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0462 EFFECT OF SULPHINPYRAZONE (SP) ASPIRIN (ASA) AND DIPYRIDAMOLE (DP) ON PLATELET
VESSEL WALL I NTERACTION AFTER ORAL ADMINISTRATION TO RA BBITS . J . A. Davies' & 
V. C. Menys , University Depar t ment of Medicine , Leeds , U. K. 

Clinical trials of anti - pla telet drugs have suggested that they may be useful in the 
prevention of thrombotic disease . While such drugs inhibit platelet function, those 
which act on cyclo- oxygenase also reduce PGI2 synthesis and may interfere with tne 
natural antithrombotic properties of the vessel wall . We studied the effects of SP , 
ASA and OP ex vivo on the platelet-vessel wall interaction. Rabbi ts were dosed by 
mouth with drug (at about twice the weight - adjusted human dose) or placebo for 5 days , 
then e x sanguinated and aortas r e moved . Washed platelets prepared from the blood were 
labelled with SlCr. and their adhesion to everted aor ta p r epared from t r eated o r control 
rabbits was measured in a perfusion device . PGI 2- like activity in aortic r i ngs was 
assayed by its inhibitor y effect on p l atelet aggr egation to ADP . Adhesion of platelets 
to aort as from SP- t r eated r abbits was i ncreased (p < 0 . 025) , PGI 2 - l i ke acti v ity was 
pa r tially inhibited , but over all adhesion of SP- treated platelets to aor tas f r om 
SP - treated animals reduced by 30% (p < 0 . 02) . Adhesion to aor tas of ASA- treated rabbits 
was sliahtly inc r ea=-.ed (p > 0 . 1) , PGI 2 - l ik e act iv i ty abolished , and no overall reduc tion 
in platelet adhesion seen . DP had no e f f e ct o n adhesion or PGI - l i ke activi t y. These 
results support the evidence that cyclo - o x ygenase inhibitors re~uce the inher ent 
resistance of the vessel wall to platelet adhesion. Ho wever with SP , inhibitory effects 
on platelets appear to be mor e impor tant . 

0463 mDlJl.ATION BY DIPYRIDAMJLE OF THE ARACHIOONIC AC ID METABOLIC PATHWAY IN PLATELETS. 
AN IN VIVO AND IN VITRO STUDY 

G.G . Neri Serneri ,G.F.Gensinix,R.Abbate, S.Favilla and R.Laureano, 
I stituto di Patologia ~1edica II, Uni versity of Florence, Florence, Italy 

Dipyridamole is a useful antiplatelet agent in specific clinical conditions ,but its effects 
on TXBZ production by platelets are now being debated.Resting platelets from patien~s wi th 
1. 5- 2 pg/ ml serum dipyridamole (spectrofluorimetric assay) , administered by venous infusion 
or by oral route, showed an increased concentration (m.v. +58 %,IX O.OO1) of cAMP (radiometric 
assay) .After s timulation with thrombin (5U/ ml ) platelets produced a significantly decreased 
amount of TxB (m .v . - 60% ,P< O.OOl ) (radioimmunoas say with ant i body kindly supplied by Doctor 
J .B.Smith ,Phi tadelphia) .However al so after stimulation with arachidonic acid (A .A. ) 1 mM 
TXBz pr oduction was decreased (m.v. - 50%,P< 0 .OOl ) .The incubation of control platelets with 
different concentrations of dipyridamole (0 . 5,1 and 2 p g/ ml ) for 20 min at 37 °C resulted 
in an increase of ~p and in a decrease of TXBZ product i on after stimulation with thrombin 
and with A.A .. These results indicate that dipyrIdamole i s endowed with direct antiaggrega= 
ting actiJi t y caused by a decreased production of TxB2.This in turn seems due t o an inhibi= 
t ory modulating effect of ~p on arachidonic acid cyclo-oxygenat ion .However our f indings 
do not rule out an i nhibitory effect also on phospholipase A2. 

0464 I I'K:REASE OF CIRCULATING PGI 2 AND PGI 2RELEASED BY VESSEL WALL AFTER DI PYRIDAMOLE 

* G. Maso tti , L . Pogges i, G. Galanti, G. G. Neri Serne ri 

I st i t uto di Patologia Med ica 11, Univer s ity of Flor e nce , Flo r e nce , I tal y 

PGI present in c ircu l at ing blood is pr oduced by the lungs (Gryglewski et al. 1978) and 
in Ruman s c an be al so produced by vesse l wall af te r 3 min. i schemia (Neri Serne ri et a l . 

1978) . We s t udied the effects of Dipyri damole (Dp ) on circul at ing PGI and on its re l ea
se by vesse l wal l induced by ische mi a . PGI was assayed by Vane supe r?us ion t echnique . 

Dp in acu t e inf u s i o n such to de liver a 1 . 5~2 ug/ ml ser um concen trat i on (spectr ofl uorime 

tr i c determination ) prov oked i n 4 pa t i ents an inc r ease i n circul ating PGI (between 30% 

and 500%) ; in 2 patie n ts the appear ance of PGI Z pr evious l y undetecta bl e ; ind no c hanges 
i n the l a st Z patients . Al so PGI Z pr oduct ion by vesse l wa l l after i sche mia was increa sed 

by Dp i n 6 out of 8 pa tien ts but at a l esse r extent (increase of PGI 2 ou t put between 12% 
and 40%) . The e ffec t s of Dp we r e pre v e nted by pre treatmen t wi t h i ndomethac in. Our resul ts 

indic ate t ha t an t iaggr e gating ~c tivity of Dp i n vivo i s connec t ed no t only wi th its ef
f ects on plate l e t s , but al s o to e nhanced produc t ion o f PGI Z no t necessar ily due to an 
inc r e a sed l e v e l o f intrace llular c AMP. 
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