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Abstract

Acral melanoma (AM) is a rare subtype of melanoma that occurs on acral sites such as the palms,
soles, and subungual regions. Due to its atypical presentation and frequent lack of pigmentation in
the amelanotic variant (AAM), diagnosis is often delayed, leading to a poor prognosis.

We present the case of a 69-year-old woman with a chronic nail lesion that was initially misdiagnosed
as onychomycosis and treated with partial onychectomy without histological evaluation. The lesion
persisted, and subsequent dermatological evaluation revealed an ulcerated exophytic mass, which
was confirmed as an acral nodular melanoma with a Breslow thickness of 7.5 mm. Despite surgical
amputation, the patient’s management was complicated by wound infection and limited therapeutic
options due to comorbidities. This case highlights the diagnostic challenges of AM and emphasizes
the importance of early histopathological assessment and multidisciplinary collaboration for timely

intervention and improved outcomes.

Introduction

Acral melanoma (AM) is a rare and challenging subtype of melanoma that develops on acral sites,
including the palms, soles, and subungual areas.! Unlike other melanomas, which are often associated
with sun exposure, acral melanomas occur in areas that are typically protected from ultraviolet (UV)
radiation. This distinction makes AM unique and complicates its diagnosis and management. It
accounts for a small percentage of all melanoma cases but is more common in people with darker
skin tones. It is the most common form of melanoma in African, Asian, and Hispanic populations.
The clinical presentation is highly variable, often mimicking benign conditions such as warts,
calluses, fungal infections, or subungual hematomas (bruises under the nail). This resemblance to
non-malignant lesions often leads to delays in diagnosis, which negatively affects patient outcomes.
The amelanotic variant of acral melanoma, acral amelanotic melanoma (AAM), characterized by the
absence of typical pigmentation, presents additional diagnostic challenges.? These non-pigmented
lesions can be easily mistaken for benign conditions, further delaying accurate diagnosis and
treatment. Often, these melanomas do not exhibit the classic ABCDE (asymmetry, border irregularity,
colour variation, diameter, evolution) features, making early clinical assessment difficult.
Histologically, AM is, like other melanomas, characterized by atypical melanocytes. However,
diagnosis of these lesions requires a high index of suspicion and often depends on biopsy and
histopathological examination.’> Immunohistochemical staining for markers such as S100, HMB-45,
Melan-A, or PRAME may help to confirm the diagnosis. Prognostically, AM tends to have a worse
outcome than other melanomas, mainly due to delayed diagnosis.** It often presents at a more

advanced stage and has a higher propensity to metastasize. Treatment typically involves surgical



excision with appropriate margins and, in advanced cases, may include disarticulation, lymph node
dissection, and/or targeted therapy and/or immunotherapy. Given the diagnostic challenges and
aggressive nature of AM, it is critical for clinicians to maintain a high index of suspicion for
persistent, non-healing lesions on acral sites. Clinical suspicion, fostered by multidisciplinary
teamwork, early biopsy, and histopathological analysis performed in specialized dermatopathology
centers, is essential to differentiate these malignancies from benign conditions and to initiate timely
and appropriate treatment.® We present a clinical case of a 69-year-old female patient with a chronic

nail lesion that was subsequently diagnosed as melanoma.

Case Report

A 69-year-old woman was admitted to the orthopedic department for a pretrochanteric fracture, and
on admission, the orthopedists noted a nail lesion that had not responded to topical treatment. The
woman reported that this lesion had been present for approximately two years and that she had
undergone partial onychectomy approximately eight months previously on suspicion of
onychomycosis without histological examination. The patient was then referred for dermatological
assessment, which revealed a large ulcerated swelling on the first ray of the right hand (Figure 1),
raising the suspicion of a potentially malignant lesion. Consequently, an urgent biopsy was
performed, which unfortunately confirmed a diagnosis of melanoma. Histopathological findings
revealed an ulcerated acral nodular melanoma with a Breslow thickness of 7.5 mm and a mitotic rate
of 8/mm?. Pathological staging was pT4bNOMO (Stage IIC). The patient underwent distal phalangeal
amputation’ with clear surgical margins (Figure 2), but her postoperative course was complicated by
stump infection and wound dehiscence, necessitating further surgical intervention and prolonged
antibiotic therapy. The patient had comorbidities including osteoporosis with vertebral fractures,
depressive syndrome, and severe functional decline (Karnofsky score 50; ECOG 3), which precluded
the use of immunotherapy due to her fragile condition and a body weight of only 39 kg. Currently,

the patient is alive, disease-free, and under regular follow-up.

Discussion and Conclusions

AMs pose significant diagnostic challenges. These melanomas are rare, accounting for a small
percentage of all melanomas, and their clinical presentation often mimics benign conditions such as
warts, calluses, or infections. This similarity can lead to misdiagnosis and delays in appropriate
treatment, with serious consequences for patient outcomes. In this case, the patient’s lesion was
initially suspected to be infectious, and the lack of histological examination during the initial partial

onychectomy contributed to the delay in diagnosis of melanoma. This highlights a critical gap in the



diagnostic process for acral lesions and emphasizes the need for early biopsy and histopathological
evaluation, especially for lesions that do not respond to standard treatment. Early biopsy and
histological analysis are critical in differentiating benign from malignant lesions. In the absence of
pigmentation, as seen in amelanotic melanoma, immunohistochemical markers such as PRAME,
S100, HMB-45, and Melan-A can aid in the differential diagnosis process. Recently, the
underutilization of biopsy for suspicious lesions, particularly in the lower extremities, has been
identified as a significant factor contributing to diagnostic delay.? Clinicians should maintain a high
level of vigilance for non-healing or atypical lesions, particularly in older patients with a history of
chronic nail or skin problems. Persistent lesions that do not respond to treatment should prompt
consideration of more serious conditions, including melanoma. In this case, the orthopedic team was
pivotal in quickly recognizing the complexity of the condition and ensuring timely referral.
Recognizing the limitations of standard care and opting for referral to a central cancer referral center
demonstrates both sound clinical judgment and a commitment to collaborative practice. The
challenges of melanoma, particularly atypical presentations, emphasize the need for seamless
communication between local providers and central expertise. A well-integrated professional network
ensures that patients benefit from a broad range of expertise. By bringing together dermatologists,
oncologists, surgeons, and pathologists, healthcare teams can deliver exceptional outcomes in even

the most complex settings, highlighting the key value of multidisciplinary collaboration.’’
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Figure 1. Clinical presentation on first examination: voluminous ulcerated exophytic neoformation

of the right hand first ray, completely replacing the distal phalanx.

Figure 2. Clinical presentation after distal phalangeal amputation.




