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Neurilemoma del labio superior. Reporte de dos casos
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ABSTRACT

RESUMEN

A neurilemmoma, also known as a schwannoma, is a benign neoplasm arising from the perineural
Schwann cells, which originate during the fourth week of embryonic development. Although its
etiology remains unclear, it has been associated with potential triggering factors. According to
the World Health Organization, neurilemmomas are classified as peripheral nerve sheath tumors.
These lesions may occur in various anatomical sites, including the tongue, floor of the mouth, pa-
late, lower lip, parotid gland, and, more rarely, the upper lip. Clinically, they are typically asymp-
tomatic and can affect individuals of both sexes, with a slight predilection for males. This article
presents two cases of neurilemmoma located in the upper lip of patients without clinical evidence
of neurofibromatosis.

KEYS WORDS: Neurilemoma; Schwannoma; neurinoma.

El neurilemmoma, también conocido como schwannoma, es una neoplasia benigna que surge
de las células perineurales de Schwann, que se originan durante la cuarta semana del desarro-
llo embrionario. Aunque su etiologia sigue siendo incierta, se ha asociado con posibles factores
desencadenantes. Segun la Organizacion Mundial de la Salud, las neurilemmomas se clasifican
como tumores de la vaina nerviosa periférica. Estas lesiones pueden ocurrir en varios sitios anato-
micos, incluyendo la lengua, el piso de la boca, el paladar, el labio inferior, la glandula parétida y,
mas raramente, el labio superior. Clinicamente, son tipicamente asintomaticos y pueden afectar
a individuos de ambos sexos, con una ligera predileccion por los varones. Este articulo presenta
dos casos de neurilemmoma localizados en el labio superior de pacientes sin evidencia clinica de
neurofibromatosis.

PALABRAS CLAVE: Neurilemoma; Schwannoma; neurinoma.
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> INTRODUCTION

Neurilemmoma, also referred to as schwannoma, neu-
rinoma, or perineural fibroblastoma, is a benign, slow-
growing neoplasm that originates from perineural
Schwann cells. These glial cells envelop neuronal axons,
forming the myelin sheath, which plays a crucial role in
nerve conduction as well as in the growth and structural
support of the axon"? The first description of this group of
neurogenic tumors was provided by Verocay in 1910, who
named them “neurinomas.” However, in 1935, it was esta-
blished that these tumors arise from the nerve sheath, and
the term “neurilemmoma” was subsequently adopted™2.

Neurilemmomas may arise from the neural sheath
of peripheral motor, sensory, sympathetic, and cranial
nerves, with the exception of the first and second cranial
nerves (olfactory and optic), which lack Schwann cell
sheaths'. Although the exact etiology remains unknown,
several factors have been implicated in their develop-
ment, including chronic trauma, sustained irritation, and
exposure to radiation™?.

In the most recent publication of the classification of
Bone and Soft Tissue Tumors, the fifth edition of the World
Health Organization (WHO) 2020, is positioned in the ses-
sion of peripheral nerve sheath tumors®. These tumors
have been reported in the head and neck region, accoun-
ting for approximately 20% to 40% of all soft tissue tumors,
although only 1% to 12% occur intraorally. Within the oral
cavity, the tongue is the most frequently affected site*”’.
The aim of this study is to report two cases of neurilem-
moma presenting in the upper lip, an uncommon location
for this neoplasm.

> CASE REPORT

Casel

A44-year-oldfemale patient presented to the oralmedicine
service with a complaint of a persistent upper lip swelling
that had been present for approximately 20 years, repor-
tedly arising after facial trauma. Her medical history was
unremarkable. Intraoral examination revealed a well-cir-
cumscribed, firm, mobile, yellowish-white nodule with te-
langiectatic surface vessels, measuring approximately 2
cm in diameter, located on the right side of the upper lip
(Figure 1). Ultrasonographic evaluation demonstrated an
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oval, hypoechoic, and vascularized lesion. Based on these
clinical and imaging features, a provisional diagnosis of
a minor salivary gland cyst was proposed. An excisional
biopsy was performed, and the specimen was submitted
for histopathological analysis.

Microscopic examination revealed a well-cir-
cumscribed and encapsulated benign neoplasm compo-
sed of interlacing bundles of spindle-shaped cells exhibi-
ting nuclear palisading (Antoni A pattern) and Verocay
bodies, alternating with less organized, myxoid regions
(Antoni B pattern) with a central myxoid area (Figure 2).
These findings were consistent with a diagnosis of neu-
rilemmoma. The possibility of neurofibromatosis was
investigated and subsequently ruled out. The patient has
been under clinical follow-up for 18 months, with no evi-
dence of recurrence to date.

Case 2

A 56-year-old male patient presented to the oral diagnostic
service with alesion on the upperlip of unknown duration.
Intraoral examination revealed a localized swelling on the
upper lip (Figure 3), displaying a normal mucosal color,
rounded shape, well-defined borders, fibrous consistency,
and mobility on palpation. Based on the clinical presen-
tation, a provisional diagnosis of fibrous hyperplasia was
established. An excisional biopsy was performed, and the
specimen was submitted for histopathological evaluation.

FIG.1. Clinical presentation showing a well-defined nodular lesion
on the upper lip.
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FIG. 2. Histopathological features of neurilemmoma. (A) Encapsulated, well-circumscribed nodule observed at low magnification (hematoxylin and eosin
stain). (B) Fascicles of spindle-shaped cells demonstrating the Antoni A pattern, with palisading nuclei and Verocay bodies, alternating with loosely
organized areas consistent with the Antoni B pattern (low magnification, hematoxylin and eosin stain). (C) Area of myxoid degeneration observed at high
magnification (hematoxylin and eosin stain).

Microscopic analysis revealed a well-circumscribed,
non-encapsulated lesion characterized by the prolifera-
tion of spindle-shaped cells arranged in varying propor-
tions of Antoni A and Antoni B patterns (Figure 4 A-C).
Immunohistochemical staining demonstrated strong po-
sitivity for S-100 and SOX-10 proteins (Figure 4 D-F), con-
firming the diagnosis of neurilemmoma. In light of this
diagnosis, the possibility of neurofibromatosis was inves-
tigated and excluded. The patient has been under clinical

FIG. 3. Clinical presentation of neurilemmoma demonstrating
increased volume in the upper lip. follow-up for 12 months, with no evidence of recurrence.
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FIG. 4. Histopathological and immunohistochemical findings of neurilemmoma. (A) Photomicrograph at medium magnification showing alternating
Antoni A and Antoni B areas (hematoxylin and eosin stain). (B-C) Antoni A areas showing palisading nuclei and Verocay bodies (medium magnification,
hematoxylin and eosin stain). (D-E) Immunohistochemical staining for S-100 showing strong, diffuse positivity at medium and high magnifications,
respectively. (F) Immunohistochemical staining for Sox-10 showing positive nuclear expression at medium magnification.
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> DISCUSSION

Neurilemmomas are benign, slow-growing, and well-en-
capsulated neoplasms that account for approximately
1% of all tumors in the oral cavity®. Although the preci-
se etiology remains unknown, several factors have been
proposed, including genetic predisposition, spontaneous
proliferation, exposure to radiation, and local trauma. The
latter, particularly relevant in the context of the rich in-
nervation of the upper lip by the infraorbital nerve, may
explain the development of the lesion following facial
trauma, as observed in the present case.

The occurrence of multiple neurilemmomas is refe-
rred to as schwannomatosis, which is frequently associa-
ted with neurofibromatosis type II. The etiopathogenesis
of this syndrome involves the loss of function of the Merlin
protein, encoded by the NF2 gene located on chromosome
22, which plays a key role in regulating mitotic signaling
pathways*.

Neurilemmomas occur in the head and neck region
in approximately 20% to 40% of cases, with intraoral in-
volvement reported in about 1% to 12%. The prevalen-
ce appears to be equally distributed between sexes. The
most frequent intraoral site is the tongue, followed by the
floor of the mouth, buccal mucosa, soft palate, and, more
rarely, the lips®. Consistent with our cases, the upper lip
represents an uncommon anatomical location for this
neoplasm. Clinically, these lesions are typically described
as asymptomatic nodular or tumoral masses, well cir-
cumscribed, with a smooth surface, and may be either
firm or fluctuant in consistency. They tend to exhibit a
gradual increase in size, potentially resulting in aesthetic
concerns and facial asymmetry®.

Various imaging modalities can aid in the diagnos-
tic evaluation of these lesions, including computed to-
mography, magnetic resonance imaging, and soft tissue
ultrasound. Among these, ultrasound is particularly ad-
vantageous due to its low cost and wide accessibility’. Di-
fferential diagnoses should be considered based on the le-
sion’s anatomical location, encompassing all entities that
present clinically as well-encapsulated soft tissue nodules
or tumors. However, given the heterogeneous clinical pre-
sentation and the rarity of such lesions, histopathologi-
cal examination remains the gold standard for definitive
diagnosis®.
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Histopathologically, neurilemmomas typically exhi-
bit alternating architectural patterns, as observed in our
case. These include well-differentiated Antoni A areas,
characterized by compactly arranged, elongated spind-
le cells organized in palisading patterns around acellu-
lar eosinophilic zones known as Verocay bodies, which
are composed of delicate cytoplasmic processes. In con-
trast, Antoni B areas are less cellular, consisting of loo-
sely arranged spindle cells within a myxoid stroma®. The
histopathological differential diagnosis of neurilemmo-
ma includes other peripheral nerve sheath tumors, such
as neurofibroma, palisaded encapsulated neuroma, and
traumatic neuroma'®. Neurofibromas are composed of
interlacing bundles of spindle cells with wavy nuclei and
a variably myxoid background. Importantly, they lack the
alternating Antoni A and B patterns that are characteristic
of neurilemmomas.

Immunohistochemical analysis demonstrates a stron-
ger and more uniform reactivity for S-100 protein in
neurilemmomas compared to neurofibromas. This diffe-
rence in S-100 expression is attributed to the relatively
homogeneous cellular composition of neurilemmomas,
which are predominantly derived from Schwann cells.
In contrast, neurofibromas exhibit a more heterogeneous
cellular makeup, including Schwann cells, fibroblasts and
perineurial-like cells’. Additionally, neurilemmomas also
show positive immunoreactivity for Sox-10, further su-
pporting their Schwann cell origin™". In the present re-
port, Case 1 was diagnosed based solely on morphological
criteria, whereas Case 2 included immunohistochemical
analysis for diagnostic confirmation.

The treatment of choice for neurilemmomas is com-
plete surgical excision of the lesion™. In our cases, curati-
ve management was successfully achieved through total
excision, with no postoperative complications. Surgical
removal using a CO; laser has also been reported as an
effective therapeutic alternative, offering satisfactory
clinical outcomes®. The recurrence rate is generally low,
with up to 8% of cases recurring, typically associated with
incomplete excision of the lesion™. Although malignant
transformation of neurilemmomas is considered rare, the
incidences ranging from 8% to 13.9%"“.
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> CONCLUSION

In summary, neurilemmormas are rare benign tumors that
should be included in the differential diagnosis of head
and neck neoplasms. Their occurrence in the upper lip
is uncommon. Imaging modalities, particularly soft tissue
ultrasound, can serve as valuable tools in preoperative
planning, especially for well-encapsulated lesions. Never-
theless, histopathological examination remains the gold
standard for definitive diagnosis, as the clinical presenta-
tion of neurilemmomas may mimic other lesions affecting
the lips and oral cavity.
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