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Mechanism_elucidation of microenvironment in biliary tract cancer at initial
infiltration lesion.
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The microenvironmental characteristics of biliary tract cancer include
fibrosis around the cancer cells even in early infiltration lesions, vascu¥ar invasion and
perineurial infiltration. The microenvironment plays an important role in cancer malignancy.
Here, using a co-culture model of biliary cancer cell lines and human mesenchymal stem cells, we

confirmed morphological changes of cancer cells and epithelial-mesenchymal transformation (EMT) that
occurs in cancer cells. The clock gene, which forms circadian rhythms, also shows that the
expression of the clock gene of cancer cells is elevated under the microenvironment, and it has been
shown to play an important role in the formation of the cancer microenvironment. Furthermore, under
the microenvironment, the interaction between cytokines ée.g. anti-tumor cytokines
anti-inflammatory cytokines) and clock genes was suggested.
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