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Abstract ; [ Objective ] To determine the role of metadherin(MTDH) in acidic extracellular pH(pHe)-
induced paclitaxel resistance in nasopharyngeal carcinoma (NPC),and the related mechanism.
[Methods ] Nasopharyngeal carcinoma CNE-2 cells were stimulated with various concentrations of
paclitaxel for 48 h,the proliferation inhibition rate was evaluated by the cell counting kit(CCK-8),
and 1Cy value of paclitaxel was determined. Then,CNE-2 cells were incubated in normal(pH 7.4)
or acidic (pH 6.8) medium, following ICy paclitaxel stimulation for 48 h,the cell survival rate was
evaluated by CCK-8 assay. Cell morphology was observed under phase contrast microscope. The
expression of MTDH and epithelial-mesechymal transition(EMT) makers were detected by quanti-
tative real-time reverse transcription-PCR (RT-qPCR) and Western blot. MTDH expression was
blocked by small RNA(siRNA) silencing in NPC cells cultured at a pHe of 6.8. Then,the changes
of cell sensitivity to paclitaxel and EMT makers were assessed. [Results ]The 1C, value of pacli-
taxel in CNE-2 cells was 6.167 nmol/L. The cell survival rate of CNE-2 cells cultured in acidic
(pH 6.8) medium was significantly higher than that in normal(pH 7.4) medium(48.46%+4.39% vs
31.30%+5.21% ,P=0.013). The sensitivity of CNE-2 to paclitaxel was enhanced after MTDH ex-
pression was silenced in acid environment,under the ICs concentration,the cell survival rate in
the control group and the silencing group was 48.70%+2.35% and 32.87%+2.97% ,respectively
(P=0.02). Silencing of MTDH expression also sensitized acidic pHe-induced down-regulation of E-
cadherin and up-regulation of Vimentin. [Conclusion] Down-regulation of MTDH expression can
reverse the acidic pHe-induced paclitaxel resistance in NPC CNE-2 cells,which is closely corre-
lated with MTDH-mediated EMT.
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Figure 4 Silencing of MTDH sensitized NPC cells to
paclitaxel in an acidic pHe environment
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