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significantly reduce the rate of recurrent VTE was not
demonstrated, the presenter speculated that this may
have been due to a lack of sufficient statistical power
limitation. When combined with earlier data [WARFASA;
Becattini CN et al. N Engl J] Med 2012], Dr. Brighton
suggested that the ASPIRE study adds to evidence that
long-term, low-dose aspirin reduces the risk of recurrent
VTE and major vascular events in patients with a first
unprovoked VTE compared with placebo (Table 1)
[Brighton TA et al. N Engl J Med 2012].

Table 1. Meta-analysis ASPIRE and WARFASA.
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Adapted from Brighton TA et al. Low-Dose Aspirin for Preventing Recurrent
Venous Thromboembolism. N EnglJ Med 2012; 367:1979-1987.

Dr. Brighton said that aspirin is an effective option
for patients who are unable or do not wish to continue
anticoagulation beyond their initial therapy. Unlike
warfarin therapy, aspirin is simple, widely available,
low cost, and well tolerated, with low risks of bleeding
and benefits that extend beyond the prevention of
recurrent VTE.

Science Advisors’ Statement

The clinical impact of these two trials should be
interpreted carefully. While administration of aspirin
may result in a modest reduction in VTE, trials of
prolonged anticoagulant therapy—including those
at reduced intensity—have shown benefit of greater
magnitude [Ridker PM et al. N Engl J Med 2003;
Schulman S et al. N Engl ] Med 1997; Kearon C et al. N
Engl ] Med 1999; Kearon C et al. Chest 2012]. Clinicians
should carefully consider treatment guidelines, prior
data, and individual patient risks when advising patients
with regard to appropriate antithrombotic therapy after
VTE, and should not consider aspirin an alternative
therapy with equivalent efficacy in patients with a clear
indication for anticoagulation for VTE.
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First Large-Scale Platelet Function
Evaluation in an Acute Coronary
Syndrome Trial: The Trilogy ACS-
Platelet Function Substudy

Written by Phil Vinall

In a platelet function substudy of A Comparison
of Prasugrel and Clopidogrel in Acute Coronary
Syndrome Subjects [TRILOGY ACS; NCT00699998]
trial, patients with an acute coronary syndrome (ACS)
treated with prasugrel experienced significantly lower
platelet reactivity compared with patients treated with
clopidogrel. However, there was no relationship between
platelet reactivity and the occurrence of ischemic
outcomes, nor were there significant differences in the
rates of the composite endpoint of cardiovascular death,
myocardial infarction (MI) and stroke, or TIMI major
bleeding between the 2 treatment groups enrolled in
the platelet function substudy. Paul Gurbel, MD, Sinai
Hospital of Baltimore, Baltimore, Maryland, USA,
presented theresults of thisnovel mechanistic evaluation
of platelet function in the TRILOGY ACS trial.

The substudy included 2564 patients enrolled in the
TRILOGY ACS trial that randomized patients with
unstable angina (UA) or non-ST segment elevation
myocardial infarction (NSTEMI) initially managed
medically without revascularization in the TRILOGY
ACS trial to prasugrel or clopidogrel. Prasugrel was
administered with dose adjustment based on weight or
age: patientsaged <75 years and weighing >60 kgreceived
10 mg/day, while those aged =75 years (regardless of
weight) and those aged <75 years who weighed <60 kg
received 5 mg/day. All patients in the clopidogrel group
received 75 mg/day.

In the substudy group, platelet function was measured
using the VerifyNow P2Y12 assay at baseline, and at
2 hours, and 1, 3, 6, 12, 18, 24, and 30 months after
randomization. The primary efficacy endpoint was
a composite of cardiovascular death, MI, and stroke
through 30 months. Key secondary endpoints included
all-cause death and MI. Approximately 20% of patients
were aged 275 years, 39% were female, 33% had UA, and
67% had NSTEMI.

Patients treated with prasugrel (10 mg/day) had
significantly (p<0.0001) lower P2Y12 reaction units (PRU)
compared with those treated with clopidogrel, starting
at 2 hours and persisting throughout the 30 month
study (Figure 1). The median PRU values at 30 days were
64 (IQR 33 to 128) in the prasugrel group versus 200
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(IQR, 141 to 260) in the clopidogrel group. Patients aged
<75 years who weighed <60 kg and received prasugrel
5 mg/day also had significantly (p<0.001) lower PRUs
compared with patients receiving clopidogrel beginning
at Month 1. Compared with patients receiving 75 mg/day
clopidogrel, PRU was significantly lower in patients aged
>75years receiving 5 mg prasugrel beginning at Month 1
(p<0.001) and continuing to Month 24 (p=0.02). Median
30-day PRU values were significantly lower in patients
treated with 10 mg prasugrel versus those treated with
5 mg prasugrel (p<0.001).

Figure 1. Median On-Treatment PRU Through 30 Months.
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Reproduced with permission from PA Gurbel, MD.

The percentage of patients with high platelet reactivity
(HPR), defined as >208 PRU (a cutpoint that has been
shown to identify patients at higher risk of future
ischemic events) was greater in clopidogrel-treated
patients. In unadjusted analyses, the primary composite
endpoint of cardiovascular death, M1, and stroke through
30 months occurred in significantly more patients with
HPR compared with patients without HPR by Kaplan-
Meier estimates defined at cutpoints of >178 PRU, and
>208 PRU, and evaluating PRU as a time-dependent
covariate. However, when adjusting for differences there
was no difference in outcomes between patients with
and without HPR using any of these definitions (Table 1).
Numerically higher outcomes were noted for MI events
and all-cause death in patients with HPR compared
with patients without HPR but differences were not
statistically signifiacant. In a multivariate analyses,
platelelet reactivity was not independently associated
with ischemic event occurrence.

Table 1. Relationship of PRU and Ischemic Outcomes.

Unadjusted Results Adjusted Results
HR p Value HR p Value
(95% ClI) (95% ClI)
PRU as Time-Dependent Covariate (Per 60-Unit Increase)
cvb/mi/ 1.09 0.008 1.03 0.44
stroke (1.02-1.16) (0.96-1.11)
All-cause 1.09 0.03 0.99 0.79
death (1.01-1.18) (0.90-1.08)
All MI 1.02 0.60 0.97 0.53
(0.94-1.11) (0.88-1.07)
30 Day HPR PRU Cut-Point >208
CvD/MI/ 1.43 0.01 1.16 0.28
stroke (1.10-1.86) (0.89-1.52)
All-cause 1.38 0.06 1.03 0.84
death (0.99-1.91) (0.74-1.44)
All MI 1.37 0.08 1.13 0.50
(0.96-1.95) (0.79-1.62)
30 Day HPR PRU Cut-Point >178
cvD/MI/ 1.35 0.02 1.13 0.35
stroke (1.05-1.73) (0.87-1.45)
All-cause 1.27 0.15 0.99 0.95
death (0.92-1.75) (0.71-1.38)
All M1 1.34 0.09 1.13 0.49
(0.96-1.86) (0.80-1.58)

CVD=cardiovascular disease; HRP=high platelet reactivity ; MI=myocardial
infarction; PRU=P2Y12 reaction units.

Adapted from Gurbel PA et al. Platelet Function During Extended Prasugrel and
Clopidogrel Therapy for Patients with ACS Treated Without Revascularization:
The TRILOGY ACS Platelet Function Substudy. JAMA 2012 Nov 4:1-10.

Dr. Gurbel noted that PRU measurements were not always
performed in close proximity to clinical event occurrence.
Although prasugrel was associated with lower PRU
values irrespective of age, weight, and dose relative to
clopidogrel, ischemic event occurrence did not differ
between treatment groups. He said that, in this group of
medically managed ACS patients, it does not appear that
the ADP-P2Y12 receptor interaction played as significant
of arole in ischemic event occurrence as in the population
of patients treated with stents.

Further reading: Gurbel PA et al. JAMA 2012.

Human Monoclonal Antibody for
PCSK9 Lowers Cholesterol and Is
Well Tolerated

Written by Phil Vinall

Proprotein convertase subtilisin kexin type 9 (PCSK9) is a
circulating protein that plays a pivotal role in cholesterol
homeostasis by reducing expression of low-density
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