Supplementary Materials

Supplementary Document 1: PRISMA checklist.

Section/topic #

Checklist item

TITLE

Title 1 | Identify the report as a systematic review, meta-analysis, or
both.

ABSTRACT

Structured 2 | Provide a structured summary including, as applicable:

summary background; objectives; data sources; study eligibility

criteria, participants, and interventions; study appraisal and
synthesis methods; results; limitations; conclusions and
implications of key findings; systematic review registration
number.

INTRODUCTION

Rationale 3 | Describe the rationale for the review in the context of what is
already known.

Obijectives 4 | Provide an explicit statement of questions being addressed
with reference to participants, interventions, comparisons,
outcomes, and study design (PICOS).

METHODS

Protocol and
registration

Indicate if a review protocol exists, if and where it can be
accessed (e.g., Web address), and, if available, provide
registration information including registration number.

Eligibility criteria

Specify study characteristics (e.g., PICOS, length of
follow-up) and report characteristics (e.g., years considered,
language, publication status) used as criteria for eligibility,
giving rationale.

Information 7 | Describe all information sources (e.g., databases with dates of

sources coverage, contact with study authors to identify additional
studies) in the search and date last searched.

Search 8 | Present full electronic search strategy for at least one

database, including any limits used, such that it could be
repeated.

Study selection

State the process for selecting studies (i.e., screening,
eligibility, included in systematic review, and, if applicable,
included in the meta-analysis).

Data collection

10

Describe method of data extraction from reports (e.g., piloted




process forms, independently, in duplicate) and any processes for
obtaining and confirming data from investigators.
Data items 11 | List and define all variables for which data were sought (e.g., | 4
PICQOS, funding sources) and any assumptions and
simplifications made.
Risk of bias in 12 | Describe methods used for assessing risk of bias of individual | 5
individual studies studies (including specification of whether this was done at
the study or outcome level), and how this information is to be
used in any data synthesis.
Summary 13 | State the principal summary measures (e.g., risk ratio, 5
measures difference in means).
Synthesis of 14 | Describe the methods of handling data and combining results | 5
results of studies, if done, including measures of consistency (e.g., 1%
for each meta-analysis.
Risk of bias 15 | Specify any assessment of risk of bias that may affect the 5
across studies cumulative evidence (e.g., publication bias, selective
reporting within studies).
Additional 16 | Describe methods of additional analyses (e.g., sensitivity or | 8-9
analyses subgroup analyses, meta-regression), if done, indicating
which were pre-specified.
RESULTS
Study selection 17 | Give numbers of studies screened, assessed for eligibility, and | 6
included in the review, with reasons for exclusions at each
stage, ideally with a flow diagram.
Study 18 | For each study, present characteristics for which data were 4
characteristics extracted (e.g., study size, PICOS, follow-up period) and
provide the citations.
Risk of bias 19 | Present data on risk of bias of each study and, if available, any | 6-7, Table
within studies outcome level assessment (see item 12). 1-3, Figure
2
Results of 20 | For all outcomes considered (benefits or harms), present, for | 7-8, Table
individual studies each study: (a) simple summary data for each intervention 1-3
group (b) effect estimates and confidence intervals, ideally
with a forest plot.
Synthesis of 21 | Present results of each meta-analysis done, including 7-8, Table
results confidence intervals and measures of consistency. 1-3
Risk of bias 22 | Present results of any assessment of risk of bias across studies | 6-7, Table

across studies

(see Item 15).

1-3, Figure




Additional 23 | Give results of additional analyses, if done (e.g., sensitivity or | 8-9
analysis subgroup analyses, meta-regression [see Item 16]).
DISCUSSION
Summary of 24 | Summarize the main findings including the strength of 10-11
evidence evidence for each main outcome; consider their relevance to
key groups (e.g., healthcare providers, users, and policy
makers).
Limitations 25 | Discuss limitations at study and outcome level (e.g., risk of 11
bias), and at review-level (e.g., incomplete retrieval of
identified research, reporting bias).
Conclusions 26 | Provide a general interpretation of the results in the context of | 11-12
other evidence, and implications for future research.
FUNDING
Funding 27 | Describe sources of funding for the systematic review and 13

other support (e.g., supply of data); role of funders for the
systematic review.

From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic

Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med 6(7): e1000097. doi:10.1371/journal.pmed1000097
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Supplementary Document 2: 69 eligible studies in this meta-analysis.
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Supplementary Table 1: The basic characteristics of the included studies in the meta-analysis.

Gene Author Year Geographical population Sample type Method  HBV-positive HCC HBV-negative HCC
pl6
Ivy H N Wong [1] 1999 Chinese carcinoma tissue ~ MSP 17 5
Ivy H N Wong [2] 2000 Chinese carcinoma tissue ~ MSP 22 3
Bin Yang [3] 2003 American carcinoma tissue ~ MSP 9 24
Yang Qin [4] 2004 Chinese carcinoma tissue ~ MSP 13 7
Xin Li [5] 2004  Japanese carcinoma tissue ~ MSP 13 5
Bin Yang [6] 2005 Chinese carcinoma tissue ~ MSP 14 5
Fukai K [7] 2005 Japanese carcinomatissue ~ MSP 14 2
Hiroto Katoh [8] 2006 Japanese carcinomatissue ~ MSP 17 13
Zhang Jicai [9] 2006 Chinese carcinomatissue ~ MSP 32 12
Pei-Fen Su [10] 2007 Chinese carcinomatissue ~ MSP 30 25
S Nomoto [11] 2007 Japanese carcinomatissue ~ MSP 3 3
Naoshi Nishida [12] 2008 Japanese carcinomatissue ~ MSP 13 18
Hang Su [13] 2008 Chinese carcinomatissue ~ MSP 45 8
So Kurita [14] 2009 Japanese carcinomatissue ~ MSP 9 5
Qinghua Feng [15] 2010 American carcinomatissue ~ MSP 12 0
YaZhen Zhu [16] 2010 Chinese carcinomatissue ~ MSP 20 10
Zhen Qu [17] 2015 Chinese carcinomatissue ~ MSP 28 7
Lou Cheng [18] 2008 Chinese carcinomatissue ~ MSP 49 11
Zhu Yazhen [19] 2010 Chinese carcinoma tissue ~ MSP 88 10
Wang Fenfen [20] 2011 Chinese carcinoma tissue ~ MSP 71 15
Qi Yunpeng [21] 2013 Chinese carcinomatissue ~ MSP 71 15

Li Huan [22] 2013 Chinese carcinomatissue ~ MSP 28 7



RASSF1A

GSTP1

Zhang Jicai [23]
Dong Xiaogang [24]

Hiroto Katoh [8]
Naoshi Nishida [12]
Hang Su [13]
Toyoki Moribe [25]

Pensri Saelee [26]

Ying Feng [27]
Xiaoying Zhang [28]
Zhen Qu [17]

Ying Feng [29]
Oscar C [30]

Zhou Xiaojun [31]
Lou Cheng [18]
Zhang Huijin [32]
Xue Wanjiang [33]
Li Huan [22]

Fan Haiyan [34]
Chen Tangen [35]
Dong Xiaogang [24]

Bin Yang [3]

2013
2016

2006
2008
2008
2009

2010

2012
2013
2015
2015
2016
2007
2008
2011
2012
2013
2013
2013
2016

2003

Chinese
Chinese

Japanese
Japanese
Chinese

Japanese

Thai

Chinese
Chinese
Chinese
Chinese
Brazilian
Chinese
Chinese
Chinese
Chinese
Chinese
Chinese
Chinese
Chinese

American

carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue

MSP
MSP

MSP
MSP
MSP
MSP

MSP

MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP

MSP

32
58

17
13
45

13

84
45
28
204

15
49
81
65
28
81
81
58

12

24



APC

RUNX3

Motohisa Tada [36]
Jinhong Wang [37]
Hiroto Katoh [8]
Peifen Su [10]

S Nomoto [11]
Naoshi Nishida [12]
Toyoki Moribe [25]
Zhen Qu [17]

Yang Weifu [38]
Lou Cheng [18]

Li Huan [22]

Bin Yang [3]
Hiroto Katoh [8]

S Nomoto [11]
Naoshi Nishida [12]
Toyoki Moribe [25]
Lou Cheng [18]
Wu Long [39]
Wang Fenfen [20]
Zhang Huijin [32]
Qi Yunpeng [21]

Won Sang Park [40]

2005
2006
2006
2007
2007
2008
2009
2015
2004
2008
2013

2003
2006
2007
2008
2009
2008
2008
2011
2011
2013

2005

Japanese
Chinese
Japanese
Chinese
Japanese
Japanese
Japanese
Chinese
Chinese
Chinese
Chinese

American
Japanese
Japanese
Japanese
Japanese
Chinese
Chinese
Chinese
Chinese
Chinese

Korean

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue

MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP

MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP

MSP

13
20
17
30

13

28
21
49
28

17

13

49
25
71
81
71

64

24
13

18

11

15

13
15



pl4

WIF1

CDH1

S Nomoto [11]
Naoshi Nishida [12]
Toyoki Moribe [25]
Haiyuan Zhang [41]
Zhang Haiyuan [42]
Jiang Xiaojie [43]
Li Jianguo [44]

Bin Yang [3]
Fukai K [7]
Peifen Su [10]
Wu Feixiang [45]
Zhang Junxia [46]
Zhang Jicai [23]

Liang Huang [47]
Liang Huang [48]
Ding Zhen [49]
Tong Bai [50]
Zhang Huijin [32]
Fan Haiyan [34]

Bin Yang [3]

2007
2008
2009
2009
2009
2011
2012

2003
2005
2007
2009
2011
2013

2011
2008
2009
2010
2011
2013

2003

Japanese
Japanese
Japanese
Chinese
Chinese
Chinese
Chinese

American
Japanese
Chinese
Chinese
Chinese
Chinese

Chinese
Chinese
Chinese
Chinese
Chinese
Chinese

American

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue

MSP
MSP
MSP
MSP
MSP
MSP
MSP

MSP
MSP
MSP
MSP
MSP
MSP

MSP
MSP
MSP
MSP
MSP
MSP

MSP

13

58
43
50
58

14
30
36
70
32

94
101
29
44
81
81

18

10

25

37

24

25

14

16
12

11
12

13
13

24



PRDM2

p15

SOCS1

Hiroto Katoh [8]
Peifen Su [10]
Naoshi Nishida [12]
Chengyun Dou [51]
Huang Wenqing [52]

S Nomoto [11]
Naoshi Nishida [12]
Zhen Qu [17]

Qian Bo [53]

Lou Cheng [18]

Li Huan [22]

Ivy H N Wong [2]
Bin Yang [3]
Yang Qin [4]
Fukai K [7]

Liu Jianyu [54]
Zhang Jicai [23]

Osamu Okochi [55]
S Nomoto [11]
Naoshi Nishida [12]

2006
2007
2008
2015
2011

2007
2008
2015
2005
2008
2013

2000
2003
2004
2005
2002
2013

2003
2007
2008

Japanese
Chinese
Japanese
Chinese
Chinese

Japanese
Japanese
Chinese
Chinese
Chinese
Chinese

Chinese
American
Chinese
Japanese
Chinese
Chinese

Japanese
Japanese
Japanese

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue

MSP
MSP
MSP
MSP
MSP

MSP
MSP
MSP
MSP
MSP
MSP

MSP
MSP
MSP
MSP
MSP
MSP

MSP
MSP
MSP

17
30
13
153
33

13
28
35
49
28

22

13

14

13
32

13

13

25

18

30

18

11

18



SFRP1

MGMT

pl6

Peiyi Chu [56]
Pensri Saelee [57]

YuLueng Shih [58]
S Nomoto [11]
Wu Long [39]

Su Qian [59]

Peifen Su [10]
Qian Bo [53]
Lou Cheng [18]

Bin Yang [6]
Zhang Jicai [9]
Pei-Fen Su [10]

S Nomoto [11]
Naoshi Nishida [12]
Hang Su [13]
Yazhen Zhu [16]
Liu Jianyu [54]

Bin Yang [60]

Zhu Yazhen [19]

2010
2012

2006
2007
2008
2009

2007
2005
2008

2005
2006
2007
2007
2008
2008
2010
2002
2006
2010

Chinese
Thai

Chinese
Japanese
Chinese
Chinese

Chinsee
Chinese
Chinese

Chinese
Chinese
Chinese
Japanese
Japanese
Chinese
Chinese
Chinese
Chinese
Chinese

carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue
carcinoma tissue

carcinoma tissue
carcinoma tissue
carcinoma tissue

adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue

MSP
MSP

MSP
MSP
MSP
MSP

MSP
MSP
MSP

MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP

21
13

33

25

30
35
49

14
32
30

15
45
20
13
14
88

15
10

11

41

25

11

12
25

18

10

10



GSTP1

RASSF1A

APC

RUNX3

SOCS1

Motohisa Tada [36]
Jinhong Wang [37]
Peifen Su [10]

S Nomoto [11]
Naoshi Nishida [12]
Toyoki Moribe [25]

Naoshi Nishida [12]
Hang Su [13]
Toyoki Moribe [25]

S Nomoto [11]
Naoshi Nishida [12]
Toyoki Moribe [25]

S Nomoto [11]
Naoshi Nishida [12]
Toyoki Moribe [25]

S Nomoto [11]
Naoshi Nishida [12]

2005
2006
2007
2007
2008
2009

2008
2008
2009

2007
2008
2009

2007
2008
2009

2007
2008

Japanese
Chinese
Chinese
Japanese
Japanese
Japanese

Japanese
Chinese
Japanese

Japanese
Japanese
Japanese

Japanese
Japanese
Japanese

Japanese
Japanese

adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue
adjacent tissue

adjacent tissue
adjacent tissue
adjacent tissue

adjacent tissue
adjacent tissue
adjacent tissue

adjacent tissue
adjacent tissue
adjacent tissue

adjacent tissue
adjacent tissue

MSP
MSP
MSP
MSP
MSP
MSP

MSP
MSP
MSP

MSP
MSP
MSP

MSP
MSP
MSP

MSP
MSP

13
20
30

15

15
45

15

25

18

18

18



CDH1

SFRP1

pl6

Peiyi Chu [56]

Peifen Su [10]
Naoshi Nishida [12]
Huang Wenqing [52]

YuLueng Shih [58]
S Nomoto [11]
Su Qian [59]

Ivy H N Wong [1]
Ivy H N Wong [2]
Yujing Zhang [61]
Lin Qing [62]
Zhang Jicai [63]

He Qingfang [64]
Wang Fenfen [20]
Qi Yunpeng [21]
Yang Jianjun [65]
Dong Xiaogang [24]

2010

2007
2008
2011

2006
2007
2009

1999
2000
2007
2006
2006
2010
2011
2013
2013
2016

Chinese

Chinese
Japanese
Chinese

Chinese
Japanese
Chinese

Chinese
Chinese
Chinese
Chinese
Chinese
Chinese
Chinese
Chinese
Chinese
Chinese

adjacent tissue

adjacent tissue
adjacent tissue
adjacent tissue

adjacent tissue
adjacent tissue
adjacent tissue

carcinoma serum
carcinoma serum
carcinoma serum
carcinoma serum
carcinoma serum
carcinoma serum
carcinoma serum
carcinoma serum
carcinoma serum
carcinoma serum

MSP

MSP
MSP
MSP

MSP
MSP
MSP

MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP
MSP

21

30
15
33

33

17
22
25
36
32
83
71
71
45
58

15

25
18

11

41

14
28
12
17
15
15
11



RASSF1A

Yujing Zhang [61] 2007 Chinese carcinoma serum  MSP 25 14
Xiaogiang Qiu [66] 2009 Chinese carcinoma serum  MSP 30 5
He Qingfang [64] 2010 Chinese carcinoma serum  MSP 83 17
Fei Bojian [67] 2011 Chinese carcinoma serum  MSP 61 11
Gong huanyu [68] 2011 Chinese carcinoma serum  MSP 28 4
Zhao Huijin [69] 2013 Chinese carcinoma serum  MSP 86 16
Dong Xiaogang [24] 2016 Chinese carcinoma serum  MSP 58 2
APC
Wang Fenfen [20] 2011 Chinese carcinoma serum  MSP 71 15
Qi Yunpeng [21] 2013 Chinese carcinoma serum  MSP 71 15
Zhao Huijin [69] 2013 Chinese carcinoma serum  MSP 86 16

Abbreviation
MSP: Methylation Specific PCR.
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Supplementary Table 2: Analysis of heterogeneity sources of 13 genes methylation

between HBV-positive carcinoma tissues and HBV-negative carcinoma tissues in

HCC in geographical populations.

Gene Geographical population Studies (n) Coefficient ~ 95% CI P value
pl6 China 16 -0.8607089  [-2.240385, 0.5189674] 0.209
Japan 6 — — —
America 2 -1.270956 [-4.303588, 1.761675]  0.394
RASSF1A  China 13 -1.610805 [-6.113554, 2.891943]  0.451
Japan 3 -1.114868 [-5.950196, 3.72046] 0.625
Thailand 1 -1.860752 [-7.469659, 3.748155]  0.484
Brazil 1 — — —
GSTP1 China 6 -0.3695204  [-2.302005, 1.562964] 0.676
Japan 5 -1.061634 [-3.170589, 1.047322] 0.284
America 1 — — —
APC China 5 -0.1584815  [-1.788317,1.471354] 0.825
Japan 4 — — —
America 1 -0.4311435  [-2.806241, 1.943954]  0.681
RUNX3 China 4 0.0165502 [-1.765576, 1.798677]  0.982
Japan 3 — — -
Korea 1 -0.5228616  [-3.968048, 2.922325]  0.713
pla China 4 - - -
Japan 1 — — —
America 1 1.455163 [-4.659908, 7.570233]  0.504
WIF1 China 6 - — —
CDH1 China 3 -0.4265984  [-3.87634, 3.023143] 0.72
Japan 2 — — -
America 1 -1.406721 [-6.14395, 3.330509] 0.414
PRDM2 China 4 0.6768346 [-2.008149, 3.361818]  0.523
Japan 2 — — —
p15 China 4 -0.4680645  [-6.066942,5.130813]  0.807
Japan 1 — — —
America 1 -0.901902 [-6.943279, 5.139475]  0.667
SOCS1 Japan 3 1.372043 [-4.381798 0.413
7.125883]
China 1 1.450589 [-4.895154, 7.796331]  0.429
Thailand 1 - — —
SFRP1 China 3 1.49404 [-6.79241, 9.780489] 0.519
Japan 1 — - -
MGMT China 3 - — —

Analysis of heterogeneity sources of pl6 in Japan, RASSF1A in Brazil, GSTP1 in



America, APC in Japan, RUNX3 in Japan, p14 in China and Japan, WIF1 in China,
CDH1 in Japan, PRDM2 in Japan, p15 in Japan, SOCS1 in Thailand, SFRP1 in Japan

and MGMT in China was not applicable, because the data of these genes methylation

were insufficient.



Supplementary Table 3: Analysis of heterogeneity sources of eight genes methylation
between HBV-positive adjacent tissues and HBV-negative adjacent tissues in HCC in

geographical populations.

Gene Geographical population  Studies (n)  Coefficient 95% ClI P value
pl6 China 8 - — —
Japan 2 1.343732 [-1.666668, 4.354132] 0.326
GSTP1 Japan 4 1.025441 [-3.056455, 5.107338] 0.393
China 2 — — —
RASSF1A Japan 2 — - —
China 1 — — —
APC Japan 3 — — —
RUNX3 Japan 3 — — —
SOCS1 Japan 2 — — —
China 1 — — —
CDH1 China 2 — — —
Japan 1 — — —
SFRP1 China 2 - - -
Japan 1 — — —

Analysis of heterogeneity sources of pl16 in China, GSTP1 in China, RASSF1A in
Japan and China, APC in Japan, RUNX3 in Japan, SOCS1 in Japan and China, CDH1
in China and Japan, and SFRP1 in China and Japan was not applicable, because the

data of these genes methylation were insufficient.



Supplementary Table 4: Analysis of heterogeneity sources of three genes methylation
between HBV-positive carcinoma serums and HBV-negative carcinoma serums in

HCC in geographical populations.

Gene Geographical population Studies (n) Coefficient 95% ClI P value
p16 China 10 — — —
RASSF1A China 7 — — —
APC China 3 — — —

Analysis of heterogeneity sources of p16 in China, RASSF1A in China and APC in

China was not applicable, because the data of these genes methylation were

insufficient.



Supplementary Figure 1: Forest plots of APC and RUNX3 methylation between
HBV-positive carcinoma tissues and HBV-negative carcinoma tissues in HCC in the

meta-analysis.

APC

HBV-positive carcinoma tissues  HBV-negative carcinoma tissues Odds Ratio Odds Ratio
Events Total Events Total Weight M-H,Fixed 95%Cl Year  M-H Fixed, 95%Cl

Chinese
Lou Cheng 2008 44 49 10 11 125%  0.88(0.09,8.38) 2008
Wu Long 2008 12 25 2 5 13.0% 1.38(0.20,9.77) 2008
Wang Fenfen 2011 57 n 10 15 244% 2.04[0.60,6.91) 2011
Zhang Huijin 2011 54 81 6 13 258%  233(0.71,7.63 2011
QiYunpeng 2013 57 Al 10 15 24.4% 2.04 [0.60,6.91) 2013
Total (95% CI) 297 59 100.0%  1.88[1.01,3.52] —
Total events 224 38

Heterogeneity. Chi*= 0.69, df= 4 (P = 0.95); F= 0%
Test for overall effect: Z=1.98 (P = 0.05)

Japanese

Hiroto Katoh 2006 15 17 10 13 280% 225[0.32,15.97] 2006

S Nomoto 2007 2 3 3 3 275%  0.24[0.01,862] 2007 *

Naoshi Nishida 2008 11 13 14 18 37.9% 1.57(0.24,10.22) 2008 =

Toyoki Moribe 2009 3 3 2 3 6.6% 4.20(0.12,151.97] 2009 >
Total (95% CI) 36 37 100.0% 1.57 [0.50, 4.91]

Total events 3 29

Heterogeneity: Chi*= 1.48, df= 3 (P = 0.69), F= 0%
Test for overall effect Z= 0.77 (P = 0.44)
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Decreased risk Increased risk

HBV-positive carcinoma tissues  HBV-negative carcinoma tissues Odds Ratio Odds Ratio

_Study or Subgroup Events Total Events T LH, Fi % ea -H, Fix %

Chinese

Haiyuan Zhang 2009 27 58 3 10 124%  2.03([0.48,864) 2009 1T

Zhang Haiyuan 2009 19 43 1 4 46% 238(0.23,24.70] 2009 S P —

Jiang Xiaojie 2011 23 50 1" 25 358%  1.08[0.41,2.85 2011 I

Li Jianguo 2012 27 58 16 37 472%  1.14[0.50,262] 2012 I

Total (95% CI) 209 76 100.0%  1.29[0.74,2.25]

Total events 96 3

Heterogeneity. Chi*= 0.85, df= 3 (P = 0.84), F= 0%
Test for overall effect: Z= 0.90 (P = 0.37)

Japanese

S Nomoto 2007 1 3 2 3 283% 025[0.01,7.45) 2007 ¢ @———
Naoshi Nishida 2008 7 13 7 18 57.5%  1.83(0.43,7.77) 2008 ——
Toyoki Moribe 2009 1 3 1 3 142% 1.00(0.03,29.81) 2008

Total (95% CI) 19 24 100.0%  1.27[0.38,4.22]

Total events 9 10

Heterogeneity: Chi*=1.15, df= 2 (P = 0.56); F= 0% 5 + + + J
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