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ABSTRACT

Nested melanoma, a relatively new subtype of melanoma first reported in 2012, is characterised by neoplastic cells organised into
nests. We present a unique case of yellow nested melanoma, detailing its clinical, dermoscopic, RCM, and, for the first time to our
knowledge, LC-OCT features. Alongside a comprehensive review of the literature, our findings challenge the traditional associ-
ations with advanced age and sun-damaged skin, advocating for the term ‘nested melanoma’ to better reflect its characteristics.

Nested melanoma, first reported in the literature in 2012 [1], is a
relatively new subtype of melanoma characterised by neoplastic
cells organised into nests. Here, we present a new case of nested
melanoma, detailing its clinical, dermoscopic, and reflectance
confocal microscopy (RCM) features. For the first time to our
knowledge, we also describe its characteristics using line-field
confocal optical coherence tomography (LC-OCT), accompa-
nied by a review of the existing literature.

A 75-year-old man with a history of pT2a N1 stage IIIA mel-
anoma, diagnosed 6 months earlier, was referred to our mel-
anoma outpatient clinic for his skin examination. He had
declined adjuvant therapy, which had been offered according
to protocol. During the visit, a 1cm asymmetric, pigmented
lesion was identified in the right supraclavicular region
(Figure 1a). Dermoscopic evaluation revealed yellowish glob-
ules, occasionally confluent, sometimes containing central
brownish dots, and shiny white structures (Figure 1b,c). RCM
demonstrated round, bright cells corresponding to atypi-
cal cells within hyporeflective roundish nests arranged in a

characteristic clod pattern (Figure 1d). LC-OCT confirmed
these findings, revealing round to oval bright atypical cells
organised into nests of different dimensions, and surrounded
by a dense inflammatory infiltrate characterised by small,
hyper-reflective cells in the papillary dermis (Figure 2a). In
consideration of the findings from non-invasive diagnostic
tools, the lesion was excised. Histopathology (Figure 2b-d) re-
vealed a predominantly junctional nevic lesion, characterised
by variably sized nests forming a distinct ‘nested’ pattern. The
lesion also exhibited a junctional component with single
melanocytic cells demonstrating a tendency for vertical su-
prabasal growth, highly heterogeneous nests, and a rich in-
flammatory infiltrate unevenly distributed across the lesion.
Immunohistochemistry highlighted the nested organisation
of MART1+ cells, while intense and diffuse PRAME positiv-
ity confirmed the malignant nature of the lesion. Mild solar
elastosis, focal pagetoid spread, and a common acquired
nevus associated with melanoma were observed. A diagnosis
of nested melanoma with a Breslow thickness (BT) of 0.6 mm
was established.
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FIGURE1 | (a)1lcm pigmented lesion on the back. (b, ¢) Dermoscopy revealed yellowish globules, occasionally confluent and sometimes contain-
ing central brownish dots, along with shiny white structures. (d) Reflectance Confocal Microscopy (RCM) demonstrated round, bright cells within
hyporeflective roundish nests.

FIGURE 2 | (a) Line-field confocal optical coherence tomography (LC-OCT) revealed round-to-oval bright atypical cells organised into nests of
varying sizes, surrounded by a dense inflammatory infiltrate composed of small, hyper-reflective cells in the papillary dermis. (b) Histopathological
exam revealing a nevic lesion, predominantly junctional, characterised by variably sized nests that form a “nested” pattern. Additionally, the lesion
displays a junctional component with single cells showing a tendency for vertical suprabasal growth, highly heterogeneous nests, and a rich in-
flammatory infiltrate unevenly distributed throughout the lesion (H&E, magnification 40x). (c) Immunohistochemistry highlighting the “nested”
organisation of the MART1+ cell population (MART1, magnification 40x). (d) The intense and diffuse PRAME positivity further substantiates the
malignant nature of the lesion (PRAME, magnification 40x).
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Including our case, 38 cases of nested melanoma have been re-
ported to date [1-7] (Table 1). Among them, 20 patients (52.6%)
were female, and 18 (47.4%) were male. The median age at di-
agnosis was 63 years (IQR: 29-90years). Previously referred to
as ‘nested melanoma of the elderly,” data reveal that 15 (39.5%)
of the patients were under 60years old, and notably, 5 (13.2%)
were under 40years old, redefining its association with ad-
vanced age. The lesions were distributed across different body
sites: 12 (31.6%) on the lower limbs, 10 (26.3%) on the upper
limbs, 9 (23.7%) on the back, and 7 (18.4%) on the trunk. The
diameter of the lesions varied widely, ranging from 6 to over
30mm. When clinically described, the lesions appeared irreg-
ular in shape and colour. Dermoscopically, the lesions were
predominantly characterised by irregular dots and globules.
Notably, only our patient exhibited a yellow pattern surround-
ing the globules. This feature appears to be attributable to a
dense inflammatory infiltrate, consistent with histopatholog-
ical findings and previously hypothesised in other conditions
[8]. Of the 37 documented BT cases, 20 (54%) were in situ mel-
anomas, 15 (40.6%) had a BT of less than 7mm, and 2 (5.4%)
had a BT exceeding 8 mm. Histological analysis (Table S1)
revealed that 18 lesions (47.4%) were circumscribed, while 4
(10.5%) lacked circumscription. Pagetoid spread was identified
in 17 cases (44.7%), whereas 7 cases (18.4%) showed no such
pattern. Dermal invasion was observed in 18 lesions (47.4%),
with the remaining 20 lesions (52.6%) confined to the epider-
mis. Lentiginous growth was present in 12 cases (31.6%), with
1 case (2.6%) classified as uncertain. None of the 22 evaluated
cases exhibited epidermal consumption. In terms of cellular
atypia, 10 cases (26.3%) demonstrated mild atypia, 11 (28.9%)
moderate atypia, another 11 (28.9%) moderate to severe atypia,
3 cases (7.9%) showed severe atypia, and for 3 cases (7.9%), data
were unavailable. In 26 cases (68.4%), nests were surrounded
by a rim of keratinocytes, while 1 case (2.6%) did not exhibit
this feature. Solar elastosis was absent in 8 cases (21.1%), mild
in 6 cases (15.8%), moderate in 8 cases (21.1%), and severe in
1 case (2.6%). In the remaining 11 cases (28.9%) described
by Kutzner et al., solar elastosis was reported inconsistently,
with varying degrees. The term ‘nested melanoma in sun-
damaged skin’ was introduced as a more accurate alternative
to ‘nested melanoma of the elderly’. However, it is important
to note that solar elastosis is absent in at least 20% of cases.
Of the 14 cases reported, 7 (50%) had a nevus associated with
melanoma, while the remaining 7 (50%) did not. p16 immu-
nostaining was positive in 4 cases (28.6%) and negative in 2
cases (14.3%), whereas BRAF V600OE mutation analysis showed
positivity in 6 cases (15.8%) and negativity in 9 cases (23.7%).
LC-OCT is a non-invasive diagnostic tool capable of examining
cutaneous tissue up to a depth of 500 um, providing a deeper
view compared to routine RCM, which only reaches the upper
dermis [9]. By extending into the superficial dermis, LC-OCT
enables precise identification and analysis of nested patterns
and cellular atypia. Dermoscopy, although characterised by
an unusual yellow pattern, did not reveal definitive features
or patterns suggestive of melanoma. However, LC-OCT proved
instrumental in raising clinical suspicion.

In conclusion, we report a case of yellow nested melanoma,
highlighting its clinical, dermoscopic, and RCM features.
For the first time, to our knowledge, we also present the LC-
OCT features of nested melanoma. By reviewing the existing

literature, the terms nested melanoma ‘of the elderly’ or ‘in
sun-damaged skin’ are misleading, as this entity can also
occur in younger patients and in the absence of significant
solar elastosis. It should simply be referred to as ‘nested
melanoma’ to more accurately reflect its pathological
characteristics.
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Additional supporting information can be found online in the
Supporting Information section. Table S1: Summary of histological
features of nested melanomas reported in the literature.

85UBD17 SUOWILLOD BAIFERID 8|qedlidde au A peusenob ee ssjonfe YO ‘SN Jo SaInJ 10} Ariq1T8UIIUO A8]IA UO (SUORIPUCD-PUR-SLUBY WD A3 IM Areq 1[Bu JUO//SORY) SUORIPUOD PUe swie L 8L} 88S *[5Z02/0T/T0] uo AriqiTauluo A8|IM * Ba0001g OLR|IN BISRAIUN - 0ubned esipuy Aq $09rT PR/TTTT OT/I0p/wod A8 M ARIq1euljuo//Sdny Wwoiy papeojumod ‘0 ‘0960077


https://doi.org/10.1111/ajd.14070

	Yellow Nested Melanoma: Line-Field Confocal Optical Coherence Tomography and Literature Review
	ABSTRACT
	Consent
	Acknowledgement
	Conflicts of Interest
	Data Availability Statement
	References


