©
2020 2022

Regulation of protein-protein interactions by conformationally-constrained
helical peptides containing artificial amino acids
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p53-MDM2/MDMX -

In this study, we created a molecule that inhibits p53-MDM2/MDMX
protein-protein interaction using a peptide of the artificial amino acid Abh, which has a rigid
backbone, as a helix mimetic. In addition, we developed a rigid artificial amino acid that changes
its conformation in a stimulus-dependent manner such as light irradiation. By incorporating this
rigid artificial amino acid into a cyclic peptide, we succeeded in controlling the entire peptide
conformation by light irradiation. We also developed a method to improve the membrane permeability
of natural amino acid peptides by attaching a protective group on the nitrogen of the amide bond
that can be deprotected by light or enzymatic reactions.
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