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Targeting DNA damage response in breast cancer

Shigechi, Tomoko

3,200,000
PARP BRCA1/2
BRCA DNA
ATR
BRCA PARP BRCA de
novo PARP ATR ATR
BRCA PARP
BRCA PARP olaparib
BRCA DNA DNA
BRCA PARP

PARP inhibitors (PARPiS) are a tyEe of targeted therapx for
BRCA1/2-deficient cancers, but their efficacy is limited by drug resistance. Therefore, overcoming
this problem is paramount importance for improving treatment efficacy. BRCAl is crucial for multiple
biological processes, including homologous recombination repair. ATR directly phosphorylates BRCAl
in response to damaged DNA which is required for cell-cycle checkpoints.
Here, we tried to establish of PARPi-resistant cell line from BRCAl-deficient breast cancer cell
line to investigate the mechanisms of PARPi resistance. The BRCAl-deficient breast cancer cell line
with pre-existing PARPi-resistant was sensitive to ATRi. Thus, it is suggested that ATR inhibition
is a unique strategy to overcome the PARPi resistance of BRCAl-deficient cancers.
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