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ABSTRACT

Verruciform xanthoma is a rare, benign lesion, with a papillary aspect, asymptomatic, sessile, white colored, and well-demarcated, that occurs
in the gingiva and alveolar mucosa. The histopathological aspect is characterized by the presence of macrophages with foam cytoplasm
(xanthoma cells) confined to the soft papillary tissue. The etiology and pathogenic mechanisms are unknown, although some hypothesis, such
as local trauma or viral origin have been suggested. The aim of this article was report a clinical case of verruciform xanthoma located in the
gingiva showing the clinical and histopathological aspects.

Indexing terms: Xanthomatosis. Diagnosis. Oral pathology.

RESUMO

O xantoma verruciforme é uma lesdo muito rara, benigna, com aspecto papilar, indolor, séssil, localizada, principalmente, na gengiva e
mucosa alveolar, podendo ocorrer na pele e genitélia. O grau de queratinizacao da superficie influencia na cor, variando de branca a vermelha.
Histopatologicamente é caracterizado pela presenca de macréfagos com citoplasma espumoso (células de xantoma) acumulados e confinados
ao tecido conjuntivo papilar. Criptas invaginadas alternam-se com extensoes papilares. As cristas epiteliais alongadas estendem-se para a lamina
prépria em profundidade uniforme. Sua etiologia e patogénese sdo desconhecidas, apesar de vérias hipoteses terem sido sugeridas, como
trauma local ou viral. O diagnéstico diferencial pode incluir o papiloma escamoso, o carcinoma escamoso papilar e o condiloma acuminado. O
tratamento é a excisdo conservadora e o prognostico é excelente. O objetivo deste trabalho foi relatar um caso clinico de xantoma verruciforme
localizado na gengiva inserida mostrando seu aspecto clinico e histopatolégico.

Termos de indexag¢do: Xantomatose. Diagnostico. Patologia bucal.

INTRODUCTION

(gingiva, palate), however, other uncommon areas may
be affected by its existence, such as the lateral border

Verruciform Xanthoma (VX) is a rare, benign,
primary lesion that affects the oral mucosa that was
described for the first time by Shafer in 1971'. XV usually
has a papillary or verruciform appearance, is sometimes
associated with hyperkeratosis, and does not have a well-
defined etiopathogenesis. It affects the two sexes in equal
proportions, and there are reports of predilection for one
of the sexes. The affected age-range is around 50 years
of age, equally involving the maxilla and mandible, in
which the gingiva (premolar area) is the site presenting
greatest incidence of VX? Generally, it presents as a
small, asymptomatic, slow-growing lesion, that is either
sessile or pedunculated, and pink or whitened. The most
common area of occurrence is the oral masticatory mucosa

of the tongue, jugal mucosa, and floor of the mouth®®.
Extra-oral areas, such as the vulva, scrotum and penis have
been related’'°.- Due to its clinical characteristics, many of
these lesions are diagnosed as papillomas, condylomas,
ordinary (vulgar) warts, leukoplasias and occasionally as
verrucous or epidermoid carcinomas. Histopathologically,
VX is characterized by papillary or verrucous projections
associated with the proliferation of pavimentous stratified
epithelium with hyperparakeratosis and numerous foamy
cells (histiocytes)!. These cells are known as xanthoma
cells and are confined within the lamina propria subjacent
to the projections, and do not extend below the rete
ridges?. In 1974, Zegarelli et al.”?> demonstrated that VX
has macrophages containing lipids within them, and
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after immunohistochemical studies, they confirmed the
macrophagic origin of the xanthoma cells'>'4, in which their
cytoplasm is PAS-positive?. The pathogenic mechanisms
reported in the literature for VX comprise inflammation,
virus, local trauma, lipid metabolism disorders and
immunological changes” 25,

CLINICAL CASE

While the patient, a 21-year-old black man, was
undergoing orthodontic treatment, he was referred to
the stomatologist, presenting with two lesions located
in the attached gingiva. On clinical exam, two papillary
lesions were observed between the mesial and distal
papillae of tooth 45. The lesions were pink, painless, of

soft consistency, and measured approximately 0.5 cm in
their largest diameter (Figure 1A). The patient reported
that the lesions had appeared about one year ago, and he
had previously had this type of lesion in the same place.
An excisional biopsy was therefore performed to remove
the lesion, and the material was sent for histopathological
analysis. Under the microscope, a specimen was observed
exhibiting blunt projections in the direction of the surface,
with uniform depth, coated by pavimentous stratified
parakeratinized epithelium, with numerous foamy
macrophages confined in the conjunctive papilla. (Figure
1B) After histopathological analysis, the diagnosis was
verruciform xanthoma. The patient is being followed-up,
and up to the present date has presented no recurrence.

Figure 1. A) Clinical aspect of the lesion located in the attached gingiva between tooth 45; B) Specimen exhibiting blunt projections in the direction of the surface, coated by
pavimentous stratified parakeratinized hyperkeratotic epithelium, with numerous macrophages confined within the conjunctive papilla (HE, 100x). View at higher

magnification, showing the foamy macrophages (HE, 400x).

DISCUSSION

In this article, the authors report a clinical case of
verruciform xanthoma in the attached gingiva. The clinical
and histopathological findings are in agreement with those
of other previously published case reports in the literature.

Verruciform Xanthoma is a rare, benign lesion, of
which only 282 cases had been reported in the literature
up to 20013. In the authors’ laboratory, in a period from
2003 to 2007, only 3 cases were diagnosed as verruciform
xanthoma, proving it to be a rare lesion. The other two
cases were: a 14-year old white male patient, with the
lesion located in the floor of the mouth, measuring
approximately 1 cm in its largest diameter; and a 58-year-
old white woman patient, with the lesion located in the
labial mucosa, measuring approximately 1 cm in its largest
diameter. Buchner et al.? showed an incidence of 0.025%
(in a total of 24,425 specimen evaluated in a period of 12
years, between 1968 and 1980).

VX mainly affects patients in the four and fifth
decade of life*, at a mean age of 44.9 years, according
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to Oliveira et al.’®, however, the present case showed a
young patient of 21 years of age affected. According to
the literature, the duration of the lesion is unknown, since
it is usually diagnosed during a routine exam. However,
according to the cases reported, the duration of the lesion
ranges from 1 month to 10 years with a mean duration
of approximately two years, in agreement with the case
here related that had appeared 1 year before. The majority
of lesions are clinically diagnosed in the wrong manner,
as papillomas, therefore, verruciform xanthoma must be
included in the differential diagnosis of oral lesions with a
Verrucous appearance.

In the case reported, the lesions were located in
the attached gingiva, more precisely in the mesial and distal
papillae of tooth 45. According to Philipsen et al.'", the
most frequent site of occurrence is the attached gingiva,
followed by the palate, tongue, jugal mucosa, floor of the
mouth and alveolar mucosa.

As regards gender, the patient was a man. There
is a discrete predilection for the male sex in a proportion of
1:1.1"76, However, not all authors take the gender of their



patients into consideration in their studies. There appears
to be predilection for Caucasian patients®'"'4. In the case
presented, the patient was of Afro-Brazilian descent.

Clinically, the lesions presented a papillary aspect,
pink to white color, measuring approximately 0.5 cm in the
largest diameter of each lesion.

The size of oral VX lesions normally ranges
between 0.2 to 2.0 cm34'%17 with exception of a large
lesion measuring 4.0 x 1.5 cm reported by Graff et al.”.

With regard to appearance, Neville et al., described
that this may vary from “white and verruciform” to “red
and ulcerated”.

The main relevant clinical differential diagnosis in
the case reported were papilloma and ordinary (vulgar) wart.
According to the literature, the differential diagnosis must
include lesions with a papillomatous or verrucous aspect,
such as papilloma, condylomata acuminatum, common
(vulgar) wart, verrucous carcinoma or even epidermoid
carcinoma in the initial stage '"?°. The treatment of choice
was to perform excisional biopsy of the two lesions, with
excellent prognosis up to the present date. Treatment was
performed by surgical excision, in which recurrence is
extremely rare 7.

An interesting finding in the present case was the
fact that the patient presented two oral lesions. According
to Philipsen et al.", in their review study of 282 cases, only
four authors described multifocal occurrence (two or more
lesions) of oral VX.

The case reported presented no other alteration
in the oral cavity. Some previous studies have reported
the association of a previous or concomitant lesion in the
oral mucosa together with VX. These lesions included
lichen planus®?®, penfigo vulgar®, carcinoma in situ'® and
epidermoid carcinoma?.

Histopathologically, VX presents acanthotic and
papillary epithelium covered by a thick layer of parakeratin.
The gaps or crypts between the epithelial projections
are filled with parakeratin, in which the papillary crests
are elongated with uniform depth. The aspect that
characterizes the lesion is the accumulation of numerous
and large macrophages with foamy cytoplasm, confined
within the papilla of connective tissue. These cells, known
as xanthoma cells, contain granules of lipids and periodic
Acid-Schiff (PAS) positive granules, resistant to diastase?,
corroborating the case reported.

The etiology and pathogenesis of VX remain
uncertain. Based on microscopy studies, Zegarelli et al

Verruciform xanthoma: case report

proposed that the foamy cells are macrophages with lipid
granules, and oral VX may develop as a consequence of
epithelial retention with subsequent degeneration and
accumulation of lipids™. The authors suggested a local
irritation as initial factor for the development of the
disease, since oral VX is frequently found in the masticatory
mucosa, where local trauma is very common’-'2, This fact is
most relevant, since in the case reported, the patient made
use of an orthodontic appliance, and this is a possible local
irritant that may cause appearance of the lesion. In the
literature, trauma is taken into consideration in denture-
wearing patients 2. lamarron et al studied 12 cases of VX by
means of in situ hybridization and immunohistochemistry.
They found that only 12 specimens of VX were positive
for HPV subtype 6/11 by in situ hybridization. However,
the predominant cells in the inflammatory infiltrate were
T cells (51.8%) and 43.3% of the inflammatory cells
were positive for HLA-DR. The authors suggested that
an immune response could play an important role in the
pathogenesis of VX. Rowden et al.”> demonstrated the
presence of Langerhans cells in VX lesions by the positive
marking of S-100, suggesting a possible immunological
component in the pathogenesis of VX. Mostafa et al.?3
suggested that VX could be a local immunological disorder
mediated by T cells.

CONCLUSION

In the present case, the authors reported a case
of VX with clinical and histopathological characteristics
typical of the lesion, adding another case to the world
literature, with a view to the rarity of this lesion. In spite
of the etiopathogenesis continuing to be uncertain,
immunohistochemical and molecular studies are being
conducted, so that in the near future we may know the
real cause of this lesion.
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