was substantially less variation in the stroke rate, ranging
from approximately 5% in China and Southeast Asia to
3% in India. Most of the difference in stroke rates could be
explained by differences in VKA use.

Figure 1. 1-Year Mortality for Patients with AF by Region.
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Reproduced with permission from J. Healey, MD.

Figure 2. Regional Variation in 1-Year Mortality
According to AF as a Primary or Secondary Diagnosis.
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Reproduced with permission from J. Healey, MD.

About one third of the patients from India in the registry
had documented rheumatic heart disease (RHD). Overall,
1788 patients had RHD, and when the data for this
population were analyzed, the risk of stroke was higher
for patients with a history of RHD (adjusted rates, 4.3% vs
2.5%). Globally, the CHADS, score had a greater influence
on risk of stroke than the presence of RHD (Figure 3).

The authors concluded that the 1-year RELY AF registry
results underscore the large unmet medical needs and large
opportunities for improvement in outcomes for patients
with AE Consistent global application of currently available
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modalities for diagnosis, risk stratification, and treatment
of patients presenting with AF is crucial in reducing the
morbidity and mortality of this condition.

Figure 3. Global CHADS,-Specific Stroke Rate (1-Year).

.m ol Patkents with Stroke at 1 Year, withowt RHO
[l Froportion of Patients with Stroke 2t Year, with RHD but Mo Vahe Surgery
18 -
15
14 4
= 12
£
10 4
B4
‘_
47 p— |
2 .|
0- [] 1 F] 3 =3
CHADS, Score

Reproduced with permission from J. Healey, MD.

TRA 2°P-TIMI 50 Results

Written by Lori Alexander

For patients with a history of myocardial infarction (MI)
who are stable, the addition of vorapaxar to the standard
of care reduced the long-term risk of cardiovascular (CV)
death or ischemic events and increased the risk of moderate
or severe bleeding. These findings are among the first to
show a benefit of adding intense antiplatelet treatment to
standard therapies for long-term secondary prevention in
patients with a history of ML

Vorapaxar inhibits platelet activation by antagonizing
thrombin-mediated activation of the protease activated
receptor-1 (PAR-1) expressed on platelets. The efficacy and
safety of the drug were evaluated for secondary prevention
in a broad group of patients with prior MI, prior stroke,
or peripheral artery disease in the Thrombin Receptor
Antagonist in Secondary Prevention of Atherothrombotic
Ischemic Events-Thrombolysis in Myocardial Infarction
50 [TRA 2°P-TIMI 50] trial. Benjamin M. Scirica, MD,
Brigham and Women’s Hospital, Boston, Massachusetts,
USA, presented the primary results in the subgroup of
patients who were randomized with a qualifying MI (type
1 MI within the previous 2 weeks to 12 months), with
publication timed to coincide with the presentation at the
European Society of Cardiology Congress 2012 [Scirica BM
etal. Lancet 2012].
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The MI subgroup included 17,779 patients who had a
qualifying spontaneous MI; 8898 were randomly assigned
to vorapaxar and 8881 to placebo. A low-bleeding-risk
cohort was identified (n=14,909). The primary efficacy
endpoint was CV death, MI, or stroke analyzed by intention
to treat. The principal safety endpoint was Global Use of
Strategies to Open Occluded coronary arteries (GUSTO)
moderate or severe bleeding. Most (98%) patients were
on aspirin and 78% were on a thienopyridine. The median
follow-up was 30 months, and the results were presented
as 3-year Kaplan-Meier estimates.

Dr. Scirica reported that vorapaxar significantly reduced
the rate of the primary endpoint compared with placebo
(8.1% vs 9.7%; HR, 0.80; 95% CI, 0.72 to 0.89; p<0.0001).
Vorapaxar reduced the rate of the primary endpoint both
early (Day 0 to 360; p=0.003) and late (Day 360 to 1080;
p=0.004; Figure 1).

Figure 1. Early and Late Efficacy of Vorapaxar Among
the Subgroup of Patients with a Prior MI Cohort.
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Reproduced with permission from The Lancet; Vorapaxar for secondary prevention of thrombotic
events for patients with previous myocardial infarction: A prespecified subgroup analysis of the
TRA 2°P-TIMI 50 trial. Scirica BM et al. 2012;d0i:10.1016/S0140-6736(12)61269-0.

Based on prior studies, a cohort of patients (n=14,909; 84%
of the MI cohort) who were age <75 years, had no history
of TIA or stroke, and were >60 kg were selected as having
the best potential for net clinical benefit [Wiviott SD et al.
N Engl ] Med 2007]. In this group, CV death, MI, or stroke
was less common in the vorapaxar group compared with
those in the placebo group (6.8% vs 8.6%; HR, 0.75; 95%
CI, 0.66 to 0.85; p<0.0001), as was CV death (1.5% vs 2.0%;
HR, 0.73; 95% CI, 0.56 to 0.95; p=0.020).

Consistent with the overall trial safety results, vorapaxar
increased GUSTO moderate or severe bleeding (3.4%
vs 2.1%; p<0.0001), as well as TIMI clinically significant
bleeding (15.1% vs 10.4%; p<0.0001); TIMI major bleeding
not associated with coronary artery bypass grafting
(2.2% vs 1.6%; p=0.033; Figure 2). Rates of intracranial
hemorrhage (0.6% vs 0.4%) and fatal bleeding (0.2%
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vs 0.1%) were not numerically higher but significantly
different (p=0.076 and p=0.30, respectively).

Figure 2. Bleeding Endpoints.
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CV=cardiovascular; GUSTO=Global Use of Strategies to Open Occluded coronary arteries; ICH-
intracranial hemorrhage; KM=Kaplan-Meier; TIMI=Thrombolysis in Myocardial Infarction; UCR-
urgent coronary revascularization.

Reproduced with permission from BM Scirica, MD.

The net clinical benefit in the MI cohort with vorapaxar was
significant, with a lower rate of all-cause death, MI, stroke,
and GUSTO severe bleeding (10.1% vs 11.4%; HR, 0.86;
p=0.003) and a lower rate of CV death, MI, stroke, urgent
revascularization, and GUSTO moderate/severe bleeding
(12.5% vs 13.4%; HR, 0.91; p=0.038). Dr. Scirica noted
that the benefit of vorapaxar was consistent, offering an
advantage regardless of the timing of MI, at early and late
time periods, and with or without use of a thienopyridine
in addition to aspirin.

Rivaroxaban of Benefit in STEMI:
ATLAS ACS 2-TIMI 51

Written by Lori Alexander

Treatment with a low dose of rivaroxaban, an oral factor Xa
inhibitor, has been shown to reduce recurrent cardiovascular
(CV) events and offer a survival benefit without a significant
increase in fatal bleeding for patients who have had an
ST-segment elevation myocardial infarction (STEMI).

Rivaroxaban reduced recurrent CV events across the
spectrum of acute coronary syndrome in the Anti-Xa Therapy
to Lower Cardiovascular Events in Addition to Standard
Therapy in Subjects with Acute Coronary Syndrome-
Thrombolysis in Myocardial Infarction 51 [ATLAS ACS
2-TIMI 51; ] Mega et al. N Engl ] Med 2012] trial. Jessica L.
Mega, MD, MPH, Brigham and Women’s Hospital, Boston,
Massachusetts, USA, reported the findings from an analysis
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