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Introduction
Distal deep venous thrombosis (DDVT) is one of the “grey” 

areas of venous thromboembolism. Usually DDVT are divided in 
isolated distal deep venous thrombosis and extended distal deep vein 
thrombosis in which there is a thrombus extension toward proximal 
vessels as popliteal and femoral veins. For this reason the real incidence 
in the world of DDVT is really difficult to be established but there is 
a common and historical consensus to consider DDVT less common 
than proximal DVT [1]. Furthermore, the appearance of asymptomatic 
DDVT is a further confounding factor to have a clear incidence of 
DDVT. 

In daily clinical practice extended DDVT are considered as 
proximal DVT not only for a diagnostic point of view but also as from 
a therapeutic point of view while IDDVTs show several open issues 
[1,2]. Diagnostic methods, clinical approach, therapeutic strategies, 
antithrombotic regimens, methods to prevent recurrences are only 
the most common debated issues concerning the management of 
IDDVT. This review is focused to underline the most common points 
of discussion concerning IDDVT.

Diagnostic Approach to DDVT
Diagnostic methods of DDVT are still matter of discussion in 

daily clinical management in the scientific community. The diagnostic 
approach is different in several centers in the world as reported by 
several Authors, but these different methodologies for diagnosis have 
been found to be effective and safe and are all commonly accepted in 
clinical practice [2,3]. Symptomatic patients for calf pain usually are 
selected to perform a full evaluation including clinical examination, 
pretesting probability for DVT, d-dimer dosages and ultrasound scan 
with Doppler evaluation [2,3]; patients that after this screening have 
not all needed aspects for an IDDVT diagnosis may be invited to 
perform an instrumental evaluation after 1-2 weeks; moreover, usually, 
according to several guidelines also the choice to treat an IDDVT after 
a positive whole limb ultrasound scan with Doppler may be associated 
to a further control after 2 weeks if not associated to several aspects or 
clinical conditions (e.g. positive d-dimer, cancer and so on) [3]. 

However, the routine use of the whole limb Doppler ultrasound 
in clinical practice has increased the diagnosis of DDVT. The whole 
limb ultrasound testing has been showed particularly effective to detect 
asymptomatic DDVT [2-6].

Risk Factors 
Strong and common risk factors for proximal DVT are recent 

surgery, prolonged hypomobility, pregnancy, hormonal treatment 
(e.g., oral contraceptive use), cancer and its related therapy. These 
risk factors and lower limb trauma not associated to surgery are also 
considered major risk factors for IDDVT. In a recent study by Donadini 
et al. [5] the most common acquired thrombotic risk factors in IDDVT 
was cancer in nearly 50% of cases and in the same study cancer was 
the most common risk factor associated to recurrent VTE appearing as 
IDDVT [7]. Thrombophilia testing is not routinely suggested after an 
episode of IDDVT and the presence of thrombophilia is not considered 
a relevant factor to establish the duration of antithrombotic treatment 
after a proximal DVT or distal DVT according to ACCP guidelines 
[8,9].

Thrombophilic screening performed in a study by Kovac et al. 
[9] in fact, does not show any difference concerning the occurrence 
of IDDVT in thrombophilic vs. non-thrombophilic patients. Several 
other clinical conditions have been underlined as risk factor for a 
DVT as inflammatory bowel disease, prolonged use of several drugs, 
placement of central venous catheters or peripherally inserted central 
catheter, kidney failure, antiphospholipid syndrome but their presence 
is not associated to a routinely screening and prophylaxis of proximal 
DVT and this aspect is not available for distal DVT. Recent trauma 
without surgery of calf represent a frequent risk factor for IDDVT but 
a clear incidence of this clinical event is difficult and this aspect seem to 
influence also the incidence of asymptomatic IDDVT in which a recent 
trauma in the anamnesis is difficult to be found.

DDVT Prophylaxis and Therapeutic Approach
There are not available studies and\or guidelines concerning 
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Abstract
Distal deep venous thrombosis (DDVTs) is one of the “grey” areas of venous thromboembolism. There is a great 

heterogeneity in the diagnostic and therapeutic strategies between all the diagnostic centers. Studies doesn’t clarify 
the problem so it is not clear yet if there is any advantage in diagnosing and consequentially treating all the IDDVT. 
The 2012 ACCP guidelines suggested clinical observation for 2 weeks over initial anticoagulation (grade 2C) in 
patients with acute IDDVT without severe symptoms or risk factors for extension. 
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prophylaxis of IDDVT. For the exposed reasons the Literature offers 
different opinion concerning treatment regimens for IDDVT. Different 
opinion is also available concerning the type of antithrombotic drugs 
and dosages to treat an IDDVT

ACCP guidelines published in 2008 recommended a long-term 
(for at least 3 months) anticoagulant treatment for all diagnosed DVT, 
including calf DVT. In contrast, the 2012 ACCP guidelines suggested 
clinical observation for 2 weeks over initial anticoagulation (grade 2C) 
in patients with acute IDDVT without severe symptoms or risk factors 
for extension [10,11]. So, a thorough evaluation of risk\benefit of 
antithrombotic treatment for a DDVT is always suggested. Moreover, 
2016 ACCP guidelines recommend to treat DDVT in a similar way 
and intensity as proximal DVT when further risk factors are present or 
symptoms are so close, although this clinical suggestion has a low grade 
of recommendation (2C) [11].

Concerning the type of treatment there is not specification on 
international guidelines concerning the type of antithrombotic drugs. 
For several years low molecular weight heparins (LMWHs) were 
considered the first line drugs involved for the treatment of IDDVT. A 
study involving low-risk patients showed that IDDVT treatment with 
nadroparin is effective in reducing venous thromboembolic events 
but with a particularly high risk of bleeding and concluded that for 
these patients clinical observation alone is an adequate approach and 
anticoagulant therapy is not needed [12]. There is however an earlier 
work by Parisi et al. [13]. which demonstrated how a treatment with 
low-molecular-weight heparin for 1 week at full dosage and then at 
half dose for other 3 weeks is safe and effective in patients with DDVT 
associated with transient risk factors. In a more recent study LMWHs 
were administered for 4-6 weeks with a significant efficacy for recurrent 
VTE.

However available anticoagulants useful for the treatment of 
IDDVT are summarized in Table 1.

Diagnosis of IDDVT may be on symptomatic patients or may be 
incidental and actually this clinical aspect represents a great dilemma 
to choose the correct therapeutic approach: symptomatic patients 
that have also underling thrombotic risk factors are selected for long 
term treatment. Few randomized trials are available for the treatment 
of IDDVT with anticoagulants in particular Low Molecular Weight 
Heparin while reduced data are available for fondaparinux, anti-
vitamin K drug or direct oral anticoagulants. The prophylaxis of 
IDDVT is similar to the prophylaxis of other form of lower limb DVT 
although specific and addressed studies are lacking in the literature. 
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Type of drug to 
treat IDDVT

Mentioned in 
International 
guidelines

Used Randomized 
clinical trials

Used with real life 
evidences

Low molecular 
weight heparin

Not specifically Yes Yes

Fondaparinux Not specifically No Yes
Antivitamin K drugs Not specifically No Yes

Direct oral 
anticoagulants 

Not specifically No Yes

Table 1: Anticoagulant drugs to treat IDDVT and related scientific evidences.

Yet, because the suggestion of ACCP to treat symptomatic IDDVT 
as a proximal DVT also anti-vitamin K drugs are considered for long 
term treatment of a DDVT as suggested by international experts [11]. 
Actually based on the same guidelines also direct oral anticoagulants 
(DOACs) may be considered although there are not randomized 
clinical trials on DOACs in the treatment of IDDVT.

Take Home Messages
Calf vein thrombosis may appear as IDDVT or extended DVT. 
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