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We created a green fluorescent B-arrestin biosensor. Different biased compounds at the Angiotensin Il receptor Vasopressin and Oxytocin produce different response
(AT1R) produce responses with different kinetics. kinetics at the Vasopressin receptor.
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137 The human vasopressin receptor (human AVPR2) signals through cAMP and
Red DAG sensor B-arrestin. Oxytocin and Vasopressin both activate the receptor and elevate
§ 27 Red DAG sensor cAMP. The B-arrestin responses are consistently different.
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Angiotensin Il produces a robust increase in DAG and fast B-arrestin response, while the B-arrestin

G-protein signaling
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biased ligand S Il produces no detectable DAG response and a slow B-arrestin response. then be compared to arrive at the bias ratio. A full
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A new kinetic method for measuring agonist efficacy and
, ligand bias using high resolution biosensors and a kinetic data
20 analysis framework.
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Angiotensin || S| B-arrestin sensor can follow receptor desensitization
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receptor (AT1R) and activated with angiotensin Il did not return to baseline. However if they were
treated with S Il, they did recover. A second application then reactivated the B-arrestin sensor.

The arrestin sensor reliably reports differences in agonist concentration
through a change in kinetics as well as the amplitude.
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