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Multiple Progressive Necrotic Lesions in a Young Man: A Quiz
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An 18-year-old man presented with a history of multiple
progressive necrotizing lesions on his lower extremities,
and intermittent fever. Seven months previously, an erythe-
matous painful lesion had developed on his left lower leg,
which eventually evolved into a tumour and subsequently
ulcerated. During this time, multiple similar progressive
ulcerating lesions appeared symmetrically on both lower
extremities. The patient also had intermittent fever with a
maximum temperature of 40°C, accompanied by malaise
and drenching night sweats. He denied nasal obstruction
or epistaxis. No exposure to pesticides or chemical sol-
vents was recalled. His family members did not have any
Epstein-Barr virus related diseases. Physical examination
revealed multiple ill-defined indurated ulcers with elevated
borders on his lower extremities, of which the largest was
10 cm in diameter (Fig. 1A). Notably, an ulcer was detec-
ted on his palatopharyngeal arch (Fig. 1B). Laboratory
workup showed increased levels of lactate dehydrogenase
(LDH 598 IU/I, normal range: 100-240 1U/1), NK cell
absolute count (2,851.25/ul, normal range: 84.0-724.0/ul)
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Fig. 1. (A) Progressive necrotizing ulcer with elevated borders on the lower
extremity (Diameter: 10 cm). (B) Ulceration involving the palatopharyngeal
arch.
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Fig. 2. Positron emission tomography-computed tomography (PET-CT)
showed multiple tumours on extremities, primary tumour on posterior
pharyngeal wall, and suspected metastatic sites (including parotid gland,
spleen, and testis).
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and plasma Epstein-Barr virus-DNA (EBV-DNA 9.93x10?
copies/ml, normal range: <500 copies/ml). Bone marrow
aspiration showed marked hyperplasia of bone marrow with
scattered haemophagocytic cells. Positron emission tomo-
graphy-computed tomography (PET-CT) was performed,
demonstrating multiple sites with suspected malignancy
involvement, including skin of the extremities, posterior
pharyngeal wall, parotid gland, spleen, and testis (Fig. 2).

What's your diagnosis? See next page for answer.
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ANSWERS TO QUIZ

Multiple Progressive Necrotic Lesions in a Young
Man: A Commentary
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Diagnosis: Extranodal NK/T-cell lymphoma, nasal
type

Extranodal NK/T-cell lymphoma, nasal type (ENKTL-NT)
is a rare aggressive non-Hodgkin’s lymphoma originating
from NK cells or cytotoxic T cells, which often occurs
in East Asia and Latin America. It is first included in the
WHO classification of lymphomas in 2001 and maintained
since then. Males and adults are more usually affected than
females and children (1).

Skin biopsy of the largest lesion showed diffused atypical
lymphoid cells infiltrating dermis in an angiocentric pattern
(Fig. 3A). Epidermotropism and angiodestruction were also
presented (Fig. 3B—C, Fig. S1). The infiltrating cells were
positive for CD2, cytoplasmic CD3 (Fig. 3D), CD56 (Fig.
3E), EBV encoded RNA (EBER, Fig. 3F), granzyme B, T
cell intracellular antigen-1 (TTA-1) and T-bet, with almost
no expression of CD20, CD30, and CD123. T-cell receptor
(TCR) analysis of his biopsy was negative for rearrang-
ements of TCRB, TCRG, and TCRD.

The initial symptom of more than 80% of patients was
nasal obstruction and ulcerative necrotic lesions affecting
the nasal skin and mucosa. However, in approximately 20%
of patients, lymphoma can arise in the other skin areas,
gastrointestinal tract and testis, manifesting as progressive
ulcerated lesions (2). Typical skin manifestations often
begin as multiple erythematous plaques or masses on the
trunk or extremities, which gradually develop into ulcers
as the disease progresses. Some patients may also have B
symptoms, such as fever, night sweats and weight loss (3).
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Lymph node involvement may occur. Bone marrow and pe-
ripheral blood can become involved in aggressive cases (4).

As many diseases could present as multiple necrotic
lesions, making a correct diagnosis of ENKTL-NT is often
challenging. Histopathologically, ENKTL-NT is charac-
terized by atypical polymorphic lymphocytes showing
angiocentric infiltrating pattern, sometimes accompanied
by vascular destruction and necrosis. Due to the presence
of numerous necrotic backgrounds and mixtures of inflam-
matory cells, immunohistochemical stains are needed for
diagnosis. Since the neoplastic cells are derived from NK
cells or T cells, they are positive for CD2, cytoplasmic
CD3, CD56, T-bet, and cytotoxic molecules (granzyme
B, perforin, TIA1). However, T-cell surface markers, such
as CD3, CD4, and CD8, may be negative in ENKTL-NT
derived from NK cells (5, 6). Most of ENKTL-NT cases
have an NK phenotype without clonal TCR rearrangements,
whereas T-cell-derived cases could be positive for clonal
TCR rearrangements (7).

According to the pathogenesis related to EBV infection,
the elevated level of EBV in plasma and the positive result of
EBER by in situ hybridization or immunohistochemistry are
crucial to the diagnosis of ENKTL-NT (8). Chronic active
EBYV infection may escape immune surveillance, leading to
a risk of its occurrence. Subsequent genetic abnormalities
in infected cells are needed to promote tumourigenesis (9).
Moreover, periodic measurement of serum levels of EBV
DNAs is useful for monitoring tumour progression and
is considered to be associated with a higher clinical stage
and poor prognosis (10). In addition, examinations, such
as peripheral blood flow cytometry, bone marrow biopsy
and PET-CT, are necessary to evaluate the stage and extent
of the disease.

Therapy for ENKTL-NT has limited effectiveness.
Radiation therapy is considered as recommended first-line
therapy for localized tumours, while chemotherapy and

Fig. 3. (A) Diffused lymphoid cells infiltrating
dermisinanangiocentric pattern (haematoxylin
and eosin; 20x). (B) Epidermotropism and
angiodestruction were presented in dermal
papillae (haematoxylin and eosin; 100x).
(C) Medium-sized lymphoid cells with nuclear
atypia (haematoxylin and eosin; 400x). (D)
Infiltrating cells positive for cytoplasmic CD3
(cCD3 immunohistochemical stain 100x).
(E) Infiltrating cells positive for CD56 (CD56
immunohistochemical stain 100x). (F)
Infiltrating cells positive for EBER (EBER
immunohistochemical stain 100x).
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hematopoietic stem cell transplantation are recommended
for systemic conditions (11). Patients with only skin lesions
have a better prognosis than patients who have both skin
and other organ involvement. Rare cases with complica-
tions of haemophagocytic lymphohistiocytosis have an
extremely poor prognosis. Fortunately, the current patient
did not complicate with haemophagocytic syndrome. A
recent study has found that programmed cell death-1 (PD-
1) and programmed cell death-ligand-1 (PD-L1) blockade
might be a promising strategy for patients with relapsed,
refractory ENKTL-NT (12). As a considerable proportion of
ENKTL-NT cases express CD30, CD38, CD52, and CD74,
antibodies against these targets have also been applied in
limited ENKTL-NT cases. Furthermore, novel therapeutic
strategies, including employing cytotoxic-T cells against
EBYV latent membrane protein, inhibition of the JAK/STAT
and NF-«kB signalling pathways have been recommended
for some relapsed or refractory ENKTL-NT cases, although
these need further investigation (1).

In conclusion, when progressive ulcerating lesions do-
minate the clinical picture, it is important to be alert for
ENKTL-NT as a differential diagnosis.
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