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Isolated calf deep vein thrombosis (ICDVT), defined as 
thrombosis confined to the infra-popliteal veins of the 
lower limbs, is a frequent finding in symptomatic out- and 
in-patients when the ultrasound examination is extended 
to the whole deep leg veins. Studies based on a complete 
investigation of deep veins in the whole leg, reported a 
prevalence of ICDVT of 7–11% in cases with suspected 
PE, 4–15% in cases with suspected DVT, and 23–59% in 
patients with diagnosis of DVT (1). Notwithstanding these 
high figures, many and clinically relevant aspects of ICDVT 
are still controversial; in fact, that of ICDVT is currently 
one of the most debated issues in the field of venous 
thromboembolism (VTE). First of all, whether an extended 
ultrasound examination of calf deep veins is necessary in 
all suspected subjects is still matter of discussion and the 
American College of Chest Physician guidelines on VTE 
in the last edition (2) propose a rationale for not routinely 
examining the distal veins, based on the facts that: (I) 
other assessment (e.g., low clinical probability and/or 
negative D-dimer) may help guiding those in whom distal 
examination is not necessary; (II) a repeat ultrasound of the 
proximal veins can be done after a week to identify those 
patients with a risky proximal DVT; and finally, (III) false-
positive findings for DVT may occur with a subsequent 
unnecessary and risky anticoagulant treatment to a number 
of subjects. Moreover, even in the case that the calf veins are 
imaged and ICDVTs are diagnosed, the above mentioned 
guidelines suggest two different management options as 
equally suitable in clinical practice: (I) to treat patients 
with anticoagulant therapy; or (II) to not treat patients 
with anticoagulant therapy unless extension of their DVT 

is detected on a follow-up ultrasound examination (e.g., 
after 1 or 2 weeks). However, important differences on this 
issue are present among currently available international 
guidelines on VTE; these differences reflect the broad 
variability in clinical practice between the strategies on 
how to manage patients with suspected leg DVT and even 
on how to treat ICDVT after diagnosis. The treatment 
for ICDVT is even not mentioned at all by the National 
Clinical Guideline Centre (last published in June 2012) 
since the guideline “…focused on proximal DVT rather than 
isolated calf vein DVT as the latter is less likely to cause post-
thrombotic syndrome than proximal DVT and also less likely 
to embolize to the lungs.” (3). In contrast, the International 
Consensus Statement on prevention and treatment of VTE 
affirms that evidence “…indicates that oral anticoagulants 
should be given to all patients with symptomatic isolated calf DVT 
and that three months seems to be sufficient.” (4). It is really 
evident that the diagnostic and therapeutic approaches 
to suspected or diagnosed ICDVT vary greatly among 
guidelines as well as among even expert professionals and 
in clinical practice. This seems mainly attributable to the 
fact that the natural history of calf-limited DVTs, their 
potential risk and optimal treatment have, to date, not 
been sufficiently investigated. Thus, different options and 
clinical decisions are possible and equally justified. Evidence 
on the natural history of ICDVT is currently insufficient 
especially because in most studies ICDVTs, once diagnosed 
were treated with anticoagulants and, therefore, their 
natural history was modified by the treatment. Evidence 
on clinical evolution of diagnosed ICDVT left untreated is 
scarce. The proximal extension rate of untreated ICDVT 
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was reported to range between 10% and 15% in recent 
reviews (5,6). The CALTHRO study showed that 90% of 
untreated ICDVTs, diagnosed in patients well monitored 
with serial CUS, did not reach the proximal veins and/or  
embolize; the proximal extension rate at 7 days after 
diagnosis was as low as about 3% (7), in line with results 
(1–5.7%) of studies based on serial proximal ultrasound 
evaluations (8). These data support the view that the need 
of anticoagulant treatment in all patients with ICDVT has 
not been proved for sure. At last, one randomized, placebo 
controlled, clinical trial on the need of anticoagulation in 
patients with ICDVT has recently been published (9). The 
CACTUS study randomized patients with a first ICDVT to 
receive therapeutic nadroparin dose (170 UI/kg) or placebo 
for 42 days. There was no significant difference between 
the groups in the composite primary outcome: 3% in the 
nadroparin group and 5% in the placebo group; whereas 
bleeding occurred in 4% of patients in the nadroparin group 
and in no patients in the placebo group (P=0.0255). These 
data support the conclusion that not all IDDVT should 
receive full-dose anticoagulation. A practical therapeutic 
approach has recently been proposed (10), based on giving 
therapeutic anticoagulation for 3 months, as for proximal 
DVT, in patients with an unprovoked event or with other 
high-risk factors for VTE. A shorter treatment (4–6 weeks) 
with LMWH, even at lower anticoagulant doses, can be 
enough in patients who have low-risk conditions (11). 
Unfortunately, no data are still available on the use of 
DOACs in this clinical condition. Of notice, recent studies, 
based on long follow-up after stopping anticoagulation 
in patients with a first IDDVT, showed an incidence of 
recurrent VTE that was similar to that of patients with 
proximal DVT (12,13). Whether the occurrence of these 
long-term complications of ICDVT can be influenced by 
the initial treatment (anticoagulation yes or not, its type, 
dose, duration) remains to be assessed.

An interesting clinical study on treatment of patients 
with diagnosed ICDVT has recently been published (14). 
In the study the authors have retrospectively examined the 
cases of patients who had an ICDVT diagnosis with duplex 
ultrasonography during 4 years activity [2010–2013] at 
the Vascular Laboratory of the University of California. 
After the exclusion criteria, 384 patients were available for 
analysis (57.8% males; mean age 60±16 years), 222 of whom 
(57.5%) were inpatients. Therapeutic anticoagulation 
was prescribed to 243 patients (63.3%), the remaining  
non-treated patients were evaluated as controls. Significantly 
less patients received anticoagulation if admitted to a 

medical-surgical unit, had an operation or traumatic injury 
within prior 30 days, were in non-ambulatory status, or had 
received prophylactic anticoagulation during the 7 days 
before diagnosis of ICDVT. In contrast, the presence of 
acute medical illness, use of hormonal medications, presence 
of cancer and history of VTE were conditions associated 
with more prescription of anticoagulation. Proximal DVT 
or PE occurred in 13 control group patients (9.2%) and 
8 anticoagulation group patients (3.3%). Intention to 
administer therapeutic anticoagulation was associated with 
a lower likelihood of proximal DVT or PE, with an RR of 
0.36 (95% CI, 0.15–0.84). Clinically significant bleeding 
occurred more frequently in patients who received a 
prescription of therapeutic anticoagulation (8.6%) than in 
controls (2.2%; adjusted OR, 4.87; 95% CI, 1.37–17.3). On 
the basis of the high rate of clinically significant bleeding 
events associated with therapeutic anticoagulation the 
authors’ conclusions are rather conservative. The conclude 
that: “…therapeutic anticoagulation of patients with isolated calf 
DVTs may be warranted to reduce the risk for proximal venous 
thromboembolism. However, randomized studies are needed to 
draw firmer conclusions. Because the benefits of anticoagulation 
seem modest, we recommend attention to the risk for bleeding 
when determining whether anticoagulation is appropriate.” 
I agree with this cautious conclusion. I am convinced 
that not all ICDVT are associated with the same risk of 
complications and not all deserve anticoagulation. The 
problem is that currently it is not sufficiently ascertained 
which ones are those at high or low risk. Furthermore, if 
anticoagulation is the preferred option, its intensity and 
duration are still uncertain. For sure prospective, controlled 
studies are urgently needed to reduce the risk of insufficient 
or excessive treatment in the high number of patients who 
present with ICDVT.
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