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Case Study

A Case of Conjunctival Follicular Lymphoma Mimicking
Mucosa-Associated Lymphoid Tissue Lymphoma

Lamia Abd Al-Kader,1,5) Yasuharu Sato,1) Katsuyoshi Takata,1) Koh-ichi Ohshima,2)

Yuka Sogabe,3) Kazuhiro Fujii,3) Noriko Iwaki,1,4) and Tadashi Yoshino1)

Ocular adnexal lymphoma may involve the eyelids, conjunctiva, orbital tissue, or lacrimal structures. The majority are non-

Hodgkin’s B-cell lymphomas of mucosa-associated lymphoid tissue (MALT) lymphoma type. Follicular lymphomas represent a

small percentage of ocular adnexa lymphomas, particularly in Japan. We report a 68-year-old female patient who presented with

a salmon pink patch-like lesion of the left conjunctiva, suspected of being (MALT) lymphoma. However, histologic and

immunohistologic examinations were consistent with follicular lymphoma. This case demonstrates the importance of consider-

ing such rare lymphomas when making a diagnosis of ocular adnexal lymphoid neoplasms. 〔J Clin Exp Hematop 53(1): 49-52,

2013〕
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INTRODUCTION

Ocular adnexal lymphoma is primarily a disease of older

adults ; it can involve the eyelids, conjunctiva, orbital con-

nective tissue, or lacrimal structures. The majority are

mucosa-associated lymphoid tissue (MALT) lymphoma.

MALT lymphoma usually occurs as a primary disease of the

ocular adnexa, whereas other types of low-grade B-cell lym-

phoma often involve the ocular adnexa secondarily.

Follicular lymphomas come next in frequency in the Western

world, but they represent a small percentage of ocular adnexa

lymphomas in Japan.1,2 In this paper, we report a case of

conjunctival follicular lymphoma mimicking MALT lympho-

ma.

CASE REPORT

A 68-year-old woman presented with nasal conjunctival

hyperemia of the left eye. She initially received antibiotic

and corticosteroid treatment with no response for two months.

The patient then developed a small patch-like lesion on the

conjunctiva. She was referred to an ophthalmologist. On

examination, a fleshy lesion with a salmon pinkish appear-

ance was seen extending from the nasal fornix to the inferior

fornix and involving the bulbar conjunctiva (Fig. 1). There

was no pain, no history of trauma, and no systemic com-

plaints. On these findings, the ophthalmologist suspected it to

be MALT lymphoma and a biopsy was performed.

A section stained with hematoxylin and eosin on low-
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Fig. 1. Conjunctival salmon pink patch-like le-

sion extending from the fornix.
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power examination revealed a monotonous lymphoid prolifer-

ation within conjunctival connective tissue under the epithe-

lium. A follicular pattern was not well appreciated (Fig. 2).

Higher magnification showed a proliferation of small to

medium-sized centrocyte-like lymphoid cells, with fine chro-

matin and inconspicuous nucleoli. A panel of immunohisto-

chemical stains was performed. Tumor cells were positive

for CD20 and Bcl-2 antigens. Staining for CD21 antigen was

also positive, revealing a meshwork of dendritic reticular cells

that matched CD10-positive areas. The same areas were also

positive for Bcl-2 (Fig. 3). Ki-67 labeling index was low.

Both anti-CD3 staining and anti-cyclin D1 staining were neg-

ative. A diagnosis of follicular lymphoma (grade 1) of the

conjunctiva was made.

Table 1 provides the laboratory data. Bone marrow aspi-

ration biopsy was normocellular with no involvement by lym-

phoma cells. Fluorine-18-2-fluoro-2-deoxy-D-glucose posi-

tron emission tomography/computed tomography revealed no

enlarged lymph nodes, with no other sites of involvement.

The conjunctival tumor was found to be a solitary primary

lesion (stage I). Therefore, the patient received radiotherapy

alone. After receiving radiotherapy of 30 Gy/15 fractions,

she achieved complete remission.

DISCUSSION

Lymphomas are classified into two major groups, nodal

(occurring in lymph nodes) and extranodal (originating out-

side lymph nodes). Extranodal lymphomas were reported to

constitute approximately 24% to 48% of lymphomas. The

most common extranodal sites include stomach, tonsils, skin,

and small intestine.3 Ocular adnexal involvement occurs in

less than 10% of extranodal lymphomas.1 They are often of

low-grade type, classified as MALT lymphoma with good

prognosis.1,4,5 Follicular lymphoma is one of the most fre-

quent indolent B-cell lymphomas and follows a similar pat-

tern. Most cases arise from the lymph nodes and are at

advanced clinical stages at the time of diagnosis.6 Primary

extranodal disease occurs only occasionally and the usual

sites are skin and duodenum.7 Generally, follicular lympho-

mas are found less frequently in Asian countries than in

Western countries, so the prevalence of occurrence in the

ocular adnexa in the Japanese is very low.2

The clinical picture of conjunctival lymphoma was de-

scribed in more detail in a series presented by Shields and

colleagues. Most patients with conjunctival lymphoma were

symptomatic at presentation, generally with minor complaints

of a lump, irritation, or ptosis. The most common location

was the fornix, followed by the bulbar conjunctiva. The

tumors presented over a wide range of age (23-86 years),

particularly in the older population, with a median patient age

of 63 years.8

The anatomic site of tumor in the conjunctiva, orbit, or

eyelid has been found to correlate with systemic lymphoma in

some reports. Conjunctival tumors had the best prognosis,

with systemic lymphoma developing in only 20% of patients,

whereas orbit and eyelid involvement correlated with a higher

incidence of systemic lymphoma (35% and 70%, respec-

tively). A low Ki-67 proliferation index is another indicator

of a good prognosis.9,10 Shields et al. reported that systemic
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Fig. 2. Histologic findings of the conjunctival mass. (2A) Hematoxylin and eosin section showing diffuse

lymphoid proliferation within conjunctival connective tissue. (2B) Higher magnification shows small

centrocyte-like lymphoid cells. (2A) ×2, (2B) ×400.
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lymphoma developed more commonly in patients with bilat-

eral conjunctival involvement than in unilateral cases (47%

versus 17%, respectively). Follow up revealed that bilateral

disease evolved from initially unilateral disease in 7% of

patients over a range of 3 months to 8 years. More impor-

tantly, patients who presented with stage I primary conjuncti-

val lymphoma eventually developed systemic disease at 7% at

1 year, 15% at 5 years, and 28% at 10 years. In particular,

tumors with an extralimbal site (fornix or midbulbar conjunc-

tiva) were predictive of systemic lymphoma.8

There are several therapeutic options. Bhatia et al. re-

ported radiotherapy as a curative treatment for conjunctival

lymphoma.11 Takahira et al. reported successful treatment

with anti-CD20 antibody Rituximab and low-dose involved-

field radiotherapy.12 Other studies recommended complete

excision plus cryotherapy of the underlying sclera if the mass

is small. For larger tumors that are not amenable to full

resection, incisional biopsy and low-dose radiotherapy can be

used,8,13 and some used cryotherapy by liquid nitrogen spray

for conjunctival lymphomas and reported a 98% eradication

rate within 3 treatments.14 Our patient had unilateral primary

conjunctival disease with no evidence of systemic involve-

ment (stage I). Ki-67 proliferation index was low. These

findings suggest a favorable course.8,9 She received radio-

therapy of 30 Gy/15 fractions and is now in complete remis-

sion. However, extralimbal location of the tumor (fornix and

midbulbar conjunctiva) warrants caution. Long-term regular

follow up for the development of bilateral or systemic disease

is strongly recommended.8

Primary conjunctival follicular lymphoma
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Fig. 3. Immunohistochemical staining result. (3A) The tumor cells expressed CD20. (3B) A

meshwork of dendritic reticular cells revealed by CD21 staining. (3C) The same areas were

positive for CD10. (3D) The same area was also positive for Bcl-2. (3A)-(3D) ×2.

Table 1. Laboratory data

Parameters Values Normal range

White blood cells (/µL) 3.2 × 103 3.5-8.5 × 103

Red blood cells (/µL) 3.99 × 106 3.8-4.8 × 106

Hemoglobin (g/dL) 12.1 11.5-14.5

Hematocrit (%) 36.1 35-45

Platelets (/µL) 158 × 103 150-350 × 103

Mean corpuscular volume (fL) 90.5 83-100

Mean corpuscular hemoglobin (pg) 30.3 28-34

Segmented neutrophils (%) 66.4 40-70

Eosinophils (%) 0.6 1-6

Basophils (%) 0 0-2

Monocytes (%) 4.3 2-9

Lymphocytes (%) 28.7 20-50

Lactate dehydrogenase (IU/L) 175 120-240

Total protein (g/dL) 7.6 6.5-8

Albumin (g/dL) 5.1 4-5
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To the best of our knowledge, there are only a few reports

of primary conjunctival follicular lymphoma in the literature

on both children and adults.1,12,15 The differentiation of follic-

ular lymphoma from other variants is important because these

lymphomas exhibit different clinical behaviors and

outcomes.2 The early clinical picture and age of presentation

may overlap with a simple case of dry eye irritation.8 In

conclusion, the rarity of conjunctival follicular lymphoma

together with the nonspecific clinical presentation makes first-

hand diagnosis rather difficult. Considering such a rare var-

iant when faced with a case of a conjunctival lump facilitates

early diagnosis and improves therapeutic and curative options

for the patient.
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