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Synthesis of the Tricyclic Core of BMS-986251
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Significance: RORyt is a nuclear receptor that
regulates the production of proinflammatory cyto-
kines, such as IL-17 and IL-22. BMS-986251 is a
RORyt inverse agonist that is of interest for the
treatment of immunological disorders. For synthe-
ses of related analogues, see: D. Marcoux et al.

J. Med. Chem. 2019, 62, 9931; A. Karmakar et al.
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Comment: Highlights of the synthesis of BMS-
986251 depicted are (1) a high-yielding four-step
aza-Michael addition/mesylation/annulation se-
quence to form the tricyclic core, and (2) installa-
tion of the heptafluoroisopropyl moiety through a
three-step carboxylation-bistrifluoromethylation-
deoxyfluorination sequence.

© 2021. Thieme. All rights reserved.

Georg Thieme Verlag KG, RidigerstraBe 14, 70469 Stuttgart, Germany

Category

Synthesis of Natural
Products and
Potential Drugs

BMS-986251

halogen-metal
exchange

deoxyfluorination

3

annulation

1177

This document was downloaded for personal use only. Unauthorized distribution is strictly prohibited.



