2022 2023

BCR-ABL

Development of a novel BCR-ABL degrader using peptide ligands

Sato, Waka
2,200,000
(CML) BCR-ABL
SNIPER/PROTAC
BCR-ABL
(TK1)
SNIPER/PROTAC TKI BCR-ABL
CML TK1
SNIPER/PROTAC TKI BCR-ABL TKI
TK1
BCR-ABL SNIPER/PROTAC

In this study, we aimed to develop SNIPERs/PROTACs that induce degradation
of BCR-ABL, a causative factor of chronic myeloid leukemia (CML). Initially, we tried to obtain
multivalent peptide ligand that binds to BCR-ABL by using a multivalent peptide library screening.
However, due to concern about cell membrane permeability, we also attempted to discover new
low-molecular-weight ligands in parallel. As a result, we identified multiple candidate compounds
that bind to different sites than tyrosine kinase inhibitors (TKIs), and develop SNIPERsS/PROTACs
using these compounds, which prominently induced the degradation of TKI-resistant BCR-ABL mutant.
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