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Background: Recent clinical trials have
shown a reduction in the rate of recur-
rent venous thromboembolism when the
duration of anticoagulant therapy for id-
iopathic deep-vein thrombosis (DVT)
(i.e., thrombophilic risk factors cannot
be clearly identified) is extended past the
traditional 3 months.1,2 Whether this ad-
vantage is sustained after discontinuation
of anticoagulant therapy is unknown.

Question: In patients with idiopathic
DVT, what is the rate of recurrent ve-
nous thromboembolism after 3 and 12
months of anticoagulant therapy over 2
years of follow-up?

Study design: In this trial, conducted in
10 centres in Italy, 267 patients who had
completed 3 months of warfarin therapy
for a first episode of idiopathic proximal
DVT were randomly assigned either to
stop the therapy or to continue it for an
additional 9 months. The warfarin
dosage was adjusted to maintain an in-
ternational normalized ratio of 2.0–3.0.
In all cases, DVT had been confirmed
by compression ultrasonography or
venography and was considered idio-
pathic if it had occurred in the absence
of prolonged (> 7 days) immobilization,
recent (< 3 months) surgery or trauma,
pregnancy, recent childbirth, oral con-
traceptive use or previously identified
cancer or thrombophilia.

The primary outcome measure was
the recurrence of venous thromboem-
bolism over a follow-up period of at least
2 years. Bleeding was considered major if

it led to a drop of at least 2 g/L in the
hemoglobin concentration, required
transfusion of 2 or more units of blood,
occurred retroperitoneally or intracra-
nially, or necessitated permanent discon-
tinuation of the warfarin therapy. Al-
though patients and treating physicians
were not blinded to group allocation, all
outcome events were assessed by an in-
dependent panel of adjudicators who
were unaware of treatment assignment.
Primary analysis was performed using
the intention-to-treat principle.

Results: Baseline characteristics were
comparable in the 2 groups. The mean
age was 67.7 (standard deviation [SD]
7.3) years in the 3-month treatment
group and 66.8 (SD 6.7) years in the
12-month treatment group. The pro-
portion of men in the 2 groups was
54.5% and 61.2% respectively. Al-
though the overall rates of recurrence
were nearly identical in the 2 groups
(15.8% and 15.7%, relative risk 0.99,
95% confidence interval 0.57–1.73), the
mean time from randomization to re-
currence was 11.2 months in the 3-
month treatment group and 16.0
months in the 12-month treatment
group. The rates of major bleeding in
the 2 groups were 1.5% and 3.0% re-
spectively. None of the recurrences or
bleeding events was fatal.

Commentary: A previous trial2 of long-
er-term anticoagulant therapy for idio-
pathic DVT was ended early when an
interim analysis showed a significantly
lower rate of recurrence among patients
who continued the therapy beyond 3
months. The Italian trial, which com-
pleted the planned 9-month period of
extended anticoagulant therapy, showed
that the benefits associated with pro-
longed anticoagulation did not persist

after the extended therapy was stopped,
that is, recurrence was delayed but not
prevented altogether. Although the lack
of blinding renders this study vulnera-
ble to detection bias, outcome events
were evaluated objectively by an exter-
nal group. If bias had come into play, an
excess number of thromboembolic
events might have been expected in the
group given warfarin for 3 months;
however, this was not the case.

Practice implications: Although accu-
mulating evidence1–3 supports the use of
prolonged, perhaps even indefinite, an-
ticoagulant therapy in patients with a
first episode of idiopathic DVT, physi-
cians must still weigh the risk of recur-
rent thromboembolism against the risk
of significant bleeding in each case.
Further research is needed to determine
whether low-dose anticoagulant ther-
apy, the use of newer agents with de-
creased bleeding risk or improvements
in risk stratification can minimize both
the recurrence of thromboembolism
and the morbidity associated with long-
term anticoagulant therapy in this pa-
tient population. — Donald Farquhar
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