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Investigacao Clinica, Laboratorial e Terapéutica / Clinical, Laboratory and Therapeutic Investigation

Tratamento topico do carcinoma basocelular superficia e
nodular pelo imiquimod creme a 5%: observacéo de 10

CcCasos

Imiquimod 5% cream in the treatment of superficial and
nodular basal cell carcinomas: study of 10 cases

Cyro Festa Neto'

Resumo: FUNDAMENTOS - O uso topico do imiquimod 5% em creme para o tratamento de carcinomas

basocelulares tem-se mostrado eficaz.

OBJETIVOS - Com base nesse fato o autor analisa a efetividade e tolerabilidade desse método em 10 doen-
tes com 13 carcinomas basocelulares dos tipos superficial e nodular.

MEtoDOS - As aplicagoes foram didrias, e o nimero médio de dias de tratamento foi 23.

ResuLTADOS E CoNCLUSOES - Todos os doentes responderam a medicacio com desaparecimento das lesdes
e sio seguidos a cada dois ou trés meses, até o0 momento sem recidiva do quadro.

Palavras-chave: adjuvantes imunoldgicos; carcinoma basocelular.

Summary: BACKGROUND - Topical treatment with 5% imiquimod cream has been demonstrated to be

effective in patients with basal cell carcinoma.

OgJECTIVES - In the present study, efficacy and tolerability of this treatment was analyzed in 10 patients
with 13 different types of superficial and nodular basal cell carcinomas.

MEgTrHODS - Imiquimod cream was applied daily for a mean period of 23 days.

REsuLts AND CONCLUSIONS - All patients responded favorably to the drug with bealing of the lesions. No
recurrence was observed during two to three montbs of follow up.

Key words: adjuvants, immunologic; carcinoma, basal cell.

INTRODUCAO

O carcinomabasocelular (CBC) congtitui aformamais
comum de cancer do ser humano. E responsavel por 70% do
nimero de casos de canceres cutdneos ndo melanoma
Embora de crescimento lento e com pouca possibilidade de
levar a metastases, por vezes, sua extensdo e localizacdo ofe-
recem grandes dificuldades terapéuticas. Essas dificuldades
s80 evidenciadas pelas mlltiplas variacles existentes no trata-
mento desses tumores, entre eas excisdo cirlrgica, curetagem
e detrocoagulacdo, aplicacdo de laser, terapia fotodindmica,
criocirurgia, interferon intralesional e quimioterapia.?

O imiquimod é um modificador da resposta imune
local. Seu uso topico foi aprovado nos casos de verruga
genital e periana causada pelo papiloma virus humano
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INTRODUCTION

Basal cell carcinoma (BCC) constitutes the most
common form of human cancer. It is responsible for 70% of
the cases of nonmelanoma cutaneous cancers.' In spite of
slow growth and with little possibility of leading to metas-
tasis, at times its extension and location offer major thera-
peutic difficulties. Such difficulties are evidenced by the
many existent variations in the treatment of these tumors,
including surgical excision, curettage and electrocoagula-
tion, laser application, photodynamic therapy, cryosurgery,
intralesional interferon and chemotherapy.’

Imiquimod is a modifier of the local immune respon-
se. Its topical use is approved in cases of genital and peria-
nal warts caused by human papilloma virus (HPV).® Recent
studies have been evaluating its action on other viral enti-
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(HPV).? Estudos recentes tém avaliado sua agdo em outras
entidades virais (molusco contagioso)* ou tumorais, como
0 CBC®e a doenca de Bowen.®

Com base nisso e na fata de relatos na literatura
nacional, decidiu-se realizar um estudo-piloto para exami-
nar a eficécia e a tolerabilidade dessa droga no tratamento
de carcinomas basocelulares do tipo clinico superficia e
nodular.

CASUISTICA E METODOS

Foram selecionados 10 doentes portadores de CBC
gue recusavam, como primeira opcao, o tratamento cirdrgi-
co de seus tumores, alguns por terem sido submetidos a
cirurgias prévias de multiplos CBCs com cicatrizes inesté-
ticas, outros por medo do ato cirdrgico.

Todos foram informados de que se tratava de um
estudo-piloto, experimental, com pouco substrato nalitera-
tura e, portanto, de resultado incerto.

Foram realizados bidpsias prévias com punch e exa
mes histol égicos para confirmag&o do diagndstico de CBC.

Uma vez diagnosticados, todos os doentes foram
submetidos a tratamento local com creme de imiquimod a
5%, uma aplicacéo ao dia em nove deles e em, apenas um,
duas a trés aplicacles ao dia.

Esses doentes foram seguidos a cada duas semanas
até o aparecimento de sinais clinicos de reagdo irritativa
local. No momento em que as | esdes se tornavam exulcera
das ou ulceradas com formagdo de crostas, a medicacdo
tOpica era suspensa.

Os doentes continuaram sendo seguidos a cada duas
semanas até cicatrizacdo local e, posteriormente, a cada
dois ou trés meses até o momento.

RESULTADOS

Dos 10 doentes selecionados, sete eram do sexo
feminino e trés do masculino, todos daraca branca. A idade
variou de 29 a 70 anos. A maioria dos doentes apresentava
lesdes Unicas (oito deles), em um havia dois e em outro,
trés CBCs associados, perfazendo 13 tumores tratados. A
localizacdo mais frequente foi o colo (seis doentes)
(Gré&fico 1). Clinicamente nove se apresentavam como
CBCssuperficiais, e quatro nodulares, e ostamanhos varia-
ram de 0,5 a 3,5cm de didmetro (Gréfico 2) Histolo-
gicamente nove tumores eram do tipo CBC superficial mul-
ticéntrico, e quatro solidos.

O nimero total de aplicacBes (que coincide com o
ndmero de dias de tratamento) foi no minimo de 10 e maxi-
mo de 47 (Gré&fico 3). O inicio dos efeitos irritativos nos
locais das aplicagdes variou de trés a 30 dias. Todas as
lesdes cicatrizaram deixando no local mécula eritematosa
leve, que foi progressivamente desaparecendo. Raramente
se observou hiper ou hipocromia residual.

O seguimento desses doentes permanece, e 0 tempo de
acompanhamento estd variando de doisa 19 meses (Gréfico 4)
sem nenhuma evidéncia de recidiva clinica das lesOes.
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ties (molluscum contagiosum)* or tumors such as BCC’ and
Bowen's disease.’

Based upon this and on the lack of reports in our
national literature, it was decided to perform a pilot-study
to examine the effectiveness and tolerability of this drug in
the treatment of basal cell carcinomas of the superficial
and nodular clinical types.

PATIENTS AND METHODS

Ten patients were selected with BCC who had refu-
sed, as first option, surgical treatment of their tumors, some
because they had been submitted to previous surgeries of
multiple BCCs which left unaesthetic scars and others due
to fear of surgical intervention.

All were informed that they were participating in an
experimental pilot-study, with little substantiation in medi-
cal literature and, therefore, of uncertain results.

Prior punch biopsies and histological exams had
been performed for confirmation of the diagnosis of BCC.

Once diagnosed, all the patients were submitted to
local treatment with 5% imiquimod cream, applied once a
day in nine of them, while the remaining patient, received
two to three applications a day.

These patients were examined every two weeks until
the appearance of clinical signs of local irritation reaction.
The topical medication was suspended whenever the
lesions became exulcerated or ulcerated with the formation
of scabs.

Follow-up of the patients was undertaken every two
weeks until local healing was complete and from then on
every two or three months until the present time.

RESULTS

Of the 10 selected patients, 7 were female and 3
males, all of the white race. The ages ranged from 29 to 70
years. Most of the patients presented only one lesion (8/10),
in one there were two and in another three associated
BCCs, amounting to 13 treated tumors. The most frequent
location was the collar bone area (6 patients) (Graph 1).
Clinically,’ presented superficial BCCs, and 4 nodular. The
sizes varied from 0.5 to 3.5cm in diameter (Graph 2)
Histologically 9 tumors were of the BCC superficial multi-
centric type, and 4 were of the solid type.

The total number of applications (coinciding with
the number of days of treatment) was a minimum of 10
and a maximum of 47 (Graph 3). The onset of the irri-
tant effects in the areas of the applications varied from
3 to 30 days. All of the lesions healed leaving at the
location a light erythematous stain that progressively
disappeared. Residual hyper- or hypochromia was
rarely observed.

The follow-up of these patients continues, and the inter-
val of attendance varies from 2 to 19 months (Graph 4). There
has been no evidence of clinical recurrence of the lesions.
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Grifico 1: Localizagao dos CBC tratados pelo
imiquimod 5% tépico / Graph 1: Localization of the BCCs treated
with topical 5% imiquimod
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Grifico 2: Tamanho em cm. do didmetro dos CBC tratados pelo
imiquimod 5% tépico / Graph 2: Diameter in cm of the BCCs treat-
ed with topical 5% imiquimod
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DISCUSSAO

Numerosos estudos demonstram respostas imunol 6-
gicas cutaneas naturais e adaptativas na presenca do CBC.”
Nos CBCs, ha expressdo de citocinas Th2, especialmente|lL-
4 elL-10. O aumento de producao dessas citocinas, especial-
mente a IL-10, levaria a imunossupressao epidérmica pela
diminuicado da atividade antitumoral dos linfécitos T.2

A comprovagdo desse fato esta na resposta terapéu-
ticados CBCs ao interferon intralesional. Existiria aumento
da expressdo do RNA mensageiro da IL-2 e diminui¢do da
expressdo do RNA mensageiro dalL-10 dentro dos tumores,
demonstrando a importancia dessas citocinas nas respostas
dos CBCs aos modificadores da resposta imune.®

O imiquimod (1-(2-metilpropil)-1H-imidazol[4,5-
c]quinolina-amina) é umaimidazoquinolina aminacom pro-

Grifico 3: Numero de aplicagbes/dias de tratamento com
imiquimod 5% t6pico no CBC / Graph 3: Number of applica-
tions/days of treatment of BCCs with topical 5% imiquimod

DISCUSSION

Numerous studies demonstrate natural and adaptive
cutaneous immunological responses in the presence of
BCC.” In BCCs, there is an expression of cytokines Th2, espe-
cially IL-4 and IL-10. The increase of production of these
cytokines, especially that of IL-10, could lead to epidermal
immunosuppression by the decrease of the antitumoral acti-
vity of the T lymphocytes.®

The proof of this fact is in the therapeutic response
of BCCs to intralesional interferon. There would be an
increased expression of the RNA messengers of IL-2 and a
decrease of the expression of RNA messengers of IL-10 insi-
de the tumors, thus demonstrating the importance of these
cytokines in the response of BCCs to modifiers of the immu-
ne response.’

Imiquimod (1-(2-methylpropyl)-1H-imidazole [4.5-

Grifico 4: Tempo de acompanhamento em meses dos doentes com
CBC tratados pelo imiquimod 5% tépico / Graph 4: Duration of
follow-up in montbs for the patients with BCCs and treated with 5%
topical imiquimod
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priedade de modificar a resposta imune e foi aprovada no
tratamento topico de verrugas genitais externas e perianais.

Enquanto a maioria dos agentes imunomodul adores
existentes ou em desenvolvimento inibe vias de ativacdo
imune, o imiquimod é o Unico que ativa a funcédo imune.*®

O mecanismo exato de sua atividade antiviral e anti-
tumoral é ainda desconhecido; entretanto, seus efeitos con-
siderados imunomoduladores. Apesar de estudos in vitro
ndo demonstrarem acdo direta de efeito antiviral, in vivo a
droga pode exibir efeitos antivirais e antitumorais por meio
da inducéo de citocinas e intensificacdo da atividade citoli-
tica mediada por células®

O imiquimod estimula a resposta imune natural por
meio da inducéo de citocinas e do braco imunolégico celu-
lar daimunidade adquirida, por meio dainducéo de interfe-
ron afa, interferon gama, IL-12 e fator de necrose tumoral
alfa. Quando aplicado topicamente, ainducdo dessas citoci-
nas leva a fenébmenos inflamatdrios locais.®

Outro possivel mecanismo imune da agdo do imiqui-
mod seria sua capacidade de modular a funcdo das células
de Langerhans, aumentando sua migracdo dos linfonodos
paraapee™*

Com base nessas evidéncias, foram realizados estu-
dos para avaliar a possivel resposta terapéutica do CBC ao
uso de imiquimod tépico.

Surpreendentemente essas respostas foram excelen-
tes e, dependendo da forma de aplicacdo, levaram a percen-
tual de cura que variou de 87 a 100%.2%3

Motivados pelos resultados, os autores resolveram
utilizar em alguns doentes o imiquimod tépico nos portado-
res de CBC que, por condi¢des especiais, recusavam o trata
mento cirdrgico como primeira opcao terapéutica para seu
tumor.

Atualmente s80 bem conhecidos os aspectos clinicos
e histolégicos, assm como o comportamento biologico dos
CBCs. Tumores de padréo histol dgico agressivo (micronodu-
lar, esclerodermiforme) ndo foram tratados por nenhum outro
autor,>21** mas apenas 0s padrfes ndo agressivos (principal-
mente os superficiais). Foram tratados nove CBCsdo tipo his-
tolgico superficia multicéntrico (clinicamente superficia) e
quatro de padréo sdlido (clinicamente nodulares).

Da mesma forma, nenhum trabalhc®*>*** tratou areas
anatdmicas consideradas de alto risco de recidiva (predomi-
nantemente centro facial e periorbita). Dos doentes dois apre-
sentavam CBC que poderiam ser considerados de ato risco.
Um deles eraum CBC superficial sobre cicatriz de queimadu-
ra naregido temporal, o outro na asa nasa, vizinho a cicatriz
cirdrgica de exerese de outro CBC (era histologicamente do
tipo sdlido, endo foi confirmado tratar-se de recidiva). Grande
parte tratada era de tumores pequenos chegando até um centi-
metro de didmetro; sO trés deles eram maiores.

Até 0 momento permanece indefinida a maneira
ideal de aplicagdo do imiquimod. Alguns fatores, como
concentracdo, freqiiéncia de aplicacdo e duragdo no curso
do tratamento, sdo importantes.
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¢/ quinoline-4-amine) is an imidazoquinoline amine with
the property of modifying the immune response. It was
approved in the topical treatment of external genital and
perianal warts.

While most of the existing or in development immu-
nomodulating agents inhibit the means of immune activa-
tion, imiquimod is the only one that activates the immune
function.”

The exact mechanism of its antiviral and antitumo-
ral activity remains unknown, however, its effects are con-
sidered to be immunomodulators. In spite of studies in vitro
they do not demonstrate direct antiviral action. In vivo the
drug can exhibit antiviral and antitumoral effects through
cytokine induction and intensification of the cytolytic acti-
vity in the cellular medium.*

Imiquimod stimulates the natural immune response
through the induction of cytokines and via the cells' immuno-
logical means of acquiring immunity, through the induction
of interferon alpha, interferon gamma, IL-12 and tumoral
necrosis factor alpha. When applied topically, the induction
of these cytokines lead to local inflammatory phenomena.®

Another possible immune mechanism of the action of
imiquimod could be its capacity to modulate the function of
the Langerhan's cells, increasing its stimulation of the
lymph nodes of the skin."

Based on this evidence, studies were undertaken to
evaluate the possible therapeutic response of CBC to the use
of topical imiquimod.

Surprisingly, these results were excellent, and,
depending on the form of application, they revealed a per-
centile of cure that varied from 87 to 100%.>">" "

Motivated by the results, the authors decided to try
topical imiquimod on some patients with BCC that, for per-
sonal reasons, refused surgical treatment as first therapeu-
tic option for their tumors.

Nowadays the clinical and histological aspects, as
well as the biological behavior of BCCs are well known.
Tumors of aggressive histological pattern (micronodular,
sclerodermatous) were not treated by any other
author,>"*" but only non-aggressive patterns (mainly the
superficial ones). Nine BCCs of the superficial histological
multicentric type were treated (clinically superficial) and 4
of solid pattern (clinically nodular).

In the same way, not one experiment™>"*" dealt with
anatomical areas considered of high recurrence risk (pre-
dominantly facial center and periorbital). Of the patients,
two presented BCC that could be considered of high risk.
One of these was a superficial BCC on a burn scar in the
temporal area, the other in the nasal wing, next to the sur-
gical scar of exeresis of another BCC (it was histologically
of the solid type, and was not diagnosed as a threat of
recurrence). The majority treated were small tumors up to a
centimeter in diameter, only three of them were larger.

To date, the ideal manner of applying imiquimod
remains indefinite. Some factors, such as concentration,
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A concentracdo e o veiculo empregado (creme a5%)
foram os mesmos em todos 0s ensaios e representam a apre-
sentagcdo comercial do medicamento.

A frequéncia de aplicacdo foi muito variavel.
Beutner® empregou esquemas de comparacao da eficaciada
droga utilizando duas aplicagtes ao dia, uma aplicacéo ao
dia, trés, duas e uma aplicagdo por semana, obtendo a cura
em todos 0s casos nos trés primeiros esquemas. Kagi*
empregou-a umavez ao dia com curatotal. Sterry® utilizou
a medicacdo trés vezes por semana e duas vezes por sema-
na com e sem oclusdo, obtendo indices de cura de 87%,
76%, 43% e 50%, respectivamente. Marks* utilizou duas
aplicagdes ao dia, uma aplicagdo ao dia de maneira conti-
nua, duas aplicacbes ao dia e uma aplicagdo ao dia, trés
vezes por semana, com indices de remissdo de 100%,
87,9%, 73,3% e 69,7%, respectivamente. Parece que quan-
to maior o nimero de aplicagdes maior a possibilidade de
cura em menos tempo, porém, maior a intensidade de efei-
tos colaterais irritativos locais que podem levar ao abando-
no do tratamento.

Optou-se por utilizar uma aplicagéo ao dia sem oclu-
sd0. Voluntariamente um dos doentes aplicou de duas a trés
vezes ao dia

Igualmente dificil foi avaliar o periodo de tratamen-
to e qual o pardmetro a ser utilizado na suspensdo da medi-
cacdo. A maioria dos esguemas terapéutica durou de seis a
18 semanas. Partindo do principio de que os fenémenos
inflamatérios locais seriam responsaveis pelo desapareci-
mento das células tumorais, optou-se por retirar a medica
¢80 assim que o local do tumor se apresentava ulcerado.

O inicio dos fendmenos inflamatérios locais variou
de trés a 30 dias, com média de 7,7 dias. O periodo de 30
dias foi excecdo e, curiosamente, tratava-se do CBC super-
ficial e de menor tamanho.

A duracdo do tratamento (até que a érea tratada se
ulcerasse) variou de 10 a 47 dias (média de 23 dias).
Quando isso ocorria, seguia-se o doente a cada duas sema-
nas até a cicatrizacdo das lesdes. A area tratada tornava-se
de imediato levemente eritematosa, efeito que desaparecia
progressivamente. Poucas | esdes tornaram-se hipo ou hiper-
pigmentadas, voltando de maneira vagarosa ao aspecto nor-
mal. Nos trabalhos revisados,>*>*** os autores trataram o0s
doentes durante seis semanas em média.

O critério de cura utilizado na maioria dos traba
Ihos>*** foi a técnica de excisdo da érea tratada com exame
histolégico seis semanas ap6s considerada a cura clinica da
lesdo. Embora criteriosos, ainda sdo sujeitos a criticas, pois
nenhum deles mostrou seguimento prolongado desses casos
para se avaliar a possibilidade de recidivas.

O autor limitou-se, dadas as peculiaridades dos
casos aqui apresentados (doentes que negavam como pri-
meira opcao a intervencdo cirlrgica de seus tumores), a
seguir clinicamente esses doentes apds a cura clinica, sO
optando por nova hiépsia se fossem apresentados sinais
locais de recidiva. Esse, evidentemente, € o ponto mais dis-
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application frequency and duration of the course of treat-
ment, are important.

The concentration and vehicle used (a 5% cream)
were the same in all of the experiments as it represents the
commercially available medicine.

Application frequency was quite variable. Beutner5
used schemes for comparison of the effectiveness of the
drug using 2 applications a day, compared with one appli-
cation a day, and 3, 2 or 1 applications per week, obtaining
cure in all of the cases in the first 3 regimens. Kagi” used it
once a day with total cure. Sterry” used the medication 3
times a week and twice a week with and without occlusion,
obtaining cure indexes of 87%, 76%, 43% and 50%, respec-
tively. Marks" used 2 applications a day, 1 application per
day consecutively, 2 applications per day, and 1 application
a day three times a week, with indexes of remission of
100%, 87.9%, 73.3% and 69.7%, respectively. It seems that
the larger the number of applications the greater the possi-
bility of a cure in less time, however, with a correspondingly
greater intensity of local irritation side effects that can lead
to abandonment of the treatment.

It was decided to use an application a day without
occlusion. On a voluntary basis one of the patients applied
the treatment 2 or 3 times a day.

It was equally difficult to evaluate the treatment
period and which parameters to be used to indicate suspen-
sion of the medication. Most of the therapeutic plans lasted
from 6 to 18 weeks. Based on the principle that the local
inflammatory phenomena would be responsible for the disap-
pearance of the tumoral cells, it was opted to stop the medi-
cation as soon as the site of the tumor became ulcerated.

The beginning of the local inflammatory phenomena
varied from 3 to 30 days, with a mean of 7.7 days. The
period of 30 days was an exception and, surprisingly, it
involved a superficial BCC of small size.

The duration of the treatment (up until the treated
area became ulcerated) varied from 10 to 47 days (mean 23
days). After this occurred, the patient was monitored every
2 weeks until the healing of the lesions was complete. The
treated area became immediately slightly erythematous, an
effect that disappeared progressively. Few lesions became
hypo- or hyperpigmented, even these returned slowly to a
normal aspect. In the cases reviewed,”>"*" the authors trea-
ted the patients on an average of 6 weeks.

The criterion of cure used in most of the experi-
ments™*" was the technique of excision of the area treated
with histological exam 6 weeks after having considered the
lesion clinically cured. Although this was scrupulously
effected, it could still be subject to criticism, because none
of these cases were followed over an extended period to
evaluate the possibility of recurrences.

The author was limited, given the peculiarities of the
cases presented herein (patients that denied as first option the
surgical intervention of their tumors), in following-up these
patients clinically afier the clinical cure, since they would only
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cutivel e vulneravel deste trabalho, porém, trata-se de um
estudo-piloto, e a medicagdo foi usada como aternativa
terapéutica pautada nos demais relatos e ndo como motivo
de estudo. Por outro lado, mantém-se o seguimento dos
doentes a cada dois ou trés meses, sem que se tivessem veri-
ficado recidivas locais até o momento; embora com casos
recentes, conta-se com alguns de 13 e 15 meses de acompa
nhamento pds-tratamento.

CONCLUSOES

Independente dos resultados promissores, o imiqui-
mod tépico no tratamento do CBC ainda ndo deve ser utili-
zado como rotina antes de ser avaliado por estudos multi-
céntricos e protocol os bem estruturados, principalmente no
seguimento desses doentes por maior tempo.

Mesmo assim, segundo a opinido do autor, € sempre
interessante saber que existe uma droga imunomoduladora
gue possa substituir um tratamento cirlrgico de maneira
conservadora e com resultados estéticos favorave's. Talvez
aqueles doentes com muiltiplos CBCs ou 0s casos em que a
cirurgia levasse a resultados cosméticos desagradaveis pos-
sam se beneficiar do método, quando ja perfeitamente
padronizado. a
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opt for a new biopsy if local signs of recurrence were present.

That, evidently, is the most debatable and vulnerable aspect of
this work. However, it should be considered as a pilot-study,
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