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ABSTRACT Objective: We tested whether Snail suppression could increase the sensitivity of 5-FU-resistant colon cancer cells to
5-FU and further assessed possible signaling transduction pathways. Methods: Using a 5-fluorouracil-resistant HCT116 cells
(HCT116/5-FU), we assessed the cellular morphology and molecular changes consistent with EMT. Expression of Snail was suppressed
using a small interfering RNA (siRNA) targeting human Snail mRNA. Annexin V/propidium iodide (PI) apoptosis assay was performed
to assess the 5-FU -induced apoptosis. The Caspase as well as possible MAPKs and mitochondrial pathways were determined by Western
blot. Results: Acquisition of 5-FU resistance induces morphologic changes consistent with EMT in HCT116 cells. Silencing of Snail by
RNA interference reversed the EMT of HCT116/5-FU cells and increased the sensitivity of 5-FU-resistant HCT116 cells to 5-FU, the
possible mechanism involve activation of JNK/mitochondrial pathway. Conclusion: EMT-like phenotypic changes is associated with
5-FU resistance in HCT116 cells. siRNA-mediated Snail knockdown could be a potential novel therapeutic approach to overcoming
chemoresistance during 5-FU chemotherapy.
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Fig. 1 Morphologic changes of the HCT116 cells and 5-FU-resistant

HCT116 cells
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Fig. 2 EMT- phenotypic changes in HCT116 cells and 5-FU-resistant
HCT116 cells
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Fig. 4 Morphologic changes of the 5-FU-resistant HCT116 cells after silencing of Snail by RNA interference
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Fig. 5 Effects of different treating ways on the apoptosis of cells
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