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Abstract

AIM: To investigate the polymorphisms of tumor
necrosis factor-o-308G/A (TNF-0-308G/A) and
its association with susceptibility to Kazakh
esophageal squamous cell carcinoma (ESCC) in
Xinjiang.

METHODS: TNF-a-308G/A genotypes were an-
alyzed by polymerase chain reaction-restriction

fragment length polymorphism (PCR-RFLP) in
212 paraffin-embedded tissues from Kazakh pa-
tients with ESCC and 200 blood samples from a
population of cancer-free controls resident in the
same area. The concordance of TNF-a-308G/ A
genotypes with Hardy-Weinberg equilibrium
was checked.

RESULTS: The genotypes of TNF-0-308G/A
were G/G, A/G and A/A. The frequencies of
these TNF-a-308G/ A genotypes were 70.8, 26.9
and 2.4%, respectively, in Kazakh ESCC and 70,
29 and 1%, respectively in controls. There were
no significant differences among them (y* = 1.228,
P > 0.05). The frequencies of G/G, A/G and A/
A were 43.3, 24.5 and 0% in well-differentiated
esophageal carcinoma (EC), 46.3, 60.4 and 60.0%
in moderately differentiated EC, and 10.4, 15.1
and 40.0% in poorly differentiated EC, respec-
tively. The genotype distribution of TNF-a-
308G/ A was significantly different between the
different ESCC pathological grading (5* = 10.630,
P =0.019). The frequencies of G/G, A/G and A/
A were 35.3, 50.9 and 80.0%, respectively, in Ka-
zakh ESCC with metastatic lymphadenopathy,
and 64.7, 49.1 and 20.0%, respectively, in those
with no metastatic lymphadenopathy. Statisti-
cally significant differences were also revealed
between the TNF-0-308G/ A genotype and
ESCC metastatic lymphadenopathy (y* = 7.203, P
= 0.025). G/A and A/A genotype ESCC tended
to be moderately and poorly differentiated and
have metastatic lymphadenopathy, in contrast
with the G/G genotype (OR = 2.642; OR = 2.083).

CONCLUSION: The TNF-a-308G/A polymor-
phism might not be correlated with susceptibili-
ty to Kazakh ESCC in Xinjiang, but may be asso-
ciated with a different ESCC pathology grading
and lymph node metastasis.

Key Words: Tumor necrosis factor; Gene polymor-
phism; Esophageal cancer; Kazakh; Polymerase
chain reaction-restriction fragment length polymor-
phism
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Kazakh esophageal squamous cell cancer in Xinjiang.
Shijie Huaren Xiaohua Zazhi 2007;15(20):2236-2241
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BEY: 3Kt #7 5895 iF %A ABETNF-a-308G/A
AR S EWG S AL EEHEKRmEEESCC)
o AR K,

ik B R ABE X B R PRI R B K
% AZMPCR-RFLF i #M2 1261 ESCC B 3 &
YA 4R B 2004 EF TR e A AR A 49 TNF-a-
308G/A % A PES A, e le 2 A A 6 A

5 R TNF-a-308G/A 3# A F & 2 G/G, A/G,
A/A. JE#7 5895 i R ESCCLLFT b Yt 4 3
470.8%, 26.9%, 2.4%, 3+ 8285 %] 470.0%,
29.0%, 1.0%, ML P3FP A E A B M m It £
F R FEL(y® = 1.228, P>0.05); TNF-o-
308G/A 3FP A B A E R & R R R 2 45 o
BT & 69 Yot 55 0 % 4 4843.3%, 24.5%, 0,
 51046.3%, 60.4%, 60.0%; 1&5110.4%,
15.1%, 40.0%; J& ik O 4 545 5 o 3 A
64.7%, 49.1%, 20.0%; # 4% #135.3%, 50.9%,
80.0%; 3FF A B A £ 2% & R Rl R 2 o oF
o Fak C BB T 2 FH R AT FEL
(x> = 10.630, P = 0.019; y° = 7.203, P = 0.025).
G/AR Fn A/ARL Y28 & %5 5 A 8 G/IG A R
A IEA T PRSI, A (OR = 2.642; OR
=2.083).

ZEi8: TNF-a-308G/ARL B % A M5 #5895
#HEESCCHI R AR R, HHIBIUME 5B Ao
LA L.

REEA: MRATEE T BEE LS REE; RE
FeiR; R A EaE TURR - PRI B % i

W, KEH, R, 7=, THEL, BB, 118, B8, K
EHE, £ MEFr 2 EREEIESTNF-o 2RI ER
AR, HFRENEZYE 2007;15(20):2236-2241
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R R SE R 7 AR — M R Al R 1, HA
T2 AR TE. NTNFRKAL T 5865 et
PHRIFFMHC IREER X —BK7 kbIJDNAJ®
S, tHTNFAFITNFBALEL, 535 9afi TNF-afl
TNF-B, & B#&G 4NN EFFI3N N ET. A
JUUESE, TNF-adk K5 3) 7 X 5R-308 {2 s (Fe ¢
HLURAT i L5308 bp) A E AL AT IR 2 & E
(single nucleotide polymorphisms, SNPs), X}
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FEDR 22 25 Pk B A7 A FT g 52 W TN F AR DR e s FH 3R
ik, BT TNFE A% Dh g™, A 2
%, RS 5, TNF-odL N 904 15 € 45 AR, B
GRAL RIS B S IR SR AR DR R i i R X 2
— BB I AU T S U 5 T G R AE T
R A, TNF-o-3083E [A] ) 22 2 540 4 5y 35
AT RN, ST E AU S A SR A SV AR,
FATTAF 412450 7 5815 B v K TN F-0-308G/A B [A]
(12 AT T RS

1 RIS

1.1 A 1980/2005%F 9 B2 W b £ e RIG B
SO AR AT L 23212451, BTG bR A 140 g/L
e ] 58 « A i B IS OR A7 55 11541, 229741,
I B 5 14 R S A T) 4 488 21 I Jie g s 1 — e N
FEMAE20000 4 Aot B, 5310941, 2091491, %f A2
NFEHER BRI = hbuit . W RAE. SR
AR TR/ EDN AR AT S R B R 41
DNA.

1.2 ik AW umZH 105K, N
2.0 mLyHEEIMEPE H, Sl /KIS, ngi oz
fi#¥(0.02 mmol/L Tris HCI, 0.02 mmoL/L EDTA,
20 g/L SDS), & HBFK (L E 40.3 g/L)55C
KRG . e AR 58 2 Rk J IO 46:
AR Tris WA (pHS.0), B/ 45 41 @ 1, &
Ui/ 5 e 24 11, B 1R, JoK SEEDTTE
DNA, T4, I ATE(pHS.0)50-80 uL#f#EDNA
PLE12-24 h, WE FTHEEDNAMIA 100 A /1)
1, JF1FHA /A 550 LA E DN AR T 5 4
B, $eEUIDNAE T-20° CORFEIRAE 5 . i 5
P TNF-a 2 &M 5192 ooy, L
5-AGGCAATAGGTTTTGAGGGCCAT-3', F
Jf: 5-TCCTCCCTGCTCTGATTCCG-3', 1 _Liff
ATTAY) TREABRA R G R. 81 H iR B
KJE 107 bp. FREIMEAZR N YIEENCco T 1 H L
WA A TREAT BR 2 ). BRI PR AZ R N V) il
Neo 1 Fi 53R MCCATGGEF)AE 4, % T TNF-a-
308G/A ML ITIR 2 M, G/GEli FE R A A7 4
Neo 1 HIEEVIAL 5577487 bpH120 bp 24<DNA J
B, A/ASIG IR R T2 Neo T IMBY)AL A
IR A JAGRPCR)E 11107 bp DNA F B, G/A
FeE NI A 107 bp. 87 bpAl20 bp 354 /1 .
KHPCR-RFLP 7 iR M TNF-0-308G/A 4]
. PCR VA& %2 4925 pl, 10 X Buffer 2.5 uL, 25
mmol/L MgCl, 1.5 uL, 10 mmol/L dNTP 0.5 uL,
20 pmol/L |- "FIF5144% 0.6 uL, 5% 10° kU/mL

WA B 08

EF ok, TNF-a
5 pb g 6 £ R R
E R
TNF-o # B4k 4%
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Peter Szlosarek
et alik 3 TNF-a
AL B R B 69 K
. AKPHS
WAER . R T A
M A, EM R
o JL 69 R B &,
TNF-a# %1% i
A 7 2m B e K E
anfeLeg4Z B AR .

190 bp
147 bp
111 bp

67 bp

34 bp

190 bp
147 bp
111 bp

67 bp

34 bp

107 bp
Cakyimts 2

107 bp
87 bp
GlL7/mb SN

1 TNF-0-308 37T BYPCRIZBELIBVEL R E. A: PCREE N, B: figbJ4E 5. M: DNAS TR 1, 3, 5: BEYERTRE; 2, 4,

Taq DNAZ G #0.3 pL, #HDNA 2.0 uL(£120 ng
DNA) K 17.0 pLis B XUZ K. § 5954 H: 94°C
TAEHES min, SR8 5 HEAT3SAME (BN AL
94°C 1 min, 58°C 1 min, 72°C 1 min), fJ572°C i
110 min. 1% FHPCRY K =)l 5> 5 & TNF-a
R DAL ) £ A g A A A Oy BH Pt FRE, DA v R A7
KA DN AR b 2 (6 . EXPCR™ 410
uL, F§P)Bufer 2.5 uL, BRHIEA DIENCo 15 U,
AN AR K 2220 uL, B T37°C/KES hilgE i
1, BUBEEI =15 L, 30 g/ LB IR B FEL UK «
Bio-Rad#t/IiR G EUR AT O L 45 3. PCRS™
Yy eh b B A B AR 2 W) Al A I

Beit AT K SPSS13.048 T # 5t A oK
HHRAT R

2 BR

B TP TNF-a-308G/AJE K L 19 JS i), 7=
107 bp, 87 bpHI20 bp 35 H B2 G/IAZRE
T P=AER7 bpAlI20 bp 255 M2 G/GAliA Y, N
F=HE107 bp 146 H BEI R A/AZEA LK), AR
PCRY™ S8 =y 5 V] - 22 25wt b ) e ke )
SEDRIARY, PR Sk i S DRI R SO0 g A S TR AR
(K12). 7ERS B e i B 9 41 TNF-0-308G/A KL A
MG/G, A/G, A/AJT 5 EL 537 0 70.8%, 26.9%,
2.4%, X IR 4153 512 70.0%, 29.0%, 1.0%, LLAE#
IR 3FPRE R SR L, 25 SRS R (=
1.228, P =0.581, %1, F3). (HAE L B AN
T3 B2 53 O R 0 45 e o A5 40 5 TNF-0-308G/A K&
DT (R o AT I, 225 0 Gk 22 78 (y” = 10.630,
x’=17.203, P<0.05, %2), G/AFIA/AKLN Tt
Y 2 G/GHE R A i ) T I o A6 9 5 kAR
TR HE RS (OR = 2.642, 95% CI = 1.305-5.349;
OR =2.083, 95% CI = 1.142-3.798, 2). BEHL Bk
ETNF-a-308G/AAN [ FE B ALK PCR =91 )7,
MFF25 8, 5 GenBank 1 A 19 NS TNFH: A

1)
4548 Y HR#R
G/G G/A AA
Bl 212 150(70.8) 57(26.9) 5(2.4)
SIRA 200 140(70.0)  58(29.0)  2(1.0)

(7515 AB210166) A Y5 P 15 100%(1&2). *f
M MESCCHE A L B 40 A ¥ £F S Hardy-
Weinberg 117 (2>0.05).

3 11E

UTAER, PR SR B0 S BT R A FH 4652 AT
G At — S B A 2 P AR ) 2 35 1 ) A
JERE A B R, RN B UM, e
I 5 R 5 G (M VE . 5 IR A G 1 — e 3L
DA A 300 o R AR 1)t A A 5, 1T e s AR 8, A
TS AN AT IR RA 1) 2 JE k. TNFSE IR (1 3 gk
PLAZ T IR 22 A 1 RE S Rt 11 B i O, AT
IR, TNF-o-308 A% {7 B DA n] 520 5 541
A F(activator protein 2, AP-2)HI &5 &1 S 2L
TNF-o im0, A TNF-0-308 A% SE A
(A A 38 ey 390t LI R B e R
YL SRR (ERE v AR N ) R R A 2
Ph R ORI ST R B T R R A S
ghit, HRREE RS U8 K JE 2% # Govan
et al" i\ TNF-a-308G/AKE K R 5 w5 215 1)
R TCR. T BAIF 78 45 AN — B0 JRU IR T i 2
(L) I8 1 5 A 2 22 P 4 i DR 7 LAt 22 P R 32
SERIE FH R 45 5, TNF-o - e rb g —Fh 4 o 4]
1. (2)TNF-a ) RIE AN 2 TNF-a-3081 ki kA
AR, BRI A LAY 2 R RE 2
TNF-aff) /=i, (3)A A I8 28 A AN | 1
I L], TNF-ou e Hops Bk 72 pon] B4 F AN T,
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A AACCCCG TCOCECC ATG G CCC T C B 2 TNF-0-308 W4|# & %

e A1) "

M. A: G/GHY; B:
G/AT; C: A/AT.

BAACCCCGT

c 1T C

CAA C C CC G TC

c T¢c ATG G CCCT C

+& 2 TNF-a-308G/AERZTHESEE

IR D RAME S REFBHIRF (%)

o REEDR MELLEREBIER
n [=ax ok a1k n TR BRB

G/G 134 58(43 3)  62(46.3)  14(10.4) 150 97(64.7)  53(35.3)
G/A 53 3(24.5)  32(60.4) 8(15.1) 57 28(49.1)  29(50.9)
AA 5 0(0) 3(60.0) 2(40.0) 5 1(20.0)  4(80.0)
G/G 134 58(43.3)  76(56.7) 150  97(64.7) 53(35.3)
G/A+A/A 58 13(22.4)  45(77.6) 62  29(46.8) 33(53.2)
ait 192 71 97 24 212 126 86

Fab, W] R IR 2 BB T, HLA
FENFEAFAE X L NP RIRE A & (1) 22 5 A7 K
P LA TAEANE Mg h 7 KFEAS &, JFAE )
B [r) s AT K B VA Y, g
WS TNF-0. 2 &Pk 5 IR 3 M HoAth 5 4% 1A
FEIATEAEH, IXFE0 8 7R TNF-0 2 2P 5 IR
YR R A A = X

e S H LK RILTNF-o & 1A 1Y
2 Zhou er a2 HH E 2, fEX LB
Jees SR RO A fa B A BN IS TN F-a KPRk
I, B R T AT LTS TNF-o/K P 2 25
THOT G, T HIA T AL A AT R
TNF-o R R 0T B8 K2 W Y097 PGS A
RN E X, TNFK ARG5S AN [R5 #1 2%
KM, WE g AEE BkO IR,
Fpa AT A ST 250 6. R, TNF-afEA
R AR A, R RER B 12 T AT S
HA748' 55 . Guo et al'"F|JHIPCR-RFLPH; A

www.wjgnet.com

* 3 HBIEFERERTIEREEINF-0-308EH

BB (%)

HERA HslaiEreik AR

G/G 160(70.8) 140(70.0) ~ 266(91.4) 391(89.5)
G/A 57(26.9) 58(29.0)  21(7.2)  40(9.1)
AIA 5(2.4)  2(1.0) 401.4)  6(1.4)

X TNF-a-308G/ARTNE-B+252G/A M % &S PERY
TR, 2t B W . LU A XS A
HE TNF-o S5 A7 B A 1) 70 A e 22 5. 45
4 % FETNF-a-308G/AFITNF-p+252G/A ), 3
KA HTNF-B GAFITNF-a0 GAELA ATIANMA L
TNF-B AAFITNF-o. GGHYAH FLAL, Jo R AE 2 H A
O W) PR A, AR T S e B L I iR e AR
73 B TNF-oF TNF-B 1] B A7 AEAS HAEH.
FATFHPCR-RFLPI 7L, X gs AL imis g%

4 kA T TNE-
a-308G/A% A %
A 2 A7 AR Ob 1
kPRI, 5
> T EEEFE
KR, AR
# T TNF-a-
308G/AL R % &
Hh R g TS
2 E At A5 A0 R,
G/AR Fe A/AR) 84
REREE, B
ATy, %
45

i A%E
TNF-a-308G/A %k
B % AMTaRR
EACE F L
AR E AR,
12 ¥ M TNF-a-
308G/AX B A
T R AT 09 KR
Fa TR G A2 3| 3 A&
YER.



2240 ISSN 1009-3079  CN 14-1260/R MR AMZYE 200778188 15% 55208
m2aABHE R S NBE TNF-a-308G/AZ AME FRE. 7575 18 HEAS Bl R B0y e R IR 22 25 1 XU

)i NS A
(tumor necrosis
factor, TNF);2 4k
P — FF AL K 2m e
BF, AR AH
R AEMTE
P AMN—HAT
fif A 3T B 41 4R
Y o SR ST AE A
g, thim ATt
MEA A, AKX
Fadb F094E M. A
AT B £ & L
M aEm, X
TNF & 4k A 89 K
F & A& A= AE R B
IR =¥

HEAT TR, 25 R ILTNF-0-308G/A 3FfHk A
MG/IG. A/G. A/ATE AT & He ] 73500 h
70.8%- 26.9%- 2.4%, XFHAL 53514 70.0%-
29.0%- 1.0%, LGEZM L 3Fh LA B S B L,
TESR(y' = 1.228, P>0.05). i TNF-a-308G/A
HE DN 22 251k T B 550 e B I B e ) R
oK, XGRS E o4l B8 AT B
JE IS B 50 R TN F-a-308G/A Sk K 784 43 Aii 53] b
DUBHEAT L R B, TE 18 2 £ 58 9 43 X e
2H, B T T TNF-a G/AKE K B # s 3]
BRI (£3), $E7RTNF-0-308G/AKE K £ &
(17341 ] e ROBEAS [FIAH G, FRAT i 45 SRk 8
NG/IG. A/G AJA 3FRIERITAE A # R 1
FE b T ELA 2 R 61.6% . 3.7%- 4.7%, FEE
HRAEHEBEE R T MNTT.0%. 22.2%.
0.8%. &4k #r &L, TNF-a-308G/A%EK %
AR RE L B 45 5 v RE S CCI R R ML 2
DG, #5717 G/A LA/ AL R Y () 834 nl R 1
& B AR KRR RS (RS AT 2T,
TNF-o-3081 2545717 ASEA7 3L R AL ) £ g
G AE R 1 A K. B 2 IOk, &
K TNF-ac ] e 75 LA™ AR LA 4 R AR
[X|+(vascular endothelial growth factor, VEGF),
A IR LA P B AR A DR DU T (i g e 1 2R K
R, AN, 47225 P TNF-o e 3k iR
ARKAEH, AT RES R 4H R T 6 = FITNF-o
FHEE G R 40 B VE R 2 AR (TNFR) A 6. B
g PP, BT BE R TNF-a i 175 5 oAb an
HIPE 7, WilL-1. Fi8U R ZRE,(PGE,) S5 IR T
P B o A0 e S5 Tl e, gk i R 1 A K Bl
. PR BRI o, i T 2 B I e A
(12 P TNF-a I8 B 2 T 1E N, 18 kK
R AP TNF-a e i (et iR i R A R
K H6Fs. Szlosarek et al* Ny, Ha BEMIMLAH]E
TNF-of& 36 1 83 40 B AN 58 A 4t Jifa 145 5.
ITAEK, TNF-o 8 2 &M 5 RN LR
WU D>, (HIGH T INF-at 2SS &
BRI R AR TGO, IX R T B b DR BRI 1) 22
P NS AU SE 8 I NS S K ]
P (human leucocyte antigen, HLA)Z: FAIRAF 57
TNF-ofEAR A 1R, DR ARAT 2 [ A7 A — Rl
HEAT, SCVE AR EL R . i H
(R AR B T R A8 A% Ty TR A DR A, I BRAE T )
PR A FE IR B IR KOG &R, Ty Lot —
T DA 25 5 B R 00 R AR AT — 5 10 v TR AL )

I, 3 Db S0 R A8 R BE B i, DA [H N
TP 5 A R 22 T BEAN ). BTCA R —2, %
MTNFELEAR A 11 FHBLET R, 505 AH OGS A
(R AH ELAR T, BOX AR P AEAS R ) AR 3% >3 48R
ARSI R SR 1) R AR R R A TN,

M2, ATA N TNF-a-308G/AFE R £ &4
LR SORES CCI R AETE %, (H5 HuBE
FEIEREERE A, G/ATYRIA/ATL I B4 i3
T SR,

— =
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