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Ocular masquerade syndrome associated with extranodal nasal natural

killer/T-cell lymphoma: case report

Sindrome ocular mascarada associada ao linfoma extranodal nasal natural killer/células T: relato de caso
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ABSTRACT

A 33-year-old woman complained of unilateral eyelid edema and blurred vision.
Initial ophthalmic examination disclosed anterior chamber reaction with keratic
precipitates on the cornea, without posterior abnormalities. Anterior uveitis was
treated. Despite that, patient showed rapidly progressive unilateral vision loss with
optic nerve swelling. Systemic workup wasinconclusive, as well as cranial magnetic
resonance imaging and cerebrospinal fluid examination. Based on the hypothesis
of optic neuritis, intravenous methylprednisolone pulse was performed with no
success. During the following days, the patient presented pericardial effusion and
cardiac tamponade, progressing to death. Necropsy was performed and diagnosis
of extranodal natural killers/T-cell lymphoma, nasal type with ocular involvement
was confirmed by immunohistochemistry.
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RESUMO

Paciente feminina de 33 anos apresentando edema palpebral unilateral com baixa
acuidade visual. Ao exame oftalmoldgico inicial apresentava rea¢do de cdmara anterior
com precipitados cerdticos corneano, sem alteracbes no fundo de olho. Foi instituido
tratamento para uveite anterior e solicitado exames sistémicos para investiga¢do. Apos
alguns dias, paciente apresentou piora da acuidade visual, com edema de disco dptico
unilateral. Sendo entdo solicitada ressondncia nuclear magnética de cranio. Ambos
exames de imagem e investigacdo sistémica foram inconclusivos. Em vista da piora
progressiva da acuidade visual e sob hipotese diagndstica de neurite dptica, foi iniciado
pulso intravenoso de metilprednisolona por 3 dias sem sucesso. A paciente apresentou
dosdias sequintes, derrame pericdrdico e tamponamento cardiaco, evoluindo para ébito.
A necrépsia confirmou o diagndstico de linfoma extranodal de células Te natural killers
do tipo nasal com envolvimento ocular, através de imunoistoquimica.

Descritores: Neoplasias oculares; Linfoma de células T; Neoplasias nasais/compli-
cagoes; Transtornos da visdo/etiologia; Uveites; Neurite dptica; Células matadoras
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INTRODUCTION

Ocular masquerade syndrome (OMS) is a group of diseases that
occurs with ocular inflammation and is often misdiagnosed as chro-
nic uveitis!?. Non-Hodgkin lymphoma (NHL) is a malignant neo-
plasm derived from a clonal proliferation of B or T/NK lymphocytes.
Itis a heterogeneous group of different subtypes that can arise both
in lymph nodes and in extranodal tissues®.

Ocular involvement by NHL is a rare condition, constituting less
than 1% of all lymphomas®®. Metastatic NHL lesions presenting as
ocular inflammation have been reported as the initial presenting
feature®. Under the World Health Organization (WHO) classification,
extranodal nasal natural killer/T-cell lymphoma (NKTL) is a form of
lymphoma derived from natural killer (NK) cells and/or cytotoxic
T-lymphocytes that typically involves the nasal cavity and paranasal
sinuses®. It is a common disease among Oriental, Native American,
and Hispanic patients and is associated with the Epstein-Barr virus
(EBV)Y. Furthermore, lymphomas expressing NK-cell markers are
known to have a highly aggressive behavior and a poorer prognosis
than B-cell lymphoma or T-cell lymphoma®.

We present the clinical, morphologic, immunohistochemical and
molecular features of a NKTL case report with ocular involvement.

CASE REPORT

A 33-year-old white woman complained of blurred vision and
dimness of vision in the right eye, over a period of two months. She
also complained about bilateral eyelid swelling, pain and photofobia
in the right eye (OD). She was referred from another service, where
she was treated for viral conjunctivitis. Her past ocular and systemic
histories were unremarkable. Physical examination of the face re-
vealed bilateral symmetric palpebral edema and minimal erythema
on the right upper eyelid with no exophthalmos. Snellen’s testing
revealed best-corrected acuity of 20/100 in OD and 20/40 in the left
eye (OS). Slit lamp biomicroscopy of OD showed mild ciliary injection
with inferior mutton-fat keratic precipitates on the cornea, anterior
chamber reaction (ACR) with 3+ cells and no flare. The anterior
segment evaluation of OS was normal. Ocular motility was normal
in both eyes. The intraocular pressure was 14 mmHg in OD and
15 mmHg in OS. Dilated fundus examination was performed and no
abnormalities were found.

Systemic workup included: complete blood counting with
differential classification, rheumatoid factor, antinuclear antibody,
sedimentation rate, human immunodeficiency virus test, venereal
disease research laboratory test, anticardiolipin antibody, chest and
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sacroiliac radiographies and Toxoplasma gondii and cytomegalovirus
serologies. As anterior uveitis was diagnosed, the patient began
treatment using 1% prednisolone eye drop 4 times a day and 1%
atropine sulfate, b.i.d., while we waited for the exam results. One week
later, laboratory investigation failed to find a systemic disease and the
patient got worse, with visual acuity of counting fingers at 1 meter
in OD. The ACR of OD revealed 1+ cell, and fundus examination re-
vealed diffuse optic disc swelling with no hemorrhages or abnormal
vasculature, with no macular abnormalities (Figures 1 and 2). Cranial
magnetic resonance imaging was performed and a sample of the
cerebrospinal fluid was obtained. Both exams revealed no abnorma-
lities, except from thickening of the right sphenoid sinus.

Figure 1. Indirect ophthalmoscopy revealing intense blurring of the disc margins with di-
lation and retinal vein tortuosity associated with internal limiting membrane wrinkling.

Figure 2. Ophthalmoscopy in red-free light revealing total obscuration of a segment of
the central retinal artery and vein by overlying swollen optic nerve.
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After two days, the patient returned with severe vision loss on
OD (no light perception) and 20/40 in OS, with asymmetric palpebral
edema, worse in the right upper eyelid. The ACR of OD was absent.
Based on the hypothesis of optic neuritis, patient underwent intrave-
nous pulse therapy of methylprednisolone (250 mg 6/6 hrs for 3 days)
and, despite treatment, she remained with the same visual acuity.
In the following two days, her systemic condition progressively de-
teriorated. She presented dyspnea and dry cough in the infirmary.
Echocardiogram revealed moderate pericardial effusion and, during
pericardiocentesis, the patient evolved to a cardiopulmonary arrest
secondary to cardiac tamponade and died. The necropsy revealed
a cardiac tamponade secondary to massive myocardial infiltration
by an extranodal natural killer/T cell lymphoma, nasal type. Other
organs infiltrated by the cancer were: skin, uterus, right optic nerve
and adjacent soft tissues, small bowel and spleen.

DISCUSSION

NKTL is a predominantly extranodal lymphoma characterized
by vascular damage and destruction, prominent necrosis, cytotoxic
phenotype and association with Epstein-Barr virus (EBV)®. It occurs
more often in male adults. The very strong association with EBV sug-
gests a probable pathogenic role of the virus, and the disease can
occur in the setting of immunosuppression. The upper aerodigestive
tract is most commonly involved, with the nasal cavity being the
prototypic site of involvement. In our case, the disease was seen insi-
de the orbit, with the lymphomatous infiltrate permeating the right
eye extraocular soft tissues and sclera and invading the optic nerve,
causing large sheets of necrosis (Figure 3). Extranasal sites were also
present and included the skin, lungs, gastrointestinal tract, uterus,
spleen and the heart. The marked involvement of the latter was
assumed as the immediate cause of the patient death. Microscopic
evaluation revealed the atypical small and medium-sized neoplastic
cells with an angiocentric and angiodestructive growth pattern. By
immunohistochemistry, neoplastic cells showed expressions of CD 3
(a T-cell marker), CD 56 (a neural cell-adhesion molecule) and cyto-
toxic molecules (gramzyme B), a typical immunophenotype for this
entity. There was positivity for CD 30 (a member of the tumor necrosis
factor superfamily), as it is described in occasional cases. Finally, the
lack of expression of ALK 1 and B-cell markers, and the positive result
by the in situ hybridization for EBV encoded RNA (EBER) allowed us to
confirm the diagnosis of disseminated NKTL (Figure 4)©,

Figure 3. Lymphomatous infiltrate invading the optic nerve and causing large sheets
of necrosis (Hematoxylin and eosin, 100x). Inset shows neoplastic cells permeating
nerve fascicles.
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Figure 4. Neoplastic cells showed positivity for CD 3 (cytoplasmic pattern), CD 56
(membrane pattern), Gramzyme B (granular staining) and by the in situ hybridization
for EBV-encoded RNA (EBER), with practically all atypical cells showing nuclear labeling.
(400x, 400x, 200x and 100x, respectively).

Some authors®'® did report a case of histologically confirmed
nasal NKTL with intraocular involvement, as well as Yoo et al.,/™. In a
large series of 24 cases with primary nasal and paranasal sinus NKTL,
six patients suffered from vision threatening complications of uveitis/
vitritis and orbital involvement, including one with rhegmatogenous
retinal detachment and one with macular hole'"?. Therefore, ocular

complications were relatively high (25%) and required ophthalmic
treatment. Our patient presented with ocular prior to systemic
manifestations, with advanced systemic disease. Therefore, baseline
and regular ophthalmic assessments are necessary for all nasal and
paranasal sinus lymphomas, in particular, NKTL.
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