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The potency of DNA repair suppression mediated by DNA-PKcs de-phosphorylation
through blocking of EGFR nuclear translocation
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DNA double-strand breaks (DSBs) are the most cytotoxic form of DNA damage
and are induced by ionizing radiation and specific chemotherapeutic agents, such as topoisomerase
inhibitors. Cancer cells acquire resistance to such therapies by repairing DNA DSBs. A major pathway

for the repair of DNA DSBs is non-homologous end-joining (NHEJ), which requires DNA-dependent

protein kinase (DNA-PKcs)activity.
The combination of NU7441 and topoisomerase inhibitors such as amrubicin and irinotecan had a

synergistic effect on cell proliferation in A549 cells which is harboring wild type EGFR.NU7441
inhibited the growth of NSCLC cells and enhanced the chemosensitization to topoisomerase inhibitors

by blocking DNA repair. A combination of NU7441 and topoisomerase inhibitor may be a promising
treatment for NSCLC
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