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Establishing a 3D model of fibrosis in ?ancreatic cancer and analysis of
interaction between tumor cells and stellate cells
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Our hypothesis is that fibrosis within tumour tissue is an important
determinant of clinical drug efficacy. We worked on the verification of this hypothesis through
three-dimensional culture of its constituent cells, pancreatic stellate cells (PSCs). Specifically,
the thickness of fibrotic tissue was measured in human cases and three-dimensional cultured tissue
with equivalent thickness was created. The ECM proteins involved in fibrosis were visualised and
analysed in the fibrotic tissue model, and differences between pancreatic cancer-derived PSCs and
normal fibroblasts were revealed. We developed a three-dimensional co-culture model between PSCs and

pancreatic cancer cells, and succeeded in creating three-dimensional co-cultured tissue that
reproduced the range of tumour tissue occupancy rates observed clinically. Consequentlg, we were
able to reproduce and analyse mechanism of the acquisition of PSC trait abnormalities by
co-culturing with pancreatic cancer cells.
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