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Abstract— Several clofibrate congeners (bezafibrate, gemfibrozil and fenofibrate) were investigated the relation-
ship between effects on the aggregation induced by aggregating agents (thrombin, arachidonic acid, ADP and
collagen) and arachidonic acid metabolism in rabbit homogenized platelet. In platelet aggregation study, all
drugs produced no significant inhibition (data not shown) in arachidonic acid and thrombin. Also platelet
aggregation by ADP was not changed in bezafibrate and inhibited dose dependently in fenofibrate and gemfib-
rozil. Platelet aggregation by collagen was inhibited dose dependently and significantly (from p<0.5 to p<0.001)
by gemfibrozil and fenofibrate at concentrations hetween 20 and 400 uM. In arachidonic acid metabolism study,
synthesis of thromboxane B, was not changed in rabbit platelet membranes and that of prostaglandin E,
and Fs, was slightly increased hy all drugs. It was concluded that clofibrate congeners inhibited ADP and
collagen induced rahbit platelet aggregation and inhibition of collagen induced aggregation was probably media-
ted through some mechanism (pathway) other than arachidonic acid metabolism, judging from arachidonic
acid metaholites (thromboxane B, prostaglandin E. and F..) synthesis in rabbit homogenized platelet.
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vEhbs "8Il pathway ] A& A7) 2= ofl-§-
7}2 7} 9l3(Nihort 2, 1988) Al HAule) -2zl
ZH5 gl o w(Almer ¥ Kjellstrom, 1986), thromboxane
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+25 18]3 512+ 288 $A& ZrlA7|e Ak A
13, gemfibrozil®} fenofibrater = FEHoE 7
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Table 1. Effects of bezafibrate, gemfibrozil and fenofibrate
on platelet aggregation induced by ADP

Table 1LI. The effects of bezafibrate, gemfibrozil and fenofi-
brate on rabbit platelet arachidonic acid metabolites synthe-

— sis

Inducer Drugs Conc. - Aggr cga- .Inhlbl' ; _
(uM) tion (%) tion (%) Metabolite Drugs* DPM X103

Vehicle 466+ 114 Control 589+ 3.2

20 499+ 56 (_)71 Thromboxane Bg Bezaf_ibratf_: 6.17+ 1.8

Bezafibrate | 200 | 483+ 25| (—)37 Gemfibrozil 562+ 1.7

400 521+ 2.8 (—)99 Fenofibrate 512+ 117

ADP Gemfibrozil 200 441+ 59 5.4 Prostaglandin Eg Bezafibrate 569t 2.7

Fenofibrate 514+ 0.9

20 427+ 3.0 84

Fenofibrate | 200 | 380+ 44 185 , Control 3.72%02

400 363+ 82 291 Prostaglandin Fs, Bezafibrate 444+ 1.1

Gemfibrozil 486+ 1.3

(=) : Promotion. Fenofibrate 430+t 1.1

Table II. Effects of bezafibrate, gemfibrozil and fenofibrate
on platelet aggregation induced by collagen

Conc. Aggrega- Inhibi-
Inducer Drugs (uM) tion (%) tion (%)
Vehicle 64.83% 3.8
20 65.0£ 2.7 (—)0.3
Bezafibrate 200 59.7t 5.8 7.9
400 59.7£ 23 7.9
: 20 |64.3£29 0.7
Collagen | Gemfibrozil 200 | 553+ 2.9* 14.7
400 | 55.0£1.7** 15.1
20 | 57.0L1.7* 12.0
Fenofibrate 200 | 45.7£ 2.3+ 295
400 | 40.3 4.6*** 37.8

Significance level : *p<0.05, **p<0.01, ***p<0.001.
(—) : Promotion.

7} $19dtk. Table I coallgenol] @)t Eigt 27 ol 4]
ofEe] 32 fepd Zlojr}. Bezafibrate= S-oitia
(64.8% 3.8)e B]&) 20, 200 =] 400 pMell A 27} 65.0
* 27 59.7+58 8|3 51212322 £3e 74A]7|
= 23S ¥4, gemfibrozil-& 2002} 400 uMel| 4] Zhzh
55.31r 299 550+ 172 ZA}HeR FAMAAP<
0.01) #4217 vk. 28T fenofibrated]| A= 20, 2007}
400 pMell A Z+zF 57.0% 1.7(p<0,05), 45.7% 2.3(p<0.001)
T8 403+ 46(p<0.00DE EAACZ 914 3171]
Er o&aor b4zt Table I E7)2 &
Foll A AlgFEo] arachidonic acid PfAHHE<] PGan,
PGE,%} thromboxane B, 4 &4l n]x]& 388 ¢lolt
Ajolr}), wrE=mZvlE gelwst Az} PGF,, PGE:%}
thromboxane B.2] ReZ& zhzh 0.20, 033 28] 044
0]9] 3, PGF5,2] /43 24X 1,000 dpm)-2 ™ Z7-(3.72% 0.2)
=} w|w3d}le] bezafibrate(d 44+ 1.1), gemfibrozil(4.86%
1.3) 2=2]3 fenofibrate(4.30+ 1.1)o) 4] ZE7}3t9l 1, PGE,

*Final concentrations of all drugs are 200 uM.
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washed platelet suspensionell A& $-3-& fFielerd)
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boxane Br= # 2 HAHA FA7 Aq¥S &
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1992). Arachidonic acid®] B2 thAF4AHE e 4] PGE, 2}
PGE,= thromboxane B9} Za] d4sde] 238 o
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