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MR OBEEE (330) : We have shown that the tumor endothelial cells which exist in
cancer stroma have a different gene background from normal endothelial cells. It has been
becoming clear that epithelial-mesenchymal transition (EMT) plays an important role in
tumor invasion and metastasis. It is expected that the investigation on the interaction of
the oral squamous cell carcinoma cell in epithelium nature and a mesenchymal cell will
contribute to the establishment of effective therapeutic method because stromal cells have
the ability to supply nutrition and oxygen to a tumor. HuR protein usually exists in the
nucleus, and HuR is participating to stabilize AU-rich element (ARE) mRNA. We showed
that ARE mRNA is stabilized through HuR by a viral carcinogenesis system that concerns
cell transformation. Oral environment has a unique features including distinct organs
such as salivary glands. We identified that RANKL, an osteoclast inducer, expression was
higher in oral environment. Furthermore, when oral cancer cells were implanted in oral
region of nude mice, cancer cells proliferated intentionally, and EMT was observed. Tumor
microenvironment is deeply correlated with cancer cell proliferation and
invasion/metastasis. We have isolated endothelial cells in tumor stroma, and investigated
the biological feature of tumor endothelial cells. As a result, tumor angiogenesis was
suppressed by inhibiting Cox-2 known also for the factor inducing inflammation, and the
resistance for chemothrapy was acquired by MDR1 upregulatin caused by VEGF signaling



pathway. These results will contribute to the new therapeutic method which targeted the

tumor endothelial cells.
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