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Discovery of cancer genes driving NASH-HCC for personalized therapy
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We have established a new screening system that can identif¥ hepatocellular
carcinoma (HCC) cancer genes in a high-throughput manner by introducing CRISPR/Cas libraries into
mouse liver. We aimed to validate a large number of candidate HCC cancer genes obtained from
previously-performed transposon insertional mutation screens and found that Savl, Gsk3b, Setd2, and
Lonp2 function as new tumor suppressor genes for NASH-based HCC. In addition, we found that the
Traf3 gene regulates the trans-differentiation from hepatocytes to cholangiocytes, and the
dysregulation of the Traf3/NIK pathway

promotes intrahepatic cholangiocarcinoma development from hepatocytes via trans-differentiation.
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