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ABSTRACT Objective: To invegtigate the mechanisms of chemotherapy resistance of ovarian cancer stem cells. Methods: Ovarian
cancer stem cells (OCSCs) were isolated from ovarian cancer OV CAR-3 cellswith limited dilution, single-cell clone and serum-free cul-
ture. OCSCs and OV CRA-3 cells were treated with carboplatin and paclitaxel. Cell viability was examined by MTT assay. Apoptosis was
determined using Annexin V-FITC/PI staining and flow cytometry. Mitochondrial membrane potential  (Ay m) was analyzed by JC-1
gaining and flow cytometry. Caspase-3 and caspase-8 activity was measured by colorimetric assay kits. Results: In comparison to OV-
CAR-3 cdlls, the viabilityand and Ay m of OCSCs significantly increased, whereas the apotosis rate, caspase-3 and caspase-8 acitivity of
OCSCs markedly decreased. Conclusion: OCSCsresist to chemotherapy by inhibition of chemotherapy-induced both intrinsic and extrin-
sc apoptotic pathways
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Fig 1 Tumor sphere generation analysis
(A) Limiting dilution and asingle-cell clonogenic culture in serum-free
medium (x 400). (B) Tumor sphere generated from asingle-cell culturein
tumor sphere medium (x 200)
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Fig 2 Soft agar clonogenic assay. *P<0.01 vs. OVCAR-3 cells
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Fig 3 Effects of chemotherapy drugs on the viability of OVCAR-3 cells
and tumor spheres
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Fig4 Effects of chemotherapy on the apoptosis of OVCAR-3 cells and
tumor spheres
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Fig5 Effectsof chemotherapy on the Ay m of OVCAR-3 cellsand tumor

spheres
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Fig 6 Effectsof chemotherapy on the caspase-3 activity of OVCAR-3 cells

and tumor spheres
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Fig 7 Effectsof chemotherapy on the caspase-8 activity of OVCAR-3 cells
and tumor spheres
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