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Hepatic crown-like structures (hCLS), a characteristic histological
structure observed in the liver of NASH are an origin of hepatic inflammation and fibrosis in NASH.
We found that the GPR84 receptor, whose ligand is medium-chain fatty acids, is highly expressed in
macrophages forming hCLS. To elucidate the role of GPR84 signaling in the pathogenesis and
progression of NASH we generated NASH model mice deficient in GPR84.

We demonstrated that NASH model mice lacking GPR84 exacerbated hepatocellular death, inflammation,
and fibrosis compared to control mice. Using bone marrow transplantation techniques
macrophage-specific GPR84-deficient NASH mice were generated and examined the liver phenotype. There
are no significant differences in hepatocyte death, inflammation and fibrosis compared to control
mice. Using bone marrow-derived macrophages, we demonstrated that macrophages deficient in GPR84
showed enhanced phagocytic activity.
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