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Structural Basis for Nuclear Receptor Dimer Activation Based on Multi-Molecular
Interaction Analysis
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In transcriptional regulation by nuclear receptors, transcriptional
cofactors bind to the receptor in a ligand-dependent manner. In this study, we analyzed the effect
of agonists on the selection of transcriptional cofactor-derived peptides by a heterodimer
consisting of the nuclear receptor PPARy /RXRa , which is important for metabolic regulation. We
found the existence of a dynamic equilibrium in solution among multiple states where each receptor
has a different binding peptide. Ligand binding to one of the receptors regulates cofactor binding
to the other receptor, indicating a dynamic allosteric communication between receptors.
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