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Notch Signaling regulates the development of hepatocelular carcinoma.
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In the present study, we investigated how differential Notch signaling

modulates hepatic carcinogenesis using Jagl conditional knockout mice. Hepatocellular carcinoma

HCC) was induced in Jagl-floxed (control) and Mx-Cre/Jagl-floxed mice (Jagl cKO) by

iethylnitrosamine (DEN) treatment.

In this results, the incidence of HCC occurrence was significantly increased in Jagl cKO mice
compared to that in the control animals. Consistent with this finding, gene expression of DIl4 was
increased in cancerous tissues in parallel to the Hesl (a downstream target gene of Notch signaling)
expression levels. In addition, the signaling switch from Jagl/Notch2 to DI14/Notch3 was observed
in the peripheral region of HCC nodules, where cancer cells were stained positively for Ki67, a
cell-proliferation marker.
These results suggest that HCC development is promoted by a signaling switch from Jagl/Notch2 to
DI14/Notch3, and that DI14/Notch3 signaling could be a potential target to suppress HCC development.
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