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Antagonistic effect of oridonin on paclitaxel-resistance of ovarian cancer cells
and its mechanism
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Abstract: Objective To investigate the antagonistic effect of oridonin on paclitaxel-resistance of human ovarian cancinoma cells and
its mechanism. Methods Paclitaxel-resistant human ovarian cancer cell line (HO-8910PM/PIX) was established with HO-8910PM
cells. HO-8910PM/PIX cells were treated with different concentrations of oridonin, or pretreated with NF-kB activator TPA, then
followed by the treatment of oridonin. HO-8910PM/PIX cells morphological changes were observed under the fluorescence
microscopy after DAPI staining, the cellular proliferation was detected by CCK-8 assay. The flow cytometry was used to determine the
apoptosis. Western blotting was used to detect the protein expression of NF-«kB in ovarian cancer cells. HO-8910PM/PIX cells were sc
injected into nude mice to establish ovarian xenograft tumor model. Eight weeks after implantation, the inhibitory effect on growth of
xenograft tumor in nude mice was observed. Immunohistochemistry was used to detect the positive expression of NF-«xB in the tumor
tissues. Results The proliferation of HO-8910PM/PIX cells was significantly inhibited by oridonin with a concentration correlation.
Apoptotic rate induced by oridonin was markedly higher than that in the control group. However, pretreated with TPA, the apoptosis
induced by oridonin was significantly attenuated. Compared to HO-8910PM cells, NF-«kB protein expression in HO-8910PM/PIX cells
was obversly up-regulated, which could be inhibited by oridonin. Oridonin could significantly inhibit the growth of xenograft tumor in
nude mice and weaken the positive expression of NF-«kB in xenograft tumor tissues. Conclusion Oridonin has antagonistic effect on
paclitaxel-resistance of human ovarian cancer cells both in vivo and in vitro, which may be related to the down-regulation of NF-xB
expression.
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Arrow shows cell shrinkage or nuclear solid shrinkage, chromosome condensation, and apoptotic bodies
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Fig.1 Effect of oridonin on cell morphological changes in HO-8910PM/PIX
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Fig. 2 Effect of oridonin on proliferation of HO-8910PM/PIX
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Fig. 3 Effect of oridonin single administration (A) or combined with TPA (B) on apoptosis of HO-8910PM/PIX
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Fig. 4 Effect of oridonin on protein expression of NF-kB
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Fig. 5 Effect of oridonin on ovarian xenograft tumor histopathology and NF-kB expression in nude mice
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