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To understand how PPARgamma ligands inhibit Ser245 phosphorylation, we have done
several experiments. 1H-15N HSQC NMR experiment showed that some residues were significantly shifted by
PPARgamma_ligand. A signaling pathway from ligand to the shifted residues was revealed by using PPARgamma
mutants. This is supported by circular dichroism spectroscopic experiments. To integrate our results, we
used modeling software Sybyl-X and we proposed the main signaling pathway and mechanism of inhibition of
Ser245 phspholylation by ligand.

Based on the mechanism, we planed to design and synthesis of partial agonist for PPARgamma. We
established facile synthesis of 17-(S)HDHA then synthesized 17-oxoDHA, which showed PPARgamma partial
agonistic activity, as we predicted.
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