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WE: B HITHRHEIEHE F o (TNF-o) FE AN 2 6 (1L-6) 3 H AL AT R £ 45 P (SNP)
SHBIEAIFSCREGIFMITIEFFE (Hp) MR, HiE RAERE FEARKGN 130 4] 5 5
B W R dl) R 142 {5 fg R X BN HE (X B 4D ) o TNF-a-238G/A,-308G/A Fl IL-6-597G/A, -
174G/ C,-572G/C L i 2 APk o 7] B 7 FH 86 166 4 5 W% B 3 38 ( ELISA ) W % W5 26 1M ¥ o Hp-TgG/ TgM/
TeA RIBTIRMREE . 5% Bl Hp /R MR B & FXYR4A(P <0.01, MXfEARE[OR] =
2.59), TNF-a-238GA L[ BRI A S5 (% JE R, B A W B T M4 (P <0.01,0R =2.44 ;
P <0.01,0R=2.13); Hp PHM: E WA W E & F Hp M EHW (P <0.05,0R=4.53 ; P <0.01,
OR=3.52); kbR ER TRAMAEEA(P <0.05,0R=4.16), HE4 IL-6-572CC ¥
DA 20 A R B AR T AL (P <0.01,0R=0.17), KW INF-o Fl IL-6 H Ath {7 &5 9 SNP 55 1 9 41 5%
Hp P B A AL A et . 4518 TNF-238CA JER A R H AR SR A 5 7 IR 98 s 4 Hp 19
W98 By i vk AR 6 AT TL-6-572 CC 3k & 7Y U i B 1K 15 IR 988 & Ik

KEEIR MR/ M RO/ R MR MR T BN E -6 2N REFR
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Relationship between cytokine gene polymorphisms on development and

clinical characteristics of gastric adenocarcinoma
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Abstract ; Objective  To investigate relationships between single nucleotide polymorphisms ( SNPs ) of tumor
necrosis factor-o ( TNFa ) or interleukin-6 ( IL-6 ) promoter genes and gastric adenocarcinoma with or with
out helicobacter pylori ( HP ) infection. Methods The SNPs of TNF-a (-238G/A and -308G/A ) and
IL-6 (-597G/A,-174G/C and -572G/C) were determined by gene chip in 130 patients with gastric
adenocarcinoma and 142 healthy controls. The sera concentrations of IgG , IgM and IgA of HP antibodies were
measured by ELISA in all cases and controls. Results  Pylori infection was detected in 69. 2% of 130
patients and 46. 5% of 142 controls ( P < 0. 01, odds ratio[ OR] =2.59,95% confidence interval
[95%CI] =1.58 ~3.93). Frequencies of TNF-a-238 GA genotype and A allele in patients with gastric
adenocarcinoma were significantly higher than those in healthy controls ( P <0.01,0R =2.44,95% CI =
1.41 ~4.22 and P <0.01,0R =2.13,95% CI =1.22 ~ 3. 73, respectively ) . Frequencies of
TNF-a-238GA genotype and A allele in patients with gastric adenocarcinoma with HP infection were
significantly higher than those in HP-negtive patients with gastric adenocarcinoma ( P <0.05,0R =4.53,
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95% Cl=1.16-17.68 and P <0.01,0R =3.52,95% CI =1.64-7. 54, respectively ) . Frequencies of
TNF-«-238 GA genotype and A allele in patients with poorly - differentiated gastric adenocarcinoma were significantly
higher than those in well - differentiated group ( P < 0. 05, OR =4. 16,95% CI = 1. 21 ~ 14. 32). The
proportion of individuals carrying the IL-6-572CC genotype was significantly lower in the patients with gastric
adenocarcinoma than in the controls( P <0.01,0R =0.17,95% CI =0.064 ~0.465). No association was
found between any of the other polymorphisms and patients with gastric adenocarcinoma or patients with gastric

adenocarcinoma and HP infection. Conclusions TNF-a-238 GA genotype and A allele were significantly related to

patients with gastric adenocarcinoma or patients with gastric adenocarcinoma and HP infection. IL-6-572 CC genotype

can have a protective function against susceptibility to gastric cancer.
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B AELRE-TZHRZHEBEZEN
Z 509 fE, Hod, By ] 82 FF % ( Helicobacter pylori ,
Hp ) J& g st 4% B 2% 76 B o KB R B T /e & %
St =2l MR R FE BT o (TNF-o) F1E 40 M A
Z 6 (IL-6) 435 J& Th1 B A Th2 R 40 5 5 B 1) 56 5
g1, A0 R X S gy 1 B3 TR AR S 0 S SO [ Y A
B RE, HE R O & A B Rl Y &
W, &% INF-o f1 IL-6 53 FRBEBE TR EZ A
P ( single nucleotide polymorphism , SNP ) 15 H Ji# 5 &
MK R AT IR, BLR S A0 T

1 #RE5FE

1.1 ##

L1 ARARBRAL—&TH 130 45 IR &
HOHBEH) 2RRBEIARRFAFEER .G rE P
O B B s B K E AR, Hoh B 70 f], 4 60
B 5 - YR (58.6 £ 13.3) % W& B Y] K ik
S5 g s A S AR AR g 78 ), g3 Ak R e 32
i), v g3 A B 20 B Ak S A L #8 48 ], Tomk
SR 82 5, 142 {5 il B X B (X RRZE ) ok B 1L AR
K2 e R B 2% 6 BF B Tl o o0 B2 B il R A R ooty B
706, 72 B PR (53,5 £11.2) %
A R BRY TG I Ak &R S8 R e L W A W R e L 0 I
YA B S s AR P R RE 1 0 3 T e s
1.1.2 &AS5ME TNF-o/IL-6 HEH L E MK
NN S 7 W o =27 o I e Sl N U s TN g /o
O R A R R P PR ROV 1, PR O 2, TSR AWK,
A R, VR 1, YRR 2, BER 3, BUAK W, WA
W, Taq [, PG W 14, 730 15, 9 3 W 16, B
PHGW, B X B, BH P T R R S BH M R RO A
. Hp HLik (1gG, IgM, TgA ) A I 3 57 & e 3¢ [
Biochech , Inc & fit, R & W 4% X & 1 ( PCR) R H
ABIL 7 B A4E 72/ 5700 A PCR 47 34 4% o o8 Fr & DU ok

Document code ;. A

Fl Baio BE Z 51| 5 X85 A A I A, W9 B b i E 4B
BHAMRA A, PCR 5 Y L T AY TREAR
%45 45 BR 28 # 4 Bl. TNF-« E 3751 % K Biotin-5'-
teectecaacceegttttet-3 ', R iE 5] 9 4 57 - catctggaggaagegg-
tagteg-3 ' ; IL-6 | §iF 5] ¥ & 5' - cacactccacctggagacgee -
37, F 5 ¥~ 5' - Biotin - agegggtgggectgattegga -3 '
1.2 X/ H*
1.2.1 AFARE FTAHARERKE 4mL EDTA $ii
BEIL , 23 #5823 ML 3K 45 I Hp Fo 4K, 504 38 23 101 48] 1
S A PR R N DNA . AR - 80 C R 77 4 .
1.2.2 AR A& BRIV HET @&
ZOLPRAE - (1) DNA 2. (2) PCR 9738 . 4748
Z1F 7 94°C 5min,94°C 255,56°C 255,72°C 255,
35 NG, 72°C FE A Smin, P Y 98°C AE
Smin , HHE LA K G, -20CTHE S (3) K%L,
W B8 BT 28 520 P T A 200 w1 2% 52
41°C 5 min; R J5 in A B & £ /9 PCR 9 5 7 1 Al
200l 228, 41°C 30 min; FF I A 200 L & 70 #4
M1 SR ,41°C 5 min, B 2K, (4) RO,
] 2R SAE A 2 5 PR3 200wl Z L 2 min, I
AR 200wl , % 5 20 min, R 5 ] 2 5 Bk %
PE2 3 SURBMUE 1K, 10 28 AR i A 200 pL
BEOW,41°C 40 min, (5) Kl o 7E Baio % 15 J1
WA B A I A6 1 1R & Array Doctor 8¢ 73 #r
F 3l i A I 45
1.2.3  Hp &A% n A KSR W5
(ELISA) I % Hp o #:4EJ7 3k &5 Rt 58 3 #2 lh &
DLW EAT o Hp R i A 2 AR E - LG 1eG , IgA | IgM
3WiEAR A 1 TR B E Dy Hp B (Hp ™ ),
w02 Hp B4k (Hp ™) o
1.3 HitFEamE

He DR B 3 R BTk o RO Ak B AR
FH SAS 9.0 GE it 2z o P4 ) ik PR B A 45 A ik ]
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X & 661

O3 A HE B DU AR 2 B E 4T x* B Fisher s v Ay A R
W DI L (OR) K H 95% ﬂ{élzreﬂ(%% Cl)

A7 T AH 6 RURS: BE o FH BRI BB R 9 AT B S
AT o
2 # B
2.1 pRBRAIRLER
JE?QEEI’J Hp Y R g Zm T HRA (X =

14.36, P <0.01;

3.931) (£ 1),

2.2 EHREEHH
TNF-«-238 F1-308 {if s %

OR =2.591,95% Cl =1.583 ~

PIATFHALD, 1

B 4L X B 41 4 3 ok 0. 633 1 0. 562 ( P =
0.067 ) . FW] M 2 1 50 {4k AU g 4 22 5 O W 3 M.
IL-6-174,-572 f1-597 &8I A5 Z %5 D, £ B 9%
HMXT AL ERINTLREFEE(P =0.664)
2.3 INF-o EESHUHEEBERKEENXR

B4 TNF-«-238 GA Kt [ B4 3 & 2 & T X
4 (x> =10.17, P <0.01,0R =2.44,95% CI =
1.41 ~4.22) G0 A MR W] & 5 T % B4
(x}=7.03,P <0.01,0R=2.13,95%Cl=1.22
~3.73), TNFa-308 3[R % K % {7 56 PR 450 % 9 41
F2ERLEHFEE (P >0.05)(FK2), & ok
I 2% L UL B 1 o

&1 WG Hp 90 AR 25

415 % TG FH IgM P IgG + IgM Ak IgG + IgA BEPE BB (%)

i 130 62 8 12 8 90(69.23)

Xt IR 142 44 8 8 6 66(46.48)

P <0.01

F2 TNF-o BEFRZEMES BEREEALR(n ,%)
238(% ) -308(% )

A " GG GA AA G A GG GA AA G A
FUW4 130 84(64.6) 46(35.4)T 0 214(82.3) 46(17.7)F 72(55.4) 54(41.5) 4(3.1) 198(76.2) 62(23.8)
STHRZH 142 116(81.7) 26(18.3) 0  258(90.9)  26(9.1)  100(70.4) 40(28.2) 2(1.4) 240(84.5) 44(15.5)

I 15X, P <0.01

a:GA/GA/GG/GC/GA FEH#I b:GG/GG/GG/GC/ GG FE[H A

Mt TNF-o-238/-308 F 1L-6-174/-572/-597 S EIEA

2.4 IL-6 EFRZSEETENRIENXR
B9 41 TL-6-572 CC X [H A 45 5 0] @ {I% T X A8
H(x*=12.102, P <0.01,0R =0.173,95% CI
=0.0644 ~0.4649) ;1L-6-572C % fif Jt A 4 % 5
MFXRAMER LW ENE (¥ =2.274, P >
0.05) (3£ 3) o b F &R 23 A6 I 45 2R DL B 149
2.5 TNF-aflIL-6 EEZ M5B KE KK
ERXFR

¢:GG/GA/GG/GC/GA JE[H 7
Jr o a2

d:GG/GA/GG/CC/GG FLH #I

2.5.1 TNF-a #o IL-6 A B $ A% 5B AM £ 2
TNF-o Fl IL-6 3 [H 2 & M 00 5 46 % 41 5 % A
BERI oM N HE S i 4 55 1k B B R & M iR 2 )
FWGE ¥ (P >0.05), MBAME R4
] /) TNF - o F1 IL-6 3 [N 22 25 P 400 o 22 Sl G W 3%
(P >0.05),

2.5.2 TNF-a-238GA AR AR AFELEARL F
B RR bR E X E Kb B 4 TNF-o-
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238GA JER A K A GF A7 R W] S TS A A
Himdl (P <0.05,0R=4.16,95%Cl =1.21 ~
14.32) (£ 4),
£33 IL-6 HHEZ AN H KN KR
HIREA(n =130)

XA (n =142)

GV R 0 B R 7Y
2k (%) 1k (%)
1L-6-174
G 254 (97.69) 276 (97.18)
C 6 (2.31) 8 (2.82)
GG 124 (95.38) 134 (94.36)
GC 6 (4.62) 8 (5.64)
cc 0 0
IL-6-572
G 134 (51.54) 128 (45.07)
C 126 (48.46) 156 (54.93)
GG 8 (6.15) 8 (5.63)
GC 118 (90.77) 112 (78.87)
cc 4 (3.08)" 22 (15.50)
IL-6-597
G 160 (61.54) 180 (63.38)
A 100 (38.46) 104 (36.62)
GG 30 (23.08) 38 (26.76)
GA 100 (76.92) 104 (73.24)
AA 0 0

T 7 S5XE4 P <0.05

F4 TNF-a-238CA BEFA I A S50 35 B IR 0

FERR R
238GA 238A
20 51 PERIIESe
BiI%k (%) Bk (%)
[=Fate 20 3 (15.0) 3 (15.0)
b 32 10 (31.3) 10 (31.3)
41k 78 33 (42.3)1 33 (42.3)1

TE: + SR edie, P <0.05

2.5.3 TNF-a A= IL-6 W $ AR S5He L #H
HXER AEAMKEEERBYERBEH(n =48)
BB E REA (0 =82) Z ], KW
#| TNF-o F1 IL-6 LN Z XMW E X5 A B &M%
(P >0.05),
2.6 TNF-o f11L-6 EEZEMSE Hp BREMWX R
Hp [H 20 TNF-o-238 GA S A 74 B % B & =5 F
Hp BAPE4L (P <0.05,0R =4.53,95%Cl=1.16
~17.68) ; TNF-a-238 A 45 {3 & PR 950 % L W] 2 5 T
Hp BAME4H (x> =10.50, P <0.01,0R =3.52,
95% Cl=1.64 ~7.54), TNF-a-308 £ % K # K
G AR AR E YT R EE(P >0.05) . HiE
Hp BH P 20 #0598 Hp B M 2 Z 6] 1L-6 5k K 2 35 1%
B IR R EN R E R R EM(CP
>0.05)

RS5  HEIE TINF--238/-308 3 P4 B F1 45 {7 35 A 55 Hp J& e A7 56 1

238(%) 308( %)
25 %
GG GA AA G A GG GA AA G A
Hp* 90  50(56.0) 40(44.0)7 0 140(78.0) 40(22.0)" 50(55.6) 38(42.2)  2(2.2) 138(76.6) 42(23.3)
Hp- 40 34(85.0)  6(15.0) 0 74(92.5)  6(7.0)  22(55.0) 16(40.0) 2(5.0) 60(75.0) 20(25.0)

et 5 HP 4L, P <0.05

3 i @

TNF-o J&Z 5 %5 8 9 16 0 a7 & M 4 i B
T, B E mar w ) R R
TNF-o J& 81 F X 4£ 7615 £ SNP ( 11-238 G/A, -308
G/A, -857 C/T, -863 C/A, -1031 T/C) ;X 4
SNP X} %% 5 R F 45 & W 5% m ] 8 TNF-« #9 7=
. Bl R W, 5 Hp B Pk B R E ML, Hp
PR PE T R AR ORI T TNF 2 TS . A
TNF-«-308 5E B 2 8 M JF K w1 26 B TNF-a £

-

PRl X Hp i 4 M 5w B) o Jang 25080 %t 169 44 i
WFFE W], TNF--238 A 45 {3 5 B 450 < B & A% T %t
W2, ELA R A b ogss XUBS: 9 7 T, 1HL R 2 L A 9% R
[y S RS0l R B e g R W, B B 4 b TNF-
238 GA JE PRI B} A 5 fir AR R I I 3 Tl R
X R, HEAH A S 5L DR GA K IR A i K Lt R
W R EE BB GRS 2 Uk RR
TNF-238A W] fg 15 B IR 5 B4 6 . B IR o —
A oy A B EE A A B 45 R 2R, AR 3 4k 4 TNF -
238CGA FEH R I A SR E F & T @k
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M, A TNF-238CA JE Aok A SEA L 5
FOWE R E R LR b o 1k E IR e
[ R S R S O IR = ) R = =4
(B3 VR ABIE ST, {0 SCHR AR DL Hie 36 . Hp* B B g TNF-
238CA SEH B L A SFEEM R R E & T H~ B
B 4 A SEA LY Hp* JBE Lt HP - [ kA
B famm e 4.5 500 B $#2/8 TNF-238GA
FE A5 Hp B e ] 68 U [6) B0, 58 A8 AU 45 (7 5k
A W] RE R Hp JERY IR 1 R 5 R H E

Yea 2514) % TNF-o-308 5 Hp J& 4 % 2 [ BF 5%
FB, TNF-308 A % i KL 5 Hp &Y Jo ¢, H 5 41
Jifl 7% A6 ¢ KL R A ( cytotoxin associated gene A , cagA ) [H
Pk B A ¢ . Machado 28120 5iE 52 T Yea 4 14 fiF
G4, B INF-o-308 5 15 8 J 2 54 Hp &Y &
Ke[5.10-14] bR Zambon 25100 B 5% ) 32 B TNF -« -

308 A S5 AL [N 5 Hp BRU A K, JF 3 I B I 9 &)
REEDT o A BF S 45 S Y Machado 26120 (1 45 38 BE A —

0, W) TNF-308 L 2 855 8 W & Bk T X%,

IL-6 &4~ 5 Th2 B 7 jj 1) — 4~ &4 R+ . #F
g5 FE W], IL-6 J5 8 F X -174G/C SNP A 34 Jiii 1L-
FE e SRR TR R I IL-6 UK 7 5 i
B A BB A LN H IL-6 3 & A I
AR E o fE R ) Hwang 25080 i ) Hp Jgt 4
6 Ff i Al i &R, 45 Rk B IL-6 K5 IL-6 J3 3 1
X-174,-572 F1-597 2 &5 1 7 &5 JC 4 56 1% 5 78 Hp
B HEMAEEEEE P RRHEEX 3 AN
SRR Al AH G M . ABFSE R B, IL-6-572CC JE A 7Y
AR K T BE OB, R IL-6-572CC 3 [N &Y
AAEBEMEBEAERENIER. KEAILHESS
IL-6-572CC A 7 2 Ayl /> 1L-6 7= ¥ 9 1E 1 A

S % 3k
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