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A low-carbohydrate, high-fat ketogenic diet (KD) induces hepatic ketogenesis and is
believed to affect energy metabolism in mice. As hepatic Fgf21 expression was markedly
induced in mice fed KD, we examined the effects of KD feeding on metabolism and the roles
of Fgf21 in metabolism in mice fed KD using Fgf21 knockout mice. The present findings
indicate that KD feeding impairs insulin sensitivity in mice due to insulin resistance in
white adipose tissue. In addition, our findings indicate that Fgf21 induced to express by KD
is a negative regulator of adipocyte insulin sensitivity in adaptation to a low-carbohydrate
malnutritional state.
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