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A 31-year-old man presented to the 
dermatology clinic with a lifetime 
history of painful blue nodules 

that were distributed throughout his body 
and bled easily. His uncle had similar 
lesions, as did his late father. The lesions 
had been biopsied previously; however, no 
conclusive diagnosis was made. The 
patient did not have a history of epistaxis, 
hematemesis, hematuria or blood in his 
stool but did have iron deficiency anemia. 
On physical examination, he had about 
20  blue nodules distributed among the 
upper and lower extremities, abdomen and 
buttocks (Figures 1A and 1B). Clinically, his 
presentation was suspicious for blue rub-
ber bleb nevus syndrome.

We biopsied a nodule from his left 
forearm; histopathologic examination con-
firmed a benign cavernous vascular lesion, 
compatible with blue rubber bleb nevus. 
We referred the patient to the general surgery department for a 
discussion about gastrointestinal screening and considered 
starting treatment with sirolimus.

Blue rubber bleb nevus syndrome is an uncommon disease 
with fewer than 200  reported cases and is characterized by 
multiple venous malformations on the skin and visceral 
organs.1 It may be inherited autosomal dominantly, with muta-
tions in TEK, the gene encoding tyrosine-protein kinase recep-
tor 2 (TIE2), but may also occur sporadically.1,2 The differential 
diagnosis for the syndrome includes hereditary hemorrhagic 
telangiectasia, Klippel–Trenaunay syndrome and Maffucci 
syndrome.1

Patients with blue rubber bleb nevus syndrome may present 
with fatigue from hematemesis, melena or rectal bleeding. The 
gastrointestinal lesions may rupture spontaneously, causing 
acute hemorrhage and, potentially, death. However, most gas-
trointestinal bleeding is slow, chronic and occult.3

For minor or intermittent gastrointestinal bleeding, conserva-
tive treatment with blood transfusions and iron supplementation 
is suggested.1 For clinically significant hemorrhage, surgical resec-
tion, endoscopic sclerosis, laser photocoagulation and treatment 
with interferon have been suggested.1 Other medical treatments 
include corticosteroids, propranalol and sirolimus. Specifically, 

sirolimus has shown rapid reduction in the size of gastrointestinal 
lesions and cessation of massive gastrointestinal bleeding.1

At present, there are no recommendations for gastrointestinal 
screening for blue rubber bleb nevus syndrome; however, 
screening may be prudent in patients with iron deficiency anemia, 
such as in our patient.
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Figure 1: Lesions on the (A) left forearm and (B) left posterior thigh of a 31-year-old man with blue 
rubber bleb nevus syndrome. 
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