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Regulation of macrophage function by adipose derived secreted protein and its
involvement in NASH
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Excessive visceral fat is known to promote hepatic inflammation and
fibrosis, and involved in the progression from simple steatosis to NASH (Non-Alcoholic
Steatohepatitis). Based on DNA microarray analysis, we have found that secretary protein, MFG-E8
(Milk fat Globule EGF-8) was highly expressed in white adipose tissue from obese mouse model. In
this study, we aimed to investigate the role of MFG-E8 in the pathogenesis of NASH.

We creased a murine model of NASH with MFG-E8 knocked out mice, and examined hepatic gene
expressions and performed histological analysis. In knockout mice, the expressions of
pro-inflammatory cytokines, activated macrophage marker genes and type Il collagen were suppressed.
Histological analysis revealed that macrophages infiltration into liver and hepatic fibrosis were
suppressed, and overall disease activity score was significantly improved.
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