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A safer way to prevent

VTE recurrence

Rather than extend oral anticoagulation therapy
for patients at high risk for recurrence of venous
thromboembolism, advise them to take an aspirin a day.

PRACTICE CHANGER

After patients with unprovoked venous
thromboembolism (VTE) complete a 6- to
18-month course of oral anticoagulation
therapy, consider a switch to aspirin.'

STRENGTH OF RECOMMENDATION
A: Based on one well-designed, randomized
controlled trial (RCT).

Becattini C, Agnelli G, Schenone A, et al. Aspirin for preventing the
recurrence of venous thromboembolism. N Engl J Med. 2012;366:
1959-1967.

[ILLUSTRATIVE CASE |

A 62-year-old patient comes to your office for
follow-up of a primary unprovoked venous
thromboembolus. He has been on an oral an-
ticoagulant for 12 months. Should he continue
anticoagulation therapy despite the increased
risk for major bleeding?

atients who survive VTE—defined
P as either deep venous thrombosis or

pulmonary embolism—are put on an-
ticoagulant therapy to prevent a recurrence,
typically for 6 to 18 months. But about 20%
of patients with unprovoked VTE have a re-
currence within 2 years of anticoagulation
withdrawal.? Extending anticoagulation pre-
vents recurrences but increases the risk of
bleeding.?

Is aspirin a viable alternative?

Until recently, the efficacy of aspirin for the
prevention of recurrent VTE was unknown.
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Becattini et al investigated it in the multi-
center RCT detailed in this PURL.

[STUDY SUMMARY |

Aspirin can prevent recurrence

with minimal risk

To determine whether aspirin was a viable
alternative to oral anticoagulation, the re-
searchers compared aspirin with placebo
in patients with primary unprovoked VTE
who had completed a course of oral antico-
agulation treatment. To be considered for the
study, patients had to be >18 years and have
had their first-ever objectively confirmed,
symptomatic unprovoked proximal deep
vein thrombosis, pulmonary embolism, or
both. They also had to have completed 6 to
18 months of anticoagulant therapy, with a
target international normalized ratio (INR)
of 2.0 to 3.0. Exclusion criteria included a his-
tory of cancer, clinically significant thrombo-
philia, atrial fibrillation, and a bleeding event
that occurred during the course of anticoagu-
lation therapy.

Becattini et al identified 403 eligible
patients. Two weeks after stopping antico-
agulation, patients were randomly assigned
to receive either aspirin 100 mg once daily
(n=205) or placebo (n=198) for 2 years. (One
patient in the placebo group never received
treatment.) At baseline, there were no sig-
nificant differences in patient characteristics.
All were evaluated every 3 months in the first

year and every 6 months in the second year.
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INSTANT

POLL

How long do you
keep patients

on oral
anticoagulation to
prevent recurrence
of venous
thromboembolism?

[] 6 to 12 months

[] 12 to 18 months

[] Up to 2 years

[ Indefinitely, if no
adverse effects

occur

[ | Other
(Please explain)
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For patients with
unprovoked VTE
who had
completed a
course of oral
anticoagulation,
aspirin was
effective in
preventing a
recurrence—with
no apparent
increase in the
risk of major
bleeding.
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The primary efficacy outcome was objec-
tively confirmed recurrent VTE. The primary
safety outcome was major bleeding, defined
as bleeding that occurred in a critical location
(eg, intracranial bleeding), was associated with
a decrease of hemoglobin of at least 2 g/dL,
required a transfusion of 2 units of whole
blood or red blood cells, or was fatal. Overt
bleeding, which required medical interven-
tion but did not meet the criteria for major
bleeding, was a secondary safety outcome.

Twenty-eight of the 205 patients in the
aspirin group experienced a recurrence,
compared with 43 of the 197 patients on
placebo (6.6% vs. 11.2% per year; hazard ra-
tio [HR]=0.58; 95% confidence interval [CI],
0.36-0.93; P=.02). Adverse events were report-
ed by 7 patients in the aspirin therapy group
and 6 in the placebo group. One patient in
each group experienced major bleeding, and
3in each group experienced clinically relevant
but nonmajor bleeding. Withdrawal rates
were similar (10 in the treatment group vs 9
controls), as were the number of patients who
developed new indications for aspirin or anti-
coagulation therapy or were lost to follow-up.

An analysis adjusted for age, sex, index
event (deep vein thrombosis or pulmonary
embolism), and duration ofinitial anticoagula-
tion treatment confirmed that aspirin reduced
the risk of recurrence (adjusted HR=0.53; 95%
CI, 0.32-0.85; P=.009). No association was
found between recurrent VTE and duration of
anticoagulation therapy (6 months vs longer).
Nor was there a difference in recurrence rates
based on the index event.

WHAT’'S NEW

Aspirin has a key role
in preventing recurrence
This study found that for patients with un-
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provoked VTE who completed a course of
oral anticoagulation, aspirin was effective
in preventing a recurrence, with no appar-
ent increase in the risk of major bleeding.
Protection in Year 2 was nearly as great as in
Year one.!

Patients were followed

for just 2 years

It is unclear whether continuing aspirin ther-
apy beyond 2 years would continue to confer
protection againsta VIE recurrence without an
increase in adverse effects.

‘CHALLENGE TO IMPLEMENTATION

Some patients can’t tolerate

chronic aspirin therapy

Although this study investigated aspirin in a
dosage of 100 mg/d, this strength is not read-
ily available in the United States.* There is no
evidence to suggest that the 81-mg strength
that is available in this country would pro-
vide a diminished antiplatelet effect. And, as
is already customary, patients undergoing
chronic aspirin therapy must be monitored
for major bleeding, GI irritation, and renal
compromise. A few patients will be ineligible
for prophylaxis due to a history of intolerance
to aspirin or nonsteroidal anti-inflammatory
drugs. JFP
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