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ABSTRACT: GPCRs are the largest protein subfamily in human genome, and its activity is involved in the most physiological and
pathological processes in vivo. Studies have shown that, GPCRs or its mutants spontaneously exhibit partly and even full activity in the
absence of ligand which named as constitutive activity. Therefore researchers proposed there exists many active states in the middle of
the activation process in GPCRs to enrich the classical ligand-receptor interaction model. And constitutively active mutant (CAM) is also
to be a new useful method to study GPCRs. This paper systematically describes the course and progress of CAM in recent years, included
the researches of GPCRs structure, activation mechanism and activity regulation illustrated by using CAM, the researches upon the
produce mechanism of CAM in vivo and its role in different disease, as well as the significance of CAM in pharmacology and new drugs
development.
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Fig.1 A, The cubic ternary complex model for GPCR activation. Ri
(Inactive Receptor),Ra(Active Receptor), G(G protein),A(Agonist);B,
Constitutive receptor activity (denoted by [RaG]) as a function of receptor
density ([Ri]) and the allosteric constant ([Ra]/[Ri]])"*];B, the activity of
GPCRs upon different drugs. a, partly agonist; b, fully agonist; c, fully
agonist; d, partly agonist;e, neutral antagonist or control. The activity in e
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