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An unusual case of blue rubber bleb nevus

syndrome with unilateral linear distribution

Sir,

Blue Rubber Bleb Nevus Syndrome (BRBNS) is a rare
disorder with only about 200 cases reported in the
literature. BRBNS is characterized by multiple venous
malformations on the skin and in the gastrointestinal
tract. Herein, we present a case of a 26-year-old female
patient with multiple lesions distributed along the
Blaschko line in the skin fat layer on the right hand
and forearm together with venous malformations in
the lower esophagus. To the best of our knowledge,
this is the first reported case of BRBNS associated with
Blaschko line distribution of lesions.

A 26-year-old woman was referred to our department
for lesions on her right palm and arm. Total duration
of the lesions was 3 years and they had increased in
size and number over the past two years without any
symptoms. The lesions had not changed during her
pregnancy neither had they improved with cryotherapy
and carbon dioxide laser therapy treatment in the past.
There was no similar case in her family.

Clinically, she was thin looking and pale. Physical
examination showed multiple nodules of variable
sizes, with diameters ranging from 2mm tol5mm,
distributed along the Blaschko line on the right hand
and forearm medially [Figure 1].

Hematological evaluation indicated iron deficiency
anemia. Routine stool test showed positive result for
occult blood. Further examinations were conducted.
B-ultrasonic examination on several skin lesions
revealed some hypo echoic areas in the fat layer rich
with blood flow. Histopathology revealed a cluster of
dilated irregular vein spaces lined by a thin endothelial
cells layer in the subcutaneous fat. Some lumina
contained thrombi. Immunohistochemical findings
were positive for cluster of differentiation (CD)31 (+),
CD34 (+), vascular endothelial growth factor (VEGF),
F8 (+) and ki-67 and proliferating cell nuclear antige
(PCNA) staining showed a proliferation index less than
1% [Figure 2]. The upper gastrointestinal endoscopy
showed submucosal bulge in the lower esophagus
while B ultrasound showed echogenic mass under the

Figure 1: The Blaschko line distribution (a), multiple nodules on
the right hand (b) and right forearm (c) (shown by red arrows).
Upper gastrointestinal endoscopy showing submucosal blue
bulge in the lower esophagus (d)

Figure 2: Histopathology showing obviously dilated veins
(H and E stain, original magnification x 100 a and x 200 b), in
the fat layer. Inmunohistochemical positive findings for CD31,
CD34, VEGF and F8 (original magnification x 100, shown as c-f,
respectively)

mucosa, considered to be esophageal hemangioma.
Small intestine endoscopy did not reveal any
abnormality.

We recommended long-pulsed neodymium-doped
yttrium aluminum garnet (Nd:YAG) laser therapy
for the skin lesions and endoscopic ligation for the
esophageal lesion but the patient refused for economic
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reasons. Oral iron supplementation and close follow-
up were recommended for her.

Thus, our final diagnosis for BRBNS was based on
physical examination, B ultrasonic, pathological
and immunohistochemical findings, which were
all suggestive of BRBNS. These findings are linearly
distributed blue colored skin nodules on one side of
the forearm and palm together with similar nodules
in the lower esophagus, hypoechoic areas in the
fat layer rich with blood flow and histopathology
showing dilated veins in the fat layer. Additionally,
the immunohistochemical results showed that the
tumor was composed of veins with low endothelial
proliferation, features suggestive of BRBNS.

As reported, BRBNS appears as venous malformations
on skin and other organs, arising at birth or within
adolescent hood and most commonly affecting the
gastrointestinal tract, including mouth."! Some of
clinical manifestations are chronic iron-deficiency
anemia, vomiting, bloody stool, and intussusceptions.”
BRBNS is rarely seen in respiratory tract, central
nervous system, and reproductive tract.®

The presence of cutaneous lesions should alert
clinicians on possible presence of internal vascular
malformations. In our presented case, it was supposed
that weight loss and iron deficiency anemia were
caused by occult chronic bleeding from gastrointestinal
vascular malformations. Unfortunately, the patient
refused further examination and treatment. We
prescribed oral iron supplementation for anemia and
recommended timely routine examination of blood
and stool. In case her condition gets worse, the patient
should go back to the hospital.

The differential diagnoses can be made according to
specific clinical manifestations, laboratory results,
or other specific investigations. The following
diseases should be ruled out in the differential
diagnosis: Klippel-Trenaunay syndrome, familial
glomangiomatosis, diffuse neonatal hemangiomatosis,
and Maffuci syndrome.

In the literature, skin lesions from BRBNS are mostly
diffusely distributed all over the body, with blue
subcutaneous nodules more obvious. But in our case,
the skin lesions are located deeper in the fat layer, not

obviously appearing as blue blebs. The rarest situation
was the unilateral linear distribution of lesions along
the Blaschko line. This feature has never been reported
before.

Several congenital and acquired dermatological
conditions are known to follow the Blaschko lines,
as reviewed by Tagra et al., The skin components,
separately or in combination, can be involved in special
morphological manifestations. The embryological
basis of these lines has not yet been clearly elucidated.

Several therapeutic modalities have been reported
for treatment of BRBNS. These include cryotherapy,
sclerotherapy, surgery and newly-reported long-
pulsed Nd:YAG 1064nm laser for cutaneous lesions.
For economic reasons our patient refused further
treatment except oral iron supplements.
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