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Blastic plasmacytoid dendritic cell neoplasm without cutaneous
involvement: A rare disease with a rare presentation
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To the Editor,

Blastic plasmacytoid dendritic cell neoplasm
(BPDCN), previously known as blastic CD4+/
CD56+NK-cell lymphoma, is a rare neoplastic dis-
ease originated from plasmacytoid dendritic cells
and recently included in the WHO Classification of
Tumors of hematopoietic and lymphoid tissues [1].
In the great majority of cases, solitary or multiple
skin lesions are the initial cause of first medical
appointment [2] and, in fact, cutaneous involvement
is present in almost 100% of patients [1]. Splenom-
egaly, lymphadenopathy, bone marrow and periph-
eral blood infiltration are variably found. Moreover,
one or more cytopenias frequently occur at diagnosis,
but in a minority of cases can be severe [1,3]. In this
manner, anemia is usually of mild intensity and less
common than thrombocytopenia [1-4]. Given that
BPDCN cases presenting without cutaneous involve-
ment are extremely rare, we describe an unusual case
of a patient with the diagnosis of BPDCN presenting
with symptoms of severe transfusion dependent ane-
mia and without skin lesions.

A 68-year-old woman presented with a two-
month history of asthenia, anorexia, fever and sig-
nificant weight loss. Forty-five days later she related
an acute episode of dizziness, dyspnea and mental
confusion. She went to an emergency medical service
and received two units of packet red cells. One week
later, she had another similar episode and had been
transfused again. Thus, she was referred to us and
admitted in the Department of Clinical Medicine in
October 2010 to diagnosis elucidation.

The patient was a former heavy smoker. On phys-
ical examination, she was pale, the pulse was 120 bpm
and the blood pressure was 180/80 mmHg. Abdomi-
nal examination revealed a palpable liver 5 cm from
the right costal margin, fibro-elastic consistency, and

a hard splenomegaly 6 cm from the left costal mar-
gin. There were no palpable lymphoid nodes or skin
lesions. On admission, a complete blood count
showed hemoglobin of 32 g/l, white blood cell count
of 1.0 X 10%]1 and platelets count of 59.0 X 10%/1. The
levels of serum conjugated and total bilirrubin, lac-
tate dehydrogenase, alanine and aspartate amin-
otransferases, alkaline phosphatase, total protein
albumin and globulin were all normal. A computed
tomographic of abdomen and pelvis showed hepato-
megaly and splenomegaly.

A bone marrow aspiration revealed a hypercellular
marrow infiltrated by 87% of small to medium-sized
cells, high nucleus-cytoplasm ratio, nucleus with reg-
ular shape displaying a moderately dispersed chroma-
tin and inconspicuous nucleoli; the cytoplasm was
basophilic and agranular. There were few cells with
cytoplasmic microvacuoles (Figure 1). The Sudam-
Black staining was negative. The cytogenetic analysis
by G-banding was not possible due to an insufficient
number of metaphases. The multiparameter flow
cytometry analysis was performed in a Coulter EPICS
flow cytometer. Cells were stained with a panel of
monoclonal antibodies using the erythrocyte lyse-
wash preparation method. The immunophenothyping
of malignant cells showed the typical CD4+/CD56+/
CD123+ profile. Moreover, the malignant cells
expressed the antigens CD7, CD45"°% and HLA-DR.
The cells were negative for T and NK lineage anti-
gens (CDla, CD2, intracytoplasmic and surface
CD3, CD5, CD8, CD16, TCRof), B lineage anti-
gens (CD19, CD20, CD22, CD79a), myeloid-mono-
cytic antigens (CD11c¢, CD13, CD14, CD15, CD33,
CD41, CD61, CD235a, myeloperoxidase) and blast
antigens (CD34, CD117). Based on the seminal
publication of Feuillard et al. [3], the immunophe-
nothypic profile CD4+/CD56+/CD123+ with low
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Figure 1. May-Grunwald Giemsa (MG) of the bone marrow
smear preparation. BPDCN malignant cells have high nucleus-
cytoplasm ratio with nucleus displaying a moderately dispersed
chromatin and inconspicuous nucleoli. The cytoplasm exhibited
dense basophilia and the presence of microvacuoles in some
cells.

expression of CD45 and without the expression of
B-cell, T-cell, NK-cell and myeloid-monocytic cell
antigens is specific to BPDCN diagnosis and it is not
observed in any other form of acute leukemia.

The patient had an initial good response to
CHOP-modified regimen (mitoxantrone instead of
doxorrubicin), but evolved with neutropenia and
severe sepsis. She died 45 days after the diagnosis.

The BPDCN is a rare disease accounting for
only 0.7% of all primary cutaneous lymphomas
[5]. The neoplasm is present in the skin in practi-
cally all cases and, in fact, cutaneous involvement
can be considered a hallmark of the disease [1].
Hence, in an extensive review published in the last
years, Petrella et al. [6] analyzed the data of more
than 100 patients with the diagnosis of BPDCN
that have been reported in the literature and con-
cluded that more than 94% of them manifested
with cutaneous lesions. After that, series of cases
have confirmed the intense tropism of the disease
to the skin [5,7-10]. Recently, Tsagarakis et al. [4]
have reported, over a 12-year-period, only six
patients with BPDCN without cutaneous involve-
ment in a series of 26 patients and Jegalian et al.
[9] have reported seven of 29 pediatric patients
with no skin manifestations. Based on these avail-
able data, there are probably less than 20 cases of
patients with the diagnosis of BPDCN without
cutaneous involvement published in the literature.

There is scarce information about the response to
therapy of BPDCN cases without cutaneous involve-
ment. In this manner, Jegalian et al. [9] reported the
outcome of 29 pediatric patients with BPDCN treated

with different chemotherapy regimens. Interestingly,
seven patients with no skin manifestations survived
(100% survival, median follow-up six months) and,
in contrast, only 11 of the 18 children with cutaneous
involvement at presentation and with follow-up data
available survived (61% survival). However, provided
that the chemotherapy regimen applied to patients
without skin lesion was more aggressive, it was not
possible to conclude about the biological significance
of the absence of skin disease to the prognosis of pedi-
atric patients with BPDCN. Hence, if BPDCN cases
without cutaneous involvement are a different bio-
logical form or just an uncommon variant of a rare
disease is presently not known.

Given the extreme rarity of this presentation and
the very small number of cases published in litera-
ture, case reports touching clinical features, immu-
nophenothypic characteristics and response to
treatment are useful to give more information about
BPDCN cases without cutaneous involvement.
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