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ABSTRACT

BACKGROUND Antithrombotic therapy for acute myocardial infarction (MI) with atrial fibrillation (AF) among higher

risk older patients treated with percutaneous coronary intervention (PCI) remains unclear.

OBJECTIVES This study sought to determine appropriate antithrombotic therapy for acute MI patients with AF treated

with PCI.

METHODS We examined 4,959 patients$65 years of age with acute MI and AF who underwent coronary stenting (Acute

Coronary Treatment and Intervention Outcomes Network Registry–Get With the Guidelines). The primary effectiveness

outcomewas 2-yearmajor adverse cardiac events (MACE) comprising death, readmission forMI, or stroke; the primary safety

outcome was bleeding readmission. Outcomes with dual antiplatelet therapy (DAPT) or triple therapy (DAPT plus warfarin)

were compared using Cox proportional hazard modeling with inverse probability-weighted propensity adjustment.

RESULTS Among 4,959 patients, 27.6% (n ¼ 1,370) were discharged on triple therapy. Relative to DAPT, patients on

triple therapy had a similar risk of MACE (adjusted hazard ratio [HR]: 0.99 [95% confidence interval (CI): 0.86 to 1.16])

but significantly greater risk of bleeding requiring hospitalization (adjusted HR: 1.61 [95% CI: 1.31 to 1.97]) and greater

risk of intracranial hemorrhage (adjusted HR: 2.04 [95% CI: 1.25 to 3.34]). Of 1,591 Medicare Part D patients, 90-day

post-discharge warfarin persistence among patients discharged on warfarin was 93.2% (n ¼ 412). Results of 90-day

landmark analyses comparing triple therapy versus DAPT in patients persistently on warfarin versus those not discharged

on warfarin who had not filled a warfarin prescription were similar to our primary findings.

CONCLUSIONS Approximately 1 in 4 older AF patients undergoing PCI for MI were discharged on triple therapy. Those

receiving triple therapy versus DAPT had higher rates of major bleeding without a measurable difference in composite MI,

death, or stroke. (J Am Coll Cardiol 2015;66:616–27) © 2015 by the American College of Cardiology Foundation.
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S election of the optimal antithrombotic regimen
for patients with acute myocardial infarction
(MI) who have concomitant atrial fibrillation

(AF) and are treated with percutaneous coronary
intervention (PCI) presents a therapeutic challenge.
Current guidelines for the management of AF recom-
mend anticoagulation for thromboembolic prophy-
laxis in AF patients who are at average or higher
risk for stroke but not at prohibitive risk for bleeding
(1). Guidelines for the management of acute MI and

PCI patients recommend treatment with dual anti-
platelet therapy (DAPT) to reduce the risks of major
adverse cardiac events (MACE) and stent thrombosis
(2); however, clinicians may be reluctant to treat AF
patients with concurrent indications for DAPT by us-
ing the combination of warfarin, aspirin, and clopi-
dogrel (triple therapy) due to the high bleeding risk
associated with this regimen (3,4).

Although previous studies have found that
bleeding risk is higher among patients receiving triple
therapy (4–6), some data also suggest a lower risk of
MACE among patients treated with triple therapy
relative to DAPT (7,8). Given the paucity of random-
ized data, studies have shown variability in antico-
agulant agent use according to the predicted risks of
stroke and bleeding in this patient population (8–11).
Therapeutic decisions for older patients with AF and
coronary artery disease may be especially chal-
lenging. Older patients in particular are at greater risk
for AF-related stroke and recurrent events after acute
MI but also have a higher risk for bleeding events (12).
Importantly, the older population has been excluded
from or underrepresented in clinical trials and,
therefore, remains understudied.

By linking data from the National Cardiovascular
Data Registry Acute Coronary Treatment and Inter-
vention Outcomes Network Registry–Get With the
Guidelines (ACTION Registry–GWTG) with Medicare
administrative claims, we had a unique opportunity

to examine a large group of older MI patients
with AF undergoing PCI. We sought to: 1)
describe the patterns of use of discharge tri-
ple therapy versus DAPT in older MI patients
with AF treated by using PCI; 2) characterize
warfarin use patterns post-discharge; and 3)
compare the safety and effectiveness of triple
therapy versus DAPT.

METHODS

DATA SOURCES. Clinical and procedural
data for our study were obtained from the
ACTION Registry–GWTG, a national quality
improvement registry capturing data on
consecutive MI patients treated at >500
hospitals in the United States; this registry
has been described previously (13). Because
patient information was collected without
unique patient identifiers, we used indirect
identifiers in combination (date of birth, sex,
hospital identification, date of admission,
and date of discharge) to link patients
$65 years of age in the ACTION Registry–GWTG with
Medicare claims data (methods previously described)
(14). The linked data for our analysis were available
from January 1, 2007, through December 31, 2010. We
examined longitudinal outcomes by using Medicare
Part A inpatient administrative data, and information
regarding post-discharge warfarin and P2Y12 receptor
inhibitor use was obtained from Medicare Part D data.
Warfarin was the only anticoagulant agent available
for clinical use in the United States during this time
period.

STUDY POPULATION. Among 123,349 patients $65
years of age at 683 sites identified in the ACTION
Registry–GWTG during our study period, 64.7%
(79,750 patients from 502 sites) were linked to Cen-
ters for Medicare & Medicaid Services data (Figure 1).
In this linked database, there were 6,098 patients
with acute MI who were eligible for Medicare
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AB BR E V I A T I O N S

AND ACRONYM S

AF = atrial fibrillation

CABG = coronary artery bypass

grafting

CHADS2 = congestive heart

failure, hypertension, age ‡75

years, diabetes, prior stroke/

transient ischemic attack

CI = confidence interval

DAPT = dual antiplatelet

therapy

DES = drug-eluting stent(s)

HR = hazard ratio

MACE = major adverse cardiac

event(s)

MI = myocardial infarction

NSTEMI = non–ST-segment

elevation myocardial infarction

PCI = percutaneous coronary

intervention

STEMI = ST-segment elevation

myocardial infarction
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