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Abstract

AIM: To investigate the effects of proliferation and apoptosis
induced by cyclooxygenase-2 (COX-2) inhibitor celecoxib
in combination with cisplatin.

METHODS: The human pancreatic cancer cell line BxPC-3
cells were treated with COX-2 inhibitors celecoxib and
cisplatin. The cell relative viability was examined using 3
(4, 5-dimethylethiazoly 1-2-) 2, 5-diphonyl tetrazolium bromide
(MTT) assays. the expression of COX-2 mRNA was detected
by RT-PCR, flow cytometry and Hoechst-33258 were used
to demonstrate apoptotic changes in celecoxib and cisplatin
treated cells.

RESULTS: After treatment of BxPC-3 cells with celecoxib,
as measured by MTT, cell viability was inhibitedin a dose-
dependent and time-dependent manner with an ICs, Of
100 nM at the time of 24h. The expression of COX-2 mRNA
could be significantly decreased by celecoxib. Furthermore,
we demonstrated that the combination of celecoxib with
cisplatin inhibited cell growth and induced cell apoptosis to
a greater degree than either compound alone. The apoptotic
morphologies were demonstrated by Hoechst-33 258.

CONCLUSION: Combination of celecoxib with cisplatin in-
hibits cell proliferation and induces cell apoptosis, and the
potent effectiveness of celecoxib in combination with
gemcitabine may hold a promise in the clinical treatment

of pancreatic cancer.

Liu JW, Li KZ, Dou KF, Song ZS, Su MQ, Yu WB. Effects of COX-2
inhibitor with cisplatin on proliferation and apoptosis of pancreatic
cancer cells. Shijie Huaren Xiaohua Zazhi 2004;12(5):1139-1143

: -2(cyclooxygenase-2, COX-2)
Celecoxib N

Celecoxib BxPC-3 ,
(MTT) , RT-PCR
COX-2 mRNA , Hoechst-33 258
BxPC-3
. Celecoxib BxPC-3 ,
, 24 h IC50 100 nM,
Celecoxib BxPC-3 COX-2 mRNA :
Celecoxib
, Hoechst-33 258
: COX-2

. COX-2
. 2004;12(5):1139-1143
http://lwww.wjgnet.com/1009-3079/12/1139.asp

0

-2(cyclooxygenase-2, COX-2)

-2, Cox-2
(%8-341_Celecoxib( )
COX-2 , FDA
(Nonsteroidal anti-inflammatory drugs,
NSAIDs), COX-2 SR
Celecoxib ,

1.1 BxPC-3



1140 ISSN 1009-3079 CN 14-1260/R 2004 5 15 12 5
, 100 mL/L , COX-2 b-actin
(56 C, 30 min). 100 kU/L . 100 mg/L COX-2 , COX-2 PCR
RPMI1 640 (Gibco )5 37 C, . BxPC-3 , 2
50 mL/L CO, , 2-3d 1.2.3 100 mL

, . RNA (Trizol), 70-80% ,

Life Technologies , RT-PCR Takara ; 4 (1) ( ); (2)100 mmoL/L celecoxib; (3)
MTT(Sigma ); Annexin V (Roche ); 5 mg/L ; (4) 100 mmoL/L celecoxib+5 mg/L ,
Celecoxib (Searle ), 1 kg/L (DMSO) BxPC-3 24 h,

s 20 molL/L , =20 C : ( 5 x 10°, PBS 2, annexin V-FITC

). (P1), 15 min,
1.2 , 1 . 5x 10* BxPC-
1.2.1 5x 10° 3 ,
100 nL 96 , 24 h , 2d ,
, celecoxib , (1) ( ); (2)100 mmol/L celecoxib.(3)

20 mmoL/L, 40 nmmoL/L, 80 mmoL/L, 100 mmoL/L, 5 mg/L (4)2100 mmoL/L celecoxib+5mg/L . 24 h

120 mmoL/L ; lg/L DMSO , , 4% 20 min, PBS
12, 24, 48, 72, 96 h MTT (5 g/L) , 1 mmol/L  Hoechst 33 258 (Sigma ,
20nL, 37°C, 4h , (DMSO0) ) 15 min, , 365 nm
150 L, 10 min, 490 nm (Olympus Optical Co., )
(A) 3 ,
= A/ A X SPSS 10.0,
100%. 5x 10° 100 nL , t
96 , 24 h )
6 :0mg/L, 1mg/L, 2.5mg/L, 2
5mg/L, 10 mg/L, 15 mg/L; 2.1 BxPC-3 celecoxib BxPC-3 ,
celecoxib : 0 mmol/L., 40 mmoL/L. (1), 20 mmol/L
80 mmoL/L. 100 mmol/L, 24 h MTT celecoxib , 20 mmolL/L,
(A) , 40 nmoL/L, 80 mmoL/L  celecoxib 96 h
3 . 90.5 + 0.8%. 70.4 = 1.2%. 49.1 = 0.6%,
1.2.2 COX-2 mRNA 100 mmoL/L celecoxib 100 mmoL/L celecoxib 24 h 51.0 +
BxPC-3 24 h, 1 x 10° ., RNA 1.1% ( ICs ), 120 nmoL/L celecoxib
(Trizol) RNA, , 24 h 40.4 + 0.7%, 96 h
1my RNA cDNA, 20 L 13.3 + 0.8%.24h 80 mmoL/L
: MgCl, (25 mmoL/L) 4 nL , 10 x RNA PCR celecoxib 70.7 + 3.4%;

2L, dNTP (10 mmol/L)2 mL, RNase

(40 MU/ L) 0.5 mL, AMV (5 MU/ L)
1nm, (50 nmolL/L) 1 miL. 30 C
10 min, 42°C 30min, 99 °C 5min 4 °C .10 mL
cDNA PCR , 50 mL : MgCl,
(25 mmoL/L) 3L, 10 x RNA PCR 4L, Takara
Tag (5MU/L)0.25nL, 0.5 nL. COX-

2 © 5° -TGAAACCCACTCCAAACACAG -3’
(F) 5 -TCATCAGGCACAGGAGGAAG-3’(R), 232 bp;

b-actin :5° -CTTCTACAATGAGCTG
CGTG-3’(F) 5 -TCATGAGGTAGTCAGTCAGG-
3’(R), 309 bp. 194 °C 2 min, 94 C
30s, 51 C 30 s (b-actin 59 'C), 72 C
90s, 32 , 12°C 5 min. PCR 5m
2 g/L ( 0.5mg/L )s

1 mg/L, 2.5 mg/L, 5 mg/L, 10 mg/L, 15 mg/L,

88.4 + 2.8%. 56.4 + 1.3%. 50.4 +
1.8%. 45.0 + 3.9%. 40.0 = 2.4%; 80 nmoL/L celecoxib
535 £ 3.1%. 37.7 = 2.2%. 325 = 1.2%. 29.6 = 1.1%.
25.5 + 2.3%;

) (P <0.01).
celecoxib , 100 mmoL/L
celecoxib , 5 mg/L
23.6 + 2.3%, 80 mmoL/L celecoxib
15 mg/L ( 2.
2.2 BXPC-3 mMRNA RT-PCR
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