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Association between infection of hepatitis B virus and onset risk of non-Hodgkin
lymphoma: A Meta analysis

YIN Fan'*, XU Xia’*, WANG Li-bing', LU Yue-mei’, ZHAO Dong-bao'( 1. Department of Rheumatology and Immu-
nology, Changhai Hospital, Second Military Medical University, Shanghai 200433, China; 2. Department of Oncology,
Tongzhou Traditional Chinese Medical Hospital, Tongzhou 226300, Jiangsu, China )

[ Abstract ] Objective:To systematically evaluate the association between hepatitis B virus ( HBV ) infection and non-
Hodgkin lymphoma ( NHL ). Methods: Case-control studies on the association of HBV infection with NHL were collected
from Medline, EMBASE, PubMed, the Cochrane Library, Chinese Biomedical Literature Database, Chinese Scientific
Journal Full-text Database, and Chinese Journal Full-text Database. The data extraction and Meta-analysis ( STATA
11.0 ) was performed by two reviewers independently. Results: 15 case-control studies and 8 nested case-control studies
were included in the present study. The Meta results showed that odd radio ( OR ) of HBV infection in NHL when com-
pared with the control population was 2.44 (95% CI, 2.25-2.63 ) in the fixed effect model and 2.49 (95% CI, 1.95-
3.18 ) in the random effect model. There was evidence of statistical heterogeneity in all included studies ( I° =86. 8% ,
P <0.05), which disappeared in the subgroup nested case-control studies ( I =15.9% ,P >0.05 ). OR was 2.49 ( 95%
CI, 1.95-3.18 ) in the random effect model, suggesting a higher prevalence of HBV carrier state in NHL than controls.
Conclusion : There is a possible causal relation between HBV infection and NHL, which needs to be confirmed by experi-
mental and epidemiological studies.
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Tab.1 Basic features of included studies

Sample size

References Year Country Type of study Matching criteria

( case/control )
Cuculanu"?’ 1999  Romania Case-control study NA 68/943
Kuniyoshi *’ 2001  South Korea Nested case-control study NA 348/1 513 358
Kim"®’ 2002 lilay Nested case-control study Age, sex 222/883
Iwata' ®’ 2004  Japan Nested case-control study Age, sex 145/574
EI-Saued' " 2006  Egypt Case-control study NA 29/36
Marcucei'®’ 2006  Itlay Nested case-control study NA 399/392
Mehdi®’ 2006  Saudi Arabia Case-control study NA 565/11 118
Lim' '’ 2007  Singapore Case-control study NA 556/4 698
Sonmez ! 2007  Turkey Nested case-control study NA 109/551
Wang 2’ 2007  China Nested case-control study NA 586/1 237
Park" 3 2008  South Korea Nested case-control study Age, sex 235/235
Anderson' '*! 2008 U.S. Case-control study Age, sex 33 940/122 531
Cocco' '* 2008  Italy Case-control study Age, sex 164/334
Becker' ' 2009  Euro Case-control study Age, sex 2 362/2 465
Franceschi' "’ 2011  Euro Nested case-control study Age, sex 739/2 028
Kang''*’ 2011 South Korea Case-control study Age, sex 2 094/15 562
Kim' "’ 2011 South Korea Case-control study Age,sex 344/404
Luol' ®’ 2010  China Case-control study NA 1279/1 340
Yan 2!’ 2009  China Case-control study NA 132/132
Zhang 2’ 2010 China Case-control study NA 129/129
Ma' % 2010  China Case-control study NA 67/67
Qin' 2007  China Case-control study NA 109/128
Luo %’ 2011  China Case-control study NA 316/316
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Medline, EMBASE, PUBMED, Cochrane etc.

Search terms: hepatitis B virus, lymphoma

|

Trials identified as potentially relevant and

identified for retrieval (n=425)

Trials excluded as they did not involve

HBV or lymphoma (n=170)

Trials involving HBV and/or lymphoma

(n=255)

Trials excluded as they involved either

lymphoma or HBV alone (n=96)

Trials involving HBV and/or lymphoma and

retrieved for more detailed review (r=159)

Trials excluded (n=136)-not meeting
inclusion criteria, case reports, observational

studies, Hodgkin’s disease.

Trials involving HBV and NHL and included

in Meta-analysis (1=23)
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Fig.1 Flow diagram of literature searching and selection
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Fig. 2 Meta analysis of HBV infection rates in

patients with non-Hodgkin lymphoma

ENTIEAEZSUR A EL K 'Y W NS SR
o, 02 2] T B AT A 2R B SCHk . Meta 43 A7 45 SR 12
7, NHL 38 HBV BB R 2 R X B2 1Y 2.5 1%
H1F NHL B PAEERC R 1Y HBY RGP b A F
RERN TR FIEIRIGT A EEZE L., CAH
TR, Y NHL R 332 s 0 Ak g7 i A7 AR
HBV P8 i AU , £ 0T H BTG REAR (1 ALT T
Z 07 G MR B A REPE TR R, A
FE 225 PG I B B I DY RE S B2 i s 5 JEF
DIREREIRAESE . HBV F3800G f A5 40 I v 7 Hp
FEEZ I HAR T RO S s sE e, Rk, 7E NHL
BE AT R T I AT HBV B i I, R

PR B TEZALS I T IR E rTE TR /]

Study ID OR (95% CI) Weight(%)

—_—

Franceschi : 2.55(1.12,5.81)  3.81
Lwata e 3480(1.59,14.52) 1.39

Kim — 2.26(1.39,3.67) 11.26
Kuniyoshi - 1.96 (120,3.19) 1022
Marcucci —_ 3.23(1.61,6.46) 6.14
Park — 1.86(1.02,3.37) 9.88
Sonmez —=] 0.69(0.24,1.99) 5.58

2.16 (1.70,2.75) 51.73
2.16 (1.82,2.56) 100.00

Wang B>
Overall (1-squared=15.9%, P=0.305)| <1>

0.0689 1 14.5

B3 HEARGMEARPEEFESHE
fEERE P HBV B X Meta 547
Fig. 3 Meta analysis of HBV infection rates
in patients with non-Hodgkin lymphoma in

nested case-control studies
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Fig. 4 Publication bias of included studies

analyzed by funnel plot
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Fig. 5 Publication bias of included nested

case-control studies analyzed by funnel plot
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