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Case Report

Cutaneous natural killer/T-cell lymphoma

淋巴結外自然殺傷細胞淋巴瘤
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A 77-year-old man presented with a three-month history of violaceous ulcerated nodules and plaques
on his right thigh. Satellite nodules and papules were also found around the main lesion with
enlarged regional lymph nodes and liver. Histopathologic and immunohistochemical studies of
skin biopsy confirmed extranodal natural killer/T-cell lymphoma.

患者男， 77歲，於其右側大腿出現紫色潰瘍性結節及斑塊達三個月。於主病灶周呈衛星狀結節及
斑塊，有局部淋巴結及肝腫大。皮膚組織病理檢查及免疫化學檢查確診為淋巴結外自然殺傷細胞淋

巴瘤。
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Introduction

Natural killer (NK) cells are cytolytic to tumour
and infected cells. NK cells immunophenotypically
contain CD56+ neural cell adhesion molecule
(N-CAM).1 Extranodal NK/T-cell lymphoma is rare
in western countries but more commonly found

in Asia such as Japan and Hong Kong and in
parts of Latin America e.g. Mexico. They have a
strong association with Epstein-Barr virus (EBV)
with a male to female ratio of around 2:1. The
prognosis is extremely poor and a median survival
of 3.5 months2 was reported.

Case report

A 77-year-old retired gentleman presented in
March 2005 with a three-month history of non-
tender nodules and plaques on his right thigh
(Figure 1). These lesions were rapidly enlarging
in size and associated with a pungent smell. There
was no history of fever or weight loss. The patient
had a history of hypertension and ischaemic stroke
with good functional recovery. The patient took a
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Figure 1. Violaceous ulcerated nodules and plaques
on the right thigh. Figure 2. Lymphocytic infiltration in the dermis with

exocytosis into the epidermis. (H&E, Original
magnification x 20)

Figure 3. Abnormal lymphocytes with pleomorphic
nuclei. Necrosis and nuclear debris are seen. (H&E,
Original magnification x 40)

diuretic for his blood pressure. He was a retired
mechanics and had been a smoker for over 50
years. He drank 10 units of alcohol per week on
average. Physical examinations showed a 10 cm
violaceous ulcerated nodules on his right thigh
with satellite papules and nodules were around
the main lesion. The regional inguinal lymph
nodes were enlarged and a firm liver edge was
palpable. There was no ascites. The chest was
clear and there was no pleural effusion.
Differential diagnoses includes cutaneous T-cell
or B-cell lymphomas, metastasis, angiosarcoma,
Kaposi sarcoma and malignant melanoma.

Initial investigations showed anaemia and
hypoalbuminaemia. Liver and renal functions
were normal. Human immunodeficiency virus
serology was negative. Chest X-ray revealed no
mass lesion. A skin biopsy of a lesion showed that
there was perivascular, periadnexal and
subcutaneous infiltration of abnormal lymphoid
cells with irregularly folded nuclei (Figure 2).
Apoptotic bodies were prominent with frequent
mitosis but coagulative necrosis and angioinvasion
were not seen (Figure 3). Epidermotropism was
also noted. These changes were suggestive of
cutaneous T-cell lymphoma. Immunohistochemistry
showed that the lymphocytes were CD56+,
CD2+, CD3+, CD4-, CD5-, CD8- and CD68-.
In-situ hybridisation for EBV showed that all

lymphocytes were positive. These features were
compatible with a diagnosis of "extranodal NK/
T-cell lymphoma".

The patient was referred to the radiotherapy and
medical oncology teams for further staging and
management of his condition. Subsequently, he
was given palliative chemotherapy consisting of
cyclophosphamide, vincristine and prednisolone.
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The common clinical features of cutaneous
NK/T-cell lymphoma are violaceous papules or
nodules that rapidly increase in number and size.
Ulceration may be present. In a series from
Stanford University,6 67% of patient presented with
cutaneous involvement of more than one
anatomic region and most patients (70%)
presented with cutaneous tumour on one or more
extremities. The most important clinical factor in
predicting survival outcome is extracutaneous
involvement in the bone marrow, visceral organs
and lymph nodes at the time of staging.
Histologically, all the neoplastic cells are positive
for CD56. Most cases will show prominent
angiocentric growth pattern with ulceration and
coagulative necrosis. Perivascular inflammatory
cells infiltrate including plasma cells, histocytes
and eosinophils are often found. Routine
histopathologic characteristics do not predict
survival but patients whose tumour cells revealed
co-expression of CD30 had a more favourable
prognosis.6 Gniadecki et al reported that
chemotherapy and radiotherapy did not seem to
affect survival in their patients.7 In Hong Kong,
three patients with relapsed primary nasal NK/
T-cell lymphoma have been reported to receive
high-dose chemotherapy with autologous bone
marrow rescue at Queen Mary Hospital.8 And two
of them had a favourable response and remained
in complete remission at 12 and 44 months post-
transplant. The third patient unfortunately had a
systemic relapse six months after the transplant.
Therefore high-dose chemotherapy and
autologous bone marrow rescue may be an
alternative therapy for patient with non-nasal
NK/T-cell lymphoma.
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Discussion

Lymphoma can be divided into non-Hodgkin
lymphoma (NHL) and Hodgkin disease. NHLs are
tumours originating from lymphoid tissues, mainly
of lymph nodes. Most NHLs are of B-cell origin
(almost 85%); only 15% are derived from T cells.2

NK/T-cell lymphoma is a rare entity originally
recognised to involve the upper aerodigestive
tract. This lymphoma consists of neoplastic cells
that exhibit a prominent angiocentric growth
pattern and expression of the neural cell adhesion
molecule, CD56.1 Other historical names for this
entity include "midline lethal granuloma", "nasal
NK lymphoma," and "angiocentric T-cell
lymphoma". Nasal NK/T-cell lymphoma is most
common in East Asian and Central American
countries and is believed to be highly associated
with EBV.3 This disease is rapidly fatal in most
instances.

Over the past decade, NK/T-cell lymphomas were
reported in other extranodal sites. The first reported
case involved the gastrointestinal system.4 Chan
et al3 in Hong Kong reported 49 cases of nonnasal
NK/T-cell lymphoma and found skin involvement
to be most frequent; affecting 14 (29%) of the
patients in their series.

Owing to the rarity of the disease, knowledge
on nonnasal CD56+ lymphoma is limited.
Histopathologically, nonnasal CD56+ lymphoma
has been divided into two histologic types: (1)
nasal-type NK/T-cell lymphoma and (2) blastic
NK/T-Cell lymphoma. More recently, an
additional entity of the aggressive NK-cell
lymphoma/leukaemia of an extremely malignant
course has been proposed.3 Further complexity is
added to the classification5 by the fact that CD56
may be expressed in other types of lymphoma
and leukaemia such as anaplastic large-cell
l ymphoma,  l ymphoma to id  papu lo s i s ,
subcutaneous panniculitis-like T-cell lymphoma,
B-cell and T-cell lymphoblastic lymphoma, or
myeloid leukaemia with or without skin
involvement.
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