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ABSTRACT

Large congenital melanocytic nevi (>20 cm in greatest diameter) are very rare and are seen in
approximately 1 in 20,000 newborns. The major risk these patients face is the development of
neurocutaneous melanosis or malignant melanoma. We report a rare case of large congenital
melanocytic nevus with metastatic melanoma in a 40-year-old woman. In this case, though
the primary was not established with certainty, on the basis of clinical course and radiological

evaluation of various organs, we presume that the primary could be in the lung.
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INTRODUCTION

Large congenital melanocytic nevi (LCMN) developed
in utero are present in approximately 1 in 20,000
newborns. Apart from cosmetic and psychological
sequelae, the greater risk these patients face is the
development of neurocutaneous melanosis (NCM)
and malignant melanoma (MM). The lifetime risk of
melanoma for these patients is 5% or less.!" We describe
a rare case of LCMN with metastatic melanoma with a
probable primary in the lung, on the basis of clinical,
histological and radiological features.
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CASE REPORT

A 40-year-old healthy married woman presented
with LCMN (>20 cm in greatest diameter) in the
posterior axis of the body involving lower two-thirds
of the back, buttocks, lower abdomen and thighs
with multiple satellite nevi of varying sizes all over
the body [Figure 1a]. There were no palpable lymph
nodes, no organomegaly and no other congenital
abnormalities. In the background of LCMN with
more than 20 satellite nevi, the case was thoroughly
evaluated with all relevant hematological, biochemical,
radiological investigations and skin biopsies from
three representative sites — one from the center of the
LCMN, two from scalp nodules and leg tumors were
taken to rule out MM or NCM. Histopathology of these
three specimens was consistent with intradermal
melanocytic nevus with no evidence of malignancy
[Figure 1b]. All relevant investigations revealed
no abnormalities. The patient was counseled and
advised to report for follow-up every year. In the
first 2 years of follow-up, there was no evidence of
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NCM or MM. During the third year of follow-up, the
patient had sudden convulsion with transient loss
of consciousness and was immediately hospitalized.
She regained consciousness immediately and was
hemodynamically stable without any focal central
nervous system deficits. Her Glasgow Coma Scale
(GCS) was 15 which denotes that the patient was alert
and not in coma. She was thoroughly investigated
and all hematological and biochemical tests were
normal. Plain computed tomography (CT) brain
showed multiple, well-defined hyperdense lesions
at the gray white matter junction with moderate
perilesional edema. On contrast administration,
moderate enhancement of the lesions was noticed.
These findings were suggestive of hemorrhagic
metastases [Figure 2]. As MM is one of the causes for
producing hemorrhagic metastasis in the brain, an
extensive search for the primary was initiated. There
were no leptomeningeal lesions. In the background
of LCMN, diagnosis of metastatic melanoma was
considered. Patient refused for magnetic resonance
imaging (MRI) brain. Chest radiograph revealed
large, well-defined opacity with lobulated contours
in the right para cardiac region [Figure 3], which is
in favor of neoplastic lesion. Contrast CT of the chest
revealed mildly enhancing mass lesion in the medial
segment of right middle lobe abutting the pleura. Right
hilar and carinal lymphadenopathy was also noted
[Figure 4]. No lymphangitis carcinomatosa was seen.
There were no focal lesions in the left lung and liver.
These findings were suggestive of a primary malignant
mass lesion of the lung. CT guided fine needle
aspiration cytology (FNAC) smear from the mass
lesion in the right lung showed moderately cellular
clusters and diffusely scattered large pleomorphic
cells. These cells were round to polygonal. Many cells
had brownish black pigment in the cytoplasm. Nuclei
were hyperchromatic, and few nuclei had prominent
one to two nucleoli. Many bare nuclei were seen,
background was hemorrhagic and brownish black
pigment was seen [Figure 5]. These features were
suggestive of MM. Lung biopsy could not be done due
to patient’s non-cooperation. Abdominal ultrasound,
echocardiography, upper and lower GI endoscopy
were normal. B-scan of the orbit was normal. High
resolution ultrasound of the neck, axilla and inguinal
regions was performed and no lymphadenopathy was
found. Skin biopsies from three representative sites —
from the main nevus, scalp and the leg nodules showed
features of intradermal nevus with no evidence of
malignancy, similar to the previous biopsy reports.

Congenital melanocytic nevus with metastatic melanoma

During the period of 1 week of hospitalization, the
patient’s condition was stable and she was referred
to an oncologist for further management. She was
given three cycles of Whole Brain Radiation Therapy
(WBRT), oral Temozolamide 250 mg daily for 5 days
cycle once in 21 days. Follow-up CT scan of the brain
after 3 months showed no increase in the size of the
metastases, whereas contrast CT of the chest revealed
increase in the size of the lung lesion, hilar and carinal
lymph nodes. A small hypodense lesion was noticed
in the right lobe of the liver which was not previously
seen, suggestive of metastasis. There were no
neurological complications during her entire illness.
She subsequently developed massive malignant right
pleural effusion and died.

DISCUSSION

Though the association between LCMN and MM
has been established beyond any doubt, the exact
magnitude of the risk is still unknown. The lifetime
risk of melanoma in these patients has been reported
to range from 5 to 40%." In a study of 289 patients
with LCMN, 34 patients (12%) developed primary
cutaneous melanoma within their nevi, 2 patients had
cutaneous maglinant melanoma outside LCMN, 21
patients developed MMs in the central nervous system
and 10 had metastatic MM with occult primary. This
study further revealed that the development of MMs
was more common in axial LCMN than those of the
extremities.”! In another recent review, Hale et al.l¥!
reported that four of 170 (2.3%) patients developed
melanomas, representing a standardized morbidity
ratio of 324. They also observed that increasing
numbers of satellite nevi and larger LCMN diameters
were associated with melanoma and NCM. Another
recent study based on a database of 1008 LCMN
patients found a significantly lower risk than in
previous publications.! Chan et al.F! reported that
the risk of melanoma development in LCMN within
a predominantly South Asian cohort was very low. To
our knowledge, there is no single report of LCMN with
MM in the Indian literature.

Metastatic melanoma with an unknown primary is rare
and the incidence has been reported to be between 2
and 5%.1° Tt is estimated that 70% of melanomas in
LCMN developed before the age of 10 years, whereas
in our case, MMs developed after 41 years, which is an
uncommon feature of LCMN. Multiplicity of lesions
and the absence of leptomeningeal involvement ruled
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Figure 1: (a) LCMN on the posterior axis with multiple satellite nevi;
(b) nests of nevus cells with no junctional activity (H and E, x100)

Figure 2: Contrast CT brain with multiple hemorrhagic metastases
- right temporal and left frontal regions

Figure 3: Chest radiograph showing mass lesion in the right lung

Figure 5: CT guided FNAC showing scattered large pleomorphic
cells with brownish black pigment in the cytoplasm (H and E, x40)

out the possibility of primary MM of the brain. These
lesions were suggestive of metastases in the brain.

Figure 4: Contrast CT chest showing mass lesion in the medial
segment of right middle lobe

The commonest origin of such metastatic lesions in

the brain is primary in the lung. Though the primary

was not detected with certainty, we presume that there

are two possibilities in this case. The primary might

be lurking deep in the giant nevus, but repeated skin

biopsies from three different sites failed to reveal any

evidence of primary melanoma either in the main

nevus or in the satellite nevi. Therefore, primary

cutaneous melanoma arising from the nevus was ruled

out. The other possibility of primary in the lung was

considered on the basis of the following radiological

findings:

1. progressively enlarging solitary lung mass in the
right middle lobe,

2. progressively enlarging draining lymph nodes,

3. no lymphangitis carcinomatosa,

4. no other focal lesions in the rest of the lung fields
during the entire course of the illness,
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5. CT guided FNAC from the lung mass revealed MM
and
6. multiple metastatic lesions in the brain.

In addition, the radiograph of the chest taken just
before her death showed a massive right pleural
effusion without any focal lesions in the left lung,
strongly favoring the diagnosis of primary in the
lung rather than metastases. However, the molecular
studies of the lung specimens would have been
helpful to confirm our clinical suspicion of primary
MM of the lung in this case. Primary MM of the lung
is a very rare neoplasm, accounting for 0.01% of all
lung tumors. In 30% of the cases, primary MM of the
lung is an incidental finding on chest radiography.”!
To the best of our knowledge, cases of primary MM
of the lung with LCMN background are not found
in the literature and hence this interesting rare case
is presented. Dermatologists play a vital role in
understanding the behavior of all melanocytic nevi
including clinical, histological and prognostic aspects,
and they also impart the essential health education to
the patients. Thus, the dermatologists form the core
group along with molecular biologists, pathologists
and oncologists to study and evaluate nevi.
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