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 Introduction 

 Pigmented melanocytic lesions occur-
ring on the nipple may represent a diag-
nostic clinical challenge. In some cases, 
the differential diagnosis between mela-
nocytic nevus, nevoid hyperkeratosis of 
the nipple, reactive hyperkeratosis, mela-
nosis of the areola, melanoma and pig-
mented Paget’s disease on clinical grounds 
alone is difficult  [1–4] . Dermoscopy and
in vivo reflectance confocal microscopy 
(RCM) may improve diagnostic accuracy, 
but to date only few case reports concern-
ing dermoscopy and RCM features of 
these entities occurring on the nipple have 
been reported  [5] . We report a case of con-
genital nevus of the nipple that was dif-
ficult to diagnose despite the use of both 
dermoscopy and RCM, and histopatho-
logical examination was needed to exclude 
a melanoma.

  Case Report 

 A 26-year-old male presented with a
4 mm diameter, asymmetric, irregularly 
pigmented and bordered, brown maculo-
papular lesion on the right nipple present 
since childhood. The patient reported en-
largement of the lesion within the last 3 
months. There was no history of trauma, 
drug intake, jogging or cycling. The fam-
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 Abstract 

 We report a 26-year-old male with a 4 mm 
diameter, asymmetric, irregularly pigment-
ed and bordered, brown maculopapular le-
sion on the right nipple present since child-
hood with enlargement of the lesion within 
the last 3 months. Dermoscopy revealed a 
global globular pattern with the presence of 
focally light brown globules and irregular 
black globules in its centre. In vivo reflec-
tance confocal microscopy (RCM) revealed 
dense junctional and dermal melanocytic 
nests of different sizes and shapes that ap-
peared as sharply demarcated round to oval 
reflective structures; cellular outlines of sin-
gle melanocytes were not always detected. 
In the centre of the lesion within the upper 
dermis, irregularly shaped, homogeneously 
reflecting structures were observed. As a 
clear differentiation between clusters of 
melanophages and melanocytic nests could 
not be made with certainty, an excisional bi-
opsy was performed to establish the diag-
nosis of compound nevus with features of 
congenital nevus. Therefore, to prove that 
dermoscopic globules correlated with mela-
nophages, the correlation between dermo-
scopic RCM and histopathology was neces-
sary.  Copyright © 2010 S. Karger AG, Basel 
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ily history was positive as the mother has 
had a melanoma. Dermoscopy revealed an 
asymmetrically pigmented lesion with a 
global globular pattern with the presence 
of focally light brown globules and irregu-
lar black globules in its centre ( fig.  1 a). 
RCM revealed dense junctional and der-
mal melanocytic nests of different sizes 
and shapes. Melanocytic nests appeared as 
sharply demarcated round to oval reflec-
tive structures; cellular outlines of single 
melanocytes were not always detected 
( fig. 1 b). Additionally, the honeycomb pat-
tern at the superficial layer was regular but 
at the basal layer it was slightly irregular. 
Pagetoid spreading of atypical melano-
cytes was not seen. In the centre of the le-
sion within the upper dermis, there were 
single melanophages, which appeared as 
large, bright, non-nucleated cells with ill-
defined borders as well as clusters of mela-
nophages, which presented as irregularly 
shaped, homogeneously reflecting struc-
tures ( fig. 1 c). However, in the present case, 
which displayed multiple aggregates of 
melanophages together with melanocytic 
nests, a clear differentiation could not be 
made with certainty.

  The lesion was excised because of the 
positive family history of melanoma, the 
recent reported changes and the suspi-
cious dermoscopic findings. Histology 
disclosed a symmetric melanocytic pro-
liferation of small monomorphous cells 
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involving the upper and mid dermis with 
also peri-adnexal and perivascular distri-
bution ( fig. 1 d). Few small regular nests
of melanocytes at the dermo-epidermal 
junction were observed. In the centre of 
the lesion, large oval black pigmented 
cells with a granular cytoplasm and ag-
gregated in small clusters were present
in the papillary dermis. The immuno-
staining of these cells with KP-1, PGM-
1 and lysozyme (Dakopatts, Glostrup, 
Denmark) was positive for melanophages 
( fig. 2 ). The diagnosis of compound nevus 

with features of congenital nevus and 
with focal collection of melanophages in 
the dermis was made.

  Discussion 

 Histopathology confirmed that the ir-
regular black globules observed in der-
moscopy in the centre of the lesion and the 
aggregation of bright bizarre cells seen 
within the papillary dermis in RCM cor-
related with melanophages. Black globules 

seen in dermoscopy may correspond to fo-
cal collection of melanocytes/melanin at 
various levels of the epidermis, the dermo-
epidermal junction and/or the papillary 
dermis  [6] . The presence of irregular black 
globules in dermoscopy might be a pitfall 
in the diagnosis of melanoma. Although 
RCM in our case did help to define the na-
ture of dermoscopic irregular black glob-
ules as they correlated with melanophages, 
the differentiation between clusters of 
melanophages and melanocytic nests was 
not certain. The histopathology was nec-

a b

c d

  Fig. 1.   a  Asymmetrically pigmented lesion with a global globular 
pattern with focally light brown globules and irregular black 
 globules in the centre. DermLite Photo, 3Gen, LLC; Nikon 4500. 
Original magnification  ! 10.  b  In vivo RCM: junctional and der-
mal melanocytic nests (arrows). VivaScope 1000. Apparent mag-
nification  ! 20; size of the image 350  !  470  � m.  c  RCM: melano-
phages as bright cells with a granular cytoplasm and ill-defined 

borders (arrows) in the papillary dermis. VivaScope 1000. Appar-
ent magnification  ! 20; size of the image 350  !  470  � m.  d  Sym-
metric melanocytic proliferation of small monomorphous cells 
involving the upper and mid dermis with also peri-adnexal and 
perivascular distribution. Hematoxylin-eosin staining. Original 
magnification  ! 20. 
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essary to confirm it. The final diagnosis of 
congenital nevus was therefore done by 
histopathology.

  Melanophages in the dermis might be 
single or aggregated in clusters: in the first 
case they appear in dermoscopy as multi-
ple small dots (‘peppering’), in the second 
case as black-brown globules  [6] . With 
RCM melanophages appear as oval or stel-
late bright cells with a granular cytoplasm 
and ill-defined borders in the papillary 
dermis  [7] . Moreover, RCM has an intrin-
sic limitation in depth at 200–300  � m and 
therefore the deepest component of the le-
sion cannot be visible with this technique.

  The differential diagnosis of pigment-
ed lesions of the nipple includes melano-

a b

c d

cytic nevus, nevoid hyperkeratosis of the 
nipple, reactive hyperkeratosis, melanosis 
of the areola, melanoma and pigmented 
Paget’s disease  [1–4, 8] . Dermoscopy and 
RCM have been described only in few of 
these conditions. Melanosis of the areola 
and nipple is characterized on dermosco-
py by a cobblestone pattern combined with 
hyperpigmentation  [2] . Pigmented Paget’s 
disease shows on dermoscopy a non-spe-
cific pattern with a pigmented area that is 
characterized by light brown diffuse pig-
mentation with irregular black dots and 
small grey-blue structures and a whitish-
pink area that shows irregular linear ves-
sels resembling an area of regression  [3] . 
An RCM of pigmented Paget’s disease 

shows large, round, atypical cells with re-
flective cytoplasm and dark nuclei ar-
ranged in pagetoid fashion and intermin-
gled with bright, reflective particles within 
the superficial layers, large cells with long 
dendritic branches within the stratum 
corneum and papillae without distinct 
edges  [3] .

  Dermoscopy and RCM of pigmented 
lesions of the nipple have not been clearly 
described yet, and therefore histological 
examination in all suspicious lesions is 
recommended. Further dermoscopic and 
RCM studies of this specific site are need-
ed in order to describe the patterns of dif-
ferent pigmented lesions.
 

  Fig. 2.   a  In the centre of the lesions, large oval black pigmented 
cells aggregated in small clusters are present in the papillary der-
mis. Hematoxylin-eosin staining. Original magnification  ! 100. 

 b  Positive staining for KP-1. Original magnification  ! 100.  c  Pos-
itive staining for PGM-1. Original magnification  ! 100.  d  Positive 
staining for lysozyme. Original magnification  ! 100. 
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