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We analyzed the expression regions of CCR2 and osteopontin (OPN) using NASH
rat model liver tissues, to elucidate the molecular mechanism of liver fibrosis in nonalcoholic
steatohepatitis (NASH). In this study, the OPN expression region expanded as the increased number of

weeks of HFC diet feeding, but its expression was observed only in the macrophages in the early
stage of fibrosis. Moreover, as liver fibrosis progressed, OPN-positive region expanded and CCR2 was
attenuated in the macrophage aggregation. Therefore, in the early stage of fibrosis, the macrophage
aggregation was mainly composed CCR2-positive macrophages and gradually became OPN-positive
macrophages. It became clear that a dynamic change of replacement occurs. This result suggests that
th?re gre different groups of OPN-positive and CCR2-positive macrophages and they may be closely
related.
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