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i i _ Oxidized fatty acids such as prostaglandins (PGs) binds to their receptors
in an autocrine fashion, but their exact mechanisms were unclear. Using monoclonal antibody, we

aimed to crystalize human EP4 receptor and to clarify the activation mechanisms of oxidized fatty
acid receptors. We successfully determined crystal structure of human EP4-EP4 antagonist-antibody

complex and analyzed activation profiles of EP4 receptor by various compounds. Based on these
findings, we propose that PG can bind to its receptor by lateral diffusion on the plasma membranes

of PG-producing cells, and that the endogenously produced PG can more efficiently activate EP4
receptor when 1t acts on this receptor in an autocrine fashion than exogenously added PG.
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