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Effect of prazosin on MMP-1 and TIMP-1 expression in atherosclerosis plaque of ApoE" '~ mice model”
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[Abstract] Objective To observe the effects of prazosin on matrix metalloproteinase-1(MMP-1) and tissue inhibitor of met-
alloproteinase 1 (TIMP-1) expression in atherosclerosis plaque of ApoE knock-out(ApoE™'" ) mice model and to explore its anti-
atherosclerotic effect and mechanism. Methods Twenty-four 8-week-old ApoE™'~ mice were randomly divided into the normal diet
group, high-fat diet group and prazosin group,8 cases in each group. The normal diet group was fed by common fodder, while the
high fat group and prazosin group were fed by high fat diet;on the basis of the high fat diet,the prazosin group was started to con-
duct gavage of prazosin hydrochloride 1 mg/kg every day, while the normal diet group and the high fat diet group were daily ga-
vaged by the same volume of normal saline. The abdominal aortic venous blood after 12 weeks in each group was collected for detec-
ting the blood lipid levels. The aorta arterial blood sample was collected for detecting MMP-1 and TIMP-1 expression levels by im-
munohistochemistry. Results Compared with the high fat diet group, the levels of serum TG, TC and LDL-C in the prazosin group
were significantly decreased, and the HDL-C level was increased, the differences were statistically significant (P <C0. 01 or P<C
0.05) ; the area of aorta arterial atherosclerotic plaque and intima thickness were significantly increased ., while prazosin could signif-
icantly inhibit the plaque formation and intima hyperplasia; compared with the normal diet group,the expression level of MMP-1
protein in the high fat diet group and prazosin group was significantly increased, while the TIMP-1 protein expression level was de-
creased , moreover the MMP-1 protein expression level in the prazosin group was lower than that in the high fat diet group, while the
TIMP-1 protein expression level was higher than that in the high fat diet group.the differences were statistically significant (P<C
0. 05). Conclusion Prazosin can decrease the level of TC and LDL-C,increase the HDL-C level and has certain anti-atherosclerotic
effect,its mechanism may be related with the decrease of the MMP-1 level and the increase of the TIMP-1 level in plaque.
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S RARR R HEE SRR A K, I 12 4.

1.3.2 Ab3J5yk FrA/NRT 12 MEAEAREK 1K JER
AR E B2 (1 mg/ke) &b E . T/ BR 4 i, 1k S5 BRI 35 .
INEUR R JE AR BE 4 5 8 sl kol 248 5 2h ik oy S sl ik 4. 78
MHEFMI —BERKA 1 em W ESh k. h a0 ZBHELS
0. 1% FEBR R — Z ik (DEPO) J[& %2 .

1.3.3 KeME AR Xk #41 TGUTC. i % B IR & (1 0 [ s
(HDL-C) %% & i 2 11 IR [ B (LDL-C) i i A= Ak 43 B A 6 47
Ao o i A B AL SR A B W] B AT . R K, A I
ML EBMARARESY A 5 pm (40 5K) . & 5 BKRER 1 5Kk, FL i 8 5K
YIR &R Z- A (HE) e 0 )5 72688 F W8S F 3l Ik i B 24
2484k, Hl Tmage G 2 ) g €45 43 A7 514 43 r 3 2l ik B B 1
UM N IER A . S @RI B e ) MMP-1 Fil TIMP-
1 HRE . RS2 B KAL) R, 3 00t AL &
(H,0) KB FI/KIEE 5 min, BERR R 22 v (PBS) wiik . i
—$H0(1:100),37 CHEE 2 h,PBS ¥k 3 &k, H K 2 min, 1
i 1gG, SR 37 CHEE 20 min, PBS #fidk 3 1k,
IR 2 min, B DAB IR W 6. ZE WK P oE B Y Bk B
MR . BRALRENLEE AL 5 Sk e Re 4l Uk 2]l e Bt T M2 40
Ji I 5 A € 25 60 2 0 O B A0 A 5K B0 R B PR B b I
Z 10 XA SR B3 A HLET L 2R ] Tmage Pro Plus 6. 0 3R #E47 1)

2607

AT, SRS E B EI 2 (Western blotting) I %€ /N B 3
kAL MMP-1 # TIMP-1 & (K V. B2 RS M E A
$ ORI £ Ud B A3 B SCiik (4, DA & 4 38 3 ik 20 280 v BLGE = %
VR I 2 S BT RE L) U R I E L ) Tmage T PRy

e 260 IR HE AL

1.4 ZEifepibB SRH SPSS17. 0 88 iH 4 fF ot f7 508 4 L 5
Gt M TR BORL L T s R 2 4L U BCR BN R 5 22
Iy AT AL TR P LB R T LSD ks L P<C0. 05 2 5t A Gt
2 % R

2.1 WRMEEE XS ApoE T /NER MR K M W AE 12
J&»3 # 1M i# TC.TG.LDL-C % HDL-C /K-t 4r, 2 R A 4
HEE L (P<<0. 01 5SIEFIREH LK, & IEKE A E
TC.TG J; LDL-C /K-35 , HDL-C /KRR, 22 B 1A 51t
2 L (P<C0.01 8 P<C0.05), 55 IR £ 4 L3¢ Wk e e 241
13 TC.TG K& LDL-C /K3 REAL, HDL-C K FEFH & . EZ 7Y
H G5 L (P<<0.01 3% P<<0.05), WFE1,
*1 3 48 ApoE /" /NER & T I BE 5 #R 7k
b8 (n=8,7%5)

TC TG LDL-C HDL-C
215
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