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Fibroblast growth factor 21 (FGF21; Ff921% is a major PPARa target gene
that occurs abundantly in the liver. We have found that DNA demethylation of Fgf2l can be modulated
and/or enhanced by pharmacologic activation of PPARa during the suckling period. Importantly, DNA
methylation status of Fgf2l, once established in early life, is relatively stable and remains into
adulthood as an epigenetic memory. With increased DNA demethylation, hepatic induction of Fgf2l has
been exaggerated upon PPARa activation, which may account in part for the attenuation of
diet-induced obesity in adulthood. This study represents the first demonstration that DNA
methylation status of a particular gene, once established in early life, contributes to the
metabolic phenotypes in later life.
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