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Resumo

O objetivo deste estudo foi avaliar as taxas de regressao, progressao,
persisténcia e recidiva da neoplasia intra-epitelial cervical grau 2 (NIC 2) através do
tratamento expectante. Foi realizado um ensaio clinico randomizado em mulheres
com diagnostico de NIC 2, selecionadas no Ambulatério de Patologia do Trato
Genital Inferior do Hospital Maternidade Leonor Mendes de Barros, Secretaria de
Saude do Estado de Sao Paulo, no periodo de outubro 2002 a janeiro de 2005. O
tamanho amostral foi calculado em 90 mulheres. Elas foram alocadas em dois
grupos de 45 cada, um para tratamento expectante e outro para tratamento
imediato com cirurgia de alta freqiiéncia. Nesta tese estamos mostrando apenas
os resultados parciais de 70 casos (40 de conduta expectante e 30 de CAF), como
estudo de coorte, com enfoque no seguimento das mulheres sem tratamento.
Os critérios de inclusao foram mulheres com diagndstico histopatologico (bidpsia)
de NIC 2, independentemente do resultado da citologia. Foram excluidas as
mulheres com diagnéstico de carcinoma na citologia, sorologia positiva para HIV,
qualquer situacado de imunossupressao, mulheres histerectomizadas, mulheres

ja tratadas anteriormente por lesbes pré-neoplasicas do colo do utero. A
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porcentagem de regressao espontanea total da NIC 2 foi de 45%, de regressao
parcial foi de 34% e de persisténcia foi 8%. A progresséo para NIC 3 ocorreu
em 13% e ndo houve um unico caso de evolugéo para carcinoma escamoso. A
média de idade das mulheres com regressao foi aproximadamente 30,6 anos, e
daquelas em que a doencga persistiu ou progrediu foi de 38,1 anos (p 0,03). A
taxa de subdiagnéstico de NIC 3 pela colposcopia foi de 37%. Concluimos que
existe regressado espontanea da NIC 2 e que a conduta expectante pode ser
adotada em casos individualizados, principalmente em pacientes jovens com

desejo de engravidar.
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Summary

The aim of this study was to evaluate rates of regression, progression,
persistence and relapse of cervical intraepithelial neoplasia grade 2 (CIN 2) in
expectant follow-up. This was a clinical trial randomized study, which included
women with CIN 2, attending the outpatient service of Cervical Pathology of
Maternity Hospital Leonor Mendes de Barros, State Health Department, Sao
Paulo, SP, in the period from october 2002 to january 2005. The calculated sample
size was 90 women. Women were randomized to two groups of 45 patients
each, one of then to be expectant follow-up and one to LLETZ. This report includes
the partial results of 70 cases (40 expectant follow-up and 30 LLETZ), with focus
in the group of the expectant follow-up. The inclusion criteria were women with
biopsy-confirmed CIN 2, regardless of the cytologic diagnosis. The exclusion
criteria were cytological diagnosis of carcinoma, HIV infection, imunossupression,
previous hysterectomy and previous treatment for cervical intraepithelial neoplasia.
Total regression was observed in 45% of cases, partial regression in 34% and
persistence in 8%. The results showed progression to CIN 3 in 13% of cases

and no progression to squamous carcinoma was observed. The mean age of
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women with regression was 30.6 years and for those with progression or
persistence it was 38.1 years.The rate of underdiagnose for CIN 3 was 37%
when only colposcopy was used. Concluded It was spontaneous regression of
CIN 2, and the expectant follow-up could be used. Individualizing the cases can

offer a better outcome for the women, mainly for younger.
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1. Introducao

O carcinoma do colo do utero ainda permanece como um importante
problema de saude publica nos paises em desenvolvimento devido as suas
altas taxas de incidéncia, morbidade e mortalidade. As taxas de incidéncia,
estandardizadas por idade, variam de 10 por 100.000 mulheres, na maioria dos
paises desenvolvidos, a mais de 40 (até préximo de 100) por 100.000 em
muitos paises em desenvolvimento (IARC, 2005). Esta é uma situacao dificil de
se aceitar, uma vez que o cancer do colo do utero pode ser evitado através do
rastreamento de suas lesdes precursoras, detectadas pelo diagnéstico citolégico das

alteracdes celulares, em esfregacos vaginais e cervicais.

No Brasil, um numero progressivamente maior de mulheres submete-se,
a cada ano, ao exame de Papanicolaou (Brasil, 2005a). Apesar disto, ao
contrario do que ocorre nos paises desenvolvidos, a taxa bruta de incidéncia
por carcinoma invasivo do colo do utero continua elevada, 22,14 por 100.000
mulheres, e ndo ha uma reducgao evidente das taxas de mortalidade nos ultimos

20 anos (Brasil, 2005b).
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As lesdes precursoras do carcinoma do colo do utero foram designadas
inicialmente como displasias (Reagan et al., 1953) e carcinoma in situ.
Posteriormente, foram chamadas de neoplasias intra-epiteliais cervicais (NIC) e
classificadas de acordo com o grau de comprometimento do epitélio do colo em
NIC 1, NIC 2 e NIC 3 (Richart, 1967). Mais tarde, o National Cancer Institute
(NCI) aprovou um novo sistema de classificacao especifico para o diagnéstico
citologico, que ficou conhecido como Sistema de Bethesda, que introduziu uma
série de inovacoes. Com relacdo as lesdes de células escamosas, as NIC foram
designadas como lesdes intra-epiteliais escamosas (squamous intraepitelial lesion) —
SIL - de baixo e alto graus, segundo o risco de progressao para carcinoma
escamoso. Foram agrupadas as lesdes induzidas pelo papilomavirus humano
(HPV), as NIC 1 como SIL de baixo grau, e NIC 2 e NIC 3 como SIL de alto

grau (National Cancer Institute Workshop, 1989).

Contudo, nem toda NIC progredira para carcinoma escamoso do colo do
utero (CICU), pois elas podem regredir espontaneamente ou persistir sem progredir.
Varios estudos de coorte prospectivos foram realizados entre as décadas de 50
e 90, nos quais se pode observar o comportamento das lesées pré-invasivas ao
longo do tempo, sem tratamento. Entretanto, esses estudos foram bastante
heterogéneos quanto ao tempo de seguimento - de 25 a 110 meses - e quanto
a metodologia utilizada, pois alguns seguiram as mulheres apenas com exame
de Papanicolaou (Nasiell et al., 1983) enquanto outros utilizaram a bidpsia (Bibbo et
al., 1989). Alguns observaram as taxas de progressao, persisténcia e regressao

de todas as NIC, independentemente do grau (Richardson e Lyon, 1981); outros
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calcularam as mesmas taxas conjuntamente para NIC 1 e NIC 2 e, finalmente,
alguns observaram cada grupo de lesdes separadamente, conforme o seu grau

(Bibbo et al., 1989).

Especificamente com relacdo a NIC 2, ja foram descritas taxas de regressao
espontanea de 35% (Galvin et al., 1955); 38% (Lambert e Woodruff, 1963); 8%
(Nieburgs, 1963); 44% (Patten, 1966); 32% (Srivannboon & Bhamarapravati, 1974);
65% (MAcGregor e Teper, 1978); 10% (Fu et al., 1981); 54% (Nasiell et al., 1983);
39% (De Brux et al., 1983); 26% (Bibbo et al., 1989); 43% (Weaver et al., 1990).
Pode-se citar, também, o estudo de coorte realizado em Kuodpio, Finlandia, no
qual as mulheres foram seguidas por até 18 anos, e, no caso especifico da NIC
2, a taxa de regressao espontanea foi de 50,4% (Kataja et al., 1992, Syrjanen,
1992, Syrjanen 1996a;b). Em 1993, Ostor publicou resultados de um estudo de
metanalise com dados referentes a estes estudos de coorte e demonstrou que
43% e 35% das NIC 2 sem tratamento regrediram espontaneamente ou persistiram,
respectivamente, enquanto que 22% e 5% destas progrediram para carcinoma

in situ e carcinoma invasivo, respectivamente (Ostor, 1993).

Nasiell et al. (1983) acompanharam 894 mulheres com diagnéstico citolégico
de displasia moderada, lesdo que morfologicamente corresponde a NIC 2, por
50 meses, apenas com controles citolégicos semestrais. As mulheres eram
submetidas a bidpsia quando apresentavam diagndstico citolégico mais grave ao
longo do seguimento, e ao final do estudo todas as mulheres que apresentaram
alguma imagem suspeita foram biopsiadas. Os autores observaram que em 483

(54,0%) delas a lesao regrediu espontaneamente e em 268 (30,0%) casos
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progrediu para displasia grave ou carcinoma in situ. Apenas trés mulheres vieram a
apresentar diagnéstico de carcinoma invasivo. Duas abandonaram o seguimento
aos 52 e 36 meses, periodo no qual desenvolveram carcinoma e estadios
clinicos IlA e IA, respectivamente. A outra paciente desenvolveu um carcinoma
estadio IA, com 45 meses de seguimento, apesar de comparecer anualmente para
controle e ter disgnéstico citologico de displasia leve. Portanto, a taxa de carcinoma
neste grupo de mulheres foi de 0,33%, sendo que todos os casos foram

diagnosticados mais de trés anos depois do exame citolégico alterado inicial.

Apesar de os estudos mostrarem que é alta a possibilidade de regressao
espontanea da NIC 2 e que raros casos evoluiriam para carcinoma escamoso, 0
Sistema de Bethesda classificou a NIC 2 como SIL de alto grau (National Cancer
Institute Workshop, 1989). Ainda que o Sistema de Bethesda refira-se ao
diagnostico citolégico e ndo se aplique ao diagnéstico histologico, a inclusao dos
diagnésticos citoldgicos de NIC 2 e NIC 3 como SIL de alto grau ndo foi consensual

entre os participantes da revisdo desta nomenclatura (Solomon et al., 2002).

Todavia, embasado em estudos de coorte realizados anteriormente a
revisdo do Sistema de Bethesda, em 2001, pode-se dizer que ha evidéncias
epidemiologicas de que o comportamento biolégico da NIC 2 é mais
semelhante ao da NIC 1 do que ao da NIC 3. As NIC 1 e NIC 2 parecem ser
lesbes de curta duracao - com cerca de dois anos de evolucao - enquanto que
as NIC 3 durariam aproximadamente dez anos (Kurman et al., 1991, Syrjanen,

1996a, Zeferino et al., 1998; Holowaty et al.,1999). O potencial evolutivo das
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NIC 1 e NIC 2 para carcinoma invasivo pode ser considerado baixo, cerca de

1% e 5% respectivamente (Ostor, 1993).

Em relacdo ao diagnéstico citolégico de SIL de alto grau, a Sociedade
Americana de Colposcopia e Patologia Cervical (ASCCP), a Associacdo Médica
Americana (Wright et al., 2002) e a Federagéo Internacional de Ginecologia e
Obstetricia (FIGO) (Benedet et al.,, 2000) recomendam que a mulher seja
encaminhada para a colposcopia. No Brasil, o Ministério da Saude adotou o
Sistema de Bethesda e as recomendacdées de que as SIL de alto grau,
independentemente de ser NIC 2 ou NIC 3, sejam imediatamente encaminhadas
para a colposcopia. O Projeto Diretrizes, com a participacdo da Federacao
Brasileira das Sociedades de Ginecologia e Obstetricia e da Sociedade Brasileira de
Cancerologia, recomenda colposcopia imediata e, se confirmado o diagndstico

de NIC 2, realizar tratamento ablativo ou destrutivo (Projeto Diretrizes, 2001).

Considerando os fatos mencionados sobre o comportamento da NIC 2,
interessa que sejam avaliadas outras condutas clinicas. O beneficio da conduta
expectante é tratar somente aquelas mulheres com doenca persistente ou
progressiva, evitando-se sequelas ou morbidades que possam estar associadas aos
procedimentos terapéuticos. As desvantagens incluem a ansiedade, os custos
envolvidos em avaliagdes repetidas - que podem incluir exames colposcopicos
adicionais - e o potencial de desenvolvimento de doencas avancadas naquelas

mulheres que deixam de fazer o controle (Giaccio et al., 2005).
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No entanto, ha razdes favoraveis a ablagao imediata da NIC 2; entre elas
a de reduzir a persisténcia ou progressado da doenca (Shafi et al., 1997; Elit et
al., 1999), o que € importante no grupo de mulheres que nao realizam um
programa adequado de seguimento. O tratamento imediato tem como desvantagem o
supertratamento em aproximadamente metade das mulheres com NIC 2 que
poderiam ter resolucao espontanea. As complicacdes esperadas do tratamento
com cirurgia de alta freqtiéncia, em curto prazo, sdo sangramento (1% a 3%),
infecgédo (1% a 2%) e desconforto para a paciente. Efeitos em longo prazo incluem
prejuizos na fertilidade (1% e 2%), infeccdo ascendente, perda do muco cervical,

estenose ou incompeténcia cervical (Richart e Wight, 1993; Montz, 1996).

Em resumo, independentemente do tratamento adotado, os manuais clinicos
atuais orientam que o diagnéstico de SIL de alto grau proveniente do exame
citologico deva ser confirmado, ou seja, recomenda-se colposcopia e biépsia
imediatas para confirmacdo histolégica da NIC 2, evitando que lesbes mais
graves como NIC 3 ou carcinoma escamoso sejam acompanhadas sem tratamento
ablativo. Apesar de os estudos de coorte realizados nas Ultimas décadas mostrarem
que é possivel adotar uma conduta expectante para o tratamento da NIC 2 -
também conhecido como “esperar e ver” - ha tendéncia quase generalizada de
se intervir na NIC 2. Esta pratica impedira que se avance no conhecimento de
sua histéria natural, ignorando tudo o que ja foi previamente acumulado sobre o
seu comportamento e ignorando o fato de que ha evidéncias de que a NIC 2 é

mais semelhante a NIC 1 do que a NIC 3.
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Acrescente-se ainda que nado ha estudos randomizados e controlados
que comparem os resultados e demais efeitos da conduta expectante e do
tratamento imediato para a NIC 2. Tudo que se tem de conhecimento e toda a
pratica atual estdo embasados em estudos cujo desenho metodoldgico oferece
um nivel de evidéncia inferior ao de um estudo randomizado. Portanto, foi
planejado um estudo de ensaio clinico randomizado para comparar a conduta
expectante com o tratamento imediato da NIC 2 - com base no diagnostico
histol6gico - em andamento no Hospital Maternidade Leonor Mendes de Barros

desde outubro de 2002, cuja amostra total € de 90 mulheres.

Nesta tese sao apresentados os resultados parciais de 70 mulheres incluidas
neste estudo - como de coorte-, com enfoque do grupo com conduta expectante,

que tem, pelo menos, trés meses de seguimento.
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2.1,

2. Objetivos

Objetivo geral

Determinar a taxa de regressao, progressao, persisténcia e recorréncia

da NIC 2 através do tratamento expectante.

2.2,

Objetivos especificos

— Determinar a porcentagem de regressao espontanea e persisténcia da

NIC 2 sem tratamento.

— Determinar a porcentagem de progressao da NIC 2 para NIC 3 ou

carcinoma.

— Verificar se ha associacéo entre a idade da mulher com a evolugédo da
NIC 2

— Verificar a taxa de subdiagnéstico de NIC 3 pela colposcopia.

Objetivos 20



3. Publicacao

Artigo 1 - EARLY OUTCOME OF CYTOLOGICAL AND COLPOSCOPICAL

FOLLOW-UP FOR WOMEN SHOWING HISTOLOGICAL CIN 2

Esta publicacdo representa apenas um enfoque deste estudo, originalmente
desenhado como ensaio clinico e com amostra de 90 pacientes randomizadas, 45 para

conduta expectante e 45 para CAF.

Esta publicacao apresenta resultados parciais de 70 mulheres (40 para conduta
expectante e 30 para CAF), enfocando os resultados da regressao, persisténcia e
progressao apenas nas mulheres com conduta expectante. Este artigo esta sendo

submetido a analise da Brazilian Journal of Medical and Biological Research.
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Abstract

The Bethesda system established terminology to designate the spectrum of noninvasive
cervical epithelial abnormalities, but this has received widespread criticism. The present cohort
study aimed to verify if cytological and colposcopical follow-up is an effective clinical practice
for biopsy-proven CIN 2. It was carried out at Leonor Mendes de Barros Maternity-Hospital,
Heath State Secretariat, Sao Paulo, Brazil, between 2002 and 2005. A total of 70 patients were
included, 40 to expectante follow-up and 30 to LLETZ. The Pap smear and colposcopy were
performed every follow-up consultation and the lesions were visible in the colposcopy and, with at least
one follow-up consultation after 3 months. The mean age of the patients was 32.5 years (SD 10.2 yrs).
Five cases (13%) showed progression to CIN 3. Total regression was observed in 45% of
patients and ranged from 22% (at 3 months-follow-up) to 66% (at 12 months-follow-up). Among
the 30 women who undergone LLETZ, 11 (37%) showed CIN 3. The Kaplan-Meier curve
showed that at 12 months-follow up 21 patients had disease, progression or persistence. The
greatest regression rate was observed at 6 months follow-up. Ablative or excision procedures for
treating CIN 2 represent over treatment for most of the cases. Then the recommendation to ever
treat the CIN 2 may be cause more morbidity than follow-up properly this lesion. Individualizing

the cases can offer better outcomes for the women, mainly for younger.

KEY WORDS: cervical intraepithelial neoplasia, CIN 2, colposcopy, spontaneous

regression
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Introduction

The Bethesda system established the two-tiered terminology to designate the
spectrum of noninvasive cervical epithelial abnormalities, but this has received widespread
criticism focused on three issues (1). First, it has been argued that the three-tiered cervical
intraepithelial neoplasia (CIN) terminology provides with more information the clinicians who
deal with smears reports to manage differently the patients with cytological diagnosis of CIN 2
and those with CIN 3.

The second criticism has been that the criteria for differentiation between low grade
squamous intraepithelial lesion (LSIL) and high grade squamous intraepithelial lesion (HSIL) are
somewhat vague. There are some authors who defend the division between CIN 2 and CIN 3 (2).
The natural history of CIN 2 is closer to that of CIN 1. A review of the literature indicates that
when left untreated, 43% of CIN 2 lesions will spontaneously regress and 35% will persist. For
comparison, 57% of untreated CIN 1 lesions and 32% of untreated CIN 3 lesions spontaneously
regress, and 32% and 56% of untreated CIN 1 and CIN 3 lesions persist, respectively (3). Another
argument for moving the dividing line is that in some European countries, CIN 1 and CIN 2 are
grouped together for treatment purposes (1). Nasiell et al. followed 894 women with cytologically
diagnosed moderate cervical dysplasia without major treatment. The results were: regression in
54% (follow-up 78 months), progression in 30%, and persistence in 16%. They found only three
invasive carcinomas: one woman did not have any follow-up and was diagnosed with a stage Ila
carcinoma after 75 months; one who did not have follow-up during the last three years developed
stage la carcinoma after 46 months; one who had annual follow-up developed stage IA

carcinoma after 39 months (4).
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The third criticism has been that since Pap smear has an inherent false-negative rate, a
given cytological diagnosis should be considered as simply indicative of the possibility that a
specific grade of histological lesion is present on the cervix. Approximately 15-18% of women
with LSIL on Pap smear will be found to have a CIN 2 or CIN3 of the cervix when colposcopy
and cervical biopsy are performed and up to 20% of women diagnosed as HSIL on Pap smear
actually have a histologically confirmed CIN 1 of the cervix (5).

Because most cases of CIN-1 spontaneously regress without therapy, experts have
advocated follow up without treatment if the colposcopy is satisfactory by using repeated Pap
smear (6, 7, 8). In fact, there are no data to suggest that follow-up of patients with persistent
CIN-1 for more than 24 months is unsafe in compliant populations (7). Then, the present study
aimed to verify if cytological and colposcopical follow-up is an effective clinical practice for
biopsy-proven CIN 2, as an option for immediate treatment. To evaluate the performance of
colposcopy in the identification of the most severe cervical lesion, women with biopsy-proven

CIN 2 were randomized to complete excision of the lesion or expectant follow up.

Material and methods
Study design, sampling and clinical data

The present cohort study was carried out with women admitted to Leonor Mendes de
Barros Maternity-Hospital, Heath State Secretariat, Sdo Paulo, Brazil, between 2002 and 2005.
The Institutional Review Board approved the research plan, and written Informed Consent
Statement was obtained from all patients.

The women were selected from those having an abnormal Pap smear who was submitted

to colposcopy. The women included had a CIN 2 diagnosis in cervical biopsy; the cervical

Publicagdo 25



lesions should be completely visible in the colposcopy and, with at least one follow-up
consultation. Moreover, the women should be able to come for follow-up, and they could not be
planning to become pregnant in the following two years. The women showing any cytological or
colposcopical evidence of invasive cervical carcinoma were not included.

In order to evaluate the performance of colposcopy to identify the more severe cervical
lesion, the included women were randomized to large loop excision of transformation zone
(LLETZ) or to follow-up without treatment. Of 70 patients, 40 were allocated in the follow-up
arm and 30 in the LLETZ arm. In the follow-up arm, the women were scheduled for consultation
every 3 months, and the follow-up was in 3, 6, 9 e 12 months. Two women abandoned the study.

The Pap smear and colposcopy were performed every follow-up consultation. Cervical
biopsies were taken during follow-up when the lesion features became more severe or when Pap
smear showed CIN 3 or a more severe diagnosis. The colposcopic criteria were extent of lesion,
degree of white coloration in the epithelium, the surface contour, the margin definition and the
presence of coarse and rising terminal vasculature. The diagnosis was established according to
Nomenclature Committee of the International Federation for Cervical Pathology and Colposcopy (9).

The total regression was defined as the absence of cytological and colposcopical
abnormalities. Partial regression was defined as cytological diagnosis of ASCUS or LSIL, or
biopsy of CIN 1. Persistence was defined as the presence of CIN 2 and progression to CIN 3 or

carcinoma, both based on histological diagnosis.
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Histology

Colposcopic guided biopsies or operative specimens from all women were available for
the study. The samples were fixed in formalin, embedded in paraffin, and processed for 4-pm-
thick HE-stained sections according to the routine procedures. The histological diagnosis of CIN
2 was confirmed in all cases.

Statistical analysis

In all analyses, the SAS software (SAS Institute, Cary NC, USA) release 8.2 was used.
Cross tabulation and the usual summary measures (means, SD and proportions) were used as

descriptive. Kaplan-Meier curves were assessed to show regression and no regression CIN 2 status.

Results

The mean age of the 70 patients was 32.5 years (SD 10.2 yrs), ranging from 18 to 67 yrs.
Ethnical characteristics were the following: 55.7% white, 38.6 mixed and 5.7% black. Thirty
three percent of the women were smoker, and 26% were current hormonal contraception users.
The mean age of the first sexual intercourse was 17 years, ranging from 12 to 47 yrs.

Most of the patients with partial regression (34%) of CIN 2 observed at the 6 months
follow-up consultations. Total regression (45%) was observed in every follow-up consultation,
ranged from 22% (at 3 months-follow-up) to 66% (at 12 months-follow-up). The percentage of
women who skipped a follow-up consultation ranged from 25% (9/36) to 29% (7/24). The
follow-up mean intervals were 8.4, 5, 5.1 and 6.7 months for, respectively, progression,
persistence, partial regression and total regression outcome (Table 1). Five cases (13%) showed
progression to CIN 3 between 6 and 12 months of follow-up, detected by the specific

colposcopical feature and, in one case, also by cervical smear (Table 2). Three cases (8%)
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showed persistence. The Kaplan-Meier curve showed that at 12 months-follow up 21 women had
disease, progression or persistence. The greatest regression rate was observed at 6 months
follow-up (Figure 1).

The difference between the age distributions of the women randomized for follow-up and
for LLETZ was not statistically significant. The women showing persistence or progression of
CIN 2 were older than those showing partial or total regression, and this age difference was
statistically significant. Only 25% of the women with persistence or progression of the CIN 2
were 30 years old or younger, meanwhile 50% of the women with regression were 29 years old
or younger (Table 3).

Among the 30 women who undergone LLETZ, 11 (37%), 9 (30%), and 3 (10%) showed,
respectively CIN 3, CIN2, and CIN 1. Other 7 women (23%) revealed no neoplasia at

histological examination.

Discussion
This study showed that most of biopsy-confirmed CIN 2 lesions regress without
treatment in a short period after the diagnosis. The progression was less frequent event, and can
be easily detected by colposcopy. Based on different follow-up lengths up to one year, we
observed that 45% of the CIN 2 cases regressed without treatment and other 34% partially
regressed. The Kaplan-Meier curve showed 21 patients with disease at 12 months-follow-up.
Accordingly a meta-analysis from 3529 women as result from several cohort studies, the
regression of CIN 2 was 43%, persistence 35%, progression to CIN 3 22% and progression to
invasion 5% (3). In a series of 894 Stockholm women CIN 2 cytologic were followed without

treatment. The results showed spontaneous regression in 54%, (ranging 12 from 78 months)
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progression in 30% and persistence in 16% (4). Several other studies confirmed the regression of
CIN 2, with rates ranging from 35% (10), 38% (11), 8% (12), 44% (13), 32% (14), 65% (15), 10%
(16), 39% (17), 26% (18) and 43% (19).

Similar results were obtained from a study including 480 of HPV-infection cases from
Kuépio followed for 10 years. From 67 cases of CIN 2, 53.7%, 23.9%, 19.4% and 3% presented
regression, persistence, progression and recurrence, respectively (20). Data from different cohort
studies with up to 18 years of follow up, have showed spontaneous regression rates of 56.7%,
50.4% and 12.2% from HPV-CIN 1, 2 and 3, respectively. The progression to carcinoma in situ
was 14.2%, 22.4% and 64% for HPV-CIN 1, 2 and 3, respectively.

Most of these studies are derived from the fact that for a long time many experts have
followed-up patients with cytological moderate dysplasia without colposcopy or biopsy to confirm the
diagnosis using periodic Pap smear. Only the patients showing cytological progression have
undergone biopsy, and no major problems were related by these experts. Nevertheless, the Pap
smear is a tool to screen cervical lesion, and only colposcopical evaluation and biopsy are able to
establish the actual diagnosis. So the histological diagnosis is safer and more accurate than the
cytological diagnosis.

Making an analogy, the American College of Obstericians and Gynecologists, and the
American Society of Colposcopy and Cervical Pathology consider clinically different women
with cytological LSIL or histological CIN 1. These Societies recommended that every woman
with LSIL in Pap smear should undergo a colposcopy because a more severe lesion can be
detected. For women with CIN 1 confirmed by the biopsy, they recommend follow-up during
one year using Pap smear every 6 months or HPV test at one year (7, 21). These societies do not

consider LSIL cytological diagnosis a safe parameter to recommended follow-up without

Publicagdo 29



treatment, but the corresponding histological diagnosis is safe enough to adopt the conservative
approach. Then, in our study included only women with biopsy-proven CIN 2 and these women
could be considered clinically different from those with cytological CIN 2.

The natural evolution data clearly suggest that the clinical behavior of CIN 2 is closer to
that of CIN 1 than CIN 3, so justifying the classification of CIN 2 as LSIL (22). Nevertheless, a
reproducibility analysis was presented from the ALTS trial that assessed the agreement of
diagnoses between a masked comparison of cytological diagnoses established by cytopathologists at
the clinical sites and a panel of "expert" cytopathologists. This analysis demonstrated that the
cytopathologists could distinguish between CIN 1 and CIN 2 with a fair to good degree of
reproducibility, but that the distinction between CIN 2 and CIN 3 was unreliable with a Kappa
value of only 0.28. This favors the two-tiered LSIL / HSIL terminology with the dividing line
between CIN 1 (mild dysplasia) and CIN 2 (moderate dysplasia). Thus, the flaw inherent in the
Pap smear diagnosis was decisive in setting the dividing line between CIN 1 and CIN 2 (1).

Our results showed that 11 from 30 cases had CIN 3 in the LLETZ specimens performed
up until 12 weeks after colposcopic guided biopsy. Other three cases showed CIN 1 and seven
showed no neoplasia in the LLETZ specimens. Two factors could explain these findings: first,
the existing evidences have shown that CIN 2 can progress or regress (3); second, the biopsy
specimen did not represent the more severe lesion present in the cervix, representing an
underdiagnosis in cases of CIN 2 by cervical biopsy. The second factor could be considered a
limitation of guided biopsy, and it is colposcopist dependent.

In our study, some cases of CIN 3 detected in the follow-up of the 38 women who did not
undergo to treatment, were interpreted as progression, however these cases could represent

underdiagnosis in initial colposcopic biopsy. Nevertheless, whether this represents progression
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or underdiagnosis, some CIN 3 was diagnosed in the follow-up of these patients. Importantly,
most of CIN 3 progression was detected by abnormal Pap smear for CIN 1 or 2, colposcopy,
biopsy-guided and histological examination for CIN 3. Only one case was early detected by the
abnormal Pap smear. of CIN 3.

Based on our data and many other studies, we believe that follow-up, without any
treatment for women with biopsy-proven CIN 2 is feasible and safe, as long as some guidelines
are respected. First of all, the woman must be compliant to the follow-up schedule. Any doubt
about this rule makes the approach unfeasible. The conservative approach for the treatment of
CIN 2 should be considered for younger women who plan to become pregnant. These HPV-
related lesions are common in younger women and, invasive cervical cancer is rare before the
age of 30 years (23).

During the “2001 Consensus Guideline for Management of Women with Cervical
Intraepithelial Neoplasia”, some experts expressed the opinion that only observation is appropriate
for properly counseled adolescents with biopsy-proven CIN 2 considered reliable for follow-up.
Accordingly, our study showed that women with CIN 2 regression were younger than those
with persistence and progression, and this fact suggests that the follow-up without any
treatment can be safer for younger women.

In summary, ablative or excision procedures for treating CIN 2 represent an over
treatment for most of the cases. Then the recommendation to ever treat the CIN 2 may cause
more morbidity than follow-up. Individualizing the cases can offer a better outcome for the

women, mainly for younger ones.
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Table 1. Outcome of CIN 2 evolution according to the last consultation

Follow-up consultation

Evolution 3 months 6 months 9 months 12 months Total inﬁi?r:ls
n % n % n % n % n % Months

Progression - - 2 7 2 12 1 5 5 13 8.4
Persistence 4 14 4 15 1 6 1 5 3 8 5
Partial regression 18 64 15 56 9 53 5 24 13 34 5.1
Total regression 6 22 6 22 5 29 14 66 17 45 6.7
Women presented 28 27 17 21 38
for follow-up
‘Women who lost 10 26 9 25 7 29 - - -
the follow-up
Total of schedule 38 36 24 21 38 38 9.4

women
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Table 2. Cytological and colposcopical diagnoses in each follow-up
consultation for the cases with progressionconfirmed by the biopsy

Months

12

Pap
Smear

Colposcopy Biopsy Siig)ar Colposcopy Biopsy Sfrig)ar Colposcopy Biopsy sﬂ?far Colposcopy Biopsy

Case 1 Negative Unaltered

feature
Case 2 - -
Case3 CIN2 Unaltered

feature
Case 4 - -
Case 5

CIN2 Worse CIN3
feature
CIN1 Unaltered - CIN 2
feature
- - - CIN2
CIN3 Worse CIN3 -
feature

Worse
feature

Worse
feature

CIN3 - - -

CIN3 - - -

CIN 1 Worse
feature

CIN3
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Table 3. Characteristics of the age for total women, according
to the randomization arm, and according to the CIN 2 evolution

n Mean SD Minimum 25% Median 75% Maximum P!

Follow-up arm 40 31,.8 10.3 18 25 30 38.5 61.0 NS
LLETZ cases arm 30 334 10.2 18 28 30 41.0 67.0
Progression/Persistence 8 38.1 9.2 29 30 37.5 43.0 55.0 0.03
Total/partial regression 30 30.6 10.3 18 24 29 36.0 61.0

Total 70 325 10.2 18 25 30 39 67.0

" p-value for Wilcoxon Two-Samples Test. SD: standard deviation. NS: Not significant. LLETZ: Large loop
excision of transformation zone
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Figure 1. Kaplan-Meier curve of regression, persistence and progression of CIN 2.
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4. Conclusoes

e A porcentagem de regressao espontanea total da NIC 2 foi de 45%, a de

regressao parcial foi de 34% e a de persisténcia foi de 8%.

e A porcentagem de progressao para NIC 3 foi 13%, com tempo médio de 8,4

meses, sendo que nao houve um Unico caso de evolucao para carcinoma.

e Houve associacdo da idade da mulher com a evolucdo da NIC 2. A idade
média daquelas com regressao foi aproximadamente 8 anos abaixo daquelas

em que a doenca persistiu ou progrediu.

e A taxa de subdiagnéstico de NIC 3 pela colposcopia foi de 37%.

O tratamento da NIC 2 pode ser seguramente expectante, principalmente em
mulheres jovens com desejo de engravidar, desde que acompanhadas a cada 3
meses com citologia e colposcopia para guiar a bidpsia - quando necesséria - a

fim de que se detecte precocemente a progressao, caso esta ocorra.
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7.1.

7. Anexos

Anexo 1 - Ficha Clinica

SECAO I — DIAGNOSTICO INICIAL

1.

Identificacdo

INOINIC. ettt e ettt e e e e ettt eeeeeee e e e e st aaeeeee e e s et b e eeeeeeeaata i aeeeaeerrrra—aaaaaes
N° |_|__|__| SEGUIR A TABELA DE NUMEROS RANDOMICOS

Prontudrio | | | | | | |

Raca |_1_|branca | _2_| parda |_3_| negra |_4_| outras

Idade |__|__|anos

Diagnéstico:

Citolégico (__/ )
NIC 2 /7 )

Antecedentes

Fumo |_1_]| sim |_a_| até 1 mago/dia |_b_| 1 a2 mg¢/dia |_c_| >2 m¢/dia
|_2_| ndo

Inicio atividade SEXUAL........ccceeeevneneeeaas

Consulta inicial

Data da primeira consulta |__|__| | | més/ano

Exame ginecoldgico

Leucorréia |_1_| sim QUAL? .ttt
|_2_| ndo

TTATAMENTO: L.ovviiiiiiiiiciicicc e e

Tratamento da NIC 2

|_1_| Expectante
Data do inicio (randomizaggo) |__|_|_|__| més/ano

|_2_| Cirurgia de alta freqiiéncia da lesdo (CAF)
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Colposcopia inicial - MARCAR TODAS AS ALTERNATIVAS
|_a_| epitélio branco | _b_| mosaico |_c_| pontilhado

|_d_| leucoplasia

|_e_| vasos atipicos |_f | outros. QUal?........ccciririiuiiririeiciieecree e

Datada CAF |__|__| | | més/ano
Resultado AP:

|_1_| sem lesdo

|_2_| HPV/NIC1

|3_| NIC 2

|_3_|NIC3

|_4_| carcinoma invasivo

LabOTatOrio. ....coooiiiiiiiiiiiiieeee e

SECAO II - 3° MES DE SEGUIMENTO
Datadaconsulta |__| || | més/ano

Leucorréia |_1_| sim QUALY e
|_2_| ndo

Colposcopia — ZTA

|_1_| sim QUAL? ..ttt ettt ettt ettt et ettt ettt et ete et e et et et e s et eatete et ete s eteanas

|_2_| ndo

Bidpsia |_1_]| sim |_2_| ndo

Resultado AP:

|_1_| sem lesdo

|_2_| HPV/NIC1

|3_| NIC 2

|_3_|NIC3

|_4_| carcinoma invasivo

LabOTAtOTION oo
(@06) 41T (o X G0 ZNNTuE RO O TP P PR PPPPOPRPRPRPRPPIN

TEMPO DE REGRESSAO  |__|_ | meses

SECAO III - 6° MES DE SEGUIMENTO
Data da consulta |__|__| | | més/ano

Leucorréia |_1_]| sim QUALY ..ottt ettt
|_2_| ndo

Colposcopia — ZTA

|_1_| sim QUAL? .ot

|_2_| ndo

Bidpsia |_1_| sim |_2_| ndo

Resultado AP:

|_1_| sem lesé@o

|_2_| HPV/NIC1

|_3_| NIC 2

| 3_| NIC 3

|_4_| carcinoma invasivo

LabOratorio......ccoooiiiiiiiiiiie e
(00013 Te Lo X G0 RO PRPRRRRRRRRRRNE

TEMPO DE REGRESSAO  |__|__| meses
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SECAO IV-9° MES DE SEGUIMENTO

Data da consulta |__|__| | | més/ano

Leucorréia |_1_| sim QUAL? .ttt

|_2_| ndo

Colposcopia — ZTA

|_1_|sim QUALT ottt

|_2_| ndo

Bidpsia|_1_| sim |_2_| ndo
Resultado AP:

|_1_| sem lesdo

|_2_| HPV/NIC1

|3_| NIC 2

| 3_| NIC 3

|_4_| carcinoma invasivo

LabOratorio......ccoooiiiiiiiiiiiee

COoLhIdO CO ... e e s

TEMPO DE REGRESSAO  |__|__| meses

SECAO V - 12° MES DE SEGUIMENTO

Data da consulta |__|__| | | més/ano

Leucorréia |_1_| sim QUALY ot

|_2_| ndo

Colposcopia — ZTA

|_1_| sim QUAL? .o

|_2_| ndo
Bidpsia|_1_| sim |_2_| ndo

Resultado AP:

|_1_| sem lesdo

| 2_| HPV/NIC1

| 3_| NIC 2

|_3_|NIC3

|_4_| carcinoma invasivo

LabOTAtOTION ..o oo

(@06) | 41T (o X G0 ZNNTTT PP PO PP PRPPPPRPRPPPRPRPPIN

TEMPO DE REGRESSAO  |__|_ | meses
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7.2. Anexo 2 — Termo de Consentimento Livre e Esclarecido

TRATAMENTO EXPECTANTE VERSUS CIRURGIA DE
ALTA FREQUENCIA PARA MULHERES COM NIC 2

Eu, , abaixo

assinada, concordo em participar voluntariamente do estudo sobre o tratamento da
neoplasia intra-epitelial grau 2 do colo do utero. Sei que tenho uma lesdo, provavelmente
causada por um virus, que pode desaparecer sem tratamento. Estou ciente que, por
sorteio, poderei receber tratamento imediato para esta lesdo ou entdo ser apenas

acompanhada com exames a cada trés meses

Fui informada de que se durante o tratamento expectante houver agravamento da leséo, ou
se apds um ano de acompanhamento ndo houver a sua regressao total, serei tratada
com a retirada da lesdo ou cirurgia maior se for necessario. Na segunda opgao de
tratamento sera feita uma retirada da leséao através de um aparelho e havera a necessidade
de anestesia local. Este é o tratamento habitualmente realizado, que também nao garante

que a lesdo nunca mais volte.

Meus dados pessoais permanecerdo em sigilo pelo pesquisador e caso eu nao queira
participar, ndo haverd nenhum prejuizo do meu tratamento médico. Para qualquer
esclarecimento, procurar a Dra. Ana Claudia Guedes no ambulatério de Patologia Cervical,
sala 110, 62 feira as 7:00 horas, no Hospital Maternidade Leonor Mendes de Barros.

Sao Paulo, de de

Assinatura da mulher:

Assinatura e carimbo do médico:

Anexos 48



7.3. Anexo 3 — Banco de Dados

) : INICIO | ANTICON- |  TABA- CIGAR-
NUMERO | PRONTUARIO | NOME LAB AP IDADE RACA SEXUAL | CEPCAO | GISMO | ROS/DIA | SON-DUTA | AP CAF
1 23470 RFO Oncoc 0377 29 1 18 1 2 1
2 10713 LNSP Oncoc 0376 36 2 16 4 2 1
3 55402 MLS Oncoc 027214 38 1 17 2 2 2 3
4 50453 EDB Adolfo 02 59421 32 2 13 6 1 1 1
5 6226 MS Adolfo 03 103962 40 2 15 1 2 1
6 60804 CGS AFIP 035412 28 1 15 2 1 1 1
7 36208 AME Cardoso 0317674 36 1 23 1 2 2
8 61851 JBL Oncoc 035014 30 2 18 2 1 1 2
9 59701 EGS Cardoso 03 14954 55 2 18 6 2 1
10 64297 DMLS AFIP 03 13260 30 2 15 2 1 1 1
11 59884 ROS AFIP 0210120 21 2 16 6 2 1
13 58114 LCVP Cardoso 03 22465 41 2 15 5 1 1 2
14 53927 MGFS | Cardoso 03 24387 30 2 18 5 1 1 2
15 64253 GRSS | Cardoso 03 22640 20 1 15 1 2 2
16 65723 KPS Cardoso 03 24391 25 2 17 6 1 1 1
17 66324 LVF AFIP 0321519 25 1 14 6 1 2 1
18 Abandono KCNB 23 1 15 1 2 1
19 61026 SNB Cardoso 03 20030 18 1 15 6 2 2 3
20 62312 MRBS | Cardoso 0323917 37 1 15 1 2 2 4
21 57731 SRS Cardoso 03 27244 30 2 22 2 1 1 2 2
22 29843 MCBS Adolfo 02 101957 30 1 20 1 2 2 3
23 67488 CLR AFIP 04 1549 29 1 16 2 2 1
24 67816 VAM Cardoso 0327942 18 1 15 2 1 1 1
25 64167 CMS Cardoso 03 27937 29 2 15 2 1 2 2 3
26 64894 BRC Cardoso 03 26340 24 2 18 2 2 2 2
27 53607 RMC Cardoso 0234219 27 1 17 5 2 2 4
28 56883 MLF AFIP 02 1866 54 2 19 6 2 1
29 55848 RSF AFIP 024459 33 1 18 5 2 1
30 67893 APD Cardoso 04 1674 67 1 15 6 2 2 2
32 68489 MJSR 41 1 15 2 1 1 2 2
33 29932 Adolfo Adolfo 02 102222 45 3 15 5 2 2 4
34 37467 INS Cardoso 0331327 29 2 15 5 2 2 1
35 65913 ENRC AFIP 03 8828 18 1 13 1 2 1
36 68606 TFS AFIP 03 19419 43 1 16 6 2 1
37 27011 MMS Adolfo 04 106100 43 2 12 2 2 2 4
38 58293 RAOCS | Cardoso 04 3934 31 3 20 2 2 1
39 59950 MCCN AFIP 0220910 42 2 17 2 2 1
40 69065 ACS Cardoso 04 6021 30 2 17 2 1 1 2 3
4 49036 DIS Cardoso 02 29302 38 2 15 2 1 1 1
42 29392 DFRG Adolfo 02 100077 18 1 15 1 2 2 4
43 46023 CCS Adolfo 03 104689 38 1 15 2 1 1 2 1
44 61316 SCS AFIP 03 4080 30 2 18 6 1 1 2 4
45 29333 KRS Adolfo 03 103963 24 1 17 2 2 2 2
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46 10055 ESM AFIP 04 14457 36 1 16 2 1 2
47 58118 LS AFIP 02 10906 39 2 15 6 2 1
48 60359 MCPS 42 3 17 1 2 1
49 32174 DMP AFIP 04 16502 28 1 16 1 2 2
50 32625 LPA AFIP 04 15012 44 1 17 5 1 2
52 66510 MCL Cardoso 04 4055 61 1 47 6 2 1
53 57405 ESN AFIP 02 6253 33 2 19 1 2 2
54 31684 ARAS Oncoc 04 5774 42 2 15 5 2 1
55 31807 EA AFIP 0413316 33 1 15 1 2 1
56 31146 MFF Cardoso 04 13559 43 1 18 6 1 2
57 65910 DHS Cardoso | 04400774 20 1 17 2 2 2
58 31144 ENM Oncoc 04 3692 29 1 18 2 2 1
59 1 CRC Cardoso 0322014 30 1 14 6 1 1
60 31963 AMOS AFIP 04 14686 31 1 14 6 1 1
61 67393 LSVA | HTatuapé | 041979 18 1 15 1 2 1
62 31697 MPA Cardoso 04 12263 30 1 26 6 2 1
63 31929 NMS H Tatuapé 041777 29 2 16 2 2 1
65 31766 ARM Cardoso 04 11983 30 1 16 6 2 1
66 55895 EL 42 2 24 5 2 2
67 32339 LFR AFIP 04 15209 29 1 21 2 2 1
68 32626 RFS H Tatuapé 04 2004 18 1 16 2 1 1
69 32194 JSS Cardoso | 04 400306 44 2 13 5 2 1
70 66339 SCBO Cardoso 04714 27 1 12 1 1 1
74 32271 DRS Oncoc 04 13265 21 1 16 1 2 1
79 47986 SMS Cardoso 03 11065 21 1 19 1 2 1
80 47466 NMSP | Cardoso 02 36654 25 2 17 5 2 1
83 57401 RMA AFIP 02 6251 24 3 15 1 2 1
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7.4. Anexo 4 — Analise Estatistica dos Resultados Parciais

Sobrevida de pacientes em relacao a Doenca X Nao Doenca (Regressao TOTAL)

método de Kaplan-Meyer - evento : doenca (RP ou PER ou PRO)

n de paciente

n acumulado Percentua

Tempo até a avaliadas em . ~ Erro  Percentual
doenca cada momento 2;?:;2:‘3: I d%i:a: padrao de Doenca
(inclusive censuras) ¢ ¢
0 38 0 100% 0%
3 meses 36 2 95% 0,04 5%
6 meses 26 12 68% 0,08 32%
9 meses 22 14 63% 0,08 37%
12 meses 14 21 42% 0,08 58%
Tempo avaliado: Tempo Total
Resultado avaliado: Resultado da ultima visita (variavel RESULTADO do banco novo)
Caracterizacao do Tempo de Permanéncia no Estudo
(Expectante) geral e segundo resultado
Tempo n média desvio mediana min max
TEMPO_PARCIAL 38 6.2 3.1 6.0 3.0 12.0
TEMPO_TOTAL 38 9.4 3.1 12.0 3.0 12.0
Resultado n média desvio mediana min max
IDADE
PERSISTENCIA 3 43 12,5 44 30 55
PROGRESSAO 5 35,2 6,4 33 29 42
REGRESSAO PARCIAL 13 29 10,3 29 18 54
REGRESSAO TOTAL 17 31,8 10,4 30 18 61
TEMPO_PARCIAL
PERSISTENCIA 3 5,0 1,7 6,0 3,0 6,0
PROGRESSAO 5 8,4 2,5 9,0 6,0 12,0
REGRESSAO PARCIAL 13 5,1 2,8 3,0 3,0 12,0
REGRESSAO TOTAL 17 6,7 3,4 6,0 3,0 12,0
TEMPO_TOTAL
PERSISTENCIA 3 7,0 4,6 6,0 3.0 12,0
PROGRESSAO 5 8,4 2,5 9,0 6.0 12,0
REGRESSAO PARCIAL 13 8,1 3,3 6,0 3.0 12,0
REGRESSAO TOTAL 17 11,1 2,1 12,0 6.0 12,0
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