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Carcinoma verrucoso: uma variante clinico-histopatologica

do carcinoma espinocelular

Verrucous carcinoma: a clinical-histopathologic vari -
ant of squamous cell carcinoma’
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Resumo: O carcinoma verrucoso é uma rara e indolente forma do carcinoma espinocelular
descrita por Ackerman em 1948. Sua localizacao preferencial é a cavidade oral. Clinicamente
manifesta-se como lesdo verrucosa, de progressivo e lento crescimento e bom progndstico. O
tratamento de escolha € a exérese cirurgica, devendo o paciente ser regularmente acompan-

hado devido ao risco de recorréncias.

Palavras-chave: carcinoma de células escamosas; carcinoma de células escamosas/diagndstico;

carcinoma de células escamosas/patologia.

Abstract: Verrucous carcinoma is a rare and indolent variant of the squamous cell carci -
noma described by Ackerman in 1948. The oral cavity is a most common site. Clinically, it
presents most often as a slow-growing verrucous lesion. The prognosis is good. Treatment of
choice is surgery. Patients require frequent reevaluation because recurrences may occur.
Key words: Carcinoma, Squamous Cell; Carcinoma, Squamous Cell/diagnosis; Carcinoma,

Squamous Cell/pathology.

COMENTARIO

O carcinoma espinocelular (CEC) surge a partir dos
queratindcitos* e apresenta diversas variantes clinico-
histopatoldgicas, incluindo o carcinoma verrucoso (CV).
Apesar de maligna, essa variante cursa com algumas carac-
teristicas de tumor benigno.? As caracteristicas "benignas"
do CV sdo o lento crescimento, o padrdo evolutivo mais
expansivo do que invasivo, e a boa diferenciacdo celular.?®

A expressdo carcinoma verrucoso foi definida por
L.V. Ackerman* em 1948, para caracterizar uma neoplasia
verrucosa, bem diferenciada, de lento crescimento e sem
tendéncia a metastatizar.° O CV é um CEC com baixo grau
de displasia, de incidéncia infreqliente.® A agressividade
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COMMENT

Squamous cell carcinoma (SCC) stems from ker -
atinocytes.! SCC presents as several clinical and histopatho -
logic variants, including verrucous carcinoma (VC).
Although malignant, this variant does present with charac -
teristics of a benign tumor2? The "benign" characteristics of
VC are slow growth, a progression pattern that is more
expansive than invasive, and good cellular differentiation.?®

The expression verrucous carcinoma was defined by
L.V. Ackerman* in 1948 to characterize a well-differentiated
verrucous neoplasia, with slow growth and without a ten -
dency to metastasize® VC is a SCC with a low degree of dys -
plasia, and low incidence.® Its biological aggressiveness is
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bioldgica é limitada ao local, sendo um tumor de cresci-
mento predominante horizontal, e com maior tendéncia
para erodir do que infiltrar.” Tem bom progndstico, rara-
mente determinando metastases regionais, € ndo cursa com
metéstases a distancia.”®

O carcinoma verrucoso ou carcinoma cutaneo papi-
lomatoso, dependendo do local, recebe vérias designagdes;
assim, na area genital, € denominado tumor de Bushke-
Loewenstein, na regido plantar, epitelioma cuniculatum, e
na boca, papilomatose oral florida, tumor de Ackerman ou
CV oral.* O CV hibrido é definido como uma leséo tumoral
mista, composta predominantemente de um CV e por areas
de CEC, adquirindo os fatores prognosticos do CEC.?

Pode localizar-se na pele e em mucosas,” sendo a
cavidade oral o sitio de exceléncia do CV, responsavel por
70% dos casos.® O CV oral é responsavel por proporgdo que
varia de 4,5 a 9% dos CECs orais e predomina em homens
acima dos 65 anos.® Caracteriza-se clinicamente por papula
ou placa notavelmente verrucosa, branco-acinzentada e de
lento crescimento, que acomete mais freqiientemente a
mucosa jugal, gengival e alveolar, apesar de qualquer seg-
mento oral poder ser afetado (Figura 1).° Infeccdo
secundaria € frequente, podendo determinar odor
desagradavel e adenopatia reacional.*

Sua etiopatogenia estd relacionada com
carcindgenos biologicos (HPV), quimicos (tabagismo) e
fisicos (trauma constante). Quanto ao CV oral, o tabagismo,
0 hébito de mascar bétel e rapé e infec¢do pelo papiloma
virus humano (HPV) destacam-se como 0s principais
fatores carcinogénicos.?*® H4 um caso descrito da associ-
acédo do liquen plano oral com o CV.* O HPV é responsabi-
lizado por cerca de 28% dos casos, geralmente os tipos 16
e 18, mas também, 2 e 11. A carcinogénese viral provavel-
mente da-se pela supressdo ou mutacdo do gene p53,
responsavel pela atividade celular

limited to the localization. As it is a tumor that has predom -
inantly horizontal growth, it tends to erode more than infil -
trate.” It has a good prognosis, which rarely causes region -
al metastases. It does not present with remote metastasis.”®

Depending on its localization, verrucous carcinoma
or cutaneous papillary carcinoma tends to get various des -
ignations. Accordingly, at the genital area it is called
Bushke-Loewenstein's tumor, at the plantar region epithe -
lioma cuniculatum of the foot, and at the mouth oral florid
papillomatosis, Ackerman tumor and/or oral VC.* Hybrid
VC is defined as a mixed tumor lesion. It consists predomi -
nantly of a VC and areas of SCC which acquire SCC prog -
nostic factors.®

It may be localized on the skin and in the mucosas.’
The oral cavity is the VC site par excellence, being responsi -
ble for 70% of cases.® Oral VC is responsible for a propor -
tion of oral SCCs varying from 4.5-t0-9.5%.° It predominates
in men over the age of 65 years.® It is clinically character -
ized by papules or a notably verrucous, white-grey plaque,
with slow growth. It most often affects the jugal, gingival
and alveolar mucosas, even though any oral segment can be
affected (Figure 1).5 Secondary infections are frequent, and
may lead to an unpleasant odor and reactional adenopathy.

Its etiopathogenesis is related to the following car -
cinogens: biologic (HPV), chemical (smoking) and physical
(constant trauma). As for oral VC, smoking, a habit of
chewing betel and snuff and human papilloma virus infec -
tion (HPV), they stand out as the main carcinogenic fac -
tors.*® A case has been described oral lichen planus in
association with VC.® HPV is responsible for roughly 28% of
cases, usually types 16 and 18, but also 2 and 11. Viral car -
cinogenesis is most likely caused by the suppression or
mutation of gene p53, which is responsible for cellular
tumor suppression activity. Nevertheless, the mere evidence
of a viral infection is not enough to

supressora tumoral. Entretanto, a
simples evidéncia de uma infeccao
viral ndo é suficiente para determi-
nar uma transformagdo maligna,
pois a maioria dos pacientes infec-
tados pelo HPV ndo desenvolve
canceres, sendo necessarios co-
fatores.’

Como diagndstico clinico
diferencial, verificam-se CEC, verru-
ga viral, melanoma amelanético,
histoplasmose, sifilis secundéria,

Figura 1: Carcinoma verru-
coso oral em sua localizagdo
preferencial.

incur a malignant transformation,
because most patients infected with
HPV do not develop cancer. Co-fac -
tors are thus necessary.®

In the clinical differen -
tial diagnosis, the following were
observed: SSC, viral verruca, ame -
lanotic melanoma, histoplasmosis,
secondary syphilis, Darier's dis -
ease, white spongy nevus and ery -
thematous lupus.® Due to its high
degree of differentiation, the

Figure 1: Oral verrucous
carcinoma at its preferen -
tial localization.
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doenca de Darier, nevo esponjoso branco e lipus eritematoso.®
Devido ao alto grau de diferenciagdo, o diagnostico histopa-
tolégico € muito dificil.° As alteracdes histopatolégicas do CV
incluem hiperqueratose e paragqueratose, acantose verrucosa
macica com formacéo de papilas alargadas em forma de clava
e proeminente infiltrado inflamatorio perilesional. A epiderme
hiperplasica empurra a membrana basal e derme, mas a mem-
brana basal permanece intacta. Atipia celular ndo € evidente,
e a formacao de pérolas de queratina € infreqiiente.” Mitoses e
células disqueratdsicas eventualmente podem ser vistas na
base da lesdo.® Para que o estudo histopatolégico seja con-
fiavel, a biopsia deve ser ampla e profunda a fim de demon-
strar esses achados histopatoldgicos e permitir adequada
diferenciagcdo com o CEC e outras causas de hiperplasia pseu-
do-epiteliomatosa. Alguns definem o padréo histopatoldgico
do CV como intimidadora, mas néo bandida.’

O manejo do CV oral deve incluir medidas gerais
como higienizag&o oral adequada, readaptacéo de eventuais
préteses dentérias e acompanhamento regular do paciente.
O CV pode ser considerado doenca multifocal e recorrente,
seja por predisposicdo genética ou pela permanéncia de
fatores indutores. Assim, mesmo com a cura de um foco,
podera ocorrer recorréncia da afeccdo em outro sitio.

A microcirurgia de Mohs é o tratamento de escolha do
CV, conferindo 98% de cura.® Devido a associacdo com HPV,
a terapia com imiquimod e cidofovir é aventada.® Radioterapia
deve ser evitada em funcéo do potencial de transformacéo
anaplasica.>** Criocirurgia, laser, terapia fotodinamica,
bleomicina intralesional s&o opces terapéuticas.*® a
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histopathologic diagnosis is quite difficult.> The histopatho -
logic alterations of VC include hyperkeratosis and paraker -
atosis, soft verrucous acanthosis with formation of enlarged
key-shaped papillae and prominent perilesional inflamma -
tory infiltrate. The hyperplasic epidermis presses against
the basal membrane and dermis, but the basal membrane
remains intact. Cellular atypia is not evident, and formation
of keratin drops is not frequent.” Mitosis and dyskeratotic
cells might eventually be seen at the base of the lesion® For
the histopathologic study to be reliable, the biopsy must be
broad and deep in scope so as to demonstrate these
histopathologic findings and allow adequate differentiation
with SCC and other causes of pseudoepitheliomatous
hyperplasia. Some authors define the histopathologic pat -
tern of VC as intimidating, but not noxious.®

The management of oral VC must include general
measures such as adequate oral hygiene, re-adaptation of
eventual dental prostheses and regular patient reevalua -
tion. VC may be considered a multifocal and recurrent dis -
ease, whether by genetic predisposition or by the duration
of inductor factors. Accordingly, even as one focus is cured,
the affection might recur at another localization.!

Mohs microsurgery is the treatment of choice for VC,
with a 98% cure rate. Due to its association with HPV, ther -
apy with imiquimod and cidofovir is raised as a possibili -
ty.® Radiotherapy ought to be avoided as a result of the
transformative potential of anaplasia.>®*¢ Cryosurgery,
laser, photodynamic therapy, and intralesional bleomycin
are therapeutic options.*® u
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