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The challenging diagnosis of intravascular large B-cell lymphoma
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ABSTRACT

Livedo reticularis (LR) is a net-like cyanotic skin pattern resulting from cutaneous blood flow disturbance associated with
several medical conditions. The authors present a case of a 77-year-old woman with a history of asthenia over one year, admitted
to the hospital with sepsis by pneumonia. During her hospitalization, she developed a livedoid rash, and skin biopsy revealed
infiltrates of atypical mononuclear cells causing capillary lumen obstruction. Intravascular large B-cell lymphoma was suspected
and confirmed by bone marrow study. This case highlights the importance of being aware of different medical conditions asso-
ciated with LR and the atypical presentation of a lymphoproliferative disorder.

Case Report

A 77-year-old woman with asthenia over one year
presented to the emergency department with a produc-
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tive cough, purulent sputum and dyspnoea for small
efforts. Clinically she was hypotensive, unresponsive
to fluids, tachypneic, feverish and pulmonary auscul-
tation revealed basal crackles and wheezing. The lab-
oratory tests revealed elevated inflammatory markers,
acute kidney injury (creatinine 1.59 mg/dL), nor-
mochromic normocytic anemia (hemoglobin 8.4
g/dL), and detection of Streptococcus pneumoniae in
sputum (positive polymerase chain reaction). A tho-
racic radiograph revealed an infiltrate in the inferior
right lobe. The diagnosis of a septic shock by pneu-
monia was established, and she was admitted to the
Intensive care unit. After improvement, the patient
was transferred to the internal medicine ward. Revis-
iting clinical information, the patient had worsening
asthenia in the last 2 months, presented long-time ane-
mia, dysphagia, loss of appetite, and unquantified
weight loss.

Several laboratory tests were ordered. Results in-
cluded complete blood count with pancytopenia, ery-
throcyte sedimentation rate of 36 mm/hr, lactate
dehydrogenase >650 U/L, for an upper limit value of
246 U/L, and ferritin 2145 ng/dL. Further investiga-
tions revealed positive antinuclear autoantibodies (title
1/640, with fine speckled pattern), hypocomple-
mentemia, and polyclonal hyperglobulinemia with an
elevated B2-microglobulin. Bacteriological exams
were unremarkable (blood cultures and serological
tests for Cytomegalovirus, Epstein-Barr virus, Rick-
ettsia, Coxiella, and Borrelia).

Thoracic-abdominopelvic CT scan revealed no
other findings besides pulmonary edema suggestive
of congestive heart failure, confirmed by transthoracic
echocardiogram. Right pleural effusion was inter-
preted in the context of right heart failure and therefore
not addressed; instead, it was treated with a diuretic
that produced a slight improvement.

The patient evolved with neurologic impairment
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and livedoid rash in the back, trunk (Figure 1), and
proximal legs, with no alteration on the external tem-
perature. A skin biopsy, bone marrow aspiration, and
biopsy, with the evaluation of cytology, flow cytome-
try, and karyotype, were performed. Unfortunately, the
patient died before the results were known.

Skin biopsy revealed infiltrates of mononuclear
cells with marked atypia in the hypodermis’ capillary
lumen leading to vessel obstruction without necrosis
(Figure 2). Those cells were CD20 positive (Figure 3)
and CD3 negative. These findings were suggestive of
intravascular large B-cell lymphoma.

The medullogram test revealed pleomorphic cells
of variable size with a very irregular nucleus, some-
times very lobulated, with lax chromatin and one or
two nucleoli, accounting for 41% of all nucleated
cells. Large amounts of iron were present at the er-
itron, and no visible ring sideroblasts. Flow cytometry
of medullar aspirate revealed the presence of 33% of
large clonal lambda B cells with a phenotype sugges-
tive of diffuse large B cell lymphoma (CD10 positive),
T and NK cells with normal phenotype. The karyotype
revealed complex and multiple clonal numerical and
structural chromosomal alterations associated with a
poor prognosis. Bone marrow biopsy was consistent
with involvement by diffuse large B cell lymphoma.

Discussion

Livedo reticularis (LR) is an ischemic dermopathy
characterized by a reticular mottling surrounding a
pallor central core of skin. This phenomenon is ex-
plained by reduced blood flow to the skin, increasing
the proportion of deoxygenated hemoglobin. It is a
common finding in several medical conditions and
usually benign; however, it can be associated with
complex clinical settings such as infections, autoim-
mune or hematologic conditions, drugs, and malignan-
cies, namely in lymphoproliferative disorders.!

In the presented case, sepsis could explain the LR;
however clinical improvement and a more detailed clin-
ical history raised the suspicion of other etiologies. Lab-
oratory findings suggested the presence of
lymphoproliferative disorder, including anemia with
rapid evolution to pancytopenia, elevated P2-mi-
croglobulin, lactate dehydrogenase, and erythrocyte
sedimentation rate. Antiphospholipid syndrome and
other autoimmune disorders were excluded. Skin
biopsy revealed histopathological signs of intravascular
large B-cell lymphoma, and the medullar study con-
firmed diffuse large B cell lymphoma with a poor prog-
nosis karyotype.

Intravascular large B-cell lymphoma is a rare sub-
type of diffuse large B-cell lymphoma, characterized by
the proliferation of clonal B-cells within small blood
vessel lumen, without an obvious extravascular tumor
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Figure 1. Livedoid rash in patient’s abdomen.

Figure 2. Obstructed capillaries by atypical mononucle-
ated cells on hematoxylin-eosin staining (400x magnifi-
cation).

Figure 3. Obstructed capillaries by atypical CD20 posi-
tive mononucleated cells (400x magnification).
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mass. It presents with various symptoms that include the presence of a lymphoproliferative disorder. The
constitutional B symptoms, rapidly progressive neuro- authors want to emphasize the importance of aware-
logic impairment, and skin lesions mimicking inflam- ness of the differential diagnosis of LR and atypical
matory skin conditions.> The diagnosis is established presentation of lymphoproliferative disorders. We be-
by skin biopsy, which reveals large lymphoma cells lieve that early recognition may help establish an early
within the blood vessels, and treatment includes sys- diagnosis and improve clinical outcome, although it
temic therapy and therapy directed at the central nerv- may not translate into a different outcome.

ous system.>* The overall mortality is associated with
the prognosis of the lymphoproliferative disorder itself,
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