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Recurrent multifocal conjunctival melanoma
originated from preexisting pigmented nevus

Melanoma conjuntival multifocal recidivado originado
de nevus pigmentado preexistente

ABSTRACT

Recurrent multifocal conjunctival melanoma originated from preexisting nevus is extremely rare: it occurs in one out of five million
individuals. The investigation of this disease is extremely important due to its potential lethality. Thus, this study aims to describe a case of
recurrent multifocal conjunctival melanoma originated from preexisting pigmented nevus, which occurred in the city of Patos de Minas,
state of Minas Gerais. This is a case study and literature review. Histopathological diagnosis and early staging of the conjunctival lesion
is a key element on how to approach the patient. The treatment procedure most commonly used today is surgical excision with adjuvant
cryotherapy and mitomycin C. The prognosis of recurrent multifocal conjunctival melanoma originated from preexisting nevus is the
worst of all ocular melanomas, with high mortality rate: 12% to 20% within 5 years and 30% within 10 years of pathological development.
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RESUMO

O melanoma conjuntival multifocal recidivado originado de nevus preexistente é extremamente raro, ocorrendo em uma pessoa
para cinco milhões de habitantes. Seu estudo é de extrema relevância, devido sua potencial letalidade.Este estudo objetiva descrever
um caso de melanoma conjuntival multifocal recidivado proveniente de nevus pigmentado preexistente ocorrido em Patos de Minas,
MG. Este é um estudo de caso com revisão de literatura. O diagnóstico histopatológico e o estadiamento precoce da lesão conjuntival
é de fundamental importância para designar a conduta frente ao paciente. O procedimento terapêutico mais utilizado nos dias atuais
é a excisão cirúrgica com crioterapia adjuvante associada à mitomicina C. O prognóstico do melanoma conjuntival multifocal
recidivado originado de nevus preexistente é o pior dentre todos os melanomas oculares, apresentando alta taxa de mortalidade,
12% a 20% em 5 anos e 30% em 10 anos de desenvolvimento patológico.
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INTRODUCTION

Conjunctival neoplasms include a broad spectrum of
benign and malignant lesions, some of which can impair
visual acuity or result in an aggressive malignancy that

can rarely lead to death(1,2).
A broad variety of neoplasms and pseudoneoplasms

originate from the melanocytic system. Conjunctival melanoma,
a rare and aggressive malignant tumour, can develop from a
primary acquired melanosis, a melanocytic nevus, normal tissue,
or the palpebral conjunctiva(3,4). It can be congenital or appear in
the first decades of life. It has been associated with systemic
conditions such as FAM-M syndrome, xeroderma pigmentosum
and neurofibromatosis; exposure to solar radiation is also
considered an important risk factor(5).

Conjunctival nevi can be pigmented or not. They are
melanocytes that migrate to the sclera, the episclera or the proper
substance but do not reach the epithelium. Such lesions are often
multifocal and tend to recur when excised(6).

The incidence of conjunctival melanoma is low: it affects
0.2-0.5:1.000.000 in the Caucasian population and accounts for
2% of eye tumours(7). In a U.S. sample of 4836 melanomas, only
5.2% affected ocular structures, of which 85% affected the uvea
and 4.8% the conjunctiva. In recent years its incidence has
significantly increased in the male population, while remaining
stable in the female population(8).

Correct diagnosis is crucial for early excision, which is
associated with a lower risk of metastasis and a lower mortality.
The best diagnostic method is excision biopsy with
histopathological analysis(9).

Previous studies have noted that in cases where excision is
insufficient to prevent relapse, adjuvant therapies such as
cryotherapy, brachytherapy, radiation therapy, and chemotherapy
can be used(10). Moreover, it has been found that amniotic
membrane transplantation can be very effective in promoting
re-epithelisation of the conjunctiva by reducing postoperative
inflammation, providing a substrate for limbal stem cell
repopulation, and reducing scarring(11).

The rates of recurrence of melanoma are 30-50% in 5 years,
38-51% in 10 years and 65% after 15 years, depending on the
type of treatment. Excision without further treatment is
associated with higher rates of recurrence. It is essential to
carefully evaluate surgical margins, the type of cell and tumour
thickness, as these are important indicators of prognosis(12,13).
Mortality rates are 12-20% in 5 years and 30% in 10 years(11).

This paper aims to describe a case of recurrent multifocal
conjunctival melanoma arising from a pre-existing pigmented
nevus in a patient from Patos de Minas/MG, Brazil.

This is a case report with a review of the literature. Articles
were searched in the BIREME, PUBMED and MEDLINE
databases using the following keywords: melanoma, cancer of
the conjunctiva, melanocytic nevus, recurrence, and amniotic
membrane.

CASE REPORT

G.F.M., a married 40-year-old male working in civil
construction, born in the rural areas of Presidente Olegario/MG
and living in Patos de Minas/MG.

The patient was previously healthy, with no personal or
family history for eye cancer. He sought ophthalmic care for the
first time in 2001 complaining of eye irritation in the left eye
(LE). He reported having a hypochromic macula in the left eye
since birth, without any previous changes. He noted that the

macula had grown in the LE limbus and its colour had changed.
Thus, the patient was referred to the University Hospital of
Uberlândia/MG for ophthalmic examination due to a suspicion
of conjunctival melanoma.

A diagnostic biopsy was performed and pathological
analysis found a multifocal conjunctival melanoma. Five excisions
were then performed to extract the tumour. Chemotherapy and
radiotherapy were not indicated; the patient simply underwent
medical follow-up, as he had no visual disturbances.

He returned to our service for ophthalmic reassessment in
2005. Eye examination found a pigmented lesion in the LE
limbus, reaching the cornea. The lesion had pigments in diffuse
planes and neovascularisation. (Figure 1).

An irregular fragment of brown elastic tissue measuring
0.7×0.5×0.3 cm (Figure 2) was excised and submitted to
pathological analysis (Figure 3), where a recurrent malignant
melanoma was diagnosed. The lesion measured 2×0.5 mm in its
greatest diameter, infiltrating the chorion and compromising the
deep margin. Staging was pT2 pNx PMx.

In 2008 metastases to adjacent pericorneal structures were
found. The patient underwent bone scintigraphy,
ultrasonography of the abdomen, chest radiograph, and
additional laboratory tests, all with normal results. Another
conjunctival biopsy was performed. The sample measured
0.4×0.2×0.1 cm and had a mild hyperchromic spot measuring 2
mm which apparently compromised one of the lateral resection
margins. Pathological analysis found atypical melanocytic
proliferation in the mucous membrane of the left conjunctival
sac (Figure 4).

In 2011 the patient presented  with a lesion in the
conjunctival sac of the left eye. He underwent another excision
of an ovoid, bright, brownish-yellow elastic fragment of tissue.
Upon slicing the tissue measured 0.6×0.4×0.3 cm, with a soft
consistency and a whitish-gray colour (Figure 5). Pathologic
examination diagnosed a (clinically recurrent) malignant
melanoma spreading superficially and compromising the excision
margins (Figure 6).

Recurrent multifocal conjunctival melanoma originated from preexisting pigmented nevus
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Figure 1: Digital retinography. (A) Right eye (RE): normal conjunctiva,
sclera, cornea, and uvea. (B) Left eye (LE): pigmented lesion in the
limbus involving the cornea with diffuse pigmented planes. Note the
presence of neovascularisation.

Figure 2: Lesion excised
from the LE
(macroscopic
appearance).
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Melanoma is a malignant neoplasm with three different
clinical presentations: 1) melanoma with primary acquired
melanosis; 2) melanoma without primary acquired melanosis;
and 3) melanoma derived from a pre-existing nevus. The latter is
very rare(12) and is focus of this study.

Conjunctival melanomas usually arise from the 5th decade
of life, with rare cases in persons younger than 20 years. Most
patients are white. Our patient was 28 years old when the disease
was diagnosed, which is very rare. Tumours can recur from a
preexisting nevus, most commonly from a primary acquired
melanosis. Metastasis occurs to adjacent tissues, as in the case
presented here, or through the lymphatic pathways(11).

Histopathological examination of the conjunctiva is a simple
procedure that provides valuable information in the study of
external ocular lesions. The method can thus be considered
effective, reliable, and easy to perform. Immunohistochemistry
can identify the different cell types of the melanocytic system
found in a lesion(15).

In the case presented here, histopathology found
polyhedral cells associated with goblet cells (Figures 3, 4 and 5).
Four different cell types can be found in conjunctival melanoma:
large epithelioid cells, polyhedral epithelioid cells, spindle-shaped
cells, and goblet cells. Different cell types are often found within
a single melanoma(14). Melanocytic cells are highly invasive and
can compromise the sclera and the episclera and extend
intraocularly, as shown in Figure 6.

Initial staging in the case presented here was pT2 pNx pMx.
Thus, it was a tumour of the bulbar conjunctiva occupying more
than one quadrant, with 2 mm or less in thickness, without palpable
regional lymph nodes and without metastasis. This indicates that
the excised lesion was an early lesion that did not affect regional
lymph nodes and did not disseminate to other tissues(16).

The patient did not undergo chemotherapy or
radiotherapy, as these methods offer no additional benefit.

Figure 3: Histopathological analysis of the lesion after excision. Mucous
membrane lined by non-keratinised stratified squamous epithelium
(1) with expanded nests (2) of cells with large vesicular nuclei,
prominent nucleoli (3), smooth nuclear membrane, and small cytoplasm
with abundant melanin (4). Rare mitotic figures were found (5). The
nests had an infiltrative aspect, extending to the upper epithelial
layers (6) and the deep margin.

Figure 4 : Pathological analysis of the second excision. Mucous
membrane of squamous epithelium without junctional melanocyte
proliferation (1). Two foci of melanocytic proliferation in the stroma
(2). The melanocytes had cytoplasms filled with black pigment,
consistent with melanoma (3). Neoplastic cells of varying size and
moderate changes in volume, with a small basophilic cytoplasm and
vesicular nuclei with large nucleoli (4 and 5). In the largest focus a
neoplasm was found in the lumen of a capillary vessel (6).

Figure 5 – Ovoid
fragment excised
from the left eye.
(Macroscopic
appearance)

Figure 6 : Histopathological study of the third lesion: malignant
neoplasm composed of nests of polygonal cells with large vesicular
nuclei, prominent nucleoli, and eosinophilic cytoplasms, not very large,
with indistinct margins. The blocks had adjacent infiltrative limits and
loose connective tissue.

The patient has been undergoing ophthalmic follow-up.
He was subjected to ocular surface reconstruction with amniotic
membrane. He has recently reported visual impairment and
diplopia and is in the process of rehabilitation. He was prescribed
visual correction with 4 D lenses and will undergo periodic clinical
assessment.

DISCUSSION

Ocular melanoma is the most common type of melanoma
after skin melanoma. It affects the uveal tract and the conjunctiva(3).

Each type of melanocyte can cause numerous types of
pigmented lesions. Among those derived from dendritic
melanocytes are benign pigmented melanosis, secondary
acquired melanosis of the conjunctiva, and primary acquired
melanosis. Lesions arising from spindle-shaped melanocytes
include nevus of Ota, conjunctival nevus, and lesions deriving
from nevus cells(14).
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However, excision was combined with adjuvant therapy with
mitomycin C. Local excision is often combined with cryotherapy;
more recently, mitomycin C has been widely accepted as a primary
treatment(17,18).

The techniques used to improve the corneal-conjunctival
interface include oral mucosa transplantation(19), conjunctival
autograft transplantation, amniotic membrane transplantation(20,21),
conjunctival transplantation associated with limbal transplantation,
lamellar transplantation, and mitomycin C(22). The main aim of
conjunctival repair, beyond the healing process, is to recover the
function of ocular tissue, maintaining homeostasis.

The amniotic membrane has a thick layer of collagen, a
basement membrane made of laminin, and type IV collagen(23).
This composition promotes healing of persistent epithelial defects
by facilitating adhesion and migration of basal epithelial cells. It
also promotes angiogenesis and wound healing and has anti-
inflammatory and antimicrobial effects. The authors cited above
believe that the amniotic membrane does not induce immune
rejection because it does not express histocompatibility antigens
(HLA-A, B or DR)(24).

Different rates of relapse within 5 years have been reported
such as 26%(13), 52%(18) and 60.7%(8). These differences can be
explained by the fact that in some studies adjuvant therapy was
used more frequently than in others.

The prognosis of recurrent multifocal conjunctival
melanoma originating from a pre-existing nevus is the worst
among all ocular melanomas, with a mortality rate as high as 12-
20% within 5 years and 30% within 10 years(20).

It should be noted that recurrent multifocal conjunctival
melanoma originating from a pre-existing nevus is extremely
rare, affecting one in 5 million people; however, it is important to
investigate the condition due to its lethal potential. Early
histopathological diagnosis and staging of conjunctival lesions is
extremely important for optimal management and a good
prognosis.
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