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Development of anti-diabetic therapy by the elucidation of the mechanism linking
microflora and adipose tissue macrophages
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We have found that LPS derived from microflora and insulin induced by
feeding stimulates the production of IL-10 in adipose tissue macrophages, and that this production
depends on the Akt-mTORCl pathway. Indeed, mice with disiruption of Aktl and Akt2 specifically in
macrophage (MAktDKO mice) show impaired production of IL-10. MAktDKO mice exhibit impaired glucose
tolerance with increased hepatic gluconeogenesis. Adenovirus-mdeiated gene transfer of IL-10
improves glucose tolerance with decreased hepatic gluconeogenesis in MAKtDKO mice. Furthermore,
MAKtDKO mice show more weight gain under the normal chow diet compared to the control mice.
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