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BACKGROUND: About 20% of patients with unprovoked venous thromboembolism have a
recurrence within 2 years after the withdrawal of oral anticoagulant therapy. Extending
anticoagulation prevents recurrences but is associated with increased bleeding. The benefit of



aspirin for the prevention of recurrent venous thromboembolism is unknown.

METHODS: In this multicenter, investigator-initiated, double-blind study, patients with first-
ever unprovoked venous thromboembolism who had completed 6 to 18 months of oral
anticoagulant treatment were randomly assigned to aspirin, 100 mg daily, or placebo for 2
years, with the option of extending the study treatment. The primary efficacy outcome was
recurrence of venous thromboembolism, and major bleeding was the primary safety outcome.

RESULTS: Venous thromboembolism recurred in 28 of the 205 patients who received aspirin
and in 43 of the 197 patients who received placebo (6.6% vs. 11.2% per year; hazard ratio,
0.58; 95% confidence interval [Cl], 0.36 to 0.93) (median study period, 24.6 months). During a
median treatment period of 23.9 months, 23 patients taking aspirin and 39 taking placebo had
a recurrence (5.9% vs. 11.0% per year; hazard ratio, 0.55; 95% ClI, 0.33 to 0.92). One patient
in each treatment group had a major bleeding episode. Adverse events were similar in the two
groups.

CONCLUSIONS: Aspirin reduced the risk of recurrence when given to patients with
unprovoked venous thromboembolism who had discontinued anticoagulant treatment, with no

apparent increase in the risk of major bleeding.

(Funded by the University of Perugia and others; WARFASA ClinicalTrials.gov number,
NCT00222677.).
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205 received aspirin and 197 received placebo.

Mean age was 6115 years; >60% were male; >98.9% were white; >54% had VKA
treatment for 12 months before being randomized.

Aspirin for prevention of recurrent VTE

Placebo

2 years

The primary efficacy outcome was recurrence of venous thromboembolism; the
primary safety outcome was major bleeding.

Venous thromboembolism recurred in 28 of the 205 patients who received aspirin and
in 43 of the 197 patients who received placebo (6.6% vs. 11.2% per year; hazard
ratio, 0.58; 95% confidence interval [Cl], 0.36 to 0.93) (median study period, 24.6
months). During a median treatment period of 23.9 months, 23 patients taking aspirin
and 39 taking placebo had a recurrence (5.9% vs. 11.0% per year; hazard ratio, 0.55;
95% Cl, 0.33 to 0.92).
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Comments: This is the only statement addressing randomization: "Eligible patients
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Poorly addressed
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Adequately addressed

Comments: "All suspected study outcome events were assessed by a central,
independent adjudication committee whose members were unaware of the group
assignments and who reviewed the imaging results.” No statement was made about
whether the study participants were blinded.

Well covered

Well covered

Well covered

Yes: VTE and major bleeding.

17% dropped out of the aspirin arm and 15% dropped out of the placebo arm. If most
of those who dropped out of the aspirin arm were very ill, it can bias the result toward
aspirin therapy.

Yes.



19. If a multi-site study,
are results comparable
for all sites?

20. Is the funding for the
trial a potential source of
bias? If yes, what
measures were taken to
insure scientific
integrity?

21. To which patients
might the findings apply?
Include patients in the
study and other patients
to whom the findings
may be generalized.

22. In what care settings
might the findings apply,
or not apply?

23. To which clinicians
or policy makers might
the findings be relevant?

This was not addressed.

Yes. Bayer provided a grant and both the placebo and aspirin tablets, but was not
involved with the study design, collection of data, or writing of final manuscript.

Male caucasian patients 260 years of age, but | would generalize this to patients 45 to
65 years of age, sex, or race.

Outpatient primary care office settings.

Any primary care physician caring for adult patients; inpatient doctors caring for
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Becattini C. Aspirin for preventing the recurrence of venous thromboembolism.
Author. In: DynaMed [database online]. Available at:
www.DynamicMedical.com Last updated June 25, 2012. Accessed July 2,
2012.

Aspirin may decrease VTE recurrence.

Lip G. Treatment of lower extremity deep vein thrombosis. In: Basow DS, ed.
UpToDate [database online]. Waltham, Mass: UpToDate; 2012. Available at:
http://www.uptodate.com. Last updated June 13, 2012. Accessed July 2, 2012.

Long-term anticoagulation is recommended for those at risk for recurrent VTE.
What anticoagulation and the treatment length are still unclear.

Medications

1. Low-dose unfractionated heparin: 5000 U SC q 12h or
2. Enoxaparin: 40 mg (4000 U) SC qd

3. Warfarin

o Effective for secondary prevention of VTES for patients positive
for antiphospholipid antibodies
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