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TGF-B signaling suppresses proliferation of intestinal epithelial cells,
while it induces epithelial-mesenchymal transition (EMT) of colon cancer cells. Thus, TGF- plays
either of tumor suppressor or tumor promoter role. However, the underlying mechanism has not been
elucidated. In this study, we have examined the role of activin, one of TGF- family cytokines,
using mouse intestinal tumor-derived organoids that carried driver mutations in various
combinations. Notably, activin treatment suppressed organoid formation of benign tumor cells, while
malignant cells with Kras activation mutation showed resistance to activin-induced cell death.
Moreover, metastatic cells with p53 mutation showed EMT-like morphological changes and invasion to
collagen gel upon activin stimulation. These results suggest that accumulation of driver mutations
in Kras and p53 is a possible switching for responses to TGF-3 .
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