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Creating a new drug discovery platform using alfa-amino acids with alfa,

beta-continuous tetrasubstituted carbon

Ohshima, Takashi
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3 Schiff tert-

Over the past three years, we have developed efficient and comprehensive
synthetic methods for novel meddle-size molecule drug discovery using peptides containing o ,f3
-contiguous tetrasubstituted non-natural amino acids. In FY 2021, we investigated the tert-radical
cross-coupling of amino acid Schiff bases and the intramolecular cyclization reaction of
N-unprotected ketimines, successfully synthesizing diverse non-natural amino acids. In FY 2022, we
developed new coupling reactions with alkyl radicals and nucleophiles, enhancing the biological
activity of peptides. In FY 2023, we optimized asymmetric catalytic reactions and synthesized
functional peptides, improving biological activity and membrane permeability. Additionally,
introducing multiple non-natural amino acids led to improved lipophilicity and pharmacokinetics.
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