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Innovation
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Velsecorat is a potent non-steroidal glucocorticoid receptor modulator
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supporting a once-daily administration.
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Figure 3. AMS metabolic profiles in human (A) plasma (AUC, ,,, (blue) and 24h (orange) pools); B) urine (0-72h pool); (C) feces (0-96h pool); and (D) Proposed metabolic
scheme for Velsecorat in humans. Urine and extracts of plasma and feces were fractionated using an ultra-performance liquid chromatography (UPLC) system coupled to a
high-resolution mass spectrometer (HRMS, e.g. Q-Exactive). Post-column, the eluent was split between the Q-Exactive (for on-line generation of high-resolution MS and MS?
data) and the fraction collector (for off-line 14C determination in the fractions by AMS). Potential sites of metabolism are highlighted using the Markush coloring system.

CONCLUSIONS

= Velsecorat showed a high clearance, volume of distribution and bioavailability, and a confirmed absorption-rate limited elimination following
inhalation. It is substantially metabolized via three major routes: O-dealkylation of the indazole ether (M2); ring opening of the 1,4-dioxane ring
(M46) and ring opening of the oxolane ring (M47).

= The use of an IV **C-microtracer enabled the determination of the mass balance, excretion routes and levels of circulating metabolites in humans
with a radiation exposure similar to natural background levels. Additionally, high resolution metabolite profiles were obtained for all matrices, and
metabolite identification was performed for all major metabolites and a number of minor metabolites.
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