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Verrucous carcinoma of the upper lip: An

exuberant presentation in a patient with

other synchronous lesions

Sir,

Verrucous carcinoma is an uncommon variant of squamous
cell carcinoma, first described by Ackerman in 1948,
characterized by proliferative outgrowth, presenting locally
destructive behavior, but low tendency of dissemination
when not associated with invasive squamous cell carcinoma
component. The oral cavity is the most frequent location but
it is also reported in the larynx, pyriform sinus, nasal cavity,
external auditory meatus, esophagus, genitals, uterine cervix
and skin. In the oral cavity, it is more common on the buccal
and alveolar mucosae, than on the tongue, lip and palate.'
The pathogenesis of oral cavity verrucous carcinoma is
uncertain. Some studies report the association with chronic
use of inhaled or chewable tobacco, alcohol and a potential
role of human papillomavirus infection, particularly through
downregulation of oncosuppressor genes.?

We report a case of an 80-year-old woman patient, presenting
with an exophytic verrucous nonbleeding tumor, covered
by a yellowish-to-brown crust, 4 cm in diameter, firm upon
palpation, occupying almost all the upper lip [Figure 1].
Differential diagnosis included squamous cell carcinoma,
verrucous carcinoma, amelanotic melanoma and viral wart.
She had been examined 6 months before due to extensive,
indurated and verrucous plaques on buccal, alveolar, palate
and upper lip mucosae suggestive of proliferative verrucous
leukoplakia [Figure 2]. The first biopsy of the lip lesion
was inconclusive. The patient abandoned follow-up and
returned when the tumor reached these proportions. She was
a nonsmoker and her medical history was unremarkable.
There was no history of lichen planus or other inflammatory
mucosal disease. An excisional biopsy without surgical
margins was performed and histopathological examination
was compatible with verrucous carcinoma [Figure 3].
No low or high-risk human papillomavirus-DNA was
detected by reverse transcription polymerase chain reaction
technique for 6, 11, 16, 18 and other 14 high-risk serotypes.
Clinical examination and further investigation excluded
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Figure 1a: Verrucous carcinoma on the upper lip

peripheral lymphadenopathies and disseminated disease.
A wedge excision followed by M-plasty was performed and
histopathological result showed positive margins in the lip
mucosa, and therefore, a wide excision and reconstruction
with Karapandzic-modified flap technique was performed
by a maxillofacial surgeon with complete excision of the
tumor. The other lesions were histopathologically compatible
with proliferative verrucous leukoplakia, except one of them
localized on the buccal mucosa that was classified as another
verrucous carcinoma, and they were treated with carbon
dioxide laser and surgical excision depending on the type of
lesion. After 2 years of follow-up, no relapse was observed.
Serologic tests for HIV were negative and no other forms of
immunosuppression or concomitant diseases were found.

Oral verrucous carcinoma accounts for 2—-12% of all oral
carcinomas and typically occurs in elderly males over the age of
60. Buccal and alveolar mucosa, tongue and lips are the usually
involved sites.'” The etiology of oral verrucous carcinoma is
not clear and the involvement of human papillomavirus in the
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pathogenesis is controversial. The used methods have variable
sensitivity and specificity and in most studies, the number of
cases is low. On the one hand, several studies report prevalence
of human papillomavirus in a variable proportion of verrucous
carcinoma,® while some authors found no association with
this infection.* The multicentric nature of this tumor and the
coexistence with a second primary tumor or premalignant
lesions as proliferative verrucous leukoplakia are emphasized in
recent literature and are probably related with field cancerization
and can explain the frequent recurrence of this tumor.’
Clinicopathological correlation is essential for the diagnosis.
Oral verrucous carcinoma is characterized histologically by
the absence of dysplastic cytological features and well-defined
“pushing” borders that push downward the basement membrane
without clear invasion. When invasive tumor cells through
basement membrane are observed, it is classified as verrucous
squamous cell carcinoma or hybrid verrucous carcinoma.
The differential diagnosis between verrucous carcinoma and
proliferative verrucous leukoplakia is challenging because of
their similar morphologies in clinical and histopathological

Figure 1b: Detail of verrucous surface of tumor

Figure 3a: Proliferative squamous epithelium with papillary appearance,
well-differentiated cells and weak cell atypia (hematoxylin and eosin, x100)
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aspects. From the clinical standpoint, both could have an
exophytic verrucous appearance. Histologically, proliferative
verrucous leukoplakia exhibits an exophytic growth pattern
and verrucous carcinoma combines exophytic and endophytic
growth where the projections of neoplastic epithelium are seen
deep to the adjacent uninvolved epithelium.> Proliferative
verrucous leukoplakia has a high malignant transformation
rate. The precise frequency of different malignancies arising
in proliferative verrucous leukoplakia is not well established.
The largest series report a malignant transformation rate of
10-30% to verrucous carcinoma and 50-70% to squamous
cell carcinoma after a period of about 6 years.® Over time
and without treatment, there is an inexorable progression to
verrucous carcinoma or squamous cell carcinoma.

The authors report a case of a rare tumor with an unusual and
exuberant presentation. The interest of this case is to gather
some of the striking features of verrucous carcinoma: the
difficulty of diagnosis, the multicentric nature and the lack of
pathophysiological determinants such as human papillomavirus

Figure 3b: Parakeratotic keratin pearls (hematoxylin and eosin, x40)
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Figure 3c: “Pushing” borders at the lower dermis, projections of neoplastic
epithelium deep to the adjacent uninvolved epithelium (hematoxylin and
eosin, x40)

infection. Verrucous carcinoma remains an etiopathogenic,
diagnostic and therapeutic challenge for dermatologists.
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