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Various chronic inflammatory diseases including lifestyle-related diseases
eventually result in tissue fibrosis, which has major unmet medical needs. In this study, to
understand the molecular mechanism underlying NASH, we employed genetically obese melanocortin-4
receptor-deficient mice, which sequentially developed simple steatosis, NASH, and hepatocellular
carcinoma (HCC) when they were fed a Western diet. We found that tissue-resident macrophages in the
liver or Kupffer cells aggregate around dead or dying hepatocytes to form a unique histological
structure termed crown-like structure, thereby accelerating liver fibrosis. Interestingly, these
Kupffer cells showed a phenotypic change to obtain the profibrotic property. We also found that MC4R

in the hypothalamus is capable of regulating chemotactic activity of macrophages in the liver,
particularly in the resolution phase.
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