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Ocular masquerade syndrome
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Abstract Ocular Masquerade syndrome is a group of disorders that occurs with chronic ocular inflammation which is usually
misdiagnosed as a chronic idiopathic uveitis. due to neoplastic or nonneoplastic underlying diseases. The term
“Masquerade syndrome” was first used by Theodore in 1967. Some of these underlying diseases are critically life
threatening therefore early and accurate diagnosis is very important because early treatment can even delay the mortality
and improved surveillance of patient. We present a series of three patients with chronic uveitis who were diagnosed as
ocular masquerade syndrome due to Spermatocytic Seminoma of testis, Pleomorphic adenoma of soft palate and
Hodgkin’s lymphoma in our hospital from 2014 till 2016.
Key Words: Masquerade syndrome, chronic uveitis, spermatocytic seminoma of testis, pleomorphic adenoma of soft
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_ lymphoid neoplastic masquerade syndromes may occur
secondary to leukemia®, systemic lymphoma and uveal

Quick Response Code: lymphoid proliferations’. Table 1 shows list of
Website: nonlymphoid  malignancies which could cause
www.medpulse.in masquerade syndrome.

Table 1: Causes of Masquerade Syndrome Secondary to
Nonlymphoid Malignancies
Sr. No Particular

Accessed Date:

1 Uveal Melanoma®
23 February 2017 2 Retinoblastoma’

3 Juvenile Xanthogranuloma8

4 Metastatic Tumors (E.g.; From Lung and Breast Cancers)
INTRODUCTION 5 Bilateral Diffuse Uveal Melanocytic Proliferartion’
Masquerade syndromes are those conditions that include Masquerade. syndrgrpe also can occurred due to some
the presence of intraocular cells but are not due to nonneoplastic CondltIOI}S- (Table 2)
immune-mediated uveitic entities. These may be divided Table 2: Nonneoplastic Causes of Masquerade Syndrome
into neoplastic and nonneoplastic conditions. Masquerade Sr. Particular

o . . No.
syndromes account for nearly 5% of all patients with —
.. . 1 . 1 Retinitis Pigmentosa
uveitis at tertiary referral. The term ‘Masquerade ; 10
d , fi di hthalmol by Theod 2 Ocular Ischemic Syndrome

§yn rome: was lrSt. used mn Op. t a_mo ogy Y codore Chronic Peripheral Rhegmatogenous Retinal
in 1967 to describe a conjunctival carcinoma that 3 Detachment!
presented as  chronic conjunctivitisz. Neoplastic 4 Intraocular Foreign Bodies
masquerade syndromes can occur due to lymphoid or 5 Pigment Dispersion Syndrome
nonlymphoid malignancies which totally account for 2%- 6 Bacterial Uveitis (E.g.; due to Nocardia, Tropheryma
3% of all patients seen in tertiary uveitis referral clinics. Whipplei)

Coccidioides immitis)

involvement from primary CNS lymphoma™ other




MedPulse International Journal of Ophthalmology, Print ISSN: 2250-7575, Volume 1, Issue 2, February 2017 pp 28-32

It is wusually bilateral but may have asymmetrical
involvement'”. Sites of ocular involvement can include
the vitreous, retina, subretinal pigment epithelium (sub-
RPE), and any combination thereof. The most common
complaints of patients are decreased vision and floaters'.
Examination reveals a variable degree of vitritis with the
variable presence of anterior chamber cells. Retinal
examination classically reveals creamy yellow subretinal
infiltrates with overlying RPE detachments'. Sometimes,
there is a lack of inflammatory features such as keratic
precipitates and synechiae'®. Many of these patients are
mistakenly diagnosed with an autoimmune uveitis and
treated with anti-inflammatory medication. This can
improve the vitreous cellular infiltration, but the effect is
not long lasting and the uveitis often becomes resistant to
therapy . We present a series of three patients with ocular
masquerade syndrome due to different causes who were
admitted in our hospital from 2014 till 2016.

CASE REPORT

CASE 1

A 35-year-old male presented with painless, unilateral
blurring of vision in left eye since 15 days with history of
infertility and a mass in left testis from 3 months. On
examination of left eye, visual acuity was counting finger
at 2m. Conjunctiva showed congestion with dilated,
tortuous episcleral vessels present in all 4 quadrants.
Cornea appeared steamy with loss of normal sheen.
Posterior surface of cornea also showed multiple mutton
fat KP’s, which were brownish white in colour of variable
sizes, present in a triangular fashion in the inferior part.
Anterior chamber contained 4+ cells and 1+ to 2+ flare.
There was loss of normal iris pattern (muddy iris). Pupil
was Smm, round, regular and sluggishly reactive. Iris
pigments were present on anterior capsule of the lens with
early cortical cataract. Intraocular pressure of 18mm of
Hg was recorded on applanation tonometery. Fundus of
left eye revealed hazy media with 4+ vitritis. Disc
appeared slightly hyperaemic with normal vessels. Rest
of the details could not be seen as media was hazy. In
right eye, visual acuity was 20/20. No abnormality was
found in right eye except early cortical sclerosis.
Transscrotal open biopsy was taken from left testicular
mass and sent for histopathology, in which the reports
suggested spermatocytic seminoma of testis. (Fig.1)
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Figure 1: Spermatocytic Seminoma hlstopathology

Abdominopelvic CT scan revealed retroperitoneal and
left external iliac lymphadenopathy with bilateral
enlarged adrenal glands. CT thorax showed no evidence
of metastasis, but pneumatocele were present bilaterally
in the lung fields. Palliative therapy was planned,
followed which chemotherapy with Bleomycin,
Etoposide and Cisplatin (BEP) 4 cycles was to be started.
Blood and urine investigations were normal. Tumor
markers were also within normal limit. Our patient was
simultaneously started with treatment for uveitis.
Prednisolone acetate 1% eye drop 2 hourly, Nepafenac
0.1% eye drop 8 hourly, Homatropine 2% eye drop 12
hourly, Timolol maleate 0.5% eye drop 12 hourly,
lubricant eye gel 8 hourly, cap Indomethacine SR 75 mg
once daily with cap vit A, vit C and vit B complex was
given. With these treatment patient showed no
improvement in both signs and symptom. Was referred
for immunologist opinion Unfortunately, the patient
passed away, 1n mldst of the treatment due to cardio-
respiratory arrest'

CASE 2

A 29 year old female patient attended to our outpatient
department with complaint of floaters and blurred vision
in left eye since 1 month. Patient had a history of whitish
swelling inside the oral cavity since 5 years. It was
insidious in onset and non-progressive without any other
systemic symptoms. Intraoral examination revealed a
single ovoid whitish mass measuring 3%4 c¢m in diameter
at the junction of soft and hard palate on the right side,
which was firm, compressible with smooth surface and
non-tender extending to the anterior pillar area with
bilateral jugulodigastric lymphadenopathy  without
tenderness. Ophthalmic examination revealed visual
acuity of 20/20 in right eye and 20/200 in left eye with
normal colour vision in both eyes. Extra ocular
movements were full range and painless. Right eye
examination was within normal limits. Left eye
examination showed mild bulbar conjunctiva hyperemia,
multiple fine KP’s in inferior quadrant of corneal
endothelium, 3+ cells and 2+ flare in anterior chamber.
Pupil was 4 mm in size, round, regular and reactive to
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light. IOP was 16 mmHg in both eyes. Fundus
examination in left eye showed slightly hazy media with
3+ vitritis. Optic disc was normal in size, shape and color
with cup/disc ratio of 0.6 and normal vessels. Foveal
reflex normally presented. Indirect ophthalmoscopy also
revealed pars planitis, which suggested non-
granulomatous intermediate uveitis of the left eye. OCT
of macula was normal in left eye. CT-scan of palate
revealed a well-defined hypodense soft palate lesion
involving palatine tonsil and uvula with narrowing of
nasopharyngeal area. FNAC biopsies from soft palate
lesion was done and sent for histopathology, in which the
report showed clusters of epithelial and myoepithelial
cells embedded in mucopolysaccharide background,
suggested pleomorphic adenoma of palate. After routine
preoperative investigations, the patient was planned for
surgical excision. Histopathologic report of excised lesion
confirmed the same diagnosis.(Fig.2) Abdominopelvic
CT scan, ultrasonography, chest X-Ray and lumbo-
cervical X-ray were normal. Mantoux test, blood and
urine investigations were normal. Tumor markers were
also within normal limit. Surgical excision for palatine
mass was planned for the patient. Patient received uveitis
treatment for left eye. Prednisolone acetate 1% eye drop 2
hourly, homatropine 2% eye drop 8 hourly and timolol
maleate 0.5% were started topically in left eye and tablet
prednisolone 50 mg per day was started systemically and
had been tapered over 6 weeks. Patient improved and
since no any other cause for uveitis was detected it was
inferred that patient’s final ocular diagnosis as
masquerade  syndrome pleomorphic
adenoma of palate.

secondary to

CASE 3

A 32 year old female patient attended our outpatient
department with complaint of blurring vision in left eye
associated with swelling of left side of neck over a period
of 2 months. She had history of low grade fever, night
sweating and significant weight loss in recent few
months. She was a known case of classical Hodgkin’s
lymphoma and received two courses of chemotherapy
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with  ABVD regimen (Adriamycin, Bleomycin,
Vinblastine and Dacarbazine) with two weeks interval ten
years back. She did not have any remarkable past ocular
history. Physical examination revealed level III middle
jugular round lymph node on left side of neck measuring
6x6 cm without any other lymphadenopathy in the body.
Patient did not have any neurological symptom or sign.
On ocular examination she had best corrected visual
acuity of 6/12 in right eye and counting fingers at 2 meter
in left eye. Anterior segment examination with Slit lamp
biomicroscopy revealed mild ciliary injection with fine
keratic precipitates on the back of cornea with 1+ anterior
chamber cells without flare in the right eye and mild
ciliary injection with inferior mutton-fat keratic
precipitates on the back of cornea with 3+ anterior
chamber cells without flare in the left eye. Ocular
movement was normal in both eyes. The intraocular
pressure was 16 mmHg in both eyes. Dilated fundus
examination showed 2+ vitreous cells with retinitis, focal
perivascular sheathing and cystoid macular edema in the
right eye and 3+ vitreous cells with optic disc edema,
occlusive vasculitis of small retinal veins and cystoid
macular edema in the left eye. There was no any evidence
of intraocular mass lesion in both eyes. Systemic
investigations included: Complete Blood Count with
differential classification, Sedimentation Rate, Anti-
Nuclear ~ Antibody, Rheumatoid Factor, Human
Immunodeficiency Virus test, Anticardiolipin antibody,
Chest and Sacroiliac X-Ray, Toxoplasma gondii and
cytomegalovirus serologies, Immuno-Histo-Chemistry
study and whole body Positron Emission Tomography
Scan which all supported the patient’s first diagnosis of
relapsed classical Hodgkin’s lymphoma stage IB with
both eyes panuveitis more severe in left eye presenting as
Masquerade syndrome. Patient has been treated with
systemic and topical corticosteroid. After 2 weeks of
maximal ocular treatment her vision minimally improved
to 6/9 partial in the right eye and 6/60 in the left eye.
Patient has been referred to medical oncology service.
Patient received two courses of ABVD regimen with 2
weeks interval.

DISCUSSION

Masquerade syndromes are those conditions that include
the presence of intraocular cells but are not due to
immune-mediated uveitic entities. These may be divided
into neoplastic and nonneoplastic conditions.! Ocular
masquerade syndrome was found in 5% of all of the
uveitis patients.'* Neoplastic masquerade syndromes can
be due to lymphoid or nonlymphoid malignancies. The
vast majority of these are patients with intraocular
involvement from primary CNS lymphoma’, other
lymphoid neoplastic masquerade syndromes may occur
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secondary to leukemiad, systemic lymphoma and uveal
lymphoid proliferations®. For the proper diagnosis of
Masquerade syndrome careful consideration to patient’s
past medical, ocular and familial history are very
important. General physical examination and ocular
examination and even response of ocular inflammation to
the treatment can distinguish the underlying cause
including any malignancy. The systemic workup should
include Complete Blood Count with differential
classification,  Sedimentation  Rate,  Anti-Nuclear
Antibody, Rheumatoid Factor, Human Immunodeficiency
Virus test, Anticardiolipin antibody, Mantoux test, Chest
CT scan, Sacroiliac X-Ray, Toxoplasma gondii and
cytomegalovirus serologies, Immuno-Histo-Chemistry
study. Spermatocytic seminoma is a type of germ cell
tumour (GCT), accounting for less than 1% all GCTs.
Unlike other GCTs, spermatocytic seminoma does not
arise from intratubular germ cell neoplasia and is not
associated with a history of cryptorchidism or bilaterality.
The most common presentation of testicular cancer is a
painless testicular mass. Although approximately two
thirds of men with GCT have diminished fertility, it is an
uncommon initial presentation.”” For the diagnosis, the
tumor markers, Ultrasonography of scrotum, CT
abdomen and pelvis, CT thorax and histopathology of the
tumour, help identify the testicular mass as spermatocytic
seminoma of testis. A solid intratesticular mass in a
postpubertal male should be considered a GCT until
proven otherwise.”” Inguinal orchidectomy with high
ligation of the spermatic cord is performed. Testis sparing
surgery for GCT is done if there is a small tumour in
either a solitary testis or synchronous bilateral testicular
masses. If elevated before orchidectomy, serum tumour
marker levels should be measured after orchidectomy to
determine if levels are declining, stable or rising. In our
patient left hemiscrotectomy with high inguinal
orchidectomy was done. Further palliative radiotherapy
was planned, followed which chemotherapy with BEP 4
cycles was to be started. Tumours arising in the minor
salivary glands account for upto 22% of all salivary gland
neoplasm.'®  Pleomorphic adenoma (PA) is the
commonest benign tumour to arise in the minor salivary
glands. Majority are malignant with only 18% being
benign. The commonest site of occurrence of
pleomorphic adenomas of minor salivary glands is the
palate followed by lip, buccal mucosa, floor of the mouth,
tongue, tonsil, pharynx, retromolar area and nasal
cavity.'” The diagnosis of PA is established on the basis
of history, physical examination, cytology, and
histopathology. CT scan and MRI can provide
information on the location and size of the tumor and
extension to surrounding superficial and deep structures.'®
The treatment is strictly wide local excision with the

removal of periosteum or bone if they are involved.'
Both Hodgkin’s lymphoma and non-Hodgkin’s
lymphoma (NHL) can present as inflammation or
infection in the eye. Ocular involvement in Hodgkin’s
lymphoma is relatively rare, often occurring late in the
course of the disease,”” and can present with posterior
uveitis or anterior uveitis with hypopyon or hyphema
formation. Most of the patients have many systemic
symptoms like fever, weight loss and lymphadenopathy.
Ocular involvement in NHL is more common rather than
Hodgkin’s lymphoma and it has two different clinical
forms: systemic NHL with ocular metastasis and NHL of
the central nervous system presenting as Masquerade
syndrome. In all patients with systemic NHL with ocular
metastasis the choroid is infiltrated by malignant cells.”’
Most of patients with intraocular lymphoma clinically are
presented with a refractory uveitis and complaining of
eye pain, diminished vision and floaters due to associated
vitritis.”> The pathogonomic fundus changes included
small, well-defined, round, yellow-white, dome shaped
masses in the sub-RPE space with retinal hemorrhage,
exudates, disc edema, vascular sheathing, vasculitis and
retinitis.”> A definitive diagnosis requires cytological
confirmation of malignant lymphocytes. The best
diagnostic method is cerebrospinal fluid sampling by
lumbar puncture for the cytological study. If negative,
then the next diagnostic option is to obtain vitreous
sample by standard three-port pars plana vitrectomy for
the cytological study. The diagnosis can finally be
established in 95% of patients.”* It has been suggested
that the diagnostic value of vitrectomy may be improved
by adding analysis for interleukin-10 (IL-10) and
interleukin- 6 (IL-6). Whitcup and colleagues™
demonstrated that the IL-10/IL-6 ratio was greater than 1
in all of 5 patients with intraocular lymphoma and in none
of 13 control patients with intraocular inflammation
unrelated to a malignant process. The early and accurate
diagnosis is very important because early treatment can
even delay the mortality and improved surveillance of
patient.

CONCLUSION

Spermatocytic Seminoma of testis, Pleomorphic adenoma
of soft palate and Hodgkin’s lymphoma are by no mean
the only malignancies that masquerade as ocular
inflammation. There are many diseases both malignancies
and nonmalignant etiologies that can manifest as chronic
uveitis. Masquerade syndromes represent the uncommon
presentation of rare disease. The primary diagnosis for the
related underlying cause if not proper can lead to
inappropriate therapy, which may not be effective to
control the intraocular inflammation and cause
irreversible effect on the patient’s final visual outcome. In
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case of any wunresponsive chronic intraocular
inflammation to maximal medical therapy always
Masquerade syndrome due to neoplastic or nonneoplastic
entities should be ruled out. A proper diagnostic approach
and careful general examination in such cases include
making a list of possible differential diagnosis will help in
early diagnosis of a Masquerade syndrome. Treatment of
the malignancy or underlying condition is required to
control the uveitis and also plays a life-saving role to the
patient.
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