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INTRODUCTION

Nevoid melanoma (NeM) is deemed to be one of
the most difficult melanomas to diagnose as it mimics
a benign nevus clinically and histologically.' There is
no evidence to suppose at this time that it represents
any more than a morphologic subtype without any
special prognostic significance.” Nevertheless, as
NeM can be confused clinically and even patholog-
ically for a nevus, there may be a delay in diagnosis,
which can lead to a worse prognosis.”’ In vivo
reflectance confocal microscopy (RCM) is a nonin-
vasive, high-resolution skin-imaging device, which
has become an important tool in the diagnosis of
malignant melanoma (MM),” but it has some pitfalls.”

Few data on the use of RCM in NeM cases have been

published. Herein, we describe RCM findings in 4
NeM cases and their clinical and dermoscopic

features.

CASE SERIES
Case 1

An 82-year-old man was referred for evaluation of
a pigmented lesion on the upper portion of the back.

On cutaneous examination, a well-demarcated

light-to-dark brown, 12-mm lesion was observed.
Dermoscopy revealed a slightly asymmetric lesion

with a typical reticular pattern in the periphery and a

hyperpigmented blotch in the center, with a small
blue-gray area (Fig 1). RCM was performed,
revealing dendritic and round cells in a pagetoid
spread, disrupting the honeycomb pattern in the
epidermal spinous-granular layers (Fig 2) and non-
edged papillae with many atypical refractile cells in

Abbreviations used:

MM:  malignant melanoma
NeM: nevoid melanoma
RCM: reflectance confocal microscopy

the epidermal ridges. Dense nests were observed in
most areas of the papillary dermis. Suspecting a
melanoma developing in a nevus, the lesion was
excised. Histopathology revealed a 0.69 mm-thick
NeM. On scanning magnification, the lesion ap-
peared with both junctional and dermal medium-
large nests. At a higher magnification, these nests
were composed of moderately discohesive atypical
cells, and a prominent pagetoid spread was
observed.

Case 2

A 53-year-old man with more than 50 nevi was
referred for evaluation. On general examination a
brownish-pink, well-demarcated, soft and slightly
raised, 16-mm lesion was identified on the patient’s
right flank. Dermoscopy revealed an asymmetric
lesion with typical homogenous-reticular pattern
areas and atypical irregular globules (Fig 1). The
RCM showed nonedged papillae and severe atypical
junctional thickenings at the dermo-epidermal junc-
tion. Moderate numbers of dendritic cells in the
upper layers of the epidermis were also observed. As
observed in the previous case, typical dense nests
were also seen in the papillary dermis.
Histopathology confirmed the diagnosis of a 1.17
mm-thick NeM.
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Fig 1. Cases 1 and 2. A, Clinical picture of case 1. B, Dermoscopy image of case 1 showing a
typical reticular pattern at the periphery (asterisks) and a small blue-gray area (arrowhead)
next to a hyperpigmented blotch. C, Clinical picture of case 2. D, Dermoscopy image of case 2,
revealing an asymmetric lesion with atypical irregular globules (arrowbeads).

Case 3

A 69-year-old man was referred for a periodic skin
examination. A suspicious pigmented lesion was
noticed on his back. Clinically, the lesion was a
7-mm, homogenous, light-brown, flat lesion.
Dermoscopically, the lesion was asymmetric and
characterized by a prevalent globular pattern with
pigmented globules varying in size and color (Fig 3).
The RCM revealed the presence of large, compact
nests filling up the interpapillary spaces while dis-
torting and enlarging them. On close examination,
the nests were irregular in shape and size with
slightly irregular reflectance (Fig 4). Integrating all
the findings, a diagnosis of melanoma was made,
and the lesion was excised. Histopathology revealed
a 0.67 mm-thick NeM. Unlike the previous cases,
no pagetoid spread or junctional component was
observed.

Case 4

A 79-year-old man presented to the clinic with
actinic keratosis in the face. On examination, a
brownish, well-demarcated, flat, 6-mm lesion was

identified on the patient’'s abdomen. Dermoscopic
examination of the brown macule revealed a sym-
metric lesion with a homogeneous-reticular pattern
but with a hyperpigmented blotch and irregularly
distributed atypical globules (Fig 3). The RCM
showed nests irregular in shape and size with slightly
irregular  reflectance and cytologic atypia.
Histopathologic examination revealed a 0.48 mm-
thick NeM. No pagetoid spread or junctional compo-
nent was observed histologically or by RCM.

DISCUSSION

NeMs are a rare morphological variant of MM,
representing <1% of all melanomas.” The significance
lies in the stage at the time of the diagnosis, with a
mean Breslow thickness of >2 mm in most series.”"
Clinically, a NeM is described as a brown nodule or
papule with or without a papilomatous surface
located on the trunk or the proximal limbs; macular
variants have been described.” Dermoscopically,
most NeMs have a nevus-like pattern, but with
irregular globules/dots and atypical vascular struc-
tures.” Irregular globules were a constant feature in
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Fig 2. Cytological atypia and pagetoid spread in the epidermis in case 1. A, Reflectance

confocal microcopy mosaic (2 X 1 mm) revealing atypical cells disrupting the honeycomb
pattern of the epidermal spinous-granular layers. B, Detail of the dendritic (yellow arrows) and
round atypical cells (yellow arrowbeads). C, Histopathology image of case 1 showing large
nests of atypical melanocytes and prominent pagetoid spread (yellow square). (Hematoxylin-

eosin stain; original magnification: C, X100).

our 4 cases, suggesting possible melanoma. NeMs are
classically classified into 3 histologic subtypes: large-
nest NeM, papillomatous NeM and diffuse/nodular
NeM. All of our 4 cases showed the large-nest pattern.
Regardless of the subtype, the histologic diagnosis of
NeMs is challenging. Cytological and architectural
changes are bland and can be missed, and the lesion
can simulate depth on maduration.”"” The RCM
findings can also be subtle and may be overlooked,
requiring the integration of clinical, Dermoscopy, and
RCM features. In a retrospective study evaluating 710
lesions with RCM but without clinical data, the NeMs
constituted a common pitfall and resulted in 4 of the
13 false-negative MMs.'" The presence of atypical
cells in the suprabasal layer of the epidermis and the
dermo-epidermal junction were instrumental in es-
tablishing correct diagnosis in first 2 cases, which
correlated with the histologic image of pagetoid
ascent and atypical melanocytic nests. However, not
all NeMs exhibit a pagetoid spread or a junctional
component on histologic examination; most of them
have these features at the periphery of the lesion.”

This lack of epidermal and junctional component can
make the diagnosis more challenging by RCM, as we
can see in the other 2 cases, in which preserved
structures were observed in the epidermis along with
edged papillae or typical mesh pattern at the dermo-
epidermal junction. These cases showed large dermal
nests of irregular size with nonhomogeneous reflec-
tance filling up the large intrapapillary nests of the
NeMs. Similar findings were published in a recent case
report.'" Although with bland changes, our cases
presented malignant-suggestive features either in the
epidermis and/or at the dermo-epidermal junction, as
in cases 1 and 2, or in the papillary dermis’ nests, as in
cases 3 and 4. The difference between the nests of the
first 2 cases and those of the latter 2 could be due to the
depth at which they were located, since they were
histologically similar.

In conclusion, while NeMs may be difficult to
differentiate from naevi, RCM may provide clues to
help identify their malignancy. The melanoma-
suggestive findings by RCM can be subtle in NeMs,
so our case series highlights that the correct
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Fig 3. Cases 3 and 4. A, Clinical picture of case 3 (arrow). B, Dermoscopy image of case 3
showing an asymmetric lesion with large globules in the top border (arrows) and irregular
globules (arrowbeads). C, Clinical picture of case 4. D, Dermoscopy image of Case 4 with a
hyperpigmented blotch (asterisk) and irregularly distributed atypical globules (arrowbeads).

Fig 4. Atypical nests in case 3. A, Reflectance confocal microcopy mosaic (3 X 3 mm) of case 3
showing the nest pattern in the papillary dermis. B, Detail of the clustered large nests with
slightly irregular reflectance. C, Histopathology image of case 3 revealing large melanocyte
nests in the dermal papillae, flattening the dermo-epidermal junction (Hematoxylin-eosin stain;
original magnification: C, X100).
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diagnosis of these lesions relies on integrating

clinical data,

dermoscopic features, and RCM

findings.
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