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Abstract

Gastric carcinoma (GC) remains a common disease with a dismal
prognosis in the world. Genetic predisposition, environmental factors and
infectious agents interact in the development of GC. In addition to dietary
factors and H. pylori infection, Epstein-Barr virus (EBV) has recently been
shown to be associated with GC. In a previous study, we have described
unique morphologic and phenotypic features in EBV-associated GC. These
divergent clinicopathologic characteristics raise the possibility that
EBV-positive GCs adopt different pathways during tumorigenesis. Despite
the fact that there have been a number of studies on EBV and GC, studies
looking into the pathogenesis for EBV-associated GC remain scanty.

Most people become infected with EBV before adulthood and remain
asymptomatic thereafter. It remains unknown why only a small portion of
EBV-infected individuals develop a range of diseases such as infectious
mononucleosis, B cell tymphoma, and EBV-GC. Variation of virulence among
different viral strains has been postulated to contribute to the variability of
clinical outcomes in such an infection. Recently, it has been proposed that
variability of generating host cytokines may be another reason to explain
such variable clinical outcomes after exposure to microbial pathogens. To
investigate whether genetic differences in cytokine promoter
polymorphisms may affect variable outcomes after exposure to Epstein-Barr
virus (EBV) infection, thirty patients with EBV-positive gastric carcinoma
(GC), 120 patients with EBV-negative GC and 220 controls were enrolled.
Promoter polymorphisms of the tumor necrosis factor alpha (TNF- «) at
positions -238 and -308, and of the interleukin {IL)-10 at the position -1082
were determined. The frequency of the high TNF- &« producer allele (-308A)
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was significantly higher in EBV-positive GC compared with controls (23.3% vs.
12.0%, p<0.05), while the frequency of high IL-10 producer allele (-1082G)
was significantly higher in EBV-negative GC compared with controls (6.3% vs.
3.0%, p<0.05). These data support the notion that genetic factors may

modify the outcomes of infectious diseases through different TNF- or

IL-10 producing capability.
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