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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 P2Y12inhibitors 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/IIIa 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 benefi t of clopidogrel 
 pre-treatment and reduction of PCI-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 benefi t 
with clopidogrel was limited to reduction of frequency of MI, 
with a trend toward benefi t in need for urgent revasculariza-
tion but no effect at all on cardiovascular death [3].

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 signifi cant differences in outcome 
at 30 days. A prespecifi ed subgroup analysis did, however, 
show a trend toward benefi t 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 confi rm the benefi t 
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 benefi t 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 fi rst 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 
profi le 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 fi ndings 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 P2Y12 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 P2Y12inhib-
itors, such as clopidogrel and ticagrelor? For clopidogrel, as 
previously mentioned, the oldest studies suggest a potential 
benefi t for pretreatment when there is a very long delay be-
tween randomization and PCI [3, 4]. More recent studies have 
not confi rmed the benefi t 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.
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