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Analysis of epigenetic memory of FGF21 gene in the liver
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Nutritional experiences in early life may be stored onto the genome, thereby
influencing the risk of obesity in later life. However, the detailed mechanism is poorly
understood. In this study, we demonstrated that PPARa 8211;dependent DNA demethylation of the FGF21
gene occurs in the postnatal mouse liver. Moreover, DNA demethylation of FGF21 gene can be
modulated and enhanced by pharmacologic activation of PPARa , specifically during the suckling
period. Of note, the DNA methylation status of FGF21 gene, once established in early life, is

reIativeIK stable and persists into adulthood, which can be referred to as epigenetic memory. When
DNA demethylation has been markedly induced, hepatic induction of FGF21 expression is exaggerated

upon PPARa activation, which may account in Bart for the attenuation of diet-induced obesity in
adulthood. Thus, we propose that FGF21 could be a key mediator involved in the developmental

programming of obesity.
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regulates the fatty acid [3 -oxidation
genes in the postnatal liver. Diabetes.
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