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Conjunctival MALT Lymphoma:
Case Report

Konjonktivanin MALT Lenfomas:

ABSTRACT Mucosa associated lymphoid tissue (MALT) lymphoma (marginal zone B-cell
lymphoma of MALT according to the World Health Organization classification) is one of the low-
grade non-Hodgkin’s lymphomas. The majority of nonHodgkin’s lymphomas of the ocular adnexa
are extranodal marginal zone B-cell lymphomas of the mucosa associated lymphoid tissue, also
known as MALT lymphoma. In 8% of cases, it arises from the conjunctiva. Lymphoid tumors of the
conjunctiva may appear as isolated neoplasms or a part of a systemic disease. In this study, we
presented a case of primary conjunctival lymphoma and discussed the etiology, diagnosis and
treatment with reference to previous studies and reviews.
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OZET Mukoza ile iliskili lenfoid doku (MALT) lenfomas1 (Diinya Saglik Orgiitii siniflamasina gore
MALT’nin marjinal zon B-hiicreli lenfomasi) bir diisitk dereceli non-Hodgkin lenfoma tiiriidir.
Okiiler adneks non-Hodgkin lenfomalarinin gogu MALT lenfomas: olarak bilinen, mukozal lenfoid
dokunun ekstranodal B-hiicreli marjinal zon lenfomasidir. Hastalik vakalarin %8’inde konjonkti-
vadan koken almaktadir. Konjonktivanin lenfoid tiimérleri izole bir tiimér olarak ya da sistemik bir
hastaligin pargasi olarak ortaya ¢ikabilmektedir. Burada, primer konjonktival lenfomali bir olgu
sunulmus ve 6nceki ¢aligmalar ve derlemeler 1s181nda hastaligin etiyolojisi, tan1 ve tedavisi
tartigtlmigtir.

Anahtar Kelimeler: Lenfoma, B hiicreli, marjinal bolge; konjonktiva; etiyoloji; tedavi
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he conjunctiva, lacrimal gland and the lacrimal drainage system are

encompassed in the common mucosal immune system, mucosa asso-

ciated lymphoid tissue (MALT).! Lymphoid tumors of the conjunc-
tiva may appear as isolated neoplasms or a part of a systemic disease, tend
to remain localized for many years and have better prognosis than other
low grade lymphomas.? It was first described in 1983 by Isaacson and
Wright and now it is well- established in the revised European-American
lymphoma (REAL) classification of lymphoid neoplasms and the more re-
cently published World Health Organization classification system.3 The
typical clinical presentation of conjunctival lymphoma is a painless unilat-
eral ‘Salmon Patch’.* Primary lymphoid tumors of conjunctiva are well de-
scribed, may affect both eyes but conjunctival metastasis from systemic
spread seems to be rare.>® The diagnosis is difficult, immunohistochemistry
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may be necessary to differentiate malignant lym-
phoid infiltration from lymphoid hyperplasia or
chronic conjunctivitis.

CASE REPORT

A 60-year-old man presented to the ophthalmol-
ogy clinic with a history of slowly growing, large
swelling lesion in his left bulbar conjunctiva. He
also suffered from motility problems of the left eye.
On ophthalmologic examination, there was an ap-
proximately 2.5 cm diameter salmon colored lesion
on his conjunctiva (Figure 1). There were neither
systemic symptoms nor history of fever, weight loss
or lymphadenopathy. Routine hematological and
biochemical investigations were within normal
limits.

The patient underwent excisional biopsy of
the conjunctival lesion. Gross examination revealed
a 2.5 cm diametered grey-brown solid lesion. On
microscospic examination, the lesion had a nodular
pattern, comprising of a mixture of small and large
lymphocytes including prominent centrocytes and
centroblasts. Neoplastic lymphocytes also infil-
trated the surface epithelium. Mitotic division was
not common in atypical lymphocytes (Figure 2). In
imunohistochemical study, the neoplastic lym-
phoid cells were positive for the B-cell marker
CD20 (Figure 3), kappa (Figure 4A), and negative
for T-cell marker CD3 (Figure 5), CD5 and Cyclin
D1, CD 43, CD10 and lambda (Figure 4B).

FIGURE 1: A Salmon-colored, large swelling lesion in left bulbar conjunctiva.
(See for colored form http://tipbilimleri.turkiyeklinikleri.com/)
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FIGURE 2: Neoplastic lymphoid infiltration (HE X 400).
(See for colored form http://tipbilimleri.turkiyeklinikleri.com/)

In whole body scan by computerized tomog-
raphy (CT) no organ or lymph node involvement
was present. The final pathologic diagnosis was pri-
mary MALT lymphoma with the absence of lymph
node, organ or bone marrow involvement. The pa-
tient was given radiotherapy at a dose of 30 Gy. Six
months of follow-up showed an improvement with
shrinkage of the mass. The disease remained local-
ized and did not show systemic involvement.

We also evaluated the role of Helicobacter py-
lori in the pathogenesis of MALT lymphoma by
screening for Helicobacter pylori DNA in the con-
junctival lymphoma tissue through polymerase
chain reaction (PCR) technique. DNA for PCR was
extracted from the tissue using a commercial DNA
extraction kit (QIAamp DNA Mini Kit, Qiagen,
Hilden, Germany). A PCR specific for Helicobac-
ter pylori was used with a single primer pair de-
rived from the nucleotide sequence of the urease
A gene of Helicobacter pylori HPU1(5‘GC-
CAATGGTAAATTAGTT?3’) and HPU(5’CTCCT-
TAATTGTTTTTAC3). PCR
performed as described by Clayton et al.” Negative

reactions were
control was performed using a reaction mixture
with PCR grade water substituting the template
DNA. Template DNA for positive control was ob-
tained from a Helicobacter pylori infected, forma-
lin-fixed, paraffin-embedded tissue. Helicobacter
pylori was negative by PCR analysis technique in
our case. The patient gave written informed con-
sent for the publication of this case report.
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FIGURE 3: A) CD20 positivism of the neoplastic lymphoid cells by immunohistochemical staining (IHK X 400) B) The neoplastic lymphoid cells are negative for

CD3 by immunohistochemical staining (CD3 X 400)
(See for colored form http://tipbilimleri.turkiyeklinikleri.com/)

FIGURE 4: A. Neoplastic cells are positive with Kappa immunoglobulin (Kappa x 400) B. Neoplastic cells are negative with Lambda immunoglobulin by im-
munohistochemical staining (Lambda x 400).
(See for colored form http:/tipbilimleri.turkiyeklinikleri.com/)

DISCUSSION

The pathogenesis of the conjunctival MALT lym-
phoma is not known. It is thought to originate from
acquired MALT in the conjunctiva. The lymphoma
may arise from MALT as a result of chronic in-
flammation by persistent infections or autoimmune
disorders.2 ! A possible connection between ocu-
lar region MALT lymphoma and Helicobacter py-
Iori has been reported by Lee et al in 2009.° They
studied 15 cases of conjunctival lymphoma and iso-
lated Helicobacter pylori by PCR from all patients
and none of the controls. However in another
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study by Sjo et al, Helicobacter pylori DNA was not
detected in any of 13 conjunctival MALT lym-
phoma patients with PCR." They claimed that He-
licobacter pylori did not play an important role in
the development of conjunctival MALT lym-
phoma. Other infectious agents (Chlamydia, Ade-
novirus, Herpes) and autoimmune diseases are
other risk factors for MALT lymphoma of the con-
junctiva.’ In autoimmune diseases the increased
lymphoma risk is mainly because of a high inflam-
matory activity and correlates with the severity of
disease.!! A number of reports suggest the role of
Chlamydia psittaci in ocular MALT lymphoma
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etiopathogenesis. Aigelsreiter et al. reported 15
positive results for Chlamydia psittaci in 13 ocular
MALT lymphoma patients. He concluded that
Chlamydia psittaci infection was associated with
nongastrointestinal MALT lymphomas and au-
toimmune precursor lesions, suggesting possible in-
volvement of Chlamydia psittaci induced antigenic
driven MALT lymphomagenesis.'

Zhang et al. studied 38 ocular adnexal MALT
lymphoma cases and detected genetic abnormalities
in 60% of cases but no Chlamydia psittaci positivity.
They reported that Chlamydia psittaci was not as-
sociated with ocular adnexal MALT lymphoma.'
While several studies have reported an association
with Chlamydia psittaci in certain geographic re-
gions, this association is not universal and other pre-
disposing conditions may exist.!* Our case has not
been investigated for Chlamydia psittaci.

The differential diagnosis is very important.
It is very difficult for a pathologist to differenti-
ate benign lymphoid hyperplasia or chronic con-
junctivitis from malignant low-grade lymphoid
infiltration. It is also challenging to differentiate
MALT lymphoma from other small lymphocytic
lymphomas and from mantle cell lymphoma with
marginal zone pattern. We differentiated small
lymphocytic lymphomas by immunohistochemical
negativity of CD5 and CD23; cyclin D1 was also
negative for mantle lymphoma.*'? Some techniques
like immunohistochemistry or molecular tech-
niques like PCR and fluorescent in situ hybridiza-
tion (FISH) may be helpful for the definitive

diagnosis.!> ¢

The differential diagnosis includes chronic
conjunctivitis and benign lymphoid hyperplasia.’
In chronic conjunctivitis and benign lymphoid hy-
perplasia, lymphoid infiltration consists of both
CD20-positive B cells and CD3-positive T cells. In
our case, neoplastic lymphoid infiltration showed
diffuse CD20 positivity and assessment of clonality
was demonstrated by immunoglobulin kappa light
chain (monoclonality) restriction immunohisto-
chemically.

Some immunohistochemical markers are also
important in the prognosis of the disease. The prog-
nosis of MALT lymphoma (extranodal low grade
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B-cell non-Hodgkin’s lymphoma) is better than
nodal non-Hodgkin’s lymphomas.!' Wenzel et al
reported that MALT lymphoma might express CD5
rarely but aberrant CD5 expression was suggested
as a marker for early dissemination, aggressive clin-
ical course and possibility of relapse after local ra-
diotherapy.'” Also Nola et al reported that CD43
positive ocular lymphomas were associated with a
higher rate of distant metastases and lymphoma-
related death.'® Our current case was negative for
CD5 and CD43.

MALT lymphoma of conjunctiva has a favor-
able prognosis. The estimated 5-year overall sur-
vival was approximately 93%.2 Some authors
recommend radiotherapy for all subtypes of pri-
mary lymphoma.® On the other hand, Matsuo et al
reported the results of different treatment choices
in 13 conjunctival MALT lymphoma patients."
While five of 13 patients received 30 Gy radio-
therapy to remaining conjunctival lesions after the
biopsy, the remaining 8 cases were simply ob-
served without any medication. Seven of these 8
patients showed spontaneous regression of the con-
junctival lesions 1 to 5 years after the biopsy.'* Ki-
ratli H. et al reported a lacrimal gland MALT
lymphoma in 1999 without any supplemental ther-
apy. No systemic dissemination or local recurrence
occurred during a follow-up of 26 months.” Ac-
cording to these reports of spontaneous regression
of conjunctival MALT lymphoma following exci-
sional biopsy for histopathological diagnosis, pa-
tients may be monitored without any additional
therapy.”!

Our case was treated by low dose local radio-
therapy. Some authors recommend radiotherapy
for all subtypes of lymphoma. In addition, new
therapeutic approaches such as intraocular
chemotherapy, cryotherapy or injection of inter-
feron have been investigated in small groups of pa-

tients.!82224

In conclusion, most of the conjunctival lym-
phoma patients present with low-grade B-cell lym-
phoma of MALT type. The pathogenesis of the
disease is not known clearly but some hypotheses
were discussed above. MALT lymphoma of the
conjunctiva has an excellent prognosis. The diag-
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nosis of conjunctival lymphoma is not easy; thus, a cases. This case was reported for the importance of

lymphoma reference pathologist is usually required ~  the diagnosis because of its excellent prognosis and

to differentiate chronic conjunctivitis for difficult  to prevent invasive treatment options.
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