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Melanoma Oral extenso em palato duro: Relato de caso

O melanoma de mucosa oral (MMO) representa uma neoplasia maligna de
carater agressivo e incidéncia rara, correspondendo a menos de 1% das lesbes orais
malignas. Este trabalho apresenta um caso de MMO que se manifestou como
pigmentacdo focal de grandes dimensdes no palato duro. Paciente do sexo
masculino, 54 anos de idade, foi encaminhado ao Programa de Cuidados
Especificos as Doengas Estomatologicas (PROCEDE) da Universidade Federal de
Uberlandia MG/Brasil para avaliacdo de lesdo detectada pelo cirurgido-dentista
generalista. A anamnese, paciente relatou pratica de tabagismo por vinte anos, com
abstencdo do habito ha vinte anos. A oroscopia, observou-se pigmentacdo focal,
enegrecida com areas avermelhadas na regido mediana do palato duro, estendendo-
se da regido de caninos a segundos molares superiores. A hipétese de diagndstico
foi de MMO. A bidpsia incisional, o fragmento de tecido revelou mucosa revestida
por tecido epitelial estratificado, parcialmente ulcerado, e presengca de neoplasia
contendo pigmentos de melanina, compativeis com MMO. Apds a confirmacgao do
diagnodstico, o paciente foi encaminhado para o servigo de cirurgia de cabecga e
pescoco do Hospital do Cancer, onde foram realizadas 27 sessdes de radioterapia e
4 sessdes de braquiterapia. A importancia do exame clinico sistematico da cavidade
bucal para a detecgao de pigmentagdes assintomaticas e isoladas faz-se necessaria,
bem como a necessidade de um maior conhecimento por parte dos cirurgides
dentistas da natureza destas lesdes, uma vez que o diagndstico precoce é essencial

para aumentar as chances de cura dessa neoplasia maligna agressiva.

Palavras-chave: Melanoma oral, palato duro e pigmentagao focal.
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ABSTRACT

Oral mucosa melanoma (OMM) is a rare malignant neoplasm of aggressive
character, and it accounts for fewer than 1% of malignant oral lesions. This paper
presents a case of OMM manifesting as a large focal pigmentation on the hard
palate. A 54-year-old male patient was referred by a general dentist for specific
assessment of the detected lesion. During anamnesis, the patient reported smoking
for twenty years and abstaining from the habit for twenty years. On oral examination,
a focal black pigmentation with red areas was observed in the median region of the
hard palate, extending from the canine to upper second molars region. The
diagnostic hypothesis was OMM. Upon incisional biopsy, the tissue fragment
revealed mucosa covered by stratified epithelial tissue and partially ulcerated, as well
as the presence of neoplasia containing melanin pigments, compatible with OMM.
After diagnostic confirmation, the patient was referred to the head and neck surgery
service of the local cancer center, where 27 sessions of radiotherapy and 4 sessions
of brachytherapy were performed. Systematic clinical examinations of the oral cavity
for the detection of asymptomatic and isolated pigmentations are necessary, and it is
important to improve dentists' knowledge of the nature of these lesions, since early

diagnosis is essential to increase the chances of curing this aggressive malignancy.

KEY WORDS: Oral Neoplasms; Oral Cancers; Oral melanoma; Hard palate; Focal

pigmentation; Head and Neck Neoplasms



INTRODUCTION

Pigmented lesions are common in the oral cavity, and the vast majority of
these lesions are benign. Among them, oral mucosa melanoma (OMM) stands out as
a malignant neoplastic lesion with aggressive behavior and rare incidence,
accounting for fewer than 8% of other types of melanoma and less than 1% of

malignant oral lesions.’™ Causal factors are not yet fully defined. Unlike skin

melanoma, there is no relationship between sun exposure and its onset. However,
there are reports in the literature that relate OMM to smoking or exposure to harmful

chemical agents such as formaldehyde.s'8

OMM originates from the atypical proliferation of melanocytes present in the

epithelial tissue. 2 In the skin, melanocytes are responsible for the production of

melanin, but in mucous membranes, their function remains unknown.g’10

Approximately 90% of melanomas occur on the skin, and only 1.3% on mucous
membranes. Clinically, the lesion manifests itself as an asymmetric and irregularly
shaped macula, predominantly in the mucosal region of the palate (32%), followed by
the maxillary gingiva (16%). The lesion may have ulcerated areas, and, in cases of
invasive behavior and vertical growth, nodular consistency. The color varies between
black, brown and purple, depending on the amount of pigment present and
vascularization of the affected region.2’8'12

Similar to cutaneous melanoma, primary mucosal melanoma of the head and
neck has a higher incidence among white people.10 The highest occurrence is
reported among males and among people between 20 and 60 years of age, with a
higher incidence at 50 years of age.”'14 Most patients have no symptoms and seek

care due to self-perceived changes in oral tissues. In the rare symptomatic cases,
bleeding is the most common finding. In some situations, the initial presentation
consists of multiple pigmented lesions, establishing a pattern suggestive of

physiological pigmentation. Due to these factors, in most cases, there is a delay in
diagnosis, resulting in a poor prognosis and low survival rate. 21115

There is no well-established consensus on the treatment of OMM, but it is
believed that, whenever possible, complete surgical excision is the most effective

approach. Surgical treatment is commonly associated with chemo- and radiotherapy,
depending on the stage of the lesion's evolution.'®1” There is a difficulty in classifying

the OMM according to the criteria of its epithelial manifestation since the vast majority



of these lesions are diagnosed at very advanced stages that need a more complex

classification.811 The presence of lymphatic metastases at the time of diagnosis is

one of the main factors that determine the treatment approach and prognosis.18

There is a shortage of concrete information about the etiology and
epidemiology of OMM in the literature, in addition to a lack of consensus on the ideal
treatment, thereby indicating the need of more research and reports on the subject.
This study aims to report a case of an extensive OMM in the palate with late

diagnosis.
CASE REPORT

A 54-year-old Caucasian man presented to the Program of Specific Care for
Stomatological Diseases (PROCEDE) of the Federal University of Uberlandia,
referred by a general dentist for evaluation of “lesion on the palate.” On history, the
patient reported no symptoms, moderate alcohol consumption and history of smoking
for 20 years and being smoke-free for another 20 years. He had good general health
but high blood pressure (180/90 mmHg), which was reasonable due to the
considerable anxiety caused by the consultation.

In intraoral physical examination, a black lesion with red areas could be seen
in the median region of the hard palate, extending from the canine to upper second
molars region, measuring approximately 3.5 x 3 cm (Figure 1). On cone beam
computed tomography exam, which was requested by the dentist, the erosion of the
hard palate could be seen in the midline region at the height of the upper molars in
coronal (Figure 2) and sagittal (Figure 3) views, demonstrating bone resorption
caused by the lesion, since this area corresponded to the affected region. To perform
the incisional biopsy, 15 mg of midazolam was administered 45 minutes before the
procedure to decrease the patient's blood pressure levels. Samples were collected
from three regions: the right and left lateral borders and one in the posterior region of
the lesion. It was prescribed amoxicillin 500 mg, trometamol ketorolac (Toragesic®)
10 mg and mouthwash with 0.12% chlorhexidine digluconate for 7 days.

The patient returned after 1 week to remove the sutures and receive the
histopathological report. Microscopic examination revealed a mucosa covered by
stratified epithelial tissue, partially ulcerated, and the presence of malignant

neoplasm deeply invading the underlying connective tissue consisting of cells with a



shape ranging from fusiform, ovoid to epithelioid, sometimes diffusely dispersed,
sometimes forming small nests. Individually, these cells exhibited an intense
polymorphism, nuclear hyperchromatism, with some cells resembling a vesicular
nucleus, anisocytosis, anisokaryosis and nucleoli evident in most of them, and
cytoplasm ranging from vesicular to eosinophilic, with many of them containing
melanin pigments. Small necrotic areas were observed in the interior of the tumor as
well as leukocyte infiltration, which was preferably located on the periphery. Figures
of typical and atypical mitoses were frequently observed. Of note, it was possible to
notice tumor cells permeating blood vessel walls; however, tumor emboli were not
observed. In some analyzed fragments, if they were obtained from a more marginal
region of the lesion, there was a proliferation of melanocytes at the epithelial-
conjunctive junction, with some of them located in the upper layers of the epithelial
tissue (Figure 4). Immunohistochemical analysis detected positive staining for
vimentin, S-100, HMB45 and Ki67 (30% of neoplastic cells), while epithelial, lymphoid
and smooth muscle markers were negative. A conclusive diagnosis of primary OMM
was established. Upon diagnosis, the patient was referred to the local cancer center
for consultation with the head and neck surgery area (Figure 5).

For cancer taging, a positron emission computed tomography (PET-CT) was
performed. The images were acquired in a multislice computed tomography device
after an intravenous injection of 8.98 mCi of fluorodeoxyglucose-18F. There was
uptake of the radiopharmaceutical in a mild thickening of the soft tissues adjacent to
the hard palate associated with an apparent irregularity in the palatal bone cortex,
suggesting erosion in the bone adjacent to the lesion. Thus, the presence of a
neoplastic process was identified only in the palatal region, without other areas of
increased uptake.

In view of the findings, the treatment plan defined for the patient was a
combination of radiotherapy and brachytherapy sessions. To start treatment, the
patient underwent a pre-radiotherapy dental consultation in which the need for
endodontic treatment of maxillary left central incisor was indicated. It was carried out
in two weeks, thereby allowing the patient to start radiotherapy. The patient's
treatment started and consisted of approximately 60 Gy divided into 27 sessions of
radiotherapy and 30 Gray divided into 4 sessions of brachytherapy. At the end of the
sessions, the patient was reassessed by the physicians responsible for the case and

its conclusion was defined.
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Upon reevaluation of the patient after 8 months, there was a slight decrease in
the size of the lesion and there was a necrotic area of approximately 3 mm in
diameter in the most posterior portion of the lesion, close to the midline. After careful
inspection, bone exposure was noted in this region and was diagnosed as
osteoradionecrosis. For treatment, he was prescribed chlorhexidine mouthwash three
times a day and topical irrigation with propolis once a week. The patient was followed
up and reported improvement in the discomfort caused by the osteoradionecrosis

and better clinical aspect could be observed (Figure 6).
DISCUSSION

OMM represents a malignant neoplasm with aggressive behavior and rare
incidence, corresponding to 0.2 to 8% of the total cases considering all body

locations and fewer than 0.5% of all malignant oral lesions. ™12 It peaks in the sixth
decade of life, with a higher occurrence in males.' 1% The 5-year survival rate is
approximately 15 to 38%.1% Such variability can be explained by the different clinical

conditions possible at the time of the examination.

The neoplastic transformation of melanocytes in the basal layer of the
epithelium represents the process of formation of this neoplasm. These cells
proliferate in a disorderly manner, producing melanin without proper regulation

mechanisms. 2 The color varies in the amount of pigment and may be gray, black,

red or purple, or rarely, amelanotic. The etiology of OMM is not yet fully established.
However, studies have shown possible participation of agents such as microtrauma
and smoking, specifically due to the action of formaldehyde.s'8 The patient reported
being a smoker for twenty years. However, there is not enough evidence to support
the association between smoking and the appearance of the tumor.? In addition, the
habit had been suspended for more than twenty years, which makes this relationship
even more improbable.

The epidemiological profile of the present case agrees with most of the reports
found in the literature. For sex and age, it corroborates recent systematic studies,
revealing prevalence among men aged between the fifth and eighth decades of

life.11-14 The location of the lesion is also compatible with most findings, confirming

the palate as the most affected site (32%)_2’8’12
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The patient reported here is Caucasian, which is consistent with studies that
report a higher prevalence of head and neck OMM in Caucasian patients.m’19
However, a previous study reported that Japanese individuals are more predisposed
to primary malignant melanoma of the oral cavity.20 As the data are contradictory,
future epidemiological and genetic studies will be needed to provide more robust
evidence about possible ethnic predisposition for malignant melanoma.

Oral melanoma can present as five types according to clinical aspects:
pigmented nodular, nonpigmented nodular, pigmented macular, pigmented mixed,
and nonpigmented mixed type.21 The reported case includes the proposed clinical
classification, presenting a pigmented nodular type, with red areas, rounded spots,
following the melanoma manifestation pattern.

Histopathological analysis of the material obtained by incisional biopsy was
sufficient to establish, unequivocally, the diagnosis of malignant melanoma. Usually,
melanocytic forms of melanoma, which correspond to 90% of cases, can be safely
diagnosed by conventional histopathology, with no need for
immunohistochemistry.17’22 However, even so, in this case, this test was performed,
showing positive results for vimentin, S100 protein, human melanoma and ki67. The
immunohistochemical panel confirmed the diagnosis of OMM.

Therapeutic alternatives to OMM include surgery, radiotherapy, chemotherapy
and immunotherapy, alone or in combination.31” Although there is no universally
established protocol, surgery is considered the main form of treatment, sometimes
combined with other therapies.23’24 However, due to the extent and site of the injury

reported here, surgery was not considered viable by the medical team. Surgical
treatment, with a safety margin, would cause great tissue loss and consequent
morbidity and difficulty in aesthetic-functional rehabilitation. Thus, the therapeutic
option was radiotherapy combined with brachytherapy. Although there is information
in the literature that melanoma is not radiosensitive, other studies have shown that

radiotherapy is a valid modality for the management of melanomas, as an isolated
therapy or associated with surgery.1’3’17’23’24

The case of malignant melanoma described, despite the growth and invasion of
adjacent bone, did not present evidence of regional and distant metastatic
involvement. A study classified head and neck melanoma in three stages: | — lesion

confined to the oral cavity, Il — lesion with local metastasis and Ill — lesion with distant
metastasis.'® The present case is classified as stage |. Regarding the prognosis, the
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data are conflicting and confusing. Nevertheless, according to Patel et al. (2002),
stage | has a five-year survival rate of 56.4%, while for stages Il and lll, the rate is
0%. According to these data, the case would have good prognosis. Nevertheless,
other factors such as sex, age, ethnicity, thickness of the lesion and vascular
invasion, can interfere in survival rates, making this estimate quite variable.1®

Eight months after the initial consultation, with the end of the radiotherapy and
brachytherapy sessions, there was an improvement in the clinical picture of the
lesion. However, as an adverse effect of radiotherapy treatment, osteoradionecrosis

arose. This complication is relatively common in patients undergoing radiation in
head and neck regions and may be present in approximately 33% of patients.26 The
condition of osteoradionecrosis is being treated and monitored.

The moment of diagnosis directly influences the patient's future condition. It is
known that injuries recognized in early stages have better prognosis than more
advanced injuries.1’27 The present study demonstrates the aggressive character of
OMM, especially when diagnosed in advanced stages. Therefore, the recognition of
these lesions at incipient levels becomes essential for survival. Biopsies in pigmented
lesions with no cause or effect are mandatory to rule out OMM. The patient’s history,

in conjunction with extra and intraoral physical examination, will be used to guide the
treatment.

CONCLUSION

The present study reports a case of an extensive OMM with late diagnosis. It
is a rare lesion in the oral cavity that has an extremely aggressive character. For this
reason, it requires the attention of dentists in routine examinations, especially when
there are focal pigmented lesions. Biopsies are mandatory in initial lesions in order to
rule out the possibility of malignancy. It is known that the moment of diagnosis of

OMM directly influences the effectiveness of the treatment and the patient's survival.
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FIGURES AND CAPTIONS

Fig 1 — Initial clinical aspect of the lesion.

Fig 2 — Coronal view of tomographic image (A, B and C). The arrow in C indicates the

region of bone resorption.
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Fig 3 — Sagittal view of tomographic image (A and B). The arrow in B indicates the

region of bone resorption.

an overall view, x10 (A), dermis aspect, x20 (B), transition dermis/pidrmis, x20 ()

and the presence of melanocytes, x40 (D).

Fig 5 - Immunohistochemistry (IHC) images at x200 magnification for CD45RB (A),
S100 (B), vimentin (C), CK5 (D), AE1-AE3 (E), HMB-45 (F) and KI-67 (G).
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Fig 6 — Clinical aspect of the region one year after radiotherapy / brachytherapy and

treatment of the osteonecrosis.
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