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ABSTRACT

BACKGROUND The DAPT (Dual Antiplatelet Therapy) study enrolled patients after coronary stenting. Patients

randomized to continued thienopyridine and aspirin after 12 months had lower ischemic risk but higher bleeding risk

than those treated with placebo and aspirin.

OBJECTIVES This study sought to determine whether a decision tool (DAPT score) aids prescription of dual antiplatelet

therapy duration in patients with or without prior myocardial infarction (MI) treated with coronary stents.

METHODS Patients were categorized according to any history of MI before the index procedure or no history of MI. Risk

differences during the randomized treatment period (12 to 30 months) for ischemic (MI and/or stent thrombosis) and

bleeding (Global Utilization of Streptokinase and Tissue Plasminogen Activator for Occluded Arteries moderate/severe)

events were compared according to DAPT score.

RESULTS Rates of MI were 3.8% versus 2.4% (p ¼ 0.01) for patients with any MI versus no MI. Continued thieno-

pyridine reduced late MI compared with placebo regardless of MI history (hazard ratio [HR] for any MI: 0.46; p < 0.001;

HR for no MI: 0.60; p ¼ 0.003) and increased bleeding (HR: 1.86, p ¼ 0.01 any MI; HR: 1.58, p ¼ 0.01 no MI). DAPT

scores $2 were associated with reductions in MI/stent thrombosis with continued thienopyridine compared with placebo

(2.7% vs. 6.0%, p < 0.001 any MI; 2.6% vs. 5.2%, p ¼ 0.002 no MI), with comparable bleeding rates. Among patients

with DAPT scores <2 in both groups, continued thienopyridine was associated with significantly increased bleeding but

similar rates of ischemia.

CONCLUSIONS Patients with previous MI have greater risk of late ischemic events than those with no MI history. The

DAPT score improves prediction of patient benefit and harm from continued dual antiplatelet therapy beyond assessment

of MI history alone. (The Dual Antiplatelet Therapy Study; NCT00977938). (J Am Coll Cardiol 2016;67:2492–502)
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P atients with a history of myocardial infarction
(MI) or presenting with acute coronary syn-
drome (ACS) have higher rates of recurrent

ischemia following percutaneous coronary interven-
tion (PCI) than those presenting with stable angina;
clinical practice guidelines recommend their treat-
ment include more aggressive risk factor modification
and prolonged antiplatelet therapy (1). In the DAPT
(Dual Antiplatelet Therapy) study, the risks of MI
and stent thrombosis (ST) beyond 1 year after PCI
were reduced by continued thienopyridine therapy
(clopidogrel or prasugrel) in combination with aspirin
(vs. placebo plus aspirin) (2,3), with a larger absolute
event reduction observed among those patients
whose stent was placed as treatment for ACS (4).
The PEGASUS (Prevention of Cardiovascular Events
in Patients With Prior Heart Attack Using Ticagrelor
Compared to Placebo on a Background of Aspirin)
trial was conducted among patients with a history of
MI 1 to 3 years before enrollment, but no ACS within
12 months. Continued treatment with ticagrelor in
combination with aspirin (vs. placebo plus aspirin)
was associated with a reduction in major adverse car-
diovascular events (5). In both studies, continuation
of platelet P2Y12 inhibition was associated with
increased bleeding risk.

The DAPT score is a novel decision tool that was
recently developed to determine, among patients
eligible for long-term dual antiplatelet therapy, those
more likely to derive benefit (vs. harm) from long-term
therapy (6). The ability of the DAPT score to effectively
stratify relative ischemic benefit versus bleeding risk
associated with prolonged thienopyridine therapy
among patients with established ischemic risk (ACS or
priorMI) and thosewithout a history ofMI is unknown.
Thus, we analyzed ischemic and bleeding events
among patients enrolled into the DAPT study by MI
status (prior MI, index MI, any MI, or no MI) and DAPT
score among eligible patients randomized to continued
thienopyridine (vs. placebo) therapy in combination
with aspirin between 12 and 30 months following PCI.

METHODS

The DAPT study was a double-blind, international,
multicenter, randomized, placebo-controlled trial

designed to compare 30 with 12 months of
aspirin plus thienopyridine therapy (clopi-
dogrel or prasugrel) after coronary stenting
with either drug-eluting stents or bare-metal
stents. The study design (7) and results
(2–4,8) have been described previously, as has
the DAPT score (6).

The present exploratory analysis of pa-
tients who tolerated dual antiplatelet therapy
for 1 year was designed to evaluate the risk of
ischemic and bleeding events according to
the time interval between presentation with
MI and PCI; and determine the ability of the
DAPT score to predict relative benefit (vs.
harm) from continued thienopyridine ther-
apy among individual patients beyond the benefit-
risk strata conferred by MI status (any or none) alone.

STUDY POPULATION AND PROCEDURES. After PCI
with either drug-eluting stents or bare-metal stents,
patients who were candidates for dual antiplatelet
therapy were enrolled and treated with open-label
thienopyridine (clopidogrel or prasugrel) in combina-
tion with aspirin for 12 months. At 12 months, patients
without a major adverse cardiovascular or cerebro-
vascular event, repeat revascularization, or moderate
or severe bleeding but who were compliant with dual
antiplatelet therapy were randomized to receive thie-
nopyridine plus aspirin or placebo plus aspirin for an
additional 18 months. At 30 months, the randomized
study drug was discontinued; all patients remained on
aspirin alone and were followed for another 3 months.
The institutional review board at each participating
institution approved the study and all patients pro-
vided written, informed consent.

For the purposes of this study, patients were cate-
gorized according to the timing of MI, with “index MI”
occurring within 72 h before the index PCI, “prior MI”
defined as occurring more than 72 h before the
index PCI, “no MI” described patients with neither
index nor prior MI, and “any MI” used to describe pa-
tients with either index or prior MI.

ENDPOINTS. All endpoints were adjudicated by a
clinical events committee blinded to treatment
assignment and administered by the Harvard Clinical
Research Institute. A central data safety monitoring
board and an independent biostatistician reviewed
unblinded data from all patients on a regular basis.
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AB BR E V I A T I O N S

AND ACRONYM S

ACS = acute coronary

syndrome(s)

DAPT = Dual Antiplatelet

Therapy

GUSTO = Global Utilization of

Streptokinase and Tissue

Plasminogen Activator for

Occluded Arteries

HR = hazard ratio

MI = myocardial infarction

PCI = percutaneous coronary

intervention

ST = stent thrombosis
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