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Adenoviral vector mediated Ref-1 siRNA enhances the sensitivity of human colon cancer cells to 5-fluorouracil
XTANG Debing' .DONG Hong' .QUAN Jin',SUN Guiying'® ,LI Mengxia® \WANG Dong*
(1. Department o f Oncology ,Jiangjin Central Hospital ,Chongqging 402260 ,China ;2. Cancer Center ,

Field Surgery Research Institute , Daping Hospital , Third Military Medical University ,Chongqing 400042, China)
Abstract; Objective To investigate the role of Ref-1 as a target gene therapy in the treatment of colorectal cancer with 5-FU
and its possible mechanism. Methods We constructed chimeric adenoviral vector Ad5/F35 carrying human Ref-1 siRNA (siRef-1)
to knockdown the expression of Ref-1 in LOVO cells. Cellular proliferation was detected with MTT assay. Cell apoptosis was de-
tected by TUNEL. The expression of human Ref-1 protein was determined by Western blotting analysis. NF-kB DNA binding was
determined by EMSA. Results SiRef-1 enhanced sensitivity of LOVO cells to 5-FU. The 50% inhibitory concentration (IC50) val-
ue for LOVO cells pretreatmented with SiRef-1 and SiCon at 72 h after 5-FU treatment was 1. 69 umol/L and 7. 04 umol/L,respec-
-FU in

a dose dependent manner,accompanied with the enhanced activity of NF-kB,and SiRef-1 could effectively inhibit 5-FU induced Ref-

tively. SiRef-1 also increased 5-FU-induced cell apoptosis. The expression of Ref-1 protein in LOVO cells was induced by 5

1 expression and NF-kB activation. Conclusion The treatment with Ref-1 as the target can significantly enhance the sensitivity of 5-

FU in colorectal cancer cells,and its mechanism may be mainly through the inhibition of NF-«B in colorectal cancer cells.
Ref-1; adenovirus vector; small interfering RNA
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