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Studies of activation mechanism of vascular-constricting hormone receptor
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The peptide hormone endothelin (ET-1) regulates vascular tone and humoral
homeostasis. Y13 and F14 in the helical region of ET-1 interact with the N-terminal tail and
extracellular side of TM7 in the endothelin type B receptor (ETB) and start signal propagation in
the ETBR. The structure of ETBR bound to ET-1, a G-protein coupled receptor (GPCR) complexed with
Gil and scFvl6, a complex stabilizer was analyzed by cryo-EM and single-particle analysis. The
interactions observed in the complex were analyzed by cell-based G-protein coupling assays, showing
that the tip of C-terminal alpha-5 helix engages with the cytoplasmic end of TM7 and TM8, and that
ETBR employs an original stabilization mechanism of the active conformation, while it utilizes the
conserved common surface area to interact with Gi, Gg, and Gs.
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