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I RAS proteln structure was dramatically changed through induced-fit to our peptlde side chain. Our Approach
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| Semi-quantitative understanding of peptide structure by @/y plot enabled rational

restriction of cyclic peptide conformation resulting in improved membrane permeability . io-activi
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LUNA18 (7YV1) | A single atom modification is enough to change the PK profile
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Through the overall structural optimization from Hit to LUNA18...
® Strong Affinity (Kp;=35 pM) was achieved without using polar side chains such as amino groups and carboxylic acids.
® Main exploration range of cLogP was as narrow as 13-15, which was sufficient to acquire membrane permeability.
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