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Pancreatic cancer develops from precancerous lesions called ADM and PanIN
by accumulation of genetic abnormalities including KRAS gene mutation. In this study, we focused on
Notch/Hesl signaling and aimed to elucidate the pathogenesis of pancreatic cancer and to develop new

treatment options. Analysis using human pancreatic cancer specimens and cell lines showed that
activation of mutant KRAS gene induced Hesl. Mouse model demonstrated that the formation of
pancreatic cancer was almost completely suppressed by knocking out the Hesl gene. Furthermore, the
novel Hesl inhibitor significantly suppressed the growth of human pancreatic cancer cell lines.
These findings suggest that Hesl plays an essential role in the formation of pancreatic cancer and
could be a new therapeutic target.
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