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[ ABSTRACT)]

Peroxisome Proliferator Activated Receptor gamma;

Monocyte ChemoattrActant Proteirr 1;

Aim To study the effect of Valsartan on the mRNA expression of peroxisome proliferator- activated receptor

gamma ( PPARY) and monocyte chemoatiractant proteirr 1 (MCP-1) and the secretion of interleukimr 6( I1-6) in experimental ath-

erosclerotic rabbits.
terol group, Valsartan group.

vein for detection of serum lipid.

scription polymerase chain reaction. IL-6 in serum was evaluated by ELISA.
higher in Valsartan group than cholesterol group ( 1. 75 £0.23 vs 1. 12£0. 16, P< 0.05).
was lower in Valsartan group than cholesterol group (1. 14 £0.22 vs 1.95£0.32, P< 0.05).

Valsartan group than cholesterol group (32.42 £6. 12 vs 83.73 £5. 42 ng/L, P < 0.05).
obviously in Valsartan group than those of cholesterol group (P < 0.05) .

All rabbits were fed according to experiment design for 12 weeks.

Methods Male Japanese White Rabbits were randomly divided into three groups: control group, choles

Blood samples were taken from

The intimamedia thickness was measured. PPARY and MCP-1 were examined by reverse tran-

Results The expression of PPARY mRNA was
The expression of MCP-1 mRNA
The levels of 1176 was lower in

The ratio of intimamedia reduced

Levels of serum TC.TG.LDL-C in cholesterol group

and Valsartan group were significant higher than those of control group ( P< 0.01), but they had not significant difference be-

tween cholesterol group and Valsartan group.

Conclusions Valsartan could inhibit the MCP-1 mRNA expression and 1l-6

level by increasing PPARY mRNA expression in experimental atherosclerotic rabbits.
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(angiotensin () Ang @) BT RIEHZ 5 As 1K
AR BEEED . ERILHLEIF AW, ALK g
TR S BN ko AR TR AL AR B, 7 5 BRSO 8% I
BRI R O B 2 K45 P17 4170 3H ( Valsartan) X
MCP-1 A1 -6 BL 2 PPARY Zefh S0, R HH 4
GBIk S EERE AL LA

1 MR5REE

1.1 SKEzn¥sreR

HAAFE®R 24 R(EFREAFRFEFIT
ERFY R, RER 2012 2k, M. B
Mok 34, G4 8 R IEF4A: BULEE £14AHK,
2 e B B AR A 4 PR DA 1% JE B B2, 5% HE e B
R BRI R ULE 1% BB B, 5% % i el 4
Bim 10 mg/ (kged) R EH D (AR X), LT ELH
HHERATFRH(EFHT:X0119). FREFHE
REHN 120 g, BERS, BRI 12 A,
1.2 fRARE

% 12 F R UL 3% R E L Z 4 30 mg/kg HREE R,
BEZ#D 2ml, #EH O, - 20CRE. KB
WAT, T sl i, R B A 30k 2B = 20 bk
XK, FHRINERAR, REF RV EET AT
IHETHRATRRE, HEAHKLAR 1 eam E 10% F
MR D ARE R, AEEE.
1.3 MMAENE

BUAR B9 B kB8 B, % 0 BUALVE, X A HITA-
CHI7170A W& JR & % 4~ 47 DI i 7% & RE [E B ( total
cholesterol, TC) « H 81 = Fg ( triglycerides, TG) #1 (& %
& fig % & BB [E B% (low density lipoprotein cholesterol,
LDLC) »
1.4 FpRKIEABEF0 R R ELENE

BREWNEZRAHAE &R, BEA4
~ 5 Um, B8 H & H A F —F £ ( hematoxylin and
eosin, HE) % €, 7 HPIAS2000 % & #% 447 X L Il
R E RN R TR EE, 1t E AR R
1.5 EMEZESZMAMBELER | MITHEL
IEFEMEUEBLZ AR v mRNA JUE

% B& Trizol ( Invitrogen /A 8] 7= &) ¥t B 45 38 B 5
JRAHRNA, R A LS R E TN HKE. &
20 fe & RNA2 ML, #% 3% % X 7| & (TaKaRa 2 3] 7=
o) P A K DNA. & —ARARIE R =4
4 W, AT 1F 3 X R 4 B &% K S (reverse transcription
polymerase chain reaction , PCR) K i . MCP-1 _ % 5]
#1: 5’-TGT GCT TGC CCA GCC AGA TG-3", T i# 5l

#1: 5”-GTG TCT GCA TTT TCT TGT CC-3’, PCR ¥ #
H B A/ A 230 bp. PPARY E#5|#7: 5°-GGC TTC
CAC TAT GGA GIT CAT GC-3’, T 5l41: 5 -GAG
GAC CCC GTC TTT ATT CAT CA-3’, PCR ¥ # F &
AK/NH 663 bpo 3B BL H e BE B £ B8 ( glyceraldehyde
phosphate dehydrogenase GAPDH) 4 4 *f B&4f1, + % 5|
#1 5" -TCA CCA TCT TCC AGG AGC GA-3", T# 3|4
5-CAC AAT GCC GAA GTG GTC GT-3’, PCR # 3 A
B K /N4 293 bp.o L cDNA # # 4R An X TagDNA A &k
B, 10 x Buffer, Mg™ , dNTP #1_t T 3| #7347 PCR K
KL, &%E PCR R RLAK 2 o 3 fm \ Py % R 51 47 GAP-
DH. MCP-1 PCR R fi 4 f: 94°C& & 5 min 94 C
30s54°C40s ™ 72°C30 s, # 1T 35 MNEFT, 72 CE M
7min. PPARY PCR K R % f#: 94°C& & 5 min
94°C30s~ 57°C40 s 72°C30 s, B 4T 35 MMEZR, 72°C
A 7 min. FT1F PCR 4 &4 T 1.5% 0932 5 42
b, EB R, WAL R, £ HPIAS2000 & B & 447
Bk 5 R#ATHE AT, HHE MCP-1 &
PPARY 5 P % B GAPDH #7 OD 1% .
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B BX 7, 9% Y% I | 7 3% ( enzymer linked immunosor
bent assay , ELISA) M| & % 11 % IL-6 84 A& -F, (X7 &
T4 8 E I &k = A El), W E L E -6 8 AT XA A7
HEGFHBBCRFEBATES . PR &R
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R SPSS10. 0 4u it B & # AT it 4 AT, AT
HHEHRA x s BF, A4 mARNSEERA
FELSM ABEZRXAH 1 £ H, P<0.05 %5t
FERAEREN.
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£1. FRAREMERNER (x £5, n= 8

a4 W TC (mmol/L) TG (mmol/L) LDLC (mmol/L)
EEA 1.35%0.12  0.70%0. 15 0.61%0.22

FHE A 24.83 %1150 2.78%0.35° 22,68 %0.87°
Ay 22.0110.93* 2.131+0.36"  20.15%0. 84°

aN P<0.01, 5IEHEALLK.

%2 BETHMKABEMAEEERNER (v L5, n=8)

o | PR EERE (Mm)  HRBEJEEE(Mm) P R B
TEHA 9.97+3.32 244. 68 121.21 4.12% *1.21%

FIREER &4l 187.87179.85*  310.38%89.23  62.99% *22.73%*
g 66.86 136.89%  263.20132.56  10.56% 9. 18%

a Ny P< 0.0, SIEELILLE; bA P<0.05, 5 ER 4.

2.3 #USiBx R EaEKARREZERELERD 1
mRNA B0

e L[ B £ 4 MCP-1 mRNA (1. 95 10. 32) %
KB IE H 4 MCP-1 mRNA (0. 34 0. 19) 1A BH B 1
%Z(P< 0.05), &iybHA MCP-1 mRNA FRik(1. 14 =
0. 22) %5 = JH [ BE AR & 41 MCP-1 mRNA %35 W] 8 [4
fik (P< 0.05, 2.

2.4 #0IERT % E B AKAE RS EAL R IBEMHCE
B4R v mRNA IR0

o AL B AR £ 2H PPARY mRNA ( 1. 12 £0. 16) &
IR IEH 41 PPARY mRNA (0. 24 £0. 12) ik B 5 1%
%Z(P< 0.05), i 47> 1H 41 PPARYmRNA (1. 75 *
0. 23) % = H [ 27K £ 2H PPARY mRNA K JA B 12 3%
Z(P<0.05 K 3).

300bp GAPDH

MCP-1

100bp

2. FZLAMCP1 mRNA RIFGKNER M N DNA 40 7R Hbs
#E; GAPDH Jly 293 bp; MCP-1 34 230 bp; 1 ANIEH 4H; 2 Jy i AH I B i
B 3 NS IHA.

M 1 2 3

700bp
PPAR y

300bp GAPDH

3. &4H PPARY mRNA HIFRIXIESM M N DNA & FIEAR
#E; GAPDH 4 293 bp; PPARY A 663 bp; 1 SAIE# 41; 2 Jy v HH il %
AT 3 IR

2.5 HBHERINEMBMEEN R 6 KFEHTK

MEFE 12 B S5, AR [ AR R 2 1-6 7KF(83. 73
+5.42 ng/L) B IEH H(4. 06 £1. 12 ng/L) B B4 £
(P< 0.05) . MiZiybIHA M-6(32. 42 £6. 12 ng/L) /K
ST 45 v L ] R £ 4 P B PR A ( P < 0. 05) »
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Tk R CYERNT 2040, Rl O, M5 Ang
COXE B ik 5 B B AL T 1 AN K 1 22 AN 381 dh g 4
Mo AFARY Ang a5 S MCP-1 & MCP-1 5%
& ( CCR2) MIRIE, 25 7 Bk o8 FE R Ak 1 TR A
Y, B kB, Ang @ RS 51 I I L4
M= AN 2 6, R Ang ©RA 2 ISR AE
YER » FEARSZI R BLINE Bk R O B Z ki
FUGT YD AT DL ] G 2k s B B 4K, 3 7)) ik 4 41
MCP-1 mRNA KA IM3F -6 FI7KF, SCRRGVDH
BAEPIRMVER, FIE &3I4 15 38 in 3 30 ik 40 21
PPARY mRNA [3R15, 2@t RIEH T RE S
149N PPARY mRNA I RIEH 5%,

KR FERE AL BEE B VF 2 98 I S B0 I
E, LTS R 4 B N I BE R Bl S, N 4
BoE, MR AR SRR AN R LR
1%/ BN 1) N SR 3 % 02 30 Ik ol R A AL ke A R
MRS, LRI, AR B As AR 4
4 KB MCP- ImRNA %%, 1772 &M As
i, 25 As BEHUY 5% 3 ik BE 48 fg 4b T AH 2435 BR
(RPIRZS, AT BE A [FRE B 7 A2 A2 i MCP-1'" 5 Ni
SRR RS2 b, @i ge A MCP-1 2Kk B 52 48
s, BELIWT MCP-1 3R IA, ] T Ang COF5 T 13 Bk o6
PERE A7 A8 (3R FE, [ A ] 7 Ang O S 02
Fl R E SR R IE. PA 45 BRI MCP-1 %}
MEEB BRI EEEH . AN &
6( TL-6) & —Fh 55 B (1) 4% JiE 40 B IR 7, 76 8 45 G )%
Z R JONE IR B R R, AT O A A ) A e R
TR B BB A AL ) R A UK JE . B T 3R A
Sk A A Ak BT By L 4 A 0 W B LI -6 15
SHYAIM RS, WP IR R B, F R E A
WEZ &R EANEE" . 52k
TER. AW 503 B LG JE 5 % 1fn A F 41, 36 AT sk
b B SR B R IE T0-6, 301 o Hb b 41 B AN S
AHB Y R R RN . AR R LD
25 BRAR R B ke AR A 40 9% 48 F MCP-1 mRNA 38
I ILIE H 16 7K P, it B 4500 30 3 1k 41 1) 5 % 4
L s AR 2 IR 7 P 3R A T R FE B B kR R R AL
EM .

N T B T ARV E H ] SE R (AT REAL
], A SIS 1 450 s PPARY mRNA 520, &5
R B4RV E 10 PPARY mRNA %35, FIRE, A
R IV T2 25 ) e 38 0 1L PN 57 41 i PPARY )
Fi& . PPARY BRI AE 5 30 1 P 57 41 i MCP-1,
N2 A CCR2, I 248 M 5 B 43 7~ 1 (vascular cell

adhesion molecule-1, VCAM-1) A1 41 g [d] 2 Fff 53 +-1
(intercellular adhesion molecule-1, ICAM-1) H]ZR1A, M
T R A% T AR T 9B B 40 M 6 B R B4R
HATIAA, PPAR 2 ] 1 JAE DN 1 55 A % 5%
3 AN R R T AT KB (nuclear factor -
KB, NF-KB), ¥#5)5 H 1( activator proteirr1, AP-1) Al
SRR 5 e TR T R 1 O Ty e T R TR AR A T
Kim 25" #F 70 % 30 PPARY T 4 15 F 7] B3l i %
PUZIR T2 8 7 KB HIEPE, @ A% KT KB Y
Wsh I H AL POS/RelA Fe kM SKBLAT. Ak PPARY
MZE T KB KR R ARt — B . B2, &b
L FH I Ang GO 1 L, #1141 MCP-1 mRNA 321k
AN IL-6 7KV T A& 35 5T R A R H S Ik ks ke i 4k,
WL AT B2 54 0 PPARY mRNA fJ R34
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