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:;1 Question
:;|:. inpatients who have had a first episode
p'of idiopathic venous thromboembolism
K(VTE), will extended prophylaxis with
: yvarferin reduce the rate of recurrence
: of VTE (deep venous thrombosis

J and pulmonary embolism [PE])?
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Design
Randomized, double-blind, placebo-
controlled trial.

Setting
: 15 centers in North America.

Patients
162 patients (mean age 59 y, 60% men)
with a first episode of VTE (confirmed
proximal DVT or PE that occurred in
the absence of a major thrombogenic
risk factor) who had completed a
3-month regimen of oral anticoagulation.
Major exclusion criteria were contra-

. indications to long-term anticoagulatiost,
possibility of pregnancy, allergies to

. Commentary
The well-designed and well-monitored
study by Kearon and colleagues favors ex-
tending the previously recommended du-
tation of anticoagulant treatment in patients
with a first episode of idiopatliic VTE (1).
The population studied, however, raises
issues that should be considered before
implementation of this regimen. Idiopathic
VTE occurred in patients without lower-
limb trauma, general anesthesia, hospkal-
ization with confinement to bed, thrombo-
philia, or a history of cancer. These patients
could be divided into 2 groups of unknown
proportions. Some patients may have had
undiagnosed thrombophilic diseases, such
as occult cancer (2), an inflammatory dis-
ease, or a hidden blood disorder associated
with hyperviscosity. For these patients, the
search for an emerging disease during oral
anticoagulant therapy might lead to treat-
ment of a thrombophilic disease and then

contrast media, or inability to complete
2 -year follow-up. Follow-up was 100%.

Intervention
79 patients were allocated to warfarin
with dose adjustments to maintain an
international normalized ratio (TNK) of
2.0 to 3.0, and 83 patients were allocated
to placebo with sham dose adjustments.

Main outcome measures
Development of confirmed symptom-
atic VTE (DVT or PE). Secondary out-
comes were major bleeding and death,

Main results
The study was stopped early when a
highly favorable effect was shown at a
planned interim analysis. Patients in the
warfarin group had a lower rate of re-
current VTE (P < 0.001), had more to-
tal bleeding episodes (P = 0.03), and

showed a trend toward more major
bleeding episodes (P = 0.09) (Table).
The groups did not differ for death
(1.2% in the warfarin group vs 4.1% in
the placebo group, P = 0.2).

Conclusions
Patients with a first episode of idiopathic
venous thromboembolism had a high
rate of recurrence after 3 months of anti-
coagulation. Continued anticoagulation
with warfarin reduced the rate of recur-
rent venous thromboembolism.
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Warfarin vs placebo after 3 months of anticoagulation for idiopathic VTE*

Outcomes at mean 10 mo Warfarin Placebo RRR (95% CI) N N T (CI)

Recurrent VTE

Major bleeding

Total bleeding

1.3%

3.8%

11.4%

20.5% 94% (65 to 99) 6 (3 to 9)

RRI (CI) NNH (CI)

0% Infinity Not significant

1.2% 845% (61 to 5613) 10 (5 to 30)

*VTE = venous thromboembolism. Other abbreviations defined in Glossary; RRR, RRI,
NNT, NTSfH, and CI calculated from data in article.

to discontinuation of anticoagulation. The
other patients may have had clear idiopathic
VTE without any transient or emerging risk
factors for VTE. These patients could ben-
efit from 1 ong-term anticoagulation, but die
27% incidence of thromboembolic events
during the first year without treatment
might decrease over the years and become
lower than the bleeding risk, during treat-
ment (11.5%/y). Because the study was
stopped early (follow-up of 10 mo instead
of the 24 mo previously planned), this issue
remains unresolved.

Another way to manage these patients
could have been to monitor D-dimer levels-.
Prolonged anticoagulation should be consid-
ered only for patients with hypercoagulabil-
ity, which may be assessed by evaluating die
persistent elevation of p-dimer levels (3).
However, this hypothesis still needs to be
confirmed.

Anticoagulation prevents the long-term
risk for recurrence that is associated with
idiopadiic VTE, but an individual strategy
remains difficult to specify. Longer treat-
ment is better—but for how long?
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