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Introduction
 Conjunctival Melanoma (CM), a malignancy derived from mela-
nocytes located in the basal layer of the conjunctival epithelium, is 
the second most frequent lesion of the conjunctiva, after squamous 
cell carcinoma. It corresponds to nearly 2% of ocular melanomas and 
less than 1% of all malignant tumors of the eye, being responsible 
for 5-7% of all primary ocular melanomas [1-3]. Recently, there has 
been a significant increment in the incidence of CM in men, remai-
ning unaltered in women [4,5].

 The prognostic factors known for CM include distinct tumor sites, 
such as non-bulbar conjunctiva (tarsal or fornix conjunctiva and ca-
runcle), increase in tumor width, local tumor recurrence, high mitotic 
rate, epithelioid histiocytes, multifocal tumors, myxoid cells, depth of 
> 4 mm, scleral extension, advanced staging of lymph node metasta-
sis, and incomplete surgical excision [6-9]. Therefore, Immune Histo 
Chemical (IHC) analyses may significantly assist in the differential 
diagnosis.

Case Report
 An 84-year-old male patient, complaining of an expansive mass 
in right eye occupying the orbit and ipsilateral amaurosis. A non-con-
trast computed tomography of orbits identified an expansive lesion 
in right eyelid spontaneously hyperdense, heterogeneous, with no 
well defined cleavage plane in relation to the bulbus oculi, measu-
ring 3.4x3.0x1.7 cm (9 cm3) and presenting a depression in its ante-
roinferior aspect, possibly representing an area of ulceration; optic 
nerve-sheath complex with contour and thickness both preserved; 
intraconal and extraconal compartments preserved bilaterally; left 
lacrimal gland topic and with normal dimensions; skeletal structure 
intact.

 A potentially malignant lesion was suspected, hence the indication 
for right orbital exenteration with a transtarsal access to the orbital 
cavity, associated with a skin graft from abdominal region.

 The anatomopathological macroscopic analysis of the surgical 
specimen evinced the following: Content of right orbit exenteration 
composed of bulbus oculi and eyelid; bulbus oculi measuring 2.3x2.3 
cm of length, exhibiting a white sclera, a segment of optic nerve 
measuring 0.5x0.3 cm posteriorly, and a darkly pigmented tumor 
(4.5x3.5x2.5 cm) that expands through the anterior aspect of the bul-
bus oculi, compromising the eyelid; cross sections showed a darkly 
pigmented tumor that does not invade the cavity of the bulbus oculi. 
The H.E technique demonstrated the presence of atypical cells rich 
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Abstract

We describe the case of a 84-year-old male with hyperdensitive 
and heterogeneous expansive lesion on the right eyelid suggestive 

of Conjunctival Melanoma (CM). They performed orbital exentera-
tion with graft of the abdominal wall in the orbital cavity. Surgical 
specimen analysis with S100, HMB-45 and Melan A positive showed 
a CM with invasion of the right eyelid, intact optic nerve, clean surgi-
cal margins and absence of angiolymphatic invasion.
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in melanocytic pigment ascending through the epithelium in several 
sites of conjunctiva, compatible with malignant melanoma, associa-
ted with inflammatory infiltrate and central zone of neoplasm exhi-
biting enlarged epithelioid and fusiform atypical cells with abundant 
cytoplasm containing melanocytic granules and oval nuclei (Figure 
1). IHC was positive for the biomarkers: protein S100, HMB-45 and 
Melan A (MART-1) (Figures 2, 3 and 4).

 Confirming CM of right bulbar of 4.5x3.5x2.5 cm; with tumor ex-
tension to conjunctival right eyelid; clear ocular cavity, optic nerve, 
and surgical margins; and absence of angiolymphatic invasion. The 
pathological staging was defined as pT3Nx. 

Discussion
 Melanomas present a diverse group of cytomorphological and 
histopathological characteristics as well for instance fusiform cells, 
small cells, clear cells, signet ring cells, and many other cellular types 
[10].

Protein S100

 Analysis of protein S100’s sensitivity for melanoma evidenced its 
noticeably expressive value and its expression in melanoma is con-
siderably high (93-100%) [10]. Due to the fact that its specificity is 
relatively low for melanoma, the more appropriate propedeutic inve-
stigation of melanoma should include a variety of markers (beyond 
S100) whose positivity would increase the significance of the results. 
Such markers are HMB-45, Melan A, and tyrosinase. The specimen 
of the patient in the case being reported was positive for protein S100 
(Figure 2). Due to this marker’s high sensitivity, its positivity in the 
sample corroborates the diagnosis of CM, in spite of requiring other 
markers to increase specimen’s specificity.

Figure 1: Neoplasm central zone exhibiting enlarged epithelioid and fusiform atyp-
ical cells with abundant cytoplasm containing melanocytic granules and oval nuclei 
widened in size with prominent nuclear membrane and evident peripheral chromatin 
and eosinophilic macronuclei (HE-400x).

Figure 2: Immunohistochemistry demonstrating positivity for the protein S 100 
marker.

Figure 3: Immunohistochemistry demonstrating positivity for the HMB-45 marker.

Figure 4: Immunohistochemistry demonstrating positivity for marker Melan A.
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HMB-45

 The marker known as HMB-45 plays an important role in the de-
tection of melanocytic micrometastasis [10]. The percentage of posi-
tivity of HMB-45 for melanoma varied from 73% to 100% in case of 
primary melanomas and from 58% to 95% in metastatic ones [10]. 
The current data indicate that tumors whose origin is defined as me-
senchymal, epithelial, lymphoid, or glial are classified as negative for 
HMB-45 [10].

 HMB-45 is therefore very useful and specific for melanocytic tu-
mors, although its sensitivity for melanoma – approximately 70-90% 
is less than the one of S100. The specimen of the patient in the case 
being reported was positive for HMB-45 (Figure 3). The concomitant 
positivity of S100 and HMB-45 increase the specificity of the diagno-
sis of melanoma, for the marker HMB-45 has high specificity and low 
sensitivity. 

Melan A (MART-1)

 Melan A, designated as MART-1, is an antigen of the melanocytic 
line, being exclusively expressed in melanocytes of the skin and re-
tina [10]. IHC analysis revealed Melan A’s positivity in 100% of ca-
ses related to intradermal, junctional, dysplastic, and capsular nevi 
of lymph nodes, being highly expressed in melanomas (primary or 
metastatic) [10]. Expression of this antigen varied between 85%-97% 
in case of primary melanomas and 57%-92% in metastatic ones [10].

 In face of being highly sensitive for melanoma, the latter is clas-
sified as a useful marker for detecting sites of nodal micrometastases. 
Melan A marker is both highly useful and sensitive (85 to 97%) in 
terms of primary tumors, being its sensitivity 57-92% for melanoma 
with metastasis, and a specificity of 95 to 100%. In contrast to S100, 
Melan A is not expressed in dendritic cells of lymph nodes. The spe-
cimen of the patient in the above case was positive for Melan A (Table 
1 and Figure 4). Although Melan A is useful for the detection of nodal 
micrometastases and considering that the patient of the case discussed 
presented a positive specimen for the marker, there were no notable 
signs of metastasis in the ocular cavity, optic nerve, and surgical mar-
gins, and angiolymphatic invasion was absent [10]. The concomitant 
positivity for markers S100, HMB-45, and MART-1 more firmly cor-
roborates the diagnosis of CM.

Conclusion
 Despite the discovery of new techniques for screening and dia-
gnosis, CM is yet a rare tumor and presents aggressive characteristics 
prone to high metastatic potential and mortality. The serial screening 
of atypical nevi in an early stage is the most effective method of de-
tecting clinical alterations suggestive of malignancy. 
  

Methodology

 Our literature review used articles surveyed in PubMed (NCBI) 
from 1976 to 2018 using the keywords: Immunohistochemistry; 
conjunctival melanoma; Protein S100; HMB-45; Melan A (MART-
1). For the literature review, the main scientific papers were selected. 
After the analysis of the main studies, we collected the main histolo-
gical findings of the markers, sensitivity and specificity of each mar-
ker and their clinical and pathological characteristics.
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Biomarkers Result

Protein S100 Positive

HMB-45 Positive

Melan A (MART-1) Positive

Table 1: IHC biomarkers stained in the conjunctival melanoma.
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