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Caso Clinico / Case Report

Doenca de Bowen naregido perianal tratada com
criocirurgia com nitrogénio liquido®

Perianal Bowen's disease treated with liquid nitrogen
cryosurgery’

Aparecida Machado de Moraes ’ SilviaHelena Rodrigues Leite Maria LeticiaCintra’
Eliane Ramires Terrazas * Elemir Macedo de Souza’

Resumo: Doenga de Bowen designa carcinoma iz situ cuja evolugio € lenta e progressiva, geralmente
assintomadtica. Na regido perianal essa lesio € pouco freqiiente, ocorrendo mais em individuos jovens.
Quando acomete dreas que nio sofreram exposicao solar, outros fatores podem estar associados, como
HPV, doencas inflamatdrias ou neoplasias de colon. A doenga pode ser tratada com cirurgia convencional,
criocirurgia ou terapia fotodinamica. O objetivo € relatar um raro caso clinico da doenca de Bowen, em
paciente do sexo feminino, jovem, negra, que apresentava uma extensa lesio na regiao perianal com posi-
tividade para HPV. A paciente estava em tratamento para retocolite ulcerativa com suspeita de ter, associa-
damente, doenca de Crohn. Foi tratada com criocirurgia e evoluiu com boa cicatrizagio do local, sem apre-
sentar sinais de recidiva 34 meses apds o tratamento.

Palavras-chave: Criocirurgia; Doenca de Bowen.

Summary: Bowen’s disease is generally an asymptomatic in situ carcinoma that develops slowly. It
rarely occurs in the genital region and mainly affects young persons. Skin lesions occurring in areas
not exposed to sunlight may be associated with otber factors, like HPV, inflammatory disease or colon
neoplasia. The disease may be treated by conventional surgery, cryosurgery or photodynamic thera-
py. The aim is to present the clinical characteristics of a rare case of Bowen’s disease in a young, black
female, who bad a large lesion in the perianal region, which tested positive for HPV. The woman bad
been undergoing treatment for intestinal ulcerative rectocolitis or Crobn’s disease. She was treated
with cryosurgery and there was no sign of recurrence during the ensuing 34 montbs.

Key words: Bowen’s disease; Cryosurgery.

INTRODUCAO INTRODUCTION

A Doenca de Bowen (DB) designa carcinoma in Bowen's Disease (DB) refers to an in Situ carcinoma
situ, podendo apresentar-se com lesbes em placa de contor- that may appear as plaque lesions whose borders are
nos nitidos, irregulares, salientes, eritémato-escamativas e sharply demarcated, irregular, salient, erythematous-squa-
até verrucosas, hipo ou hiperpigmentadas e, eventualmen- mous and even verruca, hypo-or hyperpygmented and,
te, exulceradas. eventually, exulcerated.
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A evolucdo é lenta e progressiva, geralmente assin-
tomética, sendo possivel a ocorrénciade dor local, irritacéo,
prurido e sangramentos.*

A histopatologia mostra desorganizacdo da epider-
me com perda da polaridade celular da basal paraa cornea,
hiperplasia com fusdo das cristas interpapilares, hiperpara
gueratose com atipias e células disceratéticas malignas, e
presenca de mitoses, sem ultrapassar amembrana basal pri-
maria?

Na regido perianal, essa anomalia esta fortemente
associada a doencas inflamatérias do colon, como reto-
colite ulcerativa,® doenca de Crohn* e carcinoma do reto,®
supostamente devido airritagdo local que produzem.®** O
papilomavirus humano (HPV) também tem sido respon-
sabilizado pelo aparecimento desse tumor na regido
perianal .-

Deve-se diferencia-la da doenca de Paget extrama
méria, carcinomabasocelular, ceratose seborréica, dermato-
se papulosa nigra, liquen simples crénico, liquen escleroa
tréfico, melanoma maligno, condiloma acuminado, ecze-
mas e extensdo descendente de carcinoma do reto.?

Os recursos terapéuti cos estéo sendo estudados afim
de se obter tratamento que reduza as complicacdes e evite
as recidivas. As terapias propostas atualmente sd0 excisdo
cirargica,” criocirurgia,® terapia fotodinamice® e laser.

RELATO DO CASO

Paciente do sexo feminino, 33 anos, negra, procurou
0 servigo de Dermatol ogia com histéria de lesdo escurecida
e pruriginosa surgida na regido perianal h4 oito anos.

Nos antecedentes pessoais, destacou-se o fato de a
paciente estar em tratamento de retocolite ulcerativa inespe-
cifica, com suspeitade ter, associadamente, doengade Crohn.

Ao exame dermatolégico, apresentava lesdo em
placa arredondada, hipercrémica, com areas irregularmente
mais claras e com eritema. O centro tinha aspecto escleroa
tréfico, com pontos mais pigmentados ao redor dessa area.
Localizava-se exatamente no sulco intergl(teo, medindo
cerca de 10cm de didmetro.

A paciente foi submetida a bidpsias nadreacentra e
na periferia da lesdo. O resultado da histopatol ogia sugeriu
condiloma viral da regido perianal, com displasia de alto
grau associada. Foi realizado exame imuno-histoquimico,
sendo positivo para pool de HPV.

Esses achados foram compativels com o diagnostico
de DB, associada ou induzida pelo HPV.

Considerando a localizagéo, extensdo e as doencas
sistémicas associadas, propds-se tratamento criocirdrgico
com nitrogénio liquido.

A paciente foi submetidamaisumavez abidpsianas
margens e a um centimetro delas, para avaiar, dém da
manifestacdo clinica, o possivel acometimento da pele apa
rentemente normal.

A placa foi dividida em quadrantes. Realizou-se
aplicacdo do nitrogénio liquido, em dois ciclos, por técnica
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Its evolution is slow and progressive, generally
asymptomatic, with the possible occurrence of local pain,
irritation, pruritus and bleeding.’

Histopathology shows disorganization of the dermis
with loss of cellular polarity from the base to the cornea,
hyperplasia with fusion of interpapillary crystals, hyperpa-
rakeratosis with atypical and malignant diskeratotic cells,
and presence of mytosis, without exceeding the primary
basal membrane.’

In the perianal region, this abnormality is strongly
associated with inflammatory diseases of the colon, like
ulcerative rectocolitis,’ Crohn s disease and recto carcino-
ma,’” supposedly due to the local irritation produced by the
diseases.** Human Papillomavirus (HPV) has also been
made responsible for the appearance of this tumor in the
perianal region."’

The disease must be distinguished from Paget’s
extramammary disease, basocellular carcinoma, seborrei-
ca keratosis, dermatosis papulosis nigra, chronic simple
lichen, scleroatrophic lichen, malignant melanoma, condy-
lomata acuminatum, eczema and dis colon rectum’

Therapeutic resources are being studied in order to
obtain treatment that reduces complications and prevents
recurrence. Currently proposed therapies are surgical exci-
sion,” cryosurgery,® photodynamic’ and laser therapies."

CASE REPORT

A 33-year-old black female patient sought dermato-
logical care for a dark and pruriginous lesion that had
appeared in the perianal region eight years earlier.

Her personal medical history brought out the fact
that the patient had been undergoing treatment for nonspe-
cific ulcerative rectocolitis, suspected to be an associated
case of Crohn's disease.

The dermatological test showed the lesion as a roun-
ded and hyperchromic plaque with some irregularly clearer
areas, while other areas presented erythema. The center
had a scleroatrophic aspect with more pigmented points at
the edge of the area. It was located exactly at the interglu-
teal fold, and measured about 10 cm in diameter:

The patient was submitted to biopsies in the central
area of the lesion and in the periphery. The histopathologic
result suggested viral perianal condyloma, associated with
a high degree displasia. An immuno-histochemical test was
performed, which was positive for the HPV pool.

These findings were compatible with the diagnosis of
BD, associated or induced by HPV.

Given the site, extension and associated systemic disea-
ses, cryosurgical treatment with liquid nitrogen was proposed.

The patient was submitted once again to a biopsy at
the margins and at one centimeter distance from them in
order to evaluate its possible occurrence in apparently nor-
mal skin in addition to its clinical manifestation.

The plaque was divided into quadrants. Liquid nitro-
gen was applied in two cycles to each of the delimited qua-
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Figura 1: Placa papulosa,
hipercromica,
na regiao perianal.

de jato aberto, em spray, em cada
guadrante demarcado, perfazendo o
tempo de congelamento de 40
segundos e o tempo de descongela-
mento de dois minutos e 20 segun-
dos, em média. Ap6s o procedimen-
to, introduziram-se cefalexina por
via oral e analgésicos, durante sete
dias (Figuras 1 e 2).

Um dia apbs acriocirurgia, a
paciente referiu dor local. A regido
tinha lesdo bolhosa, tensa, de apro-
ximadamente quatro centimetros
gue foi desbridada no terceiro dia

Figure 1: Hyperchromic
papulous plaques in the
perianal region.

drants by a technique employing a
Jjet spray, consisting of 40 seconds
of freezing and then completed by
an average 2-minute-and-20-
second interval. After the procedu-
re, cephalexine was administered
orally as well as analgesics for
seven days (Figure 1 and 2).

A day after cryosurgery, the
patient referred to local pain. The
region presented an approximately
four-centimeter tense bullosa
lesion that was shed on the third
day. A week later, the region trea-

Uma semana depois, aregido tratada
estava com exulceracdo central com inicio de processo de
cicatrizacéo periférica.

Os exames histopatol 6gi cos realizados no pré-opera:
torio demostraram a doenca ativa apenas nas areas corres-
pondentes a manifestacdo clinica e sem alteracGes histopa
toldgicas epiteliais a um centimetro da margem. A agéo do
cridgeno foi mais efetiva na lesdo, tendo efeito discreto na
pele normal da margem de seguranca.

No seguimento de um més havia érea exulcerada de
dois centimetros, sem necrose ou sinais flogisticos. Com
dois meses, havia pequena area exulcerada central. O res-
tante apresentava excelente cicatrizagdo, com repigmenta
¢doinicial.

A regido foi reavaliada seis e nove meses apoés e,
nesta Ultima, apresentava repigmentacdo parcia da lesdo.
N&o houve sinais de recidiva em 34 meses de seguimento
(Figura 3).

DISCUSSAO E
CONCLUSAO

ted presented a central exulcera-
tion with the onset of a peripheral process of scarring.

The histopathological examination performed
during the pre-operation procedure demonstrated active
disease only in the areas corresponding to the clinical
manifestation and with no epithelial histopathologic altera-
tions further than one centimeter beyond the margin. The
action of the cryogen was more effective in the lesion, with
a discreet effect on the normal skin at the safety margin.

In the one-month follow-up there was a two-centime-
ter exulcerated area, without any necrosis or phlogistic
signs. At the two-month mark, a small central exulcerated
area remained. The rest showed excellent wound healing
with original repigmentation.

The region was reevaluated six and nine months
later. Upon the latter evaluation, it showed partial repig-
mentation of the lesion. There was no sign of recurrence
within the 34- month follow-up (Figure 3).

DISCUSSION AND
CONCLUSION

A DB geramente aco-
mete individuos com idade
superior a50 anos, ocorrendo
sobretudo em regies que
sofreram exposicéo solar. Na
regido perianal, essa doenca
€ menos freqliente e atinge

Figura 2: Alteragoes
histopatologicas
epidérmicas
caracterizando o car-
cinoma in situ.

BD generally affects
individuals older than 50
years of age, and occurs
especially in sun-exposed
areas. In the perianal
region, this disease is less
frequent and affects younger
individuals in the 30-40 age

Figure 2:
Histopathological
epidermic alterations
characterizing the
carcinoma in situ.
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Figura 3:

Lesao cicatricial,
um ano apos

a criocirurgia,

em repigmentagao.

individuos mais jovens, na
faixa de 30-40 anos, confor-
me o caso descrito.* Na
maioria das vezes a lesdo
aparece como placa de con-
tornos nitidos, bem delimita
da, podendo ser irregular,

Figure 3: Scar lesion
one year after

cryosurgery,
in repigmentation.

group, in accordance with
the case described.” Most
frequently, the  lesion
appears as a plaque whose
borders are sharply demar-
cated, possibly irregular,
salient, and even verruca

sdliente e até verrucosa,

hipopigmentada. Na paciente aqui descrita a lesfo era
hiperpigmentada, sugerindo reflexo da pigmentacéo
racial. Como a DB tem evolucdo lenta, progressiva e
assintomética, lesdes naregido periana sdo diagnosticadas
tardiamente; assim, apresentam-se em grande extensdo,
€Omo No caso dessa paciente.

Essa doenga, como a maioria dos tumores cutaneos,
tem forte relacdo com exposi¢do solar.™ Entretanto, quando
ocorre na regido perianal, outros fatores tém sido associa
dos. Atualmente, as causas que estdo mais rel acionadas com
0 aparecimento da DB na regido anogenita relacionam-se
as doencas inflamatérias do célon, como a retocolite ulce-
rativa e doenca de Crohn, e, principamente, o agente HPV
(Human Pappiloma Virus). Mediante exames imuno-histo-
quimicos, o HPV tem sido encontrado com alta freqiiéncia
nas lesBes, tendo mesmo sido isolado em casos de DB
extragenital. Os subtipos HPV 16, 18, 34 e 48 estdo, possi-
velmente, mais relacionados com o desenvolvimento da
doenca na regio perianal.” E interessante ressaltar que o
HPV estd mais associado a DB em individuos daraga negra,
de idade jovem, que geralmente apresentam lesfes verruco-
sas ou hiperceratéticas.™ A paciente estudada era portadora
de doenca intestinal, ndo definida clinica e histopatol ogica
mente se retocolite ulcerativa ou doenca de Crohn, ou
mesmo a associacdo de ambas. Embora ndo tivesse lesbes
hiperqueratésicas, alesdo apresentava-se papulosa. Os exa
mes histopatol 6gico e imuno-histoquimico sugeriram forte
associacdo com HPV.

O estudo histopatol 6gico é fundamental para excluir
apossi bilidade de carcinomas invasivos e também paraana
lise imuno-histolégica, visando associar a lesdo a alguns
virus.? A associacdo viral sugere possibilidade de doenca
multifocal e consequientes recidivas. A propedéutica tam-
bém deve incluir retossigmoidoscopia e colonoscopia, a
cada dois ou trés anos, pelo risco de aparecimento de tumo-
res no trato intestinal .

Sao vérias as terapias propostas para o tratamento da
DB. As mais citadas s80 excisdo cirdrgica convencional,
laser, terapia fotodin@mica e criocirurgia. Nas lesdes situa-
das naregido perianal, a escolha do tratamento € cuidadosa
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and hypopigmented. In the
patient described in this paper, the lesion was hyperpigmen-
ted, suggesting a reflex of racial pigmentation.” As the
course of BD is slow, progressive and asymptomatic, lesions
in the perianal region are frequently diagnosed after the
fact. This is why they appear over a large area, as in this
patient s case.

This disease, like most cutaneous tumors, is
strongly related to sun exposure. When occurring in the
perianal region, however, other factors have been associa-
ted. Currently, the causes most related to the appearance
of BD in the anogenital area are related to inflammatory
colon diseases, like ulcerative rectocolitis and Crohn's
disease and, mainly, to the HPV agent (Human Pappiloma
Virus). By means of immuno-histochemical tests, HPV has
been found at a high frequency in the lesions, and isolated
even in cases of extragenital BD. HPV 16, 18, 34 and 48
subtypes are possibly more related to the development of
the disease in the perianal region." It is interesting to
mention that HPV is more associated to BD in young,
black-skinned individuals, who generally present verruca
or hyperkeratotic lesions.1l The patient studied in this
paper was a carrier of intestinal disease, though not clini-
cally or histopathologically defined as to whether it was
ulcerative rectocolitis or Crohn’s disease, or an associa-
tion of both. While there were no hyperkeratosic lesions,
the lesion did appear papullous. Histopathologic and
immuno-histochemical tests strongly suggest association
with HPV.

Histopathologic study is fundamental for excluding
the possibility of invasive carcinomas and also for immuno-
histological analysis, the purpose of which is to associate the
lesion to some such virus.” The viral association suggests the
possibility of multifocal disease and consequent recurrences.
The medical procedure follow-up must also include rectosig-
moidoscopy and colonoscopy every two to three years, due to
the risk of tumors appearing in the intestinal tract.’

Various therapies have been proposed for treating
BD. The most cited are conventional excision surgery, laser,
photodynamic therapy and cryosurgery. In lesions located
in the perianal region, the choice of treatment should be
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devido ao ato risco de complicactes que podem ocorrer. A
excisao cirdrgica convencional é a mais sugerida na litera-
tura, porque extirpatoda a leséo e tem baixo indice de reci-
diva. Entretanto, na regido perianal, a fibrose cicatricia
pode produzir incontinéncia do esfincter ou estenose do
canal, e aplastia do local deve ser realizada no mesmo ato
cirargico.*? Considerando-se, ainda, a DB carcinoma intra-
epitelial, multifocal, as recidivas podem ser superficiais,
laterais a area tratada, a despeito de uma excisdo cirdrgica
completa na profundidade. No caso descrito, ndo se propds
a cirurgia porque haveria necessidade de reconstrugdo com
grande enxerto para a reestruturagéo tanto funcional quanto
anatdmica da regido, e alocalizagdo, certamente, ndo favo-
receria um bom resultado.

Das modalidades empregadas, a terapia com laser
nao € utilizada como primeira escolha devido ao baixo indi-
cedecura®

A terapia fotodindmica recém-introduzida, que se
baseia no uso de substancias fotossensibilizantes e posterior
radiacdo a laser, tem sido descrita para tumores in situ,
embora apresente efeitos colaterais, como dor e formacdo de
bolhas, e ainda ndo oferega suficiente controle oncol 6gico.*

Para essa paciente, foi proposto o tratamento criocirdr-
gico com nitrogénio liquido, sob forma de spray, opcéo que
beneficiava a grande extensdo da lesfo (10cm de didmetro),
permitindo tratamento em quadrantes e facilidade de acesso
do método, exatamente no sulco interglteo. A criocirurgia &
tratamento defécil execucao, podendo ser realizadaem ambu-
latdrio, sob anestesia loca e com baixa morbidade®=*
Apresenta poucas complicagdes, que sdo, dias, passiveis de
controle, como dor, formacéo de bolhas e ulceractes®*

O congelamento da area afetada, nos tempos padroni-
zados, assegura o tratamento na profundidade, tal como foi
realizado neste estudo — dois ciclos de congelamento de 40
segundos seguramente atingem toda a espessura da derme e
epiderme. O tratamento na lateralidade foi dado no congela
mento de margem de seguranca de um centimetro.
I nteressante a observacdo do efeito criogénico principa sobre
alesdo tumoral, pois 0 desenvolvimento de bolhas e necrose
ocorreu, fundamentamente, no tumor. Na margem de segu-
ranca, area clinica e histopatol ogicamente normal, ndo ocorre-
ram bol has e houve |l eve desprendimento epidérmico. A eimi-
nacdo da necrose do tumor, aém disso, foi mais tardia, ini-
ciando-se em torno do décimo dia de pés-operatorio.

A criocirurgia tem sido descrita como método de
baixo indice de recidiva e que apresenta a possibilidade de
retratamento mais acessivel para 0s tumores cutaneos®* E
importante ressaltar que essa terapia evolui com boa cicatri-
zagdo, incluindo repigmentacdo da pele® No caso em
questdo, apos 34 meses de tratamento, a paciente apresenta
va excelente cicatrizagdo, sem sinais de retragdo, com
repigmentacdo da pele e, principalmente, sem sinais de reci-
diva, adespeito de ainda ndo ser possivel considerar a crio-
cirurgia o melhor tratamento dessa doenca. a
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made carefully owing to the high risk of complications that
may occur. Conventional excision surgery is most suggested
in the literature, because it ressects the whole lesion and
has a low recurrence rate. On the other hand, in the peria-
nal region, scarring (fibrosis) may produce sphincter incon-
tinence and canal stenosis, and the site plasty must be per-
formed in the same surgical operation.'? Considering the
multifocal, intra-epithelial BD carcinoma thus, recurrence
may occur on the surface or lateral to the area treated, des-
pite a complete in-depth surgical excision. In the case des-
cribed, surgery was not proposed because a large recons-
tructive graft would be necessary for functional as well as
anatomic reconstruction of the area, and also because the
nature of the site would certainly not facilitate a favored
result.

Among the modalities employed, laser therapy is not
the first choice owing to the low cure rate. ”

The recently introduced photodynamic therapy,
based in the use of photosensitive substances and subse-
quent laser radiation, has been described for in situ tumors,
however it presents side effects, like pain and blister forma-
tion, and still does not offer sufficient oncological control.”

For this patient, liquid nitrogen cryosurgery was
proposed in spray form, an option that benefited the large
lesion extension (10 cm in diameter), which allowed treat-
ment in quadrants and made access easier, precisely in the
intergluteal fold. Cryosurgery is an easy treatment to carry
out. It may be performed in an outpatient’s clinic, under
local anesthetic and with a low morbidity rate.*”*" There
are few otherwise controllable complications, like pain,
blister forming and ulcerations.**"

The freezing of the affected area at predetermined
time periods guarantees in-depth treatment, as was perfor-
med in this study — two 40-second freezing cycles safely rea-
ched the entire thickness of the dermis and epidermis.
Lateral treatment was done by freezing a 1-cm safety mar-
gin. It is interesting to observe the main cryogenic effect on
the tumoral lesion, because the development of blisters and
necrosis occurs fundamentally in the tumor. In the safety
margin, the clinical and histopathologically normal area,
there were no blisters and there was light epidermic pee-
ling. Moreover, the elimination of the tumor necrosis occur-
red later, starting approximately on the tenth day of post-
operation.

Cryosurgery has been described as a method having
a low recurrence rate, which shows the possibility of a more
accessible retreatment for cutaneous tumors.*" It is impor-
tant to emphasize that scarring evolves well with this the-
rapy, including skin repigmentation.*” In the case in ques-
tion, after 34 months of treatment the patient showed excel-
lent scarring with no signs of retraction, with skin repig-
mentation and, especially, without any signs of recurrence,
despite the uncertainty of whether cryosurgery is the best
treatment for this disease. a
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