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for maximal antiplatelet effectivity
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Background The optimal timing for 600 mg clopidogrel pre-treatment before planned PCI

100+
in patients with stable coronary artery disease has never been tested in a randomized trial.
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e Methods The time course of platelet inhibition was investigated in 105 patients pre-treated
T T with clopidogrel = 6h before the planned procedure. Flow cytometric analysis of the
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vasodilator stimulated phosphoprotein (VASP) phosphorylation state was done and a
__________________ Platelet Reactivity Index (PRI) was calculated prior to treatment (baseline) and at 12, 28,
36, 60, 84 and 108 hours after the clopidogrel loading dose (LD) administration.
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Results The maximal inhibition of platelet activation was seen at 28 h post administration
i (PRI mean 36 + 23%), and 2/3 of patients had PRI value < 50% (Figure 1). At 12 hours 47%
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of patients had PRI value = 50% (mean 45 + 21%). 600 mg of clopidogrel significantly

suppressed platelet activation for 4 days (Figure 2). A correlation was between baseline PRI ( \

and its values by 28 hours (rS = 0.48, p < 0.001), between 12 h — 28 h the correlation was o~ N
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strong (rS = 0.77, p < 0.001). 0 1'0 20 20 26

hours after 600mg clopidogrel administration Conclusion The time curve of clopidogrel efficacy was dependent on baseline platelet pretreatment duration (hours)

. . . reactivity. Among stable CAD patients, pre-treatment with 600 mg of clopidogrel resulted in
Flotie L Timesdepenaentinhibitioniof piate|eUR2 Y12 iecepton maximal antiplatelet efficacy one day after drug administration. Recovery of platelet Figure 3. Frequency distribution of the 600 mg clopidogrel

(NSR [pieeplne e SEi) SR ine clepltogre) BT e L2 activation was achieved on the 5th day after a high loading dose. pre-treatment duration in PRAGUE-8 study
***p=0.001 baseline mean PRI (%) vs. mean PRI (%) at 12h and 28h after
LD; **** p=0.002 baseline mean PRI (%) vs. mean PRI (%) at 36h after LD;
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%an Clinical implication. The PRAGUE-8 trial randomized 1028 patients
=75+ with stable angina to group A (‘non-selective’—clopidogrel 600 mg >6 h
El o before coronary angiography+PCl) or group B (‘selective’—clopidogrel
E § 0 600 mg in the cath-lab after coronary angiography, only in case of PCI).
£ L £ ol T “minor T “major The mean time between clopidogrel administration and coronary
ko 504 2 bleeding bleeding angiography was 21 h and only in 4 (0.7%) patients, out of the entire
2 % 1 pre-treated study population, had time intervals <12 h (Figure 3).
§ E 40 4 However, as the main PRAGUE-8 trial results shown, the risk of
= 3] bleeding associated with the full antiplatelet effect of 600 mg clopidogrel
% ﬁ pre-treatment was not outweighed by the risk associated with coronary
® o 204 intervention on a stable atherosclerotic lesion. High (600 mg) loading
o 10 dose of clopidogrel before elective CAG increased the risk of minor
5 0 -_ bleeding complications, while the benefit on periprocedural infarction
£ ar i " s T4 was not significant.
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Figure 4. Dose dependent efficacy of clopidogrel and prasugrel in different patient population expressed as the mean of maximal decrease of
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