Rom J Morphol Embryol 2017, 58(4):1461–1464

RJME

CASE REPORT

Romanian Journal of
Morphology & Embryology
http://www.rjme.ro/

Caruncular late-onset junctional nevus: apropos
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Abstract

Conjunctival nevi are benign tumors, most often located at the nasal or temporal limbus, and rarely in the fornix or tarsus. The vast majority
of caruncular tumors are benign and only few are malignant. Most of the caruncular tumors (either benign or malignant) are nevi. We report
a case of a 75-year-old female patient presenting caruncular atypical late-onset junctional nevus that clinically arose malignancy suspicion.
Ophthalmologic macroscopic examination and slit lamp examination of the right eye were performed. Further blood tests were performed.
Carunclectomy was performed two days after admission to hospital. Microscopy revealed the junctional localization, diffuse proliferation of
the nevocytes. Immunoreactions with S100 and human melanoma black 45 (HMB45) antibodies were performed. Differential diagnosis
of these lesions represents a great challenge. The greatest challenge represents the differential diagnosis between a benign tumor and a
malignant life-threatening one, the malignant melanoma, especially with unusual presentation. The presence of a late-onset caruncular
tumor with uncertain evolution requires excision biopsy to determine the diagnosis and to establish the best management.
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 Introduction
The caruncle is a modified cutaneous tissue located at
the inner canthus of the eye, containing sebaceous glands,
accessory lacrimal glands, hair follicles, lobules of fat,
and sweat glands [1, 2]. The vast majority of caruncular
tumors are benign and only few are malignant [2]. Clinical
onset and histological findings are not necessarily correlated, thus excision is mandatory whenever malignancy
is suspected. Most of the caruncular tumors (either benign
or malignant) are nevi [2].
The differential diagnosis between benign and malignant
lesions of the caruncula is crucial, especially when the
lesion is encountered in childhood. Amelanotic caruncular
lesions can easily pass as clinically benign in children,
whilst on histopathological analysis the lesion can be
a melanoma in association with melanocytic nevus [3].
Sometimes, the differential diagnosis is so difficult to
establish that requires immunohistochemistry tests. S100
antigen is a large-scale used antigen, which is very sensitive
for early melanocytic neoplasms, though not specific [4–7].
Human melanoma black 45 (HMB45) is a melanocyte
lineage-specific differentiation marker that is negative
or only focal positive in desmoplastic melanoma, while
S100 is diffusely positive in the great majority of the
neoplasms [8].
The caruncular junctional nevi are benign tumors,
with onset in adolescence and a particular histological
structure. We report a case presenting caruncular atypical
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late-onset junctional nevus that clinically arose malignancy
suspicion.
 Case presentation
A 75-year-old female patient presented in September
2015, in the Clinic of Ophthalmology, Emergency
Municipal Hospital, Timişoara, Romania, accusing the
appearance of a tumor in the medial cantus at the caruncula
of the right eye (RE). The patient noticed the tumor about
one year before presentation. She related that within this
time the tumor presented slow volume growth and also
slight changes in pigmentation. Anamnesis revealed no
history of primary acquired melanosis (PAM), congenital
nevus or of melanoma.
Ophthalmologic macroscopic examination and slit
lamp examination of the right eye were performed and
revealed a caruncular convex oval formation of 4/3 mm
in size with uneven surface, red salmon colored, well
vascularized, with large base, presenting patchy pigmentation (Figure 1). The rest of the anterior segment and the
ocular fundus were normal as well as the visual acuity
and the visual field. Regarding the fellow eye, we have
not noticed any pathological findings, no pigmentary
changes of the eyeball or of the ocular adnexa. General
physical examination was also performed, but did not
reveal any signs of related conditions such as nevi, PAM,
or melanoma. Regional lymph nodes were also examined
but were clinically normal.
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Further blood tests were performed: hemoleucogram,
blood glucose, liver and kidney specific tests, urinary
summary examination, inflammation tests, coagulation
tests, serum S100 protein – no significant modifications.
Ocular ultrasonography of the right eye was also performed
but detected no pathological findings.
The clinical diagnosis was RE nevus of the caruncula.
Changes in pigmentation, volume growth and the
late onset imposed the right carunclectomy, which was
performed two days after admission to hospital. The
excised tumor was placed in a container with formaldehyde
solution and sent to the Laboratory of Pathological
Anatomy, where it was fixed in a paraffin block. Several
sections were cut and stained with Hematoxylin–Eosin
(HE). Microscopy revealed the junctional localization,
diffuse proliferation of the nevocytes, with nests-like
arrangement (Figure 2).
Immunoreactions with S100 and HMB45 antibodies
were performed. S100 (polyclonal, 1:4000, Dako) was
considered positive for nuclear staining alone or in combination with cytoplasmic staining, whereas cytoplasmic
staining alone was considered negative HMB45 (1:50,

Dako) was considered positive for cytoplasmic staining
alone. Staining for both markers was reported in the
following categories: strongly positive – moderate to
intense staining of at least 20% of lesional cells; weakly
positive – faint, moderate, or intense staining of more than
5% but less than 20% of lesional cells; and negative –
faint or moderate staining of less 5% to no staining of
lesional cells. Immunoreactions for S100 protein consisted
of isolated positive cells at nucleus and/or cytoplasm with
faint to moderate staining summing less than 5% of the
lesional cells (Figure 3); we consider our case negative for
S100. Regarding HMB45, immunoreactions consisted of
intense staining of more than 20% of lesional cells (Figure 4);
we consider our case strongly positive for HMB45.
The histological diagnosis was RE junctional nevus of
the caruncula. The histological diagnosis was supported
by immunoreactions with S100 and HMB45, which stressed
the benign nature of this proliferation. In our case, the
clinical and the histological diagnosis were strongly
correlated.
Scar surveillance every six months for two years
revealed no significant changes.

Figure 1 – Caruncular junctional nevus. The oval
shape, the uneven surface, and the red salmon color
can be observed.

Figure 2 – Diffuse proliferation, with nests-like arrangement of the cells, near the covering epithelium (HE
staining, ×400).

Figure 3 – Immunoreaction for S100 protein. Positive
isolated cells at cytoplasmic and nuclear level (Anti-S100
antibody immunostaining, ×400).

Figure 4 – Intense positive immunoreaction, of diffuse
type, in all proliferative cells (Anti-HMB45 antibody
immunostaining, ×400).
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 Discussion
The different types of tissues from the caruncular
structure can give rise to a wide variety of lesions most
of them benign, but the variety of lesions that affect the
caruncle make the clinical diagnosis difficult. The caruncle
lesions usually show inconsistency between clinical and
histopathological diagnosis, ranging between 40 and 50%
[9–11]. The lesions of the caruncle represent 3–4% of
all lesions of the biopsied conjunctiva; of these, 43% are
nevi, from which 2–3% have a junctional structure [12,
13].
In caruncular lesions, the clinical diagnosis is difficult
because tumors at this site are quite rare and diverse [12].
The most frequent benign lesion is the nevus, followed by
papilloma and cyst. Premalignant lesions are dominated
by PAM, while most frequent malignant conditions are
basal cell carcinoma, lymphoma and malignant melanoma
[12].
Differential diagnosis of these lesions represents a
great challenge. In some cases, only the clinical aspect
itself cannot differentiate between these lesions and biopsy
is required. As we earlier stated, clinical and histological
diagnosis are not always correlated. Regarding our patient,
due to the late onset, volume growth and pigmentation
changes, we had to differentiate the lesion from several
other conditions. The clinical aspect (uneven surface,
red salmon color) can easily eliminate the cyst, which is
round oval, with even surface and soft consistency. The
uneven surface represents one of the similarities between
our tumor and a papilloma, but the large base, changes in
pigmentation and well vascularization are not characteristic
for papillomas. Usually, papillomas have small bases,
rather poor vascularization and constant brown color.
Late onset, large base, well vascularization and uneven
surface can also represent characteristics of a nodular basal
cell carcinoma [14], fact that increases the difficulty of
the clinical differential diagnosis. Histology makes the
final call in this situation: basaloid cells nests of various
sizes, with a peripheral palisade disposition of the
epithelial cells at the edges of the tumor characterize
the nodular basal cell carcinoma [14], whilst in our case
we have noticed diffuse proliferation of the nevocytes,
with nests-like arrangement. A slow growing, salmon
colored tumor at the caruncula represent clinical features
of a lymphoma [12], but the lesion histologically consists
of packed lymphoid cells with a mucosa-associated
lymphoid tissue [12] instead of nevocytes proliferation
with nest-like arrangement, as given in our case.
The greatest challenge represents the differential
diagnosis between a benign tumor and a malignant lifethreatening one, the malignant melanoma, especially with
unusual presentation. Desmoplastic melanoma, first recognized in 1971 [8, 15], occurs typically in the elderly and
it is clinically pigmented in only half of the cases [8,
16]. When pigmentation is present, the clinical sign of
differentiation is cutaneous or mucosal pigmentation
overlying a palpable nodule in the dermis or submucosa.
Otherwise, histology shows spindled-morphology invasive
tumor cells, associated with striking desmoplastic stromal
response [8], which is not the aspect of our case. Moreover,
S100 and HMB45 immunostainings have different patterns
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in desmoplastic melanoma (negative or focally positive
for HMB45 [17, 18] and diffusely positive for S100 [8]),
comparing to our junctional nevus (strongly positive for
HMB45 and negative for S100). The duty of differentiating between nevus and melanoma has never been easy
challenge for pathologists, diagnosis errors in both ways
can occur: overdiagnosis of melanoma when the tumor
is actually a nevus leads to excessive surgery, whilst
misdiagnosis as nevus when the lesion is an invasive
melanoma has terrible consequences for a young patient,
in most cases [4].
The junctional nevi are common at younger ages,
while the compound, the subepithelial, and the blue nevi
are more prevalent in the older age groups [19]. This
distribution is consistent with the hypothesis that the
entities in question represent different stages in the
maturation and proliferation of melanocytes, namely:
junctional activity in the early stages and subsequent
extension to the substantia propria in the late stages. The
late-onset junctional nevus represents, in this context,
a clinical particularity.
 Conclusions
The rarity and variety of the caruncular lesions can
cause diagnostic difficulties. The presence of a late-onset
caruncular tumor with uncertain evolution requires excision
biopsy to determine the diagnosis and to establish the best
management.
Conflict of interests
The authors declare that they have no conflict of
interests.
References
[1] Spencer WH, Folberg R. Conjunctiva. In: Spencer WH (ed).
th
Ophthalmic pathology. An atlas and textbook. 4 edition,
vol. I, W.B. Saunders, Philadelphia, 1996, 125–155.
[2] Kaeser PF, Uffer S, Zografos L, Hamédani M. Tumors of the
caruncle: a clinicopathologic correlation. Am J Ophthalmol,
2006, 142(3):448–455.
[3] Walters AR, Keck KM, Simmons O, Williams SG, Cross S,
Patel RM. Malignant melanoma presenting as amelanotic
caruncular lesion in a child. J AAPOS, 2017, 21(6):501–503.
[4] Ribé A, McNutt NS. S100A6 protein expression is different in
Spitz nevi and melanomas. Mod Pathol, 2003, 16(5):505–511.
[5] Cochran AJ, Wen DR, Herschman HR, Gaynor RB. Detection
of S-100 protein as an aid to the identification of melanocytic
tumors. Int J Cancer, 1982, 30(3):295–297.
[6] Nakajima T, Watanabe S, Sato Y, Kameya T, Shimosato Y,
Ishihara K. Immunohistochemical demonstration of S100
protein in malignant melanoma and pigmented nevus, and its
diagnostic application. Cancer, 1982, 50(5):912–918.
[7] Gaynor R, Herschman HR, Irie R, Jones P, Morton D,
Cochran A. S100 protein: a marker for human malignant
melanomas? Lancet, 1981, 1(8225):869–871.
[8] Magro CM, Crowson AN, Mihm MC. Unusual variants of
malignant melanoma. Mod Pathol, 2006, 19(Suppl 2):S41–
S70.
[9] Solari HP, Ventura MP, Orellana ME, Novais GA, Cheema DP,
Burnier MN Jr. Histopathological study of lesions of the
caruncle: a 15-year single center review. Diagn Pathol, 2009,
4:29.
[10] Shields CL, Shields JA, White D, Augsburger JJ. Types and
frequency of lesions of the caruncle. Am J Ophthalmol, 1986,
102(6):771–778.
[11] Santos A, Gómez-Leal A. Lesion of the lacrimal caruncle:
clinicopathologic features. Ophthalmology, 1994, 101(5):943–
949.

1464

Ovidiu Boruga et al.

[12] Østergaard J, Prause JU, Heegaard S. Caruncular lesions in
Denmark 1978–2002: a histopathological study with correlation to clinical referral diagnosis. Acta Ophthalmol Scand,
2006, 84(1):130–136.
[13] Shields CL, Fasiuddin AF, Mashayekhi A, Shields JA.
Conjunctival nevi: clinical features and natural course in 410
consecutive patients. Arch Ophthalmol, 2004, 122(2):167–
175.
[14] Bălăşoiu AT, Mănescu MR, Bălăşoiu M, Avrămoiu I, Pirici I,
Burcea M, Mogoantă L, Mocanu CL. Histological and immunohistochemical study of the eyelid basal cell carcinomas. Rom
J Morphol Embryol, 2015, 56(2 Suppl):803–810.
[15] Sundram U, Harvell JD, Rouse RV, Natkunam Y. Expression
of the B-cell proliferation marker MUM1 by melanocytic lesions

[16]
[17]
[18]
[19]

and comparison with S100, gp100 (HMB45), and MelanA. Mod
Pathol, 2003, 16(8):802–810.
Wick MR. Immunohistologic features of melanocytic neoplasms.
st
In: Dabbs DJ (ed). Diagnostic immunohistochemistry. 1
edition, Churchill Livingstone, New York, 2002, 150.
Conley J, Lattes R, Orr W. Desmoplastic malignant melanoma
(a rare variant of spindle cell melanoma). Cancer, 1971, 28(4):
914–936.
Wharton JM, Carlson JA, Mihm MC Jr. Desmoplastic malignant
melanoma: diagnosis of early clinical lesions. Hum Pathol,
1999, 30(5):537–542.
Westhafer J, Gildea J, Klepeiss S, Clarke L, Helm K. Age
distribution of biopsied junctional nevi. J Am Acad Dermatol,
2007, 56(5):825–827.

Corresponding authors
Gheorghe Iovănescu, MD, PhD, Department of ENT, “Victor Babeş” University of Medicine and Pharmacy, 2 Eftimie
Murgu Square, 300041 Timişoara, Romania; Phone +40744–206 855, e-mail: giovanescu@gmail.com
Andrei-Theodor Bălăşoiu, MD, PhD, Department of Ophthalmology, University of Medicine and Pharmacy of Craiova,
2 Petru Rareş Street, 200349 Craiova, Romania; Phone +40722–467 637, e-mail: andrei_theo@yahoo.com

Received: May 19, 2017
Accepted: February 21, 2018

