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Development of molecular technologies for target protein degradation

Takada, Yuri
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This study aims to establish molecular technologies for the efficient and
broadly applicable development of peptide-based proteolysis-targeting chimeras (PROTACs) through
peptide stapling strategies. We focused on lysine-specific demethylase 1 (LSD1) as the target
protein and conducted research on developing peptide-based PROTACs. We designed and synthesized
novel LSD1 ligand peptides incorporating non-natural amino acids, as well as various cross-linking
chains used for peptide stapling. By conjugating these components, we prepared multiple stapled
peptides. The synthesized stapled peptides were suggested to possess LSD1 degradation-inducing
activity.
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Figure 1. Three-dimensional views of the N-terminal SNAIL1 peptide binding to the LSD1 active site.
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Figure 2. Structures of peptides 2 and 2a—2k, and their IC50 values for LSD1 inhibition.
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