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A 32-year-old man presented with a 10-year history of an 
asymptomatic alopecic plaque on his scalp. This lesion had 
slowly enlarged in size since it was first noted. The patient 
was otherwise healthy. His family history was unremark-
able, and no family members had similar skin conditions. 
Physical examination revealed a circumscribed, 12×6 cm, 
slightly hyperpigmented plaque on the right frontal region 

of the scalp. The plaque was soft on palpation, with loss 
of hair on the overlying hyperpigmented skin (Fig. 1A, B). 
Physical examination was otherwise unremarkable, with 
no café-au-lait macules or skinfold freckling. A skin biopsy 
was obtained from the alopecic plaque for histopathological 
examination (Fig. 1C).

What is your diagnosis? See next page for answer.
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Fig. 1. (A, B) Alopecic plaque on the scalp. (C) Skin 
biopsy from lesional scalp (haematoxylin-eosin, original 
magnification ×20).
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Diagnosis: Diffuse neurofibroma

Histopathology of the biopsy revealed an infiltrative lesion 
extending from the deep dermis into the subcutaneous fat. 
Terminal hair follicles were scarce and dislodged by the in-
filtration. Other skin appendages, including eccrine glands, 
were preserved (Fig. 1C). The infiltrates were composed of 
loosely arranged spindle cells with elongated wavy nuclei, 
surrounded by a matrix of collagenous fibres. Mast cells 
were numerous and easily found in the lesion (Fig. 2). A 
diagnosis of diffuse neurofibroma was confirmed by the 
histopathology. Further systemic evaluations did not reveal 
intracranial involvement or signs suggestive of neurofibro-
matosis. A complete resection of the lesion was performed. 
No recurrence was observed during follow-ups.

Neurofibroma is a common benign tumour that origi-
nates from the peripheral nerve sheath. In most cases, it 
presents as a solitary polypoid or nodular soft tumour. It 
may occur as multiple or widespread lesions accompanied 
by systemic features, referred to as neurofibromatosis. His-
topathologically, several variants of neurofibroma were re-
cognized: classical, myxoid, cellular, hyalinized, plexiform, 
epithe lioid, diffuse, Pacinian, pigmented, and granular cell 
neurofibromas (1). Diffuse neurofibroma is a rare subtype, 

generally presenting as localized dermal and subcutaneous 
thickening with a predilection for the head or neck regions 
of children and young adults (2). Histologically, diffuse 
neurofibroma commonly reveals poorly defined, expansile 
proliferation of spindle cells infiltrating the dermis and 
subcutaneous tissue (3). Despite its infiltrative growth, it 
does not destroy, but rather envelops or dislodges, the skin 
appendages that it encompasses. As a result, it may lead to 
neoplasm-related alopecia when occurring on the scalp by 
“pushing away” the pilosebaceous units. Approximately 
10% of diffuse neurofibromas are associated with neuro­
fibromatosis type 1, but this subtype rarely undergoes 
malignant change (3).

Diagnosis of diffuse neurofibroma requires a combination 
of clinical and histopathological findings. Immunostaining 
with S100, CD56, or CD57 may be useful (4). Ultrasound, 
computed tomography, and magnetic resonance imaging 
may help determine the extent of the skin lesion and its 
anatomical relationship with adjacent structures (5). As 
for treatment, surgical excision is considered the first­line 
option for isolated neurofibromas, especially for large or 
symptomatic lesions (2). However, clinical recurrences may 
occur due to the extensive and infiltrative nature of many 
of these lesions. The difficulty of the operation depends 
partly on the dimensions of the tumour. Timely diagnosis 
is therefore important in order to improve the outcome of 
patients with diffuse neurofibroma.

In conclusion, this case highlights the importance of re-
cognizing diffuse neurofibroma as a differential diagnosis 
of localized alopecia, which is important for appropriate 
treatment and achieving a better outcome.
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Fig. 2. The tumour was composed of spindle cells with elongated 
ovoid to wavy nuclei, surrounded by a matrix of collagenous fibres 
(haematoxylin-eosin, original magnification ×200).


