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CASE REPORT

Anemia Due to Inflammation in an Anti-Coagulated Patient with
Blue Rubber Bleb Nevus Syndrome
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SUMMARY

Background: Blue rubber bleb nevus syndrome (BRBNS) is a rare disease characterized by vascular malforma-
tions mostly involving skin and gastrointestinal tract. This disease is often associated with sideropenic anemia and
occult bleeding.

Methods: We report the case of chronic severe anemia in an old patient under oral anticoagulation treatment for
chronic atrial fibrillation.

Results: At admission, the patient also presented fever and increased laboratory parameters of systemic inflamma-
tion (ferritin 308 mcg/L, C-reactive protein (CRP) 244 mg/L). A small bluish-colored lesion over the left ear lobe
was observed. Fecal occult blood test was negative as well as other signs of active bleeding. Lower gastrointestinal
endoscopy revealed internal hemorrhoids and multiple teleangiectasias that were treated with argon plasma coag-
ulation. Videocapsule endoscopy demonstrated multiple bluish nodular lesions in the small intestine. Unexpected-
ly, chronic severe anemia due to systemic inflammation was diagnosed in an old anticoagulated patient with
BRNBS. The patient was treated with blood transfusions, hydration, antibiotic treatment, and long-acting octreo-
tide acetate, without stopping warfarin. Fever and inflammation disappeared without any acute gastrointestinal
bleeding and improvement of hemoglobin levels at three-month follow up.

Conclusions: This is the oldest patient presenting with chronic anemia, in which BRNBS was also diagnosed. Sur-
prisingly, anemia was mainly caused by systemic inflammation instead of chronic gastrointestinal bleeding. How-
ever, we would recommend investigating this disease also in old subjects with mild signs and symptoms.
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Fax: +4122 38 27 245 Blue rubber bleb nevus syndrome (BRBNS), also called
Email:  fabrizio.montecucco@unige.ch Bean’s syndrome, is a rare disease characterized by vas-

cular malformations mostly involving skin and gastroin-
testinal tract. Occult bleeding and sideropenic anemia
are common clinical presentation in BRBNS [1].
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The case of chronic anemia due to persistent inflamma-
tion in an 83-year-old man with BRNBS and under oral
anticoagulation treatment was reported. He suffered
from chronic coronary artery disease (CAD), permanent
atrial fibrillation under oral anti-coagulation treatment,
chronic obstructive pulmonary disease (COPD), essen-
tial hypertension, and type 2 diabetes. In addition, the
patient did a radical prostatectomy because of a local-
ized cancer several years before. In the five months pri-
or to admission to our Division, the patient was hospi-
talized in another hospital for severe dyspnea and sid-
eropenic anemia (hemoglobin [Hb] 7.2 g/dL, mean cor-
puscular volume [MCV] 69.9 fL, ferritin 14 mcg/L,
positive occult fecal blood). The gastroscopy demon-
strated a hyperemic gastritis. The colonscopy identified
coecal angiodysplasias and multiple, small venous ec-
stasies in the descendent colon that was not treated due
to anti-coagulation treatment. After intravenous iron
supplementation, the patient was discharged with oral
anti-coagulation treatment and oral iron supplementa-
tion (for three weeks). At admission in our Division, the
patient presented fever and anemia. Laboratory findings
revealed Hb 7.8 g/dL with a MCV of 82.3 fL, reticulo-
cyte count 27900/mm’ and ferritin 308 mcg/L, INR
2.66, C-reactive protein (CRP) 244 mg/L, creatinine
2.1 mg/dL. Clinical examination showed mild, dry
cough, a mild systolic murmur, a pale colour of the
skin, and a small bluish-colored lesion over the left ear
lobe. Chest X-ray showed right basal, pleural opacity
due to loculated, pleural effusion or previous pleuritis;
computed tomography (CT)-guided thoracentesis
showed no malignant cells and negative real time poly-
merase chain reaction for M. tuberculosis. Despite inter-
nal hemorrhoids grade 1, the patient did not present any
acute major bleeding. Brain CT scan excluded both
brain hemorrhage and vascular malformations. Fecal
occult blood test was negative. The patient underwent
upper and lower gastrointestinal endoscopy, the first
one negative for acute bleeding. Colonscopy revealed
multiple colic venous ecstasias and coecal and right
colic teleangiectasias, the latter treated with argon plas-
ma coagulation. In addition, videocapsule endoscopy
demonstrated multiple bluish nodular lesions in the
small intestine suggestive for BRNBS (Figure 1). Dur-
ing the 21-day hospitalisation, the patient received three
blood transfusions, maintaining a hemoglobin around
9.5 g/dL. Under appropriate hydration and antibiotic
treatment fever disappeared and CRP and creatinine im-
proved before discharge to 30.3 mg/L and 1.1 mg/dL,
respectively. Considering chronic atrial fibrillation,
owing to CHA,DS,-VASc score of 5 and HAS-BLED
score of 2, warfarin was not stopped maintaining INR
between 2 and 2.5. We started treatment with monthly
intramuscular injections of long-acting octreotide ace-
tate and no gastrointestinal bleeding occurred since the
3-month follow-up. The last Hb value was 9.6 g/dL.
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DISCUSSION

In this old patient with BRBNS, we diagnosed chronic
severe anemia due to systemic inflammation during
COPD exacerbation. We planned to monitor patient
with monthly hemochrome, while endoscopy will be
considered only in case of acute bleeding or rapid ane-
mization. The challenge was to decide on continuing
with anti-coagulation because of atrial fibrillation. Once
treated right colic teleangiectasias and excluded acute
bleeding of bluish lesions in small intestine, we decided
to carry on with warfarin maintaining acceptable levels
of Hb.

This patient was the oldest subject (83 years old) report-
ed in literature [2] that presented with BRBNS and con-
comitant chronic anemia. BRNBS develops sporadical-
ly, but there are forms inherited with an autosomal dom-
inant pattern involving chromosome 9p [3]. Patients
have a normal life span and no tendency to malignancy
is described in literature. The extent of visceral organ
involvement is determinant for the prognosis. Typically,
skin lesions may present at birth or in the neonatal peri-
od, but sometimes even later in life; their sizes vary
from a few millimeters to some centimeters and localize
in the trunk and upper extremities. Three different types
of lesions are described; the most common one is red to
bluish, rubbery, easily compressible, and slowly refill-
able on release of pressure, this is to be considered as an
important diagnostic sign. Bluish nevi can also be pres-
ent in the duodenum and colon during gastrointestinal
endoscopy [4]. Involvement of other organs and tissues
is considered rare resulting in pulmonary hypertension,
hemopericardium and hemothorax, symptoms of the
central nervous system, lesions of glans penis, vulva,
and eyes; orthopedic abnormalities are often present [5].
Our patient did not present any of these additional
symptoms and signs. Although several treatments are
available (anti-angiogenetic agents such as steroids,
propranolol, octreotide, and interferon a-2a) [6-8], we
decided to use octreotide after laser photocoagulation
without any guarantee of durable effects. We excluded a
surgical approach, considered aggressive and unhelpful
because lesions could recur after removal [9]. Consider-
ing this case, in which the major cause of anemia was
represented by systemic inflammation during COPD ex-
acerbation, we would recommend also checking other
causes (such as BRNBS) in old subjects with mild signs
and symptoms of the disease.
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Figure 1. Multiple bluish nodular lesions in different tracts of the small intestine.
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