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Objective
To compare 6 months of anticoagu-
lant therapy with an indefinite treat-
ment period in patients with second
episodes of venous thromboembolism.

Design
Randomized controlled trial with 4-
year follow-up.

Setting
16 medical centers in Sweden.

Patients
227 patients (mean age 64 y, 61%
men) who were a 15 years of age and
had had second episodes of acute pul-
monary embolism or deep venous
thrombosis in the leg, iliac veins, or
both. Diagnoses were confirmed by
venography, angiography, or the com-
bination of chest radiography and ven-
tilation-perfusion lung scanning.

Intervention
Patients were allocated to anticoagu-
lant therapy for 6 months (« = 111) or

Commentary

This study by Schulman and colleagues
supports the hypothesis that some patients
with recurrent venous thromboembolism
are at increased risk for further recurrence
when anticoagulation is stopped. Risk fac-
tors for recurrence include the factor V-
Leiden mutation (1), deficiencies ofanti-
thrombin III, presence of protein C or S,
cancer, and prolonged immobilization (2).

In this study, die incidence of recurrent
venous thromboembolism was decreased
by 18% in patients who received indefi-
nite treatment with warfarin targeted to
an INR of 2 to 2.85. An important finding
in this study and in a recent study of pa-
tients with the factor V-Leiden mutation
(1) is that thromboembolism often recurs

to anticoagulation for an indefinite
period (n = 116). Initial treatment was
unfractionated or low-molecular-
weight heparin given for a 5 days; an-
ticoagulation with warfarin sodium or
dicumarol was usually started at the
same time as heparin therapy. The tar-
get international normalized ratio
(INR) was 2.0 to 2.85.

Main outcome measures
Recurrent venous thromboembolism,
major hemorrhage, and death.

Main results
Analysis was by intention to treat. Pa-
tients who received anticoagulant
therapy had a lower rate of recurrent
venous thromboembolic events than
patients who received therapy for 6
months (P < 0.001) (Table). A trend
toward a greater rate of major hem-
orrhage existed in patients who re-
ceived anticoagulant therapy indefi-
nitely (8.6% vs 2.7%, P = 0.08; {CI
for the 5.9% ARR-12.8% to 0.15%}*).

Indefinite vs 6-month anricoagulation^

The groups did not differ for death
(8.6% vs 14.4%, P = 0.2; {CI for the
5.8% ARR-2.6% to 14.6%}*).

Conclusion
In patients with second episodes of
venous thromboembolism, the risk for
recurrent thromboembolic events was
reduced when anticoagulant therapy
was continued indefinitely compared
with 6~month administration, but this
was accompanied by a trend toward
increased major hemorrhage.
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Abstract and Commentary also published in
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Outcome Indefinite 6-month RRR ARR NNT
EER CER (95% CI) ICER-EERI (CI)

Recurrent venous
thromboembolism

2.6% 20.7% 88%
(63 to 96)

18.1%
(4 to 10).

1 to 4 years after the initial episode. The
incidence of recurrent thromboembolism
in high-risk patients may approach 20%
during long-term follow-up (1). Although
recurrent thromboembolism was not in-
variably fatal in this study, the relatively
modest risk for bleeding with the INR tar-
geted to this range (5% to 7% annually)
has been argued to be cost-effective com-
pared with shorter-term anticoagulant
treatment (2),

This study combined patients with tem-
porary and permanent risk factors.
Whether indefinite anticoagulant therapy
should be considered in patients with
tihromboembolism and permanent risk fac-
tors, including idiopathic venous throm-

boembolism, is unknown, but studies in this
area are currently being done. For the
present, clinicians may consider indefinite
anticoagulant therapy in high-risk patients .
with a second episode of venous throm-;
boembolism.

PaulR. Eisenberg, MD,
Washington University School of Medicine:.

St. Louis, Missouri, USA.
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