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blockers irbesartan on the process of atherosclerosis in high cholesterotdiet apolipoprotein E knockout ( ApoE KO) mice.
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Aim To investigate the potential effects and molecular mechanisms of an angiotensin (Etype 1 receptor

Methods Adult male ApoE KO mice were given normal diet or high cholesteroldiet and randomized to no treatment or irbesartan
10 mg/(kg*d) for 12 weeks.

The plasma total cholesterol and triglyceride concentration were measured by autoanalyzer.

Systolic blood pressure was measured by a kind of norr invasive tail cuff system in conscious mice.
Atherosclerotic lesion area in aortic
Inflammatory cytokines were measured by reaktime reverse-transcription polymerase

Results The ApoE KO mice with high cholesteroldiet was associated with a

root was evaluated by oil red O staining.

chain reaction (PCR) and Western blotting.
marked increase in plasma lipid levels, atherosclerotic lesion area, as well as the expressions of tumor necrosis factora (TNF-q) ,
interleukirr 6 (II-6), monocyte chemoattactant proteirr1 (MCP-1) and vascular cell adhesion molecule1 (VCAM-1).  These
changes were suppressed in mice that were treated with irbesartan 10 mg/(kg*d) for 12 weeks concomitant with high cholesterok
diet administration, with no significant change in systolic blood pressure and plasma lipid levels. Conclusion The results
suggest that irbesartan can attenuate atherosclerosis, and this effect is partly related to the inhibition of inflammatory response

which leads to the decrease in the expression of inflammatory cytokines.
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R = A E FE R apolipoprotein E knoukout, ApoE
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AR AT 1. 2% B 7 A5 % R R B M
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# B| #7134 % B Genbank # #£#7F 7|, A Primer5. 0 &
AR, B LEAYTAENE A K. WEXRETF ot

1.1

mor necrosis factor-a, TNF-a) 5| 4 # 5°-TAC TGA ACT
TCG GGG TGA TCG GIG-3’ (forward) 1 5°-CAG CCT
TGI CCC TTG AAG AGA ACG-3’ (reverse), E 4 />
% 6(interleukir6, 11-6) 5| 4 & 5’-AGA GCA ATA
CTG AAA CCC TA-3’ (forward) 7 5°-CAA CAT AAT
TTA GAT ACC CAT C-3’ (reverse), % % 2 ff #4 1b. &
El 1(monocyte chemoattactant protein-1, MCP-1) 5| 47
5"-CI'C ACC TGC TGC TAC TCA TTC AG-3’ (forward)
#15°-GAT TTA CGG GTC AAC TTC ACA TTC-3’ (re
verse) , Il & 40 & &5 ff 4 F 1( vascular cell adhesion
molecule-1, VCAM-1) 5| 47 % 5°-TGA ACC CAA ACA
GAG GCA GAG-3’ (forward) 51 5’ -GGT ATCC CAT CAC
TTG AGC AG-3’ (reverse) , B-actin 5|47 % 5°-TGC TGT
CCC TGT ATG CCT CIG-3’ (forward) 71 5°-TTG ATG
TCA CGC ACG ATT TCC G-3’ (reverse) » /7 JH SYBR
Green iV KK H AAT LB & & PCR R i, 3 B
£ AT AR AT R W &, T EALL AT C .
1.5 Western blotting &
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Aeix, % %, =75 4 Al i A TNF-a. IL-6 ( Santa
Cruz /2 &) \MCP-1( Abcam /- &]) 2 VCAM-1( Rand D
N AR B A % Bactin( Abcam /A 8]) — 1 471 4K,
4 CRERK, I, MAKM LA BT E i,
¥ & GRF TR KR, X & K A BR %, B GSD8000
FEHB N ESR(FEE UVP A7) 24T B &R 24T,
4 AL TNF-a. IL-6 . MCP-1 78 VCAM-1 5 B-actin 4 #
BBk E AR AR 4t B R 1F . TNF-a. -6 MCP-1 o
VCAM-1 & g 8y & ik K F.
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%1 19 AREENEMBEFMEKTE (x £s, n= 15)

P S [ il =g Wi e
(mmol/L) (mmol/L) (mmHg)
L iilY G=¢) 14.28%1.42  1.07%0.14 9.8 %1.6
et JIEL [ A 2L 42.74%5.91° 2,08 %0. 37 98.412.2
FHE AR+ JE A 39.82 4. 234 1.92 $0. 35 95.942.3

ay P<0.01, 5@k aHMt.
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3 P e 2 e R AR S AL e P E AR+
J LY 3R 2H 3556 B S5 20 Jok o8 5 TR A B B T B, DA
FEE R i N E. 28 Iy B 67 12
Ji ), PR AR B 208N (P< 0.01; B 1 F15R 2) .

R 2. FENREMBAREIBCE AU BERB X SR

(x s, n=9)

o A B A (mm?) B A A
WiEkad 0. 037 10. 01 7.71% *1.27%
=iy A [Ltd @ 0. 238 0. 041° 39.92% 4.20%*
i HFE AR+ O LR gL 0. 123 30. 022 25.28% +5.05%

aA P<0.01, 5@ EAMLL; b P<0.05, SHIBEEAREAAMHLL.
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% 3. BEETF mRNA BFEKTE (2 s, n= 6)

EHE BER ] S, RO BT TNF-a. IL-6 . MCP- 1
1 VCAM-1 [ FRIE BN, 28 NG &, £
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B 1. EEARFTHEREIRET K oM AT O Yt K ik
M, oM H ) HE P ( x 100), N A VKM o
Bett( x 40) o AN AT i AR 20 o M T g 2 R L i
W+ B,

4 @A TNF-a MCP-1 VCAM-1
=ik e-¢il 0. 0276 F0. 0059 0. 0012 0. 0003 0. 0312 £0. 0081 0. 0627 £0. 0116
e IR [ e 2 0. 2652 10. 0413° 0. 0043 £0. 0006 0. 1781 £0. 0352* 0. 3413 £0. 064

FEERRE+ BN ybIEg 0. 1102 0. 0186

0. 0022 £0. 0005®

0. 0783 £0. 0132 0. 1432 £0. 0265

aN P<0.01, 5EEREHME: bR P<0.01, SEiHEEREHME.
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Tide, B SMC G5, W B4R 2 FE A AU %
A F 524 1( lectimr like oxidized low density lipopro-
tein receptor 1, LOX-1) %5, 4 5B T ¥b 3T 20 ik o6 1
BEAG PR T e Bl iR+ 0 B 7. BRE B E &
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B K 55 5 B A e B o AT 1 1 ORE i B, A MR
NIRRT 4 it S Ak A8 U JE T LA AR % A ORE Bt 43 T
(40 VCAM- 1 ZH AR IERS B 73+ 1 F E I R)
BEER (W0 MCP-1) « 40 (40 TNF-a. 11- 6. 11
18) DL e RO R R PR 7 kB & . Ho,
MCP-1 H1 VCAM- 1 52 30 Jik s FERE A0 T8 1 S ke v e
FERAE I BIPRAS 20 7, 1T LA 5 50 A% 40 i )
F 2 MR B, TR A 200 T R PN R 20 TR Bk N of
B S0 J o R A AL TR e A PR B o i s
TNF-a & —MERSE 5, AU AT PLSE % B 1 KB,
AT DL M %8 reactive oxygen species, ROS) 5=
AT B IRL T KB A B K 3 R A AL 1 AR O
HL, B I8 4t 8] 15 5 % 508 PR A IR P9 Bz &5 4 A
ThEEHI 52 8%, 215 8 3 30 ik ol BE B Bk i 72 A
ROS FJ LLE — RAIE 55 S8R, 5l N K DhEe
S, ML Tk A B9 AR Ak I B U R I 0 R
R -6 B R — b B R T, 7R OE
Jak2/Stat3 5 5 % T g i R B, 67T LRI AT (1)
RiE, INEEALRIB R AP B Thag 2w . itk
A L, TNF-a. II-6.MCP-1 1 VCAM-1 7% ) fik 53 £ f
R A e Hh iy e L 1Y) A R, D 1K B 4R [R] T
IRk, BT DA 1 B ks RERE AL R R AR R S . AR
WAL EE Rk B, o IV B 97 J§ MCP-1. VCAM- 1,
TNF-a Al -6 P25 ran AH [ o & 20 ) S B A1

gE LRTIR, JE DUYD 3 AR AN B 5 5 v afi R R if i
(B G AT BAusk /> 2 HE R 0 E R R R B /D BR B ik
SRR RS A B B i AR, H AR R L A AT R R I8 o 0
Ang AT1 454, FHIT RGBS 5 5 Tl i, b %
i PR 7 B R IE, AT T 30k o A A A (1) 3 JE
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