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Study of the effects and underlying mechanisms of IL -17A on the cisplatin —based resistance of ovarian
cancer
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Abstract Objective: To study the effects and underlying mechanisms of IL-17A on the cisplatin—-based resistance of ovarian cancer.
Methods: MTT assay was used to detect the effect of IL-17A on cell growth, A2780 and OVCAR3 cells were treated with 0, 0.1, 1, 10 or
100 ng/mL IL-17A for 12, 24, 48 or 72 h. MTT assay was applied to detect the effect of viability of IL-17A  (Ing/mL, 24 h) on A2780 and
OVCARS3 cells treated with DDP  (A2780, 10 pwmol/L; OVCAR3, 100 pmol/L), and the neutralizing monoclonal antibody against IL-17A
receptor (IL-17RA mAb) and the widely used chemical inhibitor for Glil (Gant61) were used to do the blocking test respectively. Western
blotting assay was used carried out to detect the protein levels of ABCG2, MDR1 and Glil on I[L-17A treated A2780 and OVCAR3 cells,
and then neutralizing [IL-17RA mAb and Gant61 were obtained to do the blocking test respectively. Results: IL.-17A alone had no effect on
the viability of A2780 and OVCAR3 cells, but it could increase the viability of A2780 and OVCAR3 cells with DDP treatment (P<0.05).
Furthermore, neutralizing IL-17RA mAb and Gant 61 could respectively block the above effect of IL-17A on DDP-sensitivity significantly.
IL-17A could increase the expressions of ABCG2, MDR1 and Glil in A2780 and OVCAR3 cells. Furthermore, neutralizing IL-17RA mAb
and Gant 61 could respectively block the enhanced effects of IL-17A on ABCG2, MDR1 and Glil levels in A2780 and OVCAR3 cells.
Conclusion:IL-17A can exacerbate cisplatin-based resistance of ovarian cancer cells via up—regulating the expression of ABCG2 and MDR,
partly through IL-17RA-Glil-mediated Hh signal pathway, which may provide a novel strategy to improve the chemo-resistance of OVCA.
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Fig 1 The effects of IL—17 A on the activity of A2780 and OVCAR3
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Fig 3 The protein levels of ABCG2, MDR1 and Glil after IL-17A
treated A2780 and OVCARS3 cells
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