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Figure S1. Representative concentration-responses of compound 4 and 12c on cAMP signaling in 
HEK293 cells transiently expressing GPR52 and cAMP Glosensor reporter. Transient expression 
of GPR52 resulted in >100 fold light counts/sec over empty vector, indicating high constitutive 
receptor activity. Compound 4 (positive control) yields a robust ~3-fold increase in light counts/sec 
over basal values. Compounds were tested in twelve-point concentration-responses (0.1 nM – 30 
M); however, due to poor water solubility of compound 4, 10 and 30 M points were excluded 
for the potency and efficacy analysis. Similarly, if a severe drop in light counts was observed at 
high concentration points (i.e. 30 M for compound 12c), these points were excluded for curve 
fitting analyses. 
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Figure S2. Representative concentration-responses of compound 12c on cAMP signaling in 
HEK293 cells transiently expressing GPR52 or an empty vector (control) and cAMP Glosensor 
reporter. Compound 12c was tested in twelve-point concentration-responses (0.1 nM – 10 M). 
Compound 12c yields a robust ~3-fold increase in light counts/sec over basal values in cells 
expressing GPR52 (blue circles). Importantly, no increase in cAMP was observed in cells 
expressing empty vector (black squares), indicating that compound 12c elevation of cAMP is due 
to selectively activating GPR52. 
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