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THE STRUCTURE OF ENDOTHELIAL PROTEIN C RECEPTOR IDENTIFIES THE BINDING SITES FOR PROTEIN C AND REVEALS A BOUND LIPID MOLECULE
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Endothelial protein C receptor (EPCR) binds to protein C (PC) and facilitates PC   activation by membrane associated thrombin-thrombomodulin complex. The 3-D structure of EPCR is similar to the structures of MHC class1 molecules.   In EPCR the counterpart of the MHC/CD1 binding site, created by a1 and a2 domains and b-pleated sheet is extremely hydrophobic. A lipid is bound within this groove in EPCR. The fatty acid chains are nearly covered whereas the headgroup of lipid is solvent exposed. The vitamin K dependent Gla domain of protein C binds near the end of the groove and does not contact the lipid. The structure illustrates a unique ligand binding site for protein C on this class of proteins plus a novel lipid moiety. Together with the ability to bind proteinase 3 EPCR appears to serve as a link between inflammation and coagulation.

