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Abstract

Blue Rubber Bleb Nevus Syndrome (BRBNS) is a rare systemic disorder
characterized by cutaneous and Gastrointestinal (Gl) vascular malformations
that sometimes lead to occult blood loss with iron-deficiency anaemia or severe
gastrointestinal bleeding. Here we report a case of a 17-year-old patient with
BRBNS manifest as chronic anemia in his early years and review the clinical
features and treatment of this rare disorder.
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Case Report

A 17-year-old boy was admitted to department of pediatrics with
ten years history of dizzy, lassitude, inertia. His chief complaint was
dizziness that had initially developed 10 years ago. The patient did
not pay more attention to this because it did not affect his study and
life. Occasionally he felt cardiopalmus, upper abdominal pain but
without fever, hematemesis and melena. After the illness, the patient
had slightly poor memory and appetite and decreased body weight.
Five years ago, his parent found a few blue eruptions on his trunk.
Although more lesions appear with time, they did not take the patient
to see a dermatologist, because they are told these lesions were nevi
and did not need further treatments.

Physical examination revealed the patient presented with
multiple violaceous or blue cutaneous lesions with various diameter
on the face, trunk and the palmar surface of both feet. The lesions
were compressible; after compression they slowly refilled with blood
(Figure 1).

Hemoglobinlevel atadmission was 33.2g/L (normal: 110-160 g/L).
Red blood cell (RBC) count was 2.28x10'*/L (normal: 3.5-5.5x10'%/L).
Mean Corpuscular Volume (MCV), Mean Corpuscular Hemoglobin
(MCH) and Mean Corpuscular Hemoglobin Concentration (MCHC)
was 60.51] (normal: 80~100fL), 14.5pg (normal: 26-38pg), and 239 g/L
(normal: 310-370 g/L), respectively. White blood count and platelet
count were within normal limits. Liver function test, renal function
test, routine urine and sedes examination were all normal.

After a consultation by dermatologist, the patient was given the
diagnosis with blue rubber bleb nevus syndrome. He then received
upper endoscopy and biopsy of skin eruption from his trunk.
Upper endoscopy disclosed multiple purplish and compressible
polypoid lesions on the esophagus and stomach with 0.5-1cm in
diameter. Actively oozing blood was not seen (Figure 2). Histological
examination revealed multiple dilated venous channels filled with
blood and lined by flattened endothelium and an attenuated smooth
muscle coat in dermis and subcutis (Figure 3).

The patient received system therapy including blood transfusion,

oral ferrous sulfate and vitamin B12. Three weeks later, his symptom
with dizzy, lassitude, inertia improved gradually. Hemoglobin level
and RBC count returned to 75.2g/L and 3.58x10'*/L, respectively.
Treatment continued after he left hospital. Half one year later, the
symptoms with dizzy, lassitude, inertia improved completely, and
hemoglobin level and RBC count return to normal limits. Signs of
bleeding complications were not found by endoscopic examination.
Long term follow-up is in progress.

Figure 1: Multiple bluish-black lesions on the face (A), trunk (B), arm (C)
and foot (D).

Figure 2: Endoscopic views showed polypoid lesions on the esophagus and
stomach (A and B).
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Figure 3: Multiple dilated venous channels filled with blood in dermis and
subcutis. (Hematoxylin-eosin stain, Ax40, Bx100).

Discussion

The majority of Blue Rubber Bleb Nevus Syndrome (BRBNS) is
sporadic, but it may be passed on as an autosomal dominant condition
and associated with the TEK tyrosine kinase receptor which involved
in endothelial-smooth muscle cell signaling [1]. Symptoms and
signs may be different according to the organ involved, but the most
common clinical manifestation is iron deficiency anemia secondary
to overt bleeding episodes, especially when this disease is under
diagnosis.

Cutaneous lesions of BRBNS are usually present at birth or in
childhood, whereas GI involvement develops in adulthood [1-3].
However, this does not mean absolute uniform in order. As seen in
our case, GI involvement may develop earlier than cutaneous lesions,
and thus be correlated with unnoticed chronic anemia. The cutaneous
lesions are found most commonly on the trunk and upper extremities,
which may be macular, papular, nodular and characterized by their
small size, bluish color, softness and the tendency to refill with blood
after compression. The lesions are usually asymptomatic and rarely
bleed spontaneously but are easily traumatized, in contrast to the GI
lesions, which sometimes bleed spontaneously.

GI lesions are most commonly found in the small intestine
and distal large bowel and presented as discrete bluish mucosal
nodules [4]. Before skin lesions occur, patient may present with
anemia caused by frank or occult bleeding from vascular lesions in
the GI tract, and would lead the patient be admitted to department
of internal medicine or pediatrics, as in our case. Sometimes, the
earlier cutaneous eruptions are small and less, and such condition is
commonly ignored by internist and/or pediatrician, and would lead
to the misdiagnosis and the neglect of the underlying cause of anemia.

The diagnosis of BRBNS was made by considering the clinical
and histological findings. In rare instances, BRBNS can involve other

organs such as lungs, spleen, liver, kidneys, bladder, brain and skeletal
muscle [1,4]. Radiographic images and Magnetic Resonance Imaging
(MRI) are useful for screening possible extracutaneous lesions.

Treatment for BRBNS is usually based on the extent of GI
involvement and the severity of the clinical symptoms, especially
subsequent anaemia [2,3]. It is reported that the number of skin
and GI lesions and the severity of anaemia may correlated [1,2]. If
the patient has no obvious signs of massive bleeding, conservative
management with iron supplementation or blood transfusion will
be sufficient [5]. If active and or massive bleeding occurs, individual
surgical excision of the gut lesions has been demonstrated to have
long-term efficacy in eliminating bleeding. Segmental resection of
involved gut has been debated because this would lead to both short
intestine and continued bleeding from the unresected lesions [1,6].

We want to present this case particularly to emphasize the
possibility of chronic anemia in BRBNS and heighten physicians
awareness about the disease, and to show a conservative treatment
could get enough and long term clinical effects for cases with less
numbers of skin and GI lesions and without obvious anaemia.
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