
Eye (2019) 33:767–771
https://doi.org/10.1038/s41433-018-0317-7

ARTICLE

Eyelids metastases from uveal melanoma: clinical and
histopathologic features of two cases and literature review

Arnaud Martel1,2 ● Aurélie Oberic1 ● Alexandre Moulin1
● Leonidas Zografos1 ● Mehrad Hamedani1

Received: 8 April 2018 / Revised: 6 October 2018 / Accepted: 14 November 2018 / Published online: 18 December 2018
© The Royal College of Ophthalmologists 2018

Abstract
Purpose To report the clinical and histopathologic features of two cases of eyelids metastases from uveal melanoma
diagnosed in a metachronous and synchronous fashion.
Methods Monocentric retrospective case series of histopathologically proven eyelids metastases from uveal melanoma at
our institution.
Results Two patients were presented to our hospital for upper eyelids pigmented and firm lesions. Patient 1 had an history of
left uveal melanoma treated conservatively with proton beam therapy 5 years earlier. Examination revealed bilateral upper
eyelids lesions. Patient 2 had no malignancy history but was incidentally diagnosed with a cerebral nodule few months
earlier. Examination revealed a right upper eyelid nodule and a previously unknown right uveal melanoma. Excisional
biopsy was performed for both patients. Pathological assessment allowed the presence of melanoma cells. The lack of BAP1
nuclear expression on immunohistochemistry as well as the absence of cutaneous or mucosal melanoma were consistent with
an uveal origin. Diffuse metastatic spread was noted for both patients. Systemic therapies were prescribed. Patient 1 died
from metastatic spread (62 months and 4 months after uveal melanoma diagnosis and eyelids metastases removal,
respectively) whereas patient 2 was still alive (14 months follow up).
Conclusions Eyelids metastases from uveal melanoma is an exceptional finding. Excisional biopsy and pathological
assessment are of main importance to confirm the diagnosis and to identify genetic mutations for further targeted therapies.
Currently, prognosis remains poor.

Melanoma located to the eyelids is usually the result of
local spread of conjunctival melanoma or primary skin
melanoma. Eyelid metastasis of melanoma is a very
uncommon condition mostly related to metastatic skin
melanoma [1].

Although uveal melanoma is a rare tumor, it represents
the most common primary intraocular malignancy in adults.
Despite the efficiency of local treatments on primary uveal
melanoma, about 15 and 25% of patients will develop
further metastases at 5 and 10 years, respectively [2]. Liver
is the most common metastatic site followed by lungs and

bones [3]. Uveal melanoma eyelid metastasis is an excep-
tional finding and less than 12 cases have been previously
reported.

We herein report clinical and histopathologic features of
two cases of eyelids metastases from uveal melanoma
diagnosed in a metachronous and synchronous fashion.

Case reports

Patient N°1

A 67-year-old man was diagnosed with choroidal mela-
noma of the left eye in 2011 (Fig. 1a). The patient under-
went conservative treatment with proton beam therapy (60
Gy) with favorable outcome. Clinical, biological, and
radiological follow-ups were unremarkable during 2 years.
In 2013, liver metastases were diagnosed and histologically
confirmed. Systemic work-up did not reveal other metas-
tases. Neither skin nor mucosal melanoma was found.
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Interferon immunotherapy was prescribed. In 2015, a left
intra-choroidal metastasis was found on fundus examination
(Fig. 1b) treated by laser photocoagulation. In 2016, the
patient developed multiple painless subcutaneous pig-
mented nodules on his face (Fig. 1c). Two of them involved
his upper eyelids (Fig. 1d) and were responsible of a
mechanical ptosis especially on the right side. Palpation
revealed firm and mobile lesions. Eversion of the right
upper eyelid showed a full thickness pigmented eyelid
mass. No bulbar conjunctival or scleral invasion was noted
bilaterally. Complete ophthalmological examination of the
right eye was unremarkable, whereas left fundus showed
two chorioretinal atrophic areas in the previously treated
choroidal melanoma. Orbital examination did not find any
mass, limitation of oculomotor muscles, or proptosis. No
regional lymph nodes were noted. Systemic work-up
revealed liver, cerebral. and multiple subcutaneous
metastases.

Palliative eyelid surgery was performed with excision of
the two nodules under local anesthesia.

Pathological analysis revealed a proliferation of spindle
and epithelioid cells were organized in sheets without back
to back loops. There was a moderate nuclear pleomorphism.
There was one mitose /10 HPF (1.8 mm2) and no necrosis

was noted. The tumor cells were also infiltrating the con-
junctival epithelium (Fig. 1e). The tumor cells were
expressing Melan A and there was loss of BAP 1 nuclear
expression (Fig. 1f).

The patient died from his metastatic spread 62 and
4 months after the diagnosis of uveal melanoma and eyelids
metastases removal, respectively.

Patient N°2

A 57-year-old male complained of painless right visual
impairment. Right visual acuity was reduced to 20/200.
Anterior slit lamp examination was unremarkable excepting
a right external upper eyelid nodule located in the tarsus
consistent with a tumor of unknown origin. Right fundus
revealed a posterior pole uveal melanoma (Fig. 2a).
Patient’s history indicated that a cerebral nodule was inci-
dentally diagnosed 3 months earlier in the course of a fol-
lowing a minor head injury. Systemic work-up
demonstrated additional liver and lung lesions without skin
and mucosal melanomas. One month after, the patient
presented with a right, firm, 7 × 7 mm, pigmented upper
eyelid nodule without conjunctival involvement and
madarosis (Fig. 2b). No ptosis, proptosis or extraocular

Fig. 1 a Left fundus
photography demonstrating a
large pigmented choroidal mass
of the posterior pole with orange
pigment over its surface and
serous retinal detachment
located between the optic nerve
and macula. b High field
retinophotography
demonstrating an intra-choroidal
metastasis inferonasal to the
previously treated choroidal
melanoma. c More than ten
black subcutaneous metastases
are noted on the patient’s face.
d Eyes closed. Note the bilateral
subcutaneous upper eyelids
metastases. e The eyelid and the
tarsal plate were infiltrated by a
mixed population of spindle and
small epithelioid cells with
moderate nuclear pleomorphism.
Magnification 126 × ; stain:
hematoxylin-eosin. f By
immunohistochemistry, there
was a loss of nuclear expression
of BAP1 (red arrows)
Magnification: 126 ×
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movement restriction was noted. Fellow eye examination
was unremarkable.

Excisional biopsy was performed under local anesthesia.
Pathological examination identified a proliferation of epi-
thelioid cells (Fig. 2c) without back to back loops. Nuclear
pleomorphism was moderate. There was one mitose /10
HPF (1.8 mm2) and no necrosis was noted. The tumor cells
were expressing Melan A and there was loss of BAP1
nuclear expression (Fig. 2d).

The patient underwent proton beam therapy. An anti-PD-1
immunotherapy was prescribed. Follow up at one year
revealed no eyelid recurrence, satisfactory regression of the
uveal melanoma without toxic syndrome, and systemic neo-
plastic spread control. While writing this article, the patient is
still alive with 14 months of follow up.

Discussion

Uveal melanoma is the most common primary intraocular
malignancy in adulthood [4]. Although conservative treat-
ments (proton beam therapy and brachytherapy) or non-
conservative treatments (enucleation) are very efficient
therapies for the local control of uveal melanoma, it is
estimated that 15–25% of patients will develop metastases
after 5 and 10 years follow up, respectively, [2] regardless
successful treatment of the primary tumor. Liver is the
most common metastatic site (95%) followed by lungs

(24%), bones (16%), and skin (11%) [3]. Other metastatic
locations have been described: eyelids [5], spine [6],
breast [7], and ovarian [8]. Hematogenous spread is
thought to be the underlying mechanism. Intra-choroidal
metastases, as described in our first case, has been pre-
viously published [9].

Metastatic risk factors have been identified, such as
greater tumor size, extra scleral invasion, epithelioid his-
tology, and greater mitotic number. New genetic prognostic
factors, such as monosomy 3, 8q gain, and loss of BAP1
nuclear expression have also been identified and seem to be
the strongest indicators of the metastatic spread risk
[10–12]. Recently, Shields et al. [13] demonstrated a rela-
tionship between uveal melanoma thickness and cytoge-
netic alterations.

In our context, the presence of intraocular pigmented
mass, the absence of other cutaneous or mucosal melanoma,
as well as the the loss of BAP1 nuclear expression were
consistent with eyelid metastatic extension of uveal mela-
noma. BAP1 mutations were identified in 84% of metastatic
uveal melanoma [14], and this event is thought to occur
later in tumor development.

Prognosis of metastatic uveal melanoma is generally
poor, between 5 and 7 months [15], especially if liver
involvement is present [16].

Eyelids metastases are a very rare condition. Their pre-
valence is around 0–1% [17–20] among all eyelids malig-
nancies. Mansour et al. [21] analyzed 31 eyelids metastases

Fig. 2 a Fundus photography
demonstrating a right melanoma
of the posterior pole. b Pigmented
external upper eyelid nodule
measuring 7 × 7mm
without ptosis or madarosis.
c Pathological findings: the
dermis is filled with sheets of
large and atypical epithelioid
cells. Scattered pigmented
melanophages can also be
observed. Magnification 126 × ;
stain: hematoxylin-eosin. d There
was a loss of BAP1 nuclear
expression by
immunohistochemistry (white
arrows). Positive nuclear
expression can be observed in
the overlaying epidermis (black
arrows) Magnification: 126 ×
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and found 35, 16, 10, and 10% of breast, skin, gastro-
intestinal, and urogenital cancers, respectively. Bianciotto
et al. [22] studied 20 eyelids metastases and found 20, 20,
15, and 15% of skin melanoma, uveal melanoma, breast
cancer, and conjunctival melanoma, respectively. Primary
cancer was unknown from 7 to 45% of cases [21–23].
Eyelids metastases can occur very quickly (2 weeks [21]) or
at distance (432 months [22]) of the primary cancer’s
diagnosis (mean: 62.3 months [22]). Eyelids metastases are
more often reported in women [21–23] reflecting the high
prevalence of breast carcinoma.

Bilateral involvement, as noted in our first case, is unu-
sual (0–10%) and very few case reports described involve-
ment of the four eyelids [24]. Solitary nodule, as presented
in both of our cases, is the most common finding (47–71%)
followed by diffuse edema (6–40%), flat lesions (0–15%),
ulcerative lesions (0–13%), ptosis (0–13%), and multiple
nodules (0 to 5%) [21–23]. Interestingly, Morgan et al. [25]
found that breast metastases tend to present as a diffuse
edema, whereas lung metastases tend to present as a solitary
nodule. The main location is the upper eyelid (35%) fol-
lowed by lower eyelid (30%), lateral canthus (15%), medial
canthus (10%), and multifocal (10%) [22]. Eighty five per-
cent of metastases develop subcutaneously, 10% involve
only the skin, and 5% both. The shape of the lesion is mainly
sessile (80%), pedunculated (5%), or diffuse (15%) [22].
The mass is firm in 95% and soft in 5% of cases. Madarosis
is not a common finding (only 35% of cases [22]) because of
the subcutaneous location of the metastases.

As clinical presentation is not specific, each suspicious
lesion should be biopsied, especially if cancer history is
known. Pathological assessment is of main importance. It
not only helps to identify the primary site of the cancer but
also allows to screen new genetic mutations for further
potential targeted therapies.

Prognosis is usually poor (76 and 67% survival at 6 and
12 months follow up, respectively) [22] because of general-
ized neoplastic spread even if no other locations have been
diagnosed. Other visceral metastases are present between 73
[23] and 95% of cases [22] as presented in our two cases.

The primary goal of treatment of eyelids metastases is to
maximize the quality of life and the visual field if ptosis is
noted. Local treatment depends on the patient’s general
health status, life expectancy, functional impairment, type
(solitary nodule, diffuse edema, and etc) and size of the
metastases, and the side effects of the treatment. In the cases
presented herein, a palliative excision of the metastases was
performed under local anesthesia with good functional
result. Bianciotto et al. [22] performed surgical metastasis
removal (30%), radiotherapy (35%), systemic therapy
(chemotherapies) (20%), and observation alone (15%).

Conclusion

Eyelids metastases from uveal melanoma are a very rare
condition. Performing their resection provides an improving
of the patient’s quality of life, confirmation of the diagnosis,
and identification of new genetic mutations. Prognosis is
generally poor because of systemic neoplastic spread.
Currently, systemic treatment of metastatic uveal melanoma
is disappointing but the emergence of new targeted thera-
pies is promising.

Study Highlights

What was known before

● Eyelid metastasis from uveal melanoma is an excep-
tional finding.

What this study adds

● Clinical, pathological and outcome of two metastatic
patients.
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