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Effect of HE4 and PAXS8 gene knockdown on malignant biological behaviors of
epithelial ovarian cancer cells treated with TC regimen

TANG Haifeng, LI Xian, LIU Bei (Department of Gynaecology, Shenzhen Hospital, the University of Hong Kong, Shenzhen 518055,
Guangdong, China)

[Abstract] Objective: To investigate the effect of human epididymal protein 4 (HE4) and paired box gene 8 (PAX8) gene knockdown
on proliferation, migration, invasion and apoptosis of human epithelial ovarian cancer OVCAR3 cells treated with TC regimen (pacli-
taxel+carboplatin). Methods: Sequences of single-target siRNA (HE4-siRNA or PAX8-siRNA) and double-target siRNA (HE4+PAX8-
siRNA) as well as negative siRNA were respectively designed and synthesized, and then linked with plasmid vector pGCsi-H1 to obtain
the recombinant plasmids. The obtained recombinant plasmids were then transfected into human epithelial ovarian cancer OVCAR3
cells, namely HE4-siRNA group, PAX8-siRNA group, HE4+PAX8-siRNA group and siRNA-NC group, respectively. The blank control
group was also set up (without any treatment). The cells in above five groups were treated with TC regimen (paclitaxel 3.13 g/ml+carbo-
platin 2.82 pg/ml), and the changes in proliferation, migration, invasion and apoptosis of the cells were detected by MTT, wound-heal-
ing assay, Transwell chamber assay, and flow cytometry, respectively. Results: After knocking down the HE4 and PAX8 genes, com-
pared with siRNA-NC group and blank control group, the proliferation, migration and invasion abilities of OVCAR3 cells in HE4-siR-
NA group, PAX8-siRNA group and HE4+PAX8-siRNA group significantly decreased (all P<0.01), and the apoptosis rate significantly
increased (P<0.01), especially in HE4+PAX8-siRNA group. Conclusion: Knockout of either HE4 or PAX8 can enhance the effect of
TC regimen on inhibiting proliferation, migration and invasion as well as promoting apoptosis of epithelial ovarian cancer cells, and the
effect of simultaneous down-regulation of HE4 together with PAXS is better.
[Key words] epithelial ovarian cancer; OVCAR3 cell; human epididymal protein 4 (HE4); paired box gene 8 (PAXS); TC regimen;
proliferation; migration; invasion; apoptosis
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Tab.1 Effect of HE4 and PAXS8 gene knockdown on proliferation of ovarian cancer OVCARS3 cells

Group 2d 3d 4d 5d
Blank control 5.29+0.21 10.08+0.45 14.64+0.07 19.52+0.18
siRNA-NC 4.94+0.07 9.64+0.34 13.89+0.37 19.03+0.12
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Fig.1 Down-regulation of HE4 and PAX8 gene promoted

apoptosis of ovarian cancer OVCARS3 cells
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Fig.2 Down-regulation of HE4 and PAXS8 gene inhibited migration (A,C) and invasion (B,D) of
ovarian cancer OVCARS3 cells (crystal violet staining, x200)
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