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Biochemical Characterization of IL-17A Binders
Demonstrates Competition with IL-17RA and Slow Off-Rates
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+ Nealkylation

+ Stereochemical variatian

Ensemble has identified and optimized inhibitors of human and murine IL-17A using its proprietary
integrated macrocycle drug discovery platform.

+ These inhibitors bind IL-17A with nM affinity, compete with IL-17A binding to its cellular receptor,
inhibit specifically IL-17A induction of cytokines and chemokines in cell assays , and are selective for
1L-17 induced cellular responses vs. responses induced by other pro-inflammatory cytokines.

+ The IL-17A inhibitors are active in vivo in murine models of acute inflammation when dosed

or by oral gavage in self-emulsifying solution vehicles.
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discrete-compound formats : — - - Day 1. On Day 7 i mhiior, 02% {othe shaved formation. st b i
2 ighly ‘modfisbler for afinity, = L e oo ) Jft ar, and an inacte soluian appledf he right ear. 24 hous it 1o e wers cuanied and ea dema (e g o formation, and bone resorption.
specificty, delivery, and *drugike” L R o—— Th g of A et b .74 vs st sAin « Efforts are underway to further improve the compounds to oral potency and bioavailability and to
Dropertes A competn st Mg s n s et CRO = Washington Botschnology Inc. Baltmore, MD USA

examine the compounds in other chronic models of human autoimmune/inflammatory disease.




