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Analysis of the endothelial cell-dependent mechanism under scirrhous gastric
cancer development
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We analyzed the mechanism of angiogenesis and fibrosis exacerbation due to
specific CD38 and LRG1 expression in tumor cells of our unique scirrhous gastric cancer mouse model.
Through gene expression analysis, it was revealed that CD105-positive vascular endothelial cells,

which are a receptor for LRG1, and cancer-associated fibroblasts induced the upregulation of
angiogenesis, fibrosis, and inflammation in a coordinated manner. Therefore, tumor-specific
molecules seemed to contribute to the formation of tumor immune microenvironment with tumor-stroma
interaction. CD38 antibody treatment suppressed a part of fibroblast genetic changes and functions
in gastric cancer. Moreover, we found that Pak gene could be associated with scirrhous gastric
cancer through phosphoproteomics of organoids. PAK inhibitor decreased the expression of both CD38
and LRG1 in tumor organoids, suggesting its potential as a novel therapeutic agent.
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