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Establishment of Anti-aging mechanism by NPY in the fat metabolism
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We report that NPY-deficiency in male mice during CR increases mortality in
association with lipodystrophy. NPY-/- mice displayed a rapid decrease in body weight and fat mass,
as well as increased lipolysis during CR. These alterations in fat regulation were inhibited by the
lipolysis inhibitor, acipimox (ACM), a treatment associated with reduced mortality. The
lipolytic/thermogenic signaling, B 3-adrenergic receptor/hormone sensitive lipase was markedly
activated in white adipose tissue of NPY-/- mice compared with that of NPY+/+ mice, and
thermogenesis was controlled by NPY under negative energy balance. These results demonstrate the
critical role of NPY in the regulation of lipid metabolic homeostasis and survival via control of
lipolysis and thermogenesis in a state of negative energy balance.
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