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Next-generation medium-sized molecular peptide drugs are being developed around the world. In this study, |
conducted "Peptide drug discovery focusing on the peptide secondary structures" using several types of
non-proteinogenic acids. Specifically, | have succeeded in development of peptide-based PROTAC molecules using
helix-stabilized peptides that can bind strongly to estrogen receptors, which are involved in cancer cell proliferation. The
following is a description of these results.

Peptide-based inducers of estrogen receptor (ER) o and androgen receptor (AR) degradations via the
ubiquitin-proteasome system (UPS) were developed. The designated inducers were composed of two biologically
active scaffolds: the helical peptide PERM3, which is an LXXLL-like mimic of the coactivator SRC-1, and various
small molecules (MV1, LCL161, VH032, and POM) that bind to E3 ligases (IAPs, VHL, and cereblon, respectively),
to induce ubiquitylation of nuclear receptors that bind to SRC-1. All of the synthesized chimeric E3
ligand-containing molecules induced the UPS-mediated degradation of ERa and AR. The PERMS3 peptide was
applicable for the development of the ERa and AR degraders using these E3 ligands.




