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Abstract
AIM: To study the apoptosis of gastric cancer
cell line MKN-45 induced by valepotriate and its
relationship with the expression of Caspase, P53,
and Survivin.

METHODS: Gastric cancer cell line MKN-45 was
divided into 4 groups, named group A (control),
B (treated with Caspase-3, -8 and -9 inhibitors),
C (treated with valepotriate) and D (treated
with inhibitory agents plus valepotriate), re-
spectively. The apoptosis rates of MKN-45 cells

were tested by fluorescence activated cell sorter
(FACS) at different time (24, 48 and 72 h) in each
group. After exposure to different concentra-
tions of valepotriate for different time (12, 24, 48
and 72 h), MKN-45 cells were collected and the
RNA was extracted by tripure agent. The mRNA
expression of Survivin was assayed by reverse
transcription-polymerase chain reaction (RT-
PCR), while the protein expression of P53 and
Survivin were detected by immunohistochemi-
cal methods 24 hours after exposure to different
concentrations of valepotriate (50 and 100 mg/L).

RESULTS: The apoptosis rates of MKN-45 cells
were not significantly different between group A
and B at 24, 48 and 72 h (P > 0.05). The apoptosis
rates were significantly higher in MKN-45 cells
exposed to valepotriate plus Caspase-3 inhibitor
or Caspase-9 inhibitor for 24, 48 and 72 h than
those in group A (24 h: 5.73%, 5.41% vs 4.38%, P
<0.01; 48 h: 6.88%, 6.32% vs 4.35%, P < 0.01; 72 h:
7.72%, 8.62% vs 4.54%, P < 0.01), but lower than
those in group C (24 h: 5.73%, 5.41% vs 8.14%, P
<0.01; 48 h: 6.88%, 6.32% vs 12.31%, P < 0.01; 72 h:
7.72%, 8.62% vs 26.41%, P < 0.01). The apoptosis
rates of MKN-45 cells exposed to valepotriate
plus Caspase-8 inhibitor for 24, 48 and 72 h were
notably increased in comparison with those in
group A (8.02% vs 4.38%, P < 0.01; 11.05% vs
4.35%, P < 0.01; 24.86% vs 4.54%, P < 0.01), but
was not significantly different from those in
group C (P > 0.05). Valepotriate down-regulated
the expression of Survivin mRNA in MKN-45
cells in both concentration- and time-dependent
manner. Valepotriate also down-regulated the
expression of Survivin protein but up-regulated
the expression of P53 protein in MKN-45 cells in
a concentration-dependent way.

CONCLUSION: Valepotriate-induced apopto-
sis of MKN-45 cells is correlated with the high
expression of P53 protein and low expression
of Survivin mRNA and protein, and it can be
inhibited by Caspase-3 inhibitor or Caspase-9
inhibitor, but not by Caspase-8 inhibitor.

Key Words: Valepotriate; Apoptosis; Caspase inhibi-
tor; Survivin; P53
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B8] (24, 48, 72 h))&, Atripured? BUR I 48
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TRIpurey 1 40 il 2% 4 25,01 (1000 r/min), A
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R JE (100 mg/L)ZH 2 At B 3 S5 3 Jin i 38 ot
(K13).

2.3.2 Survivin#y &k SurvivinfIFEiA EELEM
J, Xof FE ALk g o, 2 3 A R T 1
Survivin[PFJ 2 IE M55 (K14).

3 e

Caspas el il 7l G #5 RS . A= 4]
FFNPE T 25 [ K i (inhibitor of apoptosis
protein, TAPS)". A S5 fr FH 4y kM50, H
ALK, 5 SAN I T2 3 245 Caspaselk g 12
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