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Unilateral eyelid, conjunctival, and choroidal tumours
as initial presentation of diffuse large-cell lymphoma
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SUMMARY Simultaneous ipsilateral eyelid, conjunctival, and choroidal tumours developed in an
otherwise healthy man. Biopsy of the eyelid mass led to the diagnosis of large-cell lymphoma.
Further examination revealed systemic lymphoma. Although the ocular and adnexal lesions
responded to systemic chemotherapy, additional skin tumours later developed. Large-cell
lymphoma (also called reticulum cell sarcoma and histiocytic lymphoma) is becoming increasingly
recognised for its ophthalmic manifestations. The clinical signs, diagnostic investigations, and
treatment of this disease are discussed.

Large-cell lymphoma (also known as reticulum cell
sarcoma and histiocytic lymphoma) has recently
gained considerable attention in the ophthalmic
literature. It is the lymphoma with the greatest
frequency of ocular involvement. There are basically
two forms of this malignancy. The first type, with
frequent intraocular involvement, is likely to present
as a persistent uveitis.' It is usually associated with
central nervous system (CNS) tumour and no
systemic disease. However, the more common type
of large-cell lymphoma is the diffuse systemic form.
Although ocular adnexal and orbital involvement is
often reported, intraocular manifestations are con-
siderably less frequent.

It is well documented that patients with systemic
lymphoma may present initially with eyelid involve-
ment.23 However, we were unable to find any reports
of both intraocular and adnexal tumour together
preceding systemic signs. This paper describes a
patient who we believe is the first to present initially
with simultaneous eyelid, conjunctival, and
choroidal large-cell lymphoma before systemic
disease was obvious.

Case report

In September 1983, an 80-year-old previously
healthy white man was referred to the Oncology
Correspondence to Dr S R Leff, Oncology Service, Wills Eye
Hospital, Ninth and Walnut Streets, Philadelphia, PA 19107, USA.

Service of Wills Eye Hospital. His past ocular history
was negative except for uncomplicated intracapsular
cataract extractions in 1959 and 1975 in the left and
right eyes respectively, and ocular-sparing left facial
herpes zoster in 1971. His family history was
unremarkable.

Eight weeks prior to our consultation he had
noted slight tearing from his left eye. The patient's
ophthalmologist noted a mass in the left brow and
several ipsilateral fundus lesions. Metastatic
carcinoma was suspected, and a laboratory and
radiological survey was ordered. However, chest
x-ray, complete blood count, blood chemistry tests,_g_.~~~~; .................. .. :::

Fig. 1 Clinicalphotograph ofleft lower eyelidand
conjunctiva demonstrating the area oftumour.
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Fig. 2 Wideanglefundusphotograph ofchoroidaltumours
in the left eye. There is an incidental temporal island of
chorioretinal atrophy.

and computed tomography (CT) scan of head and
body were all negative.
When first seen at our service the patient's best

corrected visual acuity was 6/5 in the right eye and 6/9
in the left. A firm, non-tender, 3x2 cm nodule was
palpable beneath the left brow. A similar lesion
measuring lxi cm involved the left palpebral and
bulbar conjunctiva inferolaterally (Fig. 1). The intra-
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ocular pressure was 17 mmHg in the right eye and 11
in the left.

Biomicroscopy revealed normal anterior segments
and aphakia in each eye. Vitreoretinal examination
was normal in the right eye. In the left eye, however,
multiple, slightly elevated yellow choroidal tumours
ranging froml to 6 mm in diameter were present in
the posterior pole and pre-equatorial regions
(Fig. 2). There was shallow subretinal fluid overlying
some of the larger lesions. The optic disc was normal
and the vitreous was clear. A preoperative physical
examination gave normal findings except for slight
cervical and inguinal lymphadenopathy.

It was decided to biopsy the large brow mass. At
surgery an unencapsulated, grey tumour was
encountered and a wedge biopsy specimen taken.
Histological examination showed a tumour com-
posed predominantly of rather uniform large
lymphocytes, which diffusely infiltrated the soft
adipose tissues and surrounding nerves and blood
vessels (Fig. 3). The nuclei were clear. From the
nucleoli, which were large and irregularly shaped,
emanated chromatin strands, which condensed along
the nuclear rim. There were scattered benign
lymphocytes as well. The pathological diagnosis was
large-cell lymphoma.

Further systemic examination revealed no
additional evidence of lymphoma. Cyclic combina-
tion chemotherapy with cyclophosphamide, adria-
mycin, vincristine, and prednisone was begun, and all
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ig. 4 Post-treatment wiae anglepnotograpn ofte lejt
fundus. Note regression oftumours.

known lesions including the lymphadenopathy
regressed dramatically (Fig. 4). The visual acuity in
the left eye improved to 6/5.

Six months later and only several weeks after the
patient's sixth cycle of chemotherapy a new sub-
cutaneous mass developed in the left breast. A slight
swelling in the area of the right brow was also
evident. A biopsy of the breast lesion was performed
and a firm, walnut-sized nodule was removed. At
microscopic examination a tumour composed of
monomorphic lymphoid cells infiltrating the normal
fat and connective tissue of the breast was identified.
A review of the slides from the previous lid specimen
showed the lesions to be histologically similar. The
breast as well as the brow tumour also resolved on
further chemotherapy. However, the patient

returned in August 1984 with a 1 x 1 cm right lower lid
nodule (Fig. 5). Additional chemotherapy is being
undertaken.

Discussion

Large-cell lymphoma can be divided into two main
presentation patterns. The first and most important
to ophthalmologists is the intraocular-central
nervous system (CNS) type. The combination of
these two sites together 75% of the time clearly labels
this as a distinct entity. There is only a 25% associa-
tion with disseminated large cell lymphoma in this
form.4 Usually eye findings precede CNS clinical
signs by an average of 21 months.56 However, CNS
disease rarely occurs before eye involvement. A
posterior uveitis or a vitritis with or without chorio-
retinal involvement is the main feature.7 8

Diffuse systemic large-cell lymphoma is far com-
moner than the ocular-CNS form. Mainly a disease
of lymph nodes, spleen, and bone marrow, it can also
begin in the viscera or skin. This form is not usually
associated with ophthalmic disease. However, when
it occurs, orbital or ocular adnexal involvements is far
more likely to be seen than intraocular lesions.9' ' In
addition, intraocular involvement here is more likely
to be choroidal, as opposed to retinal or vitreal, as
usually seen in the ocular-CNS form." Proptosis and
periorbital swelling are the typical presenting
adnexal manifestations.'2
Recent immunofluorescent techniques have

detected immunoglobulins on the surface of the
cells.'I'5 It now appears that large-cell lymphomas
are derived mostly from B lymphocytes and rarely
from T lymphocytes.
Our patient with systemic lymphoma is unusual in

several respects. He represents one of the few cases

Fig. 5 Clinicalphotograph of
right lower lid nodule.
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of intraocular disease presenting in the systemic form
of the malignancy. He is even more unusual in that
his choroidal tumours became manifest early in the
course of his illness and before any systemic signs or
symptoms occurred. In addition he also had eyelid
and conjunctival tumours, which prompted him to
seek medical attention. The fact that his initial
intraocular and periocular lesions were ipsilateral
rather than contralateral may be coincidental, but
the ocular-CNS form of large-cell lymphoma does
tend to be ipsilateral.'6 However, it is also curious
that our patient's later tumour sites involved the right
periorbita.
Chemotherapy was used to good advantage in our

patient. Both the original ophthalmic tumours as well
as the later recurrences responded dramatically. Any
future site will be similarly treated, with local radio-
therapy held in reserve. Unfortunately there is no
curative treatment for large-cell lymphoma, and the
prognosis for our patient remains guarded.
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