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We focus on the lineage plasticity of hepatocytes and cholangiocytes during

development and regeneration. After acetaminophen administration, SOX9(+) dedifferentiated
hepatocytes appeared around the necrotic area, which was suppressed in aged livers. Given that the
survival of mice was remarkably decreased, hepatocyte de-differentiation could be correlated with
the protection of liver tissue. When hepatocytes were introduced with the intracellular domain of
Notch 2 and Grhl2, they transdifferentiated into CK19(+) cholangiocyte-like cells after chronic
injury. ON the other hand, Grhl2 null cholangiocytes isolated from chronically injured liver
differentiated into hepatocytes in vitro. Furthermore, we found that part of hepatocyte express SOX9
during formation of hepatocellular carcinoma induced by diethylnitrosamine. Since SOX9 expression
was observed before foci formation, de-differentiation could be involved in the early stage of
tumorigenesis.



X C—19, F—19—-1, Z—19, CK—19 (&)

1. WIFERRME S FIDT 5

BRI TR S XD & AR O SEFE AN B S AU - AiBEAE AR (Liver stem/progenitor
cell LL'F LPC L&) EMEAL ST, TR AT 5 2 FikEO LRI CTH 2 iFHii & ABE 1
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