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Elucidation of the molecular mechanism of excessive fructose intake-induced
metabolic disorders using fatty acid synthase-deficient mice

Matsukawa, Toshiya
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In this study, we evaluated the role of fatty acid synthase (FAS), which
plays a central role in de novo lipogenesis, in high sucrose high fat diet (HSHF diet)-induced
obesity and type 2 diabetes.

Firstly, we generated liver-specific FAS-deficient mice. Mice were fed with the HSHF diet to induce
obesity and type 2 diabetes. In the results, the insulin resistance, fatty liver, and liver damage
induced by the HSHF diet were ameliorated by the FAS deficiency. At this time, the insulin signaling
in the liver and skeletal muscle were enhanced. Furthermore, tamoxifen-induced liver-specific
FAS-deficient mice showed that insulin resistance and fatty liver improved when FAS was deficient
after pathogenesis, indicating a therapeutic effect of subacute FAS deficiency.
These results indicate that inhibition of FAS may be a potential therapeutic target for the
treatment of Western-style obesity, which has been on the rise in Japan in recent years.
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