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A Meta analysis on the correlation between TNF-B gene +252 A/G

polymorphism and susceptibility of gastric cancer
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[ Abstract )Objective : To explore the relationship between tumor necrosis factor—B(TNF-B )gene +252 A/G polymorphism and suscep—
tibility of gastric cancer. Methods ; Case—control studies about TNF- gene +252 A/G polymorphism and susceptibility of gastric
cancer were searched from PubMed,Ovid, Springer, CBM,CNKI and Wan fang databases between establishment of databases and
June 2013. According to the self-designed inclusion and exclusion criteria, data were extracted and quality of included studies was
evaluated. Meta analysis was conducted by using Review Manager 5.2 and Stata 12.0 software with stability being evaluated by both
stratified analysis and sensitivity analysis. Moreover, Begg’s funnel plot and Egger’s regression were used to assess the published
bias of articles. Results;Sixteen case—control studies were included including 2 538 cases and 3 908 controls. Meta analysis showed
that in each genetic model,no significant difference was found in the correlation between TNF—B gene +252 A/G polymorphism and
gastric cancer;codominant genetic model (G/G vs. A/A):OR and 95%CI.0.95(0.76,1.20) ;dominant genetic model ((A/G+G/G) vs.
A/A):OR and 95%CI.1.09(0.91,1.32) ;recessive genetic model (G/G vs. (A/G+A/A)):OR and 95%CI;0.88(0.72,1.07) ;allele
genetic model(G vs. A):OR and 95%CI;1.00(0.90,1.11).(G/G,G/A, A/A respectively represent the genotype). There was no statis—
tical significance in racial subgroup analysis. Conclusions : TNF-3 +252 A/G polymorphism is not significantly related with gastric
cancer. The conclusion is limited by the quality and number of included studies. Large—scale studies are needed in the further.
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ML 6T TNF-B BEPR+252 i 4k A/G 754,24
+252 gl G B A BRI YIS Neo T RG]
I %05 R A B Neo 1 BV A5 Bl el 3
WANET TNF-B+252 A/G £ 45105 B 5 B ¢
PERIF IR AR B S5 AR —E0>7 | [ N A oT 3228
SERAETT I A WAL SR, I AR G
PE AR SOR L & FMAR ISR I BEBFSE 4T Metasy
Br, LABHG TNF-B K4 +252 A/G £ 5 55
KR

1 #EREAHZE

L1 %k R

TEAHLKEZR PubMed  Springer Ovid ,CBM ,CNKI J7 /5 %
PRI, k%R TNF-B OR LT-a OR TNF-B OR tumor
necrosis factor—3 AND polymorphism AND gastric cancer OR
stomach cancer, T KR B AND M IRSEHE F-p
OR TNF-B OR LT-a AND £ L7554 OR 2745, T X4 [
38 B BT S SR I 228 Sk
1.2 %N HerkArE

gy N5 DB B TNF-B +252 A/G v S 3L a0 5
B IR SR SRR, ARS8 S S U QAT 30K
FI T 191 % HEAIF 5 w8 S 2 91 %o BRAVF 5, B v SO
SC o @HE PR RUAG I J5 VAR, A JE 08 1 a5 LU {E L (OR
M 95%CI) , @WFFE GBI 0 28 B B sl F AR e 2% |
HAVEWHS I BRI IR & B s Wit mbriE
®xif FRZH Ay AR g JC T AR | ETE TG £k T8 sk ) gkt
JRNHE . @3 1120 Boxt B N B SE R AL o3 A B A% A
A HW 4 (P<0.05 INAATT A Hardy—Weinberg 4 ), HE
bR - ORFFE BN AR 1] X BERF S, Qi S5 LG R i
TCEITEE OR B 95%CT % Touk A 3 R S Sk @A K 43¢
ik, WUHL B Rk o e B i B R R B o (e i A Bt B A
B FL R 5347 B AR AT A Hardy—Weinberg 45
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1.5 %itF 5

BT 23 RevMan 5.2 #1 Stata 12.0 BA8E4 7, 114X
BORERHT OR B 95%CI 37, OR (G370 i 4 3k 2 4
AL, (G/G vs. AJA), BMRAGHRI[(A/G+G/G) vs. A/A],
Bk S ABRTG/G vs. (A/G+A/A)], S BRI ALHIET (G vs.
A) IR Q R 3w a3 A A IS ] S Bk KK HE A =0.10,
FAS A R TE R B (P>0.1, P<50%) , 5K FH 18] 22 R0 A6
RIBEA T 60 s A5 A R ST 4 B S B (P< 0.1, P=50%)
WIR FHBERLAL A R A 559, IR F 20 43 1R R gk o
Hr R PRI 2236 Begg’s k- [EFT Egger’s [ &2k
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Fig.1 Process and results of literature screening
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2.2 Meta A& R

Meta ST 455 8 NOS ¥ X150 h 7 43 (6~841),
FiAs WA IS 35 s -3 REDIF 52, B9 H RO WA , 58 7 ik
AERE Y e B AN AT kB, B Ge— Wz Bbn it 9 11
YA ELE S B A, R IR A B BORR A 1S, R I ek
R N03123F YN WRIE L AR LS P a e g S S PSRN EioF el
Ty MER T R R A A A Rk, BT AR 7
PR, BARIER 2 R 3, BRI,
221 EPBRERT(G/G vs. AJA) B WP EAFLES
225 B (P=0.02;5 P=46%) , KR FIBEHLSUN A 734 - OR I

95%CI.0.95(0.76,1.20) , 85 R o575 X,

222 BHEBHERR(A/G+G/G) vs. AIA]  SWHFERIFFAESE
R TP (P=0.002; P=58% ) , H0R FHBEH LN B 20 #r
OR } 95%CI:1.09(0.91,1.32) , 45 I 275 X,

223 [BEPEBERTRIG/G vs. (AIG+A/A)] & WFFEIRIFEIESE
PeES B (P=0.02; P=47%) , R FABEHLAN AR X 24T . OR
K 95%C1:0.88(0.72,1.07) , 58 Tg5 147 X,

224 ZLIIEHBLGHER (G vs. A)  SWISETEES 2
ST (P=0.02;P=48%) , HCR H BEDLAUN AL 7347 . OR J2
95%CI:1.00(0.90,1.11) , 45 R IG5 X,

F1 PRTERAERFE
Tab.1 Basic characteristics of the enrolled literatures
. I e X REZH
WA EZE i—fj FER A 534 FERE R A3 e NP TES
f%c(n)  AJA GIG G/IA A G BIE(n)  AJA GIG G/IA A G
Shimura®  HA 1995 152 72 16 64 96 208 141 58 14 69 97 185
Lee P! WhE 2004 328 112 64 152 280 376 254 77 46 131 223 285
ESW N 2005 45 11 4 30 38 52 168 53 36 79 151 185
Lit® i 2005 59 12 12 35 59 59 264 76 63 125 251 277
Pribega ™ bl 2006 124 32 35 57 127 121 96 16 37 47 121 71
M 9 PE 2006 56 13 7 36 50 62 269 69 67 133 267 271
M WE o hE 2007 294 98 49 147 245 343 204 92 72 130 274 314
AP E 2008 100 30 27 43 97 103 102 16 37 49 123 81
FEEm PE 2008 76 20 11 45 67 85 66 22 12 32 56 76
Mahajan'” 2% 2008 301 137 29 135 193 409 413 201 38 174 250 576
Yang"" whE - 2009 79 23 13 43 69 89 314 83 61 170 292 336
Moo 2009 220 45 41 134 216 224 624 181 144 299 587 661
Jung™ HhE 2010 181 55 34 92 160 202 290 103 35 152 222 358
gk @i iE 2010 129 26 20 83 123 135 117 44 14 59 87 147
fafyERkIs  HiE 2011 194 35 69 90 228 160 250 54 66 130 262 238
Oliveira™ [P 2012 200 86 17 97 131 269 246 126 27 93 147 345
F 2 HBRMEERN Meta FER
Tab.2 Results of Meta analysis in each genetic model
HADFF FEA & G/G vs. AJA AIG+G/G vs. A/A  G/G vs. AIG+A/A Gvs. A
B (n) (I T/ %F AT ) OR (95%CI) OR (95%CI) OR (95%CI) OR (95%CI)
FEREN 16 2538/3 908 0.95(0.76,1.20) 1.09(0.91,1.32) 0.88(0.72,1.07)  1.00(0.90,1.11)
rh L CHE 10 1297/2 250 0.87(0.61,1.25) 1.13(0.83,1.55)  0.77(0.59,1.01)  1.03(0.88,1.23)
Ak K 6 1241/1 658 1.08(0.84,1.38) 1.06(0.90,1.23) 1.08(0.87,1.35)  0.95(0.85,1.07)
*3 BHEBRFMEKIEER
Tab.3 Heterogeneity inspection results in each genetic model
— FERIN rpECHE Ak EHE
I’ P 1? P 1? P
G/G vs. A/A 46% 0.020 59% 0.008 0% 0.470
A/G+G/G vs. AIA 58% 0.002 68% 0.001 27% 0.230
G/G vs. AIG+A/A 47% 0.020 52% 0.030 0% 0.440
Gvs. A 48% 0.020 61% 0.006 0% 0.410
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AT EH 430 (o AR A ) o ST AR TR
IATEARFI P S R R TG 2R L, G5 R R TNF-B 3
Fl+252 A/G 3805 B R IC I B AHDCHE, JEF A
LSy R AT TG T2 X, Herh e i R S M s (LA A 5
Pl 2 3,

23 BB

PR AU T A 4 IR AR AT — SRR 15
WF5E M S BRpE A /el 2 R A SR 5T LARR Meta 43
Wk PSR FIAS SRR BE |, 45 ok R & 9F OR (H K Sii T2
B SR A AR E MRS, SRR T I A 4 A

DI S b L e i A48 s B 42 | e R ES DN £ O A2
AP R BTV G AR PRI B BAYG/G vs. (A/G+A/A) ], S
BRATEERR AT FIFIE S ST 2R (P=0.11,P=32%) . H:Ail
LA WAEAL
2.4 K FAB T

b AT 4 B R R R Rl . Egger’s WAL
Begg’s AR CIE ALK WL & 2Ry, Egger’s BIHIE >
Bref s . L BRI (G/G vs. A/A) . P=0.443; W1
ALK (A/G+GIG) vs. AJA]: P=0.710; M BHEERIG/G vs.
(A/G+AIA)]: P=0.233 ; S JE RSB IR (G vs. A):P=0.359,

ARG OR (95%CI) A %
Li 20065 & 1.21(0.51,2.87) 476
Oliveira 2012110 ® 0.92(0.47,1.80) 6.57
Jung 20101  — 1.82(1.02,3.23) 7.63
Yang 20091 - 0.77(0.36,1.64) 5.67
Mahajan 200817 — e 1.12(0.66,1.90) 8.20
Lee 20047 —a— 096(0.59.1.54) 893
Shimura 19952 o 0.92(0.42,2.04) 5.32
fATEERK 201109 . 1.61(0.94,2.78) 8.03
¥4 75 20099 —_— 0.39(0.18,0.85) 5.43
5k Fi 20101 * 2.42(1.05,5.59) 4.99
2237\ 20054 - 0.54(0.16,1.81) 2.88
F S 2008 @ 1.01(0.36,2.79) 3.80
Wl 20078 —e—1 0.64(0.40,1.01) 9.16
B 20091 ® 1.15(0.71,1.84) 8.94
M 432006 d 0.55(0.21,1.01) 4.03
I 5% 20067 * 0.47(0.22,1.01) 5.66
Overall (I-squared=46.3%,P=0.022) < 0.95(0.76,1.02) 100.00
NOTE : A F S [ B AR :
2 HEMEEER G/Gvs. AA
Fig.2 Codominant genetic model of G/G vs. A/A
PHAWISE OR(95%CI) AE %
Li 20061 ® 1.58(0.80,3.15) 4.50
Oliveira 20120 ® 1.39(0.96,2.03) 7.92
Jung 20101 T 1.26(0.85,1.88) 7.62
Yang 200911 L e 0.87(0.51,1.51) 5.82
Mahajan 20087 —l— 1.13(0.84,.1.53) 9.00
Lee 2004 B — 0.84(0.59.1.19) 8.25
Shimura 19952 — 0.78(0.49,1.23) 6.79
fa] efk 201109 — 1.25(0.78,2.01) 6.65
BT 2009 .- 0.43(0.22,0.86) 4.53
5k Fi 201000 f——— 2.39(1.35,4.22) 5.57
2537\ 20054 * 1.42(0.67,3.03) 4.01
F 2T 20081 @ 1.40(0.68,2.88) 423
W 20078 =T 0.91(0.64,1.29) 8.33
H o 20091 e 1.59(1.10,2.30) 7.99
5 4 20061 ® 1.14(0.58,2.25) 458
FiIF§Z 20067 - v 0.41(0.20,0.85) 420
Overall (I-squared=57.9%, P=0.002) #:> 1.09(0.91,1.32) 100.00

NOTE : AH A [ RIS

B 3 EMEEEE(A/G+G/G) vs. A/A
Fig.3 Dominant genetic model of ( A/G+G/G ) vs. A/A
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Begg’s BRAH T S PR BHAL A I (G/G vs. AJA):P=0.558;
PR AEBIRI[ (A/G+G/G) vs. A/A]: P=0.893; [k 5t {4 A5 1Y
[G/G vs. (A/G+A/A)]: P=0.558 ; S A LRI AERI (G vs. A):
P=0.392(P<0.05 $&/RAAAE R FAmtar) . T3 il Pgt (A58
Begg’s I3l KA Egger’s [MIHE], WK 4 K] 5,

logrr

logrr I FRfEDR

B4 #HBHREREE Begg's imtE
Fig.4 Begg’s funnel plot of codominant genetic model
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Fig.5 Egger’s regression of codominant genetic model
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LA AR 5 0, 300 3 SR 3 B R0 I 2 7Y
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IO 2 i AN NN =T R i R e de
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