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In this study, we established an olaparib-resistant MDA-MB-436 breast cancer
cell model with robust resistance to olaparib, which was validated both in vitro
and In vivo. Notably, the olaparib-resistant MDA-MB-436 cells exhibited cross-
resistance to other PARP inhibitors, as well as reduced sensitivity to cisplatin
compared with parental MDA-MB-436 cells. The clear resistance mechanism and
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Figure 1. Validation of induced MDA-MB-436-R-olaparib cells. The response of

parental MDA-MB-436 cells and MDA-MB-436-R-olaparib cells to Olaparib were
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assessed through (A) in vitro cell viablility assay; (B) and (C) in vivo xenograft study.
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Figure 4. Combinatorial strategies to overcome olaparib resistance. (A), (B), (C),
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clinical implications. Mol Cancer 19, 107 (2020).

Generation of Olaparib induced resistant MDA-MB-436 model. MDA-MB-436 cells
were continuously exposed to stepwise-increasing concentrations of Olaparib.
Resistance phenotype was validated through cell viability assay and xenograft study.
RNA profiling was conducted to elucidate the drug resistance mechanisms, and targets
of Iinterest were validated through gPCR/WB. Potential therapeutic strategies for
overcoming resistance were assessed using both in vitro cell viability assays and in
vivo tumor model studies. Figures were created with BioGDP.com.
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Figure 2. MDA-MB-436-R-olaparib model showed cross-resistance to other PARP
inhibitors. (A) and (B) In vitro cell viability assays on MDA-MB-436 and MDA-MB-436-
R-olaparib cells. (C) and (D) In vivo efficacy of PARPi on MDA-MB-436 and MDA-MB-
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