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ABSTRACT
Aim Observing the anti-atherosclerotic effect of
API0134 in vivo.

Methods

high cholesterol supplemented with bovire serum albu-

An atheroscicrotic rabbit model fed by

min injection was established.
Results
cavering aortic intima(PA) was 51. 2% 4 20. 0%, the

incidence of atherosclerosis of small arteries (IA) and

In model group. the percentage of plaque

the degree of stenosis of coronarye arteries (DS) were
62.4% +17. 4% and 57. 6% £ 17. 4% respectively.

In APl0134 treated group, compared with model
group, the PA was 7. 1% +4.5%, 1A was 12. 5% +
4.8%,DS was 10. 6% + 3. 1%4.

treated group, the image analysis gave a significantly

While in nifedipine

higher values than APIGiZd treated group, but lower
then those of model group.
API0134 exerts strong anti-atheroscle-

Althouth nifedip-

ine has the similar effect but with a'slightly weaker ac-

Conclusion

rotic effect in experimental rabbit.

tion.
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mE HIEFF XA APIO134 A ok # AL
RMERGBELHN,EASERENEmt ik g

® ERERABEESFHEE(NO 39470859)
FOEMFT R L ELHMEHERABYGAE, X
a3 m4q APIO134, % X 150 mg/kg, # A M X
FHME, A8 E. HERR,APION A Hmes
HERAREOPRASARF LY L. ERARER
(P<<0.05), # At & ShH I8 R sk & R T 45 b 51.
2% 220, 0% AR Bk MH AR LR H 62.4% £
17. 4%  REARETERT AR D 57. 6% +17. 4%
APIO134 A ¥ £ Sk A 3k MR G S B 7.1%
T4 5%, RR AR BHERLREEH 12.5% L 4.
U I R UMK THERTHAAN 10.6%+3.4%, 844
B A KA BN E R (P<0.01), BRSWHHER
T MERERN S ATHE T T API0134 Al #54,
R imee XL REAY, APIOI34 A A E ¥ ¢ 1L
KRMELARBHRLERN, AL FFRE0E
M.e# R LR API0134,
X@RiE kA RL; APIO134;, ME R
WU, P FLHER S APIOI34 R
ML DBRRE R OE N KA K (vascular
endothelial cell, VEC) #1401 #1 Il & % Ul 40 A
(vascular smooth muscle cells, VSMC)¥ M
P AE Y AR ARl At s AE B AR R R AR B
MENEEEAEHTE ERFXRTRED
ik s ¥E # 4k (atherosclerosis, As), W &
APIO134 3 As MItEH .

1 #ME5ERE
L1 #y

APIOI34 AP HECE P RN KK, HE
EMRFA A HAFEHAEARERS H
WLEFRERG, MERTHRAREANSHE,
BEMBHE HEAELERALA. $adyE
EHE LR AR R
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1.2 ERBRHAFETIERT

Rg¥AFOR32ZA ,4KE2.0~2.5kg, HEH
FERFN 2 AJE W fu X & B i B (total cholesterol,
TO4 E#HE 2.0mmol/L LT, Ml 44,5438
R:ONBE, FRWHRABH QA B, E
BER (AR AR I1KERSROREAS A, @
APIO134 A %5 4, B B 8 %1 # /v API0134 & X 150
mg/kg, RA S @ HERFAXG . BERAHP
HERPEXR 4O0mg/kg,BAS A, EXRBIEXR
FehE MAHPRABEAGRI WY I ERKERSF
DHAEE@0mg/kg). ARL4BHEEHMHIN 2
R, Tt 16t AN, F2HHEAKE—XK.
1.3 MBS &
1.3.1 MmESNE DERMANAMETRER
LA ERN .2 TFTERFHE 4 MK H
A3AREP RS KREAO, WX AN ERER
5% B H w = B (triglyceride, TG) . K EX KT R
# (Jow density lipoprotein cholesterol, LDLC) fz #
& ¥ k% & B B ® (high density lipoprotein choles-
terol, HDLC),
1.3.2 SRE¥RF TRE Ko, 8 H 5k d &
R EBHBKLIXLYFLF RECBOELTH
k. EFKTHRANRE,H IBAS2000 B B2
OUM A M Bk R G L tb (percentage of plaques

covering aortic intima, PA):

_BRBBRER
PA=samA TR <10
HIOSBREABE SR BSES . ELNFEPH

PLRBAR BAAMAERANRE, VA TIHHEN
HetE  MARDHEERFN L 4 £ (incidence of

atherosclerosis of small coronary arteries,IA),

_RBR A B B -
A="GMaR I ALK <0OKMETRARY

B 3k & # K (degree of stenosis of coronary arteries,

% 1 o AR
1.3.3 RHAKBRETEANE £ EXK[MIF

EMEIHKETCAHE.

2 H#R
2.1 API0134 0B x4 A 6Y R
TRIBPHIVMBAEECSHNMNELR
WL 1 (Table 1D, TRERFB 4 AMPBS A,
APIO134 HZFAFHWILEK TG # LDLC K ¥ H
RUAK.BEERXEEHEWP>0.05);HDLC
KTEHHBAR,. 2RE B FEU K 1.70+
0.24 K 1.4740. 22, P<<0.05; 8 Fr} 2. 03+
0.37 kb 1. 6240. 21, P<<0.05) i X ¥
HASWMERSHAAHL ERYLEFHE
(P>0.05),

Table 1. Effects of AP10134 on concentration of plasma lipid in rabbits fed on cholesterol(n=8, r+s,
mmol/L).

Groups Weeks TC TG LDLC HDLC HDLC/LDLC
Control (] 1.50+0. 28 0.75+0.17 0.5540.08 0.66+0.12 1.2140. 28
(standard diet) 8 1.52+0.21 0.76+0.15 .0.5410.09 0.65+0.08 1.25%0. 30
Model 0 1.47+0.31 0.7240. 14 0.56+0.07 0. 64+0. 09 1.1940. 09
(Cholesterol-fed) 4 16. 6+2. 30° 0.84+0.17 11. 3+ 2. 06® 1.4740.22° 0. 20+0. 03°
8 18.842. 66° 1.07+0.19* 13.4+2.92* 1. 62+0.21° 0.15+0, 02°
Cholesterol-fed 0 1.4810. 27 0.76+0.15 0.5340.12 0.66+0.14 1.2140.19
+API0134 4 15.9+2.72 0.89+0. 14 10. 842, 00 1. 70£0. 24° 0.25+0. 02°

8 16.9+2.33 0.96+0.16 12.6+3. 34 2.03+0, 37 0.2140. 03¢
Cholesterol-fed 0 1.5040. 36 0.72+0.13 0.5440. 08 0.63+0.13 1.18+0.13
+ Nifedipine 4 16.6+2. 84 0.88+0.16 10.4+2.19 1.53+0. 24 0.21+0.03
8 17.3:+4.41 0.98+0.18 12.7+2. 21 1. 63+0. 25 0.161 0, 02*

a; P<0.05, b; P<<0.01, compared with the same group at 0 week; c; P<C0. 05, compared with model group at 4 week;

d; P<<0.05, compared with model group at 8 weeks; e; P<0.05, compared with API0134 treat group at 8 weeks.
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2.2 REFEELSR

KEEEAME RAEHHEABMESE
HoRBAEHRNBREET EEAREREL
B, BRI EETHBRRE, E3KR
A N8 B API0134 FZHH SHRAMA R, I8
R, TR B, £ 8T KR
B HFERAGAN DK EELRERR
BRERAHER S, HRENEMBEERET
API0134 I#HH . LRE R NENNLADY
E KIS RBEHE B T 2 H (PA) R/ 3Bk
PHEEARERMONERIKETERER
B (DS) WLE 2(Table 2),

Table 2. The effects of API0134 and nifedipine on
the percentage of plagues covering aortic
intima (PA), the incidence of atheroscle-
rosis of small coronary arteries (1IA) and
the degree of stenosis of coronary arteries

(DS) in rabbits(z+s, n=8).

Groups PA(%) IA(%) DS(%)
control 0 0 ()}

model 51.2419.9 62.4%17.4 57.6%+10.5
API0134 7.114.5* 12.5+4.8 10.6%3.4°
nifedipine  17.7+8.0* 20.3+7.8%% 19.31+4.8®

a; P<<0.01,compared with model groups; b, P<0.01,
compared with API0134 treated group.

Table 3. The effects of API0134 and nifedipine on
concentration of total cholesterol in aortic

wall of rabbits(z+s, mg/g wet weight),

concentration of TC

Groups n

control 8 2.8+0.4

model 8 12.5+3.2*
API0]134 treated 8 5.3£1.1%
nifedipine treated 8 7.942. 4%

as P<0. 001, compared with control groups b; P<0. 01,
conpared with model group.

2.3 EhKBIERSE

LRESH . MEBHEHRELHERS

BN 3(Table 3). 7 WL 5 Bk o 4% iH B #X 4861

B I RBRLAHENIEEER TXMEA
(12.5+3.2 K 2. 84+0.4, P<<0.001), M3 AH
B B4R S A B M@ API0134 zh4), 3 3 Bk BEAH
AR TREP<0.0D,BIEFXHBH., H
FrERERESKESEEMNEM 7. 9422,
4 H12.54+3.2, P<0.01),

3 ik ‘ .

RAREEREANN;LEAEQEHY
LRI KRR As B, B PA &k 57%,1A
K 62%,DS g 58%, REBHIL As LRI R BT
BFREREWAPI0I34 EEBENRFER
LR As fFH. ETERBEIR S PA(APIO134
HEAN 7% JACK 12%)F DSCh 11%),
UEELESKE TC R &.

A 5L59 F A, API0134 A AEFH AL % AH E #%
KRFESHRRBASIMAE A R, (HEBHX
FHH L3 HDLC & &, 1% % HDLC/LDLC K
8. HAERTTAE R HIL As B —. KB
BB F O, API0134 G655 HU R AL 5 i K &
EIREAFRRMMIE EC B4, 4 M/ 5
B ERI/MEASE R, RS B8
HWiIARAE LMKk SMC A, BN, 5
OERS APIO134 M LR EER, TRESHF
AT As WELBMRRF Y, N/ £ 45
ROEEH BEATLTRAE As fEA.

ERRRA FHERFREBBRR As
ERMER, SXRIE—&, HRFERT
RIHL As R A K API0134,
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% o SR b B AR B RSN S BRI ELE

PRGBRALRERE Y

L -1 ERFOHLARBLEP L BATALE
A EEEEEA - PR CHEBEARAH AN
MLBEN A EE, LBAYTE LN S EMATEN,
AHRFLoE. KA LB T AR, aTLH
EERAREICKRUEFIA LG A 0 AKX
WL MEMN A AU T AR . OA MR L Lt
A&, F R 8 L LA B 4o derived 1 A3, H 6T R AR
MOEGFNT, B ERS LD LR K E6%
EAME XX FRHECKLEALA K, RKREXO
(apolipoprotein) 5 § 57 apo CARHE.RTHAR Apo
Foapo B S GRE RS A RAL MY K
R#LaE Ao LialidamzqsrXF, 4BF5 @R,
ArEHEELAREALAR RA AN, R
ARAAMB. AT LR CHEAS AR TR, P
AR, KHMP L Hdy LA ALERT R LE TS
KRB TR HHSEBRA,
1 £EARBEIN (3T FA—FRAT
SF3ARF THAMSPIEY AR KX E.
AAE . HEA REAL FRYF BARAF R
RS #H MR F AL,
2 M FEpErgEATG AL ETHRENL
& EEARE,
3 EXFHEAGHRLAAGE £R&EERE A
Hdod) F o LA KE, LT BB £ K,
4 F kA RS Bk K4 g8 KR, b Rk
BTABRKAE . FLOPLBE), vREAFANE
& B2 @ 8 (very low density lipoprotein cholesterol.
VLDLC ). # s % ¥ & 4&, (atherosclerosis, As) ¥, F
HLX . TAEHE@, L L,
5 HIEFABHINESE

5.7 @iEA A AL YR R8s 8 KaE,
HEH -AREATTHE £XE ALEAR
(total cholesterol, TC),

5.2 @ EF il gl a4 R 4 99 58 A EE
ER, AR EFHAAAIEALTRET H,.—
RRA P2 FAGETE, LRE, A TR
L% % (norepinephrine, NE),

5.3 WEEMRGEANLARELEAEER
GFH  BEHREFERF 1~240F &, %
FHEAE, & B, #H bk #HH AL
(atherosclerosis. As). {24035 & J 45 5 & ¥l
ok, 4o B Bk M 4L (arteriosclerosis, AS) . H# id-=
8% (triglyceride, TG)Y, & %@ % A~ £ (inrer-
leukin, 1LY ¥,

5.4 ARG £ KB, BRI H LT A
. B iE 55 1 ARRES.

5.5 AAKRP SALEGIIBER. A
X AP A,

A BERFEIMATALFAEEAAFTY
F TARFHLASFEL et FHAFF
%) ,4e IL-1,

6 BE IrFXHLH, ZARKEGNLES
T A4,

BB, B 1994 10 1 1 B A
ERAXRBPALESGALE . AHHREEE
vE,HLFFEARL AL,

(FORER. B





