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samples of anticoagulated human whole blood. The
instrument is a controlled microprocessor in which
the process of platelet adhesion and aggregation,
following a vascular injury, is simulated in vitro. This
method has been designed to provide an in vitro
measure of primary platelet-related hemostasis sim-
ply, quickly, guantitatively and accurately in the rou-
tine screening of patients with potential hemor-
rhagic risk due to abnormal platelet plug formation.
Herein we report the results obtained by testing chi-
ral analogs of gemfibrozil, in order to evaluate their
ability to inhibit human platelet aggregation. All
tested compounds revealed a dose-dependent
inhibitory activity toward human platelet aggrega-
tion. Moreover, a similar inhibitory effect is
detectable in their precursor, the well-known gem-
fibrozil used as the basic reference compound. The
inhibitory activity of these compounds is generally
detectable at concentrations ranging from 1 to 5
mM. Considering the well-known activity of acetyl-
salicylic acid against platelet aggregation, we used
acetylsalicylic acid as a clearly established reference
compound and confirmed that it exerts a good anti-
aggregating activity. The findings allow us to sur-
mise that all tested compounds and gemfibrozil act
at the platelet level with a mechanism different to
that of acetylsalicylic acid, even if with a different
potency. In conclusion, the simplicity of the PFA-
100® system facilitates preliminary screening tests
in order to find new anti-aggregating compounds.
The use of this method allows us to demonstrate
that the synthesized gemfibrozil analogs inhibit
human platelet aggregation. Our study is still con-
tinuining as we are setting up an alternative sys-
tem based on the use of properly collected and anti-
coagulated bull blood. This new method, used to
study the previously described compounds and a
new series of gemfibrozil analogs, offers the advan-
tage of predicting the ability of these drugs to mod-
ulate the fibrinolytic system using more easily avail-
able standardized blood.
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THE FREQUENCY OF PLATELET NON-RESPONSIVENESS
TO ACETYLSALICYLIC ACID AMONG PATIENTS
HANDICAPPED BY VASCULAR THROMBOEMBOLIC
DISEASES

Braskd G, PALA
Medical Department, Sanofi-Synthelabo Ltd, Hungary

A comparison was made regarding the frequen-
cy of non-responsiveness to acetylsalicylic acid
(ASA) between 92 cardiology outpatinets of a dis-
trict hospital and 97 heavily handicapped patients
of the Raliway Hospital. The main differences were
in the populations of patients: the duration of the
treatment with ASA, the numbers of the combined
atherothrombotic events, the rate of totally and
67% handicapped patients. There were no signifi-
cant differences in gender and age. The non-
responsiveness to ASA was measured and deter-
mined by platelet aggregometry using the Born
method. Dose-response curves were plotted with
the various concentrations of the following induc-
ers: ADP, epinephrine, arachidonic acid and colla-
gen. Patients were considered as non-responders if
the aggregation of the platelets of the ASA-treat-
ed patients was not inhibited. Compliance was also
taken into consideration. Results. The frequency of
ASA-non-responders was 28.86% among the non-
handicapped cardiology patients of the district
hospital, whereas it was 45.8% among the handi-
capped patients. The latter had been taking the
drug for a long period (average 5.33 years) without
the pharmacodynamic effect of ASA having been
checked, whereas the patients of the other hospi-
tal were treated for a shorter period (1.5 years) and
the platelet aggregometry was performed in the
1st year of the treatment. The clinical significance
of these data and the importance of the pharma-
codynamic control of ASA are emphasized along
with the appropriate choice of another platelet
inhibitor for patients with cardio-, and/or cere-
brovascular ischemic events.
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ACETYLSALICYLIC ACID AMONG PATIENTS BEING HANDICAPPED FROM VASCULAR
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Gy. Blasko, A. Pal
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ABSTRACT I.
A comparison was made anna.s.u the n.mn_uu..a. of non-responsivencss to acetylsalicylic acid
(ASA) between the outp: of cardiology of 92 patients of a district

bospital and of 97 heavily handicapped paticns of the Railway Hospilal. The main differences were
found between the patient’s population: the duration of treatrment with ASA, twhe number of the
combined atherothrombotic events, the ratc of'the tatally and of 67% handicapped pts, whereas
there were no significant differences in gender, age.

‘The non-responsiveness (o ASA was measured and d. ined using platel ¥ based
on the method of Born.Dose-response curves were plotied with the verious concentrations of the
following _Eﬁha ?Ew used: ADP., epinephrine, arechidonic acid and eollagen.

Pts were ders il the ion of the platelets of the ASA-treated pts was
not inhibited. .:.nﬂﬁm__-non was also taken into consideration

Results: The frequency of ASA-non-responders was 28.86% among the non-handicapped
cardiological pis of the distriet hospital and 45.8% amang the bandicapped pts. The latter were
taking the drug for a long period (s+2mage 5.33 years) without controlling the phanmacodynamic
elfects of ASA, whereas the pts of Lhe other hospital have been treated for & sharter period (1.5
years) with the platelet apgregometry beeing performed in the 1st year of the treatrment

“The clinical significance of these data and the importance of the pharmacodynamic control of ASA
are emphasized alongwith the appropriate choice of enother platelet inhibitor for the pts with
cardio-, and/or ccrebrovascular ischemic events.

,»Until aspirin resistance’s true nature and prevalence are better
defined, no test of platelet function is recommended to assess
the antiplatelet effect of aspirin in the individual patient.”
American College 1 Chest Phyziciens guideline,

Plaisior A Drugs (Carla Parromo et of), Chest 207 - 119 358

Aspirin takers with high level of thromboxane B2 urinary

excretion face to a 3.5 fold cardiovascular death risk.
Eikelboom Cirelation, Agr 2002, 105 1630

' METHOD 1.

The i ta ASA was d and ined using platelet y

Nmmcr.ﬁm _
MAV Hosp.:

non-responders: 44, 45,3%

ABSTRACT II.

There are & lot of 1echnical concems to perform a comect aggregometry by the method of Born.
That was the reason why we were loaking for a simpler method using fix doses of inductors (ADP, epinephirin, AA, collagen) and an sutomated messuring s:+tem
(CARAT- T4 Aggrepometer) in the second part of this ME&.

were under the itions in all the centres. Platelet aggregation was measured by using a computerized Carnt TX4 Eax_n. aggregometer,
For the inlerest of mass-screening, fived doses of dilferent inductors were used (ADP 5 and 10 pM, collagen 2 pg/ml, epinephrine 10 pM, arachidonic acid 0,5 mM).
Maximal platclet aggregaiory resulis of the 130 untresied eontrol cardiovascular patients are as follows:
Results coming from diflerent centres did not differ substantially from each other. The threshold of the measurable inhibition was postulated as mean of maximal
ion% minus 25.D. of the untreated contrals. Treated patients with an antiplatelet agent were cansidered resistant to that particular drug if resulis of the

tx.
55%

Results MAV Hospital

0 responder

maximal aggregation were higher, than this limit, Arachidoric acid was used 252 control of drug compliance of aspirin. Epinephrine and collagen wore usad 10 evaluate
aspirin monotheripy (resistance to any of thess two indictors meant aspirin collagen and ADP si were used to evalusie the
combination therapy al aspirin and ticlopidine (data not shown).

Aspirin monotherapywas evaluated, and ratios of resistant cases were determined. Cardiovascular patients reeeiving aspirin (100-125 mg) alone for secondary prevention
showed a 25% resistance rate (207 ou of 823). Tailored antiplatelet therapy is possible with a relatively easy routine sereening method. Patients who are resistant (o any

oml antiplatelet drug should receive a combination therapy which proved superior in the recent acute coronary syndrome trials.

@ nonresponder

1 Szent Imre Hosp.:
 Incomplete responders: 9

! {responds to dose elevation)
|nonresponders: 26,  28,2%

Results Szent Imre Hospital

Traditionali .Emnﬁqﬂﬂﬁcﬂétﬁa gﬁ_ inhibitor causing a shifi 1o A well defined single inductor conceniration can represent the
ittt o oA a higher EC50. effect of the platelet inhibitor taken. Concentration of inductors
sgegpion used in this study came from previous experiences to reduce the

complexity of messurvment in case of a single patient.

‘Wha is resistant to antiplatelet therapy ?

RESULT IL

resistants

H
based on the method of Bom. Dose-response curves were plotied with the vari " 28%
. of the following inducers being used: ADP., epinephrine, arachidonic acid and collagen. The time i 0 responder
| ?.:&Es%n?&:n dministration and the ion was av. uu_asm
Pis were conside if the sggregation of the platelets of the A
| QEEEE_&._.E pliance was also taken into consi _ 77% B nonresponder
PATIENTS 1.
CONCLUSION L.

Hospital MAV. 997-1999 Hosp. Szent [mre 1997-2000

N =97 (handicapped) examined to ASA non responsi N = 92 cardi b . exarmined for ASA non
Patients’ population in MAV hospital: responsiveriess:
Mean age: 58,18 y, Distribution:  fernale:15, male: 82 Patients’ population in Szent Imre hospital:
Mean age : 47.3 y, Distribution :female: 37, male:
Diagnoses 55
CHD+PAD 5
Stroke+PAD 2 Diagnoses
CHD+stroke 2 Hypertensive disease 39
Hypertension 2 CHD 41
Coronary Hean Disease 47 Cerebrovascular disease 38
Cercbrovascular disease 16 PAD 6
PAD 14 amaurosis fugax 7

Mean time elapsed from (he first event and ASA
Mean time elapsed from the first event and ASA treatment.  treatment: 3,5 weeks (1-5 weeks)
5.33 years (1-29 years)

i 100 % handicapped: 21
| 67 % handicapped : 82
| The ks of haiwap:

Group il - 67
Group 1 100% kes of werking capacity,
Groesp 1 100% hors of werking capucity + cars and cursing assistance peeded
The lime lo classificatics. munspal § morths - | year

between the centres,

The ratio of ASA non responsiveness among the non handicapped cardio-vascular patients is in good accordance with
the previously obtained epidemiological data (32%):
Amang the handicapped patients the ASA non responsiveness ratio is higher 458%

Patients were treated by ASA for years (mean 5,5 years) without the control of phurmacodynamic efficts.

282%

The cutofT value of aggregation inhibition: Mean ., —2SD

ASA treated N=813

Prospective studies are unaccepiable for ethical reasons as, if it is proved that ASA does not inhibit sufficiently platelet
aggregation, the continuation of ASA treatment would be unethical.

The underlying reason for the higher ASA sponsi) jorily of the icapped patients- when

treated withoul control- may be the olthe ic di resulting in new vascular events

contributing 1o the handieap

Data from Szent Imre Hospilal mainly camc from sumples taken after the first event. This fact explains the differences | CONCLUSION IL

| Acconding to the recont opinion of Eikelbaum et al. Only 25 % of the cardiological cases are treated propery
| with ASA or other antiplatelet agents.

‘Whal are the clinical of ASA t
. The rapid screening scheme described resulted in spproximately similar mte of ASA nonresponders, as it was
1. Control examinations ere needed 1o prove the pharmacodynamic effect - found earlier. The pbarmacodynamic control of ASA treatment! is esseutial in order to find the group of patients
2. ASA should not be preseribed if its non-c{Ticacy is proven! b Ak " i 9 s = N .
3 No ive study! | who nee therapy. The P are better fior these patients because of
4. The effect of platelet ion inhibitor lled by laboratory method ion, PFA-100, the different underlying ism of action, the I of d d mainly because of the

ete )ttt

better clinical efficacy




