Case Letters

Intravascular pattern of cutaneous spread in a case of
relapsed nasal natural Killer/T-cell lymphoma

Dear Editor,

Extranodal natural killer/T-cell lymphoma, nasal type, is an
uncommon non-Hodgkin lymphoma. It mainly occurs in
the nose and the paranasal area and also the skin. The skin
involvement is mostly seen as erythematous nodules and
ulcerated lesions. The pathology shows characteristic angiot-
ropism or angiocentric pattern of growth. We report a case
of nasal extranodal natural killer/T-cell lymphoma with an
intravascular pattern in a 59-year-old woman.

A 59-year-old woman noticed erythema and nodules on her
lower limbs and trunk for two months. Five years back, she
had been diagnosed with stage I extranodal natural killer/
T-cell lymphoma, nasal type and underwent surgical resec-
tion and post-operative radiotherapy with a complete ongoing
response. No other medical or family history was recorded.
She was found to have fever during physical examination.
Skin examination revealed erythema, subcutaneous nod-
ules and telangiectases on the limbs and trunk. Patchy dark
erythema, ecchymoses and ulcers were seen on both calves
[Figure 1].

Laboratory tests showed mild anaemia (haemoglobin level
of 73 g/L), thrombocytopenia (platelet count of 40 x 10°/L),
normal blood cell count, hypertriglyceridemia (300 mg/dL),

Figure 1a and 1b: Diffuse telangiectasia, erythema, and subcutaneous nod-
ules on the trunk

hypofibrinogenemia (1.31 g/L), elevated ferritin (43921
ug/L) and soluble interleukin-2 receptor (3260 U/mL).
Plasma Epstein-Barr virus nucleic acid level was 2.08 x 107
copies/mL and EBV-DNA level was 1.90 x 107 copies/
mL. We did a skin biopsy from the lesion on the right lat-
eral aspect of the back of the trunk. Histopathology showed
many distended vessels filled with fibrin and medium-sized
lymphoid cells with irregular nuclei in the dermis [Figure 2].
Bone marrow biopsy revealed myelodysplastic features with-
out any atypical lymphoid infiltrate. Immunocytochemical
analysis showed that the lymphocytes were positive for
CD2, CD3, CD7, CD56, GrB and TIA-1. CD4, CDS, CD8
and CD20 were negative. The proliferation index of Ki67
was approximately 90%. CD31 and CD34 verified that all
the tumour cells were restricted within the vessels [Figure 3].
Immunohistochemical analysis showed very similar results
to the biopsy of nasal tissue five years ago, while the Ki67
was approximately 70%. PET-CT identified increased uptake
in the soft tissue of the nose and the skin on the right lateral
aspect of the back of the trunk. Based on the above findings,
a diagnosis of cutaneous intravascular invasion by nasal
extranodal natural killer/T-cell lymphoma was established.
Secondary haemophagocytic lymphohistiocytosis acceler-
ated the progression of her disease. She passed away soon
after being diagnosed.

Figure 1c: Dark red erythema, ulceration and ero-
sion on the lower limbs
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Figure 3: The intravascular lymphoma cells were CD3+ (a), CD56+ (b), GrB+ (c), TIA-1+(d), CD20- (e), Ki-67 (approximately 90%) (f) and the intravascular
localization of the lymphoma cells are highlighted by CD31 (g) and CD34 (h)

Intravascular lymphoma, a rare type of non-Hodgkin lym- lymphoma has not been considered as a specific entity

phoma, is most commonly reported in large B-cell lympho- ~ lymphoma by World Health Organization, and it might be

mas. Nevertheless, a few were found to be of T-cell lineage. @ related disease of extranodal natural killer/T-cell lym-

It is characterised by lymphoma being strictly restricted ~ Phoma,' we mainly differentiate cutancous extranodal nat-

within the vessels. We reported the intravascular localisa- 'ilral lililler/ T-cell lymphoma from intravascular large B-cell
ymphoma.

tion of lymphoma cells in the skin biopsy of a patient with
a history of nasal extranodal natural killer/T-cell lymphoma. Clinically, unlike extranodal natural killer/T-cell lymphoma,
We, therefore, need to distinguish it from intravascular lym-  the most commonly affected organs in intravascular large
phoma. Considering that intravascular natural killer/T-cell ~ B-cell lymphoma are the skin and central nervous system,
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while other sites, including the heart, spleen, lung and liver,
can also be affected. However, the manifestations when the
skin are involved are very similar, such as ill-defined viola-
ceous plaques on the trunk and extremities, scaling plaques,
ulcerated nodules, telangiectasia, painful indurated erythem-
atous eruptions and red-blue nodules. Pathologically, tumour
cells of extranodal natural killer/T-cell lymphoma are mainly
characterised by angiocentric and angiodestructive growth
patterns rather than intravascular invasion. Furthermore, the
cytotoxic markers, TIA-1 and GrB, can help us differentiate
extranodal natural killer/T-cell lymphoma from intravascular
large B-cell lymphoma because the cytotoxic phenotype of
the latter is non-activated. Besides, almost all intravascu-
lar large B-cell lymphoma display constant CD20 expres-
sion. Nevertheless, several cases of intravascular patterns of
extranodal natural killer/T-cell lymphoma have been reported
in recent years. Kusari et al.” reported a case with angiotro-
pism and genuine intravascular involvement in the biopsy.
Obara et al.® described this disease, presenting intravascular
positioning of tumour cells when they took skin biopsies from
both plaque and normal skin. Battesti et al.* and Yu et al’
reported two patients with a history of it whose skin biopsy
showed intravascular lymphoma cell infiltration. These
reports broke the absolute angiocentric and angiodestructive
growth patterns of extranodal natural killer/T-cell lymphoma.
The cause of intravascular localisation is not known, perhaps
it is similar to intravascular large B-cell lymphoma where
the molecular expression promote cell migration and attach-
ment to the endothelium, but lack the markers that promote
extravasation.®

According to the patient’s clinical manifestations, we also
must distinguish it from vasculitis and erythema nodosum.
Our patient’s biopsy did not show the characteristics of vas-
culitis, such as inflammatory cell infiltration, fibrinoid degen-
eration and granuloma formation, or the characteristics of
erythema nodosum, such as panniculitis.

For localised extranodal natural killer/T-cell lymphoma,
radiotherapy combined with chemotherapy is the standard
treatment. For disseminated disease, systemic chemother-
apy remains the primary treatment. Common chemotherapy
regimens include DeVIC (dexamethasone, etoposide, ifosfa-
mide, carboplatin) and SMILE (dexamethasone, methotrex-
ate, ifosfamide, E. coli L-asparaginase, etoposide). The most
common neoplastic trigger for haemophagocytic lympho-
histiocytosis is the T- and natural killer cell lymphoma. The
primary therapy of it is most frequently high-dose corticoste-
roids combined with etoposide.’

In conclusion, we report a patient with nasal extranodal nat-
ural killer/T-cell lymphoma with cutaneous intravascular

recurrence. The lack of active follow-up after the patient’s
lesions had been resected five years back may be one of the
reasons for the delay in diagnosis and starting treatment. The
overall survival rate of patients with cutaneous extranodal
natural killer/T-cell lymphoma is low. There is still a lack of
sufficient understanding of these diseases, their pathogene-
sis, effective treatment options and prognostic factors. Early
diagnosis by histopathological examination may be crucial
for the patient’s medical prognosis and early treatment.
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