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Context-specific roles of Notch signaling in mouse liver cancer models
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Liver cancer exhibits a wide spectrum of histological features, such as

hepatocytic, cholangiocytic, mesenchymal, and stem/progenitor phenotypes: however, the detail of the
mechanism remains unknown. In this study, | explored, using the Sleeping Beauty transposon-mediated
mouse liver tumor model, the context-specific roles for the Notch signaling pathway in determining
the phenotypes of liver tumors. Co-activation of the Notch pathway with the PI3 kinase pathway, MAP
kinase pathway, and Myc in mouse hepatocytes induced cholangiocytic tumors, sarcomatoid
hepatocellular carcinoma (HCC), and dedifferentiated HCC with lung metastasis, respectively. Of
note, epithelial-mesenchymal transition (EMT) was involved in carcinogenesis of sarcomatoid HCC.
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