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[Abstract] Background and purpose: Mifepristone is an effective progesterone receptor antagonist. It was
reported that mifepristone can inhibit the growth of ovarian carcinoma cells either in vitro or in vivo, but the exact
mechanism is unknown. The purpose of this study was to investigate the effect of mifepristone on the proliferation,
apoptosis, and taxol sensitivity of taxol-resistant human ovarian cancer cells, and to give experimental basis for treating
refractory ovarian cancer with mifepristone. Methods: Taxol-resistant human ovarian cancer cell line A2780/T cells
were cultured in vitro, and the CCK-8 assay was used to examine the antiproliferative effect of mifepristone with
or without taxol on A2780/T cells. The cooperative effects between mifepristone and taxol in inhibiting the growth
of A2780/T cells were analyzed. Flow cytometry (FCM) was used to examine the effects of mifepristone with or
without taxol on the apoptosis. Results: Mifepristone produced concentration-dependent antiproliferative effect on
A2780/T cells at all experimental concentrations (0.625-20 ng/mL). Enhanced antiproliferative effects were found
when A2780/T cells were cultured with mifepristone at 20, 10, 5, 2.5, 1.25 and 0.625 pg/mL combined with 1.25 or
2.50 pg/mL taxol (¢>1.15). Only additive effects were found when the cells were cultured with mifepristone and 0.625 or
5 pg/mL taxol (0.85<¢<1.15). Mifepristone induced apoptosis in A2780/T cells. The apoptosis rates were (15.50+1.48)%,
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(26.28+0.76)% and (45.13£0.91)%, when the cells were cultured with mifepristone at 1.25, 2.5 and 5 pg/mL,
respectively. Synergic effect of mifepristone (at 5, 2.5, 1.25 pg/mL) combined with 2.5 pg/mL taxol was found in
inducing A2780/T cells apoptosis. Conclusion: Mifepristone can inhibit the growth of taxol-resistant human ovarian

cancer cells, induce apoptosis, and enhance its taxol sensitivity.
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Fig. 1 Dose-response curve for A2780/T and A2780 cell
lines treated with taxol at 0.625-20 pg/mL
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Fig. 2 Dose-response curve for A2780/T and A2780 cell
lines treated with mifepristone (MF) at 0.625-20 ug/mL
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1 A2780/T
Tab. 1 Antiproliferation effect of taxol plus mifepristone on A2780/T cells

(%)
- Inhibition rate under under different mifepristone concentration/ug-mL"
Taxol/pg-mL
0 0.625 1.25 2.5 5 10 20
0 0 11.16+1.56 15.55+1.02 17.67+1.17 22.63+1.60  26.58+1.14  43.13+1.47
0.625 0.51+0.12 17.11+0.45 19.61+0.40 22.98+0.57 26.67£0.42  35.04+0.60  45.95+1.04
1.25 0.78+0.09 18.80+0.71 22.74+0.83 25.95+0.49 36.54+0.71 38.83+0.55  54.41+0.82
2.5 1.89+0.43 24.93+0.69 26.83+0.73 30.88+1.01 40.70+£0.62  43.56+0.58  54.26+0.16
5 51.59+0.85 52.68+0.65 54.00+0.77 56.14+0.72 57.27+0.55  59.44+1.52  63.33+2.90
2 A2780/T (g )
Tab.2 Co-operative effect (¢ value) of taxol and mifepristone on inhibition of the proliferation of A2780/T cells
4 ¢ value under different mifepristone concentration/pg-mL"
Taxol/pg-mL
0.625 1.25 2.5 5 10 20
0.625 1.071 1.034 1.142 1.083 1.073 1.052
1.25 1.177 1.153 1.285 1.477 1.412 1.163
2.5 1.434 1.313 1.501 2.002 1.516 1.194
5.0 0.886 0.901 0.927 0.903 0.926 0.851
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Fig.3 The state of A2780/T cells treated with mifepristone and taxol for 24 h
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A: Cells in normal light; B: Apoptotic cells; C: Necrotic cells.
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Fig. 4 The state of A2780/T cells treated with mifepristone and taxol for 48 h
(x10)

A: Cells in normal light; B: Apoptotic cells; C: Necrotic cells.
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Fig. 5 Apoptosis of A2780/T cells by flow cytometry

A: A2780/T; B: A2780/T+1.25 pg/mL mifepristone; C: A2780/T+2.5 pg/mL mifepristone; D: A2780/T+5 pg/mL mifepristone; E: A2780/T+2.5
pg/mL taxol; F: A2780/T+2.5 pg/mL taxol+1.25 pg/mL mifepristone; G: A2780/T+2.5 pg/mL taxol+2.5 pg/mL mifepristone; H: A2780/T+2.5
pg/mL taxol+5 pg/mL mifepristone.
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Tab.3 Effect of mifepristone with or without taxol on apoptosis

of A2780/T cells 9-10

Group Apoptosis/%

A2780/T 3.17+0.47

Mifepristone 1.25 pg/mL 15.50+1.48

Mifepristone 2.5 pg/mL 26.28+0.76

Mifepristone 5 pg/mL 45.13+0.91

Mifepristone 1.25 pg/mL+Taxol 2.5 pg/mL 38.87+0.93

Mifepristone 2.5 pg/mL+Taxol 2.5 pg/mL 54.35+1.48

Mifepristone 5 pg/mL+Taxol 2.5 pg/mL 76.50+1.34

Taxol 2.5 pg/mL 4.98+0.71 1
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