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Abstract:
Intestinal metaplasia and intraepithelial neoplasia are the precancerous

lesions of gastric cancer. They are the key nodes of chronic gastritis
transforming to gastric cancer or be cured, but the specific mechanism is
unknown. Previous studies of our rescarch group revealed that inflammatory
factor TNF-—a can directly or through \F-k B activate YAP to promote the
inflammatory malignant transformation of gastric mucosa. Interfering YAP can
significantly inhibit this event, suggesting that YAP plays an important role
in gastric carcinogenesis. IRF3 is the positive regulator of YAP, and the
target inhibition of IRF3/YAP can apparently inhibit the growth of gastric
transplant tumors. Therefore, it is speculated that inflammatory factors can
promote the inflammatory malignant transformation of gastric mucosa by
phosphorylating YAP and regulating IRF3/YAP by mTOR through autophagy. This
study is to construct the gastric mucosa inflammatory malignant transformation
cell lines and PDX mice models, using lentiviral interference and chromatin
immunoprecipitation method, to clarify the complex network regulation
mechanism among Hippo-YAP, mTOR=YAP and NF-k B/IRF3-YAP, at mRNA level,

and post-translational modification levels. Our research will
activation of Hippo and mTOR by compounds and inhibitors to

or IRF3/YAP, to determine the effect on
asia, and provide new ideas and

protein level
focus on the
interfere this regulating network,
intestinal metaplasia / intraepithelial neopl
theoretical basis for the treatment of gastric precancerous lesions.

i (B AT : COT_VilH: Hippo-YAP: mTOR: JIE: IRF3

Keywords (Fi4+547F) : gastric tumor; Hippo-YAP; mTOR; inflammtion; IRF3
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