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Risk of the Gastric Cancer Associated with the investigating the distribution of genotype of CIC, CIT, T/T
interleukin 1B Gene Polymorphism and Heli- at -31 portion and 511 portion. .
cobacter pylori Results: T/T genotype at -511 portion was 19.3% in gast-
ric cancer cases and 10% in controls, which was statistically
. signficant. (P=0.0432) The risk of gastic cancer was
Sang Hyub Park, M.D., Kyo Young Song, M.D. Jin Jo increased 4.86 (1.26~18.77) in group which had T/T geno-
Kim, M.D., Hyung Min Jin, M.D. Wook Kim, MD., Cho type. In gastric cancer cases, C/C genotype at 31 portion
Hyun Park, MD., Seung Man Park, .0, Keun Woo Lim, was 27.6% in group with Helicobacter pylor infection and
MD., Woo Bae Park, MD, Seung Nam Kim, M.D. and 12.8% In group without infection, which was statistically
Hae Myung Jeon, M.D significant. (P=0.0047) The risk of gastric cancer was in-
creased 4.82 (1.81~12.81) in group which had C/C geno-
type.
Conclusion: T genotype at -511 portion among the Inter-
leukin 1B genetic polymomhisms may be the risk factor of
gastric cancer. And, with Helicobacter pylori infection, C
genotype at -31 portion may be the risk factor of gastric
cancer. (J Korean Gastric Cancer Assoc 2004;4:149-155}
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Purpose: According to the recent studies, it is shown that
the polymorphism of Interleukin 10 gene is associated with
the incidence of gastric cancer caused by the Helicobacter
pylori infection. Interleukin 10 is a cytokine markedly inhib-
iting gastric acid secrefion. Interleukin 15 production associ- Key Words:
ated with Helicobacter pylori gastric infection may exacerbate

: Gastric cancer, Heficobacter pylori, Interleukin
18, Polymorphism

mucosal damage including chronic gastritis and atrophic =4 £H0{: 1Y, Helicobacter pylor, Interlewikin 1B, £+l
gastritis, may induce eventual neoplasia. Among these M '

Interleukin 1B gene polymorphisms, polymorphisms at -31
porion and -511 portion may associated with these
processes, eventually increase the risk of gastric cancer. We
investigated the risk of gastric cancer according to the
Heficobacter pylori infection and genefic polymorphism of
Interleukin 1B in gastric cancer patients.
Materials and Methods: 176 individuals with gastric cancer
and 40 healthy controls were analyzed. Each group was
divided into two groups whether they infected with Helficoba-
cter pylori or not. DNA was extracted from the peripheral
blood in all groups. The PCR-RFLP method was used for 2 FR A b=t oF 50%,
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GAE 1229(69.3%), A AE 545 ¢07%)010eH BE o
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IL-1p F32 o384 S04 3149 S1IRHE
THIEA Ao TG F 31EHE Alul (Taka-
ta, Tokyo, Japan), -511%-$1= Aval (Takara, Tokyo, Japan)
AR 54F Zepfe] 795§ FotH A £33 Lo
{(Restriction fragment length polymorphism)E 2AFSSI T ©]
o AREE A A Primen)d] 97 ML 31EIAE 5-ATG
AACCAGAGAATTATCTCA-3'® 5 -CCTCTCTGTCTCTTT
CTTTCT-3o]H -511%-91E 5-CATTTTAGGCAGAGCTCA
TCT-3'3 5 -GAATTCAAATCCTTAGAAGGGTGA-3 5Tk
ZHELAH 2L DNA 101, Alul, Aval A2A] 22 20
pmol, ANTP 81, Buffer (10X PCR Buffer) 10, Taq poly-
merase (Takara Tagq, Tokyo, Japan) 054, B0 SFTE8 X
T F 10007t HEE ATE EEGE 94°CH A 108
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5)
274 2= 4 TEE MATt EX AleE MG
A& WlRE7] fete FholAlg A%
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ZH)(0dds ratio)9} 415 F7H-& FEETh SAE 45t
SAS program (The SAS system for windows, Version 8.1)&
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Fig. 1. Gel showing the genotypes of the IL-1B polymorphism.
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Table 1. Comparison of the genotype frequencies at the IL-1B polymorphism between the cancer group and the control group

Locus Type (N=176) Cancer (N=40) Control P value OR* (95% CLY )
™ 39 (22.2%) 7 (175%) 100
o 100 (56.8%) 24 (60.0%) 08093 075 (0.30~1.88)
ce 37 (210%) 9 (22.5%) 0.74 (0.25-2.18)
31 T 39 (222%) 7 (17.5%) 05150 100
ce, o 137 (717.8%) 33 (825%) e 075 (©31~181)
C allele 174 (49.4%) 42 (525%)
0.6203
T allele 178 (50.6%) 38 (47.5%)
[¢¢ 14 (8.0%) 8 (20.0%) 100
o 128 (72.7%) 28 (700%) 00432 261 (100~ 6.82)
T 34 (193%) 4 (10.0%) 486 (1.26~18.77)
511 ¢ 14 (8.0%) 8 (20.0%) P 100
CfT, T 162 (92.0%) 32 (80.0%) o 289 (1.12~7.46)
C allele 156 (44.3%) 44 (55.0%)
0.0837
T allele 196 (55.7%) 36 (45.0%)

*OR = Odds ratio; * CL = Confidence limits.
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Table 2. Comparison of the genctype frequencies at the IL-1#f polymorphism between the H. pylori infection group and non-infection
group, in the gastric cancer patients.

Locus Type HP (+} (N=78} HP (-} (N=98) P value OR* (95% CL')
TT 14 (14.3%) 25 (32.1%) 1.00

31 oT 57 (58.2%) 43 (55.1%) 0.0047 2.37 (1.10~5.09%
g 27 (275%) 10 {12.8%) 4.82 (1.81~12.81)
T 14 (14.3%) 25 (32.1%) 0.0048 1.00
cjiC, OT 84 (85.7%) 53 (67.9%) 2.83 {1.35~5.92)
C allele 111 (56.6%) 63 (40.4%) 0.0025
T allele 85 (43.4%) 93 (59.6%)
g 10 (10.2%} 4 (5.1%) 1.00

511 oT T4 (75.5%) 54 (69.2%) 0.1033 0.55 (0.16 ~1.84)
T 14 (14.3%} 20 (25.7%) 028 (0.07~1.07)
g 10 (10.2%) 4 {5.1%) 02164 1.00
/T, T/T 88 (89.8%) 74 (94.9%) 0.48 {0.14~1.58)
C allele 94 (48.0%) 62 (39.7%) 0.1232
T allele 102 (52.0%) 94 (60.3%)

*OR = odds ratic; ' CL = confidence limits.

#o] 2.89 (1.12~746)F 20]81A =UTh ATV C, T i Table 3. Comparison of the genotype frequencies at the IL-1%

g FA2] AsqMe rjgds Fle]E Rolx= gyl Polmorphism be‘twccn the H pylori infection group and non-
wEbA] S99t BREL AAFele] wE IL-1p FARE 81 infection group, in the comtrol groups.
24 oy 2= A7t gled A8 S11RHME G Control HP (+)  Control HP ()
T fAARC] Be A% #IE & %, 2 A¥xE nompe (N=20) (N=20)
c/cd e vs) T o) 261, TITHC) 48601 e® T-+A "
A4 A 2892 74A0) ERTHTble 1) o ) o) )
< = gt 14 (70.0%) 10 (50.0%)
2 H. pylori 24 00| me H|Z /T 3 (15.0%) 4 (200%)
A BASS B pylori 7 o 2o wlel a2 8|17 a1 g gr 17 (85.0%) 16 (80.0%}
FFoF e dlus B B 31840ME el T 3 (15.0%) 4 (200%)
Al ET 128%] W FETAA 275%F BUX
P=00047), 2 2H= TITHS 1 YL o ¢/THe) 2.37 C allele 20 (50.0%) 22 (55.0%)
(1.10~509), CJCH ) 482 (181~ 128D)F =keh. ¢ 4 T allele 20 (500%) 18 (450%)
AR giC, ¢THE2 AR LTy 679%4 vl ZETeA ac 2 (10.0%) 6 (30.0%)
857% 2 B OT(P=0.0048), LZHIE C/C, C/THo] 2.83 o 17 (85.0%) 11 (550%)
(135592 vl A =3th T3 ¢ Ay FE A T 1 (5.0%) 3 (150%)
£ HZETY 404%] HIF FETAM 566%F BATH
(P=00025). -S1IRLAME ¢jC, ¢/T, TITHS] BEe 53 S11 OC 2 (10.0%) 6 (30.0%)
O]% E‘_O]z] %9&1, C;"T, T,."Taéiq- C}{Caé]_gq ]j]ﬂgﬂ /\_'15 j], T, T/T 18 (900%) 14 (700%}
o]7F glith €, T Uiy #Z Y Ase= o7t gtk
_ C allele 21 (52.5%) 23 (57.5%)
©d = I3 = o Loz ] =
MM H. pylori D) 9E AL BASL AP IAS T allele 19 (47.5%) 17 (42.5%)

o A8 312819 ¢ FAAH] 2L AL Felsign
(Table 2). A4 WELS H pylori TATH AlZETLR
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Table 4. Comparison of the all characters of the gastric cancer patients divided by the genotvpe of the IL-1§ polymorphism

-31 -511

C/C (N=37) T (N=100} TJT (N=39) P value CJC (N=14y OT (N=128) T/T (N=34) P value

Age 59.89 58.59 61.77 04147 61.71 59.29 59.74 0.7952

Sex M 25 (67.6%) 71 (TLO%} 26 (66.7%) 08542 10 (7L4%) 90 (70.3%) 22 (64.7%) 0.8070
F 12 (324%) 29 (29.0%) 13 (33.3%) ' 4 (28.6%) 38 (297%) 13 (35.3%)

D W 8 (21.6%) 13 (13.0%) 5 (12.8%) 3 (21.4%) 18 (14.1%) 5 (14.7%) 0.3695
M 9 (24.3%) 27 27.0%) 14 (35.9%) 0.5606 5 (357%) 32 (250%) 13 (38.2%)
P 20 (54.1%) 60 (60.0%) 20 (51.3%) 6 (42.9%) 78 (609%) 16 (47.1%)

Size 499 622 491 0.1620 6.06 595 448 0.2103

La" 1 17 (46.0%) 42 (42.0%) 14 (35.9%) 8 (57.1%) 53 (414%) 12 (35.2%) 0.6803
M 7 (18.9%) 25 (25.0%) 14 (35.9%) 0.5587 2 (143%) 33 (258%) 11 (32.4%)
D 13 (35.1%) 33 33.0%) 11 (282%) 4 (286%) 42 (328%) 11 (32.4%)

IN* P 19 (514%) 55 (55.0%) 18 (462%) 06389 7 (500%) 69 (539%) 16 (47.1%) 0.7648
N 18 (48.6%) 45 (45.0%) 21 (53.8%) ' 7 (500%) 59 (46.1%) 18 (52.9%)

LA 7 (189%) 21 2L0%) 4 (10.3%) 0333 1 (7.1%) 27 2L1%) 4 (11.8%) 0.2444
N 30 (8L.1%) 79 (79.0%) 35 (89.7%} ' 13 (92.9%) 101 (78.9%) 30 (88.2%)

NP 17 (45.9%) 60 (60.0%) 18 (462%) 0184 8 (57.1%) 72 (563%) 15 (44.1%) 0.4376
N 20 (54.1%) 40 (40.0%) 21 (53.8%) ' 6 (429%) 56 (437%) 19 (55.9%)

L' U 5 (13.5%) 16 (16.0%) 5 (12.8%) 2 (14.3%) 17 (133%) 7 (20.6%) 0.4577
M 13 (35.1%) 33 (33.0%) 12 (30.7%) 09718 3 (214%) 47 (367%) 8 (23.5%)
L 19 (51.4%) 51 (SL.O%) 22 (56.5%) 9 (64.3%) 64 (500%) 19 (55.9%)

*D = differenciation {Well, Moderate, Poor); " La = lauren’s classification {Intestinal, Mixed, Diffuse); *ILN = lymphatic invasion {Positive,
Negative}, %W = vein invasion {Positive, Negative); N = neurctic invasion {Positive, Negative}, "o = location {Upper, Middle, Lower}
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