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% 1Bk A 4 R ER A A Xt B B7 7 HCT-15 4Rk
COX-2 ,MMP-7 TIMP-1 R iX# 5N
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WARKFEHREE TER BB (L& Fd 250021)

[HE] Br. HRDIBIE (ROS) BXA2RF4HR (ATRA) NWERHEESEBERE HCT-15 418
COX-2.MMP-7.TIMP-1 ZRIANEIA, F AT RNETINENNG,. 7% BUEHEESEERE
B, EEREND AFRERAE ROS H(ROS 25 mg-kg™-2d-") ATRA ZH(ATRA 11mg-kg'-2d").
ATRA BEFH ROS 4HI(ROS 25 mg+ ATRA 11 mg) -kg™'-2d-1. B 40 d B, NEZAESBERERT
¢ RIS EAL SP RSB EEAIRT COX-2.MMP-7.TIMP-1 BI7X. % % : 1) A 3 EBIAA
RSFBIAL RIS, EJERPEN (P<0.05),ATRA B ROS EBVEBIATS ) \EBRE
(P<0.05);ROS A5 ATRA BEIMATARS (P> 0.05);2) R 3 ERZEEAIEA COX-2.MMP-7,
TIMP-1 IRIASKRERELBUSRIE (P<0.05), E ROS 5 ATRA HBEBEMITA COX-2.
MMP-7 TIMP-1 TF2EEEE (P<0.01),ROS A5 ATRA ABEBARAN=ZNRAEY (P>
0.05), #it: ROS 5 ATRA IIE—TEAVIDEIIER, ROS 5 ATRA BRFITIRIZIDEHIANEOWER, T8E
SETFRSEBEIRA COX-2.MMP-7.TIMP-1 BYZRIATISS,
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In vivo effect of rosiglitazone combined with all —trans
retinoic acid on the expression of COX-2 MMP-7 . TIMP-1
Of rectal cancer HCT-15 cells
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[ABSTRACT] Objective: To investigate the effect of rosiglitazone (ROS) combined with all~trans
retinoic acid (ATRA) on the expression of COX-2.MMP-7.TIMP-1 of transplanted rectal cancer in
nude mice, and to explore the mechanism of anti—carcinoma preliminarily. Methods: Established
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the modie of transplanted tumor in node mice by inoculating humah rectal cancer cell line HCT-15 into
the right back of nude mice subcutaneously. The cancer—bearing nude mice were divided randomly in—
to 4 groups: .group 1 with no drugs , group 2 with ROS (ROS 25 mg)-kg™'+2d™", group 3 with ATRA(A-
TRA 11 mg-kg™-2d), group 4 ROS combined with ATRA I(ROS 25 mg+ ATRA 11mg)-kg~'-2d-. Af~
ter _treated for 40 days the volume change of tumor were observed.The expression of COX-2,
MMP-7.TIMP-1 in transplanted tumor cells: were detected by immunohistochemical. Resultss 1))
The volumes of tumor were Stgmﬁcanﬁy decreased in group 2.3.4 compared with group 1(P<0.05),
The volume of tumcr in group 4 was srgmﬂcanﬂy decreased compared with group 2.3(P<0.05), The
tume of tumor in group 2 was s:mslar to groupS (P>0. 05). 2)The expression of COX-2.MMP-7,
TIMP=1 in transplanted tumor were s;gmftcantly decreased in group 2. 3\4 compared with group 1
(P<0. 05) The expressvon of COX—Z,MMP—J TIMP-1 in group 4 were significantly decreased
compared with group 2,3 (PcO 01) The expressmn of these three in group2 and group3 were quite
(P>0. 05). lemhn: ROS and ATRA can inhibit the growth of tumor and ROS combined with

ATRA can further lnhlbl the gmwth of tummThe mechamsm maybe that ROS and ATRA can inhibit

sue inhibitor of metaficpratemase :

3 ,Aﬂ tfans retmoxc acsd~Cchooxygenase—Matnx metanoprotemase-Tns—

HAERHERR P E LSRR —, B
RBEAHREHRMER BREEZBT TR
FARUBR WAL AT WREZERIGIT T E, FHI
F (rosiglitazone ,ROS) A i &4k Yy B {4 18 58 4 0 4L
Z & y(peroxisome proliferators—activated receptorsy,
PPARY) & /&, ¥ ROS 5 PPARy & A 5 AT ¥
& PPARy, AT & #B HL M 3878 E R AR T &
e, MR mEERKER, 2RRXEFR (al-
trans retinoic acid,ATRA) X Lf B ARAE H S
SRR AR TR VE T ATRA B9 AR 972805 H R 58
o 2 R A Y 4 T R S AR AE R Y 4 PP R K by
HHAMEAERK., RAFTCEBERSHLHERD,
ROS 5 ATRA BB R FJG, AI6E ROS X i /8 40 g
B V5 AR R 11V T B B 00 5, 3 5 Xk ik 98 400 B FY
ARKMBER, BT, 50 B s w259
BXA R, RIGIT R BB Rt R iR, BB
i BT ROS 5 ATRA B& R AN B EHR RB
R 40 COX—2 . MMP-7 . TIMP-1 3235 9 & i, W
M AL SBRE R Z K ZEE , P HETH
ATREBLAE
1 HRfAEE
11 FESIEN AL E R 4Kk HCT-15
B RLBE I EME . ROS 55 ATRA W9 1L 2
e LR B A PR B (S8 >99%) , 43 ) Fl DMSO B2
il 1 mmol/L £ ,—20 CYKFRRAF, I FIAF &%
10% & 4 1L 75 B9 RPMI-1640 35 72 W B 2 BT i ik
B, COX-2 MMP-7 TIMP-1 %4 A\ £ 5e B itk g

ARt REZEYEAREGRAA,SP f 678 .
DAB B RXMEWHI R T LFAYHE ARG R
AH,

12 MEsEIR S HCT-15 40Ha 0 W BE A K 48
M, BFHET & 10%H 45 M 100 mg/l 5 E % w
RPMI-1640 533+ 100 UmL EE X, BT 37 C,
5% CO, ¥ FRFh G TR B B4 K81 64 40
MTER RN, B AER R, ERERA
A, B IATE BB TE 95% A |, e AR R Al
0.2 mL BAMERITE, VI8 RBERATEM 1x
107 M MLA E

13 EREBMEERNEY BEER/DR 60
H3~4 Jie FEMIR &4 TSR 1A, SMarikm
BH125~155g, Fl 1 mL %%E%ﬁ%ﬁﬁ:%ﬁ%ﬁ*
TES 02 mL BARBET/DEAMEREF,
14 SPHRIRIT B 10 d B SR B RUE 15
o (BHBEKEKR/NY 100 mm® i F 3 # R
1), 3A 55 HAR R BUR B B A0 U KL
A AW, PR ASE(EREK 02 mL-2 d!
¥EH);ROS 4 (ROS 25 mg-kg'+2 d MEH);A-
TRA # (ATRA 11 mg-kg™-2 d' ¥ E);ATRA Bt
A ROS #H[(ROS 25 mg+ ATRA 11 mg) -kg™'-2d™"
#H].

L5 WEMEXNSHEREARNHE #E
40 d JEAbFEA LB B, SEREEUHS aR T R A K
7 (a) 5587 (b)), AKX V=ab¥2 MBIk,
(X IR V-LH A V)X VX100%.,



T % P TR A A R TR (RN BB HCT—15 4 COX -2 . MMP-7  TIMP-1 #ik# M

1.6 4414k SP Rl B H A b COX-2,
MMP-7 \TIMP-1 ##iA R B 09 B HART7E 4%
BRI SE 24 hy 7 SR U0 A 0 MLBLRS 2K
BRE Y 3% H,0, X8 FK#E 5~10 min,PBS
¥k, 3 minx3 Y NIAN A ZRHF 10~15 min,
2 ; W& 2 o B R —$T 4 T, PBS
¥,3 minx3 &K ; #MiAH B,37 CTHE 10~15 min,
PBS #%,3 minx3 ¥; kA C,37 CH#H 10~15
min, PBS ¥ ,3 minx3 ¥ ;DAB B ; H¥EAMYE;
ARG K B PR o 40 2
o, b o R g P G &5 . B (x400) 085 T
WEE COX-2,MMP-7,TIMP-1 3k K V-, 45585 A
1 15 B R €0 9% B P % 4 AT & 46 4 BT (Nikon
TE2000-U).,

1.7 Giitsf4bs R SPSS 13.0 # i xf L 8
AT, BARRIA xes FoR,2 41 A 118
W, B4 BRI HLR B 250, P<0.05 hER
HEH ¥R,

2 4R

21 BHEEBREA ALRIEH 60 LM, H
55 SRR ,9 REMH f5ET 46 HEER T
MR, RAAHA 10 2 ROSHFH 12 K ATRA
A 11 H ATRA B ROS 44 13 B, ffdi R
R R R B K, FEUCR ROS 415 ATRA 41 ,A-
TRA 5% F ROS 41 8 ¥ 1 B8 A& A 245 4 PA & &5 /1
(P<0.05,F 1,% 1),

22 HREHESEFERN & A BER P COX-2,

B2 ﬁﬁlﬁﬂ'ﬁ COX-2,MMP-7,TIMP-1 & & i 9 %A (SP,x400)

w SNt R T |
BH1 BHmMERNEL
ws A AL B ROS 4150 ATRA 41 :d: ROS +ATRA #i
1 FRINREASFENARBEAEREDMENER

15 Al P4 B (mm) M%)
o Al A T 25 2 3 637.41%1 14536 0
ROS 1 2 632.60+522.70 21.62
ATRA i 2 646.38+372.27 2125
ROS+ATRA £ 475.21+524.01* 86.94

T 'P0.05, 5 ML 45 4 Z 0] H.4Z;"P0.05, 5 ROS #1 1 ATRA 1 o2
H3FEASA RS, EENMRBERE, KPR
KA A FLBR (B 2AB, £ 2),ATRA BH
ROS &k (F2D.F, W& 2),ROS 45 A-
TRA &R F & Z M0 (K 2C.E).
#2 COX-2.MMP-7.TIMP-13#EHS
75 £ B 90 L oh A PR HE 35K (ks , %)

WyelEds  ROSHL  ATRAML ROSHRM ATRA 4l AH#H4
COX-2 50.02:3.58' 49.88:3.27*  2035:2.21"  70.59+6.89
MMP-7 54.58:3.10" 49.65:2.18°  22.66=1.38"  76.677.10
TIMP-1 46.37+2.67* 51.67:3.89"  17.23:1.56"  69.37+4.75

TE7P<0.05,"P<O.01, 5 %1 WL AL
3 it
PPARy & F B 3 321k , 2 h AC (A 00 5% ¢

AT AT, £ B A O (R T

A: K TIMP-1 A %35 ;B K4 MMP-7 13 %35 ;C.ROS 41 COX-2 & (1734 ;D ATRA B Al ROS 41 TIMP-1 3 F %35 :E: A-

TRA #] COX-2 HH1#3& ;F: ATRA B H ROS #l MMP-7 # 5 #ik
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FENAREENRHE 20ME7H B4Es B

WEHERD, BFFIESE, PPARy 7E KA 48 R iE
A ER T R B RIEY, PPARsy ZE M4 5 04
i e 1009 TR AR 5 4 L Ak B B 40 B RG 4 4b 0
WP RBIEEEENEM, PPAR TSB#EER
BEEENS -BAETR X ZREAERRE
Bk, BEA THE K DNA B35 G ALYy ik g
LN T4 ) | DA TG i 42 8 2 [ 0 3 SR 57,

COX-2 EMEMARMENIB I LZERE
YER, COX-2 if BE 3 3k v 12 i 40 Ja 346 5 % 0 A=
K, MM TS, Kasper 2595 F COX-2 3 i 51
EWHRE, &EWESHF%BLH COX-2 1
Rk I HARHE T MR T, MMP-7 25 i
4 J& %5 H B (matrix metalloproteinases, MMPs) & &
TR/ — B R — A MR R
FLWE , 5 MR RBEBA L, E &R LH
PR HEFP R B 1R 28 R KR BB, bb A P 40 R A1 3 TR
( extracellula matrix, ECM), %5 F{E Mg il 55 4
%", Horndler B3 K3, MMP-7 5 pIGF-1R
R0 EGFR M HIR)E , Bl R B BUS 89— 338
bR, BRTHE QB0 HI/EH , TIMPs 7645 ) 40 i 4:
K AT mEEEMERAREES MG
SAESFEWEER, miE$ TIMP-1 MEXRxS
Dukes 733 WMEEHBAARTGEHEHNEKER,
H B L P B M TIMP-1 /K EHE S
F A e B e,

BB RSB 5 F B, ROS 5 ATRA B Al 5 , Wl
Wikl HCT-15 M8 COX-2 MMP-7 . TIMP-1 K%
ik, N R VBB BU M s /R M, ABIF 58 1
AR R 3. ) AR A AR IR AR B K, 38
T ROS 2k ATRA 5 , AR MR A 45 /N AL
ROS 5 ATRA YEHIAHY (HEXA A BB R A
F/NEHE . 2)COX-2 MMP-7.TIMP-1 =# % &
AZAEPEmRE, HMERSHHN 70.59% .76.67% .
69.37% ; P25 5 B A 4 g N COX -2 . MMP-7,
TIMP-1 9 RA¥AHBEML, 7 H ROS B ATRA %
ik COX-2 MMP-7.TIMP-1 FiAM{EREN B
BILRZERMY, XXRWEKNIFET ROS 5
ATRA B LA 5 Fif 38 40 09 A= < A B 7 | B8 A% P 930 400
BASERK, WERAXHER COX-2 MMP-7,
TIMP-1 ##ik; “HEBKEMAE COX-2 MMP-7,
TIMP-1 FRAB B RS, HBMHTRHENALK,
BT AEER , Hh B FH 2530 I B ¥ ;ROS 5 ATRA
MMM AR . BB AILE 2B T bR
P S A K BT R MR A (COX-2 . MMP-
7 TIMP-1) 9 ZE B RA R T,

W iERAEREIRE, RHFRIEL ROS 5 A-
TRA X A 45 H 1% %% 40 B Ak HCT-15 894 /E M,
UERBARAREEE, HUETREN 28
M4 I P COX—-2 MMP-7  TIMP-1 % ik i % $%
fEH, AMRERRPEKRNFET, BENAH
ROS 5 ATRA EAH, {BHMEH A S EE
BiFF—F MR,

s % x M
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