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Roles and mechanisms of JNK pathway in liver regeneration and tumor formation
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The MKK7 which is an upstream regulator of JNKs is suggested to be involved
liver proliferation and regeneration, but roles of MKK7 in liver pathophysiology remain obscure.
Here we examined the effects of hepatocyte-specific MKK7 knockout (KO) on liver regeneration and
repair processes. After a single injection of CCl4, reparation of the injured liver was delayed in
KO mice, despite the extent of liver injury and robust regenerative proliferation of hepatocytes
that were comparable to control. In hepatocytic spheroids in collagen gel culture (CGC), MKK7 KO
suppressed branching morphogenesis and reduced the expression of transgelin and plasminogen
activators. Overexpressed these genes in cultured MKK7 KO hepatocytes rescued the attenuated
branching morphogenesis in CGC. Our study demonstrates that hepatic MKK7 has important roles in
repair processes following liver injury, possibly through promoting migration and morphogenesis of

hepatocytes.
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