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Lesdo Intraepitelial Escamosa de Alto Grau - LIEAG

A prevaléncia destes diagnosticos
citologicos no Brasil foi de 0,26%
dentre todos os exames realizados e de
9,1% considerando-se apenas oS

resultados alterados em 2013”

INCA, 2013




Colposcopia




“ Cerca de 70-75% das mulheres com
diagnostico de Leséo Intraepitelial de
Alto Grau a citologia, apresentam
confirmacdo do diagnostico a
histopatologia e 1-2% terdo um
carcinoma invasor

Dunn TS et al. J Low Genit Tract Dis 2003;7:104-6.



do Cancer
do Colo do Utero

Ministério da Saode:
Instituto Nacional de Cancer

IMUNOSSUPRIMIDA

I I I
< 20 ANOS > 20 ANOS GESTANTE

Afastar Invasao Colposicopia

Colposcopia Colposcopia M
5 M ? p‘ > Colpo + CP CP 6/6 meses
CP 3-6 meses

CP endocervical 3 meses pos-parto por 2 anos

Diretrizes Brasileiras para o Rastreamento do Cancer do Colo do Utero. Ministério da Satide,
Instituto Nacional de Céncer (INCA), Rio de Janeiro, 2011.
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Instituto Nacional de Cincer

IMUNOSSUPRIMIDA

I I I
< 25 ANOS > 25 ANOS GESTANTE

: Colposcopia Afastar Invasio Colposcopia
Colposcopia M : '}

\ 4 Ver e Tratar COIpO + CP CP 6/6 meses
CP 3-6 meses

3 meses pos-parto por 2 anos

Biopsia (invasao)

Diretrizes Brasileiras para o Rastreamento do Cancer do Colo do Utero. Ministério da Saude,
Instituto Nacional de Cancer (INCA), Rio de Janeiro, 2011/2014.




Observar

Excisio da Leso




“Em uma revisdo da literatura da
Historia Natural das NIC desde 1950
mostra que uma mulher com NIC 2
tem uma chance de 5% de progredir
para o cancer invasor de colo de Utero,
enguanto uma mulher com NIC 3
esta chance e de 12%

Ostor AG. Natural History of Cervical Intraepithelial Neoplasia: A critical review. Int J Gynecol Pathol 1993;12:186-92.



“62% das NIC 2 em mulheres
com < 25 anos regridem
em um periodo mediano

de 8 meses

Mc Allum B et al. Is the treatment of CIN 2 always necessary in women under 25 years old? Am J Obstet Gynecol 2011;205(5):478-97.
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American Cancer Society, American Society for
Colposcopy and Cervical Pathology, and American Society
for Clinical Pathology Screening Guidelines for the
Prevention and Early Detection of Cervical Cancer

Debbie Saslow, PhD'; Diane Solomon, MD% Herschel W. Lawson, MD® Maureen Killackey, MD® Shalini L. Kulasingam, PhD®,
Joanna Cain, MD®% Francisco A. R. Garcia, MD, MPH™; Ann T. Moriaty, MD®; Alan G. Waxman, MD, MPH"; David C. Wilbur, MD';
Nicolas Wentzensen, MD, PhD, M5'"; Levi 5. Downs, Jr, MD'™; Mark Spitzer, MD'?; Anna-Barbara Moscicki, MD™;
Eduardo L. Franco, DrFH'; Mark H. Stoler, MD"%; Mark Schitfman, MD'; Philip E. Castle, PhD, MPH'®*; Evan R. Myers, MD, MPH'™*;
the ACS-ASCCP-ASCP Cervical Cancer Guideling Committee”®

An update to the American Cancer Society (ACS) guideline regarding screening for the eary detection of cervical precancerous
lesions and cancer is presented. The guidelines are based on a systematic evidence review, contributions from & working groups, and
a recent symposium cosponsored by the ACS, the American Society for Colpascopy and Cendcal Pathology, and the American
Society for Clinical Pathology, which was attended by 25 organizations. The new screening recommendations address
age-appropriate screening strategies, including the use of cytology and high-risk human papillomavirus (HPY) testing, follow-up (eg,
the management of screen positives and screening intervals for screen negatives) of women after screening, the age at which to
exit sereening, future considerations regarding HPV testing alone as a primary screening approach, and screening strategies for
women vaccinated against HPV 16 and HPV 18 infections. CA Cancer | Glin 2012;62:147-172. ©2012 American Cancer Society.

Introduction

Cervical cancer sacening has successfully deareased cervical cancer incidence and mormality. The American Cancer Sodety
{ACS) guideline for the early detection of cervical cancer was last reviewed and updared in 2002; for the first time, those
recommendations incorporated human papillomavirus (HPV) DNA testing.! Since that time, numerous studies have been
published that suppart changes to recommended age-appropriate screening as well as the management of abnormal screen-
ing results, as summarized in Table 1.7

Background

High-quality screening with cytology (Papanicolaou [l-‘ap] testing) has markedly reduced mortlity from squamous cell
cervical cancer, which comprises 80% o 90% of cervical cancers.” ** Since the inroduction of cervical cywlogy in the United
States in the middle of the 20th century, cervical cancer, once the most frequent cause of cancer death in women, now ranks

" Dire ctaw, Breast and Gynec kg Cance s, Cancer Cantral Seience Department, Amenican Cancer Society, ABanta, GA, on behall of the S ieering Committse, Data
Groug, ma\\.\ﬂl‘-‘gcmﬁn.ee:‘smiu Inwe sligator, Division of Cancér Prevention, Nalional Cancer Institute, National Institites of Health, Rockiville, MD;, on
behall of the Steeding Commities Adjunct Associate Prolessor, Degantment of Gynecology and Otistetniss, Emary University School of Medicine, Alanta,
GA, on behsll of the Dats Group; *Depuly Physician in Chiel, Medical Directos, Memorial Sloandetering Cancer Center Regionsl Melwark, Depsriment
of Surgery, Gynecology Senvice, Memarial Sloan-Kettering Cancer Center, New York, NY, on behalfl of Working Group 1; *Assistant Professor, Division of
Epidemiclogy and Community Hesith, University of Minnesots, Minnespofiz, MN, on behall of Working Group 1; *Professor and Vice Chair, Department of
Obastetrics and Gynecdlogy, Univessity of Schaal of ine, Wareester, MA, on behall of Working Group 2; " Professor and Direcior, Canter
of Excellence in Women's Health, Mal and Enid Zuckenman Collage of Public Health, University of Arizona &t Tusson, Tusson, AZ on behall of Working Gaup 6;
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Massachusetts General Hospital, Harvard Medical School, Boston, MA, on behall of Working Group 3ty ' Yimvestigator, Division of Cancer Epidemiology and
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Vipsateseor of Chinical Dbetetrics snd Gynecolopy, Waeill Madical College of Comell Urniversily, New Yodk, NY, on behall of Woding Group 4; " Professn,
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Cylopathalgy, Surgical Pathalogy, Department of Palaiogy, Uniersily of Virginia Hesith Syetem, Charbfesyille, VA “"Samar Investigater, Chical Genelics
Branch, Division of Cancer Epdemiology and Genslics, National Cancer Inslitute, National Institutes of Health, Bethesda, MD; " Euecutive Directar,
American Society for Clinical Pathalogy Insttute, Washingion, DC, on behall of the Witing Commitiee; ™ Professor, Depantment of Obsteliss and Gynes dlogy,
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J Obstet Gynaecol Can 2012;34(12):1188-1202.

Colposcopic Management of Abnormal
Cervical Cytology and Histology

Abstract

This clinical practice guideline has been preparad

by the Executive Council of the Society of Canadian
Colposcopists and approved by the Society of Obstetricians
and Gynaecologists of CanadalSociety of Gynecologic algorithms for follow-up after treatment, and to promote the best
Oncology of CanadalSociety of Canadian Colposcopists possible care for women whie ensuring efficient use of available
Policy and Practice Guidelines Committee, the Executive resources

and Council of the Society of Gynecologic Oncology of
Canada and the Executive and Council of the Society of
Obstetricians and Gynaecologists of Canada.

Objective: To provide a guideline for managing abnormal cytology
results after screening for cervical cancer, to clarify the appropriate

Outcomes: Women with abnormal eytology are at risk of developing
cervical cancer; appropriate triage and treatment will reduee

Recommendations > 25 years old
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this risk. This guideline will facilitate implementation of common
standards across Canada, moving away from the current trend of
ndividual guidelines in each province and territory.

Evidence: Published literature was retrieved through searches of
PubMed or Medline, CINAHL, and The Cochrane Library in October
2008 using appropriate controlled wocabulary (e-g., colposcopy,
cenical dysplasia) and key words (e.g., colposcopy management,
CIN, AGC, cervical dysplasia, LEEP, LLETZ, HPV testing, cervical
dysplasia tfage). Results were restricted to systematic reviews,
randomized control trials/controlled ciinical trials, and observational
studies. There were no date or language restrictions. Searches wene
updated on a regular basis and incorporated in the guideline to July
2012 Grey (unpublished) literature was identified through searching
the websites of health technology assessment and health technology
assessment-related agencies, dinical practice guideline collections,
and national and intemnational medical specialty societies.

Expert opinion frem published peer-reviewed literature and
evidence from clinical trials is summarized. Consensus opinion is
outlined when evidence is insufficient.

Values: The quality of the evidence is rated using the criteria described
by the Canadian Task Force on Preventive Health
Care [Table 1).

Validation: This guideline has been reviewed for accuracy from content
experts in cytology, pathology, and cenvical screening programs.
Guideline content was also compared with similar documents from
other organizations including the American Society for Colposcopy and
Cemvical Pathology. the British Society for Colposcopy and Cervical
Pathalogy. and the European Cancer Network

J Obstet Gynaecol Can 2012;34{12):11B8-1202

This document reflects emerging clinical and scientific advances on the date issued and is subject to change. The information
should not be construed as dictating an exclusive course of treatment or procedure to be followed. Local institutions can dictate
amendments to these opinions. They should be well documented if modified at the local level. None of these contents may be
reproduced in any form without prior written permission of the S0GC.

29. CIN 2 or 3 should be treated. Excisional
procedures are preferred for CIN 3. (II-1A)

30. Women who have positive margins should have
tollow-up with colposcopy and directed biopsies
and/or endocervical curettage. Treatment for

recurrent or persistent CIN 2 or 3 should be by
excision. (II-1B)

Recommendations < 25 years old

31. The pathologist should be asked to clarify whether

the lesion is CIN 2 or CIN 3. (ITI-B)

32. CIN 2 in women less than 25 years old should be
observed with colposcopy at 6-month intervals
tor up to 24 months before treatment 1s
considered. (I1-2B)

3. CIN 3 in women less than 25 years old should be
treated. (I1I-B)

(O3]
]




J Lower Gen Tract Dis 2013;17(1):S1-S27.

2012 Updated Consensus
Guidelines for the Management of
Abnormal Cervical Cancer
Screening Tests and Cancer
Precursors

L. Stewart Massad, MD, Mark H. Einstein, MD, Warner K. Huh, MD,
Hormuzd A. Katki, PhD, Walter K. Kinney, MD, Mark Schiffman, MD,
Diane Solomon, MD, Nicolas Wentzensen, MD, and Herschel W. Lawson, MD,
for the 2012 ASCCP Consensus Guidelines Conference
From Washmgton University School of Medicine, St. Louis, Missouri; Albert Einstein College of
Medicine, New York, New York; University of Alabama School of Medicine, Birmingham,
AMabama; Division of Cancer Epidemiology and Genetics and Division of Cancer Prevention,

National Cancer Institute, Bethesda, Maryland; The Permanente Medical Group, Sacramento,
California; and Emory University School of Medicine, Atlania, Georgia

W ABSTRACT: A group of 47 expers representing 23
professional societies, national and international health
organizations, and federal agencies met in Bethesda, MD,
September 14-15, 2012, to revise the 2006 American Sodety
for Colpescopy and Cenvical Pathology Corsensus Guidelines,
The group's goal was to provide revised evidence-based
comsersls guidelines for managing women with abnormal
cervical cancer <reening tests, cervical intraepithelial neo-
plada (CIN) and adenoccarcinoma in situ (AS) following
adoption of cervical cancer screening guidelines incorporat-
ing longer screening intervak and co-testing. In addition to
literature review, data from almost 1.4 millionwomen inthe

These guidelines are being published simultanecuwsly in Obstefric &
Gynemiogy and the Jounal of Lower Genital Tract Diseace. The complete
algorithme are published in the Jowrnal of Lower Genital Tract Disease and
are also available on the web site of the American Sodety for Colposcopy
and Cerviaal Pathology (httpfaswawasoep ongl).

The wntents of this article are solely the respornsiibility of the authors
and do not nedessarily represent the official views of the National Institutes
of Health or US. federal government Comesponding author: L Stewart
Masad, MD Division of Gynecologic Oncology, Washington University
School of Medicine, 4911 Bames-Jewish Hospital Plaza, 5t. Louis, MO 63110;
e-miail: massadi@wasdosic wrstledu.

Finandal Disd oswre

Dv. Massad has served a5 an expert witness. Dr. Huh has served a5 2
nsultant to Rodhe. Dr. Schiffman has researched reagents for Qiagen and
Roche. The other authors did not report any potential onflicts of inferest.

2013, American Saciery for Cal poscopy and Cervical Pathology
Jowrnal of Lesoer Genigel Tracr Desaese, Voluwse 17, Nusber 5, 2013, 51-827

Kaker Permanente Northern Calfornia Medical Care Plan
provided evidence on risk after abnormal tests. Where data
were available, guidelines prescribed similar management
for women with smilar risks for CIN 3, AlS, and cancer. Most
prior guidelines were reaffirmed. Examples of updates in-
dude: Human papillomavirus—negative atypical sguamols
cells of undetermined significance results are followed with
co-testing at 3 years before return to routine screening and
are not suffident for exiting women from screening at age
65 years; women aged 21-24 years need les invasive man-
agement, espedally for minor abnormalities; posteolposopy
management strategles incorporate cotesting: endocervical
sampling reported as CIN 1 should be managed as CIN 1;
unsatiefactory oytolegy should be repeated in most dreum-
gances, even when HPY results from co-testing are known,
while most cases of negative cytology with absent or insuf-
ficient endocervical cells or transformation zone component
can be managed without intersive follow-up. B

By 2001, revised Bethesda system terminology for
reporting cervical cytology results and the availabil-
ity of findings from a recent randomized trial of strategies
for managing minor cervical cytologic abnormalities had
created the need for a smndard approach to managing
women with abnormal cervical cytology and cervical

cancer precursors (1-3). In response, the American Society
for Colposcopy and Cervical Pathology (ASCCP) initiated

Management of Young Women with Biopsy-confirmed Cervical Intraepithelial Neoplasia
Grade 23 (CIN2,3) in Special Circumstances

Either reatment or observation (s accaptable, provided colpascapy is acequate. When CINZ is specied,
observation is prefamec! When CIN Is specified, or colposcopy is nadaguale, raatmentis preferred

Observation - Colposcapy & Cytology Treatment using Excision

o Ablation of T-zone

@ & month intarvals for 12 manths

< ™~
2x Cytology Negafve

and Normal Colposcapy Colposcopy worsens or

Highrade Cytlogy or Coposcopy

persists for 1 year
Colet i 1 year —» Elher e I
abnomal
' N e g
e r“"""‘q copyBlopsy | — CIN23 prsists for 4 monihs
|
Colestin 3 years

B Coppigt, 2019 Amarcan oy e Coposapy and Canve Pl Aﬂngmmmsd.m




Guidelines Development
Process Assumptions 2012

Benefits of screening
Cancer is the ideal endpoint but unrealistic
CIN3 is a reliable surrogate marker for
sensitivity
CIN2 is equivocal (a combination of CIN1
and CIN3)

hard to diagnose—poor inter-rater reliability

often regresses
a threshold for treatment
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Int J Gynecol Pathol 2013;32(1):76-115.

fn eemartional Jourmal of Gynemlo gical Pathols
276115, mem%ﬁ'ﬁ:m.&’mnﬁga fmare
i 2012 International Sodety of Gynecolagical Pathalogists

Original Article

The Lower Anogenital Squamous Terminology
Standardization Project for HPV-associated Lesions:
Background and Consensus Recommendations From

the College of American Pathologists and the American

Society for Colposcopy and Cervical Pathology

Teresa M. Darragh, mn., Terence J. Colgan, mp.,, J. Thomas Cox, m.n, Debra S. Heller, Mb.,
Michael R. Henry, Mo, Ronald D. Luff, m.p, Timothy McCalmont, M., Ritu Nayar, Mb.,
Joel M. Palefsky, mp., Mark H. Stoler, mp., Edward J. Wilkinson, m.p., Richard J. Zaino, MD.,
David C. Wilbur, mp, and For Members of the LAST Project Work Groups

Summary: The terminology for human papillomavirus (HPV passociated squamous
lesions of the lower anogenital tract has a long history marked by disparate diagnostic
terms derived from multiple specialties. It often does not reflect current knowledge of
HPV biology and pathogenesis. A consensus process was convened to recommend
termmnology umfied across lower anogenital sites. The goal was to create a
histopathologic nomenclature system that reflects current knowledge of HPY biology,
optimally uscs available biomarkers, and facilitates clear communication across
different medical spectaltics. The Lower Anogenital Squamous Termmology (LAST)
project was co-sponsored by the College of American Pathologists (CAP) and the
American Society for Colposcopy and Cervical Pathology (ASCCP) and included 5
working groups; three work groups performed comprehensive literature reviews
and developed draft recommendations. Another work group provided the historical
background and the fifth will continue to foster implementation of the LAST
recommendations. After an open comment period, the draft recommendations were
presented at 4 consensus conference attended by LAST work group members, advisors
and representatives from 335 stakeholder organizations including professional soceties

From the University of Califoraia (T.M. D, T M., IM.P.) — San Franciaco, San Francisoo, CA; Mount Sinai Hospital (T.1.C.), Tononto,
ON, Canada; Univesity of California (1.T.C.) — Santa Barbara Student Health Service (retired), Santa Barbara, CA; UMDMNI -Mew Jersey
Medical School (.5H.), Mewark, NI; Mayo Clinic (M.R.H.), Rochester, MM, Quest Diagnostics (R.DL), Teterbom, NI, Thomas
Jefferson University, Philadelphia, PA; Morthwestern University Feinberg School of Medicine (RN}, Chicago, TL; University of Virginia
Health System (M.H.5.), Chadotiesville, VA; University of Florida College of Medicine (EJW ), Gainesville, FL; Hershey Medical Center
(R1Z), Penn State University, Hershey, PA; and Massachwsetis Genaral Hospital {DUC. W), Harvard Medical School, Boston, MA.

This article is reprinted from the Jowmal of Lower Genital Traet Diveae, 2012, Volume 16, Number 3, pages 205242,

Discloaure: ASOCP and the CAP provided the funding for this project; no industry funds were wsed in the development of the comemus

and dations.

The authors declare no conflict of interest.

Précis: The CAP-ASOCP LAST project provides recommendations for a unified terminology for HPV-asaociated squamous intraepi thelial
lesions and superficially invasive squamouns carcinomas of the lower anogenital tract.

Address correspondence and meprint requests 1o Teresa M. Darragh, MD, UCSFMt Zion Medical Center Depis. of Pathology and
Obatetrics, Gymecology and Reproductive Science 1600 Divisadem Street, Room B618 San Francieo, CA #1135, E-mail: teresa.
darmaghiEuel edu.

Supplemental Digital Content is available for this article. Direct URL citations appear in the printed text and are provided in the HTML
and PDF versons of this article on the journal's Webaite, worw. ity npa thol ogy.com.
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Terminology

| Surface or l Cr:mowr] IS ‘ CIS
| in siew (CIS ! CIN3

:
Dysplasia |
| | -
carcinoma { evere

Procedure

FIG. 2. Changes to the terminology and number of tiers used to
describe cervical precancer over time with corresponding manage-
ment options (procedure). See text for additional details. CKC:
cold knife cone; LEEP: loop electrosurgical excision procedure;
Cryo: Cryotherapy; RX: Treatment. Modified with permission.
Courtesy of J. Thomas Cox.
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FIG. 14. A cervical biopsy with SIL showing partial maturation; some might question the lesion grade (? CIN2). Panels A & C demonstrate
H&E morphology at low and medium power with atypical parabasal like cells extending into the middle third of the epithelium (C). Panels B
& D are the corresponding p16 IHC stains with diffuse strong staining meeting the definition of p16 strong diffuse block positive described in
the text. Therefore, this case is best interpreted as HSIL.
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Prevencin Corcimome Cezomal

Diretrizes
Brasileiras
parao
Rastreamento
do Cancer

do Colo do Utero

Ministério da Sadde
Instituto Nacional de Cincer

<25 ANOS > 25 ANOS GESTANTE IMUNOSSUPRIMIDA

.~ CP + Colposcopia -
EXcCisao 3 meses EXcisao

CP 6/6 meses

(2 anos) pOs-parto

Diretrizes Brasileiras para o Rastreamento do Cancer do Colo do Utero. Ministério da Satide,
Instituto Nacional de Cancer (INCA), Rio de Janeiro, 2011/2014.




Cirurgia de Aliz FrcygaGoes

(LEEP - Loop Electrosurgical Excisional Procedure)

Exéerese Ampla da Zona de Transformacao (LLETZ - Large Loop

Excision of the Transformation Zone)

“Excisdo do revestimento epitelial ectocervical, retirando a
ultima glandula e a JEC, sem retirada do Canal

Endocervical”

- Pressupde JEC visivel

‘ Conizacao (LEC - Loop Electrosurgical Conization) ‘

“Excisdo de segmento do Canal Endocervical, de qualquer

tamanho, em uma ou mais passagem da alca”
Reunido de Consenso — I Simpdsio Regional de Genitoscopia — Brasilia / 2005
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Centro de Pesquisa Clinica

Universidade Federal de Santa Catarina » Hospital Universitario
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Cold cone biopsy:
a large area of tissue around the
cervix is excised for examination

Cervix viewed
through speculum
with patient in
lithotomy position



AL 3= CCPNIE

Indicacao da Técnica
A) Lesao Totalmente Visivel

» Cirurgia de Alta Frequéncia

« Exérese Ampla da Zona de Transformacao
« Conizacao

» Alca de Fischer
e Laser
e Bisturi Frio

Reunido de Consenso — I Simpdsio Regional de Genitoscopia — Brasilia / 2003






AL 32 CCPNIE

Indicacao da Técnica
B) Lesao Parcialmente Visivel

» Cirurgia de Alta Frequéncia

« Conizacao
» Alca de Fischer
e Laser
 Bisturil Frio

Reunido de Consenso — I Simpdsio Regional de Genitoscopia — Brasilia / 2003






AL 3= CCPNIE

Indicacao da Técnica

C) Adenocarcinoma “in situ’

Cirurgia de Alta Freqguéncia
« Conizacao
Alca de Fischer

Laser

Bisturi Frio

Reunido de Consenso — I Simpdsio Regional de Genitoscopia — Brasilia / 2003
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AL 3= CCPNIE

Indicacao da Técnica
D) Suspeita de Microinvasao

» Cirurgia de Alta Frequéncia
« Conizacao

» Alca de Fischer

* Laser

o Bisturi Frio

Reunido de Consenso — I Simpdsio Regional de Genitoscopia — Brasilia / 2003
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Cold cone biopsy:
a large area of tissue around the
cervix is excised for examination
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Cervix viewed
through speculum
with patient in
lithotomy position
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Diretrizes
Brasileiras
parao
Rastreamento
do Cancer

do Colo do Utero

Independente
da Margem

CP + Colposcopia CP + Colposcopia CP + Colposcopia
6/6 meses 6/6 meses ap6s 3 meses

(2 anos) (1 ano)

DNA HPV

apos 6 meses

Diretrizes Brasileiras para o Rastreamento do Cancer do Colo do Utero. Ministério da Satide,
Instituto Nacional de Céancer (INCA), Rio de Janeiro, 2011/2014.
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Reduction of ‘new’ cervical di

definitive ther
Combined results from FUT

Impact of Gardasil® on the incidence of ‘new’ cervical disease following cervical definitive therapy
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CIN1+ related to any HPV CIN1+ related to HPV 6/11/16/18

Case counting begins post-treatment

Average follow-up post-treatment was ~ 2 years
Waomen aged 1626 years received either Gardasil or
placebo at day-1, month-2 and month-6; ITT analysis
identified women who underwent surgery for

N (Gardasil) = 587, N (Placebo) =763

Pap screening was given at day 1 and at 6-12 month



VACINA DE HPV E USO EM MULHERES COM HISTORICO
DE INFECGCAO PREVIA OU ATUAL POR HPV !

.
[ RECIDIVA DE NIC 2/3 APOS EXERESE DA ZT POR NIC DE ALTO GRAU
n=737

NIC 2/3 relacionada a outros

{ NIC 2/3 relacionada ao HPV 16 e 18 ]

. tipos de HPV )
e Grupo vacinado ) " a Grupo vacinado )

) Grupo nao . =
qguadrivalente vacinado guadrivalente Grupo nao
contra HPV n=211 contra HPV vacinado

n=163 - n=163 n=166
o % o %
| Recidiva de NIC 2/3 por HPV 16 e 18 | | Recidiva de NIC 2/3 por outros tipos de HPV |
4 N 4 4 I
2,5% 8,5% 2,5% 5,4%
5 casos 18 casos 4 casos 9 casos
o ) N J
\ J \
| 1
P<0,05 P<0,257

REdUgﬁO de 70% ’ de 20 a 45 anos (Coréia) Adaptado de kang et al 2012.

1.Kang et al. Is vaccination with quadrivalent HPV vaccine after Loop Electrosurgical Excision Procedure effective in preventing recurrence in patients with High-grade
Cervical Intraepithelial Neoplasia (CIN2-3)? Gynecol Oncol. 2013 Apr 25.



Taxa de incidéncia de NIC2+ ap0s terapia cervical na coorte TVC do
estudo PATRICIA (independente do tipo de HPV)

Taxa de incidéncia (por 100 pessoas-ano de seguimento) de sujeitos relatando pelo
menos um evento de NIC2+ 260 dias apds o 19. tratamento da lesao cervical

4.5
4
8 3.5
®
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O 2.5 2.01 . s . .
7 2 Eficacia vacinal
(D)
o s contra NIC2+:
e I o
(v}
- . (3188’299/0 7)
0 19T )
Vacina HPV controle K J
N=190 N=264
Numero de NIC2+ 1 9

N = numero de mulheres submetidas a terapia cirdrgica; EV = eficacia vacinal;
NIC = neoplasia intraepitelial cervical; TVC = coorte total vacinada Garland et al. Eurogin 2011



Vacina de HPV
Hipotese para reducao de recorréncia

* Remocao da area alterada e
com células com DNA de ;}' | %
HPV integrado'? @\

e® o
New infectious
HPV

* Células infectadas pelo
HPV na forma epissomal,
liberaram particulas
capazes de infectar novas
célulast?.

7 - N
Transudation /exudation of

neutralizing antibodies from

* Os anticorpos gerados blood vessels of the dermis

pela vacina de HPV

evitariam a reinfec¢do?? Neutralization of virions,
keratinocytes are not

infected, absence of lesions |

\ s

Pode nao prevenir todas as

recorrencias: ] . Viral DNA Integrated viral
* presenca de células . replication =¥ DNA

residuais com DNA de 5 B

. 9 3
HPV integrado'?, High titer Abs ' e IMVLP /. |
* infecgdo simultdnea por -5 };Xﬁcst'g: W'”%’é l‘<
tipos de HPV n3o incluidos A4 N @
na vacinal

b

Blood vessel

Imagem reproduzida do HPV Today n26

Joura EA, et al. BMJ. 2012;344:e1401. Swedish KA, et alClin Infect Dis. 2012;54(7):891-8.



“Vacina Anti-HPV
pode prevenir a
recorrencia ou

reativacao da doenca
HPV Induzida*

Olsson SE. Quadrivalent HPV 6/11/16/18 Vaccine Efficacy against Cervical and External
Genital Disease in Subjects with prior Vaccine HPV type Infection. EUROGIN 2008;SS 1-3;
Olsson et al. Human Vaccines 2009, 5:10, 696-704.
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Centro de Pesquisa Clinica
Universidade Federal de Santa Catarina « Hospital Universitario

3% Encontro de Experts

HPV
em ...

Floriandpolis, 20 a 22 de Agosto de 2015
Hotel Quinta da Bica D’Agua
Informacoes: (48) 3233-6798 / 3721-9082
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