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Analysis of TP53, MDM2 genes and Epstein Bar virus infection in gastric cancer

Mohammad Taher Moradi

Development of the gastric adenocarcinoma is a multistep process that requires alterations
in the expression of oncogenes and tumor suppressor genes, lasting for several decades.
The p53 tumors suppressor protein is involved in cell-cycle control, apoptosis and DNA
repair. One of the most important regulators of p53 is MDM?2, which acts as negative
regulator in pS3 pathway. Based on the key role of pS3 and MDM2 in tumor suppression,
the polymorphisms that cause change in their function, might affect cancer risk. Epstein-
Barr virus (EBV) may be a cofactor in the development of different malignancies, including
several types of carcinoma such as gastric carcinoma. Helicobacter pylori infection is an
established risk factor for gastric cancer development. One of the important genes in
H.pylori pathogenesis is cagA. It is presumed that cagA+ strains have more pathogenesis.
The present study aimed to examine the associations between gastric cancer risk and a
functional polymorphism of p53 at codon 72 and MDM?2 at codon 309. We also tried to
detect EBV and H. pylori DNA in normal and gastric cancer specimens. 52 patients with
gastric cancer and 30 healthy controls participated in this study. For genotyping of the p53
polymorphism at codon 72, allele-specific PCR (AS-PCR) and PCR —RFLP were applied
for genotyping of P53 and MDM2. EBV and H.pylori were determined by EBER2 and
glmM genes respectively.

There was no significant difference between P53 gene in control and patient groups, but
significant difference was seen between G allele of SNP309 MDM?2 in patients and normal
controls (P=0.002). EBV infection among gastric cancer patients was 18% (P=0.002). 70%
of gastric cancer patients were infected by H. pylori (P=0.0006) and 64% of them were
cagA positive. In the other hand, correlation between MDM2 SNP309 G allele carriers and
H. pylori infection was significant (P=0.01). In conclusion, results suggested that, there is a
significant association between MDM2 SNP309, H. pylori and EBV infection with gastric
cancer. Although larger population based studies are needed for clarifying the relation
between gastric cancer and pS3 polymorphism and also EBV and H.pylori infection.

Key words: Gastric adenocarcinoma, p53, MDM2, EBV, Helicobacter pylori, cagA, glmM

Key words: Gastric adenocarcinoma, p53, MDM?2, EBV, Helicobacter pylori, cagA, glmM
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