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Verrucous venous malformations (VVM), previously
known as verrucous hemangiomas, are rare congenital vas-
cular anomalies that initially appear as flat blue-red lesions
that progressively evolve into very characteristic wart and hy-
perkeratotic forms. They mainly affect the lower extremities
and, unlike angiokeratoma, they extend into the deep dermis,
subcutaneous tissue and even reach the fascia [1,2]. Couto, et
al. found the somatic mutation MAP3K3 in patients with VVM
[3]. Treatment is difficult in large size cases and often requires
a multidisciplinary approach including laser, surgery and
more recently pharmacological therapy with rapamycin, as
described by Zhang, et al. in their retrospective cohort [4,5].

Different patterns of presentation of VVM have been de-
scribed: Linear, focal, segmental or mixed and, associations
such as the segmental pattern associated with brain caverno-
mas, has been reported by Feldmeyer, et al. in 2014 [6]. On
the other hand, there are numerous overgrowth disorders
associated with vascular anomalies among which the PROS
spectrum represents the best known group [7]. This group of
syndromes has a phenotype associated with a well-defined
mutation and, in the case of the PROS spectrum, where the
PIKC3CA alteration is the cause, inhibitory therapy with drugs
such as rapamycin or alpelisib is a targeted treatment line.
This has been the motivation for numerous investigations to
be able to associate mutations to characteristic phenotypes
and thus define specific inhibitory therapies for each type of
disorder.

In this context, we believe it is appropriate to report two
cases of VVM that associate overgrowth of the affected ipsi-
lateral limb. The first case is a VVM of the lower right limbin a
4-year-old girl with lower limb dismetry 2 cm. It presented as
areddish-blue, warty and hyperkeratotic lesion that respond-
ed favorably to treatment with rapamycin, reducing its colour
and volume. However, it was observed that the associated
limb overgrowth did not remit with this drug and currently

forces the patient to wear a shoe lift (Figure 1). The second
case corresponds to an VVM in an 8-year-old girl. She pre-
sented a bluish, warty and hyperkeratotic lesion on the back
of her right thigh accompanied by flat perilesional areas of
the same color. In turn, the plantar region and the back of the
right foot were affected by a lesion similar to the appearance
of the perilesional lesions already described, accompanied
by macrodactyly and macropodia of the fourth and fifth toes
(Figure 2). It was treated by surgical removal and the genetic
test showed positivity for the MAP3K3 mutation.

Up to our knowledge this is the first report of VVM and
MAP3K3 mutation associated to overgrowth.
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Figure 1: First patient case with VVM of the lower right limb Photographs A, B and C show the evolution of the injury after treatment
with rapamycin. Picture D shows the lower limb dismetry 2 cm.

Figure 2: Second patient case with VVM lesion on the popliteal aspect of her right lower limb accompanied by flat perilesional areas
of the same color. The plantar region and the back of the right foot accompanied by macrodactyly and macropodia of the fourth and
fifth toes.
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