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Angiotensin Receptor Blockers (ARBSs)
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Ligand-induced conformational changes in AT1R
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Definition of constitutive activity

Constitutive activity is the ability of a receptor to spontaneously
achieve a signaling conformation, without binding an agonist.

It is also referred to as a “gain-of-function” phenotype.
The constitutively active pool of AT1R is < 5% in a cell.




Smaller residues substituted for Asn' in AT1R
increases constitutive activity
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Other CAMs of AT1R
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Mechanism of constitutive activation in AT1R
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Inverse agonism of WT and N111G-AT1R
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Pathophysiology of
constitutive activity of native AT1R
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N111G-AT1R as a research tool for mimicking
angiotensinergic stimulus

Angiotensinergic stimulation of vascular endothelium
in mice causes hypotension, bradycardia, and
attenuated angiotensin response

Ramaswamy Ramchandran*, Takanobu Takezako*, Yasser Saad*, Linda Stull', Bruno Fink*, Hirotsugu Yamadat,
Sergey Dikalov*, David G. Harrison*, Christine Moravec®, and Sadashiva S. Karnik*$
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CONCLUSIONS

s CAM AT1 receptors have been extremely useful and
powerful in establishing local RAS activity in different
tissue pathogenesis.

Upregulation of local AT1 receptor activity mimics
various in vivo disease conditions.

The inverse agonists are better therapeutics than neutral
antagonists in treating diseases caused by constitutive
activity of native GPCRs and constitutively activating
mutations of GPCRs.
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