Kardiologie

Austrian Journal of Cardiology
Osterreichische Zeitschrift fir Herz-Kreislauferkrankungen

Acute Cardiovascular Care
Homepage:

Journal flir Kardiologie - Austrian | == www.kup.at/kardiologie m=

Journal of Cardiology 2015; 22 Online-Datenbank

(7-8), 194-195 mit Autoren-
i und Stichwortsuche

Offizielles Organ des
" Osterreichischen Herzfonds

Association for

Acute CardioVascular Care i Roopsration

mit der ACVC

Indexed in ESCI
part of Web of Science Indexed in EMBASE

Krause & Pachernegg GmbH - Verlag fir Medizin und Wirtschaft » A-3003 Gablitz

P.b.b. 02Z031105M, Verlagsort: 3003 Gablitz, Linzerstrale 177A/21 Preis: EUR 10,—-



https://www.kup.at/kardiologie


Medtronic

Engineering the extraordinary

Expert 2 Expert

2026

1501 - 17.01.2026, Linz

Gemeinsam fir eine

bessere Patientenversorgung.

¢ § P il O

OmniaSecure Micra 2 Aurora Affera LINQ I TYRX

Vorabanmeldung aufgrund limitierter Platze notwendig.

Bei Interesse bitte bei Ihrem Medtronic AuBendienstmitarbeiter anfragen.




Acute
Cardiovascular
Care Association

ACCA

A Registered Branch of the ESC

Acute Cardiovascular Care

The ACCOAST Trial -

Is upstream DAPT in NSTEACS
dead or alive?

Leonardo Bolognese, MD, FESC

Cardiovascular Department, Arezzo, Italy

Although many clinicians have adopted a practice of pretreat-
ment with dual antiplatelet therapy (DAPT) in patients with
non-ST-segment-elevation acute coronary syndromes (NSTE-
MI ACS) and European and American guidelines [1, 2] rec-
ommend giving P2Y 12inhibitors as soon as possible, the opti-
mal timing of DAPT is a subject of continuing debate.

Much of this controversy stems from the fact that previous
clinical trials have not been explicitly designed to inform clin-
ical practice. Instead, contemporary management strategies
are a patchwork of individualized interpretation of the evi-
dence, which is far from robust.

Two studies, one post-hoc observational study of a larger tri-
al involving patients with NSTEMI ACS [3] and one random-
ized involving patients undergoing elective percutaneous cor-
onary intervention (PCI) [4], suggested that pretreatment with
clopidogrel could reduce the rate of ischemic events at the cost
of an increase in the rate of major bleeding.

PCI-CURE was a nonrandomized, post hoc observational
study of a larger trial (CURE) designed to compare clopido-
grel with placebo in patients with NSTEMI ACS with planned
conservative treatment. Sites routinely practicing an early in-
vasive strategy were excluded from the trial; patients receiving
GP IIb/I1a inhibitors within 3 days were excluded. PCI was
performed on the basis of clinical indications, such as refrac-
tory ischemia. Patients randomized to clopidogrel were con-
sidered pretreated, whereas those who received placebo were
not. The median period of pretreatment was 6 days. Thus, the
study design is very far from current clinical practice.

In order to focus on the question of benefit of clopidogrel
pre-treatment and reduction of PCl-related procedural com-
plications, it is necessary to evaluate short-term treatment ef-
fects.

In the PCI-CURE 30-day trial data, the pre-treatment benefit
with clopidogrel was limited to reduction of frequency of MI,
with a trend toward benefit in need for urgent revasculariza-
tion but no effect at all on cardiovascular death [3].

*Nachdruck aus http://www.escardio.org/The-ESC/Communities/Acute-Cardiovascu-
lar-Care-Association-(ACCA)/News/Latest-Newsletters (zuletzt gesehen 1.7.2015) —
Newsletter #4 (February 2014). ACCA-Newsletter der European Society of Cardiology.
Mit freundlicher Genehmigung von E. Delaveau, ACCA Administrator.
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CREDO is the only randomized trial to date that provides par-
tially relevant information on the pretreatment questions. Pa-
tients with symptomatic coronary artery disease and evidence
of ischemia who were referred for PCI or were thought to be
at a high likelihood for requiring PCI were randomized to re-
ceive clopidogrel (300 mg) or matching placebo 3 to 24 hours
before PCI.

Thus, CREDO is really a comparison of administering a load-
ing dose before PCI versus not administering a loading dose;
however, there is no direct comparison of giving a loading
dose before PCI versus at the time of PCI.

Nevertheless, there were no significant differences in outcome
at 30 days. A prespecified subgroup analysis did, however,
show a trend toward benefit in the patients who received the
study drug 6 hours before PCI.

A subsequent post hoc analysis suggested that clopidogrel had
to be ingested at least 15 hours before PCI to decrease 30-day
clinical events.

Subsequent randomized studies did not confirm the benefit
of clopidogrel pretreatment with respect to ischemic events
among patients in stable condition who were undergoing elec-
tive PCI [5-7], and a recent metanalysis did not show a sur-
vival benefit of clopidogrel pretreatment among more than
37,000 patients undergoing PCI, while there was an excess
of major bleeding and little impact on ischemic outcomes [8].

The ACCOAST study is the first randomized trial that specifi-
cally addressed the issue of pretreatment with P2Y12 inhibi-
tors in NSTEMI. The results offer new insights and give rise
up new questions:

For which patients groups does ACCOAST apply? The risk
profile of ACCOAST population was similar to that in con-
temporary randomized clinical trials of patients with ACS
who were undergoing PCI, but lower than that of the main
registries on NSTEMI ACS. Furthermore, timing for coronary
angiography was relatively short when compared to every-
day clinical practice. Thus, ACCOAST findings are certainly
applicable to most intermediate risk patients presenting with
NSTE-ACS addressed to an early invasive strategy.

Do we need preloading in NSTEMI anymore? Times to PCI
are now shrinking and the risk of an ischemic complication
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before coronary angiography is extremely low. Thus, the prac-
tical difference between upstream and downstream therapy
is diminishing. In addition, a relevant percentage of NSTE-
ACS population does not need pretreatment as they under-
go to CABG or are medically managed. Finally, the rapid on-
set of action of the new oral P2Y 12 inhibitors associated with
the short delays to catheterization, suggest that a pretreatment
strategy may be avoided in most patients as demonstrated in
the ACCOAST trial.

Can the ACCOAST results be applied to other P2Y 12inhib-
itors, such as clopidogrel and ticagrelor? For clopidogrel, as
previously mentioned, the oldest studies suggest a potential
benefit for pretreatment when there is a very long delay be-
tween randomization and PCI [3, 4]. More recent studies have
not confirmed the benefit of pretreatment with shorter delays
and higher doses of clopidogrel [5-8]. For ticagrelor, in the
PLATO trial [9] all patients were pretreated with clopidogrel,
ticagrelor or both before PCI; thus, the question of pretreat-
ment has not been addressed for ticagrelor. One may speculate
that similar result would be achieved when ticagrelor would
be used within the same study design instead of prasugrel.

Conclusion

The new insights provided by the ACCOAST trials have im-
portant every-day practical implications: in patients with an
intermediate risk and a short delay (< 24) from admission to
angiography, pretreatment should be avoided; in high-risk pa-
tients with a delay from admission to angiography of > 24
hours, pretreatment with either clopidogrel (on the basis of old
data) or ticagrelor (without data) may be considered.

References: for all patients > 6 h before elective coronary
angiography or only for angiographically se-

1. Hamm CW, Bassand JP, Agewall S, et al. lected patients a few minutes before PCI?

ESC guidelines for the management of acute
coronary syndromes in patients presenting
without persistent STsegment elevation: the
Task Force for the management of acute coro-
nary syndromes (ACS) in patients presenting
without persistent ST-segment elevation of
the European Society of Cardiology (ESC). Eur
Heart J 2011; 32: 2999-3054.

2. Jneid H, Anderson JL, Wright RS, et al.
2012 ACCF/AHA focused update of the guide-
line for the management of patients with
unstable angina/non-ST-elevation myocardial
infarction (updating the 2007 guideline and
replacing the 2011 focused update): a report
of the American College of Cardiology
Foundation/American Heart Association Task
Force on Practice Guidelines. J Am Coll Car-
diol 2012; 60: 645-81.

3. Mehta SR, Yusuf S, Peters RJ, et al. Effects
of pretreatment with clopidogrel and aspirin
followed by long-term therapy in patients un-
dergoing percutaneous coronary intervention:
the PCI-CURE study. Lancet 2001; 358: 527-33.
4. Steinhubl SR, Berger PB, Mann JT IIl, et

al. Early and sustained dual oral antiplatelet
therapy following percutaneous coronary
intervention: a randomized controlled trial.
JAMA 2002; 288: 2411-20.

5. Widimsky P, Motovsky Z, Simek S, et al.
Clopidogrel pre-treatment in stable angina:

Correspondence:

A randomized multicentre trial PRAGUE-8.
Eur Heart J 2008; 29: 1495-503.

6. Di Sciascio G, Patti G, Pasceri V, et al.
Effectiveness of in-laboratory high-dose
clopidogrel loading versus routine pre-load in
patients undergoing percutaneous coronary
intervention: results of the ARMYDA-5
PRELOAD (Antiplatelet therapy for Reduction
of MYocardial Damage during Angioplasty)
randomized trial. J Am Coll Cardiol 2010;

56: 550-7.

7. Davlouros PA, Arseniou A, Hahalis G, et al.
Timing of clopidogrel loading before percu-
taneous coronary intervention in clopidogrel-
naive patients with stable or unstable angina:
a comparison of two strategies. Am Heart J
2009; 158: 585-91.

8. Bellemain-Appaix A, 0'Connor SA, Silvain
J, et al. Association of clopidogrel pretreat-
ment with mortality, cardiovascular events,
and major bleeding among patients undergo-
ing percutaneous coronary intervention: a
systematic review and meta-analysis. JAMA
2012; 308: 2507-16.

9. Wallentin L, Becker RC, Budaj A, et al.
Ticagrelor versus clopidogrel in patients with
acute coronary syndromes. N Engl J Med
2009; 361: 1045-57.

Leonardo Bolognese, MD, FESC

Division of Cardiology, S. Donato Hospital
1-52100 Arezzo, Via Pietro Nenni 22
e-mail: leonardobolognese @ hotmail.com

J KARDIOL 2015; 22 (7-8) 195




Mitteilungen aus der Redaktion

Besuchen Sie unsere Rubrik
I Medizintechnik-Produkte

|

—u

f = .n#* i
1 [ / ;
| & N P S o
N ) &

ol ;.;_;‘/ Artis pheno

Siemens Healthcare Diagnostics GmbH

Neues CRT-D Implantat Philips Azurion:
Intica 7 HET QP von Biotronik Innovative Bildgebungslésung

Aspirator 3
Labotect GmbH  f

InControl 1050
Labotect GmbH

e-Journal-Abo
Beziehen Sie die elektronischen Ausgaben dieser Zeitschrift hier.
Die Lieferung umfasst 4-5 Ausgaben pro Jahr zzgl. allfalliger Sonderhefte.
Unsere e-Journale stehen als PDF-Datei zur Verfigung und sind auf den meisten der markt-
ublichen e-Book-Readern, Tablets sowie auf iPad funktionsfahig.

] Bestellung e-Journal-Abo

Haftungsausschluss

Die in unseren Webseiten publizierten Informationen richten sich ausschlieBlich an gepriifte
und autorisierte medizinische Berufsgruppen und entbinden nicht von der arztlichen Sorg-
faltspflicht sowie von einer ausflhrlichen Patientenaufklarung Uber therapeutische Optionen
und deren Wirkungen bzw. Nebenwirkungen. Die entsprechenden Angaben werden von den
Autoren mit der grofdten Sorgfalt recherchiert und zusammengestellt. Die angegebenen Do-
sierungen sind im Einzelfall anhand der Fachinformationen zu Uberprifen. Weder die Autoren,
noch die tragenden Gesellschaften noch der Verlag Ubernehmen irgendwelche Haftungs-
anspruche.

Bitte beachten Sie auch diese Seiten:
Impressum Disclaimers & Copyright Datenschutzerklarung



https://www.kup.at/impressum/index.html
https://www.kup.at/impressum/disclaimer.html
https://www.kup.at/impressum/datenschutz.html
https://www.kup.at/cgi-bin/gratis-abo.pl
https://www.kup.at/perl/abbildungen.pl?q=Medizinprodukte+Labortechnik&ct=1&b=a

