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Abstract

AIM: To investigate the anti-angiogenic effect of
NC-nitro-L-arginine methyl ester (L-NAME), an
inhibitor of nitric oxide synthase on the growth
of colorectal cancer xenografts in nude mice.

METHODS: The xenografts derived from
colorectal carcinoma cells L5174 were inocu-
lated in nude mice, and then the mice were
randomly divided into group A, B, C and D,
intragastrically treated with normal saline (n =
6, 0.2 mL), L-NAME (n = 6, 1.5 mg/kg), 5-fluo-
rouracil (5-FU, n = 6, 5 mg/kg), and L-NAME
plus 5-FU (L-NAME 1.5 mg/kg, 5-FU 5 mg/
kg), respectively, for 2 weeks (three times per
week). Tumor volume was measured in nude
mice bearing xenografts. The microvessel den-
sity (MVD) was determined by immunohis-
tochemistry, and the protein level of vascular
endothelial growth factor (VEGF) was detected
by Western blot.

RESULTS: The tumor inhibition rates were sig-
nificantly higher in group B, C, and D than that
in group A (34.1%, 46.0%, 74.1% vs 0, P < 0.01).
There was significant difference between group
B and D as well as between group C and D (P <
0.01). The value of MVD in group A was 28.9 +
2.7, markedly higher than that in group B (16.2
£ 3.1) (P < 0.05). The level of VEGF protein was
also decreased in group B as compared with that
in group A (98.56 +1.76 vs 113.14 + 2.34, P < 0.05).

CONCLUSION: L-NAME may restrain the
growth of human colorectal carcinoma L5174 xe-
nografts by inhibiting the angiogenesis in nude
mice. L-NAME in combination with 5-FU may
produce a synergetic effect.
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FM(P<0.01); MVD/ET B4 428.9+2.7,
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100 kU/L 75 55 2 [IRPMI-164055 78 1, 5577
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2450.2 mLAH PR IR(Z2.0 X 10°4H i )iE A4 R
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www.wjgnet.com

SIS R RS fR . HEE IS DL, PRE el
B I, VbR = RO IR 4 1 KA
12, MIRARRAY = 12KA8 X RAE. ABHR R =
(1-SE 5 ALARF 0 LA R X 100%. 1 moiE 4k
SEARER, BUN AL, fe AR = (1-
S 20 988 T 0T B AR T AR ) X 100%.

1.2.1 P8 40 48 fik do % 58 5 (MV D) & A 44 i
JEEIY) 0.4 cmX 0.3 ¢cmX0.3 cm K/, BT
40 g/LrpPE HYEE [ e, HARE R, DI R
4 pm, HEQL (A, JGHEMEE. G 20 AR i geg 4
Ui % E, BRPTACD34 mAbITIba il
AR A B AR, SRHIS-PiE, 3370 & i B 15
B ERAE. H CABHEY) A AERR X, FHPBS

Weidner/jik: FLIE Y b o8 6 50 A P 2 41 ak
P 2 40 BRI Sk — A A K, LA K T8
ANLLANLR /IS o A 5 L2 P I A5 X3 ) o
YIS S FARASR BE 18 B SA 1055 % B i 1)
DI, TG B AR B T v B AN DX R Al i 5 4
i, LI EAE A B IMVD.
1.2.2 42 RAFIG LA VEGF & & A& BU I 2R
LNAMEXCBEZHBR RS HEIR A0 28, T4 IIPBS
PE2IR, BYRE. A1, TN RAR IR, 4°C R
20 min, WA AN MORARME, B0, AR HIEW.
Bradfordi& e 24 S 1 B . H40 gii
EnN PRSP, 95°Cn#10 min, Western
blot/JVAZ %) 1 i SEUG 45T . 120 g/L SDS.
PAGEHLIK /T B )5, HEBRPVDFE I, 50 g/L
JB MG 2 W 3 A S NN S — Bk T4 CHL A2 h,
PBSYES3YK, FHX10 min. SIS —Hik T 510
WFE1 h, FFHPBSHE3 R, BEK10 min, JIAfLEE
RAFIECL), ARG IF ), 2-5 min)5 W
. B

BRI A B R S Bk =R
R, BRERFHSPSS10.0 Seil- #2047, 1%kt
TR e 5, i 7K #Eo = 0.05.

2 BR

2.1 AR B B8 69 A R AT S X HE AL R AR
17 d/E8K W%, L-NAMEZLRI5-FUZ L T12518,
MBI 11T dJG IR A= LT Ak T bk
A, AT AR (L), S 45 T 454 1A) B
JF G M 2 5, 5 S0 AR bl A 5 e
ANBH . RSB R T T A VAT LS e R A LA
Ze B EP<0.01); BEAVRIT 41 5 L-NAME4] .
S-FUZALAMRLL, 27047 B35 1 P<0.01). 72 14
B SR A G R R, =7a B0

mi A2
AR 45 R RO
— Rk R A B A7
] ) EAT B )
T HT A R
VR R, TP K
B 9% A% R AL AL B
AR, ALSE
Y SR E
BT REL R
b,



116 ISSN 1009-3079 CN 14-1260/R HWRIELN B ZYE 2007818188 £15% 287
W@ 15 F x| SEBEESESERE. IMERERIMEER (mean = SD)

RUXT L, 352 44,
T iR ETAT, ¢

wEE,

285l BREE 0) OBEE (@) AR (mmd) HIHIZR (%)
WIRE 21.23+1.26 1.43+0.20 1609.14 +41.22
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