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Introduction

In recent years, affinity screening has gained momentum as an innovative and alternative method to HTS, used for hit generation in drug discovery. This screening technology is
becoming especially attractive due to the emergence of new modalities such as PROTACs/Molecular Gluesll!, resulting in a quest for selective binders versus functional hits.

The emergence of Affinity Selection - Mass Spectrometry (AS-MS)[3] enables the screening of large collections being assayed as defined compound mixtures, each compound
encoded by its exact mass. The historical development of this approach and the latest breakthroughs is presented with a particular focus on membrane proteins.

Methods
1. AS-MS Principle

The biological target of interest is incubated with the pre-defined compound mixtures;
target-binder complexes are then separated by size exclusion media from unbound
compounds. After separation from the target, the identities of the binders are revealed
by HR-MS (high resolution - mass spectrometry) analysis.

4. Edelris library: optimized Phys-Chem properties
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Results on therapeutic target: A2A Adenosine Receptor (A,,AR)
Towards new allosteric modulators of A,,AR
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3. Edelris AS-MS platform
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Representative examples of scaffolds
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