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Pathophysiological modulation of hi?h—grade malignant potentials of
pancreato-biliary cancer, and its clinical application
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High-grade malignant potentials of pancreato-biliary cancer is
characterized by the cancer microenvironment with rapid cancer cell growth, epithelial-mesenchymal
transition (EMT) of cancer cells, and lymphatic/venous/perineural invasion. In this study, we
clarified several pathological properties of pancreato-biliary cancer cells as follows: (1)
Co-culture assay demonstrated that the mesenchymal stem cells affected the aggressive
migration/invasion abilities of cancer cells. (2) Three-dimensional culture study revealed
characteristic steps of lymphatic invasion. (3) Image analysis showed immature fibrosis
(desmoplasia) and cancer-associated fibroblasts (CAF) played important roles in patients
prognosis.
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