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Roles of AFF4, a member of the AF4 family of transcription factors, in FGF21
resistance
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The expression of AFF4 was observed in NPY/AgRP neurons in the
hypothalamus during fasting. Up-regulation of NPY and AgRP observed in the fasted states of WT mice
was attenuated in heterozygous AFF4-deficient mice. These results suggest that AFF4 regulates the

expression of NPY and AgRP iIn the hypothalamus during fasting. Next, we investigated the roles of
FGF21 on the expression of AFF4 in mice. The expression levels of AFF4 are not changed by the
treatment with FGF21 in the hypothalamus, liver, and adipose tissue. During fasting, the body
temperature is reduced in WT mice. In heterozygous AFF4-deficient mice, the body temperature in the
fasted state was higher than WT mice with more heat production. Furthermore, locomotor activity in
heterozygous AFF4-deficient mice was lower compared to WT mice in both fed and fasted states.
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