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ACTH Antagonists Prevent Weight Loss and Adrenal
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ACTH Antagonists Have Good Drug-Like Properties

Adrenocorticotropic hormone (ACTH) is an important modulator of steroidal hormone synthesis and
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secretion from the adrenal gland and its selective activity at the melanocortin type 2 receptor (MC2R)
dictates the synthesis and secretion of cortisol (corticosterone in rats). Excess ACTH action contributes
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antagonists. Molecules were screened by a combination of functional cAMP and binding assays. Potent
molecules were counter-screened against other MCR family members. Properties such as liver
microsomal stability and hERG channel activity were screened to move suitable compounds forward. A

ACTH Antagonists Suppresses ACTH-induced
Corticosterone Secretion in Rats

Figure 5. Osmotic pumps delivering 100 pg/kg/day ACTH were subcutaneously implanted in male
Sprague-Dawley rats 24 h before daily oral administration of antagonist (or vehicle) for seven days.
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Figure 1. a) Normal HPA axis compared to (b) the axis perturbed by excess ACTH secretion from a
pituitary adenoma (Cushing's disease) or non-pituitary adenoma (ectopic ACTH syndrome), and (c) the
axis in CAH also characterized by excess ACTH resulting from hypocortisolemia.

Figure 3. Potency history and selectivity of nonpeptide ACTH antagonists. (a) Crinetics has
generated a library of ~ 2600 compounds to target MC2R. Of these, ~ 1300 were run in a competition
binding assay using '#°I-ACTH(1-39) as the probe ligand shown above, and ~ 500 compounds were run
in a full Schild. Compounds detailed in Table 1 are shown in teal (b) Radioactive competition binding
assays of ANT-8 for human MCR family members.

Time, min

Figure 4. Suppression of ACTH-stimulated corticosterone (CORT) secretion in rats. Intravenous
administration of an acute ACTH bolus in male Sprague Dawley rats results in a predictable increase in
CORT secretion that is suppressed by ACTH antagonists in a dose-dependent manner.
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