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Development of in vitro assay system for carcinogenesis using iPS-derived

intestinal epithelial stem cells
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<Aim> The processes of carcinogenesis are so complex that they are difficult to
reproduce in a cell system. However, establishment of a simple model may accelerate our knowledge of
carcinogenetic processes. In the present study, we tried to reproduce carcinogenetic processes by the
induction of stochastic changes in vitro. <Methods & Results> We first obtained stem cells from the lower
digestive tract derived from iPS cells. The maintenance medium allowed us to culture the cells for more
than a half-year without any neoplastic feature changes. We next tried to induce somatic mutation by
treating 53-passage-cells with 5 Gy radiation. Five months later, the cells were obviously changed in
shape to spindle formation. The molecular markers of differentiation and intestinal epithelium were
down-regulated, and we obtained epithelial-mesenchymal transformed cells. <Future plan> We are now
evaluating the neoplastic characters using a xenograft model.
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