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Study on the regulatory mechanisms of macrophage in the fundamental process of
liver fibrosis
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In this research, based on the discovery that Oncostatin M (OSM) exhibits a
powerful fibrotic activity in liver fibrosis, we shed light on a crucial role of cell-cell
interaction between hepatic stellate cells and the other non-parenchymal cells during liver
fibrogenesis. Especially, we focused on two hepatic macrophages, Kupffer cells (KC), a resident
hepatic macrophage and bone marrow-derived macrophages (BMDM). To find OSM-dependent factors
relevant to liver fibrosis, we compared the gene expression profiles of KC and BMDM from wild-type
and OSM KO mice, which were subjected to chronic hepatitis by RNA-seq analysis. As a result, we
could identify several factors of which expression is upregulated in fibrotic liver. Among them, we
found that a few factors could induce liver fibrosis in normal liver by their enforced expression
via adeno-associated viral vector. Thus, we succeeded to identifying novel secretory factors from

macrophages related to liver fibrogenesis.
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