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ABSTRACT 
Pigmented skin lesions present a significant diagnostic challenge due to the clinical overlap between benign entities and 
malignant neoplasms like melanoma. While melanocytic lesions are frequently discussed, pigmented lesions of 
keratinocytic origin are less common and require careful histopathological distinction. This case series details our 
experience with four cases of benign pigmented keratinocytic lesions diagnosed over two years at a tertiary care center. We 
present one case of cutaneous melanoacanthoma and three cases of pigmented seborrheic keratosis, highlighting their 
clinical presentation, distinctive histopathological features, and the critical role of microscopy in achieving an accurate 
diagnosis. The cases underscore the importance of differentiating these benign tumors from their malignant mimics, such 
as melanoma and pigmented squamous cell carcinoma, to guide appropriate management... 
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INTRODUCTION 
The evaluation of pigmented skin lesions is a fundamental 
aspect of dermatology and dermatopathology, primarily 
driven by the imperative to rule out malignant melanoma, a 
potentially lethal malignancy with increasing global 
incidence. While a majority of clinically pigmented lesions 
are of melanocytic origin, a significant subset arises from 
keratinocytes. These pigmented keratinocytic lesions 
encompass a broad histopathological spectrum, ranging 
from common benign tumors like seborrheic keratosis (SK) 
to malignant conditions such as pigmented squamous cell 
carcinoma and pigmented basal cell carcinoma [1]. The 
clinical appearance of these lesions can be deceptive, often 
mimicking their melanocytic counterparts and creating a 
diagnostic dilemma for the clinician. 
Among the benign pigmented keratinocytic lesions, 
pigmented seborrheic keratosis and the rarer cutaneous 
melanoacanthoma are of particular interest due to their 
potential for clinical misdiagnosis as melanoma. Pigmented 
seborrheic keratosis represents a common variant of the 
ubiquitous benign epidermal tumor, characterized 
histologically by keratinocytic proliferation with increased 
melanin deposition within keratinocytes, typically confined 
to the basal layer. Its darkly pigmented, verrucous 
appearance can be indistinguishable from melanoma on 
visual inspection alone [2]. Cutaneous melanoacanthoma is 
an even more challenging entity, characterized by a 
proliferation of both keratinocytes and dendritic 
melanocytes distributed throughout the epidermal 

thickness, further blurring the clinical lines with 
melanocytic neoplasms [3]. 
The diagnostic confusion extends to dermoscopy, where 
overlapping patterns such as comedo-like openings, milia-
like cysts, and atypical networks can be seen in both benign 
keratinocytic lesions and melanoma [4]. This underscores 
the indispensable role of histopathological examination as 
the cornerstone for definitive diagnosis. Accurate 
differentiation is not merely academic but crucial for patient 
management, preventing unnecessary aggressive surgery 
for benign lesions while ensuring timely intervention for 
malignancies. This case series aims to illustrate the 
clinicopathological features of these diagnostically 
challenging benign pigmented keratinocytic lesions, 
emphasizing the histological criteria essential for their 
accurate identification and differentiation from sinister 
mimics. 
Case Presentations 
Case 1: Cutaneous Melanoacanthoma 
A 52-year-old male presented to the dermatology outpatient 
department with a long-standing, asymptomatic, 
hyperpigmented lesion on his left tibia of over ten years’ 
duration. Examination revealed a well-defined, 
hyperpigmented verrucous plaque. A central exophytic, 
verrucous lesion measuring 5 x 4 cm was noted within the 
plaque [Figure 1]. Punch biopsies were taken from both the 
peripheral plaque (A) and the central verrucous area (B). 
Histopathological Examination: Sections from the 
peripheral plaque (A) showed hyperkeratosis, marked 
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papillomatosis, pseudohorn cysts, and prominent 
pigmentation extending from the basal layer upward into 
the lower half of the epidermis (Figure 2). Sections from the 
central lesion (B) revealed similar architectural features 
(Figure 3). Fontana-Masson staining on sample A 
demonstrated melanin pigmentation extending into the 
superficial keratinocytic layers (Figures 4 & 5). Staining on 
sample B showed an irregular pattern: intense staining in 
the rete ridges with only mild pigmentation in superficial 
keratinocytes, indicating irregular melanin transfer within 
the same lesion (Figure 6). A diagnosis of cutaneous 
melanoacanthoma was rendered based on the widespread 
distribution of pigmentation and the demonstrated presence 
of dendritic melanocytes throughout the lesion. 
Case 2: Pigmented Seborrheic Keratosis 
A 75-year-old female presented with a 1x1 cm verrucous 
lesion adjacent to the right eye, present for one year. The 
lesion was excised. Microscopy revealed squamous 
epithelium with abrupt hyperplastic epidermis forming 
broad, downward-growing rete ridges. Numerous 
pseudohorn cysts and increased pigmentation within the 
epithelium were seen. The underlying dermis showed a 
dense inflammatory infiltrate, congestion, and pigment 
incontinence. These features confirmed the diagnosis of 
pigmented seborrheic keratosis. 
Case 3: Pigmented Seborrheic Keratosis Mimicking 
Naevus Lipomatosus 
A 33-year-old male presented with a 2.5 x 2 x 1 cm 
pigmented lesion in the post-auricular region of one year’s 
duration. The clinical impression was naevus lipomatosus. 
The excised specimen was an irregular, skin-covered, grey-
brown soft tissue mass (Figures 7 & 8). Histology showed 
hyperplastic squamous epithelium with mild 
hyperkeratosis, prominent basaloid cell proliferation, and 
numerous horn cysts (Figure 9). The basal layer exhibited a 
pushing margin into the dermis with focal areas of 
intracytoplasmic pigmentation (Figure 10). These findings 
led to the diagnosis of pigmented seborrheic keratosis. 
Case 4: Pigmented Seborrheic Keratosis 
A 28-year-old female presented with a 0.5 x 0.5 cm 
pigmented lesion on her left cheek of two years’ duration 
(Figure 11). Following excision (Figure 12), histological 
examination revealed hyperplastic squamous epithelium 
with prominent basaloid cell proliferation, horn cysts, and 
focal intracytoplasmic pigmentation. A diagnosis of 
pigmented seborrheic keratosis was made. 
 
DISCUSSION 
This series highlights two important benign pigmented 
keratinocytic lesions: melanoacanthoma and pigmented 
seborrheic keratosis. Their significance lies in their 
potential to be mistaken for melanoma, both clinically and 
dermoscopically [4]. Melanoacanthoma is a rare, benign 
tumor characterized by the proliferation of both 
keratinocytes and dendritic melanocytes. Its key 
histological feature is the presence of a large number of 
melanocytes distributed throughout the entire tumor mass, 
rather than being restricted to the basal layer [5, 6]. This 

differs from pigmented seborrheic keratosis, where 
increased melanin is typically within keratinocytes, and 
melanocytes remain primarily basal [3]. The etiology is 
thought to be reactive, with secondary colonization by 
dendritic melanocytes [7]. Histologically, it shows 
hyperkeratosis, acanthosis, papillomatosis, and pseudohorn 
cysts. Fontana-Masson stain effectively demonstrates the 
extensive and sometimes irregular melanin distribution (as 
seen in Case 1), which can be pivotal for diagnosis. 
Immunohistochemistry (Melan-A, CD1a) can further 
highlight the dendritic melanocyte network [3, 8]. A critical 
diagnostic step is the thorough search for cytological atypia 
to rule out melanoma in situ or invasive melanoma. As 
noted in the literature, the use of a red chromogen (e.g., 
Vector® NovaRED™) during immunoperoxidase staining 
can be particularly helpful, as it allows clear differentiation 
of red-staining melanocytes from brown melanin-laden 
keratinocytes, a challenge when using a brown chromogen 
like DAB [3]. Surgical excision with clear margins is the 
recommended treatment, especially as rare cases may 
harbor focal malignant change [7]. 
Pigmented Seborrheic Keratosis is a common variant of the 
ubiquitous benign epidermal tumor. Its diagnostic challenge 
stems from its dark pigmentation, which raises clinical 
suspicion for melanoma [2, 9]. Histopathological 
examination remains the gold standard. Characteristic 
features include an abrupt, "stuck-on" architecture, basaloid 
cell proliferation, horn (or pseudohorn) cysts, and increased 
melanin pigment within keratinocytes of the basal and 
sometimes suprabasal layers. The absence of atypical 
melanocytes or a confluent melanocytic proliferation is 
crucial to distinguish it from melanoma. Dermoscopically, 
features like comedo-like openings, milia-like cysts, and a 
sharply demarcated border are typical but can overlap with 
patterns seen in melanoma, underscoring the need for 
biopsy [10]. 
The principal differential diagnoses for these lesions 
include melanoma, pigmented basal cell carcinoma, 
pigmented actinic keratosis, and pigmented squamous cell 
carcinoma in situ [1, 3]. A meticulous histopathological 
evaluation is paramount to exclude these malignancies. 
 
CONCLUSION 
Pigmented seborrheic keratosis and melanoacanthoma are 
benign keratinocytic tumors that serve as important 
simulants of malignant pigmented lesions. While 
pigmented seborrheic keratosis demonstrates characteristic 
keratinocytic hyperplasia with basal-layer pigmentation, 
melanoacanthoma is distinguished by a dispersed 
proliferation of dendritic melanocytes throughout the 
lesion. Histopathological examination, aided by special 
stains and immunohistochemistry when necessary, is 
essential for accurate diagnosis and for excluding life-
threatening mimics like melanoma. This case series 
reinforces the need for clinicopathological correlation in the 
management of pigmented skin lesions. 
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Figure 1: Clinical image of Case 1 showing a hyperpigmented verrucous plaque on the left tibia. 

 

 
Figure 2: (Case 1-A) H&E (40x) showing hyperkeratosis, papillomatosis, pseudohorn cysts, and basal-upward 

pigmentation. 

 
Figure 3: (Case 1-B) H&E (40x) from the central verrucous lesion showing features similar to Figure 2. 
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Figure 4 & 5: (Case 1-A) Fontana-Masson stain (40x) showing melanin extending into superficial keratinocytic 

layers. 
 

 
Figure 6: (Case 1-B) Fontana-Masson stain (40x) showing intense staining of rete ridges and mild superficial 

keratinocyte pigmentation. 
 

 
Figure 7: Clinical image of Case 3 mimicking naevus lipomatosus. 
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Figure 8: Gross image of the excised, skin-covered grey-brown mass from Case 3. 

 

 
Figure 9: (Case 3) H&E showing hyperplastic epithelium, hyperkeratosis, basaloid proliferation, and horn cysts. 

 

 
Figure 10: (Case 3) H&E showing basal proliferation into dermis with intracytoplasmic pigmentation. 
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Figure 11: Clinical image of Case 4 showing a pigmented lesion on the left cheek. 

 
Figure 12: Gross image of the excised lesion from Case 4
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