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Celecoxib suppresses xenograft tumor of colon cancer in nude mice

ZHAO Shi-peng' , ZHAO Fa', XU Ming-yue', ZHANG Xiao-chen', CAI Jian-hui’ (' Department of Anorectal Surgery, The
Third Hospital, Shijiazhuang 050051 ; >Department of Gastroenterology, The Second Hospital, Hebei Medical University, Shijiazhuang
050000, China)

Abstract. Objective To evaluate the effects of celecoxib on tumor growth, COX-2 and survivin expres-
sions and angiogenesis in nude mice. Methods Xenograft animal model was established by injecting human
colon cancer HT-29 cells into the BALB/c nude mice subcutaneously. Fifty mice were randomly divided into 4
groups 16 d after injection : control group, celecoxib group ( receiving 25, 50, 75, 100 mg « kg™' + d~' for
35 d). Tumor volumes were measured every week. The expression level of COX-2, survivin and the microves-
sel density (MVD) of the xenograft tumor tissues were measured by immunohistochemistry, and mRNA level of
VEGF by RT-PCR. Results Celecoxib at dose of 25, 50, 75 and 100 mg + kg ' « d ' inhibited the tumor
volume by 34.94% , 39.20% , 53.50% , 59.20% respectively, and showed more effective in suppressing the
tumor growth than the control group(P <0.05). All celecoxib groups showed a significantly decreased expres-
sion of COX-2 and survivin compared with those in the control group (P <0.05) and their expression was in a
dose-dependent manner. 25 mg + kg~' + d~' celecoxib inhibited VEGF mRNA expression and angiogenesis as
compared with the control group (P <0.05), but not in a dose-dependent manner. Conclusion Celecoxib
can suppress tumor growth partly by inhibiting survivin expression. Low dose of celecoxib can decrease the an-
giogenesis of xenograft colon cancer, and furthur more prevent the metastasis of colorectal cancer.
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1.1.3 g sy o]+ Bk yr Aab e HE K
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AR A TR S & I35 A D/F12 15 35 35 B, 4 i
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BT KEZERK . 452535 dJi, P iR TS =3 i
fifRg 202345
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1.2.2 ALY T e AU Y R S-P
B AR R R F K B G A, 4 0 i — R
P, DAB €6 SRAKEE Yo o e WA TSI,
1.2.3  COX-2 ,survivin &35 FIHHIL A Y (0 L 25 52 ) W
COX-2 FFAA: =) Ay s 35 0 AT, 457 440 B S5 v, 40 6 Jic B 440 i
A% JE) P S22 38 00 30 R B o surviving BHHE 72 49 457 T 40 i J55 1 200

A% , A0 % A0 M A e AR B (0 AR 0 B . SR ANAS
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1.3 RT-PCR 4 MALR s N ZaptKkRB-F

( VEGF) mRNA

1.3.1 4EHUCRNA  HU100 mg ZHZUMA 1 ml Trizol[ GeneRay
Biotech( Shanghai) Co. ,Ltd. ], FAJ3¢ % d A3, L HUE RNA,
EHMPCEEETHINE D(260) K D(280) {8, 43 BT RNA 4fi fif Jf:
1.3.2 %5 & (cDNA #1145 RN IK & RNasin 32
U, FEALE40.2 wg,10 mmol/L ANTP 2 ul,5 x Buffer 8 ul,RNA
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fig (DEPC) 7K % & F1 40 wl, 25 °C 10 min,42 °C 1 h,95 °C
5 min,4 C 5 min, BF -20 CUKFALRIER
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AEH (94 C A5 30 5,65 CAB Kk 45 5,72 °C HEff 30 s);
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2.3 RREFZE RS A IR RALE WA AL COX-2,
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X COX-2 G s 4 U4k Yo Y] 5 1047 B 43 ol 2 B ) 5
(R, EF R, 5XHRY] S, SR Fi i 4541 COX-2 %
FRIKF- BB R (P <0.05) s 52k 1 45,3 .4 41
COX-2 IR T-HIEAL (P <0.05) , ZER A0 1 A2 4Lk
BFERTAR 2.3 4 A2 AR, COX2 Kk /K P T2 (£ 1,
P>0.05),

%1 AGEFERBHEESE COX-2 survivin, VEGF mRNA

FIRIEFBMERE (¥ £5)
20531 n COX-2 survivin VEGF mRNA MVD
X B2 10 12 632 £2434 16803 +6958 0.80+0.28 19.72+5.19
141 10 5995 £3 175 11 966 +4 4492 0.50 +£0.24* 12.22 +3.81*
24 10 4130 £2 195* 10210 £2 270® 0.45 £0.25* 9.33 +3.42%
34 8 2856+1546> 7800 +2874* 0.39+0.18* 10.90 +4.18*
4 2 8 2368 =1410% 6507 +1922°» 0.51£0.27° 9.80 +3.722

a: P<0.05,5sfp4Lrk4s; b: P<0.05,5 k&4 1 ki

Xt survivin [ S8 L G104 G A 1) R 1T 62 R AR A2
T2 in (3R 1), 55X RRAIAH LE , ZER B0 45 4 survivin 2
HRIKCEE R FEIR(P <0.05) s 52 G 1 4114 ,4 41 sur-
vivin FIKW R FEAR (P <0.05) ; HAR A 4L Z ] survivin ik 22
MILEI2EE L (P >0.05)
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