
U
N

C
O

R
R

E
C

T
E
D

P
R

O
O

F

CORRESPONDENCE

A CD56-negative case of blastic natural killer-cell
lymphoma (agranular CD4+ ⁄ CD56+ haematodermic
neoplasm)

SIR, Four cases of blastic natural killer (NK) cell-lymphoma
were reported in a recent issue of this Journal.1 This disease,
also called agranular CD4+ ⁄ CD56+ haematodermic neo-
plasm, represents a rare and distinct clinicopathological
entity that was described recently.2 The disease is character-
ized by its clinical presentation (high skin tropism, bone
marrow involvement with or without leukaemia, very poor
prognosis) and its molecular phenotype: CD4+, CD56+,
CD123+ and �lineage negative�. In an editorial in the same
issue, an important role of CD56 antigen expression was
highlighted in making the diagnosis of cutaneous lympho-
mas. The need for clinical and histopathological vigilance to
recognize and establish the correct diagnosis was also
emphasized.3

We report the surprising case of a blastic NK cell-
lymphoma which does not express the CD56 antigen. An
87-year-old man presented with a 5-cm slightly reddish
cutaneous nodule on the forehead (Fig. 1). The staging was
normal and local radiotherapy was performed. A complete

remission of 1 years’s duration was obtained. The patient
then relapsed with skin, cervical lymph node and bone
marrow infiltration, and a leukaemic phase. Treatment with
oral etoposide (Vepesid�; Bristol-Myers Squibb)1 induced a
short stabilization. The patient died of his disease 2 years after
the initial diagnosis.

Skin biopsy showed dermal infiltration by tumour cells
which were predominantly medium sized. By immunohist-
ochemistry on paraffin section these cells expressed only
CD45, CD4 (Fig. 2a), CD43, HECA-452 and TCL1. CD43
was weakly expressed on the first biopsy but strongly
expressed on relapse biopsies. CD68 was negative on the
first biopsy but positive on relapse biopsies. On frozen
sections, only CD2, CD4 and CD123 were positive. Markers
of B-cell (CD20, CD79a), T-cell (CD3) myeloid-cell (CD13,
CD14, CD15, CD33, CD117, MPO, lysozyme) and NK-cell
(CD16, TIA-1, granzyme B) differentiation were negative.
Importantly, CD56 was negative on both frozen and
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Figure 1. A6 reddish nodule is evident on the forehead.

Figure 2. Immunostaining: (a) CD4 positive (paraffin section);

(b) CD56 negative (paraffin section).
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paraffin sections of the first biopsy and subsequent relapse
biopsies (Fig. 2b).

This patient had the usual clinical presentation of blastic
NK-cell lymphoma. The tumour cells showed a typical
phenotype that was CD4+, CD43+, CD123+ and lineage
negative. The case was so typical that initially we thought
that the CD56 negativity was due to a technical problem and
several additional controls were performed on paraffin and
frozen sections.

As described in the new World Health Organization
classification,4 in which this tumour is listed as a blastic
NK-cell lymphoma, the precise lineage of this neoplasm is
unresolved and the proposal of a NK-cell origin was linked
only to the expression of CD56 antigen. This link was tenuous
at best due to the observation that several other nonlymphoid
diseases express CD56, particularly tumours of myeloid
origin. Several very recent studies have suggested an imma-
ture dendritic cell (IDC) origin for this entity.5–7 IDCs are
immune cells as originally identified. They display a peculiar
phenotype: �lineage negative� with expression of CD4, CD68
and high-level CD123; they are normally CD56 negative. A
close relationship has been established between
CD4+ ⁄ CD56+ tumour cells and IDCs at the phenotypic5,7,8

and functional levels.6 The present case expresses CD123,
HECA-452 and TCL1. These three antigens are known to be
expressed by IDCs. CD123 (interleukin 3 a-chain receptor) is
highly expressed on IDCs and at a lower level on blood
dendritic cells.9 It has been shown that CD123 is regularly
expressed and is a hallmark of agranular CD4+ ⁄ CD56+
haematodermic neoplasms.5,7,8 It is not expressed by NK-cell
lymphomas.5 HECA-452 monoclonal antibody has also been
demonstrated to be a good marker of IDCs.10 TCL1 has been
demonstrated to be expressed by both blastic NK-cell
lymphomas and IDCs.8

The present case is the first reported case of a CD56-
negative blastic NK-cell lymphoma (agranular
CD4+ ⁄ CD56+ haematodermic neoplasm). We think that
this case is informative at two levels. First, it shows that
the CD56 expression is not necessary to the histopatholog-
ical diagnosis of the entity, and second, it reinforces the
feeling that the disease probably originates from IDCs
instead of NK cells. In this context the CD56 staining result
must be interpreted carefully and with a great deal of
objectivity.
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