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Design, synthesis, and mechanism elucidation of novel covalent PPARgamma
agonists that mimic the endogenous ligands
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This_study aims to develop a covalent PPARgamma agonist and identify its
molecular mechanism. Using ligand-linking strategy, we successfully identified a series of PPARgamma
ligands which posses the ability to form covalent bond with PPARgamma. Docking simulation suggested
that these ligands might exhibit the binding mode which mimic the endogenous fatty acid
metabolites. RNA sequencing analysis and some biochemical experiments revealed that the ligands show
anti-inflammatory effect through the modulation of expression of inflammatory-related genes.
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