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Case Report

Unexpected Presentation for Predicted Complication Orbital Lymphoma in a
patient with Primary Sjogren Syndrome

Mustafa E. Omran?, Asaad A. Khalaf?, Raghda I. Saleem?

N =

Lecturer, Department of Medicine, Al-Zahraa College of Medicine, University of Basrah, Basrah, Iraq
Haematology Subspecialty senior, Head of Haematology Department, Al-Sayyab Teaching Hospital, Basrah, Iraq

3. Assistant lecturer, Department of Family and Community medicine , College of Medicine, University of Basrah,

Basrah, Iraq.

Received: 10.12.2023

Abstract

Accepted: 23.12.2023

Lymphoid malignancies are the most common primary orbital tumours but they constitute only 2% of extranodal lymphomas.

A fifty-year-old lady known case of SS presented with progressive blurred vision and left deep orbital pain for about 5 months

duration, with time, she started to develop left eye protrusion with ophthalmoplegia. The histopathological diagnosis was a

low-grade follicular (nodular) B cell subtype of non-Hodgkin lymphoma (Grade 2). Immunohistochemically, it displayed

CD45 and CD20 positive, stained whole neoplastic variables sizes follicles, CD3 stained rime of non-neoplastic T cells around

the follicles. Positron Emission Scan (PET scan) exhibited mild hyper-metabolic multiple right cervical and supraclavicular

lymph nodes and moderately hypermetabolic enlarged abdominal lymph nodes. The patient after the 4th cycle of

chemotherapy has no palpable cervical lymphadenopathy and restores the normal vision in the left eye.
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Introduction
S jogren Syndrome is distinct among
autoimmune diseases as for malignant
conversion hazard; those patients appear to have
a 10-44-fold greater risk of developing
lymphoma compared to the general population
(Seven-fold and four-fold greater risk for
Systemic Lupus Erythematosus and Rheumatoid
Arthritis respectively.'** A 2.7-9.8% of Sjogren
Syndrome patients are recognized with Non-
Hodgins Lymphoma (NHL) and that risk
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increases by 2.2% per year of age.* Mucosa-
associated lymphoid tissue (MALT) lymphomas
signify 60% of cases. The commonest locations
are the salivary glands, particularly the parotid
and submandibular glands, but the orbits,
nasopharynx, stomach, thyroid, and lung may be
involved.’ Additional subtypes of lymphoma that
can originate in these patients are the diffuse large
B-cell lymphoma (DLBCL) and the nodal
marginal zone lymphoma (NMZL), which
constitute with MALT more than 90% of total SS-
associated lymphoma cases, in Sjogren
Syndrome patients with both MZL and DLBCL
these tumors are usually clonally related, which
most likely shows that high-grade DLBCL
developed from low-grade MZL.!? The cause of
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molecular derivation of malignant transformation
is still largely vague and undefined.® Current
beliefs about lymphomatous changes emphasise
four interconnected characteristics: chronic
Inflammation, B-cell Activation, defective
Immunosurveillance, and epigenetic Alterations.’
A focus score of at least 3 in Minor Salivary
Gland Biopsies of SS patients has been
documented as an independent and important
expectant influence for NHL development
(Positive predictive value of (16%), Negative
predictive value of (98%).® The inflammasomes
activation model secondary to accumulation and
buildup of proinflammatory nucleic acid debris
That are in completely degraded and removed,
has recently been reinforced.”!® On the other
hand, stimulation of chronic inflammation
appears to be linked to IFN-y, as the mRNA
levels in MSGBs have been associated with a
higher degree of lymphocytic recruitment and
infiltration, shown to be an inducing factor for
lymphomagenesis. IFNy /IFNa mRNA ratio in
MSGBs has emerged as a histopathological
biomarker for the expectation of future in situ
lymphoma progress.'" B-cell activating factor
(BAFF) is regulated by both type I and II IFNs
manufactured by numerous immune cells and
also by salivary glands epithelial cells.'” BAFF is
fundamental for the maturation of B cells,
proliferation of B cells, and Survival of B cells. It
is found that BAFF levels are amplified in SS
patients’ serum with a history of lymphoma and
continue to be in high levels for years after
treatment and even after remission.!3"!> The chain
of events encompassing autoreactive B-cell
chronic stimulation and immune complexes
formation might lastly lead to the critical,
monoclonal expansion of rheumatoid factor
(RF)-reactive B cells and the lymphomatous
transformation, malfunctioning
surveillance.'? Over-expression of Bcl-2 due to a

immune-
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translocation including chromosomes 14 and 18,
leading to inhibition of apoptosis and increased
B-cell survival. Apart from the IFNa effect on
p53 levels, the precise mutations of this tumor
suppressor gene were described 20 years ago in
Minor salivary gland biopsies from patients with
Sjogren Syndrome associated Non-Hodgkin's
Lymphoma cases.!>!6

Case

Fifty year-old lady presented with progressive
blurred vision and left deep orbital pain for about
5 months duration, with time, she started to
develop left eye protrusion with
ophthalmoplegia. She also suffered from mild
fatigue, 2 Kg Weight Loss, occasional low-grade
fever, and rarely tension-type headache. She was
diagnosed with Sjogren Syndrome in 2012 with
frequent consultations in Baghdad Medical City
Complex and medical private clinics in Baghdad
and Basrah and she received multiple
medications including MTX, HCQ and Steroids
(Oral and Parenteral). She previously had
thyromegaly for which she underwent
thyroidectomy in Basrah General Hospital in
2014 for unknown reasons. Reviewing her
investigations revealed that anti-Ro antibodies
were positive repeatedly but anti-La and Thyroid
Peroxidase (TPO) antibodies, were negative.
ANA is weakly positive (low titer). Anti
(dsDNA) negative, (RF) and (ACCP) antibodies
were negative time after time. Serial
inflammatory markers all were normal apart from
progressive increment. On Examination she was
vitally  stable, with  exophthalmos and
ophthalmoplegia of the left eye, -cervical
lymphadenopathy was observed and palpated,
and clear scars from previous thyroidectomy &
LN Biopsy. Normal lower limbs examination
(No Rash or Purpura), the abdomen was soft with
no splenomegaly, cardiac auscultation was
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normal, and chest auscultation was normal with
equal air entry. Blood investigations were normal
(Complete blood picture with white blood cell
Counts (8.3x10%) with normal cell differentials,
Hb (11.7) g/dl, MCV (93) FL, Platelet count was
(268x10%), ESR (30,45) then 52 mm/2hr,
Creatinine (0.8) mg/dL, Complement levels (C3
& C4) were normal). She was on a Thyroxine
tablet 100 mcg once daily for iatrogenic
hypothyroidism, an Amlodipine tablet 5Smg with
a Valsartan tablet 160 mg both once daily for her
blood pressure control and recently, Artificial
tears with Hydroxychloroquine tablet 200 mg
were added in addition to Methylprednisolone
tablet (Medrol) 4 mg.

MRI of the head was performed and revealed
non-homogenous enhancement and infiltration of
the left lateral rectus muscle (Thickening of the
muscle belly and tendinous insertion) with
diffuse enlargement of the left lacrimal glands.
(Shown in the figure-1)

Fig 1. Orbital MRI shows enhanced lateral rectus
muscleewith diffuse lacrmial gland enlagments
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The gross appearance of cervical lymph node
biopsy revealed a single lymph node measuring
2.8 cm with an intact fibrous capsule, and a fleshy
homogenous cut section, The histopathological
diagnosis was low-grade follicular (nodular) B
cell subtype of Non-Hodgkin Lymphoma (Grade
2). Immunohistochemically, it displayed CD45
and CD20 positive, stained whole neoplastic
variables sizes follicles, CD3 stained rime of
Non-neoplastic T cells around the follicles.

Another review of the slides of lymph node
biopsy by Baghdad Teaching Hospital
(Histopathology Department) revealed partial
effacement of nodal architecture by a
perifollicular expansion of small lymphoid cells
with clear cytoplasm, The neoplastic cells were
positive for CD 20, Pax 5, and bcl 2 and negative
for CD5, CD10, CD23, bcl 16, cyclin DI,
Features compatible with low-grade marginal

zone NHL.

Positron Emission Scan (PET scan) exhibited
mild hyper-metabolic multiple right cervical and
supraclavicular lymph nodes. Moderately
hypermetabolic enlarged abdominal (Left Para-
aortic, bilateral common iliac, right external and
inguinal lymph nodes) but no evidence of
hypermetabolic mediastinal, hilar or axillary
lymph nodes. ( Figure 2)
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Fig 2. PET scan demonstrated mild 'hypermetabolic
multiple right cervical and supraclavicular lymph

nodes with Moderately hypermetabolic enlarged
abdominal lymphnodes.

She was treated with four cycles of Bendamustine
(Bendeka®) with Rituximab (R-Benda), the goal
of such therapy is to shrink lymph nodes and
decrease symptoms but not for the intention of
cure. Such a regime may induce and maintain
remission for months to even years which is an
attractive short-term target. The treatment was
scheduled as follows:

1. Rituximab intravenous infusion on Day 1

2. Bendamustine 1.V. infusion over sixty

minutes on Days 1 and 2
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Bendamustine and Rituximab were given to the
patients in a Hemato-Oncology outpatient clinic
and the cycle was repeated every 4 weeks for 4
cycles. In General, the number of given cycles
depends upon the stage of the disease. Duration
of therapy may last up to six months, depending
upon response and tolerance.The patient after the
4™ cycle of chemotherapy has no palpable
cervical lymphadenopathy and restores normal
vision in the left eye. The New PET Scan shows
a complete metabolic response without any
disease residue. Moreover, her European Sjogren
Syndrome Disease Activity Index (ESSDAI)
score declines from19 to 12

Discussion

Lymphoid malignancies are the most common
primary orbital tumours but they constitute only
2% of extranodal lymphomas.!” The occurrence
of lymphoma in patients with primary Sjogren
syndrome is well-known and expected long-term
complication for excessive and uncontrolled
autoimmune activity. The current patient has had
only marginal sicca symptoms and ceases follow-
up because of the recognized chronicity of the
disorder and the absence of well-organized
immune-modulating therapy that can mitigate
Primary Sjogren syndrome the symptoms of
dryness and the other systemic symptoms of
Sjogren Syndrome. The fundamental note here is
to enforce the patient with Primary Sjogren
syndrome to keep on follow-up and be aware the
physician in charge imposes a high degree of
suspicion about such complications that still have
had depressing prognosis, and upon diagnosis, an
extensive workup should be carried out to stage
this malignancy and figure out any associated
disease and comorbidities to facilitate patient
categorization. Even though there are no cures for
such dismal complications, it is worth bringing
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the disease under control and improving the
quality of life with widely available less toxic
conventional and biological (Monoclonal
antibody) medications, especially with the
support of expert hemato-oncologists seniors.
Monoclonal antibody therapy may not only be as
effective as other therapies for local control of
orbital and ocular adnexal lymphoma but also
may suggest superior overall systemic control of
lymphoma.!®  Watch-and-wait  strategy  is
recommended as an acceptable treatment option
for patients with advanced-stage, low-grade B-
cell lymphoma, especially for those with
follicular lymphomas which is not the case in our
patient, Though, the validity of the watch-and-
wait strategy is yet still debatable because it has
not been evaluated in large number of patients
with  MALT lymphoma.!” Although the
presentation of this patient was relatively
unexpected, on occasion the presentation of
ocular marginal zone B-cell lymphoma of
mucosa-associated lymphoid tissue could be
quite unusual, an example camouflaged case as
Chalazion reported by Syafiq. Etal.?’ Symptoms
are highly unspecific and essentially result from
mass effect as our patient, but rapid expansion
may suggest the malignant nature of the
disease.?! Individually, the studied case is
considered a disseminated disease, so the best
option to control the symptoms and reduce the
tumour bulk will be anti-CD 20 (Rituximab)
based chemotherapy which was proven
previously in many studies and was used with our
case successfully. 22
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