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[ABSTRACT] AIM: To investigate the influence and significance of nimesulide (NIM), a selective cyclooxygenase 2
(COX- 2) inhibitor, on angiopoietin expression of human lung cancer xenografts in nude mice. METHODS: Human A549 lung
cancer cells were inoculated subcutaneously in athymic nude mice to establish xenograft models. The mice were divided into NIM
group and control group randomly. Mice in NIM group and control group were administered with NIM (6 mg/ kg) and saline into
stomachs respectively once a day for 35 days. The inhibitory rate was calculated and expressions of angiopoietin— 1, — 2 (Ang— 1,
Ang- 2) mRNA in xenografts were measured by semiquantitative reverse transcription— polymerase chain reaction ( RT - PCR)
analysis. Microvessel density (MVD) in xenografts was assessed immunohistochemically using antibody against F VIl RESULTS:
NIM inhibited the xenografts growth significantly and the inhibitory rate was 43. 02% . Expression of Ang— 2 mRNA but not Ang—
1 mRNA was significantly reduced ( P< 0.01) , thus Ang— 2/ Ang— 1 mRNA ratio was also reduced ( P< 0.01) in xenografis of
NIM group compared with control group. MVD in xenografts of NIM group was significantly lowered down ( P< 0.01) . CONCLU-
SION: NIM down-— regulates the expression of Ang— 2 gene and Ang— 2/ Ang— 1 mRNA ratio, which may be one of the mecha
nisms involved in angiogenesis inhibition of COX- 2 inhibitor.
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B EHFST COX— 2 #IHI57 Jé K &% F ( nimesulide, NIM)
Xof il e A B RS AR 20 2 Ang— 1 Ang— 2 RERIRIE K
Jie A=A B s e, UBHE— 2B BR35 COX— 2 #I 1 1Y)
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NIM

Control

Fig 1 Human lung cancer xenografts in nude mice ( control: control
group; NIM: NIM group) .
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#| Ang- 1 Ang— 2 mRNA XIiX, NM /5974 Ang- 2
mRNA B ZE T 41 ( P< 0.01); Ang— ImRNA
KNS FRBE(P> 0.05) ; NIM 1897 41 Ang— 2/

Ang- 1 mRNA WWE B THE(P< 0.01) . WK 2.
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#1 BEBHBAL Ang- 1 Ang- 2 JEP KL E 04T
Tab 1 Quantitative analysis of Ang— 1, Ang— 2 mRNA expression

in nude mice xenograft tissues (x Es. n= 8)

Group Ang- 1 mRNA Ang—- 2mRNA  Ang- 2/Ang- 1 ratio
Control 0.3839 20.0501  0.6024 10.0289  1.5847 £0. 1948
NIM 0.3502 0. 0317 0.203220.0185" 0.5825 £0.0621™"

* P> 0.05,"" P< 0.01 vs control group.

3 HEBEBEAZ MVD

BB LR, N A bR A UR AR L
MVD 3 4 (30. 59 £9.21) ; NIM ¥4 ¥7 4 I 5 o3 />,
MVD % (9.43 £2.45) & X 41 (P < 0.01) .
LK 3,

= Ang-1(269 bp)

Ang-2 (289 bp)

B-actin (540 bp)

bp Marker Control NIM Control NIM

Fig2 Ang- 1 and Ang— 2 mRNA expression in nude mice
xenograft tissues (marker: 100 bp DNA ladder; control:
control group; NIM: NIM group) .
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NIM

Control

Fig3 MVD count in nude mice xenograft tissues( paraffin section,

DAB staining, % 200) ( control: control group; NIM: NIM

group) .
K3 BREBEBAELS MVD 4R AV 7, DAB B {4,
x 200)

A ERR IR COX- 2 Al 2 MR A A - 4
(interleukin— 4, IL— 4) .IL- 13 JHRHKIEH T - a
(tumor necrosis factor— a, TNF— a) ZE R T S &
M HRPTE T4 . Cao N HFHIN N, COX- 2
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COX- 2 (¥R 5 M8 A e N I8 12 2% X i g
MBI TAT IS o B AR L AR R bR A R
FRHITHR, 001 Ji g UL 76 24 RSt 40 1 Jirk e 32 8 A0 4 1550
ARSI NVE H 77, BRI Aok COX- 2 5 fibeg i 3
PE RS B FY I (KB 0 . Ogawa 250 82 3 T R
BRI A A R AR IR BN W I Y B2 4 D ( human
intestinal microvascular endothelial cells, HIMEC) COX-
2 WRRIE T HIBRER PGE, [ PGLy (4 B, AT 414
M3 A Bz A K A7 (vascular endothelial growth factor,
VEGF) %) HIMEC 41l 358 JE 4% 08 i 7 1
N PGLy 2B J5 %o 1L 8 A= A #4404 8 F mT 38 40 38
B, PR N COX= 2 FRIXFN PG A= sl v] 04k if %5 A
fi . Shtivelband 55 R BLHI K B 45 % DLD- 1, HT
- 29 B HCT- 116 40 Ju bR 0 5 AR Ry R B 1 IR NN
g, TS B4 COX - 2 T AR, R4t
4 24 ( nonsteroidal anti— inflammatory drugs, NSAIDs) Fif
] IEHR (aspirin) F17K A% B2 41 ( sodium salicylate) 7 24 £
W FE R R A0 i B VEGE RIS 51 COX - 2 %
i, [ I A A b REL T P9 B 40 P S B B . AE AR S
IV % B COX— 2 M1 celebrex HJ 1171 i A 28 4R
AR A K TR VEGE HI3RIE KM Al . B
SRAKRSN S AR AT 5T 24 0E 52 T i COX— 2 R ) i 1f
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7B, B LA M AR 2, B H AN coX- 2 %
T DU 1 7 A BT 9 IR 25, 5 3 AT % 5 2 1ML A AR
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fibroblast growth factor, b— FGF) &b A KK 1 - B
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