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Abstract: To date there are no treatment options for the cognitive impairments
associated with schizophrenia and although existing antipsychotics effectively treat
psychosis, better treatment options are needed. GPR52 is an orphan G protein-
coupled receptor selectively expressed in the ventral striatum and prefrontal cortex.
Based partly on GPR52 expression pattern and functional coupling, agonists of this
receptor can modulate cortico-striatal circuits and may treat both cognitive and positive
symptoms in schizophrenia. In this talk, | will describe our ongoing efforts to create
novel GPR52 agonists and evaluate them in preclinical models. Notably, we have
determined that GPR52 is an excitatory receptor that sets the tone of basal cAMP
levels and that GPR52 expression and activation profoundly modulates dopamine D2
receptor signaling and pharmacology. Integrating medicinal chemistry and
neuropharmacology studies, we have also determined agonist features crucial for
GPR52 activation. This has led to our discovery of PW0787, an orally bioavailable,
brain penetrant, selective GPRS52 agonist that shows antipsychotic activity.
Perspectives from studies of additional GPR52 agonists that demonstrate
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enhancement of cognitive function in various preclinical rodent models will also be
discussed. Our research suggests GPR52 is a druggable brain target and that GPR52
agonists may have therapeutic utility as novel treatments for both psychosis and
cognitive symptoms in psychiatric disorders.



