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Artemis was an unproven target to block DNA-repair in oncology. Structure based drug discovery of inhibitors was the preferred route however
after attempts by multiple labs, progress was slow due to difficulties in protein production, lead chemical matter and lack of experimental
protein structures. Curia’s integrated drug discovery team was asked to try and get a crystal structure within a 6 month timeframe and if
successful, proceed with structure enabled compound design of inhibitors for Artemis.

Proof-of-concept questions:

Is Artemis inhibition with a small molecule sufficient to prevent DNA-repair in cells?

Will Metal-binding, active site compounds provide sufficient inhibition?

Is Artemis inhibition site “druggable”?
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Mary Rosenblum The combination of a novel HTS library and rapid co-crystallization of early hits identified a novel binding site in Artemis distant from the
metallo-enzyme active site. This binding site undergoes a small but significant backbone shift that favors non-metal-binding compounds. Co-
University of fomia crystals of new medicinal chemistry analogs allowed a rapid improvement of the inhibition to low nM IC50’s. Additionally, this structure- driven
Curia Hyderabad Research l Michael R. Lieber SAR identified novel combinations of scaffolds from the original hits. The Curia team of structural biologists, medicinal and computational
UinEata Viaya Raghava Reddy ¥ crovmetend G;W‘ata”abe chemistry was able to improve potency ~500 fold while creating novel chemical matter.
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