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Background: Cutaneous extranodal NK/T-cell lymphoma, nasal type (NK/T) is relatively rare, associated with aggressive
behavior and poor prognosis. Histopathological findings, immunohistochemical study, and EBV-encoded RNA (EBER) in situ
hybridization are essential for the diagnosis.

Case Report: A 54-year-old Thai man with NK/T of the nasal cavity initially presented with cutaneous NK/T mimicking
granulomatous panniculitis. The skin biopsies were performed twice due to the marked necrosis in the first one. The second
biopsy revealed small, medium, and large atypical lymphoid cells infiltrating fat lobules with necrotic foci and granulomatous
reaction. Within the granulomatous inflammation, the atypical lymphoid cells showing involvement of the blood vessel
(angiocentricity) were noted. Immunostaining demonstrated that the atypical lymphoid cells marked with CD3, CD56, and
TIA-1, but they did not mark with CDS5, CD20, CD15, or CD 30. EBER in situ hybridization was positive.

Conclusion: Cutaneous NK/T can produce granulomatous panniculitis. The recognition of atypical lymphoid cells showing

angiocentricity together with immunohistochemistry and EBER in situ hybridization are crucial for the correct diagnosis.
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Extranodal NK/T cell lymphoma, nasal type
(NK/T) is a rare type of lymphoma that usually has an
aggressive clinical behavior. It commonly occurs in the
upper aerodigestive tract, especially the nasal cavity.
Other extranasal sites have been occasionally reported,
for instance, skin, soft tissue, gastrointestinal tract
and testis". Clinically, the patients with cutaneous
involvement usually present with cutaneous nodules
or plaques with systemic symptoms such as fever,
malaise, weight loss and hemophagocytic syndrome®.
Cutaneous involvement may present as a primary
manifestation or emerge following the nasal cavity
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lymphoma. Microscopically, atypical lymphoid cells,
commonly various in size, diffusely infiltrate the dermis
or subcutaneous tissue, producing necrosis due to the
vascular infiltration (the so-called “angiocentricity”),
a typical feature of this lymphoma. Immunophenotype
of NK/T is characterized by reactivity of CD2, CD3
(cytoplasmic staining), CD56, perforin, TIA-1 and
granzyme B. Demonstration of EBV genome in the
lymphoma cells by in situ hybridization for EBV-
encoded RNA (EBER) is necessary for diagnosis, but it
may be skeptical in some cases".

The authors reported a case of NK/T who
initially presented with cutaneous NK/T mimicking
granulomatous panniculitis, then followed by the
detection of a simultaneous nasal lesion. The authors
reviewed the English literature, focusing on cutaneous
manifestations, histopathologic patterns, immuno-
histochemical findings, and survival outcomes.
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Case Report

A 58-year-old Thai man initially presented with
intermittent multiple oral ulcers for a year. Subsequently,
he developed multiple erythematous plaques on his
face and multiple poorly circumscribed, ulcerated,
erythematous nodules and plaques on his arms,
abdomen, and legs (Fig. 1). He also had low-grade fever
for a month with 4-kg weight loss within two months.
The first skin biopsy revealed lobular panniculitis with
extensive necrosis and focal granulomatous reaction.
Special stains for acid-fast bacilli and fungi were
negative. The extensive necrosis prompted another
skin biopsy. The second biopsy showed small, medium,
and large-sized atypical lymphoid cells infiltrating
subcutaneous fat lobules (Fig. 2A) together with
scattered necrotic foci and granulomatous reaction (Fig.
2B). Eosinophilic infiltration with focal subcutaneous
microabscesses was noted. However, among the
granulomatous inflammation, large atypical cells were
detected, showing angiocentricity (Fig. 2C).
Immunohistochemical study demonstrated the atypical
lymphoid cells marked with CD3 and CD56 (Fig. 2D and
2E), but they did not mark with CD4, CDS5, CDS, CD20,
CD15 or CD 30. TIA-1 and granzyme B were positive.
In situ hybridization for EBER was positive (Fig. 2F).
Based on these findings, NK/T was diagnosed.
Investigation for staging of the disease showed intra-
abdominal lymphadenopathy without bone marrow
involvement. After receiving a course of CHOP regimen,
he had high-grade fever that was treated by broad-
spectrum antibiotics. Only sinusitis was found during
the septic work up. Nasal biopsy for culture and
pathologic examination was then performed. The nasal
biopsy showed marked necrosis caused by lymphoma
cells showing angiocentricity. The results of
immunohistochemical study and EBER were identical
to those found in the skin biopsy. In addition,
polymerase chain reaction (PCR) for T-cell receptor
(TCR) genes did not show any TCR gene rearrangement.
Nasal tissue culture revealed growth of non-albicans
Candida. Amphoteracin B was subsequently
administrated without any clinical response. Finally,
he died of septic shock, approximately three months
after the diagnosis. No autopsy was performed.

Discussion

Although NK/T is commonly found in the
nasal cavity, it can arise in extranasal regions. Chan et
al reported that NK/T in extranasal sites was most
common in the skin (14 out of 34 cases); the lesions
could be either generalized or multiple in sites. Of the
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Fig. 1 A subcutaneous nodule with epidermal ulceration at

the abdomen

Fig. 2 (A) Skin biopsy shows lobular panniculitis (H&E
x10). (B) Some atypical large lymphoid cells (white
arrows) with prominent nucleoli are noted among
granulomatous inflammation in subcutaneous fat
(H&E x400). (C) Angiocentricity by atypical
lymphoid cells is noted (H&E x20). (D) The
atypical cells mark with CD3 (cytoplasmic staining).
(E) CD56 (membrane staining). (F) Positivity of
in situ hybridization for EBER

14 cases, three cases had other simultancous organ
involvement, including lung, lymph nodes and maxillary
antrum’, WHO/EORCT classification of cutaneous
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lymphomas has classified NK/T as an entity of
mature T-cell and NK-cell neoplasms?, similar to the
WHO classification (2008)™. In our literature review
(Table 1, 2), skin manifestations in NK/T are varied
in patches, plaques, nodules, ulcer or even bulla. The
lesion can be either solitary or multiple. Moreover, the
skin lesions can arise before, after or concurrent with
the nasal lesion. Histologically, infiltration of atypical
lymphoid cells may be diffuse or patchy in the dermis
or subcutaneous fat. Recognition of angiocentricity
is an important point, which guides pathologists
to the diagnosis of NK/T. In the present case, the
authors found marked necrosis and granulomatous
inflammation, but presence of infiltration by atypical
lymphoid cells among the granuloma with angio-
centricity raised the possibility of NK/T and eventually
the confirmation of the diagnosis.

Granulomatous inflammation in cutaneous
lymphoma has been reported. The granulomatous
inflammation has mostly been found in mycosis
fungoides and occasionally found in other cutaneous
T-cell lymphomas, including granulomatous slack skin,
CD30+ cutaneous T-cell lymphoma, subcutaneous
panniculitis like T-cell lymphoma, adult T-cell leukemia
lymphoma, small/medium pleomorphic T-cell lymphoma,
peripheral T-cell lymphoma, unspecified and angio-
immunoblastic lymphoma*'”. In addition, the
articles of cutaneous B-cell lymphomas associated with
granulomatous reaction, such as diffuse large B-cell
lymphoma, follicular center lymphoma and primary
cutaneous marginal zone B-cell lymphoma, have been
published"*'®_ Interestingly, granulomatous reaction
could occur in different patterns. Gallardo et al
reported granulomatous patterns of cutaneous
lymphoma with granulomatous component. They
found 11 cases of sarcoidal-liked pattern, two cases of
granulomatous slack skin with mixture of sarcoidal-
liked pattern in one case, four cases of palisading
granuloma with mixture of sarcoidal-liked pattern in
two cases and two cases of tuberculoid granuloma?.
This implies that cutaneous lymphoma should be
cautious in skin biopsy with obvious granulomatous
reaction. Besides, recognition of atypical lymphoid
cells and additional immunohistochemical study are
helpful in the diagnosis of cutaneous lymphoma.
However, infectious etiology should always be
excluded firstly. Among nasal NK/T patients,
granulomatous reaction has not been previously
mentioned. There were some notifications of marked
necrosis causing a difficulty in the diagnosis!®".
Furthermore, cutaneous NK/T associated with

J Med Assoc Thai Vol. 93 No. 8 2010

granulomatous reaction had been mentioned®, but
in our literature review (Tablel,2), granulomatous
reaction has not been described in the cutaneous
lesions of NK/T.

NK/T is considered as an aggressive
lymphoma with poor prognosis. The present case died
within three months after the diagnosis. In the literature
review, majority of the patients with NK/T died within
a short time, no longer than one year. An occurrence of
complete remission was reported in only one patient”.
Interestingly, a report of an indolent course with
spontaneous regression of this lymphoma has been
recently published®). Regarding the prognosis, NK/T
with cutaneous involvement had poor prognosis®®2%.
Furthermore, associated extracutaneous involvement
indicated poorer prognosis when compared with that
of limited cutaneous form@**), However, coexistence
of CD30 and CD56 reactivity related to better response
to chemotherapy among the patients with cutaneous
involvement®?, In addition to nasal NK/T, cutaneous
lesion might be associated with other extranasal
NK/T cell lymphoma of other sites, for example,
central nervous system and colon"**2%, Thus, NK/T
is an aggressive lymphoma that can have skin lesion
either before or after those of the nasal or extranasal
sites. Moreover, a concurrent association between
the cutaneous lesions and lesions in the organs other
than both of the skin and nasal cavity indicate poor
prognosis.

Conclusion

NK/T is arare type of cutaneous lymphomas.
The cutaneous lesions may be primarily involved or
may occur following lesions in the nasal or extranasal
sites. Infiltration of atypical lymphoid cells with
angiocentricity is a hallmark feature of this lymphoma.
Even though granulomatous reaction has been seldom
noted in NK/T, it can be found in many types of both
B- and T-cell cutaneous lymphomas. Thus, in addition
to infectious conditions, cutaneous lymphomas should
be one of the differential diagnoses of granulomatous
inflammation in a skin biopsy.
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