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Supplemental Figure S1. Initial compounds selected from the virtual screening for in vitro
testing.
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Supplemental Figure S2. cAMP accumulation upon GHRH stimulation of cells
transfected with GHRHR. cAMP accumulation was measured by cAMP ELISA in HEK
293T cells transiently transfected with GHRHR following stimulation with a range of GHRH
concentrations. Data are presented as mean + SEM from three independent experiments (N=3)
and as % of the matched maximal responses after subtraction of basal stimulation (measured
in the absence of ligand; 0). ECs, =3 nM.

Supplemental Figure S3. Comparison between initial homolog model (cyan) of GHRHR
and Alphafold 2 model (green).
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Supplemental Figure S4. Hit expansion series (MK04-2 to MK04-10) selected based on
the parent compounds MKO04.
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Supplemental Figure S5. RMSD moving average of A) MK04 06 (blue, green, and magenta
for replicas 1, 2 and 3 respectively) and GHRH 7TMD backbone (orange, red and brown for
replicas 1, 2 and 3 respectively) B) MK04 (blue, green, and magenta for replica 1, 2 and 3
respectively) and GHRH 7TMD backbone (orange, red and brown for replicas 1, 2 and 3
respectively) as a function of time during the MD simulations.



