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Addressing melanocytic lesions could be challenging, both
in cases of multiple and solitary lesions. For patients with
multiple melanocytic nevi, the best approach is periodic
total-body photography and digital dermoscopy acquisition
with comparisons of the lesions over time. There are some
scenarios in which digital monitoring (DM) is indicated even
in cases of solitary lesions. Congenital and Spitz nevi are
typical examples of solitary lesions that could be monitored
thanks to the patient age. Pigmented lesion of the nail unit
is another example of a lesion that can be followed up in
some cases, as well as the flat pigmented facial macule. Con-
traindications to monitoring solitary lesions include nodu-
lar lesions without clear-cut benign criteria, lesions showing
regression patterns, and amelanotic lesions.

This editorial will discuss the following points:

e Indications for monitoring patients with multiple mela-
nocytic nevi
e Indications for monitoring solitary lesions

e Contraindications to monitoring solitary lesions
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Indications for Monitoring Patients
with Multiple Melanocytic Nevi

The most important indication for DM is the patient with
multiple melanocytic nevi. The current approach includes
total-body mapping, which consists of photographic doc-
umentation of the entire body surface (total-body photog-
raphy), followed by digital dermoscopy imaging of selected
melanocytic lesions. When dealing with a patient with multi-
ple melanocytic lesions, comparison of the sequential images
allows us to excise only those showing asymmetrical growth
or a significant morphologic change, thus minimizing unnec-
essary excision of non-changing atypical nevi.

DM is a time-consuming technique primarily accessible
in third-level centers; therefore, it is crucial to identify pa-
tients who can truly benefit from this approach. Recently,
the International Dermoscopy Society (IDS) reached a
consensus of experts using the E-Delphy methodology [1].
Based on levels of evidence and previous studies, the experts

agreed that DM can be indicated for patients with more than



60 melanocytic nevi in the absence of other melanoma risk
factors. In the presence of specific risk factors such as per-
sonal history of melanoma, immunodepression, presence of
red hair and/or a MC1R mutation, DM can be indicated also
for patients with 40 melanocytic nevi or more. Regarding
genetic predisposition, DM is strongly indicated in patients
with a CDKN2A mutation, independent of the number of
nevi, as their relative risk of developing a melanoma is con-
siderably high. The latter risk is based on the ratio between
the lifetime risk of melanoma in patients with the mutation
and the lifetime risk of melanoma in the general population.

In the management of patients who are candidates for
DM, the combination of sequential imaging with the com-
parative approach is considered the gold standard [2].
Comparative approach consists of clinical and dermoscopic
examination of all the melanocytic lesions of a given patient
in order to find the signature nevus pattern. It is based on the
concept that most nevi of an individual share similar clinical
and dermoscopic morphologies [2]. Then, sequential DM is
combined with the comparative approach, which increases
diagnostic sensitivity for early melanoma. In a case-control
study [3], on a total of 206 melanomas, almost 60% had
been diagnosed only because of the side-by-side image com-
parison, since none of them developed melanoma-specific

criteria after a mean follow up of 15 months (Figure 1).

Indications for Monitoring Solitary
Lesions

There are some scenarios in which DM is indicated even
in cases of solitary lesions. Given the very low risk of mel-

anoma in childhood, congenital and Spitz nevi are typical

examples of solitary lesions that could be monitored due to
a patient age. Pigmented lesions of the nail unit are examples
of solitary lesions that can be followed up in some cases, as

well as flat pigmented facial macules.

Congenital Melanocytic Nevi

Congenital melanocytic nevi (CMN) are benign prolifera-
tions usually present at birth or within the first years of life.
As size is considered the main criterion to categorize CMN
and to predict the clinical outcome, they are classified as
small (<1.5 cm), medium (1.5-19.9 cm), and large/giant
(>20 cm). The general rule predicts that the larger the diame-
ter, the higher the risk of melanoma development in CMN [4].

However, since giant CMN are very rare, the probabil-
ity of finding a CMN-associated melanoma is very low. In
contrast, due to their higher prevalence, finding a melanoma
associated with a small CMN in a real clinical setting is more
probable [4]. Medium-size CMN carry a risk for melanoma
development of about 0.5%. Their prevalence is much lower
than small CMN, although higher than large CMN. In our
estimation, medium-size CMN might be managed conserva-
tively or excised. Referring children to surgery could raise
practical problems considering the risks related to general
anesthesia and the surgical procedure. Therefore, in this cat-
egory of patients, observation with clinical and dermoscopic

follow-up may be considered the best approach (Figure 2).

Spitz Nevi

Spitz nevi (SN) are melanocytic proliferations typically found

in children and characterized by morphologic similarity to

Figure 1. (A-D) Follow-up of a melanocytic lesion from June 2020 (A) to December 2021 (D) (every 6 months).

In situ melanoma without clear-cut malignant criteria but excised because of the change over time.
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Figure 2. Congenital nevus in a young adult. Follow-up is allowed because of the risk of a scar on

the face.

Figure 3. Spitz nevus in a 3-year-old girl pictured at baseline and after 4 years of follow-up: the

classic starburst pattern became a reticular one with central hyperpigmentation.

melanoma. From the time of Sophie Spitz [5], the biologic
behavior of these lesions has been extensively questioned.
The IDS proposed a management workup based on clinical
and dermoscopic characteristics of the lesions that allows the
clinician to establish the correct management [6]. According
to these guidelines, asymmetric lesions with spitzoid features
(both flat/raised and nodular) should be excised to rule out
melanoma [6]. Even symmetric, spitzoid nodules should be
excised or closely monitored, irrespective of age, to rule out
atypical Spitz tumors. In contrast, symmetric, flat lesions
showing a starburst pattern below the age of 12 years may be
monitored over time. Starburst pattern consists of a central
area of homogeneous black-blue pigmentation and symmet-
rically distributed peripheral streaks or pseudopods. Lesions
showing starburst pattern are expected to grow, reach stabi-

lization and then involute (Figure 3). During their evolution,
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these nevi gradually acquire a blue-black homogeneous as-
pect with disappearance of the peripheral projections. After
years, the dark pigmented area will be gradually restricted
to the center of the lesion, while the peripheral part of the
nevus may exhibit remnants of a delicate brown network
resembling the recently described stardust pattern [7].

In conclusion, both congenital nevi and Spitz nevi with
typical flat symmetrical findings could be monitored in

childhood, with a very low risk of missing a melanoma.

Longitudinal Melanonychia

Longitudinal melanonychia (LoM) is a longitudinal pig-
mentation of the nail unit derived from the activation of
melanocytes or their proliferation in the nail matrix. In

the first case, the color is grayish, and etiologies include

3



Figure 4. A 47-year-old woman with a nail pigmented band. The patient was not compliant with

follow- up and showed up 4 years later (C,D), when the lesion was excised and diagnosed as

melanoma in situ.

ethnic pigmentation, trauma, onychotillomania, medica-
tion, and genetic syndromes, such as Peutz-Jeghers and
Lauzier-Hunziker [8]. When secondary to melanocytic pro-
liferation, the color of LoM is brownish black and the differ-
ential diagnosis includes nevus and melanoma.

To distinguish a potentially malignant lesion from a
benign one, the adapted ABCDE rule was proposed [9].
Melanoma could be suspected in the fifth to seventh decades
of life: A stands for age, and is more likely in African Ameri-
cans, Asians, and native Americans in whom subungual mel-
anoma accounts for up to one-third of all melanoma cases.
B (standing for band) refers to a brown to black band with
width of 3 mm or more and variegated borders. C stands for
change in the nail band, and D for the digit most commonly
involved, namely, the first digit. Finally, E stands for exten-
sion of the pigment onto the proximal and/or lateral nailfold
(Hutchinson sign).

When dealing with a case of longitudinal melanonychia
without alarming criteria, a follow- up could be considered
(Figure 4). Nail surgery is a difficult, painful, and potentially
scarring procedure. Therefore, monitoring a small pigmented
nail band could help in avoiding unnecessary biopsy of stable
bands, even though it is possible to improve early diagnosis
of melanoma by excising changing and growing pigmented
nail bands [10].

There is still no consensus about the follow-up of
melanonychia, which requires periodic clinical and dermo-
scopic photographic documentations. The proposed sched-

ule consists of clinical and dermoscopic examination every

6 months in cases of a regular band, and a 3-month fol-
low-up in cases of irregular pigmentation without other

signs of malignancy [11].

Flat Pigmented Facial Lesions

The face represents a challenging area for the differential di-
agnosis of flat pigmented lesions, as lentigo maligna (LM)
shares similar epidemiological, pathogenetic and morpho-
logic characteristics with pigmented actinic keratosis and
solar lentigo/flat seborrheic keratosis [12]. LM appears as a
solitary macule with asymmetric pigmented follicular open-
ings. The prevalent color is gray, which may be arranged in
an annular-granular pattern, rhomboidal structures, and up
to obliterated hair follicles [12]. However, it has been demon-
strated that these criteria are neither specific nor sensitive
[13,14]. To address this diagnostic problem, a new method
called “the inverse approach” was introduced [14]. It is based
on the absence of non-melanoma prevalent patterns like
scales, white and wide follicular openings, erythema, retic-
ular or parallel brown lines, sharply demarcated border and
milia-like cysts/comedo-like openings. The absence of a prev-
alent benign dermoscopic criterion is sufficient to consider
the diagnosis of LM. However, LM is a very slow-growing
melanoma in situ, thus, in lesions lacking predominant
non-melanoma criteria, a follow-up might be considered
as a reasonable approach. There is also another reason
why follow-up might be indicated in these cases, namely, a

very early LM might be a challenge for the pathologist to
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Figure 5. Pigmented macule on the right cheek. Dermoscopy does not show clear-cut benign crite-

ria. Histology posed for in situ melanoma (lentigo maligna).

Figure 6. An invasive melanoma (pT1b — AJCC 8 ed.) on the left arm, mimicking seborrheic

keratosis.

diagnose. In early LM melanoma-specific histopathologic
criteria might be very subtle thus prompting the patholo-
gist to use diagnostic categories such as “atypical junctional
melanocytic proliferation” and “junctional nevus” [15-16].
Therefore, careful DM might be useful in acquiring dynamic
information of the lesion, without a negative impact on prog-

nosis due to the slow-growing nature of LM (Figure 5) [17].

Contraindications to Monitoring
Solitary Lesions

Contraindications to monitoring solitary lesions include
nodular lesions without clear-cut benign criteria, lesions

showing regression patterns, and amelanotic lesions.

Nodular Lesions Without Clear
Cut Benign Criteria

Nodular lesions pose diagnostic problems because nodular

melanoma (NM) may simulate different melanocytic and
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nonmelanocytic tumors such as basal cell carcinoma, squa-
mous cell carcinoma, seborrheic keratosis, dermal nevus,
dermatofibromas and vascular lesions, to name but a few
(Figure 6) [18].

Several studies have explored the dermoscopic charac-
teristics of pigmented and non-pigmented NM. In the study
of Sgouros et al, on a total of 254 lesions, irregular blue
structureless areas, dotted vessels, and serpentine vessels
were predictors of NM compared to non-melanoma nodular
lesions [19]. In another study, the most important features
of pigmented NM vs nodular pigmented non-melanomas
included peripheral and/or irregular black dots/globules,
multiple brown dots, blue-white veil, homogeneous blue pig-
mentation, 5 to 6 colors, and black color [20].

NM comprises 12%-30% of all melanomas, but it
accounts for at least 50% of all melanomas thicker than
2 mm, thus being associated with a poor prognosis in a
significant number of cases [19]. Hence, any nodular le-
sion that cannot be confidently diagnosed as benign should
be promptly excised and follow-up should be strongly

discouraged.



Lesions Showing Regression Patterns

Regression is a controversial and confounding phenome-
non seen in dermoscopy as white scar-like areas or gray
structures arranged as peppering or granularity [21]. The
histologic correspondence of these blue-white structures
(BWS) includes fibrosis and melanophages. Regression is
present both in benign and in malignant lesions. Zalaudek
et al proposed a flow chart to manage melanocytic lesions
exhibiting dermoscopic features of regression [22]. This
simple method takes into consideration the extension and
location of BWS. They suggest that the presence of irregu-
larly distributed BWS covering more than 50% of the le-
sion surface favors the diagnosis of melanoma. In contrast,
nevi tend to reveal only blue areas in a central location in-
volving less than 50% of the lesion surface. However, as
regression is a confounding phenomenon, it is mandatory
to avoid follow-up of a solitary lesion exhibiting these pat-

terns (Figure 7).

Amelanotic Lesions

Amelanotic melanoma (AM) accounts for 2%-8% of all
melanomas and represents an important diagnostic pit-
fall for clinicians. It could mimic other melanocytic and
non-melanocytic lesions such as basal cell carcinoma, der-
mal nevus, and pyogenic granuloma, as well as inflammatory
conditions as psoriasis or dermatitis.

Regarding dermoscopy for melanomas lacking pigment,
it is crucial to analyze the vascular pattern. The most com-
mon vascular structures in AM include dotted vessels, ser-
pentine (linear irregular) vessels, or a combination of them
(polymorphous vessels). Sometimes peripheral light brown
structureless areas are visible, which are more frequently
seen in AM as compared to benign melanocytic lesions
(Figure 8). As a general rule, AM should be considered in the
differential diagnosis when isolated and persistent erythem-
atous lesions are found, even if the lesion does not manifest

any of the melanoma ABCD clinical criteria [23].

Figure 7. In situ melanoma on the back of a middle-aged man. On dermoscopy, gray granularity

and scar-like depigmentation.

Figure 8. An amelanotic melanoma (pT1b — AJCC 8 ed.) on the back, with polymorphous vessels

and light brown structureless areas.
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Conclusions

Indications for and contraindications to monitoring melano-

cytic lesions depend on a number of different factors related

to the given patient (age, total nevus count) and the given

lesion (morphology, location), and the diagnosis is based on

the combination of all these factors that are correlated with

a complete clinical and dermoscopic examination.
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