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ABSTRACT

While giant congenital melanocytic nevi are rare lesions in the pediatric population, malignant
transformation within these lesions remains even more rare. A 22-month-old male patient
developed a 6.5 mm Clark’s Level IV melanoma within a giant congenital nevus with an
activating NRAS variant. The need for frequent surveillance and screening of giant congenital
melanocytic nevi is essential to identify early signs of melanoma, even in the pediatric

population.

INTRODUCTION

Congenital melanocytic nevi (CMN) pose a
constellation of challenges that include
cosmetic and functional disfigurement,
reduction in self-esteem, and the potential to
develop into malignant melanoma.’ 2 Giant
CMNs are defined by pigmented
proliferations that are greater than 20 cm? in
diameter, and these occur in 1 in 20,000
births, most commonly on the trunk, upper
extremities and head and neck regions.? 3
CMNs can change in size and appearance
with age from a flat brown plaque to a
pigmented and hairy plaque with erosions,
ulcerations, or a thickened verrucous
surface.* While all CMNs have the potential
to transform into malignant melanoma, the
highest risk of malignant transformation
resides in giant congenital melanocytic nevi
with reports of this transformation being as

high as 14%.> Regular dermatologic
screenings by pediatricians are vital to
assess changes in giant congenital nevi over
time.* Early biopsy and possible surgical
intervention can help identify early
transformation and potentially reduce the
sequelae of melanoma.*

CASE REPORT

A male infant was born at 39 weeks and 6
days gestation to a 23-year-old primigravida
mother who obtained appropriate prenatal
care throughout the pregnancy. At the time of
birth, the newborn was noted to have a large
black plaque with tufts of hair from the scalp
to mid-back with numerous smaller satellite
lesions on the face, trunk, and extremities.
The patient received an MRI at 2 days of age
to rule out neurocutaneous melanosis. The
patient was evaluated in the Vascular
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Anomalies Clinic at UTHealth McGovern
Medical School at 1 month of age and
diagnosed with a multifocal congenital
melanocytic nevus, congenital ear deformity
and positional plagiocephaly (Figure 1). The
patient was to be followed in our outpatient
clinic every six months to screen for possible
foci of transformation within the giant
congenital nevus. Due to the COVID-19
pandemic, the patient was delayed in
returning to clinic initially.

Figure 1. Lare >uItifo'caI congenital pigmented
nevus at 2 months of age.

The patient had his first follow up evaluation
at 8 months of age, and an area of the nevus
in the preauricular space was biopsied due to
concern for a rapid change in texture and
thickness. The results of the biopsy were
normal. A secondary biopsy was performed
at 11 months of age due to a new scalp
growth, which was found to be a pyogenic
granuloma and was excised with normal
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pathologic findings. At the 16 month follow
up, three new lesions of concern were
biopsied, and wide excision was performed
due to highly proliferative margins and
atypical cells. At the 22 month follow up, a
previous lesion showed abnormal coloration
and borders, and there was found to be an
enlarged posterior cervical lymph node
raising concern for possible metastasis
(Figure 2).

Figure 2. Swelling of posterior cervical lymph
nodes at 22 months of age after initiation of
nivolumab and ipilimumab.

As a part of an oncology work-up, a
multiplanar,  multisequence MRl  was
performed with and without IV contrast
showing a new enlarging posterior cervical
lymph node prompting concern for malignant
transformation or metastatic disease. Skin
biopsy showed an invasive, nodular, Clark
Level IV, and Breslow thickness 6.5 mm
melanoma with mitotic figures and ulceration.
The patient had a next generation
sequencing analysis that demonstrated an
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NRAS variant. A repeat multiplanar,
multisequence MRI of the abdomen and
pelvis was performed to evaluate for
metastases. Results of the MRI showed
metastases to the bones of the legs and the
patient was referred to MD Anderson to
initiate  therapeutic  intervention  with
ipilimumab and nivolumab. A PET scan
demonstrated enlarging left cervical lymph
nodes with central necrosis and increase
tracer uptake in T3 vertebra and the
intertrochanteric region of the right femur
suspicious for bony metastases (Figure 3).

Figure 3. PET scan at 22 months of age
exhibiting enlargement of the left cervical lymph
nodes with central necrosis, likely metastatic in
nature.

DISCUSSION

Melanoma represents the deadliest form of
skin cancer and the fifth most common
cancer by incidence across all races in the
United States.® A 35-year review of pediatric
patients found that 2.5 per one million
children are diagnosed with melanoma,
exhibiting an exceptionally rare occurrence.’
Of these children, only 22% are diagnosed
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with melanoma before puberty.’
Preadolescent patients are more likely to
present with melanoma on the head and neck
and are more likely to be non-Caucasian, as
in this case.® Early detection and treatment
are vital for survival, as prognosis is directly
correlated with disease staging.*

When evaluating pediatric nevi, CMNs
require a unique algorithm of care because
their natural history varies from acquired
pediatric nevi. Acquired melanocytic nevi
(AMN) are ubiquitous in children, typically
appearing in early childhood and increasing
in size and number. However, AMNs only
account for 1% of all melanomas in patients
younger than 20 years and have a lifetime
risk of transformation into melanoma of 1 in
10,000.° Studies indicate the risk of
melanoma ranges from 6-14% in giant
congenital nevi, while other smaller
congenital nevi only have a 1.4% incidence
of melanoma.>® Immunohistochemical and
somatic genetic testing may be necessary for
diagnosis in unique or recurrent cases of
melanoma.® Thus far, the proto-oncogenes,
NRAS and BRAF, have been identified in
approximately 95% and 5-10% in giant
CMNs, respectively.® As a pediatrician, it is
vital to recognize early indications of
transformation to melanoma to provide better
outcomes for patients.

CONCLUSION

This case stresses the importance of early
detection, serial evaluation, and prompt
treatment of melanoma in a giant congenital
melanocytic nevus. Giant CMNs are
particularly difficult to manage due to the
diagnostic challenge, operative treatment
required, and lifelong follow-up and
management. A multidisciplinary team
encompassing  pediatrics, dermatology,
plastic surgery, and genetics — as seen in
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many vascular anomalies centers — is
uniquely positioned to play an especially
important role in managing this subset of
patients and provide timely quality care for
these rare and deadly conditions.
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