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Trichostatin A enhances cisplatin-induced cytotoxicity through inhibiting base

excision repair of AP endonuclease in lung adenocarcinoma cells
Zhang Zhimin, Yang Zhenzhou ( Cancer Center, Institute of Surgery Research, Daping Hospital, Third Military Medical

University, Chongging, 400042, China)

[ Abstract | Objective To determine the effect of trichostatin A (TSA) on the cytotoxicity induced by
cisplatin in lung adenocarcinoma A549 cells. Methods After the A549 cells were pretreated with TSA at 0,
250 and 500 nmol/L for 24 h, the cells were treated by cisplatin at 0, 5, 10 and 15 pwmol/L for another 24 h.
CCK-8 assay and flow cytometry were used to detect cell proliferation and apoptosis respectively. The effect of
AP endonuclease (APE1) Inhibitor I (0, 0.5, I and 2 pmol/L) was determined by AP endonuclease
activity assay for the activity of base excision repair ( BER). The expression of y-H2AX was measured by
immunoblotting. Results TSA enhances the inhibitory effect of cisplatin on cell proliferation and its promoting
effect on cell apoptosis. With the increased of TSA dose, the BER activity of APE]1 was gradually decreased.
TSA also improved the expression of y-H2AX induced by cisplatin. APE1 inhibitor Il suppressed the activity of

endonuclease, and enhanced the cell proliferation and apoptosis induced by cisplatin. Conclusion

TSA

enhances cytotoxicity response caused by cisplatin through inhibiting the BER activity of APEL.
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