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The purpose of this study is to investigate the role of NOTCH signaling in the
tumor microenvironment in oral squamous cell carcinoma (0SCC). Immunohistochemical study using human 0SCC
samples revealed that about one third of OSCCs showed NOTCH3 expression in cancer-associated fibroblasts
(CAFs), and this NOTCH3 expression significantly correlated with tumor-size. Immunohistochemical and
morphometric analysis using human OSCC samples demonstrated that NOTCH3 expression in CAFs significantly
correlated with micro-vessel density in tumor stroma, and in vitro angiogenesis assay showed that 0SCC
cells promoted tube formation by HUVEC dependent on NOTCH3-expression in human dermal fibroblasts.
Moreover, NOTCH3 expression in CAFs was related to poor prognosis of the 0SCC patients. These results
provided the possibility of NOTCH3-targted therapeutic approach in OSCC treatment.
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