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7. Gprc6a: an osteocalcin receptor

The demonstration of specific functions for circulating 
undercarboxylated osteocalcin prompted studies to identify its 
receptor in target tissues. Gprc6a, a G protein coupled receptor 
with no previously known function, is expressed by a wide variety 
of cell types including those found to respond to circulating 
osteocalcin [66,67], and is activated by a number of unrelated 
ligands including cations, like calcium and zinc, and amino acids 
such as L-Arg and L-Lys [68,69]. It is believed that this promiscuity 
allows Gprc6a and other receptors in its family to operate as 
sensors of protein nutrition [70], but two parallel lines of investigation 
ultimately led to the identification of Gprc6a as the receptor for osteocalcin.
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