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Case study

ORAL MALIGNANT MELANOMA-A REPORT OF CASE AND REVIEW OF

LITERATURE
ABSTRACT

MELANOMA IS A POTENTIALLY AGGRESSIVE MALIGNANT TUMOR THAT ARISES FROM
MELANOCYTES AND IS MOST COMMONLY CUTANEOUS IN ORIGIN. PATIENTS
GREATER THAN 60 YEARS OF AGE HAVE HIGHER INCIDENCE OF MALIGNANT
MELANOMA WITH A SLIGHT MALE PREDILECTION. PRIMARY ORAL MELANOMA IS AN
EXTREMELY RARE MALIGNANT TUMOR. THE PREDOMINANT SITE OF PRIMARY ORAL
MELANOMA IS THE HARD PALATE AND MAXILLARY ALVEOLUS. THE ASYMPTOMATIC
EARLY STAGE OF THE LESION MAKES THE LATE DIAGNOSIS OF THE TUMOR. THIS
ARTICLE PRESENTS A RARE CASE OF MALIGNANT MELANOMA OF MAXILLA WITH AN

ASYMPTOMATIC PALATAL PIGMENTATION.
INTRODUCTION

MALIGNANT MELANOMA IS AN EXTREMELY RARE MALIGNANCY AND ACCOUNTS FOR
ABOUT 1.3% OF ALL CANCERS.!"! MALIGNANT MELANOMA HAS A HIGHER PREVALENCE
IN BLACKS, JAPANESE AND INDIANS."® THE INCIDENCE OF PRIMARY ORAL
MALIGNANT MELANOMA VARIES FROM 0.2% TO 8% OF ALL MELANOMA.'3*° THE
COMMON SITE OF INVOLVEMENT IS HARD PALATE FOLLOWED BY MAXILLARY
GINGIVA."**l ORAL MELANOMA PRESENTS AS PIGMENTED MACULE OR MASS WITH A
RAPID GROWTH RATE.®® THE PATIENTS REMAIN ASYMPTOMATIC FOR A PERIOD OF
SEVERAL MONTHS MAKING THE DIAGNOSIS DIFFICULT.®' WE REPORT A CASE OF

ASYMPTOMATIC PRIMARY MALIGNANT MELANOMA INVOLVING THE HARD PALATE.
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CASE REPORT

A 71 YEAR OLD MALE PATIENT REPORTED TO THE DEPARTMENT OF ORAL MEDICINE
AND RADIOLOGY, RAGAS DENTAL COLLEGE AND HOSPITAL, CHENNAI WITH A
COMPLAINT OF MISSING TEETH. PATIENT HAD NO SYSTEMIC ILLNESS AND NO

HISTORY OF ADVERSE HABITS.

ON CLINICAL EXAMINATION, DIFFUSE HYPO AND HYPER PIGMENTED AREAS WERE
EVIDENT IN THE HARD PALATE. IT WAS EVIDENT THAT DURING THE PROSTHETIC
TREATMENT, FOR THE REPLACEMENT OF MISSING TEETH THERE WAS GRADUAL
PROGRESSION OF LESION IN WHICH THE HYPERPIGMENTED AREAS WERE
ACCOMPANIED WITH A WELL-DEFINED BLACK COLOURED PLAQUE WITHIN THE
DURATION OF ONE MONTH. THE LESION WAS ABOUT 4X3 CM IN SIZE AND PRESENT
ON THE LEFT SIDE OF THE EDENTULOUS MAXILLARY ARCH. IT EXTENDS ANTERIORLY
FROM THE ALVEOLAR RIDGE IN RELATION TO THE CLINICALLY MISSING 22, 23, 24.
POSTERIORLY 1CM SHORT OF THE JUNCTION OF HARD AND SOFT PALATE, MEDIALLY
UP TO THE MIDLINE AND LATERALLY TILL THE EDENTULOUS ALVEOLAR RIDGE IN
RELATION TO 26, 27. THE SURFACE OVER THE LESION APPEARED ROUGH AND
CORRUGATED WITH ULCERATION OVER THE CENTRE OF THE LESION WITH AN
IRREGULAR BORDER SURROUNDED BY WHITISH KERATOTIC AREAS. THE LESION
WAS NON TENDER, NON SCRAPABLE WITH INDURATION EVIDENT ON PALPATION OF
THE ULCERATED AREA. THE DIFFERENTIAL DIAGNOSIS INCLUDES PHYSIOLOGICAL
PIGMENTATION, MELANOTIC NEVI, MELANOTIC MACULE, MELANOPLAKIA, ADDISONS
DISEASE, PEUTZ-JEUGHERS, KOPOSIS SARCOMA.

AN INCISIONAL BIOPSY REVEALED DYSPLASTIC SURFACE EPITHELIUM. ATYPICAL
MELANOCYTES ARE SEEN IN BASAL LAYER AND INVADING THE CONNECTIVE TISSUE

STROMA IN FORMS OF CLUSTERS AND SINGLE CELLS. ATYPICAL MELANOCYTES
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EXHIBITS A FEATURES OF NUCLEAR PLEOMORPHISM AND PROMINENT NUCLEOLI.
THE DENSE FIBROUS CONNECTIVE TISSUE SHOWS A DIFFUSED CHRONIC
INFLAMMATORY CELL INFILTRATE. VASCULARITY IS MODERATE. PATIENT WAS
ADVISED FOR FURTHER INVESTIGATION AND SURGICAL RESECTION BUT THE

PATIENT WAS NOT CONVINCED FOR THE TREATMENT.

DISCUSSION

ORAL MELANOMAS ARE MALIGNANT NEOPLASM OF THE MELANOCYTES WHICH IS A
NEURAL CREST CELL DERIVATIVE, PRESENT IN THE BASAL LAYER OF THE MUCOUS
MEMBRANE."*'*"? THEY MAY ARISE EITHER FROM BENIGN MELANOCYTIC LESION OR
FROM NORMAL MUCOSA. MUCOUS MEMBRANE OF NOSE, PARANASAL SINUS,
PHAYNX AND CONJUNCTIVA ARE ALSO AFFECTED BY MELANOMA™ THE
PERCENTAGE OF MELANOMA AFFECTING THE SKIN IS 91.2%, EYES OF ABOUT 5.2%
AND MUCOSAL SURFACE IS 1% IN WHICH 55.4% OF MUCOSAL LESION AFFECTS THE

HEAD AND NECK REGION.!"!

INCIDENCE OF ORAL MELANOMA ACCOUNTS FOR 0.2%-8% OF ALL MELANOMAS WITH
1.2% OF NEW CASES PER 10 MILLION PER YEAR.?'*'¥ VANDERWALL ET AL. IN HIS
STUDY REPORTED 2.5% OF ALL MELANOMAS AFFECTS ORAL CAVITY WHERE AS
ROBBER SON ET AL AND REDDY ET AL ESTIMATED 0.4% TO 1.3% OF ORAL
CONCURRENCE.P"*'*l THE PREVALENCE OF ORAL MELANOMA IS GREATER FOR
BLACKS, JAPANESE, INDIANS DUE TO INCREASED RATE OF MELANIN PIGMENTATIONS

IN THESE RACES.!'#

ORAL MELANOMA IS MORE PREVALENT AMONG ELDERLY MALE OF AGE ABOVE 60

YEARS. ACCORDING TO RAPINI ET AL., MORE FREQUENTLY AFFECTED AGE GROUP
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FOR ORAL MELANOMA IS BETWEEN 41 TO 60 YEARS." INCIDENCE INCREASES AS AGE
INCREASES.I"™ ORAL MELANOMA IS EXTREMELY RARE IN YOUNGER AGE GROUP.P!
HASHENIPOUR IN HIS STUDY FOUND THAT MALE TO FEMALE RATIO IS 2:1 WITH AN
AGE RANGE FROM 56-77 YEARS. STUDY OF BARKER ET AL., HICKS AND FLAITZ ALSO
AGREES THAT MELANOMA HAS MALE PREDILECTION.®! THIS IS IN ACCORDANCE TO

OUR CASE WERE THE PATIENT WAS 71 YEAR OLD MALE.

ORAL MELANOMA HAS NO SPECIFIC ETIOLOGY. IN MORE THAN HALF OF THE ORAL
MELANOMA PATIENTS, P53 GENE ALTERATIONS ARE NOTED WITH LOSS OF
EXPRESSION OF P16 WHICH IS A TUMOR SUPPRESSOR GENE.?*'>'® | 0SS OF
HETEROZYGOSITY OF 12P13 AND P27KIP1 IS ALSO NOTICED.?*'® THE POSSIBLE
ETIOLOGICAL FACTORS INCLUDE MECHANICAL TRAUMA, ILL FITTING DENTURE, USE
OF TOBACCO AND FORMALDEHYDE EXPOSURE.['2#5812181617 |NHALATION AND
INGESTION OF ENVIRONMENTAL CARCINOGENS AT HIGHER BODY TEMPERATURE
MAY ALSO ACTS AS A TRIGGERING FACTOR.*'>'%"I IN QUR PATIENT, THE PROBABLE
ETIOLOGICAL FACTOR MAY BE MECHANICAL TRAUMA DURING THE REPLACEMENT OF

MISSING TEETH SINCE HE IS DEVOID OF ANY ADVERSE ORAL HABITS.

ORAL MELANOMA MAY OR MAY NOT FOLLOW BY THE PREVIOUS
PIGMENTATIONS.B'*5'611 TAKAGIET ET AL. SHOWED 30-73% OF MELANOMA IS
PRECEDED BY THE PIGMENTED LESION.P! UMEDA ET AL. REPORTED THAT TYPICAL
ORAL MELANOMA USUALLY DISPENSED WITH THREE DISTINCT COMPONENTS,
CENTRAL NODULAR COMPONENT WITH BROWNISH BLACK PIGMENTED PLAQUE
WHICH IS SURROUNDED BY A MACULE."™™ TANKA ET AL. FOUND FIVE TYPES OF
CLINICAL REPRESENTATION F ORAL MELANOMA NAMELY PIGMENTED NODULAR, NON
PIGMENTED NODULAR, PIGMENTED MACULAR, PIGMENTED MIXED, NON PIGMENTED

MIXED TUMOR.[284.14.16,17]
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ORAL MELANOMA MOST COMMONLY INVOLVES HARD PALATE (32%), MAXILLARY
GINGIVA (16%), FOLLOWED BY LOWER GINGIVAL MUCOSA (7%), BUCCAL MUCOSA
(7%), TONGUE (7%) AND FLOOR OF THE MOUTH."? IN CASE OF SECONDARY LESION,
COMMONLY INVOLVED SITES ARE TONGUE FOLLOWED BY PAROTID AND TONSILS 2"
ORAL MELANOMA IN GENERAL, USUALLY STARTS AS INITIAL RADICAL GROWTH
PHASE WHICH IS FOLLOWED BY SUDDEN VERTICAL GROWTH PHASE WHICH LEADS
TO INVASION OF THE UNDERLYING TISSUES.['"'@ THE CLINICAL PRESENTATION OF
ORAL MELANOMA VARIES FROM ASYMPTOMATIC MACULE TO A LARGE EXOPHYTIC
GROWTH WITH A WIDE COLOUR VARIATION. THE LESION MAY LATER ULCERATE,
BLEED AND HAS RAPID ENLARGEMENT CAUSING LOOSENING OF TEETH.581%18 QUR
PATIENT HAD DIFFUSE HYPERPIGMENTATIONS IN THE HARD PALATE PRIOR TO THE
PROGRESSION OF LESION. THE LESION WAS AN ASYMMETRICAL, IRREGULAR,
BLACKISH PLAQUE WITH A DIAMETER OF MORE THAN 6MM ACCOMPANIED WITH
ULCERATION IN THE CENTRE OF THE LESION THAT SATISFIES THE ABCD CHECK LIST

OF MELANOMA[-16:18]

CRITERIA FOR THE DIAGNOSIS OF PRIMARY ORAL MELANOMA WAS FIRST PROPOSED
BY GREEN ET AL IN 1953 WHICH INCLUDES, DEMONSTRATION OF CLINICAL AND
MICROSCOPIC TUMOR IN THE ORAL MUCOSA, JUNCTIONAL ACTIVITY IN THE ORAL
MUCOSA AND INABILITY TO SHOW ANY OTHER PRIMARY SITE 812131516l QUR PATIENT
SATISFIES THE ABOVE CRITERIA SINCE HE WAS PRESENTED ONLY WITH ORAL
PIGMENTATIONS. UNION OF INTERNATIONAL CANCER CONTROL (UICC) DISTINGUISH
MALIGNANT MELANOMA INTO THREE STAGES DEPENDING ON THEIR CLINICAL AND
HISTOLOGIC FINDINGS AS STAGE I-LOCALIZED DISEASE, STAGE II- REGIONAL LYMPH

NODE METASTASIS, STAGE lll-WITH DISTANT METASTASIS.I'"
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ORAL MELANOMAS SHOULD BE DIFFERENTIATED FROM OTHER PIGMENTED LESIONS
OCCURRING IN THE ORAL CAVITY SUCH AS PHYSIOLOGICAL PIGMENTATIONS, ORAL
MELANOTIC MACULE, SMOKERS MELANOSIS, MELANOTIC NEVI, AMALGAM TATTOO,
DRUG INDUCED PIGMENTATIONS, MELANOPLAKIA, ADDISONS DISEASE, PEUTZ
JOGHERS SYNDROME, KAPOSIS’'S SARCOMA [':#4512141517.18l AGCORDING TO THE RULE
OF THUMB, A PIGMENTED LESION WITH NO CHANGES LASTING FOR MORE THAN FIVE
YEARS ARE NOT CONSIDERED AS MALIGNANT MELANOMA AND BIOPSY IS NOT
REQUIRED."® THE DIAGNOSIS IS CONFIRMED BY HISTOPATHOLOGICAL EXAMINATION
USING VARIOUS MARKERS SPECIFICALLY FOR MELANOMA.

THE HISTOLOGICAL APPEARANCE OF PRIMARY MELANOMA SHOWS VARIATIONS IN
NUCLEAR SIZE, SHAPE AND STAINING CHARACTERISTICS OF MELANOCYTES.?® IN
CASE OF AMELANOTIC MELANOMA THERE WILL BE SCARCE MELANIN OR ABSENCE
OF MELANIN EVIDENT.B'™ |N THESE CIRCUMSTANCES IMMUNOHISTOCHEMISTRY
SHOULD BE MANDATORY. WESTERN SOCIETY OF TEACHERS OF ORAL PATHOLOGY
(WESTOP) WORK SHOP IN THE YEAR 1995 HELD AT BANFF, CANADA SUGGESTED
THAT THE ORAL MELANOMA ARE RECOGNIZABLY DIFFERENT FROM NATURE OF
CUTANEOUS MELANOMA AND RECOMMENDED TO CLASSIFY THEM INTO FOUR
HISTOLOGICAL PATTERNS NAMELY 1. IN SITU TYPE WHICH ACCOUNTS FOR 15% OF
ORAL MELANOMA, 2. INVASIVE TYPE AMOUNTS FOR 30%, 3. COMBINATION TYPE IS A
COMBINATION OF INVASIVE WITH IN SITU COMPONENTS WHICH ACCOUNTS FOR 55%

OF ORAL MELANOMA, 4. ATYPICAL TYPE.[*&71216.19]

PRASAD ET AL. IN 2004 PROPOSED A CLASSIFICATION WHICH INCLUDES LEVEL 1-IN
SITU MUCOSAL MELANOMA WITHOUT INVASION, LEVEL 2-INVASION UP TO LAMINA
PROPRIA, LEVEL 3- DEEP INVASION INTO BONE, CARTILAGE, SKELETAL MUSCLE.®!

IN OUR CASE, HISTOPATHOLOGY REVEALS THE PRESENCE OF ATYPICAL
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MELANOCYTES ON THE BASEMENT MEMBRANE INVADING THE CONNECTIVE TISSUE
WHICH FALLS UNDER WESTOP TYPE-Il GRADING AND LEVEL-Il GRADING BY PRASAD

ET AL.

THE HISTOLOGIC FEATURE OF MALIGNANT MELANOMA HAS SIMILAR FEATURES OF
EPITHELIAL, MESENCHYMAL, NEURAL TUMORS.*"*"l MALIGNANT AMELANOMA HAS
HISTOLOGICAL DIFFERENTIAL DIAGNOSIS OF MALIGNANT LYMPHOMA AND
UNDIFFERENTIATED CARCINOMA.""3 THUS IMMUNOHISTOCHEMISTRY PLAYS A VITAL
ROLE IN DIFFERENTIATING MELANOMA FROM OTHER MALIGNANCIES. S-100 PROTEIN;
MELAN-A (MART-1), HMB-45 (GP100) AND TYROSINASE CAN BE VERY USEFUL TO
DISTINGUISH PRIMARY ORAL MELANOMA FROM OTHER MALIGNANCIES. KI-67 HAS
BEEN CONSIDERED TO BE THE MOST USEFUL TOOL TO ESTIMATE THE VARIATIONS IN
ITS BIOLOGIC BEHAVIOR AND PROGNOSIS OF MELANOMA. TA90 IMMUNE COMPLEX
(TA90IC), MIA PROTEINS ARE RECENTLY INTRODUCED MARKERS FOR THE
ASSESSMENT OF THE SURVIVAL OF THE MELANOMA PATIENTS. FATTY ACID
SYNTHASE (FAS) IS A USEFUL MARKER TO DIFFERENTIATE ORAL MELANOMA FROM
MELANOCYTIC NEVI. IN CASE OF AMELONATIC MELANOMA THE FEATURES USUALLY
MIMICS SQAMOUS CELL CARCINOMA AND IN SUCH CIRCUMSTANCES CK AND LCA
ARE THE USEFUL MARKERS TO DISTINGUISH BETWEEN THEM.I'® IN RECENT DAYS,
FISH (FLUORESCENCE IN SITU HYBRIDIZATION) IS USED TO ANALYSE THE ORAL
MELANOMA GENETIC MARKERS.”! SOME AUTHORS SUGGESTED INCISIONAL BIOPSY
OR OTHER INVASIVE PROCEDURES MAY LEADS TO THE DISSEMINATION OF TUMOR
CELLS WHICH MAY RESULTS IN INCREASED METASTATIC RATE. ACCORDING TO
UMEDA ET AL. THE FIVE YEAR SURVIVAL RATE OF PATIENTS WITH INVASIVE
PROCEDURES BEFORE DEFINITIVE TREATMENT IS WORST OF ABOUT 25.9% AND FOR

PATIENTS WITH NO SUCH INVASIVE PROCEDURES IS 91.7%. STUDIES OF RAMPEN ET
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AL. AND AUSTIN ET AL ALSO FAVOURS UMEDA ET AL'S RESULT.?'®/ BATSAKIS'S IN HIS
STUDY SUGGESTED THAT THERE IS NO EVIDENCE FOR METASTATIC DISSEMINATION
FOLLOWING THE PRELIMINARY INCISIONAL BIOPSY PRIOR TO THE SURGICAL
RESECTION.®!  EXCISIONAL BIOPSY SHOULD CARRIED OUT IN CASE OF SMALL
LESION, AND INCISIONAL BIOPSY FOR LARGE LESION FROM THE THICKEST AND

DARKEST AREA OF THE LESION.!"®!

APART FROM HISTOPATHOLOGICAL EXAMINATION, RADIOGRAPHIC INVESTIGATION
OF CT, MRI, POSITION- EMISSION TOMOGRAPHY MAY PLAYS A MAJOR ROLE IN
DIAGNOSIS OF PRIMARY INVASION AND DISTANT METASTASIS.I"®¥ COMMON SITE OF
METASTASIS ARE LUNGS, LIVER, BRAIN, BONES.*®l OUR PATIENT WAS NOT WILLING
FOR TREATMENT EVEN AFTER COUNSELING SINCE THE PRESENTATION OF THE

LESION WAS ASYMPTOMATIC WITHOUT OBVIOUS EVOLUTIONARY CHANGES.

NO PARTICULAR GUIDELINES FOR TREATMENT OF ORAL MELANOMA EXIST TILL
DATE. THE MANAGEMENT OF ORAL MELANOMA IS PREFERABLY SURGERY AND IT IS
MORE EFFECTIVE TREATMENT MODALITY. SURGERY MAY GET COMPLICATED BY
ANATOMIC RESTRAINTS OF THE LESION."? ELECTRODISSECTION AND CRYOSURGERY
MAY ALSO BE USED IN THE TREATMENT OF MELANOMA IN SOME CASES.”) THOUGH
MELANOMA IS NOT CLASSICALLY RADIOSENSITIVE, RADIOTHERAPY MAY BE THE
CHOICE OF UNRESECTABLE LESIONS." POSTOPERATIVE RADIOTHERAPY,
ADJUVANT CHEMOTHERAPY, IMMUNOTHERAPY HAS THE INFLUENCE IN THE
SURVIVAL RATE OF CUTANEOUS MELANOMAS BUT IT HAS QUESTIONABLE BENEFIT IN
THE ORAL MELANOMA PATIENTS. THE DRUG IN USE FOR MELANOMA TREATMENT
ARE DIMETHYL TRIAZENOIMIDAZOLE, CARBONIDE, NIMUSTINE HYDROCHLORIDE,
VINCRISTINE AND INTERLEUKIN -2 AS IMMUNOTHERAPEUTIC AGENT. THE RECENT

TREATMENT OPTIONS INCLUDES BRAF INHIBITION, SYSTEMIC AND INTRALESIONAL



198

199

200

201

202

203

204

205

206

207

208

209

210

211

212

213

214

215

216

217

218

219

220

221

ADMINISTRATION OF IL-2, IMIQUIMOD/TOLL LIKE LIKE RECEPTOR ACTIVATION,
TREATMENT WITH BACILLUS CALMETTE-GUERIN, INTERFERON THERAPY, ONCOLYTIC
VACCINES.['*# THE EFFICACY OF ADJUVANT TREATMENT IS MONITORED BY
TYROSINASE MRNA AMPLIFICATION BY REVERSE TRANSCRIPTASE POLYMERASE
CHAIN REACTION.” AFTER THE PRIMARY THERAPY, RECURRENCE MAY OCCUR EVEN
10 TO15 YEARS LATER."! DURING THE FOLLOW UP OF POSTOPERATIVE CASES,
PRESENCE OF CIRCULATING MELANOMA CELLS ARE CONSIDERED AS THE MARKERS
FOR THE DETECTION OF HIGH RELAPSE RISK AND FOR SHORTER DISEASE FREE

SURVIVAL.®

PROGNOSIS OF ORAL MELANOMA IS EXTREMELY POOR WITH 5 YEARS SURVIVAL
RATE OF 5-20% DUE TO ITS ASYMPTOMATIC NATURE AND LATE DIAGNOSIS.”” OTHER
FACTORS WHICH ARE CONTRIBUTING TO THE POOR PROGNOSIS AND SURVIVAL
RATE OF PRIMARY ORAL MELANOMA ARE TUMOR THICKNESS OF MORE THAN 5MM,
MORPHOLOGY OF TUMOR CELLS, ANATOMIC RESTRAINTS DURING SURGERY.®'>
THE SURVIVAL RATE OF 5 YEARS IS COMPARATIVELY BETTER FOR GINGIVAL LESION
THAN THE PALATAL MELANOMA."® ACCORDING TO VAIRAKTARIS ET AL. 5 YEAR
SURVIVAL RATE DOES NOT EXCEED 5-9% AND CHAUDHRY ET AL. STATED THAT THE

SURVIVAL TIME AFTER THE POINT OF DIAGNOSIS IS 18 MONTHS. >

CONCLUSION

ORAL MALIGNANT MELANOMA IS A HIGHLY AGGRESSIVE AND RARE NEOPLASM WITH
UNCLEAR ETHIOPATHOGENESIS AND POOR SURVIVAL RATE. THE TIME OF DIAGNOSIS
IS DIRECTLY RELATED TO THE PROGNOSIS OF THE MALIGNANCY. BUT
UNFORTUNATELY THEY ARE COMMONLY DIAGNOSED AT THEIR LATE STAGES

BECAUSE OF ITS ASYMPTOMATIC NATURE. PERIODIC EVALUATIONS OF VARIOUS
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PIGMENTED LESIONS ARE MANDATORY WITH THROUGH CLINICAL AND
HISTOPATHOLOGIC WORKUP AND WIDE KNOWLEDGE ABOUT VARIOUS TREATMENT

OPTIONS.
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