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Structural mechanism for PPARalpha regulation by endogenous amino acids
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The nuclear receptor PPARa regulates lipid metabolism and induces genes
involved in fatty acid beta-oxidation and lipid transport. In this study, we aimed to clarify how
endogenous amino acids inhibit PPARa by X-ray crystallography. We examined various conditions, such
as delipidating of PPARa and adding a corepressor peptide could not confirm the binding of the
target molecule even if crystals were formed. This study established the method for crystallization
of various strong and weak PPARa ligands. These techniques have made it possible to obtain PPARa
ligand complex structures with high resolution easily. In addition, the PPARa activity and binding
sites are different between pemafibrate and other fibrates. PPARs are currently attracting attention

as a therapeutic_target for NASH, and we obtained both complex structures with saroglitazar, a
PPARa/g dual agonist. These results will contribute to developing new PPAR therapeutics for NASH and

other diseases.
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