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The role of heparin-binding EGF-like growth factor in liver fibrosis
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We reported that Heparin-binding EGF-like growth factor (HB-EGF) was a
hepatotropic factor in vivo. However, the role of HB-EGF in liver fibrosis remains still unclear. Our aim
is to evaluate the involvement of HB-EGF in liver fibrogenesis of mice. Gene expression of HB-EGF was
increased in bile duct ligation (BDL)-induced fibrotic livers. We generated conditional HB-EGF knockout
(KO) mice and were subjected to BDL. After BDL, KO mice exhibited enhanced liver fibrosis with increased
expression of collagen. Finally, we used mouse hepatic stellate cells (HSCs) to examine the role of
HB-EGF in the activation of these cells and showed that HB-EGF antagonized TGF-[3 -induced gene expression
of collagen in mouse primary HSCs. HB-EGF did not prevent the TGF-3 -induced nuclear accumulation of
Smad3, but did lead to stabilization of the Smad transcriptional co-repressor TG-interacting factor. In
conclusion, our data suggest a possible protective role of HB-EGF in cholestatic liver fibrosis.
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