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Both MC4R KO mouse and MC4R-PPAR-alpha double KO mouse showed progressive
impairment of insulin sensitivity and enhanced mRNA expression of genes involved in fatty acid
synthesis, fatty acid beta and omega oxidation, inflammation, and scavenger receptors in addition to

IL-6 mRNA. However, there was a significant difference in neoplastic nodule size and number among
these two KO mice, i.e., averaged diameter and averaged number of tumor were significantly fewer in
MC4R-PPAR-alpha double KO mouse than in MC4R KO mouse. This observation suggests that PPAR-alpha
mediated mechanisms are involved in spontaneous hepatocarcinogenesis among NASH mouse models.
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