Supplementary Table S2. Search terms used in literature search

	PUBMED

	(1) hepatitis E [title/abstract] (2) hev [title/abstract] (3) exp Hepatitis E/ (4) #1 or #2 or #3 

(5)pregnan* [title/abstract] (6) pregnan*/ (7)women (8)mother (9)infant (10) child  (11)fetal (12) perinatal (13) #5 or #6 or #7 or #8 or #9 or #10 or #11 or #12

(14) #4 and #13 and (1985:2014[edat])



	EBASE

	(1) ‘hepatitis e’ and [abstracts]/lim (2) ‘hev’ and [abstracts]/lim (3) ‘hepatitis e/’ or ‘hepatitis e antibody/’ or ‘hepatitis e antigen/’ or ‘hepatitis e rapid test/’ or ‘hepatitis e vaccine/’ or ‘hepatitis e virus/’ (4) #1 or #2 or #3 

(5)pregnan* and [abstracts]/lim(6) pregnan* (7)women (8) infant (9) child (10)fetal (11) perinatal (12) #5 or #6 or #7 or #8 or #9 or #10 or #11 

(13) #4 and #12 and [1985-2014]/py



	Web of Science

	(1) TS=hepatitis e (2) TS=hev (3) #1 OR #2

(4) TS=pregnant* (5) TS=women (6) TS=mother (7) TS=infant (8) TS=child (9) TS=fetal (10) TS= perinatal (11) #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10

(12) #3 AND #11 AND #12




Supplementary Table S3. Mortality frequencies in pregnancy with serologically-confirmed hepatitis E

	
	Author
	Study year
	City 
	Country
	Region 
	N. of 

patients
	N. of death
	Ref 

	
	
	
	
	
	
	
	Total
	Third trimester
	

	Africa

	1
	Tsega1992
	1988.2-1991.1
	Addis Ababa
	Ethiopia
	Northeast
	19
	8
	6
	[1, 2]

	2
	Boccia2006
	2004
	Darfur
	Sudan
	Northeast
	61
	19
	NA
	[3, 4]

	3
	Ahmed2008 
	2007.3-2007.9
	Khartoum
	Sudan
	Northeast
	8
	3
	3
	[5]

	4
	Rayis2013
	2010.11-2011.3
	Port Sudan
	Sudan
	Northeast
	39
	11
	NA
	[6]

	5
	Refugee2013
	2012.7-2013.8
	Upper Nile
	Sudan
	Northeast
	211
	22
	NA
	[7]

	6
	Coursaget1998
	1991-1993
	Djibouti
	Djibouti
	East
	3
	1
	1
	[8]

	7
	Mast1994
	1991.3-1991.10
	Liboi
	Kenya
	East
	28
	4
	NA
	[9]

	8
	Bile1994
	1988.3-1989.11
	Lower Shebeli Region
	Somalia
	East
	696
	96
	NA
	[10]

	9
	Teshale2010
	2007.10-2009.1
	MadiOpei&Paloga
	Uganda
	East
	189
	13
	NA
	[11]

	10
	Goumba2010
	2002.7-2002.10
	Begoua
	Central African Republic
	Central
	7
	1
	NA
	[12, 13]

	Asian 

	11
	Cao1989
	1986.9-1988.4
	South area of Xinjiang
	China
	East
	382
	51
	NA
	[14]

	12
	Zhang1990 
	1986.12-1988.4
	MeyuCounty, Xinjiang
	China
	East
	500(124)
	104(104)
	76
	[15]

	13
	Xia1991
	1988-1989
	Sulangong, Xinjiang
	China
	East
	17
	1
	NA
	[16]

	14
	Yang1997
	1992.1-1994.6
	Youan, Beijing
	China
	East
	39
	0
	NA
	[17]

	15
	Lubis1994
	1991
	Sintang Kalimantan
	Indonesia
	Southeast
	19
	5
	NA
	[18]

	16
	Gurley2014
	2008.8-2009.2
	Dhaka
	Bangladesh
	South
	21
	4
	NA
	[19-21]

	17
	Bhatia2008
	1986.1-2006.12
	New Delhi
	India
	South
	145
	74
	NA
	[22-24]

	18
	Dilawari1994
	1987.2-1987.4
	Karnal
	India
	South
	19
	3
	3
	[25]

	19
	Khuroo1991
	1988
	JammuKashmir
	India
	South
	30
	2
	NA
	[26]

	20
	Jaiswal2001
	1992.7-1999.5
	Indore
	India
	South
	73(33)
	16(15)
	11
	[27]

	21
	Khuroo2003
	1993.1-1996.1
	Srinagar, Kashmir
	India
	South
	65(45)
	18(18)
	NA
	[28, 29]

	22
	Rasheeda2008
	1996.1-2004.8
	Chennai
	India
	South
	86
	3
	NA
	[30]

	23
	Beniwal2003
	2000.3-2002.4
	New Delhi
	India
	South
	46(21)
	18(18)
	18#
	[31-33]

	24
	Rathi2007 
	2002.12-2004.10
	Mumbai
	India
	South
	15
	4
	NA
	[34]

	25
	Kumar2007
	2002.7-2006.9
	Chandigarh
	India
	South
	14
	0
	NA
	[35]

	26
	Patra2007
	2003.1-2005.7
	New Delhi
	India
	South
	132(73)
	54(54)
	36
	[36-38]

	27
	Banait2007
	2003.7-2004.12
	Mumbai
	India
	South
	42
	23
	NA
	[39]

	28
	Khuroo2004
	2004
	Kashmir
	India
	South
	36(16)
	10(10)
	NA
	[40]

	29
	Bali2008
	2005-2006
	Punjab
	India
	South
	17
	0
	NA
	[41]

	30
	Trivedi2012
	2006-2011
	New Delhi
	India
	South
	209(132)
	82(82)
	NA
	[42]

	31
	Jain2013
	2007.10-2012.9
	Indore
	India
	South
	27(5)
	3(3)
	3#
	[43]

	32
	Shinde2014
	2008.7-2010.6
	Nagpur, Maharashtra
	India
	South
	52
	17
	NA
	[44]

	33
	Kumar2014
	2008-2011
	New Delhi
	India
	South
	148(43)
	29(29)
	NA
	[45-49]

	34
	Sharma2014
	2008-2013
	Delhi
	India
	South
	(73)
	(46)
	NA
	[50]

	35
	Bhadade2012
	2009.3-2010.8
	Mumbai
	India
	South
	45
	24
	NA
	[51]

	36
	Mehta2012
	2011.1-2011.6
	Delhi
	India
	South
	36
	5
	NA
	[52]

	37
	Shrestha1990
	1987
	Kathmanduvally
	Nepal
	South
	73
	18
	NA
	[53]

	38
	Bista2006
	1999.4-2003.4
	Kathmandu
	Nepal
	South
	15
	3
	NA
	[54]

	39
	Shrestha2011
	2006.7-2007.6
	Kathmandu
	Nepal
	South
	93
	18
	NA
	[55, 56]

	40
	Hamid1996
	1991.7-1994.7
	Karachi
	Pakistan
	South
	(8)
	(1)
	NA
	[57]

	41
	Rab1997
	1993.12-1994.3
	Islamabad
	Pakistan
	South
	35
	4
	4
	[58]

	42
	Kamani2009
	2000.1-2007.6
	Karachi
	Pakistan
	South
	66
	14
	NA
	[59]

	43
	Yasmeen2013
	2008-2010
	Karachi
	Pakistan
	South
	30
	8
	NA
	[60]

	44
	Hossain2012
	2009.6-2011.10
	Karachi
	Pakistan
	South
	34
	9
	9#
	[61]

	45
	Sultana2014
	2012.7-2013.3
	Lahore
	Pakistan
	South
	25
	5
	NA
	[62]

	46
	Kumar2001
	2001
	Al-Khobar
	Saudi Arabia
	Southwest
	28
	3
	NA
	[63]

	47
	Sharapov2009
	1992
	Tashkentviloyat
	Uzbekistan
	Central
	12
	1
	NA
	[64]


 () as pregnant women with fulminant hepatic failure. NA, result was not searched. # all of included patients are from the third trimester of pregnancy. 
Supplementary Table S3 (continued). Mortality frequencies in pregnancy with serologically-confirmed hepatitis E

	
	Author
	Study design
	Age  
	Gestation weeks
	Sourcea 
	Epidemics 
	HEV Assay

	Africa
	

	1
	Tsega1992
	Prospective
	15-45
	NA
	H
	Sporadic 
	ELISA

	2
	Boccia2006
	Retrospective
	NA
	NA
	C
	Outbreak 
	ELISA, PCR

	3
	Ahmed2008 
	Prospective
	26.8±7.1
	28.0(6.7)
	H
	Sporadic
	ELISA

	4
	Rayis2013
	Retrospective
	24.0±4.2
	33.6(3.7)
	H
	Outbreak
	ELISA

	5
	Refugee2013
	Case-serials
	NA
	NA
	C
	Outbreak
	ELISA

	6
	Coursaget1998
	Retrospective
	NA
	NA
	H 
	Outbreak
	ELISA

	7
	Mast1994
	Retrospective
	NA
	NA
	C
	Outbreak
	ELISA

	8
	Bile1994
	Prospective 
	NA
	NA
	C
	Outbreak
	ELISA

	9
	Teshale2010
	Prospective
	NA
	NA
	C 
	Outbreak
	ELISA

	10
	Goumba2010
	Retrospective
	15-39
	29.9(8.3)
	C
	Outbreak
	ELISA

	Asian
	

	11
	Cao1989
	Case-serials
	NA
	NA
	C
	Outbreak
	ELISA

	12
	Zhang1990 
	Retrospective
	16-46
	NA
	H
	Outbreak
	ELISA

	13
	Xia1991
	Retrospective
	18-35
	NA
	C
	Outbreak
	ELISA

	14
	Yang1997
	Retrospective
	21-34
	NA
	H
	Sporadic
	ELISA

	15
	Lubis1994
	Retrospective
	NA
	NA
	C
	Outbreak
	ELISA

	16
	Gurley2014
	Retrospective
	NA
	NA
	C
	Outbreak
	ELISA

	17
	Bhatia2008
	Case-control
	15-45
	NA
	H
	Sporadic
	ELISA, PCR

	18
	Dilawari1994
	Prospective
	NA
	NA
	C
	Outbreak
	ELISA

	19
	Khuroo1991
	Retrospective
	NA
	NA
	C
	Outbreak
	NA

	20
	Jaiswal2001
	Prospective
	18-35
	NA
	H
	Sporadic
	ELISA

	21
	Khuroo2003
	Prospective
	15-45
	NA
	H
	Sporadic
	ELISA

	22
	Rasheeda2008
	Prospective
	NA
	NA
	H
	Sporadic
	ELISA

	23
	Beniwal2003
	Prospective
	NA
	NA
	H
	Sporadic
	ELISA

	24
	Rathi2007 
	Prospective
	NA
	NA
	H
	Sporadic
	ELISA

	25
	Kumar2007
	Prospective
	NA
	NA
	H
	Sporadic
	ELISA, NRT-PCR

	26
	Patra2007
	Prospective
	22.4±3.2
	31(4.1)
	H
	Sporadic
	ELISA

	27
	Banait2007
	Retrospective
	18-38
	NA
	H
	Sporadic
	ELISA

	28
	Khuroo2004
	Prospective
	NA
	NA
	H
	Sporadic
	NA

	29
	Bali2008
	Retrospective
	NA
	NA
	C
	Outbreak 
	ELISA, PCR

	30
	Trivedi2012
	Retrospective
	23.5
	NA
	H
	Sporadic
	NA

	31
	Jain2013
	Retrospective
	19-39
	NA
	H
	Sporadic
	ELISA

	32
	Shinde2014
	Case-control
	24.1±3.3
	NA
	H
	Sporadic
	ELISA, PCR

	33
	Kumar2014
	Prospective
	25.5±3.4
	34.6(3.7)
	H
	Sporadic
	ELISA, PCR

	34
	Sharma2014
	Prospective
	NA
	NA
	H
	Sporadic
	NA

	35
	Bhadade2012
	Prospective
	NA
	NA
	H
	Sporadic
	NA

	36
	Mehta2012
	Prospective
	NA
	NA
	H
	Sporadic
	NA

	37
	Shrestha1990
	Retrospective
	NA
	NA
	H
	Outbreak
	NA

	38
	Bista2006
	Retrospective
	NA
	NA
	H
	Sporadic
	ELISA

	39
	Shrestha2011
	Case-serials
	NA
	NA
	H
	Sporadic
	ELISA

	40
	Hamid1996
	Retrospective
	18-35
	NA
	H
	Sporadic
	ELISA

	41
	Rab1997
	Prospective
	NA
	NA
	C
	Outbreak
	ELISA

	42
	Kamani2009
	Retrospective
	NA
	NA
	H
	Sporadic
	ELISA

	43
	Yasmeen2013
	Cross-sectional
	NA
	NA
	H
	Sporadic
	ELISA

	44
	Hossain2012
	Retrospective
	25.0±5.0
	30.0(5.0)
	H
	Sporadic
	NA

	45
	Sultana2014
	Case-control
	19-30
	32.0(5.0)
	H
	Sporadic
	ELISA

	46
	Kumar2001
	Retrospective
	NA
	NA
	C
	Sporadic
	ELISA, PCR

	47
	Sharapov2009
	Case-serials 
	NA
	NA
	C
	Sporadic
	NA


Abbreviations: NA, result was not searched; ELISA, Enzyme-linked immunosorbent assay; PCR, Polymerase Chain Reaction; NRT PCR, Nested Reverse Transcription PCR. a H=hospital-based survey, C=community-based survey.
Supplementary Table S4. Fetal mortality frequencies in pregnancy with acute serologically-confirmed hepatitis E
	
	Author
	Study year
	City 
	Country
	Region 
	N. of patients
	N. of death
	Sourcea 
	Ref

	
	
	
	
	
	
	
	Total
	Intrauterine fetal
	
	

	Africa

	1
	Tsega1992
	1988.2-1991.1
	Addis Ababa
	Ethiopia 
	Northeast
	19
	6
	5
	H
	[1, 2]

	2
	Ahmed2008 
	2007.3-2007.9
	Khartoum
	Sudan
	Northeast
	8
	2
	2
	H
	[5]

	3
	Rayis2013
	2010.11-2011.3
	Port Sudan
	Sudan
	Northeast
	39
	14
	14
	H
	[6]

	4
	Coursaget1998
	1991-1993
	Djibouti
	Djibouti
	East
	3
	1
	1
	H
	[8]

	5
	Goumba2010
	2002.7-2002.10
	Begoua
	Central AfricanRepublic
	Central
	7
	4
	3
	C
	[12, 13]

	Asian

	6
	Zhang1990 
	1986.12-1988.4
	Meyu County, Xinjiang
	China
	East
	500
	73
	59
	H
	[15]

	7
	Xia1991
	1988-1989
	Sulangong, Xinjiang
	China
	East
	17
	3
	3
	C
	[16]

	8
	Yang1997
	1992.1-1994.6
	Youan, Beijing
	China
	East
	39
	2
	2
	H
	[17]

	9
	Gurley2014
	2008.8-2009.2
	Dhaka
	Bangladesh
	South
	21
	6
	4
	C
	[19-21]

	10
	Dilawari1994
	1987.2-1987.4
	Karnal
	India
	South
	19
	5
	5
	C
	[25]

	11
	Khuroo2003
	1993.1-1996.1
	Srinagar, Kashmir
	India
	South
	65
	22
	NA
	H
	[28, 29]

	12
	Rasheeda2008
	1996.1-2004.8
	Chennai
	India
	South
	86
	30
	21
	H
	[30]

	13
	Rathi2007 
	2002.12-2004.10
	Mumbai
	India
	South
	15
	6
	4
	H
	[34]

	14
	Patra2007
	2003.1-2005.7
	New Delhi
	India
	South
	105
	83
	65
	H
	[36-38]

	15
	Banait2007
	2003.7-2004.12
	Mumbai
	India
	South
	42
	29
	28
	H
	[39]

	16
	Khuroo2004
	2004
	Kashmir
	India
	South
	36
	14
	NA
	H
	[40]

	17
	Jain2013
	2007.10-2012.9
	Indore
	India
	South
	27
	12
	12
	H
	[43]

	18
	Shinde2014
	2008.7-2010.6
	Nagpur, Maharashtra
	India
	South
	52
	25
	25
	H
	[44]

	19
	Kumar2014
	2008-2011
	New Delhi
	India
	South
	148
	55
	42
	H
	[45-49]

	20
	Mehta2012
	2011.1-2011.6
	Delhi
	India
	South
	36
	20
	20
	H
	[52]

	21
	Shrestha2011
	2006.7-2007.6
	Kathmandu 
	Nepal 
	South
	93
	16
	9
	H
	[55, 56]

	22
	Hamid1996
	1991.7-1994.7
	Karachi
	Pakistan 
	South
	8
	4
	2
	H
	[57]

	23
	Rab1997
	1993.12-1994.3
	Islamabad
	Pakistan 
	South
	35
	8
	4
	C 
	[58]

	24
	Yasmeen2013
	2008-2010
	Karachi
	Pakistan 
	South
	30
	9
	4
	H
	[60]

	25
	Hossain2012
	2009.6-2011.10
	Karachi
	Pakistan 
	South
	34
	11
	11
	H
	[61]

	26
	Sultana2014
	2012.7-2013.3
	Lahore
	Pakistan 
	South
	25
	7
	4
	H
	[62]

	27
	Kumar2001
	2001
	Al-Khobar
	Saudi Arabia
	Southwest
	28
	4
	2
	C
	[63]


a H=hospital-based survey, C=community-based survey.
Supplementary Table S5. Quality assessment of included studies
	Reference
	Methods for selecting study participants
	Methods for measuring
exposure and outcome variables
	Methods to control confounding
	Design-specific sources of bias and comparability among groups
	Statistical methods
	Declaration of conflict
	Summary
risk of Bias

	Tsega1992
	Partially
	Yes
	No
	Partially
	Partially
	No
	High

	Boccia2006
	Partially
	Partially
	Partially
	Partially
	Yes
	No
	High

	Ahmed2008
	Partially
	Yes
	No
	No
	No
	No
	Very High

	Rayis2013
	Partially
	Yes
	No
	No
	Yes
	No
	Very High

	Refugee2013
	Yes
	Partially
	No
	No 
	No
	No
	High

	Coursaget1998
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Mast1994
	Yes
	Yes
	No
	Partially
	Yes
	No
	High

	Bile1994
	Partially
	Partially
	No
	Partially
	Partially
	No
	High

	Teshale2010
	Yes
	Yes
	No
	No
	Yes
	No
	High

	Goumba2010
	Partially
	Partially
	No
	No
	Partially
	Yes
	High

	Cao1989
	Yes
	Partially 
	No
	No
	Yes
	No
	High

	Zhang1990
	Partially
	Partially 
	No
	No
	Yes
	No
	Very High

	Xia1991
	Partially
	Partially
	Partially
	Partially
	Yes
	No
	High

	Yang1997
	Partially
	Partially
	No
	No
	Partially
	No
	Very High

	Lubis1994
	Partially
	Partially
	No
	Partially
	Partially
	No
	High

	Gurley2014
	Yes
	Yes
	Partially
	Partially
	Yes
	yes
	Moderate

	Bhatia2008
	Yes
	Yes
	Partially
	Partially
	Yes
	Yes
	Moderate

	Dilawari1994
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Khuroo1991
	Partially
	Partially
	No
	Partially
	Partially
	No
	High

	Jaiswal2001
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Khuroo2003
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Rasheeda2008
	Partially
	Yes
	No
	No
	NA
	Yes
	Very High

	Beniwal2003
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Rathi2007
	Partially
	Partially
	No
	No
	No
	No
	Very High

	Kumar2007
	Partially
	Yes
	No
	No
	Partially
	No
	Very High

	Patra2007
	Partially
	Yes
	No
	Partially
	Yes
	Yes
	High

	Banait2007
	Partially
	Yes
	No
	Partially
	Yes
	Yes
	High

	Khuroo2004
	Partially
	Partially
	No
	Partially
	Partially
	No
	High

	Bali2008
	Partially
	Partially
	No
	Partially
	Yes
	No
	High

	Trivedi2012
	Partially
	Partially
	No
	No
	Partially
	No
	Very High

	Jain2013
	Partially
	Yes
	No
	No 
	Yes
	No
	Very High

	Shinde2014
	Partially
	Yes
	Partially
	Partially
	Yes
	No
	High

	Kumar2014
	Partially
	Yes
	Partially
	Partially
	Yes
	yes
	Moderate

	Sharma2014
	Partially
	Yes
	No
	No
	Yes
	No
	Very High

	Bhadade2012
	Partially
	Yes
	No
	No
	Yes
	No
	Very High

	Mehta2012
	Partially
	Yes
	No
	No
	Partially
	No
	Very High

	Shrestha1990
	Partially
	Partially
	No
	Partially
	Partially
	No
	High

	Bista2006
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Shrestha2011
	Partially
	Partially
	No
	Partially
	Yes
	No
	High

	Hamid1996
	Partially
	Partially
	No
	Partially
	Partially
	No
	High

	Rab1997
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Kamani2009
	Partially
	Yes
	No
	Partially
	Yes
	No
	High

	Yasmeen2013
	Partially
	Yes
	No
	Partially
	Yes
	No
	Very High

	Hossain2012
	Partially
	Yes
	Partially
	Partially
	Yes
	No
	High

	Sultana2014
	Partially
	Yes
	No
	Partially
	Yes
	yes
	High

	Kumar2001
	Partially
	Partially
	No
	Partially
	Yes
	No
	High

	Sharapov2009
	Partially
	Yes
	Partially
	Partially
	Yes
	No
	High


Abbreviations: NA, result was not searched.

Supplementary Table S6. Sensitivity analysis of case-fatality of maternal jaundice infected with HEV
	Variable 
	Pooled CFR (%)
	95%CI
	I2(%)
	Cochran’s 

Q
	P value

	Removal of 29 smaller

(size<50) studies
	24.9
	19.2,30.6
	94.8
	0.014
	<0.001

	Removal of 4 longer 

(time>2 year) studies
	21.0
	16.2,26.2
	88.0
	0.018
	<0.001

	Removal of 13 longer 

(time>1 year) studies
	20.2
	14.0,26.4
	82.1
	0.014
	<0.001


Abbreviations: CFR, case fatality risk; CI, confidence interval; HEV, hepatitis e virus. 
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