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Abstract A new or changing melanocytic nevus in a child or adolescent often leads to concern in parents
and physicians. To avoid undue alarm and unnecessary procedures, dermatologists should be aware of the
natural history and clinical spectrum of nevi in pediatric patients, as well as findings that are potentially
worrisome in this age group. This review provides an update on melanocytic nevi in children, focusing on
their dynamic evolution over time, molecular insights into nevogenesis, and phenotypic markers for
increased risk of melanoma in adolescence and adulthood. Special considerations for Spitz nevi and nevi
located in particular sites (eg, scalp, acral, genital) are highlighted. Current understanding of the risks
associated with congenital melanocytic nevi of different sizes and strategies for the management of
children with numerous acquired nevi, Spitz nevi, and congenital nevi are also discussed.
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Epidemiology and overview

Melanocytic nevi are an almost ubiquitous finding in
pediatric patients.! By the end of the first decade of life,
nevus counts reach a mean of 15 to more than 30 in white
children and 5 to 10 in those of African, Asian, or Native
American heritage.>> The number of nevi typically peaks in
the third decade, subsequently decreasing with age. In stark
contrast, melanoma is extremely rare during childhood but
becomes progressively more common with age, with a peak
in the seventh decade of life.* Approximately 0.5% of
melanomas occur in individuals younger than 20 years of
age, with less than 0.05% developing in patients younger
than 10 years of age.*> Melanomas in children tend to be
amelanotic and nodular, presenting as a rapidly growing
“bump” that may mimic a pyogenic granuloma, keloid, or
wart rather than a changing nevus.®8
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Although the frequency of prepubertal melanoma has
remained stable, the rising incidence of melanoma in
adolescents and adults over the past few decades has led to
heightened awareness among both the public and physicians.
Concern about a new or changing melanocytic nevus in a
child often prompts parents and pediatricians to request
evaluation by a dermatologist. To avoid undue alarm and
unnecessary procedures, it is crucial for dermatologists to be
aware of the natural history and clinical spectrum of nevi in
children, as well as findings that are potentially worrisome in
pediatric patients.” 12

This review provides an update on the clinical and
dermatoscopic features of melanocytic nevi in children,
focusing on their dynamic evolution over time and
phenotypic markers (eg, numerous acquired nevi) for
increased risk of melanoma in adolescence and adulthood.
Special considerations for Spitz nevi and nevi located in
particular sites (eg, scalp, acral, genital) are highlighted.
Current understanding of the molecular basis of nevogenesis
(Table 1), risks associated with congenital melanocytic nevi
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Table 1  Molecular pathways of nevogenesis

Gene with
somatic mutation
or rearrangement

Typical type(s) of
melanocytic nevi
(~% of lesions)

Other cutaneous
manifestations
(~% of lesions)

Other melanocytic
lesions (~% of lesions)

BRAF"®00%2 Banal acquired (70-90) Cutaneous melanoma (esp. superficial
Atypical acquired (50—80) spreading; 50—60)
Congenital:
Small (70-85)
Medium (30)
Large (5-10)
NRAS*® Congenital [Q61 K/R] CNS lesions in NCM ® Nevus sebaceus (5)
Medium (70) Proliferative nodules in CMN Epidermal nevi (5)
Large/giant (85-95) + their satellites Cutaneous melanoma (10—30)°
CMN-type large SpLN [Q61 H] (>90)
HRAS* Spitz© (15-20) Nevus sebaceus (95)

ASN® (10-15)

Conventional and PPK-associated SpLN

(>90)

Epidermal nevi (30)
Woolly hair nevi

Kinase fusions of ROS/, Spitz (50—60)
NTRKI, ALK, BRAF, or RET ASN (50-60)

Spitzoid melanoma (40)

BRAF* plus loss of BAPI ¢

Atypical spitzoid (esp. if intradermal; 25)

Uveal melanoma (50)

GNAQ*/GNAII* Blue (70-85/10)

Nevus of Ota (10/5)
Malignant blue nevus (50/20)
Uveal melanoma (30-40/40-50)

Port wine stains (90/?)

ASN, atypical spitzoid neoplasm; BAPI, BRCA-associated protein-1/ubiquitin carboxy-terminal hydrolase; CMN, congenital melanocytic nevus; GNAQ/11,
G protein a-subunit Q or 11; NCM, neurocutaneous melanocytosis; PPK, phacomatosis pigmentokeratotica; SpLN, speckled lentiginous nevus.

* Activating mutation.
® Same mutation as in the associated nevus.

¢ HRAS copy number increases may be found alone or together with an HRAS mutation.
4 In addition, heterozygous germline inactivating mutations underlie an autosomal dominant tumor predisposition syndrome (see text).

(CMN) of different sizes, and strategies for the management
of children with numerous acquired nevi, Spitz nevi, and
CMN are also discussed.

Acquired nevi in childhood and adolescence:
growing moles in growing patients

During the past decade, multiple studies have emphasized
that melanocytic nevi in children and adolescents have
morphologic features and behavior that differ from nevi in
adults. On dermatoscopic evaluation, a globular pattern
predominates among acquired nevi in children as well as
CMN, especially for lesions located on the head, neck, and
upper part of the trunk.'3~!7 In contrast, a reticular pattern is
more common for acquired nevi that develop in adulthood or
are located on the extremities. Children with Fitzpatrick
phototypes III to VI also tend to have smaller nevi with a
reticular pattern.!>-18.19

Two pathways for the evolution of melanocytic nevi—(1)
the formation of soft, skin-colored papules (intradermal nevi)
and (2) a gradual fading away via atrophy or fibrosis—were
described more than a half century ago by Stegmaier.?’ More

recently, the hypothesis of separate pathways of nevus
development has been refined to include dermatoscopic and
even molecular characteristics.'>2!2 It has been suggested
that a “constitutional” pathway gives rise to nevi with a
globular pattern, which tend to have predominantly dermal
growth and/or large junctional nests, an underlying
BRAFY00E activating mutation, and possible derivation
from neural crest—derived melanocyte precursors that reach
the dermis of the head/neck and dorsal aspect of the trunk
early in embryogenesis.?’>> These nevi tend to have
congenital or childhood onset and evolve via Stegmaier’s
first pathway. The “acquired” pathway results in nevi with a
reticular pattern that have predominantly junctional growth
(often lentiginous) and favor the extremities. Such nevi most
often develop during adulthood and involute via Stegmaier’s
second pathway.

Although a changing nevus in an adult may raise
suspicion for melanoma, growth (especially enlargement of
newer lesions and increases in elevation) and other types of
evolution are normal parts of the natural history of
melanocytic nevi during childhood and adolescence.!? One
group?® followed the nevi on the faces and necks of 110
adolescents over a 4-year period and noted a dynamic
process of nevus turnover, with a more than 50% net increase
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in nevus number and complete regression of approximately
15% of nevi. Most new nevi were small and flat, and there
was a general tendency for existing flat nevi to either become
elevated or disappear (ie, to follow Stegmaier’s first or
second pathway). Another study of 366 11-year-old children
found that the median nevus count on the back increased
by two over a 3-year period, with at least one nevus
disappearing in 28% of the children.?* There have been other
reports of clinically atypical nevi in children regressing or
developing into nevi with banal features.?>

Evolution of pigmented lesions has been highlighted as a
key component of the ABCDE (asymmetry, border
irregularity, color variability, diameter >6 mm, evolving)
criteria that raise clinical suspicion for melanoma.®
Enlargement, which is often characterized by a peripheral
rim of brown globules on dermatoscopy, occurs in less than
5% of banal-appearing nevi in adults and is often associated
with histologic atypia®’; however, up to 60% of nevi in
children enlarge over a period of approximately 1 year, and
this is not associated with histologic atypia.?’ Similarly, a
study that used short-term sequential dermatoscopic imaging
of pigmented lesions with a minor clinical suspicion of
melanoma found that changes were significantly more
common in children and adolescents (24%) than in young
to middle-aged adults (15%), but the changing nevi were
nearly twice as likely to have histologic evidence of atypia in
adults (63%) than in children and adolescents (35%).2% A
recent analysis of more than 20,000 melanocytic lesions
excised from Italian children and adolescents over a 20-year
period found that 87% of the 38 melanomas were in the 15-
to 19-year age group, with no melanomas in children
younger than 10 years. The overall ratio of 594 nevi to 1
melanoma was 20-fold higher than that reported in adults.?”
These findings have led to the recommendation that a change
in a nevus should not be used as the sole criterion for its
excision in pediatric patients.!!»!2:2° Recognizing this
important difference between management of nevi in
children and adults helps to avoid confusion, misplaced
worry, and needless procedures.

Environmental and genetic factors in
nevus development

Sun exposure, especially when intense and intermittent,
represents the primary environmental influence on the
number and location of nevi that develop during childhood
as well as later risk of melanoma.3® White children living in a
tropical climate tend to develop a higher peak nevus number
at an earlier age (eg, mean peak of ~50 nevi at age 15 years)
than those residing in a temperate location (eg, mean peak of
~25 nevi at age 25 years). Sunscreen use can be protective
against nevus development if combined with a reasonable
approach to sun exposure.’! In a randomized controlled
study, school-aged children who were supplied with and

instructed to use a broad-spectrum sunscreen developed
significantly fewer new nevi (particularly on the trunk) over
a 3-year period than controls.’>33 Inverse relationships
between nevus count and wearing sunscreen and/or sun-
protective clothing (eg, swim shirts) have also been
documented in cross-sectional and cohort studies.?#33
Surprisingly, some retrospective studies have found a
positive correlation between sunscreen use in children and
an increased number of nevi. It has been postulated that this
results from sunscreen allowing increased sun exposure
(a potential confounder that is difficult to quantify
retrospectively) while providing an incomplete barrier to
ultraviolet radiation.3!

Hereditary factors in nevus development include pigmen-
tary phenotype and genetic predisposition to “moliness.”
Children with lightly pigmented skin overall have higher
nevus counts than those with darker complexions, with the
exception of relatively few nevi in individuals with
extremely fair skin that does not tan, especially when
accompanied by red hair (the “red hair phenotype™).!-3¢ The
highest number of nevi is found in children with Fitzpatrick
skin type II and dark hair.>” Pigmentary phenotype can also
influence the distribution of nevi. For example, children with
darkly pigmented skin have a relative predisposition to
develop nevi on the palms and soles, a phenomenon that is
not related to sun exposure.3?

Based on the results of twin studies, it is estimated that
more than half of variation in nevus density in adolescents is
attributable to genetic factors not accounted for by
pigmentary phenotype.3® Several genes have been associated
with nevus number and pattern.**-43 Interestingly, a
particular polymorphism in the interferon regulatory factor
4 gene (IRF4) has age-specific effects on nevus count,
leading to higher numbers of flat nevi but lower numbers of
raised/globular nevi in adolescents and lower numbers of all
nevi in adults. Polymorphisms in other genes have been
linked to an increased frequency of globular nevi (TERT) or
decreased frequency of reticular nevi (CDKNIB, MTAP, and
PARPI).5

Managing the “moley” child

Nevus phenotype manifests gradually during the first
decade of life, with the predisposition to a high nevus count
generally becoming apparent by 11 or 12 years of age.*
Atypical nevi usually begin to appear around puberty and
continue to develop during adulthood.*> They represent
benign acquired melanocytic nevi that share, usually to a
lesser degree, some of the clinical features of melanoma
(ie, asymmetry, border irregularities/fuzziness, color varie-
gation, and diameter >6 mm). An increased total number of
nevi is the best predictor of the presence of clinically atypical
nevi, although adolescents occasionally have numerous nevi
that all have uniform pigmentation and regular borders.
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Having a large number of acquired nevi (eg, >50) and the
presence of clinically atypical nevi each represents a marker
of increased risk for the development of melanoma, and
patients with either trait should be followed with periodic
total body skin examinations beginning around puberty.*®-47
The risk of melanoma increases further for “moley”
adolescents who have a family history of melanoma, a
history of excessive sun exposure, lightly pigmented skin
with a tendency to burn, and/or red hair.*®*° The vast
majority of acquired nevi (banal or atypical) themselves
remain benign, however, with the lifetime risk of any
particular mole transforming into melanoma estimated to be
approximately 1 in 10,000.°° Because more than half of
cutaneous melanomas arise de novo, there is clearly no
benefit to prophylactic removal of nevi.

Individual “moley” children tend to develop nevi with a
characteristic clinical appearance, such as solid brown, solid
pink, “fried egg”like, tan centrally with a brown rim
(“eclipse”), or even with an eccentric focus of hyperpigmen-
tation.>! >3 This results in a predominant type of nevus, or
“signature nevus”>?>* (Figure 1). In addition, many
individuals tend to develop melanocytic nevi with a specific
dermatoscopic pattern.>> Multiple halo nevi, which are
associated with an increased risk of nonsegmental vitiligo,
can also represent a form of signature nevi in children and
adolescents.”> A recent study reported that the interval
between stage I/II (depigmented ring/fading nevus) and IV
(repigmentation) may be a decade or more.>® Recognition of
a patient’s signature nevus facilitates identification of the
“ugly duckling”—a nevus that has different characteristics
from their other nevi—that should be regarded with
suspicion.”” For example, the most concerning lesion in a
teenage girl with multiple large fried-egg nevi on the back
may be a small brown-black nevus with irregular borders on
the leg.

Dermatoscopic monitoring and baseline close-up photo-
graphs of nevi can prove helpful in avoiding unnecessary
surgery. The author and others do not recommend the
removal of nevi with a goal of confirming the presence of
architectural disorder histologically>®; rather, a biopsy is
indicated when the differential diagnosis for a lesion includes
early melanoma. When performing a biopsy, partial
sampling should be avoided unless the lesion is large and
in a cosmetically sensitive area.

Site-related considerations for nevi in children

Melanocytic nevi in certain anatomic locations (eg, the
scalp, genital area, and hands/feet) have traditionally led to

Fig. 1 Signature nevi in “moley” children and adolescents.
a, Multiple nevi on the lower back, many with a “fried-egg”
appearance. b, Several solid brown nevi with a mammillated
surface. ¢, Cockade (targetoid nevi).
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increased concern among parents and physicians. Underly-
ing factors for this heightened alarm have included
differences in the clinical appearance of the lesions,
challenges in monitoring, and a higher likelihood of atypical
histologic findings.’® However, recent evidence has accu-
mulated that nevi in these “special sites” in children and
adolescents do not exhibit worrisome behavior, and better
delineation of location-specific dermatoscopic features has
aided in their clinical management.

Scalp nevi

The development of scalp nevi during childhood can
serve as an early indicator of a “moley” individual,
potentially heralding the eventual development of numer-
ous and/or atypical nevi. In a population-based study of 8-
to 9-year-old Swedish children (n = 1069), 7% had at least
one scalp nevus, the presence of which was associated with
an almost twofold higher total number of nevi than
children without scalp nevi (median 14 versus 8, P <
.001).3¢ Nevi arising on the scalp or buttock during childhood
have also been noted to represent an early clue to the diagnosis
of atypical mole syndrome in those at risk due to their
family history.*°-69

Acquired scalp nevi in children and adolescents are most
commonly found in the parietal area or on the vertex and
often reach a size of more than 6 mm.®'~%3 In addition to
solid brown or pink lesions, eclipse (tan center with stellate
brown rim; Figure 2) and cockade (targetoid) nevi are often
seen on the scalp and may have a particular association with
a higher overall nevus count.%?=%3 The majority of scalp nevi
display perifollicular hypopigmentation, a banal finding that
can lead to a scalloped border or variegated pigmentation.®?

Despite their role as a harbinger of future moliness, scalp
nevi themselves are characterized by a tendency to involute
over time. A process of gradual lightening and regression
has been observed for various types of scalp nevi, ranging
from eclipse lesions to medium and large CMN (see
later).%>-°¢ Although nevi in this “special site” are more
likely to display atypical histologic features, this is not
associated with problematic clinical behavior.®” As a result,
several authors have emphasized that, in the absence of a
superimposed suspicious finding, two-tone (eg, eclipse) or
large scalp nevi can be followed clinically and do not need to
be biopsied.6?-63:65.68

Genital nevi

Little is known about pediatric genital nevi, which often
cause more angst in parents and physicians than nevi in other
locations. A recent retrospective study of 1159 consecutive
patients evaluated for melanocytic nevi in my pediatric
dermatology practice found a 3.5% prevalence of genital
nevi, which were not associated with a higher total number of
nevi or a family history of melanoma.®® The genital nevi

Fig. 2 Eclipse nevus on the scalp with a tan center and stellate
brown rim.

tended to arise before age 2 years, have a globular
dermatoscopic pattern, and follow a benign course
(eg, evolving into more elevated, soft papules with a
papillomatous surface). Biopsy or prophylactic excision of
genital nevi in children is unnecessary in the absence of
worrisome features. Of note, genital nevi on a background of
lichen sclerosus have a particular tendency to develop
clinical (eg, variegated brown-black pigmentation, irregular
borders) and histologic features that mimic melanoma, so
care should be taken to avoid misdiagnosis and inappropri-
ately aggressive treatment of these benign lesions.”®

Acral nevi and longitudinal melanonychia

Nevi located on the palms and soles are typically brown to
dark brown in color. They often have linear streaks of darker
pigmentation that reflect the prominent skin markings in
these sites. In a recent Japanese study, dermatoscopic
evaluation of acquired acral nevi in children and adolescents
was more likely to show the “peas-in-a-pod” (parallel furrow
plus crista dotted; also characteristic of acral CMN) or
fibrillar pattern than in adults, but the parallel furrow pattern
alone was most prevalent in both age groups.”! Although
acquired acral nevi with an atypical dermatoscopic the
pattern that are more than 7 mm are viewed with suspicion,””
larger size is not itself a red flag for congenital acral nevi.”>

Acral nevi or lentigines that involve the nail matrix can
present as longitudinal melanonychia, a tan, brown, or black
streak caused by increased melanin deposition in the nail
plate. In darkly pigmented individuals, such streaks are
commonly seen on multiple nails due to increased melanin
production by normal nail matrix melanocytes. Isolated
bands of longitudinal melanonychia that develop in
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childhood are usually benign,’”* often resulting from a
junctional nevus of the nail matrix.”> Gradual fading over
time associated with the development of “dots along lines”
was recently described in 8 of 15 Japanese children with
longitudinal melanonychia followed over a 2-year period.”®
In adults, single bands that are very dark, wide (=6 mm),
composed of irregular lines (in color, width, and spacing) on
dermatoscopic evaluation, or associated with nail dystrophy
or extension of pigmentation beyond the nail fold generally
warrant biopsy of the nail matrix to exclude melanoma. In
contrast, these findings often occur in association with
benign lesions in children.”> Histologic differentiation
between in situ melanoma and benign melanocytic hyper-
plasia of the nail matrix is also difficult in children because
normal parameters for melanocytes in this region have only
been assessed in adults.”> Further studies are therefore
needed to develop guidelines for appropriate management of
longitudinal melanonychia in pediatric patients.

Spitz nevi
Insights into the natural history of Spitz nevi

A Spitz (spindle and epithelioid cell) nevus is a distinct
type of benign melanocytic neoplasm that most commonly
develops in children. In several large series, approximate-
ly 50% to 75% of patients with lesions diagnosed
histologically as Spitz nevi were younger than 20 years
of age.”’89 A Spitz nevus classically presents as a
solitary pink, red, or brown papule, most often on the face
(especially in young children) or lower extremity
(Figure 3). Initial growth tends to be rapid, which can
be alarming to parents and physicians alike. The surface
may be smooth or verrucous, and lesions are commonly
misdiagnosed as a wart, pyogenic granuloma, dermatofi-
broma, or juvenile xanthogranuloma.®!-8?

Dermatoscopy has emerged as an extremely useful tool
in the recognition and longitudinal evaluation of Spitz
nevi.®3-8 Pigmented Spitz nevi (including Reed nevi) often
exhibit a characteristic symmetric starburst pattern com-
posed of central dark, homogeneous pigmentation surrounded
by peripheral streaks (radial streaming, pseudopods) or tiered
globules.®*%* Multiple studies using dermatoscopy to assess
the natural history of pigmented Spitz nevi in children have
reported that these lesions have a tendency to develop a
reticular or homogenous pattern and/or regress over a period of
months to years.®>% Nonpigmented Spitz nevi commonly
display dermatoscopic features such as dotted vessels and a
negative (white) network. The latter is thought to reflect
elongated rete ridges and tends to be more symmetric than the
relatively heterogeneous negative networks occasionally seen
in melanomas.387-38 Recently, a large study of nonpigmented
as well as pigmented lesions with clinical and dermatoscopic
features characteristic of Spitz nevi in children and young

Fig. 3  Spitz nevi in young children. a, Pink-red, dome-shaped
papule on the forearm. b, Brown-black papule with a starburst
pattern that was highlighted by dermatoscopy.

adults (mean age = 10 years) found that 80% (51/64 nevi)
underwent involution over a mean follow-up period of
25 months. 8¢

New approaches to the management of Spitz nevi
in children

Although they are benign neoplasms, Spitz nevi sometimes
have histopathologic features that overlap with those of
melanoma. This has led to controversies regarding appropriate
strategies for the diagnosis and treatment of this type of nevus.
Children are much more likely to develop Spitz nevi than
melanomas, whereas the converse is true for adults.8%% As
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discussed for other types of nevi (see earlier), the age of the
patient represents an important consideration in the manage-
ment of a skin lesion suspected to be a Spitz nevus.?%83-91

In a 2010 survey,’? 175 pediatric dermatologists from the
United States and around the world shared their collective
experiences with a total of approximately 20,000 Spitz nevi,
with a mean of approximately 10 Spitz nevi seen yearly per
respondent. Ninety-six percent of the respondents and 100%
(76/76) of those with an academic practice composed
primarily of children believed that typical Spitz nevi are
benign,%? compared with only 74% (279/376) of respon-
dents in a similar 2001 survey of primarily general
dermatologists.”?> Eighty percent of the pediatric dermatol-
ogists used dermatoscopy and 96% avoided partial biopsies
of Spitz nevi. In children with a suspected Spitz nevus,
clinical follow-up was chosen by 49% of respondents for a
small, stable nonpigmented lesion and by 30% for a
pigmented lesion with a typical starburst pattern dermatos-
copically.®? Forty-seven percent of respondents had ob-
served involution of Spitz nevi. No deaths had resulted from
the approximately 10,000 Spitz nevi and atypical spitzoid
neoplasms seen by the 91 respondents with academic or
hospital-based practices. 5>

The ability to diagnose and monitor Spitz nevi dermatos-
copically has led to new approaches to their management.
Several groups have endorsed the option of longitudinal
follow-up for Spitz nevi with classic clinical and dermato-
scopic features in children younger than 12 years of age, with
evaluation every 3 to 6 months until stabilization occurs and
less frequently thereafter.32-85-91.93.94 However, recently
proposed guidelines agree that biopsy is recommended for
suspected Spitz nevi (particularly amelanotic papulonodular
lesions) that arise in postpubertal patients and for those with
atypical features such as large size (eg, >8-10 mm), excessive
growth, asymmetry, or ulceration in patients of any age.8>-93-94

Optimal histologic evaluation of a Spitz nevus requires a
complete specimen, which enables assessment of reassuring
features such as symmetry, circumscribed lateral margins,
and maturation with depth.>¢ In a retrospective study on
surgical management of Spitz nevi, shave biopsies were
more likely to have positive margins (67%; usually the deep
margin) than elliptical excisions (28%) or punch biopsies
(21%; usually the lateral margin).®” That said, the majority of
the 2010 survey respondents and other experts do not
recommend re-excision after incomplete removal if the
biopsy sample allowed the diagnosis of a typical Spitz nevus
to be established with certainty in a child, especially if there
is no clinical evidence of residual lesion.529

Making sense of the Spitz nevus spectrum

Atypical spitzoid neoplasms (ASNs) represent a frustrat-
ing type of melanocytic lesion with borderline histologic
features indistinguishable from those of melanoma and an
uncertain malignant potential.”® A positive sentinel lymph

node biopsy (SLNB) result has not been found to have
prognostic significance for ASNs in any age group or for
melanomas in children.”® A recent systematic review found
that 39% (119/303) of reported SLNBs in patients (adult and
pediatric) with ASNs were positive, but only one of these
patients had died after a mean follow-up period of almost
5 years.!°0 Of note, small aggregates of melanocytes within
regional lymph nodes do not necessarily represent metastatic
melanoma, because such deposits (intracapsular/intratrabecular
> parenchymal) have been observed in association with nevi
(“nodal nevi”).?”191 There is also no evidence to date that
further lymph node dissections or adjuvant systemic therapies
are of therapeutic benefit for patients with a positive SLNB in
the setting of an ASN,”” and these interventions can result in
long-term complications such as lymphedema.!?? In a recent
case series from Boston, 24 pediatric patients with ASNs
treated with complete excision but no SLNB or lymph node
dissections had no recurrences and were all disease free after a
mean follow-up period of 6 years.'3

Several studies of pediatric melanomas have documented a
30% to 40% likelihood of SLNB positivity, remarkably similar
to the rate in ASNs.”® Although prepubertal children
diagnosed with melanoma tend to have thicker tumors (more
often spitzoid in nature) and a higher rate of positive SLNB
than adolescents or adults with melanoma, survival in most
series is paradoxically longer in prepubertal patients
(overall mean 5-year survival ~90% versus ~50% in
adolescents).”-9%-104-106 Qpitz nevi, ASNs, and spitzoid
melanomas are thought to exist on a spectrum that is
biologically distinct from that of banal nevi, dysplastic nevi,
and conventional (eg, superficial spreading) melanomas. The
difficulty in differentiating ASNs from spitzoid melanomas
based on histologic features undoubtedly leads to disease
heterogeneity within series of either entity, complicating
interpretation of studies. Identifying molecular markers of
ASNs with aggressive behavior represents an important goal,
with promising methods including array-based comparative
genomic hybridization and fluorescence in situ hybridization
(FISH) probes. Recent studies have found that specific
genomic alterations (eg, homozygous 9p21 deletions; 6p25
or 11ql3 gains) are associated with aggressive clinical
behavior of ASNs.'97-108 [n contrast, isolated deletions in
6923 confer a favorable prognosis.

Somatic activating HRAS mutations and/or copy number
increases are found in a subset of Spitz nevi and ASNs
(especially desmoplastic intradermal lesions; see Table 1),
and both HRAS mutation and copy number increases have
been documented in Spitz nevi arising within a nevus
spilus.!0%-110" Heterozygous germline mutations in the
BRCA-associated protein-1/ubiquitin carboxy-terminal hy-
drolase (BAP1) gene lead to an autosomal dominant tumor
predisposition syndrome characterized by spitzoid neo-
plasms that present during the second decade of life as
pink, polypoid nodules with predominantly dermal epithe-
lioid melanocytes. Affected individuals have an increased
risk of cutaneous and uveal melanoma, basal cell carcinoma,
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mesothelioma, and other malignancies.!'''2 In patients
with multiple spitzoid neoplasms with the aforementioned
clinicopathologic features, testing for a germline BAPI
mutation should be considered and management recommen-
dations include periodic ophthalmologic as well as skin
examinations, surveillance for other associated cancers, and
evaluation of at-risk family members. In a recent study, a
heterozygous BRAF"59°F mutation combined with biallelic
BAPI loss was also identified in ~25% (8/32) of sporadic
ASTs.!13 Recently, fusions involving genes encoding
kinases (eg, ALK, ROS1, NTRK]I) that stimulate oncogenic
signaling were found in approximately 50% of lesions across
the entire spitzoid spectrum, from Spitz nevi to spitzoid
melanomas.! 411> These fusions appear to promote tumor-
igenesis rather than malignancy, analogous to BRAF"600E
mutations in melanocytic neoplasms (see Table 1), and they
provide a potential target for therapy with kinase inhibitors.

Congenital melanocytic nevi
Evolving definitions and concepts of CMN

The size-based classification of CMN was standardized
and updated in 2012,''® with refinement of the giant
category that accounts for the majority of melanomas
observed in large studies (see later). This system divides
CMN into four groups based on the largest expected adult
diameter, in centimeters: (1) small, <1.5; (2) medium (M1:
1.5-10, M2: >10-20); (3) large (L1: >20-30, L2: >30-40);
(4) giant (G1: >40-60, G2: >60). Because CMN typically
enlarge in proportion to the child’s growth, the final diameter
can be predicted by estimating a size increase from infancy to
adulthood by a factor of 1.7 on the head, 3.3 on the legs, and
2.8 in other anatomic sites. Quantification of the number of
“satellite” nevi (S1: <20, S2: 20-50, S3: >50) and
morphologic characteristics (color heterogeneity, surface
rugosity, nodularity, hairiness) were also recommended. !¢

CMN are classically defined as being present at birth.
Multiple recent clinical series have documented CMN in
approximately 2% to 3% of neonates with a variety of ethnic
backgrounds,!!7~12! confirming the results of older studies.
Although small and medium CMN are relatively common,
large or giant CMN occur in only approximately 1 in 20,000
to 50,000 births.!22

Several observations challenge the existence of melanocy-
tic nevi evident at birth as a distinct entity. Melanocytic nevi
that first become evident during infancy or early childhood
(especially at <3 years of age) have clinical, dermatoscopic
(globular/cobblestone > reticular), histologic, and molecular
features indistinguishable from those of “true” CMN. Such
nevi are referred to as tardive CMN or congenital nevus—like
nevi (CNLN). In a recent study of nevi in 2-year-old children,
the subset of lesions present at birth had a larger mean size and
higher likelihood of irregular borders than those that appeared
later; no other clinical or dermatoscopic features differed

significantly between these two groups.!?* The term CNLN
has also been employed for lesions with clinical (eg, larger
than typical acquired nevi, hypertrichotic, palpable) and (if
biopsied) histologic features of a CMN when the age of onset is
not known. CNLN measuring 1.5 cm or larger (medium size
for a CMN) are found in 1% to 4% of older children and
adults.'?*7126 [n an Italian study, 17% of 12- to 17-year-old
children (592/3406) had a CMN/CNLN measuring 0.6 cm or
larger in diameter.'?’

As noted earlier, somatic activating mutations affecting
proteins in the mitogen-activated protein kinase (MAPK)
signaling cascade play important roles in melanocytic
tumorigenesis (see Table 1). The BRAF"®?%Z mutation is
found in the majority of small CMN, CNLN, acquired
melanocytic nevi, and superficial spreading melanomas.'?3
In contrast, 85% to 95% of large and giant CMN have
somatic activating mutations in the NRAS proto-oncogene,
with the same mutation found in associated satellite nevi,
central nervous system (CNS) lesions, proliferative nodules,
and melanomas.'?°7133 Activated NRAS signals through
both MAPK and phosphatidylinositol 3-kinase (PI3K)/AKT
pathways, whereas activated BRAF stimulates only the
MAPK pathway. In addition to increasing cell proliferation,
the PI3K/AKT pathway promotes melanocyte survival and
directional migration, which may contribute to the large and
widespread melanocytic lesions observed in NCM. Of note,
blue nevi (including congenital cellular lesions) often have
activating mutations in genes encoding G protein a-subunits
that lead to increased MAPK signaling (see Table 1).

Revisiting the speckled lentiginous nevus

Speckled lentiginous nevi (SpLN; nevus spilus) have a
prevalence of approximately 2% to 3%, and are considered to
represent a subtype of CMN.!3* Large SpLN often have
patterns of distribution reflecting their origin during
embryonic development, such as block-like with a sharp
demarcation at the midline. The café-au-lait spotlike
background of a conventional SpLN is usually noted at
birth or in early childhood, with multiple smaller spots
progressively appearing over time. The superimposed
pigmented lesions can range from lentigines and banal
acquired nevi to Spitz and blue nevi. In other SpLN, the spots
are small and medium classic CMN, occasionally with a
subtle background field of hyperpigmentation that takes time
to become apparent (Figure 4). Forms of SpLN with
exclusively macular speckles (a component of phacomatosis
pigmentovascularis) or papular as well as macular speckles
(a component of phacomatosis pigmentokeratotica) have
been described. 33

Conventional SpLN as well as the SpLN (and sebaceous
nevi) of phacomatosis pigmentokeratotica are characterized
by a postzygotic activating HRAS mutation.!3¢137 In
contrast, a particular activating NRAS mutation (different
from those typically seen in classic large/giant CMN) has



376

J.V. Schaffer

Fig. 4 Speckled lentiginous nevi with features of classic
congenital melanocytic nevi (CMN), including hypertrichosis and
subtle background patches, which became more evident over time.
Note the variable sizes and colors of the superimposed macules,
papules, and plaques.

been documented in both the macular background and
superimposed nevi of large “CMN-type” SpLN (also referred
to as nevus spilus-type CMN).!3® As with classic CMN (see
later), the risk of developing melanoma within a SpLN is
thought to be proportional to the size of the entire lesion
(ie, the background field).!34-13¢

The dynamic natural history of CMN

CMN commonly undergo morphologic changes over time.
They may begin as flat, evenly pigmented patches or thin
plaques and later become more elevated with lighter, darker, or
mottled pigmentation and a mammillated, rugose, verrucous,
or cerebriform surface. Some authors have noted a particular
tendency of CMN in children with fair skin to lighten over the
first decade of life.!3%140 CMN can develop superimposed
papules and nodules, occasionally with concerning features
(eg, rapid growth, ulceration, black or red color) that require
biopsy to exclude the possibility of melanoma. Peripheral
nerve sheath differentiation (neurotization) of dermal melano-
cytes commonly leads to the development of soft nodules or
large plexiform neurofibroma-like plaques (Figure 5).'4!
Lipomatous growths have also been reported in association
with a large/giant CMN, underscoring the pluripotent nature of
neural crest—derived cells.!4>143 Conversely, a decrease in the
thickness of the subcutaneous fat underlying a large or giant
CMN is sometimes observed.

The evolution of CMN during the first few months of life
can be especially volatile. Transient erosions or ulcerations
may develop in medium and larger CMN due to increased
skin fragility during the neonatal period (Figure 6).'4* The
skin breakdown is usually evident at birth or within the first
few days of life, favors the thickest portion of the nevus, and
heals within a few days to weeks. Bulky or numerous nodules
are sometimes present at birth in patients with a giant CMN
located on the back, buttocks, or genitalia.!40:141:145 Benign
proliferative nodules can also arise within large CMN during
infancy, and the histologic features of these lesions
occasionally simulate melanoma or rarely an undifferentiated
spindle cell neoplasm.!32-146-148  Comparative genomic
hybridization (CGH) showing no chromosomal aberrations
or only numeric changes, rather than the structural changes
that characterize >95% of melanomas, may help to support
the benign nature of such melanocytic proliferations. 47149
Of note, CGH analysis can be performed on DNA extracted
from paraffin-embedded tissue.

CMN located on the scalp have a particular tendency to
gradually lighten and regress over time. In two series,
complete or almost complete clinical resolution of medium
to large CMN on the scalp was observed before age 4 years
(mean, 30 months) in seven children.®®-!3% Histologic
evaluation in two of these patients found that melanocytes
remained in the deep dermis and within adnexal structures,
with no evidence of inflammation or fibrosis.!>°

The “halo” phenomenon represents a means by which
CMN in any site can regress via an immune response to
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Fig. 5 Giant congenital melanocytic nevi with neurotization.
a, Small, soft, exophytic nodules in the axilla. b, Bulky overgrowth
resembling a plexiform neurofibroma.

melanocytic antigens. Development of a depigmented halo,
which may be symmetric or asymmetric, around the CMN
heralds lightening and eventual flattening of the nevus over a
period of months to years.!>! In some patients, the halo may

Fig. 6 Erosions and superficial ulcerations on the back of a
neonate with a giant congenital melanocytic nevus.

be preceded by an inflammatory phase with scaling and
crusting.'>> The desmoplastic hairless hypopigmented
variant of CMN also tends to undergo spontaneous
resolution.'33-15% These nevi are characterized by woody
induration, alopecia, progressive loss of pigmentation, and
intense pruritus. In addition, linear scarlike streaks can arise
spontaneously within larger CMN, and increased mast cell
density has been observed and hypothesized to have a role in
pruritus and healing responses in patients with large/giant
CMN. 153

Melanoma risk associated with small and
medium CMN

Melanomas associated with small and medium CMN tend
to occur after puberty, typically arising at the dermal-epi-
dermal junction with a predilection for the periphery of the
nevus. 140:156.157 The risk for the development of melanoma
within small and medium CMN is less than 1% over a
lifetime.'3%-138-161 [n comparison, the overall lifetime risk
for melanoma in the United State population is more than
double this at greater than 2%.* In three large cohort studies
of patients with a small or medium CMN who were followed
for a mean of 13.5 years (n = 680 patients; mean age at entry
~10 years), no melanomas were observed.!>%15%-161 T jke-
wise, over a period of more than 30 years at the
Massachusetts General Hospital and New York University
Pigmented Lesion Clinics, no patient younger than 20 years
of age developed a melanoma within a congenital nevus
smaller than 5 cm in diameter.'62-163

Melanoma and other malignancy risk associated
with large and giant CMN

In contrast to small and medium CMN, melanomas that
arise within large and giant CMN more often develop deep in
the dermis or subcutaneous tissue, which can make early
detection difficult. Based on multiple large prospective and
retrospective cohort studies, the lifetime risk of melanoma
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(cutaneous or extracutaneous) associated with a large or
giant CMN is thought to be less than 5%.!3%:164-172 The
selection bias inherent in small retrospective series based in
tertiary referral centers likely contributed to prior estimates
of higher risk.!36:171-173

Approximately half of melanomas in patients with a large or
giant CMN are diagnosed during the first 5 years of
life,163-166.173  a]though misinterpretation of proliferative
nodules with atypical histologic findings as melanoma may
occur in this age group.'?® Melanomas are most likely in
patients with CMN that have a projected adult size of more
than 40 to 60 cm in diameter, accounting for approximately
75% of CMN-associated melanomas in large se-
ries. 158:160,167.171.172 - Additional risk factors for melanoma
include a truncal location and numerous (eg, >20) satellite
nevi, 138:166.167.171.172 \elanomas are less common in patients
with CMN that are restricted to the head and neck or an
extremity, and melanoma within a satellite nevus is extraor-
dinarily rare.'58197 The 42 melanomas in patients with large/
giant CMN (N = 1756) that were reported in large series during
the past 25 years were diagnosed at a median age of 5 years
(range, birth to 70 years) and had the following primary sites:
69% (29) CMN on the trunk; 7% (3) CMN on the head/neck;
2% (1) CNM on an extremity; 10% (4) CNS; 5% (2)
retroperitoneum; 8% (3) unknown, !38:139:164-167.169,170 Qyther
malignancies that occasionally occur in association with large
CMN include rhabdomyosarcomas, liposarcomas, and malig-
nant peripheral nerve sheath tumors. ! 74176

Neurocutaneous melanocytosis associated with
large and/or multiple CMN

Neurocutaneous melanocytosis (NCM) represents pro-
liferation of melanocytes in the CNS in addition to the skin in
patients with CMN. Melanocytes are physiologically
present in the pia mater of the meninges, which is the
primary location of brain involvement in NCM. Individuals
with both cutaneous and CNS melanomas are excluded from
diagnosis of NCM due to the possible metastatic origin of the
brain lesions.!””

The presence of numerous CMN, regardless of whether or
not there is a large or giant “mother ship” CMN, represents
the strongest risk factor for NCM (Figure 7). Approximately
two thirds of patients with NCM have a large CMN
accompanied by satellite nevi, and the remainder have
many small to medium CMN (most often > 10 lesions).!”7-178
Patients with more than 20 satellite nevi associated with a
large/giant CMN have a fivefold higher risk of NCM
compared with individuals with 20 or fewer satellites.!”?-180
An increased risk of NCM has also been noted in patients
with CMN that have a final size of more than 40 cm or
(in some studies) a posterior axial location.

NCM is divided into symptomatic and asymptomatic
forms, with brain involvement detected via MRI screening in
the latter group. MRI findings of NCM can include foci on

Fig. 7 Patients at risk of neurocutaneous melanocytosis.
a, Multiple medium-sized congenital nevi (>20) scattered on the
body without a “mother ship” nevus. b, Numerous satellite nevi
associated with a large congenital nevus on the back.

increased T1 signal within brain parenchyma (especially the
temporal lobes/amygdala), obvious masses, and gadolinium
enhancement of diffusely thickened meninges (associated
with a worse prognosis).'®!:'82 CNS abnormalities such as
Dandy-Walker malformation and posterior fossa cysts are
occasionally evident. Recent studies have drawn attention to
spinal abnormalities such as tethered cord, intraspinal
lipoma, and arachnoid cysts in patients with large/giant
CMN.1827184

Approximately 4% of patients with high-risk CMN
develop symptomatic NCM, which has a poor prognosis
even in the absence of melanoma. These patients usually
present with seizures, hydrocephalus, and signs of increased
intracranial pressure (eg, vomiting, headache). Symptoms
develop at a median age of 2 years, although individuals with
a discrete intracranial mass tend to become symptomatic later
(median age, ~10 years) and are more likely to have focal
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sensorimotor deficits.!®> Neurologic findings such as
developmental delay, seizures, and abnormal muscle tone
are observed in approximately 15% of children with
high-risk CMN, including a subset of those with normal
brain magnetic resonance imaging (MRI) examinations, !82-186

Asymptomatic NCM can be diagnosed based on MRI
evidence of CNS melanosis in 5% to 25% of infants and
children with high-risk CMN. 181.186-189 Dye to the paucity
of longitudinal studies, the prognostic implications of a
negative or positive MRI results in an asymptomatic child
are not clear. In one series, 10 patients with asymptomatic
NCM diagnosed at a mean age of 6 months were followed
for 5 years, and only one individual developed neurologic
symptoms. '8?

Screening MRI of the brain and (especially for nevi
overlying the posterior axis) spine can be considered in
asymptomatic children at high risk for NCM. Sensitivity may
be maximized if imaging is performed during the first 6 to 8
months of life, before myelination that may obscure evidence
of melanosis, and gadolinium enhancement can help to
visualize thickened meninges.'8:!8¢ In addition, at-risk
patients should be followed with serial neurologic examina-
tions, head circumference measurement, and developmental
assessments. 3173 MRI is indicated if neurologic symptoms
develop and can be repeated as needed to follow progression
of findings in asymptomatic patients. Patients with clinical or
MRI evidence of NCM may benefit from referral to a
pediatric neurologist and, in some instances, a neurosurgeon.
In one study, more than one third of CMN patients with
abnormal MRI findings required surgical intervention.!3¢
Treatment strategies targeting MAPK (eg, MEK inhibitors)
and PI3K/mTOR (eg, sirolimus) pathways could have
potential benefit in patients with symptomatic NCM. 190191

Considerations in the management of patients with
small and medium CMN

Patients with small and medium CMN can be managed on
an individual basis depending on the factors listed in
Table 2.!4%:173 The author and others do not recommend
routine prophylactic excision of small and medium
CMN. 156:163,192,193 Bageline photographs and dermatoscopy
can be helpful in surveillance of these nevi by physicians.
Periodic evaluation is most important after puberty because
the risk of melanoma arising during childhood is extremely
small. Patients and parents should be instructed in (self-) skin
examination and advised to bring focal changes in the color,
border, or topography (eg, a red or black papule) of their
CMN to the attention of a physician.

When desired (eg, for cosmetic reasons), small and
smaller medium-sized CMN can usually be removed via
simple excision with primary closure. Serial excision or flap
reconstruction may be required for the removal of larger
medium-sized CMN and can improve the cosmetic and
functional outcome for lesions in technically challenging

locations. %2 It is important to counsel patients and parents so
that they have realistic expectations regarding the resulting
scar and, if removal is prompted by cosmetic concerns, to
discuss the degree to which the appearance would likely be
improved (eg, scar versus thin tan nevus or scar versus thick,
verrucous, dark brown nevus). Laser therapy (see later) may
represent an option for cosmetically problematic CMN when
excision is not an option, especially for relatively thin
facial lesions.

Considerations in the management of patients with
large and giant CMN

For patients with larger CMN, early and complete surgical
removal is often desired as prophylaxis against the
development of melanoma!®4; however, it is usually
impossible to remove every nevus cell in these lesions
due to their extensive size and the involvement of deeper
structures such as fat, fascia, and even muscle. Recurrence
of pigmentation in and around the scar is common, and
development of melanoma under skin grafts placed after
complete excision of a large CMN has been report-
ed.!67-195 Because primary melanomas can arise in the
CNS and other extracutaneous sites in patients with large/
giant CMN, even theoretically complete excision of the
nevus does not eliminate the risk of malignancy. Although
a trend toward lower incidence of melanoma in patients
whose nevi were partially or completely excised has been
noted in several studies,'°* the largest nevi, which have a
higher risk of developing melanoma, are also more likely
to be inoperable. !38-196

Recently, there has been increased recognition of the need
to carefully consider both potential benefits and treatment-
related morbidities for each individual patient when making
decisions regarding surgical intervention for large/giant
CMN 140,156,193,197-200 Patients and parents may feel that
scars are cosmetically and socially more acceptable than the
nevus, especially for facial lesions.!3%193:200 Excision of
nevi or portions of nevi that are bulky or pruritic may also
have functional benefit.

However, surgical procedures can result not only in
short-term discomfort, limitation of physical activity, and
risk of infection, but also in long-term complications, such as
scars that may restrict joint mobility and impair func-
tion, 139-140,193,197-200 The possible benefits of initiating
surgical interventions during the first year of life, when
there is increased skin elasticity and tissue mobility, must
also be balanced with risks associated with general
anesthesia.!?3:197

Staged excision (down to fascia) with flap reconstruction
after tissue expansion of uninvolved adjacent (or even
distant) skin represents the primary surgical approach for
removal of large CMN.!4%:201 This results in aesthetic and
functional outcomes superior to excision with skin grafting
or artificial skin substitutes.



Table 2  Factors to consider in the management of small and medium congenital melanocytic nevi
In favor of excision or earlier excision In favor of waiting to potentially excise In favor of observation
Psychosocial/ ® [ ocation on the face or other highly visible area® ® Subjectively unappealing lesion in a visible site: ~ ® Lesions that are clearly more cosmetically

cosmetic concerns

— Larger lesion
— Conspicuous site (eg, tip of nose)
— ‘Ugly’ lesion (eg, warty, thick)

let the patient decide if bothered by the lesion

appealing than the surgical scar

Natural history

® (Clinically or histologically worrisome changes
e Functional issues (eg, bulky, exophytic lesion)

e Site where involution is common (eg, scalp)
® Melanoma before puberty is extraordinarily rare

® Evidence of involution
® [ow lifetime risk of melanoma (<1%)

Ease of monitoring

® Hidden site (eg, buttock)

® Black or mottled pigmentation

® Thick, irregular, or multinodular surface
® Dense hypertrichosis

® Exposed site (eg, forearm)
® Light, homogenous pigmentation
® Thin, uniform surface

Patient/family’s
attitude about
monitoring

® Reluctant
® [nattentive

e Willing
® Attentive

Anxiety level

® High level of anxiety about the lesion

® High level of anxiety about the procedure

Factors that affect
healing/scarring

® [n infant, removal desired of lesion in site where tissue
extensibility is greatest during first year (eg, distal limbs)

® Sports season currently or in near future

® Risk of functional impairment from scar (eg,
over joint, circumferential on limb, eyelid margin)

Anesthesia
requirements

® Removal desired and general anesthesia required even

if done in adolescent/adult

® Removal desired and local anesthesia possible—
variable, but often at age 9—11 years

? Helpful to excise by early childhood (eg, 4-5 years), when body image begins to solidify.
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When excision of large/giant CMN is not feasible,
techniques such as curettage, dermabrasion, and ablative
(eg, carbon dioxide, erbium:YAG) or pigment-specific laser
therapy may have cosmetic benefit.!40-202.203  Aplative
procedures, which remove the epidermis and upper portion
of the dermis, have the most favorable risk/benefit ratio
during the first 1 to 2 months of life, when active
nevomelanocytes are concentrated within the upper dermis
and there is a lower likelihood of excessive scarring. '40-293 [t
is important to remember that nevomelanocytes remain in the
dermis after all these procedures, as evidenced by frequent
repigmentation as well as multiple reports of the subsequent
development of melanoma in treated areas.?%*

Regardless of whether or not a large/giant CMN is
resected (partially or “completely”) or treated with other
modalities, patients should be followed closely with periodic
total body skin examinations. Monitoring can be aided by
dermatoscopy and baseline photographs of the large/giant
nevus, satellite nevi, and scars. Palpation of nevi and scars to
detect firm nodules or focal induration, which may signify
the development of a melanoma below the dermal-epidermal
junction, is essential. These and other areas with suspicious
changes (eg, papules/nodules with rapid growth, red or black
color, or ulceration outside of the neonatal period) should be
examined histologically.

CMN often have psychosocial ramifications, especially in
patients with larger nevi and those located in visible sites
such as the face. Children with large or giant CMN are more
likely to suffer from anxiety, depression, and social
problems.?%> Patients and families facing psychological
and medical issues related to CMN may benefit from
counseling and internet support groups such as Nevus
Network (www.nevusnetwork.org) and Nevus Outreach,
Inc. (www.nevus.org).

References

1. Dulon M, Weichenthal M, Blettner M, et al. Sun exposure and number
of nevi in 5- to 6-year-old European children. J Clin Epidemiol.
2002;55:1075-1081.

2. Crane LA, Mokrohisky ST, Dellavalle RP, et al. Melanocytic nevus
development in Colorado children born in 1998: a longitudinal study.
Arch Dermatol. 2009;145:148-156.

3. Buendia-Eisman A, Paldu-Lazaro MC, Arias-Santiago S, et al.
Prevalence of melanocytic nevi in 8- to 10-year-old children in
Southern Spain and analysis of associated factors. J Eur Acad
Dermatol Venereol. 2012;26:1558-1564.

4. Surveillance, Epidemiology, and End Results Program (SEER). National
Cancer Institute Web site, http://www.seer.cancer.gov/statfacts/html/
melan.html. [Published 2014. Accessed October 10, 2014].

5. Wong JR, Harris JK, Rodriguez-Galindo C, Johnson KJ. Incidence of
childhood and adolescent melanoma in the United States: 1973-2009.
Pediatrics. 2013;131:846-854.

6. Ferrari A, Bisogno G, Cecchetto G, et al. Cutaneous melanoma in
children and adolescents: the Italian rare tumors in pediatric age
project experience. J Pediatr. 2014;164:376-382.

7. Ferrari A, Bono A, Baldi M, et al. Does melanoma behave differently
in younger children than in adults? A retrospective study of 33 cases of

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

childhood melanoma from a single institution. Pediatrics. 2005;115:
649-654.

. Cordoro KM, Gupta D, Frieden 1J, et al. Pediatric melanoma: results of

a large cohort study and proposal for modified ABCD detection
criteria for children. J Am Acad Dermatol. 2013;68:913-925.

. Prok LD, Arbuckle HA. Nevi in children: a practical approach to

evaluation. Pediatr Ann. 2007;36:39-45.

Moscarella E, Piccolo V, Argenziano G, et al. Problematic lesions in
children. Dermatol Clin. 2013;31:535-547.

Cheng H, Oakley A, Rademaker M. Change in a child’s naevus
prompts referral to a dermatology service. J Prim Health Care.
2014;6:123-128.

Cohen B. To biopsy or not to biopsy changing moles in children and
adolescents: are we removing too many pigmented nevi in this age
group? Arch Dermatol. 2011;147:659-660.

Zalaudek I, Hofmann-Wellenhof R, Soyer HP, et al. Naevogen-
esis: new thoughts based on dermoscopy. Br J Dermatol.
2006;154:774-807.

Zalaudek I, Schmid K, Marghoob AA, et al. Frequency of
dermoscopic nevus subtypes by age and body site: a cross-sectional
study. Arch Dermatol. 2011;147:663-670.

Zalaudek I, Catricala C, Moscarella E, Argenziano G. What
dermoscopy tells us about nevogenesis. J Dermatol. 2011;38:
16-24.

Seidenari S, Pellacani G, Martella A, et al. Instrument-, age- and
site-dependent variations of dermoscopic patterns of congenital
melanocytic naevi: a multicentre study. Br J Dermatol. 2006;155:
56-61.

Changchien L, Dusza SW, Agero AL, et al. Age- and site-specific
variation in the dermoscopic patterns of congenital melanocytic nevi:
an aid to accurate classification and assessment of melanocytic nevi.
Arch Dermatol. 2007;143:1007-1014.

Scope A, Marghoob AA, Dusza SW, et al. Dermoscopic patterns of
naevi in fifth grade children of the Framingham school system. Br J
Dermatol. 2008;158:1041-1049.

Sosa-Seda IM, Valentin-Nogueras S, Figueroa LD, Sanchez JL,
Mercado R. Clinical and dermoscopic patterns of melanocytic nevi in
Hispanic adolescents: a descriptive study. Int J Dermatol. 2014;53:
280-287.

Stegmaier OC. Natural regression of the melanocytic nevus. J Invest
Dermatol. 1959;32:413-421.

Zalaudek 1, Guelly C, Pellacani G, et al. The dermoscopical and
histopathological patterns of nevi correlate with the frequency of
BRAF mutations. J Invest Dermatol. 2011;131:542-545.

Marchetti MA, Kiuru MH, Busam KJ, et al. Melanocytic naevi with
globular and reticular dermoscopic patterns display distinct BRAF
v600 e expression profiles and histopathologic patterns. Br J
Dermatol. 2014;171:1060-1065.

Siskind V, Darlington S, Green L, Green A. Evolution of melanocytic
nevi on the faces and necks of adolescents: a 4 y longitudinal study.
J Invest Dermatol. 2002;118:500-504.

Scope A, Dusza SW, Marghoob AA, et al. Clinical and dermoscopic
stability and volatility of melanocytic nevi in a population-based
cohort of children in Framingham school system. J Invest Dermatol.
2011;131:1615-1621.

Pizzichetta MA, Talamini R, Stanganelli I, Soyer HP. Natural history of
atypical and equivocal melanocytic lesions in children: an observational
study of 19 cases. Pediatr Dermatol. 2014;31:331-336.

Abbasi NR, Shaw HM, Rigel DS, et al. Early diagnosis of
cutaneous melanoma: revisiting the ABCD criteria. JAMA.
2004;292:2771-2776.

Kittler H, Seltenheim M, Dawid M, Pehamberger H, Wolff K, Binder
M. Frequency and characteristics of enlarging common melanocytic
nevi. Arch Dermatol. 2000;136:316-320.

Menzies SW, Stevenson ML, Altamura D, Byth K. Variables
predicting change in benign melanocytic nevi undergoing short-term
dermoscopic imaging. Arch Dermatol. 2011;147:655-659.


http://www.nevusnetwork.org
http://www.nevus.org
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0010
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0010
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0010
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0015
http://www.seer.cancer.gov/statfacts/html/melan.html
http://www.seer.cancer.gov/statfacts/html/melan.html
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0025
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0025
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0025
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0030
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0030
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0030
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0030
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0035
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0035
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0035
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0035
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0035
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0040
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0040
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0040
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0040
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0045
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0045
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0045
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0050
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0050
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0050
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0055
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0055
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0055
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0055
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0060
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0060
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0060
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0060
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0065
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0065
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0065
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0065
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0065
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0070
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0070
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0070
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0070
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0075
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0075
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0075
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0075
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0075
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0080
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0080
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0080
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0080
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0080
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0085
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0085
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0085
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0085
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0090
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0090
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0090
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0090
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0095
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0095
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0095
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0095
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0095
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0100
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0100
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0100
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0105
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0105
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0105
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0105
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0110
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0110
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0110
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0110
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0110
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0110
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0115
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0115
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0115
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0120
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0120
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0120
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0120
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0120
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0125
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0125
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0125
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0125
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0125
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0130
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0130
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0130
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0130
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0130
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0135
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0135
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0135
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0135
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0140
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0140
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0140
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0140

382 J.V. Schaffer

29. Moscarella E, Zalaudek I, Cerroni L, et al. Excised melanocytic 51. Bolognia JL. Too many moles. Arch Dermatol. 2006;142:508.
lesions in children and adolescents—a 10-year survey. BrJ Dermatol. 52. Suh KY, Bolognia JL. Signature nevi. J Am Acad Dermatol. 2009;60:
2012;167:368-373. 508-514.

30. Oliveria SA, Saraiya M, Geller AC, et al. Sun exposure and risk of 53. Pizzichetta MA, Massone C, Grandi G, Pelizzo G, Soyer HP.
melanoma. Arch Dis Child. 2006;91:131-138. Morphologic changes of acquired melanocytic nevi with eccentric foci

31. de Maleissye MF, Beauchet A, Saiag P, et al. Sunscreen use and of hyperpigmentation ("Bolognia sign”) assessed by dermoscopy.
melanocytic nevi in children: a systematic review. Pediatr Dermatol. Arch Dermatol. 2006;142:479-483.
2013;30:51-59. 54. Hurwitz RM, Buckel LJ. Signature nevi: individuals with multiple

32. Lee TK, Rivers JK, Gallagher RP. Site-specific protective effect of melanocytic nevi commonly have similar clinical and histologic
broad-spectrum sunscreen on nevus development among white school- patterns. Dermatol Pract Concept. 2011;1:13-17.
children in a randomized trial. J Am Acad Dermatol. 2005;52:786-792. 55. Scope A, Burroni M, Agero AL, et al. Predominant dermoscopic

33. Gallagher RP, Rivers JK, Lee TK, et al. Broad-spectrum sunscreen use patterns observed among nevi. J Cutan Med Surg. 2006;10:170-174.
and the development of new nevi in white children: a randomized 56. Aouthmany M, Weinstein M, Zirwas MJ, Brodell RT. The natural
controlled trial. JAMA. 2000;283:2955-2960. history of halo nevi: a retrospective case series. J Am Acad Dermatol.

34. Smith A, Harrison S, Nowak M, Buettner P, Maclennan R. Changes in 2012;67:582-586.
the pattern of sun exposure and sun protection in young children from 57. Grob JJ. The “ugly duckling” sign: identification of the common
tropical Australia. J Am Acad Dermatol. 2013;68:774-783. characteristics of nevi in an individual as a basis for melanoma

35. Karlsson MA, Wahlgren CF, Wiklund K, Rodvall Y. Parental screening. Arch Dermatol. 1998;134:103-104.
sun-protective regimens and prevalence of common melanocytic 58. Salopek TG. The dilemma of the dysplastic nevus. Dermatol Clin.
naevi among 7-year-old children in Sweden: changes over a 5-year 2002;20:617-628.
period. Br J Dermatol. 2011;164:830-837. 59. Hosler GA, Moresi JM, Barrett TL. Nevi with site-related atypia: a

36. Synnerstad I, Nilsson L, Fredrikson M, Rosdahl I. Frequency and review of melanocytic nevi with atypical histologic features based on
distribution pattern of melanocytic naevi in Swedish 8-9-year-old anatomic site. J Cutan Pathol. 2008;35:889-898.
children. Acta Derm Venereol. 2004;84:271-276. 60. Tucker MA, Greene MH, Clark Jr WH, Kraemer KH, Fraser MC,

37. Aalborg J, Morelli JG, Byers TE, Mokrohisky ST, Crane LA. Effect of Elder DE. Dysplastic nevi on the scalp of prepubertal children from
hair color and sun sensitivity on nevus counts in white children in melanoma-prone families. J Pediatr. 1983;103:65-69.

Colorado. J Am Acad Dermatol. 2010;63:430-439. 61. De Giorgi V, Sestini S, Grazzini M, Janowska A, Boddi V, Lotti T.

38. Jaramillo-Ayerbe F, Vallejo-Contreras J. Frequency and clinical and Prevalence and distribution of melanocytic naevi on the scalp: a
dermatoscopic features of volar and ungual pigmented melanocytic prospective study. Br J Dermatol. 2010;162:345-349.
lesions: a study in schoolchildren of Manizales, Colombia. Pediatr 62. Tcheung W1, Bellet JS, Prose NS, Cyr DD, Nelson KC. Clinical and
Dermatol. 2004;21:218-222. dermoscopic features of 88 scalp naevi in 39 children. Br J Dermatol.

39. Wachsmuth RC, Turner F, Barrett JH, et al. The effect of sun exposure 2011;165:137-143.
in determining nevus density in UK adolescent twins. J Invest 63. Gupta M, Berk DR, Gray C, Cornelius LA, Bayliss SJ. Morphologic
Dermatol. 2005;124:56-62. features and natural history of scalp nevi in children. Arch Dermatol.

40. Duffy DL, Iles MM, Glass D, et al. IRF4 variants have age-specific 2010;146:506-511.
effects on nevus count and predispose to melanoma. Am J Hum Genet. 64. Zalaudek I, Schmid K, Niederkorn A, et al. Proposal for a
2010;87:6-16. clinical-deroscopic classification of scalp naevi. Br J Dermatol.

41. Falchi M, Bataille V, Hayward NK, et al. Genome-wide association 2014;170:1065-1072.
study identifies variants at 9 p21 and 22 ql3 associated with 65. Schaffer JV, Glusac EJ, Bolognia JL. The eclipse naevus: tan centre
development of cutaneous nevi. Nat Genet. 2009;41:915-919. with stellate brown rim. Br J Dermatol. 2001;45:1023-1026.

42. Ogbah Z, Badenas C, Harland M, et al. Evaluation of PAX3 genetic 66. Strauss RM, Newton Bishop JA. Spontaneous involution of congenital
variants and nevus number. Pigment Cell Melanoma Res. 2013;26: melanocytic nevi of the scalp. J Am Acad Dermatol. 2008;58:508-511.
666-676. 67. Fisher KR, Maize Jr JC, Maize Sr JC. Histologic features of scalp

43. Orlow I, Satagopan JM, Berwick M, et al. Genetic factors associated melanocytic nevi. J Am Acad Dermatol. 2013;68:466-472.
with naevus count and dermoscopic patterns: preliminary results from 68. Kessides MC, Puttgen KB, Cohen BA. No biopsy needed for eclipse
the Study of Nevi in Children (SONIC). Br J Dermatol. 2014. and cockade nevi found on the scalps of children. Arch Dermatol.
[Epub ahead of print]- doi: 10.1111/bjd.13467. 2009;145:1334-1336.

44. Oliveria SA, Scope A, Satagopan JM, et al. Factors associated with 69. Hunt RD, Orlow SJ, Schaffer JV. Genital melanocytic nevi in
nevus volatility in early adolescence. J Invest Dermatol. 2014;134: children: experience in a pediatric dermatology practice. J Am Acad
2469-2471. Dermatol. 2014;70:429-434.

45. Florell SR, Meyer LJ, Boucher KM, et al. Longitudinal assessment of 70. Pinto A, Mclaren SH, Poppas DP, Magro CM. Genital melanocytic
the nevus phenotype in a melanoma kindred. J Invest Dermatol. nevus arising in a background of lichen sclerosus in a 7-year-old
2004;123:576-582. female: the diagnostic pitfall with malignant melanoma. A literature

46. Bauer J, Garbe C. Acquired melanocytic nevi as risk factor for review. Am J Dermatopathol. 2012;34:838-843.
melanoma development. A comprehensive review of epidemiologic 71. Minagawa A, Koga H, Uhara H, Yokokawa Y, Okuyama R.
data. Pigment Cell Res. 2003;16:297-306. Age-related prevalence of dermoscopic patterns in acquired

47. Gandini S, Sera F, Cattaruzza MS, et al. Meta-analysis of risk factors melanocytic nevus on acral volar skin. JAMA Dermatol. 2013;149:
for cutaneous melanoma: 1. Common and atypical naevi. Eur J 989-990.

Cancer. 2005;41:28-44. 72. Koga H, Saida T. Revised 3-step dermoscopic algorithm for the

48. Bishop JN, Harland M, Randerson-Moor J, Bishop DT. Management management of acral melanocytic lesions. Arch Dermatol. 2011;147:
of familial melanoma. Lancet Oncol. 2007;8:46-54. 741-743.

49. Vredenborg A, Bohringer S, Boonk SE, Gruis NA. Acquired 73. Chuah SY, Tsilika K, Chiaverini C, et al. Dermoscopic features of
melanocytic nevi in childhood and familial melanoma. J4MA congenital acral melanocytic nevi in children: a prospective comparative and
Dermatol. 2014;150:35-40. follow-up study. Br J Dermatol. 2015;172:88-93.

50. Tsao H, Bevona C, Goggins W, Quinn T. The transformation rate of 74. Goettmann-Bonvallot S, Andre J, Belaich S. Longitudinal melano-

moles (melanocytic nevi) into cutaneous melanoma: a population-
based estimate. Arch Dermatol. 2003;139:282-288.

nychia in children: a clinical and histopathologic study of 40 cases.
J Am Acad Dermatol. 1999;41:17-22.


http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0145
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0145
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0145
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0145
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0150
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0150
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0150
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0155
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0155
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0155
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0155
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0160
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0160
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0160
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0160
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0160
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0165
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0165
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0165
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0165
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0170
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0170
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0170
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0170
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0175
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0175
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0175
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0175
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0175
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0180
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0180
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0180
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0180
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0185
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0185
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0185
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0185
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0190
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0190
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0190
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0190
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0190
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0195
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0195
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0195
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0195
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0200
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0200
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0200
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0200
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0205
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0205
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0205
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0205
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0210
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0210
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0210
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0210
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0215
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0215
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0215
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0215
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0215
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0220
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0220
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0220
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0220
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0225
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0225
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0225
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0225
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0230
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0230
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0230
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0230
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0235
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0235
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0235
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0235
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0240
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0240
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0240
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0245
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0245
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0245
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0245
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0245
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0250
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0250
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0250
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0250
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0255
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0255
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0260
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0260
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0260
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0265
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0265
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0265
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0265
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0270
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0270
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0270
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0270
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0275
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0275
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0275
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0280
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0280
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0280
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0280
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0285
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0285
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0285
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0285
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0290
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0290
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0290
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0295
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0295
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0295
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0295
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0300
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0300
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0300
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0300
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0305
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0305
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0305
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0305
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0310
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0310
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0310
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0310
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0315
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0315
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0315
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0315
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0320
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0320
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0320
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0320
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0325
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0325
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0325
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0330
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0330
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0330
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0335
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0335
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0335
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0340
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0340
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0340
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0340
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0345
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0345
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0345
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0345
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0350
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0350
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0350
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0350
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0350
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0355
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0355
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0355
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0355
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0355
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0355
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0360
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0360
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0360
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0360
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0365
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0365
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0365
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0365
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0365
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0370
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0370
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0370

Update on melanocytic nevi in children

383

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

Tosti A, Piraccini BM, Cagalli A, Haneke E. In situ melanoma of the
nail unit in children: report of two cases in fair-skinned Caucasian
children. Pediatr Dermatol. 2012;29:79-83.

Murata Y, Kumano K. Dots and lines: a dermoscopic sign of
regression of longitudinal melanonychia in children. Cutis. 2012;90:
293-296. [301].

Dal Pozzo V, Benelli C, Restano L, et al. Clinical review of 247 case
records of Spitz nevus (epithelioid cell and/or spindle cell nevus).
Dermatology. 1997;194:20-25.

Herreid PA, Shapiro PE. Age distribution of Spitz nevus versus
malignant melanoma. Arch Dermatol. 1996;132:352-353.

Luo S, Sepehr A, Tsao H. Spitz nevi and other spitzoid lesions. Part 1.
Background and diagnoses. J Am Acad Dermatol. 2011;65:1073-1084.
Lott JP, Wititsuwannakul J, Lee JJ, et al. Clinical characteristics
associated with Spitz nevi and Spitzoid malignant melanomas: the
Yale University Spitzoid Neoplasm Repository experience, 1991 to
2008. J Am Acad Dermatol. 2014;71:1077-1082.

Requena C, Requena L, Kutzner H, Sanchez Yus E. Spitz nevus: a
clinicopathological study of 349 cases. Am J Dermatopathol. 2009;31:
107-116.

Tlougan BE, Orlow SJ, Schaffer JV. Spitz nevi: beliefs, behaviors, and
experiences of pediatric dermatologists. JAMA Dermatol. 2013;149:
283-291.

Kerner M, Jaimes N, Scope A, Marghoob AA. Spitz nevi: a bridge
between dermoscopic morphology and histopathology. Dermatol
Clin. 2013;31:327-335.

Marchell R, Marghoob AA, Braun RP, Argenziano G. Dermatoscopy
of pigmented Spitz and Reed nevi: the starburst pattern. Arch
Dermatol. 2005;141:1060.

Nino M, Brunetti B, Delfino S, Brunetti B, Panariello L, Russo D.
Spitz nevus: follow-up study of 8 cases of childhood starburst type and
proposal for management. Dermatology. 2009;218:48-51.
Argenziano G, Agozzino M, Bonifazi E, et al. Natural evolution of
Spitz nevi. Dermatology. 2011;222:256-260.

Zalaudek I, Kittler H, Hofmann-Wellenhof R, et al. ”White” network
in Spitz nevi and early melanomas lacking significant pigmentation.
J Am Acad Dermatol. 2013;69:56-60.

Pizzichetta MA, Talamini R, Marghoob AA, et al. Negative pigment
network: an additional dermoscopic feature for the diagnosis of
melanoma. J Am Acad Dermatol. 2013;68:552-559.

Vollmer RT. Patient age in Spitz nevus and malignant melanoma:
implication of Bayes rule for differential diagnosis. 4m J Clin Pathol.
2004;121:872-877.

Luo S, Sepehr A, Tsao H. Spitz Nevi and other Spitzoid lesions. Part 2.
Natural history and management. J Am Acad Dermatol. 2011;65:
1087-1092.

Broganelli P, Titli S, Lallas A, et al. Spitz/Reed nevi: proposal of
management recommendations by the Dermoscopy Study Group of
the Italian Society of Dermatology (SIDeMaST). G ltal Dermatol
Venereol. 2014;149:601-606.

Gelbard SN, Tripp JM, Marghoob AA, et al. Management of Spitz
nevi: a survey of dermatologists in the United States. J Am Acad
Dermatol. 2002;47:224-230.

Brunetti B, Nino M, Sammarco E, Scalvenzi M. Spitz naevus: a
proposal for management. J Eur Acad Dermatol Venereol. 2005;19:
391-393.

Ferrara G, Gianotti R, Cavicchini S, Salviato T, Zalaudek I,
Argenziano G. Spitz nevus, Spitz tumor, and spitzoid melanoma: a
comprehensive clinicopathologic overview. Dermatol Clin. 2013;31:
589-598.

LeBoit PE. ‘Safe’ Spitz and its alternatives. Pediatr Dermatol.
2002;19:163-165.

Spatz A, Calonje E, Handfield-Jones S, Barnhill RL. Spitz tumors in
children: a grading system for risk stratification. Arch Dermatol.
1999;135:282-285.

Murphy ME, Boyer ID, Stashower ME, Zitelli JA. The surgical
management of Spitz nevi. Dermatol Surg. 2002;28:1065-1069.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

Tom WL, Hsu JW, Eichenfield LF, Friedlander SF. Pediatric
“STUMP” lesions: evaluation and management of difficult atypical
spitzoid lesions in children. J Am Acad Dermatol. 2011;64:559-572.
Busam KJ, Pulitzer M. Sentinel lymph node biopsy for patients with
diagnostically controversial spitzoid melanocytic tumors? Adv Anat
Pathol. 2008;15:253-262.

Lallas A, Kyrgidis A, Ferrara G, et al. Atypical Spitz tumours and
sentinel lymph node biopsy: a systematic review. Lancet Oncol.
2014;15:¢178-¢183.

Biddle DA, Evans HL, Kemp BL, et al. Intraparenchymal nevus cell
aggregates in lymph nodes: a possible diagnostic pitfall with
malignant melanoma and carcinoma. Am J Surg Pathol. 2003;27:
673-681.

Palmer III PE, Warneke CL, Hayes-Jordan AA, et al. Complications in
the surgical treatment of pediatric melanoma. J Pediatr Surg. 2013;48:
1249-1253.

Cerrato F, Wallins JS, Webb ML, McCarty ER, Schmidt BA, Labow
BI. Outcomes in pediatric atypical spitz tumors treated without
sentinel lymph node biopsy. Pediatr Dermatol. 2012;29:448-453.
Pol-Rodriquez M, Lee S, Silvers DN, Celebi JT. Influence of age
on survival in childhood spitzoid melanomas. Cancer. 2007;109:
1579-1583.

Averbook BJ, Lee SJ, Delman KA, et al. Pediatric melanoma: analysis
of an international registry. Cancer. 2013;119:4012-4019.

Paradela S, Fonseca E, Pita-Fernandez S, Prieto VG. Spitzoid and
non-spitzoid melanoma in children: a prognostic comparative study. J
FEur Acad Dermatol Venereol. 2013;27:1214-1221.

Gerami P, Cooper C, Bajaj S, et al. Outcomes of atypical Spitz tumors
with chromosomal copy number aberrations and conventional
melanomas in children. Am J Surg Pathol. 2013;37:1387-1394.
Gerami P, Scolyer RA, Xu X, et al. Risk assessment for atypical
spitzoid melanocytic neoplasms using FISH to identify chromosomal
copy number aberrations. Am J Surg Pathol. 2013;37:676-684.

van Engen-van Grunsven AC, van Dijk MC, Ruiter DJ, et al.
HRAS-mutated Spitz tumors: a subtype of Spitz tumors with distinct
features. Am J Surg Pathol. 2010;34:1436-1441.

Sarin KY, Sun BK, Bangs CD, et al. Activating HRAS mutation in
agminated Spitz nevi arising in a nevus spilus. JAMA Dermatol.
2013;149:1077-1081.

Wiesner T, Murali R, Fried IA, et al. A distinct subset of atypical Spitz
tumors is characterized by BRAF mutation and loss of BAPI
expression. Am J Surg Pathol. 2012;36:818-830.

Busam KJ, Wanna M, Wiesner T. Multiple epithelioid Spitz nevi or
tumors with loss of BAP1 expression: a clue to a hereditary tumor
syndrome. JAMA Dermatol. 2013;149:335-339.

Wiesner T, Obenauf AC, Murali R, et al. Germline mutations in BAP1
predispose to melanocytic tumors. Nat Genet. 2011;43:1018-1021.
Wiesner T, He J, Yelensky R, et al. Kinase fusions are frequent in
Spitz tumours and spitzoid melanomas. Nat Commun. 2014;5:3116.
Busam KJ, Kutzner H, Cerroni L, Wiesner T. Clinical and pathologic
findings of Spitz nevi and atypical Spitz tumors with ALK fusions. 4m
J Surg Pathol. 2014;38:925-933.

Krengel S, Scope A, Dusza SW, Vonthein R, Marghoob AA. New
recommendations for the categorization of cutancous features of
congenital melanocytic nevi. J Am Acad Dermatol. 2013;68:441-451.
Chaithirayanon S, Chunharas A. A survey of birthmarks and
cutaneous skin lesions in newborns. J Med Assoc Thai. 2013;96:
S49-S53.

Haveri FT, Inamadar AC. A cross-sectional prospective study of
cutaneous lesions in newborn. ISRN Dermatol. 2014;2014:360590.
Kanada KN, Merin MR, Munden A, Friedlander SF. A prospective
study of cutaneous findings in newborns in the United States:
correlation with race, ethnicity, and gestational status using updated
classification and nomenclature. J Pediatr. 2012;161:240-245.
Boccardi D, Menni S, Ferraroni M, et al. Birthmarks and transient skin
lesions in newborns and their relationship to maternal factors: a
preliminary report from northern Italy. Dermatology. 2007;215:53-58.


http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0375
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0375
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0375
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0375
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0375
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0380
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0380
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0380
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0380
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0385
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0385
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0385
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0390
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0390
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0390
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0395
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0395
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0395
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0395
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0400
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0400
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0400
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0400
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0400
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0405
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0405
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0405
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0405
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0410
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0410
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0410
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0410
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0415
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0415
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0415
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0415
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0420
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0420
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0420
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0420
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0420
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0425
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0425
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0425
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0425
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0430
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0430
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0430
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0435
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0435
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0435
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0440
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0440
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0440
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0440
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0445
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0445
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0445
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0445
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0450
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0450
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0450
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0450
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0455
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0455
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0455
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0455
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0455
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0460
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0460
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0460
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0460
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0465
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0465
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0465
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0465
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0470
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0470
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0470
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0470
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0470
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0475
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0475
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0475
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0480
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0480
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0480
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0480
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0485
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0485
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0485
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0490
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0490
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0490
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0490
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0495
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0495
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0495
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0495
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0500
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0500
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0500
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0500
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0505
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0505
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0505
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0505
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0505
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0510
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0510
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0510
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0510
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0515
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0515
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0515
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0515
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0520
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0520
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0520
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0520
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0520
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0525
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0525
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0525
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0530
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0530
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0530
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0530
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0535
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0535
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0535
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0535
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0540
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0540
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0540
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0540
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0545
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0545
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0545
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0545
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0550
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0550
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0550
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0550
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0555
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0555
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0555
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0555
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0560
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0560
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0560
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0560
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0565
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0565
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0565
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0570
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0570
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0570
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0575
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0575
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0575
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0575
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0580
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0580
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0580
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0580
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0585
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0585
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0585
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0585
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0590
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0590
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0590
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0595
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0595
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0595
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0595
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0595
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0600
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0600
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0600
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0600

384 J.V. Schaffer
121. El-Moneim AA, El-Dawela RE. Survey of skin disorders in newborns: 141. Feng J, Sethi A, Reyes-Mugica M, et al. Life-threatening blood loss
clinical observation in an Egyptian medical centre nursery. East from scratching provoked by pruritus in the bulky perineal
Mediterr Health J. 2012;18:49-55. nevocytoma variant of giant congenital melanocytic nevus in a

122. Castilla EE, Dutra MD, Orioli-Parreiras IM. Epidemiology of child. J Am Acad Dermatol. 2005;53:S139-S142.
congenital pigmented naevi: I. Incidence rates and relative frequen- 142. Patel KR, Chernock R, Lewis Jr JS, Raptis CA, Al Gilani M, Dehner
cies. Br J Dermatol. 1982;104:307-315. LP. Lipomatous congenital melanocytic nevus presenting as a neck

123. Stinco G, Argenziano G, Favot F, Valent F, Patrone P. Absence of mass in a young adult. Head Neck Pathol. 2013;7:404-408.
clinical and dermoscopic differences between congenital and non- 143. Cabrera HL, Gomez ML, Garcia S. Lipomatous melanocytic
congenital melanocytic naevi in a cohort of 2-year-old children. Br J nevomatosis. J Eur Acad Dermatol Venereol. 2002;16:377-379.
Dermatol. 2011;165:1303-1307. 144. Giam YC, Williams ML, Leboit PE, et al. Neonatal erosions and

124. Sigg C, Pelloni F, Schnyder UW. Frequency of congenital nevi, nevi ulcerations in giant congenital melanocytic nevi. Pediatr Dermatol.
spili and café-au-lait spots and their relation to nevus count and skin 1999;16:354-358.
complexion in 939 children. Dermatologica. 1990;180:118-123. 145. Palmieri G, Bianciardi Valassina MF, et al. Impressive pseudotumoral

125. Rivers JK, MacLennan R, Kelly JW, et al. The Eastern Australian proliferative nodules in a giant congenital nevus of a newborn. Pediatr
childhood nevus study: prevalence of atypical nevi, congenital Dermatol. 2013;30:e5-¢7.
nevus-like nevi, and other pigmented lesions. J Am Acad Dermatol. 146. Christou EM, Chen AC, Sugo E, Barbaric D, Wargon O. Proliferative
1995;32:957-963. nodules of undifferentiated spindle cells arising in a large congenital

126. Ingordo V, Gentile C, Iannazzone SS, et al. Congenital melanocytic melanocytic naevus. Australas J Dermatol. 2014;55:¢24-¢28.
nevus: an epidemiologic study in Italy. Dermatology. 2007;214: 147. Nguyen TL, Theos A, Kelly DR, Busam K, Andea AA. Mitotically
227-230. active proliferative nodule arising in a giant congenital melanocy-

127. Gallus S, Naldi L. Distribution of congenital melanocytic naevi and tic nevus: a diagnostic pitfall. Am J Dermatopathol. 2013;35:
congenital naevus-like naevi in a survey of 3406 Italian school- el6-e2l.
children. Oncology Study Group of the Italian Group for Epidemi- 148. Murphy MJ, Jen M, Chang MW, et al. Molecular diagnosis of a benign
ologic Research in Dermatology. Br J Dermatol. 2008;159:433-438. proliferative nodule developing in a congenital melanocytic nevus in a

128. Ichii-Nakato N, Takata M, Takayanagi S, et al. High frequency of 3-month-old infant. J Am Acad Dermatol. 2008;59:518-523.
BRAFV600 E mutation in acquired nevi and small congenital nevi, 149. Bastian BC, Xiong J, Frieden 1J, et al. Genetic changes in
but low frequency of mutation in medium-sized congenital nevi. neoplasms arising in congenital melanocytic nevi: differences
J Invest Dermatol. 2006;126:2111-2118. between nodular proliferations and melanomas. Am J Pathol.

129. Kinsler VA, Thomas AC, Ishida M, et al. Multiple congenital 2002;161:1163-1169.
melanocytic nevi and neurocutaneous melanosis are caused by 150. Vilarrasa E, Baselga E, Rincon C, Alomar A. Histologic persistence of
postzygotic mutations in codon 61 of NRAS. J Invest Dermatol. a congenital melanocytic nevus of the scalp despite clinical involution.
2013;133:2229-2236. J Am Acad Dermatol. 2008;59:1091-1092.

130. Charbel C, Fontaine RH, Malouf GG, et al. NRAS mutation is the sole 151. Kerr OA, Schofield O. Halo congenital nevus. Pediatr Dermatol.
recurrent somatic mutation in large congenital melanocytic nevi. 2003;20:541-542.

J Invest Dermatol. 2014;134:1067-1074. 152. Patrizi A, Neri I, Sabattini E, et al. Unusual inflammatory

131. Bauer J, Curtin JA, Pinkel D, Bastian BC. Congenital melanocytic and hyperkeratotic halo naevus in children. Br J Dermatol.
nevi frequently harbor NRAS mutations but no BRAF mutations. 2005;152:357-360.

J Invest Dermatol. 2007;127:179-182. 153. Ruiz-Maldonado R, Orozco-Covarrubias L, Ridaura-Sanz C, et al.

132. Phadke PA, Rakheja D, Le LP, et al. Proliferative nodules arising Desmoplastic hairless hypopigmented naevus: a variant of giant
within congenital melanocytic nevi: a histologic, immunohistochem- congenital melanocytic naevus. Br J Dermatol. 2003;148:
ical, and molecular analyses of 43 cases. Am J Surg Pathol. 2011;35: 1253-1257.

656-669. 154. Werner B, Carvalho VO, Nacif SB, et al. Desmoplastic hypopigmen-

133. Lu C, Zhang J, Nagahawatte P, et al. The genomic landscape of ted hairless nevus: a variant with progressive depigmentation,
childhood and adolescent melanoma. J Invest Dermatol. 2014, http: induration, and overgrowth. Pediatr Dermatol. 2012;29:336-340.
//dx.doi.org/10.1038/jid.2014.425. [Epub ahead of print]. 155. Salgado CM, Silver RB, Bauer BS, et al. Skin of patients with

134. Schaffer JV, Orlow SJ, Lazova R, Bolognia JL. Speckled lentiginous large/giant congenital melanocytic nevi shows increased mast cells.
nevus: within the spectrum of congenital melanocytic nevi. Arch Pediatr Dev Pathol. 2014;17:198-203.

Dermatol. 2001;137:172-178. 156. Alikhan AA, Ibrahimi OA, Eisen DB. Congenital melanocytic nevi:

135. Vidaurri-de la Cruz H, Happle R. Two distinct types of speckled where are we now? Part I. Clinical presentation, epidemiology,
lentiginous nevi characterized by macular versus papular speckles. pathogenesis, histology, malignant transformation, and neurocuta-
Dermatology. 2006;212:53-58. neous melanosis. J Am Acad Dermatol. 2012;67. [495.e1-17].

136. Sarin KY, McNiff JM, Kwok S, Kim J, Khavari PA. Activating /RAS 157. Yagerman S, Marghoob AA. Melanoma at the periphery of a
mutation in nevus spilus. J Invest Dermatol. 2014;134:1766-1768. congenital melanocytic nevus. J Am Acad Dermatol. 2013;69:

137. Groesser L, Herschberger E, Sagrera A, et al. Phacomatosis e227-e228.
pigmentokeratotica is caused by a postzygotic HRAS mutation in a 158. Kinsler VA, Birley J, Atherton DJ. Great Ormond Street Hospital for
multipotent progenitor cell. J Invest Dermatol. 2013;133: Children Registry for congenital melanocytic naevi: prospective study
1998-2003. 1988-2007. Part 1—epidemiology, phenotype and outcomes. Br J

138. Kinsler VA, Krengel S, Riviere JB, et al. Next-generation sequencing Dermatol. 2009;160:143-150.
of nevus spilus-type congenital melanocytic nevus: exquisite genoty- 159. Swerdlow AJ, English JS, Qiao Z. The risk of melanoma in patients
pe-phenotype correlation in mosaic RASopathies. J Invest Dermatol. with congenital nevi: a cohort study. J Am Acad Dermatol. 1995;32:
2014;134:2658-2660. 595-599.

139. Kinsler VA, Birley J, Atherton DJ. Great Ormond Street Hospital for 160. Dawson HA, Atherton DJ, Mayou B. A prospective study of
Children Registry for Congenital Melanocytic Naevi: prospective congenital melanocytic naevi: progress report and evaluation after 6
study 1988-2007. Part 2—evaluation of treatments. Br J Dermatol. years. Br J Dermatol. 1996;134:617-623.
2009;160:387-392. 161. Sahin S, Levin L, Kopf AW, et al. Risk of melanoma in medium-sized

140. Krengel S, Marghoob AA. Current management approaches for congenital melanocytic nevi: a follow-up study. J Am Acad Dermatol.

congenital melanocytic nevi. Dermatol Clin. 2012;30:377-387.

1998;39:428-433.


http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0605
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0605
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0605
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0605
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0610
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0610
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0610
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0610
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0615
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0615
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0615
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0615
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0615
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0620
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0620
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0620
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0620
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0625
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0625
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0625
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0625
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0625
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0630
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0630
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0630
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0630
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0630
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0635
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0635
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0635
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0635
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0635
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0640
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0640
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0640
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0640
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0645
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0645
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0645
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0645
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0645
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0650
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0650
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0650
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0655
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0655
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0655
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0660
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0660
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0660
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0660
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0660
http://dx.doi.org/10.1038/jid.2014.425
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0670
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0670
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0670
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0670
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0675
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0675
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0675
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0680
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0680
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0680
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0680
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0685
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0685
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0685
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0685
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0685
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0685
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0690
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0690
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0690
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0690
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0690
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0695
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0695
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0695
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0695
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0695
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0700
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0700
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0700
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0705
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0705
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0705
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0705
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0705
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0710
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0710
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0710
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0710
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0715
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0715
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0715
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0720
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0720
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0720
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0720
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0725
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0725
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0725
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0725
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0730
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0730
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0730
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0730
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0735
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0735
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0735
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0735
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0735
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0735
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0740
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0740
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0740
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0740
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0745
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0745
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0745
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0745
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0745
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0745
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0755
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0755
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0755
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0760
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0760
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0760
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0765
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0765
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0765
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0765
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0765
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0770
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0770
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0770
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0770
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0770
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0770
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0775
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0775
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0775
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0775
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0780
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0780
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0780
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0785
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0785
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0785
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0785
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0785
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0790
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0790
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0790
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0790
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0790
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0795
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0795
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0795
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0795
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0795
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0800
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0800
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0800
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0800
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0805
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0805
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0805
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0805
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0810
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0810
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0810
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0810

Update on melanocytic nevi in children

385

162.

163.

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

180.

181.

182.

Scalzo DA, Hida CA, Toth G, et al. Childhood melanoma: a
clinicopathological study of 22 cases. Melanoma Res. 1997;7:63-68.
Tannous ZS, Mihm MC, Sober AJ, Duncan LM. Congenital
melanocytic nevi: clinical and histopathologic features, risk of
melanoma, and clinical management. J Am Acad Dermatol.
2005;52:197-203.

Ruiz-Maldonado R, Tamayo L, Laterza AM, Duran C. Giant
pigmented nevi: clinical, histopathologic, and therapeutic consider-
ations. J Pediatr. 1992;120:906-911.

Egan CL, Oliveria SA, Elenitsas R, et al. Cutaneous melanoma risk
and phenotypic changes in large congenital nevi: a follow-up study of
46 patients. J Am Acad Dermatol. 1998;39:923-932.

Hale EK, Stein J, Ben-Porat L, et al. Association of melanoma and
neurocutaneous melanocytosis with large congenital melanocytic
naevi: results from the NYU-LCMN registry. Br J Dermatol.
2005;152:512-517.

Bett BJ. Large or multiple congenital melanocytic nevi: occurrence of
cutaneous melanoma in 1008 persons. J Am Acad Dermatol. 2005;52:
793-797.

Ka VS, Dusza SW, Halpern AC, Marghoob AA. The association
between large congenital melanocytic naevi and cutaneous melanoma:
preliminary findings from an Internet-based registry of 379 patients.
Melanoma Res. 2005;15:61-67.

Zaal LH, Mooi WIJ, Klip H, van der Horst CM. Risk of malignant
transformation of congenital melanocytic nevi: a retrospective
nationwide study from The Netherlands. Plast Reconstr Surg.
2005;116:1902-1909.

Yun SJ, Kwon OS, Han JH, et al. Clinical characteristics and risk of
melanoma development from giant congenital melanocytic naevi in
Korea: a nationwide retrospective study. Br J Dermatol. 2012;166:
115-123.

Vourc’h-Jourdain M, Martin L, Barbarot S. aRED. Large congenital
melanocytic nevi: therapeutic management and melanoma risk: a
systematic review. J Am Acad Dermatol. 2013;68. [493-8.e1-14].
Krengel S, Hauschild A, Schifer T. Melanoma risk in congenital
melanocytic naevi: a systematic review. Br J Dermatol. 2006;155:
1-8.

Price HN, Schaffer JV. Congenital melanocytic nevi—when to
worry and how to treat: facts and controversies. Clin Dermatol.
2010;28:293-302.

Christman MP, Kerner JK, Cheng C, et al. Rhabomyosarcoma arising
in a giant congenital melanocytic nevus. Pediatr Dermatol. 2014;3:
584-587.

Yamazaki F, Osumi T, Kosaki K, et al. Large congenital melanocytic
nevi with atypical teratoid/rhabdoid tumor. Pediatr Blood Cancer.
2013;60:1240-1241.

Ambros T, Furian R, Riccardi F. The development of two different
malignancies in a patient with large congenital melanocytic nevus.
Pediatr Dermatol. 2011;28:729-731.

Kadonga JN, Frieden 1J. Neurocutaneous melanosis: definition and
review of the literature. J Am Acad Dermatol. 1991;24:747-755.
Bett BJ. Large or multiple congenital melanocytic nevi: occurrence of
neurocutaneous melanocytosis in 1008 persons. J Am Acad Dermatol.
2006;54:767-777.

Marghoob AA, Dusza S, Olivieria S, Halpern AC. Number of satellite
nevi as a correlate for neurocutaneous melanocytosis in patients
with large congenital melanocytic nevi. Arch Dermatol. 2004;140:
171-175.

Lovett A, Maari C, Decarie JC, et al. Large congenital melanocytic
nevi and neurocutaneous melanocytosis: one pediatric center’s
experience. J Am Acad Dermatol. 2009;61:766-774.
Bekiesinska-Figatowska M, Szczygielski O, Boczar M, et al.
Neurocutaneous melanosis in children with giant congenital nevi.
Clin Imaging. 2014;38:79-84.

Ramaswamy V, Delaney H, Haque S, Marghoob A, Khakoo Y.
Spectrum of central nervous system abnormalities in neurocutaneous
melanosis. Dev Med Child Neurol. 2012;54:563-568.

183.

184.

185.

186.

187.

188.

189.

190.

191.

192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

Tian AG, Foster KA, Jakacki RI, Reyes-Mugica M, Greene S.
Neurocutaneous melanosis is associated with tethered spinal cord.
Childs Nerv Syst. 2015;172:88-93.

Ansarin H, Soltani-Arabshahi R, Mehregan D, Shayanfar N,
Soltanzadeh P. Giant congenital melanocytic nevus with neurofibro-
ma-like changes and spina bifida occulta. Int J Dermatol. 2006;45:
1347-1350.

Schaffer JV, McNiff NM, Bolognia JL. Cerebral mass due to
neurocutaneous melanosis: 8 years later. Pediatr Dermatol. 2001;18:
369-377.

Kinsler VA, Chong WK, Aylett SE, Atherton DJ. Complica-
tions of congenital melanocytic naevi in children: analysis of
16 years’ experience and clinical practice. Br J Dermatol.
2008;159:907-914.

Chen AC, McRae MY, Wargon O. Clinical characteristics and
risks of large congenital melanocytic naevi: a review of 31
patients at the Sydney Children’s Hospital. Australas J Dermatol.
2012;53:219-223.

Agero AL, Benvenuto-Andrade C, Dusza SW, et al. Asymptomatic
neurocutaneous melanocytosis in patients with large congenital
melanocytic nevi: a study of cases from an Internet-based registry. J
Am Acad Dermatol. 2005;53:959-965.

Foster RD, Williams ML, Barkovich AJ, et al. Giant congenital
melanocytic nevi: the significance of neurocutaneous melanosis in
neurologically asymptomatic children. Plast Reconstr Surg.
2001;107:933-941.

Posch C, Moslehi H, Feeney L, et al. Combined targeting of MEK and
PI3 K/mTOR effector pathways is necessary to effectively inhibit
NRAS mutant melanoma in vitro and in vivo. Proc Natl Acad Sci.
2013;110:4015-4020.

Kisters-Vandevelde HV, Willemsen AE, Groenen PJ, et al. Exper-
imental treatment of NRAS-mutated neurocutaneous melanocytosis
with MEK162, a MEK-inhibitor. Acta Neuropathol Commun.
2014;2:41.

Tromberg J, Bauer B, Benvenuto-Adrade C, Marghoob AA.
Congenital nevi needing treatment. Dermatol Ther. 2005;18:
136-150.

Ibrahimi OA, Alikhan A, Eisen DB. Congenital melanocytic nevi:
Where are we now? Part II. Treatment options and approach to
treatment. J Am Acad Dermatol. 2012;67:515.e1-515.e13.
Marghoob AA, Agero AL, Benvenuto-Andrade C, Dusza SW.
Large congenital melanocytic nevi, risk of cutaneous melano-
ma, and prophylactic surgery. J Am Acad Dermatol. 2006;54:
868-873.

Coughlin CC, Council ML, Gru AA, Fields RC, Bayliss SJ. Malignant
melanoma arising at the site of a previously excised giant congenital
melanocytic nevus. JAMA Dermatol. 2014;150:100-101.

Kanzler MH. Management of large congenital melanocytic nevi: Art
versus science. J Am Acad Dermatol. 2006;54:874-876.

Arad E, Zuker RM. The shifting paradigm in the management of giant
congenital melanocytic nevi: Review and clinical applications. Plast
Reconstr Surg. 2014;133:367-376.

Manganoni AM, Belloni Fortina A, Pavoni L, et al. The
controversial management of giant congenital melanocytic nevi.
When would it be better “to wait and see”? G Ital Dermatol
Venereol. 2013;148:203-207.

Carrera J, Albert A, Parri FJ, et al. Surgical treatment of giant
congenital melanocytic nevi: A change of aim. Cir Pediatr. 2014;27:
36-42.

Kinsler V, Bulstrode N. The role of surgery in the management of
congenital melanocytic naevi in children: a perspective from Great
Ormond Street Hospital. J Plast Reconstr Aesthet Surg. 2009;62:
595-601.

Bauer BS, Corcoran J. Treatment of large and giant nevi. Clin Plast
Surg. 2005;32:11-18.

August PJ, Ferguson JE, Madan V. A study of the efficacy of
carbon dioxide and pigment-specific lasers in the treatment of


http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0815
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0815
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0815
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0820
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0820
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0820
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0820
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0820
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0820
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0825
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0825
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0825
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0825
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0830
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0830
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0830
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0830
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0835
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0835
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0835
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0835
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0835
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0835
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0840
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0840
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0840
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0840
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0845
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0845
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0845
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0845
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0850
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0850
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0850
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0850
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0850
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0850
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0855
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0855
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0855
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0855
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0855
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0860
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0860
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0860
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0860
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0865
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0865
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0865
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0865
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0865
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0870
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0870
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0870
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0870
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0870
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0875
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0875
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0875
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0875
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0880
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0880
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0880
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0880
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0885
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0885
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0885
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0890
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0890
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0890
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0895
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0895
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0895
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0895
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0900
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0900
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0900
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0900
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0900
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0905
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0905
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0905
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0905
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0910
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0910
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0910
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0915
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0915
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0915
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0915
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0920
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0920
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0920
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0925
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0925
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0925
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0925
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0925
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0930
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0930
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0930
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0930
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0935
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0935
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0935
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0935
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0935
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0935
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0940
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0940
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0940
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0940
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0940
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0940
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0945
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0945
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0945
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0945
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0945
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0950
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0950
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0950
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0950
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0950
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0950
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0955
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0955
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0955
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0955
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0955
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0955
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0955
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0960
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0960
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0960
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0960
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0960
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0960
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0965
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0965
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0965
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0965
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0965
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0970
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0970
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0970
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0970
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0975
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0975
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0975
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0975
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0975
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0975
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0980
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0980
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0980
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0980
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0985
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0985
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0985
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0990
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0990
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0990
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0990
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0995
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0995
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0995
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0995
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0995
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf0995
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1000
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1000
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1000
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1000
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1005
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1010
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1010
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1010
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1015

386

J.V. Schaffer

203.

medium-sized congenital melanocytic naevi. Br J Dermatol. 204.

2011;164:1037-1042.
De Raeve LE, Claes A, Ruiter DJ, et al. Distinct phenotypic changes

between the superficial and deep component of giant congenital 205.

melanocytic naevi: a rationale for curettage. Br J Dermatol. 2006;154:
485-492.

Dragieva G, Hafner J, Kiinzi W, et al. Malignant melanoma in a large
congenital melanocytic nevus 9 years after dermabrasion in childhood.
Dermatology. 2006;212:208-209.

Koot HM, de Waard-van der Spek F, Peer CD, Mulder PG, Oranje AP.
Psychosocial sequelae in 29 children with giant congenital melano-
cytic naevi. Clin Exp Dermatol. 2000;25:589-593.


http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1015
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1020
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1020
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1020
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1020
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1020
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1025
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1025
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1025
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1030
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1030
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1030
http://refhub.elsevier.com/S0738-081X(14)00314-9/rf1030

	Update on melanocytic nevi in children
	Epidemiology and overview
	Acquired nevi in childhood and adolescence: growing moles in growing patients
	Environmental and genetic factors in �nevus development
	Managing the “moley” child
	Site-related considerations for nevi in children
	Scalp nevi
	Genital nevi
	Acral nevi and longitudinal melanonychia

	Spitz nevi
	Insights into the natural history of Spitz nevi
	New approaches to the management of Spitz nevi in�children
	Making sense of the Spitz nevus spectrum

	Congenital melanocytic nevi
	Evolving definitions and concepts of CMN
	Revisiting the speckled lentiginous nevus
	The dynamic natural history of CMN
	Melanoma risk associated with small and �medium CMN
	Melanoma and other malignancy risk associated with large and giant CMN
	Neurocutaneous melanocytosis associated with large and/or multiple CMN
	Considerations in the management of patients with small and medium CMN
	Considerations in the management of patients with large and giant CMN

	References


