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Incidental venous thromboembolism (VTE) refers to deep venous thrombosis or pulmonary embolism
(PE) diagnosed on an imaging test, usually computed tomography, performed for another reason than the
clinical suspicion of VTE. Incidental VTE is particularly frequent in patients with cancer who have an
increased risk of VIE and who underwent frequent imaging tests for staging purposes and assessment of
anticancer treatment.

Incidental VTE is usually opposed to symptomatic VTE but these terms may be misleading by suggesting
that incidental VTE is mostly asymptomatic. In fact, most patients with incidental VIE have VTE-related
symptoms. A more comprehensive wording may use the terms “clinically suspected” instead of
symptomatic and “clinically unsuspected” instead of incidental.

Clinicians and researchers are faced with three main questions regarding clinically unsuspected VTE; 1) is
the diagnosis reliable? 2) Are clinically unsuspected VTE events less severe than clinically suspected VTE
events? And 3) is it worth treating unsuspected VTE as suspected VTE?

Is the diagnosis of clinically unsuspected VTE reliable?

Clinically unsuspected VTE is, by definition, diagnosed on an imaging test not aimed at diagnosing VTE.
For PE, the quality of the injection matters and a suboptimal injection of the pulmonary arteries has been
associated with an increased risk of indeterminate result [1]. Two studies, however, do not support this
hypothesis. In one study, the kappa value between two expert readers and a non-expert interpretation was
0.93, suggesting a good reproducibility and all 62 clinically unsuspected PEs diagnosed by a non-expert
radiologist were confirmed by two experts, suggesting that the diagnosis of clinically unsuspected PE is
reliable [2]. Of note, only one patient in this study had an isolated sub-segmental PE [2]. In another study,
the agreement with regard to the most proximal location of clinically unsuspected PE was very good but
decreased to moderate for subsegmental clots. In this study, the diagnosis of subsegmental PE was not
confirmed by expert reading in only one (3%) among 29 patients originally diagnosed with a
sub-segmental PE, suggesting again that the diagnosis of clinically unsuspected PE is reliable even at the
subsegmental level [3].
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Are clinically unsuspected VTE events less severe than clinically suspected VTE
events?

Clinically unsuspected PE is associated with more distal clots than clinically suspected PE [3, 4], and
patients with clinically unsuspected PE appear to have a better prognosis than patients with clinically
suspected PE, but this is critically dependent on the presence of symptoms. In patients with clinically
unsuspected PE, the presence of symptoms adversely affects survival [5]. In the EPIPHANY study, patients
with cancer and PE were divided into three groups, those with clinically suspected PE, those with clinically
unsuspected PE and no symptoms attributable to PE, and a third group with clinically unsuspected PE
who retrospectively had symptoms related to PE. Patients with clinically suspected PE were more likely to
have a syncope or a heart rate >100 beats per min than symptomatic patients with clinically unsuspected
PE, but 90-day mortality rates were comparable in these two groups and higher than in the group of
asymptomatic patients [6].

Is it worth treating unsuspected VTE as suspected VTE?

Current guidelines suggest the same therapeutic approach in patients with clinically unsuspected VTE and
in patients with clinically suspected VTE [7, 8]. These guidelines are mainly based on the results of
retrospective cohort studies, suggesting that the risk of recurrent VIE during anticoagulant treatment is
comparable in these two groups of patients. In cancer patients, even clinically unsuspected isolated
subsegmental PE is associated with a substantial risk of recurrence during anticoagulant treatment [9]. The
significant risk of recurrent VTE in patients with cancer and clinically unsuspected VTE has been
confirmed in a recent multicentre prospective cohort study [10] and by the results of the study reported
by MuLpEr et al. [11] in this issue of the European Respiratory Journal. In this latter study, the risk of
recurrent VTE was numerically lower in patients with incidental VTE but the difference with patients with
so-called symptomatic VTE was not statistically significant. These results were obtained in the context of a
prospective multicentre therapeutic trial with centralised blinded adjudication of outcomes [11].

On aggregate, the available evidence strongly supports that incidental VTE and clinically suspected VTE
share common risk factors and deserve the same therapeutic approach. The substantial rate of clinically
unsuspected VTE in cancer patients also calls for a reduced index of suspicion by oncologists, allowing
diagnosing VTE and especially PE before signs of haemodynamic instability occur.
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