#xXc—19 *3

MPEHREBRERX HRRARBSE

Rk 26 4 5 H 31 HEI{E
MEAES . 34419
WEIER . FEEMATEEmE
FFZSHARS . 2012~2013
MEEE . 24116524

HEFRERL (F130)

REICEWTEEHTHREM) 2 FIZ &k 2%NZEK PPARg D AEHI{E
MRFEESL (£

Regulation of PPARg by endogenous metabolites in health and disease
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WFERR R OBE (3530) : Erythropoietic protoporphyria (EPP) patients show higher risk of
metabolic syndrome such as atherosclerosis with unknown reason. Here, we found that the
inhibition of the peroxisome proliferator-activated receptor y (PPARy) by an
erythroid-derived heme-related metabolite. Using the EPP cells expressing ALAS2 gene
with dominant mutation (called as ALAS2delAT), we observed the perturbation of
PPARyactivity in co-cultured THP-1 macrophage cells. Phagocytosis-mediated application
of exogenous heme-related metabolite complex to the THP-1 cells mimicked the effects of
EPP cells. We also found that it covalently bound to the Cys285 in the PPARy LBD. Thus,
this heme-related metabolite is the endogenous risk factor for the metabolic syndrome
through the PPARy inhibition.
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