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Rosiglitazone reduces no-reflow area following reperfusion after AMI by inhibiting
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wOE: HY WS R EI XK B O U AE (acute myocardial infarction, AMT) P J& JG -3 (19 5% i B AL
Hl. Jitk 45 1 SD KRR IR TF ARG A B KA BHFIEILL (3 mg - kg™ - d7', Fh14 d) 45415 H L5 2 4R RAT
TEARBNIKZEFL 3 b, A 2 b gy, AMI P VR 5 J0 FRRORS R, L3 390 24 0 3o R 1 PO T L5 P2 € G 0 98 2 X
WU SE AL P ( myeloperoxidase, MPO) i ¥4 ; L) e 28 £k Kz RT-PCR 7 3 A 00 P98 132 X 400 (] K B 43 F-1 (intercellular
adhesion molecule-1,ICAM-1) Fl P-¥ 452 25 (12 mRNA 936k, &5 DB % 5 BZLC ILTE P70 0 B e A B K 4 b 3%
WP <0.01) ;@A FER K L0 L MPO i M ICAM-1 J7 P-pE4% 27K 11 & mRNA ik /K P48 TR 35T+ (P <
0.01) , B HNEIL] R HEbriE KA BRI (P <0.05) . 8518 B A% S REA s/ N K SRS E O URE FE FE0E 1
6T BB, HCHIL IR T RS 400 P S P B ICAM-1 % PR R 22 (33, 1 T el 20 v Pl 400 B B R o B SR ARG 6

SE4RIR . JCEVING ;O URESE ; B RS S 5 40 MO DRS FAF20 -1 s Pk %

R EESS S R392.32;R542.22;R977 CERFRIRAG: A

adhesion molecules in rats
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Abstract. Objective To investigate the mechanism by which rosiglitazone affects no-reflow following
reperfusion after acute myocardial infarction (AMI). Methods Forty-five SD rats were randomly divided into
sham-operated group, normal saline treated group and rosiglitazone treated group (at dose of 3 mg + kg™ - d ™",
for 14 d), 15 rats in each group. To establish no-reflow model, the rats of the latter two groups received coro-
nary artery ligation for 3 h and reopening for 2 h. Then pathological staining for no-reflow area, chemical assay
for MPO activity, immunohistochemistry and RT-PCR for protein and mRNA expressions of ICAM-1 and P-se-
lectin in myocardium were performed. Results No-reflow area in rosiglitazone treated group was significantly
reduced, compared with that in normal saline treated group (P <0.01). The MPO activity, protein and mRNA
expressions of ICAM-1 and P-selectin in normal saline treated group were significantly increased (P <0.01),
compared with that in sham-operated group, whereas those were significantly inhibited (P <0.05) in rosiglita-
zone treated group. Conclusion Rosiglitazone can effectively reduce no-reflow area following reperfusion after
AMI in rats, probably through downregulating ICAM-1 and P-selectin expressions in the myocardium after reper-
fusion and thereby further inhibiting adhesion and accumulation of neutrophil.
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71N 5 o JUURAC L A P9 3 46 47 o JIC-FE O 1) T B2 ML) =2
— FERX— i R 0L DR B 53 F-1 (intercellular ad-
hesion molecule-1,ICAM-1) Jz P-3E 5 S5 R5 Bt 40 1 3%
IR , T 5 1 P 40 7 B ARG BR 2R
A RIS 1RO UL 4 ) 254 S D RERR A5 . 2 4 471
2 N T 5 A S 4R AL ) T R S B ) T A2 ARy
( peroxisome proliferators -activated receptors-y, PPAR-y)
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FESE 5 /E i (transcriptional transrepression ) T 411 4l
ICAM-1 Jo P-3E#% 3R S5 Ak B 23 i 2R 3K, AT 9 420
FLGgle ot PR S PR o AR S L B AR B R K R
Jei , FEST KR AMI P v I 0 PR AL 4% FEX R
B AMI PR 5 ICAM-1  P-3E 2 S5 R o011k &
TCHFL T Y 20

1 #R57%

1.1 =Z&AH

Wi 4l 25 (thioflavin-S) 3 W% (Evan’ s blue) I [ 35 H
Sigma A7) s i Bl ICAM-1 Jz P-iE$E 2 ( P-selectin) Ity H 35 [H
Scat /A& ; PCR 3 4)3% ] Primer Premier 5.0 #{f1% 11, i i
AW TR R ARG B g 41 A6 FT RT-PCR 3R] &5 [ XX
T A R BR A R 5 Bt Ak B (MPO) Rl i) & 1
H R A A ) TR .
1.2 ZBsh R4

RV S SD KR 45 H Il H H R ERER = S g sh b
0,6 ~ 10 JE i (R BTk 250 ~ 350 g, EREA T, 23 J T AR
AR K A HIERNL , B2 15 K, B HIERNA F AT 2 A
BH 1 RBEP I 3 mg/kg, AEHERKH LT AL LI
A 5 e 7 S5 R AR AR K
1.3 #Al#s

AR BB RSB KR T 4525555 15 X, LL3.5%
KA GE 300 mg/ kg I8 1K A TE SRR IEE, KU VDT R4 8, 0T IR
BUHLBRGE <, YD1 i 1 2% 58 0 JUE , T 580k 2l Bk i Fie S b B LA
6-0 T SE B L GF ATENK T, REC AT 45FL 3 h, A 2 h,
ST A O U SE P RE TR RS, B TR AR 3 K 5 4
VNI
1.4 RAREARGR L

PG 2 h, WA O ETEA 4% BB E 1 ml/ kg, i 7
HEXE @, O X ANE 0 T TR AT A FLAT I S, WA 0
FEHEARCEE, FEHLXINE RO, SR AE R A, 5
BRI O I, IF T O IR 53R 4 ~ 5 A U R D) Jr, B0 53
STE H OGRS 300 R+ B8, R B G 45 B 480 L e 7
HONL(DOE AR X)) 17 F1 (area of no-reflow, ANR) Z5FL
DL LCTEHE ) A (ligation area, LA) (722 BELoILTATAR (left
ventricle wall area, LVWA) ; LA LA/LVWA 581 LA(% ) xR
5L HIE R, L ANR/LA 315 ANR(% ) om L TE
il
1.5 MPO ZF 40

R 3 0 IV 2 24 100 mg, A 5 ¢/L HTAB 2 ml 4
O URRR 3 UOT B FORITE (10 s x3 ) ,4 °C 3 000 r/min £
30 min, FVEW 0. 1 ml AN W K 2.9 ml, & 835576 25 C,
TEGPEIERE T 460 nm AN HEAT 2 min F4H, 10545 30 B2
FVES 90 FhAme B 2548, LA 1 min PRV A5 A AC F W
MBS , MPO T 1 B0 (U/g) o
1.6 fzsaiesiem

FEESS 2 h, AHEEXODMAL, KE A (R &
14 pm) ,10% FEEEE 2% Mg B 2 h,—H0 (BT R ICAM-1

5 P-YERE BB, 1:200)4 CHFH LA — P (AW ERICHF
P4 1gG,1:100)37 °C,2 h;SABC E 44 (#E%R-EWR-bik:
YR -HAGL AR 5 W) ,37 °C,2 hiDAB R0, kR g &
Fo BRI HE LA W) /2 9 1 2 i v A —e.

1.7 RT-PCR #:m]

PR 2 b, P D0 LZH 2R 100 mg $RBCE mRNA ¥
FEWCH) mRNA 338 5% 53¢ i, cDNA B cDNA 9 7348 43 53l i A
ICAM-1 \P-#% 4% % ) B-actin 519 (£ 1) #E47 PCR J i, B PCR
FERIAS S Wl 28 1. 5% SRR R A LUK, A R

%1 RT-PCRFFASIMABRRKERZERSTS

FrBEK (5 o5y
I L (53") (5" —3")

ICAM-1 209 AGGTATCCATCCATCCCACA GCCACAGTTCTCAAAGCACA
P-#%#%E 175 TTCTCCTGCAACGAGGAGTT GGTGTCGACAGGACATTGTG
B-actin 542 GACCTGACTGACTACCTCAT AGCAAGCAGGAGTAGACGA

1.8 3+ Fau Ao 47

R HIALAT CM-2000B B4 4= ) =~ R 34 B GE X ICAM-1
PR B B AL Y] Jr BEAT P I BE I A, LR T 3% il kP
YR BEAEAE A GETHE ; RT-PCR LUK RS ATHRAL, DL & 5
B R GRS 25 A AR 20 IR BEAEL, ] B-actin 5717 2 N 2 I 47
BEIE A PRGBS Bractin 25715 R O6 20 (0 2 Y 5
R HRBKF-
1.9 “%itxrik

BAELh & x5 Fm R SPSS 10. 0, Z 41 8] L
T3 2530, IR W P LE AT g A6 o

2 HR

2.1 FHIEAS KR AM Fi#izE LB ARG YA

Prc iR 45 L IX AME HOG P F Sk, 45 4LIX (LA)
MR (1A B) s Bl R T2 T M FE T X E {5k,
TR X (ANR) AN E 2w a2 B (E 1C.D) . EHE AT
SESLFN S PR K 2H LA, RS B A 2 25 3L X 0 LY Rl 2
FHGEHF R (P >0.05) 5 111 2 4% 51 i 25 JC F- 370 3 R 22/
FHER KA (P <0.01,3%2),

AB:FXBELEE, TR C DM LEE, 1 AFAR
Bl ZFEIIE AMI B#ETRTEREENZME
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®2 FREIMMKR AMI Bi#iERFITHRERR MPO
R (=5, v £5)

215 LA(%) ANR(% ) MPO(U/g)
BFARE - - 0.25 £0.03*
AR KL 24.9 +1.98 71.1+6.56 12.51 +1.86
bl e 24.1+2.12 41.6 +4.67* 8.67 £0.67%

a: P<0.01,5 A2 &R ks

2.2 FHI BT KR AMI B i# E )5 MPO B /&6
EAG)

ST ARA L, LR HER KON MPO 3 4 3 2538
F(P<0.01), SAHEKA IR, B 4% 51 i 20 L 21 MPO
TR EREL(P <0.01), W32,

2.3 SEfafeZ R

G BA M e £ 11 38 0 AR T R B IR B (A s (6, B 5
22 L AUEE T O A KU R v 4 G i P 0 il A A N A,
FEHHALEUSR AT RGN = B IR EE. BURS TS
SEFREE R AT ARG N TCAM-1 2 AR/K P3R5k, P-iE
BRILFIES; SHFARA i, A # L k4] ICAM-1 \ P-3E
PEZE TGS N 2 238 BRI (P <0.01) s 54 3K A 3R,
BIEFIEZ ICAM-1 \ P-EE PR R Ik B E W FH (P <0.05, & 2.3,
#3),

2.4 mRNA ik % 4L

PCR A LAFEAR R Mt s A =4 (181 4 .5) MG 3 W ds
R AT AR ONLHZ ICAM-1 mRNA \P-i%£#E mRNA 21K
K- ST AR ks, AR #EE /K 41 ICAM-1 mRNA (P-iE#%
#H mRNA £iK @ ERGR (P <0.01) ; 54 BEKA L, B #5
FIE 20 ICAM-1 mRNA [ P-BE$£E mRNA ik 8 W5 (P <
0.05,%4),

*3 TR KR AMI Bi#iE/E ICAM-1 P-EEFEZEH
RIEWIFM (n=5,x+5)

bl ICAM-1 Pk Z
BFALEH 0.07 £0.03% 0.03 +0.01°
AEEER KA 0.27 +0.07 0.22 +0.06
B S 2 0.18 £0.04* 0.12 £0.04°

a:P<0.05,5 432 3 Ken ki

x4 FIRIEMAR AMI Bi#iE/5 ICAM-1 F P-i£if%
mRNA FIEBFM (n=5,%+5)

215 ICAM-1 mRNA P-3£#Z mRNA
TFARA 0.09 +0.03* 0.02 +0.01°
A HER K 2H 0.23 +0.06 0.19 £0.05
BT ZE 0.19 +0.04* 0.11 +0.03?

a:P<0.05, 5 4 28 3 /K28 L 4%

ABF AL B AR gk, C: FHIIFM
B2 FigFEMEI AR AMI BEERMNEN K ICAM-1 ZEAKRIE  (SABC x200)

o

ABF ALL;B: A K ;C: F AT B
B3 FHRIMMEHAR AMIBEEIRNERNE P-EFEREERRE  (SABC x200)
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M 1 2 3

750 bp—
500 bp—

250 bp—

«—B-actin 542 bp
“p- 175 bp
100 bp—

M:DNA #=4£(DL2000) ; 1. /85 K2; 2. A 22 K4 ; 3. F 447 BAZL
4 FiRIIERIMFEIAR AMI Bi#EEE RN P-i£FE mRNA BRE

M 1 2 3

750 bp—
500 bp> «—B-actin 542 bp
250 bp— «—ICAM-1 209 bp

100 bp—

M:.DNA 474 (DL 2000) ; 148 F K& 2. A3 &R, 3. F A7 BAL
E5 ZFigFIEmis KR AMI Fi#E/FHE ICAM-1 mRNA KRk

3 i

R 2 40y 512 6 2 o JUL gl o 1] 55 P8 37 i )
S0 AMT P V5 JC 97 00 5 8 IR 2%, fpfe o I )
K, TE R o 5 PR S, B P I A S, T
PRREATYEY T8, 274 8 h Nk esg™ . AW
K IHEEFL R BUEAR S DK ZE AT RS % 3 h 3 2 h i 5 1%
FT ORI, 45 SR AR BER K 4 T R RIS AE
TER T ATC R X (CFH35 71.1% ) , 5 Zhao 257 #4
FE AR 4 TG PR S LR D 0T, WA S T R
I A TG PR AS 280 1) v T AT

ARG R, KR 2O HUE TS 2 h
O WLZHEST MPO 3% 1 W 58 T 8, G T 0 0 B 2 8 3k
T1. 1% , T 5 A% 590 ] P50 A BT P38 V00 UL MPO {7
T R, TR G PR 90 R 2508/ . T MPO
P 52 e T 00 5 0 R A T S S AR, AR S2 IR
25 SRR P PR 40 T TV DX ARG B A R E T
VT IR 2 o 1 T PR 2%, 7 80 A 9 R i/ K Bl AT
P T S G P 9 - A o e ok 0 T P 3 X
MR . hERANIE S S TR L 8
Zie , AT 200 D B RGBS 38T T LS B A L S LA
PEARELZE , IR NS Pk A TR K A S A Tl
Wy T 7 A AR TP VE D, S It 4, 3 L A P T
TRV 3 55— 7 TG, S 174 v P 200 L K P4 i 400 L T L
BRI i 48 LA B AN N e -1 I A8 ok 26 1T 4%,
(G A4 LA 00 T A 0, {8 ol L6 5 46 T 77 T 1 %
25 3 I RETE T T

Jones 410 BiF 5% 3 W0 JPL AR 1L R 1 B0/
2R PN 4% FIOR BE 20 - 26 3k BN, 4R Pk R
% E-PE#E% CDI8 J ICAM-1, Hirp P-2E# % E-1ef%
EN ST EHMME T N K& 3D (olling) , CDI8 }
ICAM-1 WA 5 7 F1 200605 149 B 200 M F 2 TR . AR
W2, R B AMI PR3V S 2 h 48 9 B ICAM-1

PP R M mRNA K651 i 1458, BAg
1V T Ah 35 P VE S ICAM-1 Pk B EH A &
mRNA ik i 855 , 1 X A AR Ak 5 v s o AL
MPO {54 K G900 7 PR A4 728 £k B 2[R 45, 317 2 4 271
P /0N U JUL TG 537 3 L mT 6 5 HL 300 ) P9 3 0 9 B
ICAM-1 | P-BEREZE (1) 23k, Jl /b v Mok 40 i P v
XA IR A Aol M A PRV TR A . AR IR
5T 3 W 20 46 5 A0 ] REE 33 19 i NO' B9 7= A= T ek 4%
AR AT b AR B R N TG PR T L Y
ERDE R 5 IUA ¢, A — 5T

ENSR et STy R - I TR B O WY T 2 AN
R ER AMI P 7 5 G PR B, LML AT B A il
PRHEVE S5 ML N B2 ICAM-1  P-iE PR3 SR RG I T 3=
TR, S T 3] e P 0 PR B B SRR . Il
PRICHI 42 5 T 153 sl Wy A L 7 kAR ML b 7 22
S, A A 51 20 A 470 B T BE 38 A Co i A8 JRURS: fr) 4
B, T LA, 76 2 k& A R FH i PR G T3 B 96 Z /T, 18 7
FEPEAT KA B I PRATF 7% 6 IE 52 & X I AR AMIT B3
J& JORRI B A vk B ge 4k, DLW AMIT R K30
J& BRI
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