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Abstract  Objective To study the relationship between polymorphism of inducible Nitric Oxide Synthase

iNOS  gene and the susceptibility of intestinal type stomach cancer and stomach cardia cancer in Chinese people.
Methods A community-based case-control study was designed. Ninety-three intestinal type of stomach cancer and
50 stomach cardia cancer patients with endoscopy and pathology diagnosis were identified as cases. Two hundred
and forty-six controls served as controls. Results C—T polymorphism was found in exon 16 of iNOS gene which
changed the coding amino acid from serine to leucine and formed a recognition site identified by Tsp 509 1
restriction enzyme we called it C—T polymorphism . The T allele gene frequency in the control group was
13.21% . No statistically significant difference was found between C—T polymorphism alone and the increased
susceptibility to intestinal stomach cancer or stomach cardia cancer. A significant type 2 multiplicative interaction
was found in increasing both the risk of intestinal stomach cancer and stomach cardia cancer when both C—T
polymorphism and tobacco smoking exposure existed. An additive interaction model which showed statistically
significant difference was found to increase only the risk of stomach cardia cancer when CagA antibody shared
negative but C—=T polymorphism occurred. Conclusion C—T polymorphism of iNOS gene was considered as one
of the possible susceptible genes which specifically increased the risk of tobacco-related but CagA negative types of
intestinal stomach cancer and stomach cardia cancer.
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iNOS 94°C 15 min 94°C30 s 61°C
45 s 72°C 45s 10 94C
30 s 56C 45 s 72C 45 s 35
72°C 7 min 10 pl PCR
1. 1997 1 1998 12 10 x 2 pl NEB
100 x BSA 0.15 pl Tsp 509 1
NEB 10 U/pl 0.2 pd 2.65 pl
112 61 154  PCR  65C 15
284 iNOS h PCR
19 11 Tsp 509 1
38 3% 0.5 pg/ml
250 V 20 mA 1x TAE 30 min
93 50 246 3 Ser/Ser 113 bp 175 bp
Ser/Leu 33 bp 113 bp 142 bp 175 bp
Leu/Leu 33 bp 113 bp 142 bp
56 33 bp
2. 4. EPI-6
SAS
OR logistic
1 1 10 ml C—>T
CagA Y = Beg/Be OR.,
ELISA CagA
ELISA CagA  IgG
0052
3.iNOS 1.
iNOS 16 14 C—>T
Tsp 509 1 TS DNA
“AATT 3’ 3 TTAA" 5 C—>T 22 3
Ser
Leu TCG—TTG 100% Hardy-
PCR - RFLP Weinberg P >0.05
F5' -TGTAAACCAACTTC 1
CGTGGTG-3" T, =60.82°C R5' -GT 2.C—>T
CTCTGCGGGTCTGAGAAG-3" T, = 60.14C 389 C—>T
DNA 10 ng/pl S pd 10 pl PCR T
10 x PCR 1 ¢l Hot Tag DNA 13.21% Ser/Leu 19.92%
Promega 5 U/pl 0.045 pl dNTP 1.25 49,246 21.51%
pmol/L 1.6 pl MgClh, 25 mmol/L 0.2 pl 1 Leu/Leu
0.15 pl Resgen 20 pmol/L 0 T
6.885 pl Touch Down PCR C—>T
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1 iNOS C—>T
% %
Ser/Ser Ser/Leu Leu/Leu C T
# 73 78.49 20 21.51 0 0.00 166 89.25 20 10.75
74.08 79.66 17.85 19.19 1.07 1.16 166.01 89.26 19.99 10.74
## 189 76.83 49 19.92 8 3.25 427 86.79 65 13.21
185.30 75.33 56.41 22.93 4.29 1.75 427.01 86.79 64.99 13.21
OR  95%CI 1.00 1.06 0.59~1.90 * 0.00 1.00 0.79 0.45~1.39 *~
# Y= - 2/ =1.34 df=2 P>0.05 3 Hardy-Weinberg
## =3 - 2/ =4.10 df=2 P>0.05 Hardy-Weinberg
* y¥=0.03 P=0.85 * x ¥*=0.74 P=0.39
C—>T Ser/Leu
T OR *  95%CI
n=% n=246
30.0% 23.17%
Ser/Ser 23 178 1.00
3.C—>T
Ser/Leu + Leu/Leu 11 56 1.45 0.64~3.27
P4501A1 Ser/Ser 12 11 12.16 4.10~36.02
CYP1A1 M1 GSTM1 Ser/Leu + Leu/Leu 4 1 28.93 2.88~290.35
* CYPIAl GSTMI y* =30.76 df=1 P=
0.00 ¥=3.36/2.50=1.34
OR, 5.40 C—>T !
y=1.54 4 iNOS C—>T CagA
OR,, 13.62 2
1 - CagA x
C T Wed  mezs OR 95% CI
—>T
Ser/Ser 32 173 1.00
2 Ser/Leu + Lew/Leu 14 53 1.34  0.65~2.75
. § Ser/Ser 3 7 2.68 0.60~12.04
2 iNOS T Ser/Leu + Leu/Leu 1 2 4.20 0.33~52.83
* ¥ =257 df=1 P=0.11 y=1.43/
C—>T n=® noue OR %% CI 0.99=1.44
Ser/Ser S5 178 1.00 C—>T CagA
Ser/Leu + Lew/Leu 15 56 0.78 0.40~1.57 2
Ser/Ser 18 11 5.40 2.17~13.43 5
Ser/Leu + Lew/Leu 5 1 13.62 1.45~128.36
* CYPIAI GSTMI Y =18.62 df= 5 iNOS C—>T CagA
1 P=0.00 y=2.61/1.69=1.54
4. C—>T g
CoT Cel o _@m OR T 95%cI
CYP1A1 GSTM1
Ser/Ser 9 73 1.00
OR. Ser/Leu + Lew/Leu 4 2 1.20  0.33~4.39
12.16 C—T Ser/Ser 26 64 3.13  1.33~7.35
Y= 1.34 OR Ser/Leu + Leu/Leu 11 19 4.73 1.65~13.60
. e
28.93 2 3 * ¥ =124 df=1 P=0.00 vy=1.55/
5.C—T CagA I-14=1.36
CagA C C—>T CagA CagA
—T OR,, 4.20
CagA OR 2.68
4
3 iNOS C—>T C—>T
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