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Abstract: Amelanotic malignant melanoma is a rare entity with challenging histopathological features, 

comprising of about 5-35% of all the oral mucosal melanomas. The most common site of its occurrence is 

maxillary gingiva and hard palate. Amelanotic form being more biologically aggressive and has poor prognosis 

than pigmented melanomas. Amelanotic malignant melanoma of maxilla has been sparsely reported. Surgery is 

the keystone treatment of choice with other adjuvant therapies. The present case report highlights the 

occurrence of this uncommon tumor at a common site which was managed surgically followed by adjuvant 

radiotherapy. A four year follow-up shows uneventful healing with no evidence of disease. 
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I. Introduction 
Melanoma is a malignant tumor that arises from melanocytes and is most commonly cutaneous in 

origin. Extracutaneous melanomas are exceedingly rare and aggressive neoplasm that involves ocular, mucosal 

and leptomeningeal melanomas. Mucosal melanomas comprise 4-6.8% of all primary melanomas. Incidence of 

mucosal melanoma is 2.3 per million. [1] Malignant melanoma affects the gender equally with a slight male 

predominance. [2] Primary oral mucosal melanoma are believed to arise from pigmented nevi, pre-existing 

pigmented areas or de novo from apparently normal mucosa with predisposing factors like mechanical trauma 

including injury from ill-fitting prostheses, infection and tobacco use. [3] Hard palate and maxillary alveolus is 

predominant site for oral melanoma having vertical growth phase. [3] Oral melanoma is asymmetric, irregular 

in outline with surface architecture ranging from macular to ulcerated and nodular. Rarely melanoma is present 

without clinically evident pigmentation, which is known as amelanotic melanoma. One out of three of all oral 

melanomas are amelanotic approximately. [4] Oral Amelanotic malignant melanoma (OAMM) is difficult to 

diagnose as it lacks a radial (vertical) growth phase due to which it may be misdiagnosed as a squamous cell 

carcinoma or benign tumor. [3]
 

Different treatment modalities include ablative surgery, chemotherapy, 

radiotherapy and immunotherapy. Surgery being the keystone treatment proves to be effective with the use of 

chemotherapy or radiotherapy to a lesser extent as adjuvant therapy. 

 

Melanoma of head and neck region has a poor prognosis, review by Nandapalan et al [5] with 257 

mucosal melanomas of the head and neck region showed that amelanotic melanomas had a 20% survival 

whereas pigmented melanoma had a 58% survival at 3 years. The present case highlights OAMM of hard palate 

extending upto floor of maxillary sinus in a 17 year old female which was successfully managed surgically 

followed by adjuvant radiotherapy and to discuss the clinical and pathological features, treatment and outcomes 

of this rare clinical variant. 
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II. Case Report 
A 17 year old female patient presented with the history of asymptomatic growth of size 3x3cms approx 

in palate since 6 months. The growth was small 6 months back and had rapidly increased to present size with no 

history of associated pain. On examination, intra orally a diffuse growth was seen in palate measuring 3x3cms 

approximately, extending from upper left 2
nd

 premolar to upper right 2
nd

 premolar mediolaterally and from 

lower left central incisor to midpalatine region anteroposteriorly, roughly oval in shape, irregular surface, 

diffuse borders, overlying mucosa was ulcerated. On palpation, the growth was soft to firm in consistency and 

non-tender (Fig 1). A single left submandibular lymph node was palpable of size 1x0.5cms approximately, 

roughly oval in shape, mobile, firm in consistency and non-tender in nature. Based on clinical examination 

provisional diagnosis was suspected to be squamous cell carcinoma.   

Contrast enhanced computed tomography (CECT) was done (Fig 2). CECT revealed a single ill-

defined hypodense soft tissue attenuating lesion of approximately size 3.8x2.7x1.8cms noted in the region of 

hard palate in the midline and extending to the left with destruction of the maxilla with displacement of the 

upper incisors and canines of left side which was abutting the floor of the left maxillary sinus and the ala of the 

nose with intact wall of left maxillary sinus was seen. Squamous cell carcinoma or sarcoma was considered as 

differential diagnosis, to rule out the final diagnosis incisional biopsy was performed which was suggestive of 

Malignant Melanoma. Preoperative evaluation was performed and based on the clinical, histological and 

radiographic diagnosis surgical excision of lesion, bilateral neck dissection and reconstruction with 

microvascular free fibula flap was planned under General Anesthesia and patient was taken for surgery. 

A vestibular incision was given from upper right 2
nd

 molar to upper left 2
nd

 molar region. High level Le 

Fort I osteotomy was performed and wide local excision of lesion taking 2 cm of safe margin was done (Fig 3 & 

4). MRND on left side, SND on right side and reconstruction with osteomyocutaneous free fibula flap harvested 

from left side was done. The specimen obtained was sent for histopathological examination. The H & E stained 

tissue sections revealed presence of spindle cells with large ovoid vesicular to hyper chromatic nucleus with 

eosinophilic to clear cytoplasm. Round cells with round to ovoid hyper chromatic nucleus and scanty 

eosinophilic cytoplasm to clear cytoplasm. A population of clear cells with hyperchromatism nuclear shifted to 

periphery. All the cells showing nuclear and cellular pleomorphism, altered nuclear cytoplasmic ratio and 

significant mitotic activity. (Fig 5)   

 

IHC Markers:- Vimentin, S-100 and HMB-45 were positive. All features were suggestive of Amelanotic 

malignant melanoma.    
Patient then underwent 30 cycles of radiotherapy. Patient was followed for 4 years with no evidence of node 

positivity.  

      
Figure 1                                           

 
   Figure 2 
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Figure 3                                                          Figure 4 

 

 
Figure 5 

 

Figure 1: Intraoral photograph showing proliferative growth, Figure 2:  CECT axial & coronal cut 

showing lytic destruction of the maxilla on left side, Figure 3: Marking for high Le Fort I osteotomy cut, 

Figure 4: Resected specimen, Figure 5: 40X view of H & E stained tissue section showing spindle cells with 

large ovoid vesicular to hyper chromatic nucleus and clear to eosinophilic cytoplasm.  

 

III. Discussion 
Primary malignant mucosal melanoma of the head and neck is a rare entity. In 1856 (Germany), 

Weber first described mucosal melanoma. [6] It is commonly found in 3
rd

 to 8
th

 decade of life with male 

predilection. The most frequent site of occurrence is the hard palate, maxillary gingiva, mandible, tongue, 

buccal mucosa and lips. Etiological factor includes familial and environmental factors such as exposure to UV 

radiation and precursor lesions like atypical nevi. OAMM accounts for 5-35% of all the oral melanomas, which 

appears as a white, mucosa-coloured or red mass. Lymph nodes, liver and lung being common sites of 

metastasis with a widespread involvement occurring in advanced disease. Amelanotic melanoma has a worse 

and poorer prognosis than that of pigmented melanomas because of the delay in establishing the correct 

diagnosis, histological misdiagnosis and delay in the initiation of the treatment.  According to Pfister DG et al 

[7] treatment of stage IVA lesion involving oral cavity is wide surgical excision with 1.5-2 cm of visible and 

palpable normal mucosa for clear margin with neck dissection and post operative radiotherapy. In the present 

case we performed a wide local excision of lesion with 2 cm of safe margin. Rogers and Gibson [8] reported 

that half of all patients with oral melanoma had regional lymph node metastases. Present case was classified 

under Stage IVA according to AJCC-TNM [3] classification for the mucosal melanoma of the head and neck 

for which MRND type III on left side and SND upto level III on right side was performed. 

Tumour are composed of variable cell types like epithelioid, spindled, plasmacytoid, rhabdoid, or 

multinucleated morphology in combination or alone in an organoid arrangement with round, vesicular nuclei 
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and central, prominent, eosinophic nucleolus are important histological markers for melanomas. Intracellular 

melanin helps in identification of melanoma, which is absent in amelanotic variant making it difficult to 

diagnose. [2]   

Leong et al [9] found immunohistochemical profile of oral malignant melanoma to be similar to 

cutaneous melanoma, with the exception that oral melanomas were negative for cytokeratin & Barbosa de 

Paulo LF et al [2] stated that HMB-45 is the most utilized melanoma marker for OAMM. In present case 

HMB‑ 45, Vimentin & S-100 was positive whereas cytokeratin was negative in immunohistochemical profile. 

Radiotherapy plays a palliative role, as on its own it was reported to be ineffective since the lesion is not very 

radiosensitive, however Tanaka et al [10]  found radiotherapy to be more successful than surgery for oral 

melanoma. In present case patient then underwent 30 cycles of post operative radiotherapy.Other adjuvant 

treatment includes chemotherapy, 20% response rate as a single agent was reported by using dacarbazine as 

chemotherapy agents. [11] OAMM have poor prognosis as compared to pigmented melanoma, the overall 1, 2, 

and 5-year survival rate of OAMM was 70.0, 59.5 and 34.4 % respectively with a median survival time of 29 

months. [2] This may be due to the fact that amelanotic lesion tend to exhibit vertical growth pattern while 

pigmented lesion showed a more radial growth pattern. Milton [12] stated that fast-growing melanomas often 

have relatively less pigment than slow-growing ones. However, Umeda et al [13] stated a 63.6% 5-year 

cumulative survival and concluded that the prognosis of oral melanoma was not as poor as reported previously. 

In present case patient was followed for 4 years with disease free survival. 

  

IV. Conclusion 
Primary OAMM is a rare and aggressive malignancy for which early diagnoses by histological 

examination together with immunochemistry are the keys to improve the survival rate. Since the oral cavity is 

the common site of involvement, one should include amelanotic melanoma as a differential diagnosis for a 

rapid, non-pigmented gingival enlargement. 
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