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Cisplatin inhibits survival of human esophageal squamous carcinoma cells via

p53 activation

GU Chunping', Que Fuchang®, LI Yilei', LIU Shuwen®, YU Le**

! Department of Pharmacy, Nanfang Hospital;
?School of Pharmaceutical Sciences, Southern Medical University, Guangzhou 510515, China

Abstract To study the mechanisms whereby cisplatin suppresses survival of human esophageal squamous carci-
noma cells, the cytotoxicity of cisplatin in cisplatin-resistant cell line EC109/CDDP and its parental cell line
EC109 was measured by cell viability assay. Western blot was used to investigate the protein expression of total
p53 and phosphorylated p53 at SerlS. Colony formation assay was employed to evaluate the ability of cells to
recover from treatments and form colonies. The results indicated that EC109/CDDP cells were more resistant to
cisplatin-induced cytotoxicity than EC109 cells, with the 1Cs, values of (20.4 +4.4) pmol/L and (5.7 £0.1)
pmol/L, respectively. Although cisplatin did not alter the total protein level of p53, it obviously increased the
phosphorylation of p53 at Serl5. Cisplatin inhibited survival of both EC109/CDDP and EC109. Notably, inhibition
of p53 by Pifithrin-a significantly promoted the recovery of cisplatin-treated EC109 and EC109/CDDP cells in
different degrees. In this respect, p53 signaling pathway was found to be activated in response to cisplatin treat-
ment in both EC109/CDDP and EC109, which may contribute to the cytotoxic effect of cisplatin.
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Figure 1 Cell viability curves of EC109/CDDP and EC109 cells fol-
lowing a 48 h cisplatin exposure determined by cell viability assay
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Figure 2 Phosphorylation of p33 at Serine 15 in EC109 (A) and EC109/CDDP (B) induced by cisplatin (x +s,n=3)

***P<0.001 vs 0 h group
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Figure 3  Ability of EC109 (A) and EC109/CDDP (B) cells to recover after treatment of cisplatin or Pifithrin-a or cisplatin combination with

Pifithrin-o was assessed with colony formation assay (x +s,n=3)

*** P <0.001. ns:no significant difference
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