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Identification of the organ-specific cancer leading cells and regulation of the
tumor micro-environment remodeling which leads to cancer cell metastasis.
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In the present study, we investigated the interaction between the pancreatic

cancer cells (PCCs) and the cancer-associated stroma cells, such as the peritoneal mesothelial
cells (PMCs) and pancreatic stellate cells (PSCs), in vitro assays. PMCs pre-invaded into the
collagen gels, and remodeled collagen fibers as increasing the parallel fiber orientation along to
the direction of cell invasion. In the 3D co-culture system and mouse orthotopic models, PSCs
promoted PCCs invasion into stroma, following the basement membrane destruction through the
activation of MMP2 and MTIMMP in PSCs, These data suggest that stromal cells which promote cancer
cell invasion via destruction of basement membrane, or remodeling of collagen fibers can be a new
target to regulate the pancreatic cancer metastasis.
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