
The Korean Journal of Internal Medicine: 23:208-212, 2008
DOI: 10.3904/kjim.2008.23.4.208

A case of blue rubber bleb nevus syndrome
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Blue rubber bleb nevus syndrome is a rare disorder that is characterized by multiple recurrent vascular malformations, 

such as hemangioma, and these primarily involve the skin and the gastrointestinal tract. It may also involve the brain, liver, 

lungs, and skeletal muscles. A 14-year-old female visited our hospital with a chief complaint of dizziness; upon 

examination, we found multiple recurrent hemangiomas on the skin and gastrointestinal tract. We were able to diagnose 

her as suffering from blue rubber bleb nevus syndrome and we treated her with methylprednisolone (2 mg/kg/day for 1 

month and 1 mg/kg/day for additional 3 months). We report on this case along with a review of the literature.

Key Words: Blue rubber bleb nevus syndrome; Hemangioma; Skin; Gastrointestinal tract

∙Received: August 25, 2006

∙Accepted: March 23, 2007

∙Correspondence to: Hiun Suk Chae, M.D., Department of Internal Medicine, Uijeongbu St. Mary’s Hospital,The Catholic University of Korea, College of 
Medicine, 65-1 Kumoh-dong, Uijeongbu 480-130, Korea  Tel: 82-031-820-3347, Fax: 82-031-847-2719, E-mail: chs@catholic.ac.kr

INTRODUCTION

Blue rubber bleb nevus syndrome (BRBNS) is a rare disorder 

which is characterized by multiple recurrent vascular malforma-

tions, such as hemangioma, and these primarily involve the skin 

and gastrointestinal tract1). BRBNS may also involve the brain, 

liver, lung and skeletal muscles1, 2).

The most common clinical presentation of BRBNS is iron 

deficiency anemia which is caused by bleeding from a vascular 

malformation in the gastrointestinal tract. There was occult 

bleeding In most of the reported cases, but bleeding that 

presented in the form of melena or hematochezia has also been 

noted3). Although about 200 cases of BRBNS have been 

reported in the English literature, there are currently no reports of 

any cases of BRBNS reported in the Korean literature, although 

there have been two cases reported in the English literature3, 4).

We report here of a 14-year-old patient with multiple recurrent 

hemangiomas on her skin and gastrointestinal tract; she was 

diagnosed with BRBNS and treated with methylprednisolone. We 

also include a review of the literature. 

CASE REPORT

A 14-year-old female patient visited the Department of 

Gastroenterology at our hospital as an outpatient in October, 

2005; her chief complaint was dizziness that had initially 

developed 18 months ago. She was hospitalized for evaluation 

in December, 2005. She denied having melena, hematochezia, 

menorrhagia or recurrent epistaxis. The patient did not have any 

medical history of non-steroidal anti- inflammatory drug use, 

peptic ulcer or chronic liver disease. Since infancy, the patient 

had repeatedly suffered from the recurrence of soft, 

compressible bluish nodules in the skin, and these nodules 

tended to refill with blood after compression. In order to treat 

these lesions, the patient had undergone a total of at least eight 

operations at our hospital and other hospitals. However, the 

nodules recurred on the patient’s toe, right arm and the left 

hand in May, 2004 (Figure 1). Consequently, she was 

hospitalized in the Department of Orthopedics at our hospital, 

where excision and biopsy were performed, and the biopsy 

results revealed hemangioma. However, she had no family 

history of any recurrent skin lesions or gastrointestinal bleeding. 
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Figure 1. A tiny bluish subcutaneous nodule is seen on the toe of the

left foot.

Figure 2. Endoscopy shows multiple polypoid mucosal nodules with 

abundant vasculature, and these nodules are centrally located at the 

greater curvature of the stomach’s body and fundus, the posterior 

wall of the gastro-esophageal junction and the anterior wall of the 

gastric angle.

Figure 3. Endoscopic biopsy. It reveals several dilated, irregular 

endothelial cell that lined the cystic spaces; these cystic spaces 

contained scattered red blood cells within the mucosa. These findings 

are consistent with hemangioma.

At the outpatient clinic before admission, she had appeared pale 

with anemic conjunctivae; she had a blood pressure of 90/60 

mmHg, a heart rate of 70/min and a body temperature of 36℃. 

There were no skeletal deformities. A digital rectal examination 

showed negative results. According to the laboratory 

examinations performed at the outpatient clinic, her hemoglobin 

was 5.9 g/dL and her hematocrit was 22.7%. In response to 

these values, we administered iron replacement therapy and 

transfusion of packed red cell at an outpatient clinic. After 

hospitalization, the hemoglobin was 13.2 g/dL, the hematocrit 

38.6%, the white blood cell count was 7,700/mm3 and the 

platelet count was 322,000/mm3. The serum blood urea nitrogen 

was 8.9 mg/dL, the creatinine 0.57 mg/dL, AST 17 IU/L, ALT 14 

IU/L, sodium 138 mEq/L, potassium 3.8 mEq/L and chloride 

104 mEq/L. The serum iron was 7 ㎍/dL, the ferritin was 2.2 ㎍

/dL and the TIBC was 379 ㎍/dL. A fecal occult blood test was 

positive. The chest X-ray and abdomen computed tomography 

were all negative for any abnormalities. In order to detect the 

cause of her iron deficiency anemia, we performed endoscopy, 

a small bowel series and colonoscopy. Endoscopy showed 

seven polyp-like mass lesions with abundant vasculature at the 

greater curvature of the body and fundus, the posterior wall of 

the gastro-esophageal junction and the anterior wall of the 

gastric angle (Figure 2). However, no active bleeding was 

observed. Hemangioma was diagnosed via a biopsy that was 

performed at this time (Figure 3). The small bowel series 

revealed several small intra-luminal nodular filling defects in the 

distal jejunal loops and ileum (Figure 4). In addition, eight multiple 

polypoid mass lesions with abundant vasculature were seen from 

the ascending colon to the rectum during colonscopy (Figure 5).

We were able to diagnose the patient with BRBNS due to the 

facts that the biopsies of both the recurrent nodules on the skin 

and the gastrointestinal mass lesions revealed hemangiomas, 
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Figure 4. Small bowel series. It shows several small intra-luminal 

nodular filling defects (arrows) in the distal jejunal loops and the ileum.

Figure 5. Colonoscopy shows eight multiple polypoid mass lesions with

abundant vasculature and these lesions are centrally located from the 

ascending colon to the rectum.

there were no recurrent episodes of epistaxis, no family history 

of any recurrent skin lesions or gastrointestinal bleeding, and her 

physical examination showed no skeletal deformity. On the 7th 

day after hospitalization, the patient’s hemoglobin and 

hematocrit had decreased slightly to 12.1 mg/dL and 35.7%, 

respectively. However, melena or hematochezia was not noted. 

Methylprednisolone (2 mg/kg/day) was given orally starting at the 

8th day of hospitalization, and there was no decrease in the 

hemoglobin and hematocrit values until the 17th day. On the 

other hand, a follow-up endoscopy performed on the 21st day 

showed no changes in size or number of the multiple polypoid 

mass lesions. The patient was able to maintain a hemoglobin 

level of 11.7 mg/dL and a hematocrit of 34.2% until the 22nd 

day, and it was then decided to discharge her with plans for her 

to undergo 4 months of methylprednisolone treatment (2 

mg/kg/day for 1 month and 1 mg/kg/day for an additional 3 

months). This was followed by a period of close observation at 

the outpatient clinic.

 DISCUSSION

In this case, the patient had suffered from recurrent 

hemangiomas in the skin. In the process of evaluating the cause 

of the patient’s iron deficiency anemia by performing endoscopy, 

a small bowel series and colonoscopy, multiple hemangiomas 

were found in the gastrointestinal tract.

Diseases that involve recurrent vascular malformation of the 

skin and gastrointestinal tract include BRBNS, Mafucci’s 

syndrome, Rendu-Osler-Weber syndrome. However, the patients 

with Mafucci’s syndrome also have dyschondria, and Rendu- 

Osler-Weber syndrome often involves recurrent episodes of 

epistaxis, the pathologic findings of telangiectasia and this disease 

is inherited in an autosomal dominant pattern. Therefore, we were 

able to diagnose our patient with BRBNS5, 6).

BRBNS (or Bean’s syndrome) is a rare disorder that is 

characterized by multiple recurrent vascular malformations such 

as hemangiomas, and these primarily involve the skin and the 

gastrointestinal tract1). Gascoyen7) reported the disease’s 

association with hemagniomas in the skin and gastrointestinal 

tract for the first time in 1860; Bean1) was the first to call it 

BRBNS in 1958. About 200 cases of BRBNS has been reported 

in the English literature, and with the exception of two Korean 

cases reported in the English literature, there have been no 

cases reported in the Korean literature3, 4).

The vascular malformations that appear in BRBNS include 

telangiectasia, capillary hemangioma, cavernous hemangioma, 

venous angioma and on rare occasion arteriovenous fistula8). 

They may involve the brain, liver, lung or muscle in addition to 

the skin and gastrointestinal tract1, 2). The most common clinical 

manifestation of BRBNS is iron deficiency anemia which is 

caused by bleeding of vascular malformations in the gastro-

intestinal tract. In most cases, the cause is occult bleeding, but 

there have been cases where the bleeding presented as melena or 

hematochezia. Intussusception, hemothorax, hemopericardium, 

pulmonary hypertension, dementia, paraparesis, ataxia, cortical 

blindness. Chronic consumption coagulopathy may also occur 

on ocassion8-13).

The skin lesions of BRBNS mainly appear in the trunk and 

upper extremities and these are characterized by their small size, 

bluish color, softness, absence of pain and bleeding, and the 
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tendency to refill with blood after compression14, 15). The skin 

lesions in this case were also small, bluish, soft and com-

pressible, and they occurred in the upper extremities; these are 

the typical features of BRBNS. The gastrointestinal lesions of 

BRBNS are usually distributed throughout the gastrointestinal 

tract and mostly in the small bowel and distal colon2, 16). Upon 

endoscopy, the mucosal nodules are either flat, polypoid or they 

have central bluish nipples. Also, some of these nodules showed 

evidence of recent or active bleeding. In our case, the 

gastrointestinal lesions were distributed from the stomach to the 

distal colon.

Although BRBNS develops sporadically in most cases, it is 

sometimes inherited in an autosomal dominant pattern and its 

association with chromosome 9p has already been esta-

blished17). In the light of the patient’s lack of a family history of 

BRBNS, this case seems to have developed sporadically.

Several therapeutic modalities have been attempted to date 

for treating BRBNS. Medical treatment consists of iron supple-

mentation for anemia2), steroids, interferon α-2a and octreotide 

to reduce the frequency and severity of bleeding episodes. 

However, in most cases, discontinuing administration of these 

medical treatments has led to recurrence of the disease18, 19). New 

therapeutic modalities for treating the gastrointestinal lesions have 

recently been attempted such as endoscopic laser photocoagula-

tion, sclerosis, band ligation and polypectomy3, 20). In the event that 

any life-threatening hemorrhage occurs, either excision of the 

gastrointestinal lesions or segmental resection of the involved GI 

tract can be performed. Yet another lesion may subsequently 

appear that can result in rebleeding21). In a recent study performed 

by Fishman22) on ten patients with BRBNS, complete gastro-

intestinal endoscopy was conducted followed with removal of all 

the gastrointestinal lesions by means of wedge resection, 

endoscopic polypectomy, suture-ligation, segmental bowel 

resection and band ligation (surgical eradication), and the 

patients were followed up for five years on average. As a result, 

gastrointestinal bleeding recurred in only one patient who had 

received less extensive procedures. In our case, the patient’s 

hemoglobin level has been constantly and appropriately 

maintained without any additional transfusions ever since the 

patient was started on methylprednisolone.

However, follow-up endoscopy performed on the 21st hospital 

day showed no interval changes in the size or number of the 

gastrointestinal lesions. Long term follow up is required in order 

to evaluate the effect of treatment with methylprednisolone on 

patients with BRBNS, and also to determine if surgical 

eradication may be needed. 

REFERENCES

 1) Bean WB. Blue rubber bleb nevi of the skin and gastrointestinal 

tract. In: Thomas CC, ed. Vascular spiders and related lesions of 

the skin. 1st ed. p. 175-185, Illinois, Springfield 1958

 2) Dwivedi M, Misra SP. Blue rubber bleb nevus syndrome causing 

upper GI hemorrhage: a novel management approach and review. 

Gastrointest Endosc 55:943-946, 2002

 3) Bak YT, Oh CH, Kim JH, Lee CH. Blue rubber bleb nevus 

syndrome: endoscopic removal of the gastrointestinal hemangiomas. 

Gastrointest Endosc 45:90-92, 1997

 4) Kim SJ. Blue rubber bleb nevus syndrome with central nervous 

system involvement. Pediatr Neurol 22:410-412, 2000

 5) Shepherd V, Godbolt A, Casey T. Maffucci’s syndrome with 

extensive gastrointestinal involvement. Australas J Dermatol 46:33- 

37, 2005

 6) Shovlin CL, Guttmacher AE, Buscarini E, Faughnan ME, Hyland RH, 

Westermann CJ, Kjeldsen AD, Plauchu H. Diagnostic criteria for 

hereditary hemorrhagic telangiectasia (Rendu-Osler-Weber 

syndrome). Am J Med Genet 91:66-67, 2000

 7) Gascoyen M. Case of naevus involving the parotid gland, and 

causing death from suffocation: naevi of the viscera. Trans Pathol 

Soc 11:267, 1860

 8) Giordano C, Battagliese A, di Gioia CR, Campagna D, Benedetti F, 

Travaglini C, Gallo P, d' Amati G. Blue rubber bleb nevus syndrome 

and pulmonary hypertension: an unusual association. Cardiovasc 

Pathol 13:317-322, 2004

 9) Beluffi G, Romano P, Matteotti C, Minniti S, Ceffa F, Morbini P. 

Jejunal intussusception in a 10-year-old boy with blue rubber bleb 

nevus syndrome. Pediatr Radiol 34:742-745, 2004

10) Langleben D, Wolkove N, Srolovitz H, Billick RC, Sheiner NM. 

Hemothorax and hemopericardium in a patient with Bean’s blue 

rubber bleb nevus syndrome. Chest 95:1352-1353, 1989

11) Vig EK, Brodkin KI, Raugi GJ, Gladstone H. Blue rubber bleb nevus 

syndrome in a patient with ataxia and dementia. J Geriatr Psychiatry 

Neurol 15:7-11, 2002

12) Hashimoto Y, Eto K, Uyama E, Uchino M, Araki S. Blue-rubber- 

bleb-nevus syndrome presented vascular dementia and chronic DIC: 

a case report. Rinsho Shinkeigaku 29:202-208, 1989

13) Shannon J, Auld J. Blue rubber bleb naevus syndrome associated 

with cortical blindness. Australas J Dermatol 46:192-195, 2005

14) Rice JS, Fischer DS. Blue rubber bleb nevus syndrome. Arch 

Dermatol 86:503-511, 1962

15) Shahed M, Hagenmuller F, Rosch T, Classen M, Encke A, Siewert 

JR, Ysawy MI, al Karawi M. A 19-year-old female with blue rubber 

bleb nevus syndrome: endoscopic laser photocoagulation and surgical 

resection of gastrointestinal angiomata. Endoscopy 22:54-56, 1990

16) Gallo SH, McClave SA. Blue rubber bleb nevus syndrome: 

gastrointestinal involvement and its endoscopic presentation. 

Gastrointest Endosc 38:72-76, 1992

17) Gallione CJ, Pasyk KA, Boon LM, Lennon F, Johnson DW, 

Helmbold EA, Markel DS, Vikkula M, Mulliken JB, Warman ML. A 

gene for familial venous malformations maps to chromosome 9p in 

a second large kindred. J Med Genet 32:197-199, 1995

18) De Bona M, Bellumat A, De Boni M. Capsule endoscopy for the 

diagnosis and follow-up of blue rubber bleb nevus syndrome. Dig 



The Korean Journal of Internal Medicine: Vol. 23, No. 4, December 2008212

Liver Dis 37:451-453, 2005

19) Boente MD, Cordisco MR, Frontini MD, Asial RA. Blue rubber bleb 

nevus (Bean syndrome): evolution of four cases and clinical response 

to pharmacologic agents. Pediatr Dermatol 16:222-227, 1999

20) Sala Felis T, Urquijo Ponce JJ, Lopez Viedma B, Pertejo Pastor V, 

Berenguer Lapuerta J. Blue nevus syndrome: endoscopic treatment 

by sclerosis and banding ligation. Gastroenterol Hepatol 22:136-138, 

1999

21) Domini M, Aquino A, Fakhro A, Tursini S, Marino N, Di Matteo S, 

Lelli Chiesa P. Blue rubber bleb nevus syndrome and gastroi-

ntestinal haemorrhage: which treatment? Eur J Pediatr Surg 

12:129-133, 2002

22) Fishman SJ, Smithers CJ, Folkman J, Lund DP, Burrows PE, 

Mulliken JB, Fox VL. Blue rubber bleb nevus syndrome: surgical 

eradication of gastrointestinal bleeding. Ann Surg 241:523-528, 

2005




