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Cutaneous CD4+/ CD56 hematodermic neoplasm
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INTRODUCTION

CD4+/CD56+ hematodermic neoplasm (HN), also 
termed as blastic natural killer (NK) cell lymphoma, is 
an aggressive systemic neoplasm commonly involving 
the skin.[1]  It usually presents as either solitary or 
multiple nodules; systemic involvement of lymph 
nodes or bone marrow is seen in approximately 50% 
of patients at presentation.[2] Although it is a very 
aggressive neoplasm with a poor prognosis, there have 
been reports showing an indolent course or a rapid 
response to treatment and more promising course.[3] 
We describe a woman who is diagnosed as cutaneous 
CD4+/CD56+ HN, without systemic involvement. 

CASE REPORT

A 38-year-old woman referred with an asymptomatic 
nodule on the right cheek. She had noticed a small 
erythematous papule two months ago, which enlarged 
rapidly. Her past medical and family history was 
noncontributory. Physical examination was normal 
and peripheral lymph nodes were not palpable. 
Dermatological examination showed 2 × 2.5 cm, 
erythematous, round, nontender, crusty nodule on 
the right cheek [Figure 1]. On biopsy, the dermis was 
infiltrated with medium sized, blastlike lymphocytes 
with large round nuclei [Figure 2]. Immunophenotypic 
evaluation showed positivity for CD4 and CD56 and 

negativity for CD3, CD20, Tdt, myeloperoxidase, 
pancytokeratin ve Ki67 [Figures 3 and 4]. T cell 
gene rearrangement could not be performed. PCR 
examination for EBV was negative. Routine laboratory 
investigations were within normal ranges. Peripheral 
blood analysis, bone marrow biopsy, chest X-ray 
and computerized tomography (CT) of the thorax, 
abdomen, cranium and paranasal sinuses showed 
no abnormalities. Based on these findings, she was 
diagnosed as cutaneous CD4+/CD56+ HN without 
systemic involvement. The patient was started on 
chemotherapy consisting of cyclophosphamide, 
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ABSTRACT

CD4+/CD56+ hematodermic neoplasm, formerly known as blastic NK cell lymphoma, is 
a rare and aggressive neoplasm with a high incidence of cutaneous involvement, risk of 
leukemic dissemination and poor prognosis. The characteristic features are expression of 
the T helper inducer cell marker CD4 and the NK-cell marker CD56 in the absence of other 
T cell or NKcell specific markers. Because of the rarity of this disease, we describe a 48 
year old woman suffering from CD4+/CD56+ hematodermic neoplasm on her cheek without 
leukemic infiltration.
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Figure 1: Erythematous, round, crusty nodule on the right cheek
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adriamycin, vincristine and prednisolone. Complete 
remission was noted at the end of third regimen. 
She received three cycles of chemotherapy and no 
recurrence was observed over the following one year. 

DISCUSSION

CD4+/CD56+ hematodermic neoplasm (HN) is a rare 
form of cutaneous malignant lymphoma. In the WHO-
EORTC classification of cutaneous lymphomas with 
primary cutaneous manifestations, this neoplasm has 
been included as a distinct clinicopathological entity 
under precursor hematological neoplasms.[2] Although 
believed to arise from committed NK progenitor 
cells, recent studies argue against an NK cell origin 
and lymphoid related plasmacytoid dendritic cell, 
as indicated by the expression of the interleukin-3 
receptor alpha subunit (CD123) and blood dendritic 
cell antigen2 (BDCA2)[1-6]

The disease has a propensity for extranodal sites 
such as the skin, soft tissues and mediastinium with 
dissemination to lymph nodes and bone marrow. 
Controversially to our patient, rapid extracutaneous 
dissemination usually occurs. The mechanism of this 
tropism to involve the skin is not well understood.[5] 

CD4+/CD56+ HN accounts for 0.07% of all cutaneous 
lymphomas.[6] Patients are mostly elderly adults 
although cases in younger individuals, including 
small children, have been reported.[5] There is a 
predominance of males.[1] On the basis of published 
data, over 90% of CD4+/CD56+ HN cases manifested 
with cutaneous lesions.[1-6] The dermatologic 
manifestations are diverse. Usually, as in our patient, 
lesions are solitary or localized at the onset of disease, 
then eventually spread with time and may include 
erythema, patches, papules, nodules, ulcers and 
bruise like lesions. In patients with primary cutaneous 
disease, the time interval between the onset of skin 
lesions and leukemic spread varies usually between 
a few weeks and several months. In one exceptional 
case, there was a 15-year history of multiple cutaneous 
lesion.[7]  In our patient, we did not detect systemic 
involvement for one year. 

Diagnosis is made histopathologically. It is characterized 
by a nonepidermotropic, diffuse monomorphous 
infiltrate of medium sized neoplastic cells with a 
blastoid morphology, as in our patient. Reactions 
like angiocentricity, angiodestruction and necrosis 
are uncommon. In most cases, immunophenotypes 
are CD2±, CD3-, CD4±, CD5, CD7±, CD56+, 
CD123+, CD68-and terminal deoxynucleotidyl 
transferase (TdT), T-cell intracellular antigen-

Figure 3: CD4 positivity in blast-like cells (AntiCD4 ×200)Figure 2: Blastoid appearance of lymphocytes with large round 
nucleus. (H and E, ×200)

Figure 4: CD56 positivity in blast-like cells 
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1(TIA-1).[1,3,6] Histologic differential diagnoses include 
lymphoblastic, myeloblastic and especially extranodal 
NK/T cell neoplasms and leukemia cutis. It can 
be differentiated from leukemia cutis by negative 
myeloid markers such as myeloperoxidase, lysozyme, 
CD13, CD15 and T-cellineaage markers such as 
TIA1.[8] Extranodal NK/T cell lymphoma usually 
presents in male adults as plaques and tumors with a 
predilection for the trunk and extremities. Prominent 
angiocentricity with accompanying necrosis is a 
characteristic histological finding. Extranodal NK/T 
cell lymphoma is usually EBV+ and the neoplastic 
cells express CD2, CD56, TIA1, granzyme B and 
perforin, but lack surface CD3.[1,9]

CD4+/CD56+ HN follow an aggressive clinical 
course and prognosis is poor. Patients with this type 
of lymphoma usually survive for one year; only 
exceptional cases have longer survivals.[8]  The median 
survival was only 14 months, and two and five year 
overall survivals have been reported with percentages 
of 33 and 6%, respectively.[10] 

In conclusion, CD4+/CD56+ HN is a rare and 
uncommon form of cutaneous lymphoma. Because of 
its aggressive behavior, it is important to diagnose it 
accurately for proper clinical management. 
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