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Abstract

AIM: To investigate the effect of PFT-a (p53 inhibitor,
PFT-a) on apoptosis and apoptosis-associated gene ex-
pression in intestinal epithelial cells (IECs) induced by hy-
perthermic chemotherapy.

METHODS: Primary cultured IECs were divided into control
(CON), hyperthermic chemotherapy (HTC) and PFT-a plus
hyperthermic chemotherapy group (PFT-a, HTC). IECs in
HTC group were treated with hyperthermic (43 °C) cisplatin
(terminal concentration 10 mg/L) for 30 min. IECs in PFT-q,
HTC group were treated with different dosages (10, 20,
30, 40 umol/L) of PFT-a 4 h before treated the same as
those in HTC group. The rate of apoptosis was detected
using flow cytometry after double staining of annexin V-
FITC and PI. The expression of p53 and Bax protein were
detected by Western blotting, and the level of bax mRNA
expression was detected using semi-quantitative RT-PCR.

RESULTS: PFT-a reduced apoptotic rate of IECs in a dose-
dependant manner, from (14.83 £ 1.51%) at the concen-
tration of 10 umol/L to (3.75 + 0.33%) at 40 umol/L, which

were significantly lower than the rate in HCT group(27.03
+ 2.07%, P <0.01). The ratio of p53 in the nucleus and
cytoplasm was 13.22 : 1 in HCT group. However, the ra-
tio in PFT-a, HTC group decreased from 0.8 : 1 at the
concentration of 10 umol/L to 0.4 : 1 at 40 pmol/L, which
were significantly lower than that in HCT group. Hyper-
thermic chemotherapy upregulated the levels of bax mRNA
(128.85 + 2.38) and protein (14.29 + 0.43) in IECs, whereas
PFT-a significantly reduced (P <0.01) those levels in a
dose-dependant manner, from 106.98 + 3.75 (mRNA) and
5.79 £ 0.24 (protein) at the concentration of 10 umol/L to
4.79 + 0.31 (mRNA) and 1.36 + 0.09 (protein) at 40 pmol/L
respectively.

CONCLUSION: PFT-a effectively inhibits apoptosis of IECs
induced by hyperthermic chemotherapy. The mechanisms
may relate to its effect on changing the nuclear transloca-
tion of p53and inhibiting the expression of bax gene.
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