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Case Report

A Case of Verruciform Xanthoma

Arising in the Tongue
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ABSTRACT

Verruciform Xanthoma (VX) is a rare lesion of the oral cavity. Histologically, it is characterized by papillary or verrucous proliferation of
squamous epithelium and numerous foam cells. VX arising in the tongue is comparatively rare, as most cases of VX in oral cavity occur
in gingiva. A 65-year-old woman was referred to our clinic with a mass on the left side of the tongue. The lesion was yellowish, and its
surface was granulated. The patient had neither tenderness nor any symptoms. The lesion was clinically diagnosed to be a benign tumor,
and hence, biopsy was performed, according to which it was diagnosed as hyperparakeratosis. Based on this diagnosis, the tumor was
excised under general anesthesia. Histopathologically, the tumor consisted of stratified squamous epithelium with parakeratosis and
elongated rete ridges. Aggregation of foam cells was observed between and under the rete ridges. From these features, a diagnosis of
VX was made. The patient has had no local recurrence as of three years post-operatively.
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CASE REPORT

A 65-year-old Japanese woman was referred to our clinic
with @ mass on the left side of the tongue. She had a history of
hypertension, hyperlipidemia and diabetes mellitus. She had full
dentures of the upper and lower jaws made around four years
earlier. The mandibular denture was inadequate, with evidence of
desorption, but the patient have not had a dental check-up. Intra-
oral examination showed a yellowish exophytic lesion on the left
lateral edge of the tongue. The lesion was well-demarcated and
soft, 15x10mm in diameter and clinically asymptomatic [Table/
Fig-1]. Lymph nodes were not palpable. No other intra-oral or skin
lesions were identified. A provisional diagnosis of a benign tumor
was made. Incisional biopsy was performed under local anesthesia,
and the result was a hyperkeratotic tumor. Because the patient’s
vomiting reflex was strong, the whole lesion was excised under
general anesthesia.

On histopathological examination, the hematoxylin and eosin stained
section showed papillary proliferation of the stratified squamous
epithelial cell layer, which was covered with a hyperkeratotic layer.
Numerous foam cells were seen in the connective tissue papillae
between epithelial ridges. These cells showed clear to eosinophilic
cytoplasm with eccentrically placed nuclei. Mild to moderate
inflammatory cell infiltration consisted mainly of lymphocytes
in the underlying connective tissue stroma [Table/Fig-2]. On
immunohistochemical staining for CD68, the foam cells were
positive [Table/Fig-3]. Based on these histopathological features, a
diagnosis of Verruciform Xanthoma (VX) was made.

After the lesion was totally resected, the surgical site underwent
normal secondary healing. The patient had no complications, and
there was no evidence of recurrent disease during the three year
follow-up period.

DISCUSSION

Verruciform Xanthoma (VX) is a rare lesion of the oral cavity. This
disease was first described as a rare benign lesion by Shafer in
1971 [1]. Histologically, it is characterized by papillary or verrucous
proliferation of squamous epithelium and numerous foam cells. The
most frequently encountered site in the oral cavity is the gingiva. VX
arising in the tongue is comparatively rare. In 2003, Philipsen HP et
al., revealed 282 patients with VX of the oral cavity reported by an
extensive search of the literature. The tumor occurred in the gingiva
in 162 patients (57.4%), tongue in 29 (10.2%), hard palate in 28
(9.9%), buccal mucosa in 19 (8.7%), floor of the mouth in 13 (4.6%),
soft palate in 9 (8.1%), and lower lip in 8 (2.8%) [2].

Zagarelli DJ et al., suggested that local trauma and inflammation
lead to epithelial entrapment, and the cause of lipid-containing
macrophage accumulation is epithelial degeneration. The products
of epithelial breakdown elicit an inflammatory response that is
manifested by a predominant neutrophilic infiltrate in the epithelium
and a subsequent release of lipid material through the epithelium
that is finally scavenged by the macrophages [3]. CD68 is a cell
marker confirming the possible role of macrophages in the formation
of foam cells [2]. In the present case, the foam cells showed strong
CD68 immunoreactivity. Ide F et al., suggested some possible oral
aetiologic agents, such as a wet microenvironment, periodontal
pathogens, mechanical stimuli, tobacco, alcohol, drugs, sensitizing
or allergic substances, foodstuffs, and dental materials [4]. In the
present case, the inflammatory reaction from the chronic mechanical
irritation that resulted from insertion of an inadequate denture over
a long period caused epithelial papillary growth, and it seemed
that foam cells accumulated in connective tissue under epithelial
ridges.

The clinical differential diagnosis of VX includes squamous
papilloma, verruca vulgaris, fibroma and verrucous carcinoma [2]. In
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[Table/Fig-1]: Intra-oral tumor findings at the initial examination. A 15x10mm tumor with yellowish exophytic growth is observed in the left lateral edge of the tongue.
[Table/Fig-2]: Epithelial hyperplasia with parakeratosis and elongated rete pegs. There is an abundance of foam cells in the connective tissue papilla [H&E a): x 40) and b): x

100]. [Table/Fig-3]: Foam cells with strong cytoplasmic CD68 immunostaining (IHC stain x 40).
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Non-Japanse (n=25) Japanse (n=15)
Median age (range), years 38.1 (2-76) 52.9 (21-80)
Sex, n(%)
Male 11 (50)° 3 (20)
Female 11 (60)° 12 (80)
Median size (range) mm 11.6 (1.5-35)° 10.2 (3-20)
Location, n(%)
Inferior surface/Lateral edge of the tongue 15 (65) 15 (100)
Dorsum of the tongue 8 (35)¢ 00

[Table/Fig-4]: Clinical characteristics of patients with the tongue VX: Non-Japanese

vs. Japanese.
a: n=21, b: n =22, c: n=20, d: =23

the tongue, VX is clinically diagnosed as papilloma in many cases.
Therefore, examination of a biopsy specimen may be the only way
to distinguish one from the other.

Associations between VX and systemic diseases, such as diabetes
mellitus, hyperlipidemia, and graft versus host disease have been
reported [2,5]. In the present case, diabetes mellitus and a history of
hyperlipidemia were present. However, there has been, in general,
no definite correlation between VX and systemic diseases.

We did a systematic search of PubMed (January, 1971, to
December, 2015) and Ichushi-Web (January, 1971, to December,
2015). The medical subject heading “Xanthoma” was combined
with the following terms: “oral” and “tongue”. Relevant articles,
abstracts, and review articles were selected and reviewed. As a
result, a world-wide literature survey revealed a total of 40 cases
with VX of the tongue, including one case from our own files [Table/
Fig-4]. Among the 25 non-Japanese cases reviewed the following
characteristics features were marked:

1)  The total number of cases which recorded age were 21, of
which the mean age was 38.1 years (age range: 2-76 years).

2)  The total number of cases which recorded gender were 22, of
which 11 were males (50.0%) and 11 females (50.0%), giving a
male: female ratio of 1:1.

3) The total number of cases which recorded size were 20, of
which the greatest mean dimension of the lesions was 11.6mm
(range, 1.5-35mm).

4)  The total number of cases which recorded location were 23,
of which fifteen (65.2%) were localized to the lateral edge [2,
5-10].

Kiyokawa T et al., found 14 Japanese tongue VX cases reported in

the literature, and they showed the following characteristics [5].

1)  The mean age was 52.1 years (age range: 21-80 years).

2) Three cases were found in males (21.4%), and 11 in females
(78.6%), giving a male: female ratio of 1:3.6.

3) Most were protruded lesions with color varying, being white,
yellowish, or reddish pink, and the greatest mean dimension of
the lesions was 9.8mm (range, 3-20mm).

4)  All cases occurred in the inferior surface or lateral edge of the

tongue, and there were no reports involving the dorsum of the
tongue with slight chronic irritation by teeth and dentures.

www.jcdr.net

5)  Various diseases, such as hypertension, arteriosclerosis, heart
disease, and a malignant tumor, were found on the medical
history, but diabetes mellitus, hyperlipidemia and liver disease
were not found.

In comparison of clinical characteristics, the Japanese mean age
and female ratio were higher than the non-Japanese. As for location,
our search of the literature revealed no reports of VX arising in the
dorsum of the tongue in Japanese patients. In the present case, the
lesion was located in the lateral edge of the tongue, with an average
size of 15x10mm. However, the patient had diabetes mellitus and
hyperlipidemia.

VX s usually treated by conservative excision. Recurrence of oral VX
is extremely rare, since only five cases have been reported [3,11-
14], all localized to the gingiva. If chronic mechanical irritation seems
to be a cause, as in the present case, it is necessary to remove the
cause to prevent recurrence.

CONCLUSION

VX arising on the tongue is comparatively rare. Because it is difficult
to clinically differentiate between VX and other diseases involving
verruciform surfaces on tongue, the clinical diagnosis may be
challenging. Therefore, we seem that this report is useful to better
understand the clinical features and pathogenesis of VX.
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