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1. 47 £4

The association between genetic polymorphisms of glutathione S-transferase (GST) Ml
and GSTT1 with lung cancer have been reported in populations with various. ethnic
background. However, the results are inconclusive. The results of previous studies on the
association between CYP2E1 polymorphisms and lung cancer are also still controversial. A
hospital based case-control study has been conducted to evaluate the role of genetic
polymorphisms of GSTM1, GSTTI, and CYP2E] in development of lung cancer.

2. 47 3y

Two hundred and nineteen histologically confirmed lung cancer patients and 173 patients
with no present or previous history of systemic illnesses, who visited the urology
department, were recruited from Seoul National University Hospital during February 1997-
May 1999. Information on demographic characteristics and smoking was collected. GSTM1
and GSTT1 genetic polymorphism were determined for 215 lung cancer cases and 166
controls by multiplex PCR. CYP2E1 genetic polymorphisms were determined for 206 cases
and 149 controls by PCR followed by Rsal enzyme digestion. Adjusted odds ratios and 95%
confidence intervals were estimated by unconditional logistic regression model. Twenty nine
women cases were excluded for the analysis since controls were all men,




B
Jn
i
4l
e

3. 47 A%

More numbers of cases than controls are ever-smokers (94% for cases, 82% for
controls, p=0.001 by chi-square test) and the average pack-years among ever—-smokers
was higher in cases than in controls (38 PY for cases, 30 PY for controls, p=0.004 by
t-test). For patients with all lung cancer combined, neither GSTM1 or GSTT1 null
genotype increased the risk (OR: 1.1, 95% CI: 0.7-1.7, for GSTM1; OR: 0.8, 95% CI:
05-1.2, for GSTT1). Men with at least one variant c2 alleles of CYPZE1 (cl/c2 or
c2/c2 genotype) was not associated with increased risk of all lung cancer .compared
with homozygous wild type (cl/cl genotype) (OR: 1.2, 95% CI: 0.8-1.9). When the OR
was calculated by histology type, the OR of null GSTM1 with squamous cell cancer
was 16 (95% CIL: 09-28) and the OR of c2/c2 or cl/c2 genotype with .small cell
cancer was 1.8 (95% CI: 0.8-4.3). When the interactive effect of GSTMI1 and GSTT1
was evaluated, the risk of development of squamous cell cancer in both null
polymorphisms of GSTMI1 and GSTTI1 increased 2.2 fold compared with one (either
GSTM1 or GSTM1 ) or null genotype (OR: 2.2, 95% CI: 1.2-4.2) when data were
adjusted for age and smoking by the multiple logistic analysis.

4. 13

These results indicated that both null genotypes of GSTM1 and GSTT1 is
associated with the increased risk of development of squamous cell lung -cancer in
men. The interactive effects with other genotypes (e.g., N-acetyl transferases,
CYP1Al, etc.) presumably involved in lung carcinogenesis are currently being assessed
in more numbers of study subjects (This project was supported in part by SNUMRC
research grant).
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