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Low molecular weight heparin after mechanical heart valve

replacement. Montalescot G, Collet JP et al. — 2000

PCl after subcutaneous enoxaparin pretreatment in patients with Collet JP et al — 2001
unstable angina pectoris.

Effects of Abciximab on the architecture of platelet-rich clots in

patients with acute myocardial infarction undergoing primary PCI Collet IP et al - 2001

Acute release of plasminogen activator inhibitor-1 in ST-segment

elevation myocardial infarction predicts mortality. Collet JP et al — 2003

Anti-Xa activity relates to survival and efficacy in unselected

) . , Montalescot G, Collet JP et al. — 2004
acute coronary syndrome patients treated with enoxaparin.

Impact of prior use or recent withdrawal of oral antiplatelet Collet JP et al = 2004
agents on acute coronary syndromes.

Architecture of intracoronary thrombi in ST-elevation acute

myocardial infarction: time makes the difference. BeyguiF, Collet JP et al — 2006
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Effects of various anticoagulant treatments on von Willebrand

factor release in unstable angina. Montalescot G, Collet JP et al. — 2000

A unique, low dose of intravenous enoxaparin in elective

percutaneous coronary intervention.
Chousat R, Collet JP et al — 2002

Eptifibatide provides additional platelet inhibition in NSTEMI

patients already treated with aspirin and clopidogrel. Results of
the PEACE study. Dalby M, Collet JP et al — 2004

Percutaneous coronary intervention after fibrinolysis: a multiple meta-

analyses approach according to the type of strategy. Collet JP et al — 2006

Enoxaparin anticoagulation monitoring in the
catheterization laboratory using a new bedside test. Silvain J, Collet JP et al — 2010

Slow response to clopidogrel predicts low response.
P pidogrel b P Bellemain-Appeix A, Collet JP et al. — 2010
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Collet JP et al . PNAS 2005

Weisel JW et al . Science 2009 Brown et al . Science 2009
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Silvain J, Collet JP et al . UPENN 2006



Thrombus Inhibition
Fibrinolysis depends on fibrin phenotype

Collet JP et al. Arterioscler Thromb Vasc Biol. 2000
Collet JP et al. Arterioscler Thromb Vasc Biol. 2006
s e Silvain J, Collet JP et al. Thromb Haemost. 2011
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Generation of the Hypothesis ... “Time make the difference”

60 min

Figure &, White (&) and ped (B) thrombies trapped in the Spider
filters in patienta 1 and 2,

6 Hours

Beyqgui F., Collet JP et al. Circulation 2006
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Dose effect of clopidogrel reloading in patients already
on 75-mg maintenance dose: the RELOAD study.. Silvain J, Collet JP et al — 2008

Can we override clopidogrel resistance? Pena A, Collet JP et al. — 2009

High on-treatment platelet reactivity as a risk factor for secondary

prevention after PCl : A landmark analysis of the ARCTIC study. Montalescot G, Collet JP et al — 2014

Coronary revascularization in the diabetic patient. Silvain J, Collet JP et al — 2014

Pretreatment with P2Y12 inhibitors in non-ST-Segment-elevation Collet JP et al — 2014
acute coronary syndrome: an outdated and harmful strategy..

Platelet function test-guided strategy: lost in translation? Collet JP et al. — 2015

Efficacy of ex vivo autologous and in vivo platelet transfusion in the
reversal of P2Y12 inhibition by clopidogrel, prasugrel, and ticagrelor: the
APTITUDE study.

Reasons for the Failure of Platelet Function Testing to Adjust Antiplatelet Lattuca B, Collet JP et al — 2019
Therapy: Pharmacodynamic Insights From the ARCTIC Studly.

O’Connor S, Collet JP et al — 2015



Stent Thrombosis

Can we override clopidogrel resistance?

p=0.0032 (Krukal Wallis)
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Pena A, Collet JP et al. — 2009
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Cardiovascular risk in clopidogrel-treated patients according to
cytochrome P450 2C19%*2 loss-of-function allele or PPI
coadministration: a systematic meta-analysis.

Consensus and future directions on the definition of high on-
treatment platelet reactivity to adenosine diphosphate.

New P2Y12 inhibitors versus clopidogrel in percutaneous
coronary intervention: a meta-analysis.

Composition of coronary thrombus in acute myocardial infarction.

High doses of clopidogrel to overcome genetic resistance:
the randomized crossover CLOVIS-2

Switching acute coronary syndrome patients from prasugrel to
clopidogrel.

Hulot JS, Collet JP et al. — 2010

Bonello L., Collet JP et al — 2010

Bellemain-Appaix A, Collet JP et al — 2004

Silvain J, Collet JP et al — 2006

Silvain J, Collet JP et al — 2011

Kerneis M, Collet JP et al. — 2013
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Cytochrome P450 2C19 polymorphism in young patlents
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treated with clopidogrel after myocardial i=&
a cohort study

Summary

P T il e the mainstay aral antipld
Behaemic events after acute coronary syndromes or stent plcement. The Frof
sa-; A [} of cymchrome P4%0 ICi9 (CYP2CIH s an important i

Ividuals of the anfiplotelet effecs of |. We assessedd whether the C
angvem prognasis af pati heonically treated with

Mathnds Retween April 1. 1996, and April 1. 2008, 25% yamg patients faped <45 yead
imfarction and were exposed to clapidogrel treatment for at least a month, were enrf
underwent CYPACIH} -lclmnhullnn 'I'Iw rlrlrrnrr endpaint i mmerIe of|
urgent coronary it Fuklo
secondary endpaini was stent throm basts pNWcII h‘r in!kwaphL

Fintings Madian clapklogrel exposurn time was 1-07 yoars (IQR 02850, Basel
between carriens (heferozygaius *1(*2, neid; humotygous *2/*2, n=8) and nan-carr
The primary endpoint eccurved more fequently in carmiers than [0 non-carrle)
[HR] 369 953 €1 1.60-8-05], p=0-000%), as did stent thrombosis {eight v fo
- 00009}, Thee detrlmenial effect of the CYPRCTE penetlc varlani persisied
initiativn up o the end of followup (HR 300 [1.27-7-10], pi. 000} After mult]
genedl variant was the only independent predioes of cardioveszulor events (HE 4]

Tntarpreration Th CYP2CI9 2 genetic variant b major desorminan of progrsts |
clopidogrel treatment after myocardial infaretion,

Funding Débégation 3 la Recherche Clinique, Assistance Publique Hipitaus de Pari

Collet JP et al — 2009
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Bedside Monitoring to Adjust Antiplatelet
Therapy for CorOnary Stenting

ARSTRACT

BACKGROUND

Patbenes’ responses 1o oral aneplarelet therapy are subject t0 warkation. Bedside monk-
woring offers the oppornmity o |mprove outcomes after coronary steneing by mdi-
vidualizing rherapy.

wETHODS

We randomly assigned 2440 pacens scheduled for coronary seenting ar 3% ceners
o & seravegy of plarde-function moniworing, wich drug sdjescment in patens who
had a poor response to mtiplaceles therapy, or © 4 cmventiona! scrategy withour
monitoring and dreg adustment The primary end point was the composite of
death, myocardial Infifcrion, stens thrombosts, siroke, OF wigene fEvEstulire drion
1 year after stent implantacon. For padents m the mondtoring group, the VertfyNiow
P13 and aspirin polntofcare assays wers used in the carhereryz avion 1shoramry
befirre stent imptansation and o the ourpatient clinic 2 vo 4 weeks Laer,

FEFULTS

In the monim¥ng group, hich plareler reacovity in patients raking clophdogre!
(34.5% of patienes) or aspirin (7.6%) led wo the adminiseration of an addiviond] bolus
of clopidogre], prasogrel, or asperin along with gheooprowein Thillla inhibioes during
the procedure. The primary end point ocourred in 34.6% of the pariens in the moni-
wring group, as compared with 31. 5% of those in the conventional-treament group
(hazamd rato, 1.13; 95% confidence fnrerval [CI1 0.98 o 1.29; P=0.10). The main
secondary end poing, stene thrombosis or &ny urgent revascalarizadon, oocurred in
4.5% of the patients in the monitoring group and 4.6% of those in the conventomal-
wrearment group {hazard racho, LOG& 95% C1, 074 w0 152 P=077) The rawe of major
bleeding evens did not differ sign ficantdy berween groups.

coNCLUSIONS

This study showed no significant improvemans n clinical ourcomes with plasies-
funcrion moniwring snd rrefgmen: adussrmene for cofonary sténring, 38 compared
with seandard antiplarel et cherapy withour monktoring. ended by Allies in Cardiowas-
cutar Trials [nidarives and Organ'zed Neworks and ochers; ARCTIC Clinical Trials.gov

THE LANCET

Dual-antiplatelet treatment beyond 1year after drug
stent im plantatron (ARCT!C—lnterruptlon) arandom|
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Summary

durarion of dusl el (DAPT) afiex cormary sereing vemeai
an unknown efficscy w safery oo of didd nesermen s heading brenacen ey
and chmicsl praceice. Wie assessel whesher DAPT consinuadon beyond 1 vesr afier coronary sesin

Miathorks This anakvsis was 3 planned coension of the provimsly published ARCTIC-Momiwring
randomly allocsed 240 parienia s 3 wrasegy of pliscks fumcobon wsing wish amiplaede sesmey
inmvensonl sewegy aficr coronary suming wish drug-clmiog siem (DES). We recnibied palons
wlder) scheduled for planned DES implamadon 1 38 conires 0 France. Aliey 1 year of follow-ug|
comratndicaton nmmwniﬂ.-\ﬂwmduﬁkbtianMH o thes second

Platelet function monitering to adjust antiplatelet therapy @ ®

in elderly patients stented for an acute coronary syndrome
{ANTARCTIC): an open-label, blinded-endpeint, randomised

controlled superiority trial
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