duration, without any history of preexisting liver disease.

	Bhatia, 2008
	ALF was defined by the occurrence of encephalopathy within 4 weeks of onset of symptoms in the absence of preexisting liver disease.

	Xiang, 2022
	ALF was diagnosed as followed: abnormal liver synthetic function, including PTA of less than 40% combined with hepatic atrophy and jaundice in 2 weeks; encephalopathy in stage 2/3 complicated with manifestations of end‐stage disease; no CLD.

	Liu, 2008
	ALF was define as, when after an acute onset, patient develop stage 2 or above encephalopathy in 2 weeks, the presence of extremely weak, deeply jaundiced, severe gastrointestinal symptoms, hepatic atrophy,PTA ≤40%; patients with known CLD were excluded.

	Wu, 2022
	ALF was defined as: evidence of abnormal liver synthetic function (PTA ≤40% or INR ≥1.5), jaundice, and hepatic atrophy over a 2-week period; the presence of stage 2 or 3 encephalopathy complicating end-stage disease manifestations; no CLD.

















Supplementary Table.6 Publication Bias
	Results
	Status
	P value
(Begg’s test)
	P value
(Egger’s test)

	proportion of HEV in etiologies of ALF
	non-pregnant
	0.39
	0.22

	
	pregnant
	0.85
	0.59

	incidence of progressing to HEV-ALF in HEV infected individuals
	non-pregnant
	0.42
	0.05

	
	pregnant
	0.35
	0.05

	mortality of HEV-ALF
	non-pregnant
	0.75
	0.95

	
	pregnant
	0.35
	0.96


[bookmark: _GoBack]
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