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Enhancement of human lung cancer cell sensitivity to chemotherapy by JAB1 over-expression
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Abstract: Objective To search for the methods to increase the sensitivity of tumor cells to chemotherapy in anoxic zone of lung cancer
and finally to reverse chemotherapeutic resistance of lung cancer by discussing the increasing of sensitivity of human lung cancer cell ( A549)
to chemotherapy through over-expression of JAB1 induced by hypoxia-inducible factor I (HRE-1) promoter. Methods An eukaryotic expres-
sion plasmid pUC57-HRE-JABI driven by hypoxia response elements promoter was constructed first and then the plasmid along with chemo-
therapeutic drug such as cis-diamminedichloroplatinum (C-DDP) was introduced into lung cancer cell line A549 to treat A549 cells. RFPCR
and western blot were used to assay the mRNA and protein level of JABI. Cell cycle and apoptosis of A549 cells were also assayed after the
transfection. Results  The results showed that JAB1 gene in the A549 was overexpressed after the transfection of pUC57-HRE-JABI com-
pared with that in control group and blank group( P <0.05). The cell proliferation was arrested at G1 phase and the cell apoptosis was signifi-
cantly enhanced after the transfection( P <0. 01 ). Importantly, pUC57-HRE-JABI introduction significantly increased the chemotherapeutic
susceptibility of A549 to C-DDP. Conclusion Hypoxia-inducible factor 1 promoter-induced JABI1 overexpression significantly increased the
chemotherapeutic sensitivity of lung cancer cells. It might provide an efficient strategy to overcome the chemotherapeutic resistance of lung

cancer.
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