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Macrocycles as Priviledged and Underexploited Structural Class
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Synthesis of DNA-Encoded Chemical Libraries
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DNA-templated synthesis (DTS)
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Synthesis of a DNA-Templated Macrocycle Library
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Macrocycle Building Blocks for a 13,824-Membered Library
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Interrogation of 497,000 Small Molecule—Target Interactions

In vitro selections completed against 36 protein targets
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Src Kinase Selection Fingerprint
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Enriched Macrocycles Inhibit Src Kinase
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SAR of Src-Inhibiting Macrocycles
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Src Inhibitors are ATP Competitive and Highly Selective
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Src-family kinases



Summary Macrocycle Kinase Inhibitors

Macrocycles enriched in selections inhibit their target kinases

Discovery of two novel classes of highly selective inhibitors

All building blocks and cyclic nature contribute substantially to
binding affinity

—> Demonstrate applicability of DTS and potential use of
macrocycles in drug discovery
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