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Mechanisms underlying the anti-aging effect of calorie restriction: Roles for
Fox0O transcription factors in macrophages
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The present study was conducted to elucidate the role for forkhead box 0

(Fox0)1 and Fox03 transcription factors in the anti-aging mechanism of calorie restriction (CR)
regarding suppression of inflammation. First, we generated mice lacking myelomonocyte-specific Foxol
or Foxo3 gene (Foxol cKO, Foxo3 cKO), and kept those mice under ad-libitum (AL) or CR feeding
condition. Activation of inflammasome, a marker of inflammation at the cellular level, was analyzed
in intraperitoneal macrophages. The results indicated that inflammasome activation was suppressed by
CR. Although the potential role for FoxOs in the effect of CR remains unknown, macrophages derived
from Foxol cKO mice displayed attenuated activation of inflammasome even in AL conditions. Foxol cKO
mice also resisted against lipopolysaccharide-induced inflammatory stress. The present study will
continue to elucidate the roles for Fox0l1 and 3 in the effect of CR.
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