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Amelanotic vulvar malignant melanoma is an exceedingly rare and aggressive malignancy, accounting
for only 2% of vulvar melanomas and presenting unique diagnostic challenges due to its lack of
pigmentation. This report discusses the case of a 57-year-old postmenopausal woman who presented with
a 2x2 cm greyish-white growth on the labia majora, accompanied by itching and burning for three
months. Clinical examinations and routine investigations were inconclusive, necessitating a biopsy for
definitive diagnosis. Histopathological analysis revealed nests of atypical cells exhibiting high-grade
features, including a high nuclear-to-cytoplasmic ratio, vesicular chromatin, prominent eosinophilic
nucleoli, and mitotic activity. The absence of melanin pigment complicated the diagnosis, requiring
immunohistochemical confirmation with markers such as S100, Melan-A, and HMB45. Differential
diagnoses, including poorly differentiated squamous cell carcinoma, neuroendocrine tumor, and
adenocarcinoma, were meticulously excluded through morphological and immunohistochemical
evaluation. This case underscores the critical importance of histopathological examination and
immunohistochemistry in accurately diagnosing vulvar lesions, particularly in amelanotic variants, where
clinical presentation can mimic other malignancies. Given the high metastatic potential and poor
prognosis of vulvar melanoma, early recognition, accurate diagnosis, and prompt surgical intervention,
including wide local excision and lymphatic dissection, are essential. This case highlights the need for
heightened clinical suspicion and a multidisciplinary approach in managing rare vulvar malignancies to
optimize patient outcomes.
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Introduction

Melanocytes are situated in the stratum Basale of the epithelium and derive from the neural crest.
Melanin-containing melanocytes are also present at mucosal locations devoid of apparent melanin
pigmentation. Malignant melanoma is a neoplasm of melanocytes. Melanoma is an exceedingly
aggressive neoplasm characterized by a high metastatic propensity. Primary malignant melanomas
(MMs) of the female vaginal tract are infrequent, accounting for 3% to 7% of all mucosal melanomas.[1]
Vulvar malignant melanoma is an exceedingly rare tumor, constituting 1% of all melanomas in women
and 5% of all vulvar malignancies. Amelanotic melanomas constitute merely 2% of all vulvar malignant
melanomas. [2] Vulvar melanoma can arise from preexisting junctional or compound nevi, as well as de
novo from melanocytes located in the basal layer of squamous epithelium. [3]

The pathophysiology of vulvar melanoma is inadequately comprehended, with some asserting that it is
indirectly associated with continuous sun exposure. Ultraviolet lights induce modifications in the cell-
mediated immune response and contribute to vulvar cancer. Vulvar melanoma predominantly affects
postmenopausal women, although a limited number of occurrences in children have also been
documented. The vulva, specifically the labia majora, labia minora, and clitoris, is a common location for
melanoma. Early identification of lesions is challenging due to nonspecific signs and symptoms, and
vulvar lesions are not readily observable during routine examinations. Vulvar malignant melanoma is
linked to a worse outcome. The documented five-year survival rates are below 60% [4].

Due to the overlapping clinical symptoms and diverse physical appearance of lesions, histological
evaluation of vulvar lesions remains essential for diagnostic confirmation.

Case Report

A 57-year-old postmenopausal female presented to the gynaecology outpatient clinic with complaints of a
growth in the vulvar region, accompanied by itching and burning for three months. The growth was
approximately 2x2 cm, exhibited an irregular outline, was greyish white in colour, and had a hard
consistency on the inner side of the Labia Majora. She had neither a familial history nor a personal
history of cancer. She had no additional medical history. Her blood tests and urine analyses were within
normal limits.

A biopsy was obtained from the vulval growth under local anaesthesia and sent to the laboratory for
histological analysis. There were two pieces of greyish-white tissue, one measuring 2x1x1 cm and the
other 1.5x1x1 cm. The Histopathology Laboratory treated the tissue sample and then produced a paraffin
block. The section was sectioned with a microtome, and a microscopic slide was prepared using
Hematoxylin and Eosin staining. Histopathological investigation revealed cellular nests, organized in
groups separated by thin fibrous septa. Individual cells exhibit characteristics of high-grade atypia,
including a high nuclear-to-cytoplasmic ratio, vesicular chromatin, large eosinophilic nucleoli, and mild
cytoplasm, accompanied by necrosis and mitotic activity. Pigment was absent. The diagnosis has been
established. (Figure 1 and 2) Poorly differentiated malignancy-amelanotic malignant melanoma verified
by immunohistochemistry. Immunohistochemistry demonstrated positivity for S100, MelanA, and
HMB4S5.
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Figure 2: Photomicrograph of Vulval melanoma (40x, H&E stain)

Discussion

Incidence of Vulval melanoma is very rare with poor prognosis. Vulval melanoma known to affect
mainly postmenopausal women between the ages of 60 and 80 [5,6] which is in concordance with our
case report. Clinically, Vulval Malignancy may remain oligosymptomatic or asymptomatic flat or raised
pigmented or non-pigmented lesions during early disease stages [7], sign and symptoms like bleeding,
ulceration, itching, pain are seen in advanced stage. Clinical diagnosis is difficult due to vague clinical
manifestation. So, histopathological examination is necessary for definitive diagnosis. The “ABCDE”
rule may aid as a simple guide for a first assessment of pigmented lesions: “A” stands for asymmetry, and
most melanomas are asymmetrical; “B” stands for border as melanomas typically exhibit an irregular
border, while nevi typically have a smoother border. “C” stands for colour. While benign moles are often
unicolor brown, multiple colours including different shades of brown, black, blue, white, or red are
typically a sign for malignancy. “D” stands for diameter and lesions greater than 6 mm should raise
awareness. “E” stands for elevation or evolving and any change of shape, size, structure, colour, or
symptoms is a potential indicator for malignancy [8].
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There are three histological subtypes of melanoma like superficial spreading melanoma, nodular
melanoma and acral lentiginous melanoma. but it does not have any prognostic significance. Vulval
Melanoma is ranked second after vulval Squamous cell carcinoma accounting for 90% of vulval
malignancy. It is easy to diagnose vulval melanoma if the melanin is seen grossly and microscopically.
But a Lack of the melanin pigment, as seen in the case of amelanotic melanoma, creates diagnostic
confusion as carcinoma. Amelanocytic vulvar carcinoma also shows histopathological diagnostic
challenges due to the lack of pigmentation. Close differentials like Poorly differentiated Squamous cell
carcinoma, Neuroendocrine tumor, poorly differentiated adenocarcinoma and Paget’s disease are
considered and definitive diagnosis must be done after ruled out other diagnosis histologically. In some
cases, immunohistochemistry is required for definitive diagnosis.

The diagnosis of Poorly differentiated SCC was ruled out, as in SCC histology showing irregular strands
and cords of atypical squamous cells within the stroma with Keratin Pearl formation. Prominent
eosinophilic nucleoli are not seen in SCC. In distinguishing amelanotic melanoma (AM) from squamous
cell carcinoma (SCC), histopathological features and immunohistochemistry play a critical role due to
overlapping morphological characteristics. While AM lacks pigmentation and may mimic poorly
differentiated SCC, the presence of melanocytic markers such as S100, Melan-A, and SOX10 confirm its
diagnosis. Conversely, SCC demonstrates keratinocyte differentiation, invasion of stroma by malignant
squamous cells with keratin pearls and is positive for epithelial markers like pan-cytokeratin.[9]

The second differential diagnosis is neuroendocrine tumor, in which the cells exhibit uniform, small to
intermediate-sized cells with round nuclei, finely stippled chromatin, and scant cytoplasm, often arranged
in nests or trabeculae. In contrast, amelanotic melanoma shows atypical, pleomorphic cells with
prominent nucleoli, variable cytoplasm, and occasional multinucleation, often lacking melanin pigment.
NETs are characterized by neuroendocrine differentiation on histology, while melanomas demonstrate
features suggestive of melanocytic origin.[10]

In Adenocarcinoma, Tumor cells are arranged in glandular pattern with features of anaplasia and
Eosinophilic prominent nucleoli are not seen in adenocarcinoma, so diagnosis of adenocarcinoma was
also rule out.[11]

It 1s very important to make definitive diagnosis malignant melanoma as patient with very small vulval
lesion can have high chances of recurrence and widespread metastasis. So even small vulval lesions are
excised widely and lymphatic dissection also done.

Conclusion

This case highlights the diagnostic and clinical challenges of amelanotic vulvar malignant melanoma, a
rare and aggressive malignancy with poor prognosis. The absence of melanin pigment complicates
differentiation from other poorly differentiated malignancies, necessitating histopathology and
immunohistochemistry for definitive diagnosis. Early recognition and prompt surgical intervention,
including wide local excision and lymph node dissection, are vital due to the high risk of recurrence and
metastasis, even in small lesions. This case underscores the critical need for vigilance and comprehensive
evaluation of vulvar lesions to improve patient outcomes.
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