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Molecular mechanism of hepatocyte death-triggered liver fibrosis in a murine
model of nonalcoholic steatohepatitis
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We have reported a histological structure, termed hepatic crown-like
structure (hCLS), in which CDllc-positive macrophages surround dead hepatocytes, a prominent feature
of NASH using murine model of non-alcoholic steatohepatitis. In this study, we demonstrated that
hCLS-constituting macrophages could be a novel macrophage subset that drives hepatocyte
death-triggered liver fibrosis. We also showed that resident macrophages are a major cellular source
of CD1lc-positive macrophages constituting hCLS, which exhibited gene expression profiles distinct
from CD11lc-negative macrophages scattered in the liver. Moreover, depletion of CDllc-positive
macrophages abolished hCLS formation and fibrogenesis in NASH. This study sheds light on the role of
resident macrophages, in addition to recruited macrophages, in the pathogenesis of NASH.
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