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Differentiation into inflammatory and suppressive macrophages requires the
activation of appropriate intracellular metabolism via mTOR signaling, but the detailed mechanism
has not been elucidated. In the present study, the authors revealed that the signal of mTOR Sema6D

PPARy is essential for differentiation into inhibitory macrophages. Inhibition of mTOR or
Sema6D gene deficiency reduced PPARy expression and reduced fatty acid uptake and B -oxidation. As
a result, differentiation into inhibitory macrophages was inhibited. Furthermore, the interaction
between c-Abl, a Src family tyrosine kinase, was required for the expression of PPARy . Furthermore,

Sema6D tried to differentiate into tumor macrophages (TAM). From the above results, it was revealed

that the retrograde signal of Sema6D couples immunity and metabolism via PPARy and promotes
differentiation into inhibitory macrophages.
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