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LETTER - DERMATOPATHOLOGY

Blue rubber bleb nevus L]
syndrome and multiple

glomangiomas: report of two

cases highlighting the

importance of the histological

analysis™

Dear Editor,

Blue rubber bleb nevus syndrome (BRBNS) is characterized
by multiple venous malformations that often affect the skin
and gastrointestinal tract, in some cases causing intestinal
bleeding and iron-deficiency anemia.” BRBNS is associated
with an autosomal dominant inheritance and equally affects
males and females.”? Glomangiomas arise from modified
perivascular muscle cells, more often affect the male sex,
and have an autosomal dominant inheritance pattern.?

Case reports
Case 1

An 11-year-old female had a history of bluish lesions on
the right earlobe and left thigh since birth. The parents
reported progressive increase in lesion size over the years
and the appearance of new similar lesions. The clinical
examination showed a violaceous lesion on the left thigh
with slight swelling on palpation, measuring 4x1cm, a vio-
laceous papule on the right earlobe measuring 1.5x1cm,
discrete violaceous spots on the lumbar region and a small
violaceous spot on the right shoulder, measuring 0.5cm
(Fig. 1). The patient had been diagnosed with polycystic kid-
ney disease and was being followed by a nephrologist. The
Doppler echocardiogram of the left thigh showed a hyper-
vascular lesion with predominantly venous flow and no signs
of an arteriovenous fistula. The cranial angiotomography
showed ectasia of cortical veins in both parietal regions.
Histopathology of the lesion in the dorsal region showed
dilated dermal capillaries positive for CD34 on immunohisto-
chemistry. These findings were compatible with blue rubber

* Study conducted at the Pediatric Dermatology Unit, Dermatology
Service, Santa Casa de Misericordia de Porto Alegre, Universidade
Federal de Ciéncias da Salde de Porto Alegre, RS, Brazil.

bleb nevus syndrome (Fig. 2). Colonoscopy and endoscopy
of the upper digestive tract showed no alterations.

Case 2

A 13-year-old healthy female was referred to the Dermatol-
ogy Service for evaluation of a multifocal vascular lesion
in the cervical region, present since birth. She reported
the recent appearance of new lesions on her face and right
thigh (Fig. 3). The Computed tomography angiography (CTA)
of the cervical region showed the presence of a group of
small vessels with subcutaneous, semilunar distribution in
the lateral cervical region, in addition to large vessels with
normal diameters and trajectories. The histological study
of the lesion on the right thigh showed a poorly circum-
scribed vascular proliferation in the skin, dilated vascular
spaces, and the presence of glomus cells lining the endothe-
lium. Immunohistochemistry was positive for smooth muscle
actin, caldesmon and negative for CD34, desmin and S100
(Fig. 4). The histopathological and immunohistochemical
findings were compatible with the diagnosis of gloman-
gioma.

Discussion

BRBNS, also known as Bean syndrome, is a rare condition, in
which multiple vascular malformations usually arise in the
skin and digestive tract, and which can also affect other
organs such as the heart, liver, spleen, eyes, central ner-
vous system, lung, bladder, thyroid and parotids. The lesions
appear more frequently in the skin and small intestine and
may lead to digestive bleeding and iron deficiency anemia.
The lesions may be present at birth but tend to increase
in size and number throughout life."*°> Glomangiomas orig-
inate from the glomus bodies in the venous system. Glomus
cells are modified smooth muscle cells that are impor-
tant in regulating body temperature.® Glomangiomas usually
present as multiple lesions that may be present at birth or
appear later, during childhood. The lesions do not usually
affect the subungual region and may affect systemic organs.
Before the anatomopathological evaluation, BRBNS is usu-
ally the most frequently considered diagnosis.® In addition,
it is important to consider other differential diagnoses for
multiple glomangioma, such as hemangiomas, venous mal-
formations, and Maffucci syndrome.’

Both primary lesions are described as bluish papules
with vascular appearance and varying sizes. Both types of
lesions tend to be painless, but painful lesions are not
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Figure 1 BRBNS. Violaceous papule on the right earlobe and violaceous lesion on the left thigh, with slight swelling on palpation.

Figure 2 BRBNS. Dilated capillaries lined by a thin layer of endothelial cells. (A) Hematoxylin & eosin (x40). (B) Hematoxylin
& eosin, (x100). (C) Hematoxylin & eosin (x400). (D) Immunohistochemistry positive for CD34, showing the vascular endothelium
(x400).
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Figure 3

uncommon. Glomangiomas can be painful during pregnancy
and menstrual periods.* Moreover, both lesions show a
wide cutaneous distribution, potentially affecting the face,
trunk, or extremities.>%” An important consideration is that
multiple glomangiomas primarily affect the skin, whereas
the involvement of the skin and the gastrointestinal tract is
very common in BRBNS.?

Autosomal dominant inheritance has also been demon-
strated in both diseases.”® In BRDNS, it is linked to somatic
mutations in the TEK gene encoding the TIE2 protein, a
tyrosine kinase-like membrane receptor for angiopoietins
(vascular growth factors) present in endothelial cells. Multi-
focal malformations such as BRBN are predominantly caused
by two somatic mutations in the same TEK gene allele.’
In glomangiomas, an autosomal dominant pattern with
incomplete penetrance and variable expression caused by
a mutation in the glomulin gene (GLMN) located on chromo-
some 1p21-p22 has been described.®’

On histopathology, dilated vascular spaces and the
presence of glomus cells lining the endothelium are
unique to glomangiomas, together with positive immuno-
histochemistry for SMA (marker of actin-related pro-
tein present in smooth muscle), caldesmon (marker of
actin- and calmodulin-related protein present in smooth
muscle) and myosin (marker of protein present in muscles),
which confirms the muscular nature of these cells. These

Glomangiomas. Multiple vascular lesions in the cervical region and a single palpable lesion on the right thigh.

immunohistochemical markers are negative in BRBNS. In
the latter, irregular dilated capillary spaces surrounded by
a thin layer of endothelial cells (which are CD34-positive)
can be identified in the dermis or subcutaneous adipose
tissue.®’

The diagnosis of BRBN is confirmed by histopathological
and immunohistochemical examination and a wide range
of therapies have been described, from watchful wait-
ing to surgical excision, laser therapy, sclerotherapy of
lesions and systemic sirolimus. Treatment will vary accord-
ing to the symptoms, organ involvement, and development
of complications over the course of the disease, taking
into account that patients with mild gastrointestinal bleed-
ing can be managed conservatively with iron supplements
and transfusions. On the other hand, patients showing
greater severity are advised to start systemic treatment
with sirolimus. Sirolimus acts by inhibiting angiogenesis and
has shown good results.>”'? Treatments described for glo-
mangioma, on the other hand, involve surgical excision,
laser therapy and sclerotherapy of the lesions or watchful
waiting.” 8

The clinical similarities between these two conditions
in the absence of histological study can lead to an incor-
rect diagnosis and, therefore, to inadequate treatment.’
It should be noted that a multidisciplinary therapeutic
approach is recommended in patients with both diagnoses.
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Figure 4  Glomangioma. Dilated vascular spaces lined by glomus cells. (A) Hematoxylin & eosin (x100). (B) Hematoxylin & eosin
(x400); (C) Immunohistochemistry positive for smooth muscle actin (x400). (D) Immunohistochemistry positive for caldesmon
x400).
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Invasive extramammary Paget’s
disease with lymph node
metastases and high-grade
B-cell lymphoma™

uuuuuuu

Dear Editor,

Extramammary paget’s disease (EMPD) has been associated
with other several malignancies.' The relationship between
EMPD and secondary malignancies has been frequently
reported. Due to increased risks of other malignancies, pro-
longed follow-up for EMPD and screening for malignancies
are recommended. Patients with EMPD of the vulva and peri-
anal regions have an increased risk of malignancies derived
from the genitourinary and colorectal systems.? However,
other malignancies may also develop. Only a few cases of
EMPD with lymphomas have been previously reported.’* The
authors present a case involving a patient who developed
high-grade B-cell malignant lymphoma during a follow-up
for invasive EMPD with lymph node metastases.

Case report

An 80-year-old man was referred to our department for
in situ EMPD of the scrotal region (Fig. 1A). Preoperative
Computed Tomography (CT) did not reveal metastases. We
performed tumor resection with a margin of 10 mm and skin
grafting. Pathological examination of the excised specimen
revealed invasive EMPD (Fig. 1B-D). However, both hori-
zontal and vertical margins were negative. He underwent
follow-up in our outpatient department. Approximately two
years after surgery, right inguinal lymphadenopathy was
observed (Fig. 2A), with no obvious cutaneous lesions. A
lymph node biopsy revealed metastases of EMPD. Lymph

* Study conducted at the Department of Plastic Surgery, Yodogawa
Christian Hospital, Kunijima, Osaka, Japan.

node dissection was performed in the inguinal and exter-
nal iliac artery areas. Histopathologically, 7/12 lymph nodes
had evidence of invasive EMPD metastases (Fig. 2B). Post-
operative Radiotherapy (RT) was administered; the patient
received a total dose of 46 Gy.

One month after RT, CT revealed decreased intraperi-
toneal lymph nodes. However, lymphadenopathies to the
para-aortic and left supraclavicular nodes were observed.
He did not desire additional RT or systemic chemother-
apy and opted for receiving supportive palliative treatment.
Subsequently, peritoneal dissemination and multiple intra-
abdominal lymph node metastases began to be observed.

Four months after RT, a painful subcutaneous tumor was
observed on his right forearm (Fig. 3A). The tumor was
resected for pain relief. Histopathologically, the diffuse pro-
liferation of small round atypical cells was noted (Fig. 3B).
Both CD20 and CD79a, which are specific markers for B-
lineage derivation, were positive by immunohistochemistry
(Fig. 3C-D). Ki-67 was significantly elevated at 99% (Fig. 4A).
Moreover, findings of starry-sky appearance (macrophages
phagocytosed spallation was found in the proliferation of
atypical lymphocytes) (Fig. 4B) were found. These findings
showed high-grade malignancy. Pathological examination
confirmed a high-grade B-cell lymphoma. Immunohisto-
chemistry showed positivity for both MYC and BCL-2,
consistent with double-expressor lymphoma (Fig. 4C-D).
One week later, he was admitted to our department due to
deteriorations in his general condition. CT revealed findings
suggestive of maxillary sinus, skull, and multiple systemic
lesions (Fig. 5). He received palliative treatment and died
12 days after admission.

Discussion

The prognosis of EMPD, intraepidermal cancer, is favorable
in most cases. However, the prognosis of invasive EMPD is
poor, especially in cases of lymphovascular invasion.* Lymph
node metastases are an important prognostic factor.®
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