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Symptomatic deep vein thrombosis is considered necessary to treat with anticoagulation
— at least if it involves the proximal veins. For thrombosis confined to the distal leg veins
there is still a debate [1, 2]. The American College of Chest Physician (ACCP) Clinical
Practice Guidelines suggests abstaining from treatment and only performing serial
ultrasound examinations (after 1 and 2 weeks) if symptoms are not severe and the risk for
extension is small [3]. This is, however, only a grade 2C recommendation due to very
low quality evidence and implying that other alternatives may be equally reasonable.

But let us start with a basic problem — what is the anatomical level below which a
thrombosis is called “distal”? There is unfortunately no consensus here. In the Duration
of Anticoagulation (DURAC) trials the limit was the knee joint, since at that time
diagnosis was almost exclusively with venography and the joint space was easily
identified [4]. Palareti defined distal DVT as when it is only in the calf and proximal
when it affects veins from the popliteal or more proximal [5] and this conforms with the
definition in some clinical trials [6, 7]. In the article by Sartori et al in this issue of
Thrombosis Research they define isolated distal DVT as not even entering the trifurcation
[8]. The more distal the thrombosis is located, the smaller the diameter of it and thereby
possibly also the clinical consequences of embolization to the pulmonary arteries.

In a patient-level meta-analysis of recurrence depending on extent of venous thrombosis
none of the 7 included studies had a clear definition of distal DVT [9], although in 2
studies it was probably when below the popliteal vein [10, 11].

Furthermore, distal DVT can be classified into deep calf vein thrombosis and muscular
calf vein thrombosis. The muscular vein thrombosis is associated with more pain and less

swelling than the deep calf vein thrombosis, as reported in OPTimisation de



I’Interrogatoire dans 1’évaluation du risque throMbo-Embolique Veineux (OPTIMEV)
study [12]. The outcomes after 3 months are, however, similar for the two entities, which
makes it easier to study and discuss the optimal treatment.

The question of how often a distal thrombosis propagates to become proximal was
addressed in an analysis of 5 studies by Righini et al, reporting that this happened in 25 of
353 patients or 7% [13]. In the eyes of many clinicians this is probably somewhat more
than acceptable. On the other hand we have diagnostic studies with follow-up indicating
the minimal clinical importance of distal thrombosis. In a randomized trial patients with
symptoms from the leg were examined either with whole-leg or 2-point compression
ultrasonography with positive findings in 38% and 23% respectively [14]. Only those
with thrombosis on the type of ultrasound assigned received treatment. Still, recurrent
venous thromboembolism only occurred during 3 months in 1.2% and 2.0%, respectively.
Several studies have included a number of patients with distal deep vein thrombosis [4, 7,
8, 12, 15, 16], with the by far largest cohort in the RIETE Registry (n=1921)[15]. The
duration of treatment was typically 3 months but sometimes for subsets of patients only
4-6 weeks [4, 8, 16] and in one randomized controlled trial half of the patients received 6
months of anticoagulation [4]. The rate of recurrence is low at 3 months, but after
stopping anticoagulation there is an accumulation of recurrent events, as seen in previous
trials [4, 7] and in the study by Sartori et al (Fig. 1). Conversely, in a meta-analysis of
studies to predict the likelihood and type of recurrence based on initial clinical
presentation the risk of recurrence for patients with initially distal deep vein thrombosis
was much lower (Fig. 1) [9]. Notably, none of the individual studies discussed above

were included in this meta-analysis, which might have selected populations based on a



negative D-dimer. In another patient-level meta-analysis of only randomized controlled
trials on the duration of anticoagulation there were among patients with distal thrombosis
2.0 recurrences per 100 patient years, counted from the day of stopping anticoagulation
[17]. If patients were to continue long-term anticoagulation the risk of major bleeding
would counterbalance this incidence and when taking into account the inconvenience and
cost of such treatment it is not justified.

The contemporary discussion has been focused on the need to at all anticoagulate the
patients with distal thrombosis. The answer will have to await the results of some
ongoing randomized controlled trials. In the CACTUS-PTS trial 600 patients with
isolated distal deep vein thrombosis are randomized to 6 weeks of low-molecular-weight
heparin or placebo (ClinicalTrials.gov NCT00421538). Outcomes are recurrence at 6
weeks and post-thrombotic syndrome at 1 year. In the Anticoagulation of Calf
Thrombosis (ACT) trial a pilot study will include 100 patients, transitioning into a
definitive study with approximately 1000 patients, randomized to initial low-molecular-
weight heparin, followed by 3 months of oral anticoagulation or only analgesia and

compression stockings [18].

One previous study partially addressed this question by randomizing patients with distal
deep vein thrombosis to initial heparin and then warfarin for 3 months or only initial
heparin with compression stockings for all [7]. The group without secondary
prophylaxis had 29% recurrences after 3 months but the study was very small (n=51)
and the monitoring of recurrences with serial isotope scans and physical examinations

has been criticized [2].



The study by Sartori et al shows an association between concomitant cancer and risk of
recurrence (hazard ratio 5.47). This is also one of the risk factors mentioned in the text of
the ACCP chapter on anticoagulant treament of venous thromboembolism and that would
justify treatment of distal thrombosis (Table 1) [3]. Although male sex is not a risk factor
for the first event of venous thromboembolism, it has been confirmed in a meta-analysis
as a risk factor for recurrence in general [19]. From the study by Sartori et al we learn
that this is also the case for distal thrombosis (hazard ratio 4.73). Unfortunately, with so
many reported risk factors for extension, investigators in the above-mentioned ongoing
trials may feel hesitant to include a substantial proportion of patients presenting with
distal deep vein thrombosis. This carries the risk of not only a very slow recruitment but
also of a study population with more limitations than planned for in the stipulated

exclusion criteria.
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Legend to Figure
Fig. 1. Cumulative rate of recurrent venous thromboembolism after distal deep vein

thrombosis, treated with anticoagulation. Acronyms/first author are followed by reference

number.
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Table 1. Risk factors for extension of distal deep vein thrombosis [3]

e Positive D-dimer

e Thrombus >5 cm or close to proximal veins
e Thrombosis in multiple distal veins

e No reversible provoking factor

e Active cancer

e History of venous thromboembolism

e Thrombosis in hospitalized patient
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Fig. 1. Cumulative rate of recurrent venous thromboembolism after distal deep vein

thrombosis, treated with anticoagulation. Acronyms/first author are followed by reference

number.
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