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Development and progression mechanism of NASH from the viewpoint of cell-cell
interaction and medical application
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o _ This study focused upon hepatic crown-like structures ShCLS) as an origin of
hepatic inflammation and fibrosis in the NASH liver, so that we may understand the pathogenesis of
NASH, from the viewpoint of the crosstalk between parenchymal cells and non-parenchymal cells.

We demonstrated that mitochondrial fission factor (Mff) plays an important role in the development
of NASH. Using the single cell RNA sequencing (scRNA-seq) analysis, we identified a SPP1-positive
macrophage cell population which increases during the progression from simple steatosis to NASH. The

SPP-1 positive macrophages were located around hCLS and In close proximity to activated Ito cells.
Recently, using a microdissection-based technique, we established a highly efficient method to
obtain non-parenchymal cells from hCLS, which are to be subjected to scRNA-seq analysis.
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