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Cancer cells often exhibit dedifferentiation. However, the causal role of
the dedifferentiation on cancer development has not been unequivocally demonstrated. In this
project, taking advantage of the reprogramming technology and mouse genetics, we demonstrated that
dedifferentiation indeed plays a crucial role in the development of Kras-mediated pancreatic ductal
adenocarcinoma. We show that the transient expression of reprogramming factors results in the
transient dedifferentiation. Mechanistically, repression of enhancers causes the dedifferentiation,
which is similarly observed in pancreatitis. In contrast, the forced maintenance of enhancers
inhibits the pancreatitis-induced activation of ERK signaling and development of precancerous
lesions in Kras-mutated acinar cells. These results underscore a crucial role of
dedifferentiation-associated epigenetic regulations in the initiation of pancreatic cancers.
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