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Adrenomedullin (AM) is a potent hypotensive peptide and can mediate
multi-protective signaling through type 1 AM receptors (AM1 receptors), which consist of calcitonin
receptor-like receptor (CLR), a G protein-coupled receptor (GPCR), and GPCR activity-modifying
protein 2 (RAMP2). Here we elucidated the molecular basis and mechanism of GPCR kinases (GRKs) and
beta-arrestins, both of which interact with the cytoplasmic C-terminal tail of the human (h)AM1
receptors. We also clarified the molecular mechanism by which protein kinase C (PKC) induces the
internalization of the hAM1 receptors in the absence of AM. Furthermore, we elucidated the mechanism
of the intracellular trafficking and signaling of the hAMl receptors using their stable
transfectants and found an effective strategy that can promote their re-sensitization.
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