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Development of cell-penetrating E3 ligase ligand and its application to
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PROTAC is a chimeric molecule containing a target protein-ligand and a
ubiquitin ligase (E3) ligand linked via a linker, leading to ubiquitination of the target protein
and degradation by the proteasome. Such targeted protein degradation is expected to be a new drug
modality. However, due to the low cell membrane permeability of PROTAC, a technology to improve Its
cell membrane permeability is required. In this research, the development of a cell
membrane-permeable E3 ligand is important because the E3 ligand is a highly common moiety in
PROTACs. In addition, novel membrane-permeable peptides, peptides with non-proteinogenic amino acids

that could form particles with nucleic acids, and some PROTACs have been developed.
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