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Solitary subungual neurofibroma: a previously unreported
finding in a male patient
Neurofibroma subungueal solitario: relato de um caso inédito no sexo masculino
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Abstract: A neurofibroma is a hamartomatous proliferation of neuromesenchymal origin. It may be found
in combination with neurofibromatosis or in the form of a solitary tumor. Clinical presentation as a soli-
tary subungual tumor is very rare. Neurofibroma is more common in females and surgery is the treatment
of choice. The present paper reports the case of a male patient with a subungual tumor on his toe. Biopsy
and immunohistochemistry findings were compatible with a neurofibroma. To date, fewer than ten cases
of subungual neurofibromas unassociated with von Recklinghausen's disease have been documented, this
being the first case to be reported in Brazil and the only report worldwide to have described this condi-
tion in a male patient.
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Resumo: Neurofibroma é uma proliferacio hamartomatosa de origem neuromesenquimal. Pode ser encon-
trado associado a neurofibromatose ou como tumor solitirio, sendo sua apresentagao subungueal solitaria
bastante rara. E mais frequente em pacientes do sexo feminino e a cirurgia é o tratamento de escolha. Relata-
se um caso de um paciente masculino, com lesio tumoral subungueal no pododactilo, cuja bidpsia e
imuno-histoquimica foram compativeis com neurofibroma. Até a presente data, menos de dez casos sobre
neurofibromas subungueais sem associacio com doenc¢a de Von Recklinhausen foram documentados,
sendo este o primeiro caso relatado no Brasil e o Ginico no sexo masculino no mundo.
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INTRODUCTION

Subungual tumors are responsible for various
abnormalities of the nail bed and in general are
underdiagnosed as a result of their nonspecific char-
acteristics. Neurofibromas have also been described
at this site. They may occur in association with neu-
rofibromatosis or as solitary tumors, their pathogene-
sis under these conditions being unclear. In both
cases, this site is rare. Growth is usually slow, with lit-
tle local symptomatology and the conditions occur
typically in middle-aged women.

Other tumors such as fibrokeratoma, Koenen’s
tumor, glomus tumor, epidermoid cyst and squamous
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cell carcinoma may clinically mimic neurofibroma and
should be included in the differential diagnosis.
Surgery of the nail aids diagnosis and treatment; how-
ever, imaging exams such as radiography and ultra-
sonography may also help visualize the size of the
lesions and determine whether there is compression
of bone structures.

Few cases of solitary subungual neurofibromas
unassociated with von Recklinghausen’s disease have
been described in the literature, making this presenta-
tion extremely rare.
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CASE REPORT

A 51-year old, white male patient from Ceara
with no comorbidities complained of the appearance
of a rounded lesion on the nail of the fourth toe of his
right foot, which had appeared approximately eight
months previously. There had been no prior abnor-
malities and he denied any trauma or pain at the site.
Examination of the toe showed a tumorous lesion
with a smooth, rounded, regular, normochromic sur-
face, measuring 1.6 x 1.8 cm, on the subungual region
of the fourth toe of his right foot (Figure 1). No other
abnormalities were found at physical examination,
and mycological and laboratory tests also showed no
abnormalities. Radiography found no bone abnor-
malities and ultrasonography revealed the image of a
hypoechoic nodule measuring 15 x 14 mm, with no
flow at Doppler. Biopsy was performed under local
anesthesia and included partial excision of the lesion,
which had a polypoid appearance, was unencapsulat-
ed and had a whitish appearance in its interior, occu-
pying the digital pulp (Figure 2). Histopathology
showed narrow fusiform cells with undulated nuclei
in  pale stromal collagen (Figure 3).
Immunohistochemistry was positive for S100 and
CD34 and negative for HHF-35, desmin and actin 1 to
4. A diagnosis of solitary neurofibroma was con-
firmed and the patient was then submitted to a fur-
ther surgical procedure that consisted of an incision
into the digital pulp of the toe and removal of the
tumor from this area and from under the nail bed.
When the nail plate was removed for exploration, the
tumor was found to extend as far as the lateral nail
fold. Complete excision was then performed. Up to
the present moment, six months after surgery, there
has been no recurrence of the disease.

FIGURE 2: Unencapsulated, whitish, polypoid lesion occupying the
digital pulp

DISCUSSION

First described by Von Recklinghausen,’ neu-
rofibromas may present as multiple or solitary tumors
and may be associated or not with neurofibromatosis.
They consist of hamartomatous proliferations of
neuro-mesenchymal components, including Schwann
cells, fibroblasts, perineural cells and mastocytes. *
The proportion of cells varies in each case.
Immunohistochemistry of the tumor markers may
show positivity for S100 protein, Melan-A, tyrosinase
and CD34, among others. ’

They present as circumscript, normochromic
and unencapsulated nodules, ranging from 0.2 to 2
cm in size. In 90% of cases of neurofibroma, the
tumor is solitary; ° however, its presentation in the

FIGURE 1: Rounded, regular, normochromatic tumoral lesion in
the subungual region of the fourth toe of the patient’s right foot

An Bras Dermatol. 2011;86(3):569-72.

FIGURE 3: Fusiform and narrow cells with undulated nuclei in pale
collagen stroma
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subungual region is extremely rare and few cases have
been described. Usually painless, they may cause pain
if they are compressing adjacent structures. © When
situated in the proximal region, they may produce a
longitudinal depression mimicking Koenen’s tumor
or chronic paronychia, > whereas in the subungual
region they may lead to onychodystrophy or an
increase in local volume. ** Either fingers or toes may
be affected.

In 1986, Shelley published one of the first
reports of a subungual neurofibroma affecting the sec-
ond finger of a middle-aged female patient.
Nevertheless, no information was provided on
whether there was associated neurofibromatosis. ’

Later, further articles were published describing
similar cases; however, with no evidence of neurofi-
bromatosis. The symptoms described ranged from
onychodystrophy, * subungual hyperkeratosis, ** an
increase in the size of the affected digit and even an
increase in the curvature of the nail. * In the patient
in the present case, the lesion was confined exclusive-
ly to the subungual region, with no specific alterations
to the nail plate.

Histopathology is of the utmost importance in
the diagnosis of neurofibroma, with findings consist-
ing of a fine fibrillary network of fusiform cells in vas-
cular, fibrotic or edematous stroma. * At histopathol-
ogy, differential diagnosis should first be made with
schwannoma, since the cell types are similar in both
pathologies and nuclei arranged in palisade-like struc-
tures may be present in both conditions.
Nevertheless, in neurofibromas, the formation of
Verocay bodies is very rare and the proportion of
axons in relation to Schwann cells is less than 1:1.° In
addition, immunohistochemistry may also be helpful
in differentiating the two tumors, since reactivity for
the S100 protein (positive in Schwann cells) is greater
in schwannomas, whereas in neurofibromas it is less
uniform and less intense. This occurs because, unlike
schwannomas, which are formed exclusively of
Schwann cells, neurofibromas consist of disorganized
and dispersed Schwann cells associated with other
cells.” Superficial acral fibromyxoma, a benign form
of neoplasia that occasionally occurs in the subungual
region, should also be included in the differential
diagnosis. *° It presents as an unencapsulated lesion
consisting of fusiform cells in a myxoid stroma; "' nev-
ertheless, immunohistochemistry is negative for the
S100 protein, with positivity only for CD34. "*"

Electronic microscopy, described in a case pub-
lished by Niizuma in 1991, showed Schwann cells,
fibroblasts, parenchyma cells and collagen fibrils. ** In
addition, the majority of the parenchyma cells showed
positivity for the S100 protein as in the present case,
confirming the presence of Schwann cells. Another
immunohistochemical marker present in this case,
CD34, confirms the neural and fibrous nature of the
lesions, as well as the presence of vascularization,
since it is a marker of endoneurial fibroblasts *° and
endothelial cells. ’

A further case report was published in 2004
referring to a 50-year old female patient with a lesion
on her third toe and no clinical symptomatology what-
soever. The author raised the possibility of similar
cases being underdiagnosed. ”

According to a review article published by
Roldan-Marin in 2006, these tumors are more com-
mon in middle-aged women and there is usually no
recurrence following excision of the lesion. '* None of
the articles cited in this review paper mentioned trau-
ma preceding the condition and all were reported in
female patients. This fact may be a result of the
greater concern of women with body esthetics, since
the tumor presents asymptomatically, with changes to
the nail being the only sign in the great majority of
cases. Furthermore, because of the different forms of
clinical presentation, many cases may be wrongly
diagnosed as onychomycosis or trauma, leading to
underdiagnosis of these tumorous lesions. Hormones
do not appear to have any effect on the onset or
growth of these lesions, either in their localized form
or even when associated with neurofibromatosis.

Radiography of the affected site is important in
order to evaluate bone involvement; however, only
two cases revealed phalangeal compression and there
was no bone invasion. '** Likewise, radiography in the
present case showed no signs of bone involvement.
Removal of the affected nail plate is essential to enable
visualization and evaluation of the tumor, with cura-
tive resection of the lesion.

Up to the present date, fewer than 10 cases of
subungual neurofibromas unassociated with Von
Recklinghausen’s disease have been reported and, fol-
lowing a detailed review of the available literature, to
the best of our knowledge this is the first report of a
solitary subungual neurofibroma in Brazil and the
only report worldwide of this condition in a male
patient. u
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