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Abstract

Malignant melanoma in the head and neck area is rare. The incidence of oral malignant melanomas of the

head and neck is approximately four per 10 million populations per year. They are derived from epidermal
melanocytes and are most frequently seen on the palate and maxillary gingiva. They are asymptomatic
initially but become painful with progress and enlargement. Later, they are associated with ulceration,
bleeding, mobility of tooth, paresthesia and ill-fitting prosthesis. The diagnosis is often delayed due to
silent growth and development of the lesion. Oral malignant melanomas are associated with poor prognosis
due to their invasive and metastasizing tendencies. This case report is presented to emphasize the role of
a dentist in identifying the pigmented lesions of the oral cavity.
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INTRODUCTION

Melanoma is a malignant tumor that arises from epidermal
melanocytes and is most commonly occurs on skin.
According to the National Cancer Database Report on
cutaneous and noncutaneous melanoma, 91.2% of all
melanomas arise on the skin, whereas ocular (5.2%),
mucosal (1.3%) and unknown primaries (2.2%) are less
frequently seen. Almost 25% of cutaneous melanomas
arise in the head and neck area, 40% on the extremities
and the rest on the trunk. More than half of the mucosal
melanomas occur in head and neck, with the remainder
primarily involving the urogenital and anorectal mucosa.
Mucosal melanoma is much more aggressive than its
cutaneous counterpart. An analysis of various worldwide
cancer registries has shown similarly low incidence rates,
with primary oral melanoma accounting for only 0.26% of
all oral cavity cancers."
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In contrast to cutaneous melanomas, the etiology and
pathogenesis of oral malignant melanoma (OMM)
are poorly understood. OMM is believed to arise
from pigmented nevi, pre-existing pigmented areas,
Hutchinson’s premalignant lentigo or de novo from
apparently normal mucosa.¥ Many genes are
implicated in the development of melanoma, including
CDKNZ2A (p16), CDK4 (chromosome 12q15), RB 1,
CDKN2A (p19), PTEN/MMAC I and ras. They play
an important role in both sporadic and hereditary
melanomas.!

OMM is a lesion of the adulthood, rarely occurring under
the age of 20 years. The average age of patients with
mucosal melanoma was 56 years and ranges from 22 to
83 years. Males are more often affected than females. Most
commonly involved areas are hard palate and maxillary
gingiva; other oral sites are mandible, tongue, buccal
mucosa and upper and lower lip.!
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This manuscript reports a rare case of OMM of the
maxillary posterior gingiva which has been discussed with
histopathology and immunohistochemistry.

CASE REPORT

A 60-year-old male patient reported with a chief
complaint of swelling in the upper back region. The
swelling was associated with pain since 2 months. The
patient observed bleeding in the area of swelling during
brushing. The medical history was hypertensive and is on
antihypertensive drugs since 1 year. The patient gave a
positive history for smoking and other deleterious habits.
Extraoral examination revealed no significant findings. On
intraoral clinical examination, a solitary, sessile, tender and
pigmented (purplish) overgrowth was present on the left
maxillary buccal vestibule [Figure 1]. The size of the growth
was approximately 3 cm X 5 cm with irregular periphery
extending to the marginal gingiva adjacent tooth. Deep
proximal caries was detected in 260. Pigmented areas were
also seen all over the hard palate.

Comparing the patient’s complaint, with the history and
clinical examination a differential diagnosis of melanosis,
drug-induced pigmentation, pyogenic granuloma, mucosal
nevus, melanotic macule and melanoacanthoma was
attained. A complete blood cell count and biochemical
analysis reports were insignificant and under normal limits.
An orthopantomogram radiograph revealed a radiolucent
area at root apex of tooth in relation to 26, 27 and 28.

Anincisional biopsy was taken and sent for histopathological
diagnosis. The hematoxylin- and eosin-stained sections
showed overlying keratinized stratified squamous
epithelium and a very small connective tissue fragment
which was not sufficient for a confirmatory diagnosis. Then,

Figure 1: Overgrowth on the left maxillary buccal vestibule and
pigmented areas on hard palate

an excisional biopsy was done. Gross specimen appeared
brownish-black in color, firm in consistency and had irregular
borders [Figure 2]. One large bit and many other small bits
together measured approximately 3 cm X 3 cm X 1.5 cm.
Later, histologic sections showed spindle and plump cells
arranged in intersecting fascicles, bundles, clusters and
chains. These cells exhibited round, ovoid or elongated
nuclei with moderate atypia. Increased mitotic activity
was evident. Cells showing intra-cytoplasmic melanin
pigmentation [Figure 3a] were very few in number. Therefore,
suspecting a malignant melanoma, immunohistochemistry
marker homatropine methylbromide (HMB-45)
was advised. Immunohistochemical staining with
HMB-45 (BioGenex-QD400-60KE), the sections revealed
strongly positive tumor cells [Figure 3b]. Malignant
melanoma (spindle cell variant) was given as a final
diagnosis.

DISCUSSION

In oral mucosa, melanocytes are located along the basal
layer of the epithelium. Melanocytes and keratinocytes
are in a ratio of 1:15 in single tissue sections of gingiva.
Melanocytes, nevus cells and melanoma cells differ markedly
in their appearance, organization and biologic properties.
Nevus cells lack cellular atypia, nuclear pleomorphism
and rarely have mitotic activity. Melanoma cells retain
some features of nevus cells, such as lack of dendritic
processes, round to ovoid or spindle shape and loss of
contact inhibition. These malignant cells show significant
cellular and nuclear pleomorphism, hyperchromatic nuclei,
prominent nucleoli and detectable mitotic activities.*”

The diagnosis of OMM often remains difficult. The
differential diagnoses should include benign, malignant
and exogenous pigmented lesions. Amelanotic malignant

Figure 2: Brownish-black gross specimen
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Figure 3: (a) Histologic sections showing spindle and plump cells
with round, ovoid, or elongated nuclei and intracytoplasmic melanin
pigmentation (4x and 40x). (b) Immunohistochemical staining for
homatropine methylbromide-45, sections showed strongly positive
tumor cells (40x)

melanoma can also affect the mouth and can be challenging
for diagnosis."¥ Pigmented lesions can be seen in some
of the systemic diseases such as Cushing’s syndrome,
Laugier—Hunziker syndrome, patients with pulmonary
discases, especially in lung cancer, hemosiderosis, Addison’s
disease, and Peutz—Jeghers syndrome.*”!% To aid in
diagnosis clinically, the tumors are classified into five types
as pigmented nodular, nonpigmented nodular, pigmented
macular, pigmented mixed and nonpigmented mixed type.)
Further for pigmented OMM a simple and practical method
for the clinical diagnosis was proposed by Delgado Azafiero
and Mosqueda Taylor through a study consisting of 13 cases.
This method suggests rubbing the pigmented lesion with a
gauze piece and observing for dark brown or black staining
which attributes to the presence of melanin-containing cells
in the epithelium.""'¥ They also concluded that negative
results for the above test do not exclude the diagnosis of
malignant melanoma since there are cases in which tumor
cells would not have invaded the superficial epithelial cells.

The lesion has a marked tendency to regional and distant
metastasis which is supported by the intralesional blood
vessels or lymphatics. It also seen that there is a lack of
peripheral lymphoid reaction and the absence of giant
tumor cells. Few authors have described that mucosal
and submucosal lymphatic vessels are relatively large,
readily permeate and richly intercommunicate with the
lesion. There are no obstructions to the lymphatic flow
till the tubules reach parapharyngeal or lateral neck nodal
systems. [’

As we know that OMM is an aggressive lesion, they are large
at presentation and have a poorer prognosis than cutaneous

melanoma. Hence, clinical tumor-node-metastasis staging

in association with histopathological microstaging is an

advantageous factor in the prognosis of OMM.*?!

*  Stage I: The presence of primary tumor (T, N M)
e Levell: Pure 7 sit melanoma with either absence of

invasion or 7 sitn melanoma with “microinvasion”

e Level II: Involvement of the lamina propria
e Level III: Invasion into the deep skeletal
tissue (skeletal muscle, bone or cartilage).

e Stage II: Metastasis of tumor to regional lymph
nodes (T, N, M)

e Stage III: Metastasis of tumor to distant sites

(’I‘any Nany Ml)

The treatment of choice is surgical excision with safety
margins. According to Zitelli ¢7 al., the margins should be
at least 1.5 cm for the lesion in head and neck melanoma
or 2.5 cm for melanomas larger than 3 cm in diameter.
Many patients with early-stage lesions are cured by
surgery alone. However, adjuvant radiation therapy and
immunotherapy (with interferon-alpha) can be considered.
Even though melanoma is not very radiosensitive, patients
in early melanomas have had good response to radiation
therapy. For patients with distant metastasis vemurafenib
and ipilimumab are two novel treatments but agents such
as high-dose interleukin-2, dacarbazine, imatinib and
paclitaxel have also been tried. These recent developments
in genotype directed and immunotherapy have led to
prolonged sutvival of patients.>'¥

Poor prognosis of melanoma is known fact. It is reported
that 79% of the patients die within 5 years from the point
of diagnosis. In situ lesions of melanoma are curable
completely by excision. Five years’ survival rate holds good
for 95% of the patients with lesions <1 mm thickness and
without ulcerations. The survival rates for lesions with
metastasis is very poor.l'>‘]

CONCLUSION

The unusual morphological features, extremely rare
occurrence and aggressive behavior make it mandatory to
report such cases, thus facilitating the early diagnosis and
treatment for better prognosis.

Dentists who treat problems in the oral cavity should
be aware of silent killer pigmented lesions and the
significance of biopsy as an aid in the prompt diagnosis
of such lesions.
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