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Figure 1  Chemical structure of ISA

190 ~210 g, &, Wistar

s

: 2001-08-01 .
(2001 BA701 A07
- 14) .
(1972-),
" Tel :(010) 64711199 - 6084 , E- mail :wht72 @263 .net

; 2~3 kg, &,

(ISA,
>98 %) , >
(‘acetyl salicylic
acid,ASA) , Astra ; ( Nim)
) ; ( )
;FeCl, (TTC) ,
; ADP Sigma ; ,
XTT , ;
AEG 220 , Shimadzu ;
(400R) , Heraeus ;LG PAPER-1
1 s
ig ISA,ASA ( ) ,qd,
3d. 1 hipl10% 3.2 mLekg'
10 cm
7 ( 8 cm) ,
( 3 cm),
. 15 min , >
; 60 C
45 min, s s
6
,(1) :(2) MCAT  ;(3)ISA 50 mgekg '



. 246 -

Acta Pharmaceutica Sinica 2002 ,37(4) :245 - 248

:(4)ISA 100 mgekg™'  ;(5)ISA 200 mgekg '

(6) NIM5 mgekg™'  .3-~6 ip10 %
0.4 mL'kg'l Tamura 'Y s
, 50 % 10 pL
,30 min s
, . igl 60
min 1
(6,24 h), Bederson '*! ,
) 4 )
, . ( )
, 4°C 5. TTC
( 5 mL 4% TTIC 1.5 mL, 1
mol* L' K, HPO, 0.1 mL) ,37 C 30 min
10 %
, [6]
5, JISA 50,100,200 mg*kg ' ASA
50 mgekg ' Lig ,qd, 3d. ig
1.5 h ,3.8 %
(1:9) ,800 r* min"' 8 min,
( ) PRP,2 500 r* min ' 15 min,
(PPP), PPP  PRP
(6~8) x10°*L". 300 uL PRP,
ADP 4 pl( 4 ymole L") 7.5 uL,
Born
4
, JASA  ( 4% ) .4 %
, ( , PRP
10 ~10 "mol* L"),
PRP( 4x10°-L"), PRP
300 L, 10 pL,37C 10 min,
ADP 5 pL 7.5mL,
x*ts ,

1 ISA

b 1 b
ASA 50 mgekg ' ISA25,50,100 200 mgekg '
3d ,
Table 1  Effect of 3 ,4- oxo isopropylidene shiki mic

acid (ISA) given ig on thrombus formation in the
arteriovenows shunt model in rats

Dose/ Thromll)us . PeArcAe Tlt Th rom?)us A Pelrc§ Tlt
Group o wet weight inhibition  dry weight inhibition
me ke / mg / % I mg / %
Control - 183 £53 42 *12
ISA 200 107 17" " 41 .4 254" " 40 .2
100 119 £23°° 349 285" " 343
50 130 £48° 29.0 29 F12° 30.7
25 136 239" 25.5 32%9° 255
12.5 1447135 21 .1 33 %8 21.0
ASA 50 128 £33 ° 29 .8 29+8" " 31.0

ISA, at the dose of 12.5, 25, 50, 100 and 200 mg'kg'1 , ig, was
administered for 3 d, qd. The control and ASA group were given,
ig, distilled water and ASA 50 mgekg ' respectivly. The weight of
arteriovenous shunt thrombus in rats was quantified. n=10~12,

xEs. P<0.05, " P<0.0l = control group
2 ISA
2 5
, ISA 50,100 200
mg* kg ' 5 mgekg !
6h 24h

Table2 Effect of ISA on neurologic deficits in rats
after middle cerebral artery thrombosis ( MCAT)

Nuerologic score

. -1

Group Dose/ mg* kg 6 h 24 h
Sham - 0 0
Vehicle - 3.5%0.7%° 3.1%0.7%%
ISA 200 1.8f0.8"° 1.4%0.5°

100 1.9%f0.7"° 1.6%0.

50 2.4%0.7"° 2.2%0.
NIM 5 2.6%0.7"° 6%0.

ISA, at the dose of 50, 100 and 200 mg'kg'1 , ig, was
administered for the first time instantly after MCAT, and in an hour
for the second time . At the same time , the control and vehicle group
were given, ig, distilled water. NIM, at the dose of 5 mgekg ',
ig, was given. The nuerologic score of rats was measured at 6 h and
24 h after operation. n=10 ~12, xts. P<0.05, " P<
0.0l = vehicle group; ““ P <0.01 = sham group

3 ISA
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Table 3 Effect of ISA on rabbit platelet aggregation
in vitro

ADP Collagen

Concentration

Group Maximum Percent Maximum Percent
/mol*L"! aggregation  inhibition  aggregation inhibition
rate/ % /[ % rate/ % [/ %
Control - 63 *19 - 69 16 -
Vehicle 4 % alcohol 60 20 - 60 £20 -
ISA 10°3 37+21° 7 415 32%18° 7 53.7
1074 44k16"" 294 39+18" " 43 .6
10°° 47 *19° 24 4 48 217" 30 .8
10°° 50 22 20.9 48 £19" " 30.1
1077 56 £22 10.1 56 18 18 .8
ASA 10°* 44 +19° 27 .1 42*20%* 383

ISA, was added to platelet rich plasma ( PRP) at the concentration
of 107° ~ 10> mol*L™" , to determine the maximum aggregation
rate of rabbit platelet. Distilled water was added to control group .
The vehicle and ASA group were added 4 % alcohol and ASA 50
" P<0.05, " P<0.01
ws control group; © P<0.05, “* P<0.01 w vehicle group

mge kg ', respectivly. n=12, x *s.

[4]
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EXPERI MENTAL STUDIES ON THE ANTF THROMBOSIS EFFECT OF
3 ;4 OXO ISOPROPYLIDENE SHIKIMIC ACID

WANG Hong tao, JIN Hong-tao, SUN Jiarr ning, XU Qi ping, GUO Ya jian

( Departnent of Pharmacology , College of Chinese Medicine , Beijing University of Traditional
Chinese Medicine , Beijing 100102 , China)

ABSTRACT: AIM To study the effect of 3 ,4 oxo isopropylidene-shikimic acid ( ISA) against arteriovenous shunt
and middle cerebral artery thrombesis ( MCAT) in rats . METHODS  Arteriovenous shunt model was adopted to measure
thrombus weight ; The neurologic deficit ( ND) and the infarct size (IS) of the middle cerebral thrombaesis ( MCAT) model
induced by Fed; were observed ; The effect of ISA on platelet aggregation rate of rat and rabbit by giving ISA in vivo and
in vt was studied. RESULTS ISA 25,50, 100 and 200 mgekg ' ig was shown to reduced the weight of thrombus
in arteriovenous shunt model ; ISA 50, 100 and 200 mg*kg ' ig for 2 times in 24 hours, attenuated the ND of rats
subjected to MCAT; ISA100 and 200 mg*kg ' reduced IS of mats after MCAT by 27.8 % and 31.6 %, respectively ;
ISA50, 100 and 200 mg*kg ' ig inhibited platelet aggregation of normal rats; ISA10°° ~10"° ma* L™, inhibited
rabbit platelet aggregation in uitro . CONCLUSION ISA inhibited thrombosis by antt platelet- aggregation .

KEY WORDS: 3,4 oxo isopropylidene-shikimic acid; thrombesis ; cerebral artery; cerebral ischemia ; cerebral
infarction ; platelet aggregation





