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ABSTRACT
Even though rare in the orbital region, lymphomas are reported as the third most common malignancies 

of the conjunctiva, following squamous cell carcinoma and melanoma. It is estimated that more than 
95% lymphomas in periocular tissues are B cell in origin. We present a case of extra-nodal marginal zone 
lymphoma (MZL) of MALT type of the ocular adnexa, successfully treated with chemoimmunotherapy 
R-CVP.
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INTRODUCTION

Marginal zone lymphoma (MZL) is 
a group of indolent lymphomas 
that originates from marginal 
zone B cells in lymph nodes or 
extra-nodal tissues. Based on 

World Health Organization (WHO) classifica-
tions, MZL consists of three subtypes: (1) Splenic 
MZL; (2) Nodal MZL; and (3) Extra-nodal MZL, 
also called mucosal associated lymphoid tissue 
(MALT) lymphoma (1, 2). 

Even though rare in the orbital region, lym-
phomas are reported as the third most common 
malignancies of the conjunctiva, following squa-
mous cell carcinoma and melanoma (3). It is esti-
mated that more than 95% lymphomas in peri-
ocular tissues are B cell in origin (4). Extra-nodal 
marginal zone lymphoma (EMZL) of mucosa-as-
sociated lymphoid tissue (MALT) type is the most 
common cases (accounting for up to 80% cases 
of primary ocular adnexal lymphoma), followed 

by follicular lymphoma and diffuse large B-cell 
lymphoma (5). q 

CASE DESCRIPTION

A 50-year-old male patient presented with left 
eye lid mass which grew slowly for one year 

and caused pain and blurred vision. Physical exa-
mination revealed an irregular-shaped tumour in 
the left eyelid and tenderness. A CT scan of the 
orbital showed a retrobulbar mass 3 x 2.9 x 5.4 cm, 
extended into the intraconal and extraconal of 
the left orbit, with the left eye globe pushed into 
the anterior. The retrobulbar mass had also obli-
terated the superior rectus muscle, lateral rectus 
muscle, and left lacrimal gland. After biopsy, his-
topathology and immunohistochemistry revealed 
extra-nodal marginal zone lymphoma (MZL) of 
MALT CD20+.

We made a working diagnosis of extra-nodal 
MZL of MALT CD20+ of the left retroorbital 
stage 1E. Since the patient had a symptomatic 
disease and after discussing treatment options 
with him, we administered R-CVP (Rituximab, 
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Cyclophosphamide, Vincristine and Prednisone) 
chemoimmunotherapy every three weeks for six 
cycles. Even though he developed leukopenia, 

nausea, vomiting, alopecia, and neuropathy, the 
patient finished the treatment completely. The 
response of treatment was excellent, his symp-
toms improved significantly and the follow up 
CT scan indicated a decrease in tumour size. q

DISCUSSION

Extra-nodal MZL is the most common subtype 
of MZL (5). It can arise at almost any extra-no-

dal sites: salivary glands, ocular adnexa, thyroid 
gland, and lung. It is often associated with chro-
nic antigen stimulation (2). Since the disease is 
rare, there are only a few randomized trials test-
ing the various treatment options. Consequently, 
there is very little guidance on how to manage 
MZL (2).

This was a case of extra-nodal MZL of MALT 
type of the ocular adnexa (non-gastric MALT 
lymphomae) occurring in the retrobulbar region, 
Stage IE, confirmed with a positive CD20 immu-
nohistochemistry staining. 

There is a strong association between chronic 
infection/inflammation and the pathogenesis of 
extra-nodal MZL in ocular adnexal with 
Chlamydia psittaci (1). 

One of the mainstay treatments for extra-no-
dal MZL of MALT type is by administering exter-
nal beam irradiation, which is said to lead to very 
high local control rates of 85% to 100% (5). 
However, for diseases in the ocular adnexa re-
gion, irradiation may have risks of eye related 
side effects, such as dry eye, conjunctivitis and 
cataract, and even loss of sight due to ra-
diation-induced retinopathy (6, 7). 

Rituximab, an anti CD20 antibody immuno-
therapy, has been shown to have significant acti-
vity against extra-nodal MZL of MALT type and is 
safe, with mild to moderate adverse events (7, 
8). We thus administered Rituximab immuno-
therapy in combination with Cyclophospha-
mide, Vincristine and Prednisone every three 
weeks for six cycles, and the results were excel-
lent.

According to Teckie S et al, early stage extra-
nodal MZL of MALT type, defined as having a 
stage of IE–IIE, are shown to have good long-
term outcome with five-year relapse-free survi-
val and overall survival of 60% and 89%, respec-
tively. Curative-intent treatment led to fewer 
relapses and reduced the need for salvage (9). 

FIGURE 1a. 
Clinical Image of 
the patient before 
R-CVP treatment, 
showing left 
eyelid mass

FIGURE 1b. 
Clinical Image of 
the patient after 
R-CVP treatment, 
showing 
significant 
reduction of the 
mass

FIGURE 2a. Orbital CT Scan before R-CVP 
treatment, showing left retrobulbar mass

FIGURE 2b. Orbital CT Scan after R-CVP 
treatment, showing a reduction of the left 
retrobulbar mass



128 Maedica
  

A Journal of Clinical Medicine, Volume 15, No. 1, 2020

EMZL of thE ocuLar adnExa: a casE rEport

The treatment with anti CD20 antibody com-
bination chemotherapy may constitute a promis-
ing alternative to external beam irradiation and 
its potential toxicity. Due to the large size of the 
tumour and its infiltration to the adjacent mus-
cles causing symptomatic exophthalmos and 
pain, we administered R-CVP to the patient, 
since it was also covered by our national health 
insurance and widely used in public hospitals. 
Moreover, the side effects of R-CVP are generally 
well tolerated. q

CONCLUSION

Ocular adnexal extra-nodal MZL of 
MALT CD20+ is an indolent lymphoma 

and if symptomatic, the response of treatment 
with R-CVP is good. q
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