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SREBP-1 NASH

Development of novel diet therapy and analysis of pathophysiological
significance involved in transcription factor SREBP-1 for NASH
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We examined the relationship between SREBP-1 and NASH onset / progress, and
diet therapy for NASH pathogenesis via SREBP-1. Atherogenic high fat diet was fed to WT and SREBP-1
KO mice to induce NASH. mRNA expression involved in inflammation decreased in SREBP-1 KO mice
compared to WT mice. We identified gene X as novel target gene of SREBP-1. In addition, both EPA and

DHA which inhibited activation of SREBP-1 ameliorated NASH symptom. Intriguingly, EPA had a
greater hepatic triacylglycerol (TG)-reducing effect than DHA. In contrast, DHA had a greater
suppressive effect than EPA on hepatic inflammation. These results revealed that both EPA and DHA
are effective to treat AHF-induced NASH in mice, but they exert different effects, which indicate
that EPA and DHA may be differentially used in the NASH treatment, depending upon the disease’ s
stage.
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