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Abstract

DNA-encoded chemical library (DEL) technology enables the efficient
screening of large collections of encoded compounds and has emerged as a
powerful tool for hit identification in recent years. This technology allows for
the multiplexed interrogation of target-ligand binding interactions and results
in DEL hits with unusual binding modes and desirable selectivity. The
screening methodology is particularly effective for oncology targets.
Examples of discovery of highly selective ligands for challenging oncology
targets, including kinases, protein-protein interactions, and receptors, will be
presented. We will illustrate how DEL campaign strategies directly aim at
novel binding modes and provide molecular details around the uniqueness of
these interactions. Furthermore, we will show how these novel binding modes
lead to unique pharmacology with direct benefit to patients. Lastly, we will
demonstrate how X-Chem'’s high-quality encoded libraries enhance the
tractability and novelty of chemical equity discovered with the platform.
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» Read out the characteristic of each enriched compound across
multiple conditions

» Selectivity evaluation directly from selection data

-Select against multiple targets from the same target class
» Binding site indication / Mechanism of Action

—+/- Competitor (orthosteric, allosteric binders, binding partner, etc.)
Multiple forms of the target be used to increase probability of success.
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