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Zusammenfassung
Hintergrund: Lymphoide Tumore der Bindehaut sind 
leicht zu diagnostizieren, solange sie das typische lachs-
farbene, kieselige, multinoduläre Erscheinungsbild auf-
weisen. In seltenen Fällen ist das klinische Bild jedoch 
verschwommen und könnte mit einer chronischen Kon-
junktivitis anderer Ursache verwechselt werden. Fall­
bericht: Im Mai 2005 wurde ein 60-jähriger Mann mit 
bilateralen konjunktivalen Läsionen an unsere Klinik 
überwiesen. Unter der Annahme, dass es sich um eine 
Chlamydien-Konjunktivitis handelt, wurden ohne vor
herige mikrobiologische oder histopathologische Unter-
suchungen Tetracyclin-Augensalbe und orales Doxycyc-
lin (100 mg, zweimal täglich) verschrieben. Obgleich ein 
partielles Ansprechen erreicht wurde, kehrten die Symp-
tome des Patienten 2 Monate nach der Behandlung zu-
rück. Bei seiner zweiten Überweisung an unsere Klinik 
im März 2006 wurde der Patient neu beurteilt. Er hatte 
bilaterale Bindehautgeschwülste, welche einem Binde-
hautlymphom ähnelten. Eine bilaterale diagnostische 
Biopsie wurde vorgenommen. Die histopathologische 
Untersuchung der Biopsieproben ergab ein MALT (mu-
cosa-associated lymphoid tissue)-Lymphom. Der Patient 
erhielt CVP-Chemotherapie (Cyclophosphamid, Vincris-
tin, Prednisolon). Nach 6 Zyklen war eine partielle Re-
mission in beiden Augen zu verzeichnen. Derzeit, 28 Mo-
nate nach CVP, befindet sich der Patient in einer andau-
ernden Remission. Schlussfolgerungen: In Fällen wie 
diesen ist ein hoher Grad an Vorsicht geboten, um eine 
verzögerte Diagnose zu vermeiden. Und die Wichtigkeit 
einer korrekten frühen Diagnose ist offensichtlich.
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Summary
Background: The diagnosis of conjunctival lymphoid tu-
mors is straightforward when they present with a char-
acteristic salmon-pink, pebbly, multinodular appearance. 
However, rarely a diffuse clinical presentation is encoun-
tered, and this may mimic chronic conjunctivitis of other 
etiologies. Case Report: A 60-year-old man was referred 
to our clinic with bilateral conjunctival masses in May 
2005. With the assumption of chlamydial conjunctivitis, 
without microbiological or histopathological evidence, 
tetracycline ointment and oral doxycycline 100 mg twice 
daily were prescribed. Although a partial response was 
achieved, 2 months after the treatment, the patient’s 
complaints returned. On second referral to our clinic in 
March 2006, the patient was re-evaluated. He presented 
with bilateral conjunctival masses resembling conjuncti-
val lymphoma, and a bilateral diagnostic biopsy was 
performed. Histopathological evaluation of the biopsy 
specimens revealed mucosa-associated lymphoid tissue 
(MALT) lymphoma. The patient received CVP chemo-
therapy (cyclophosphamide, vincristine, prednisolone). 
After 6 courses of chemotherapy, he achieved partial re-
mission in both eyes. Currently, 28 months after CVP, 
sustained remission is obtained. Conclusions: In these 
cases, a high index of suspicion is required if one is to 
avoid a delay in diagnosis, and the importance of correct 
early diagnosis is obvious.
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Yılmaz/Kurnaz/Gumus/Yaylaci

Introduction

Ocular adnexal lymphomas (OAL) represent 1% of all non-
Hodgkin’s lymphomas (NHL) and 5–15% of all extranodal 
lymphomas. These lymphomas develop as primary or second-
ary tumor manifestations in the conjunctiva, the lacrimal 
gland, the orbital fat, the eyelid, and the lachrymal sac [1]. 
Hence, primary bilateral conjunctival lymphoma is an ex-
tremely rare disease. The conjunctiva has a natural, submu-
cosal reservoir of lymphoid tissue, the so-called conjunctiva-
associated lymphoid tissue, which serves as a functionally ac-
tive mucosal immune system [2]. Conjunctiva-associated lym-
phoid tissue may develop characteristics that are similar to 
acquired mucosa-associated lymphoid tissue (MALT) else-
where in the body [3]. Neoplastic transformation of MALT 
leads to development of an extranodal marginal zone B-cell 
lymphoma of mucosa-associated lymphoid tissue, a MALT 
lymphoma. Ocular adnexal MALT lymphoma (OAML) con-
stitutes more than two thirds of OAL [4], and in one investi-
gation, 83% of patients with a conjunctival lymphoma had a 
conjunctival MALT lymphoma [5]. Whereas follicular and 
diffuse large-cell lymphomas each account for approximately 
10% [5, 6]. This is in marked contrast to the overall incidence 
of MALT lymphoma, which accounts for only 7–8% of all 
NHLs, being less common than the diffuse large-cell and fol-
licular lymphomas [7–9]. The diagnosis of conjunctival lym-
phoid tumors is straightforward when they present with a 
characteristic salmon-pink, pebbly, multinodular appearance, 
particularly if they are located in the inferior fornices. How-
ever, rarely a diffuse clinical presentation is encountered, and 
this may mimic chronic conjunctivitis of other etiologies. In 
these cases, a high index of suspicion is required if one is to 
avoid a delay in diagnosis, and the importance of correct early 
diagnosis is obvious [10]. Here, we report on a patient with 
bilateral conjunctival MALT lymphoma originally misdiag-
nosed as chronic conjunctivitis, which was treated with CVP 
combination chemotherapy (cyclophosphamide, vincristine, 
prednisone).

Case Report

A 60-year-old man was referred with bilateral conjunctival masses in May 
2005. He had a history of irritation and chronic discharge in both eyes for 
12 months. Bilateral follicules with minimal subepithelial fibrosis and 
mild blepharitis were noted at the Department of Ophthalmology, and 
with the assumption of chlamydial conjunctivitis, without microbiological 
or histopathological evidence, tetracycline ointment and oral doxycycline 
100 mg twice daily were prescribed. No conjunctival mass was detected. 
Although partial response (≥  50% reduction of all measurable lesions) 
was achieved 2 months after treatment, the patient’s complaints returned. 
He was lost to follow-up from our clinic. He was treated with steroids and 
artificial tear drops at different centers for the same chronic complaint, 
but he was unresponsive. On second referral to our clinic in March 2006, 
the patient was re-evaluated. On physical examination, the patient’s vis-
ual acuity was 20/20 in both eyes. Slit-lamp biomicroscopy showed sub-
conjunctival multinodular fleshy masses arising from the lower forniceal 

conjunctivas and extending to both lower tarsus including the caruncula, 
with areas of subepithelial fibrosis (fig. 1 a, b). Another mobile subcon-
junctival mass in the lateral half of the right upper forniceal and bulbar 
conjunctiva and thickening of the left upper forniceal conjunctiva were 
observed (fig. 1 c, d). There was no sign of intraocular pathology. In light 
of the bilateral conjunctival masses resembling conjunctival lymphoma, a 
bilateral diagnostic biopsy was performed. Histopathological evaluation 
of biopsy specimens revealed MALT lymphoma, and the patient was re-
ferred to oncology. No organ involvement was detected in an extensive 
systemic workup. The patient was accepted with stage 1-E MALT lym-
phoma. First surgery and then radiotherapy were planned, but neither 
were performed due to the patient’s refusal. Instead, he received CVP 
chemotherapy. After 6 courses of chemotherapy, he achieved partial re-
mission in both eyes. Currently, 28 months after CVP, sustained remis-
sion has been obtained (fig. 2 a, b).

Discussion

Ferreri et al. [11] showed that doxycycline was effective in 
both Chlamydia psittaci-positive and -negative patients. For 
this reason, we used oral doxycycline and tetracycline oint-
ment in the first instance. OAML is an indolent and rarely 
lethal malignancy that can often be managed with observation 
alone. A ‘watchful waiting’ strategy in 36 asymptomatic 
OAML patients has been analyzed, showing that, at a median 

a b

c d

a b

Fig. 1. a, b Slit-lamp biomicroscopy showed subconjunctival, multinodu-
lar, fleshy masses arising from lower forniceal conjunctivas and extending 
to both lower tarsus including the caruncula, with areas of subepithelial 
fibrosis; c, d Another mobile subconjunctival mass in the lateral half of 
the right upper forniceal and bulbar conjunctiva and thickening of the left 
upper forniceal conjunctiva.
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Fig. 2. a, b Sustained remission was obtained.
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with disseminated disease [19]. In our case, surgery could not 
be performed and radiation therapy was not administered 
because of the patients’ refusal. Therefore, the patient was 
treated with the CVP regimen, although his disease was not 
disseminated. 

Theodore described the masquerade syndrome in 1967 as 
chronic blepharoconjunctivitis due to an underlying conjunc-
tival carcinoma [20]. Although the originally described neo-
plasms were squamous cell carcinomas, many of the tumors 
producing such clinical pictures are believed to be sebaceous 
in origin [21]. Clinical manifestations of conjunctival lympho-
mas may vary from mild irritation and redness to masses in 
the forniceal, bulbar, and palpebral conjunctiva, with a predi-
lection for the fornices. Typical presentation is with mobile, 
flesh-colored, or salmon pink subepithelial tumors with a peb-
bly appearance corresponding to follicle formation, in the in-
ferior fornices or bulbar conjunctiva. However, conjunctival 
lymphoma is a rare disease, and with nonspecific clinical pres-
entations, diagnosis may be extremely difficult depending on 
suspicion. A diffuse lesion may masquerade as chronic con-
junctivitis [10]. We describe a patient who was misdiagnosed 
as chronic conjunctivitis. He initially presented with bilateral 
follicules with minimal subepithelial fibrosis and without an 
elevated mass or typical infiltrates. Akpek et al. [10] pre-
sented 2 cases without classical masses, one with bilateral 
chronic inflammation and subconjunctival cicatrisation, and 
the other with unilateral papillary conjunctivitis and a few fol-
licles. As in our case, these patients were unresponsive to 
treatment, and diagnoses were made with examination of 
biopsies. In one series of 7 patients with conjunctival lym-
phoma, 5 of which were bilateral, only 1 presented with 
chronic conjunctivitis without a noticeable mass [22]. And an-
other previously reported case actually described a patient 
with conjunctival lymphoma masquerading as scleritis un
responsive to immunosuppressive treatment [23].

This case and previous reports emphasize that conjunctival 
lymphomas may rarely present as a diffuse lesion and can be 
misdiagnosed and treated as chronic conjunctivitis. Like with 
other malignancies, the importance of early diagnosis of 
lymphoma is obvious. Therefore, in patients unresponsive to 
treatment, it should be kept in mind that chronic conjuncti
vitis may be a masquerading syndrome; other possible under-
lying rare causes should be investigated, and a diagnostic 
biopsy should not be delayed.
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follow-up of 7.1 years, 69% of patients did not require any 
further treatment after biopsy or surgical resection. The me-
dian time until the initiation of treatment for patients who re-
quired therapy (11 patients, 31%) was 4.8 years. Among these 
11 patients, only 1 required treatment for distant disease, and 
the others experienced local recurrence or progression [12]. 
Spontaneous regression after surgical biopsy was prospec-
tively documented in 7 out of 8 patients with conjunctival 
MALT lymphoma and without subconjunctival extension or 
systemic dissemination. The real impact of this phenomenon 
cannot be fully interpreted as many patients in this series [13] 
received topical corticosteroids and/or antibiotics, which 
could modify the natural history of the disease due to the po-
tential correlation between OAML and some bacterial agents 
[14, 15]. All of these observations suggest that a ‘wait and 
watch’ strategy after biopsy or resection could be a valid ap-
proach in selected patients with indolent and asymptomatic 
lesions. Elderly patients with severe comorbidity, whose con-
ditions could seriously be impaired due to the adverse effect 
of chemo- or radiotherapy, are the best candidates for this 
strategy.

The OAML incidence is growing remarkably, with an an-
nual increase of more than 6% [16]. Causes for these epide-
miologic features are unknown. Chronic antigenic stimulation 
due to infections or autoimmune disorders and chromosomal 
abnormalities are thought to play a relevant role in lymphoma
genesis and long-term lymphoma cell growth maintenance. 
Occasionally, presenting symptoms could be relevant, thus 
requiring an immediate treatment. Surgical resection, radio-
therapy and oral chlorambucil are the most frequently applied 
therapeutic strategies for OAML. With these strategies, clini-
cal behavior of OAML is usually favorable. New experimen-
tal therapeutic strategies were rituximab [17], bacteria-eradi-
cating antibiotic therapy, anti-hepatitis C virus (HCV) ther-
apy, and intralesional injections of interferon. These ap-
proaches could be associated with a lower incidence of severe 
sequelae. The therapeutic decision should result from a well-
balanced analysis of patient- and lymphoma-related variables, 
as well as the risk of treatment-related toxicity [18]. Com-
bined anthracycline-containing chemotherapy regimens, such 
as CHOP (cyclophosphamide, doxorubicin, vincristine, pred-
nisone) or CHOP-like combinations, have been sporadically 
used in patients with OAML with a more aggressive and dis-
seminated disease. In a retrospective study, no significant dif-
ference in cause-specific or overall survival rates for OAML 
patients treated with radiotherapy alone or exclusive single-
agent or anthracycline-containing chemotherapy has been de-
tected [1]. However, anthracycline-based chemotherapy is not 
recommended as an upfront therapy in OAML patients. CVP 
regimen may be an alternative option with OAML patients 
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