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Critical mechanisms for the determination of hepatocytic and bile ductular
differentiation
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Transdifferentiation of hepatocytes into bile duct cells is associated with
the switching of the expression of Pl-dependent isoforms to P2-dependent isoforms of HNF-4a .
Although the P1 promoter has been suggested to be regulated by COUP-TF and CTIP, the expression of
these transcription factors was increased only slightly and at a later time point of
transdifferentiation and theirby their expression was not likely to be the mechanism of the
switching of the promoter usage. Our experiments using a Notch inhibitor (DAPT) and a
transposon-mediated introduction of a Notch intracellular domain suggested that the Notch signaling
was involved in the activation of the P2 promoter as well as hepatocytic transdifferentiation.
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