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Abstract

AIM: To determine correlations between
macrophage metalloelastase (MME), microvessel
angiogenesis and cyclooxygenase-2 (COX-2)
expression in the angiogenesis of colon cancer.

METHODS: A cDNA fragment coding for do-
mains [ and II of MME was transfected into
MME deficient murine CT-26 colon cancer cells.
The enzymatic activity of recombinant MME
was confirmed by cleavage of native substrate
in vitro. An orthotopic implantation model was
established using MME-transfected and control
cells. Tumor samples were subjected to Western
blot to detect expressions of MME and COX-2.
Microvessel counting was used to assess angio-
genesis of murine colon tumors.

RESULTS: Primary tumors with volumes and
microvessel formation carrying pcDNA3.1-

transfected and nontransfected cells were larger
than that in the group implanted with MME-
transfected (1151.07 + 35.91 mm’ and 1201.13 +
42.15 mm’ vs 384.83 + 4.76 mm’, P < 0.001; 21.87
+ 0.47 and 22.56 + 0.71 vs 8.48 £ 0.53, P < 0.001,
respectively). The expression of COX-2 protein
was significantly lower in the MME-transfected
group than that in the controls by Western blot
analysis (2.766 £1.22 vs 5.77 £1.08 and 5.84 + 0.95,
P <0.01, respectively).

CONCLUSION: The MME gene when transfect-
ed into murine colon cancer cells can effectively
suppress the growth of orthotopic tumors by
inhibiting vascularity and COX-2 expression.
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0.53, P<0.001). COX-2% & K-F EMME#: %
28 ¥ B FAK T2 B A(2.766 1 1.22 vs 577+
1.08, 5.84+0.95, P<0.01).
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mI R AR, B A C T-2640 il 1) 5 3%
Jv, FHTA BFIPBSHRE3 K, T FH UK T4 (14 TA i L]
510 min, B -20CLRAE, H T e 40 M fn 2= G (o
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TR, BT 90% L3 7 1 .40 i v
T F 0580, XL 15 1) AMME#; 4t
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2.1 AARKBARG MR PCRY I E
— i iEMMESE F s T A1 1T 1840 bplticDNAF
B2 B S HAkpGEM-TE R 5, £DNAJEY
53 #T, HGenBank /N HMME cDNAJF 4156 4>
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BamH 1 FXba 1 XU 4 e 45 L.

2.2 # R A Fe i) RCT-2645 1 % 4a i, P MME &
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Yo 5 A M 2% G £ 5 BH AV SR, 40 i B BT R AR
B ([E]2).
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I CT-2640 SRR 5, 22 IR Ha vk, nT
DA 48 M W— 45 K/NA122 ka0 i 52
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21227 bp
5140 bp
3530 bp

2027 bp
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B 1 ERRIAHAEpcDNA3 I-MMEFIPCRE ERIXNEFL) L
TELER. 1: Lambda DNA/EcoR T +Hindlll digest marker; 2:
BamH | Flxba | WTIp GEM—T—MME /=41 (K 2955 51]
293.0 kbFI830 bp); 3: BamH | FixXba 1 W IpcDNA3.1—
MMERI =1 (2945811 255.4 kbRI830 bp); 4: pcDNA3.1—
MMERJPCREE ).

2 FBLACT-26MMENEZMIBILSRE(x 200). A:
pcDNA3.1-MMER2EFHIAN; B: AREEYLCT 26411

BN AT4/15(26.7%)IFE. MM E#% Y21 45 i1
YR 02.3540.24 g, 25 JFORLIE Y21 e A e
Y1 V-390 T4y 5 498.08 £0.79 gH18.7640.92 ¢
(P<0.01). pcDNA3.177 Tk i Y A I AR /N1 1
1151.07+£35.91 mm’; AFE YA A KN T2
91201.134+42.15 mm’; pcDNA3.1-MME#% 4t 4]
A KN 14 J384.83 £4.76 mm’. MME#:
Y 25 e AR AR O Sk /N T 2 TR e e A A B
ZH(P<0.001), 1M Px AL A 22 5 i PP =
0.374). MME# 420 25 g V-3 AR B S8/ T3
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3 BARRERILERSR. 1: pcDNA3.1-MMEFETEEE44AN; 2:
pcDNA3 123 TG GG, 30 ARFERNE. FL FRE40 pg
BEA.

4 MMEIDHINEREERBRAIFMBEAPRBEVAS. A: MMES%
Be2; B: pcDNA3AZS FURIELIAL; C: ARG ELER
L BRI, S AT RO IR IR IR .

JHORE 5 e 20 Jo AT Y 41 (P<0.001), 1 99 X 4.
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2.5 MMEX} JR A% 25 By & 4L 4 F MV D 89 %5 )
MME#4 J MV DA (8.48 £0.53) ] B T-pcD-
NA3. 15 k6 YL 41(21.87 £ 0.47) R K i Y 4]
(22.5610.71) (P<0.001). Fix} M4 2 [ bb 2 5
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Hh B G TR R A e R B 8
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FIk, TR 0 M b R LRt gt 34 MR
L COX-211 s 414k Yt 55 5L L Kl 6.

2.6 MMEXCOX-2%& ik #9% 70 XFCT-2641 it %4
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P AT I — 27 T 5 KL K72 kalf) G Bk 4%
A7 TEEALEG T 8 e MM EE % 4420 48
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BE YL I IR YL 41 C O X-245 717 (1)1 241585 82 43 33
H7.3141.22416.4241.03(P<0.01, K17).
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Je JEAT (1) /0N A 45 e sh it 58 R B, s K
SRR TMME AT B 5 (4 B Ay &5 i 2B K
1ER, R, MME®RIL 5 45 ZitMVD
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X LE RIS 25 A 5 1 A CTE /N BLUSE SRR T
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