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Epidemiological and clinical studies have indicated that chronic inflammation plays an important
role in cancer development. H. pylori infection-associated inflammation is tightly associated with
gastric cancer. To examine the role of inflammatory responses in gastric tumorigenesis, we
constructed gastric cancer mouse model (Gan mice), in which inflammatory COX-2/PGE: pathway
and Wnt signaling are activated simultaneously in gastric mucosa. Induction of COX-2/PGE:;
pathway resulted in recruitment of macrophages to the stomach and expression of inflammatory
cytokines and chemokines increased, constructing inflammatory microenvironment. On the other
hand, Wnt activation is one of the important oncogenic pathways in gastrointestinal cancer
development. However, Wnt activation alone did not cause tumor development although self-
renewal activity was increased like stem cells. Importantly, cooperation of Wnt activation and
COX-2/PGE: pathway-associated inflammation caused development of gastric cancer with 100%
incidence. Moreover, we found that inflammatory cytokine TNF-« plays an important role in
gastric cancer development. Accordingly, we believe that regulation of inflammatory micro-

environment leads to an effective preventive and therapeutic strategy against gastric cancer.
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