
Fewer venous thromboembolism recurrences occurred with 6 months
than with 6 weeks of anticoagulant therapy
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Objective
To compare 6 weeks with 6 months
of oral anticoagulant therapy in pa-
tients who have had a first episode
of deep venous thrombosis (DVT)
or pulmonary embolism (PE).

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

Setting
16 centers in Sweden.

Patients
897 patients (mean age 61 y, 56%
men) who were > 15 years of age
with a first episode of DVT con-
firmed by venography or PE con-
firmed by angiography or by chest
radiography and perfusion-ventila-
tion lung scanning. Exclusion criteria
were pregnancy; allergy to warfarin
or dicumarol; indication for continu-
ous oral anticoagulation; paralysis of

Commentary
The study by Schdman and colleagues is the
largest of 6 randomized trials that have ad-
dressed treatment duration in patients with
DVT or PE (1). Although the Interventions
were not blinded, bias was reduced by using
objective diagnoses for both die qualifying
throinboernbolic events and for the recur-
rences, and by blinding outcome adjudication.

Only I % of patients had recurrences of
thrombolytic even ts while receiving antico-
agulants; and only 1% of patients who were
anticoagulated for 6 months had major bleed-
ing. Even after 6 months of dierapy, a con-
stant rate of recurrence of approximately
5.4%/y was observed. The additional events
observed in patients treated for 6 weeks were
clustered in die 4 months after cessation of
anticoagulation.

When data from this trial are considered
with findings from other treatment studies,

the affected leg; contraindication to
compression stocking use; current or
previous venous ulcer; cancer; > 1
previous thromboembolic event; or
congenital deficiency of antithrom-
bin, protein C, or protein S, Follow-
up was complete.

Intervention
Patients were assigned to oral antico-
agulation with warfarin sodium or
dicumarol, targeted to an INR of
2.0 to 2.85 for 6 weeks (« = 443) or 6
months (n = 454).

Main Outcome Measures
Recurrent venous thromboembolism,
major hemorrhage during oral anti-
coagulation, or death during the 2-
year study period.

Main Results
Analysis was by intention to treat. Six
months of anticoagulation led to fewer
recurrences of venous thromboembol-
ism at 2 years than did 6 weeks of anti-
coagulation (9.5% vs 18.1%, P < 0.001).
{This absolute risk reduction of 8.6%
translates to a number of patients who
need to be treated to prevent 1 recur-
rence of 12,95% CI8 to 24; die rela-
tive risk reduction was 48%, CI 23%
to 63%.)* 53% of the recurrences in
the 6-week group occurred within 6

a clearer picture of the optimal duration of
oral anticoagulation emerges (1-3). Duration
of treatment should be individualized based
on die extent of thrombosis (calf or proxi-
mal) and on the patient's competing risks for
recurrence and major bleeding (2 -4). In this
trial, the reduction in relative risk with 6
months compared with 6 weeks of therapy
was about 50% in all subgroups. The risk
for recurrence was 8.6% in patients with a
temporary risk factor who had 6 weeks of
therapy and 24.4% for those with a perma-
nent or unknown risk factor. This means that
2 6 patients with reversible risk factors would
need to be treated for 6 mondis rather dian
6 weeks to prevent a recurrence, and 8 pa-
tients without reversible risk factors. There-
fore, for patients at average risk for bleeding
and widi a reversible risk factor, we would
be preventing at least 4 recurrences for ev~

months of cessation of therapy. From 6
months on, the rate of recurrence in
the 2 groups was similar. Patients re-
ceiving oral anticoagulant therapy for
6 weeks compared with those receiving
it for 6 months did not differ for major
hemorrhage (1 [0.2%] vs 5 patients
[1.1%], P = 0.23) or death (22 pa-
tients [5.0%] vs 17 patients [3.7%),
P = QA6).

Conclusion
In patients with a first episode of deep
venous thrombosis or pulmonary em-
bolism, fewer recurrences of venous
thromboembolism occurred in patients
receiving 6 months of oral anticoagu-
lant therapy compared with those re-
ceiving 6 weeks of therapy.
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"Numbers calculated from data in article.

Abstract and Commentary also published in
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ery bleed we caused, and for the high-risk
patients without reversible risk factors we
would be preventing at least 12 recurrences.
This suggests that we should treat patients
for 6 mondis if they are at low risk for bleed-
ing. In patients at higher risk for bleeding,
clinicians must carefully consider the trade-
off between recurrences prevented and
bleeding caused.
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