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Editorial

Mudanca dos Critérios Qualis!

Associagdo Médica Brasileira (AMB), preocupada com

o futuro das publicag¢des cientificas brasileiras depois
da divulgacdo dos novos critérios QUALIS da CAPES, vem,
desde agosto de 2009, organizando uma série de reunides em sua
sede, em Sdo Paulo, em parceria com a Associa¢ao Brasileira de
Editores Cientificos (ABEC) Brasil.

Os encontros resultaram em um editorial denominado
Classificagcdo dos periodicos no sistema QUALIS da CAPES, a
mudanga dos critérios ¢ URGENTE! O texto foi assinado por 62
editores de revistas cientificas e publicado na integra em todas
elas e em outras inumeras, principalmente da area da saude,
evidenciando a sensibilizagdo e o envolvimento cada vez maiores
dos peri6dicos nacionais em discutir problemas comuns’.

A comunidade cientifica continua preocupada com as
perspectivas, os rumos ¢ o futuro dos periodicos brasileiros®>.
Assim, na reunido de 18 de margo os editores presentes puderam
avaliar as repercussdes do primeiro editorial, que serviu de base
para discussdes em eventos e reunides cientificas pelo Pais. Esta
ultima reunido contou com a participagdo da Dra. Lilian Cald,
coordenadora de Comunicagao Cientifica e Avaliagdo do SciELO,
que apresentou estudo comparativo dos periddicos brasileiros na
referida base, classificados por dois critérios: o primeiro conforme
o fator de impacto ISI/JCR, que usa somente as revistas indexadas
na base Thomson Reuters, e o segundo, um indice composto pela
somatoria simples dos fatores de impacto ISI/JCR e do SciELO.

O fator de impacto SciELO, que também considera citagdes
de todos os periddicos da sua base, modifica significativamente
o numero de citacdes obtidas e, consequentemente, eleva o
fator de impacto dos periddicos brasileiros. Este fato ficou
mais evidente com a demonstragao apresentada pela Dra. Cald
sobre o ganho percentual obtido pelos periddicos, com a adogdo
do indice composto. Fica claro que associar outros indices,
criar equivaléncias ou alternativas diversas pode favorecer a
qualificagdo das revistas nacionais, melhorando sua visibilidade
e favorecendo a indexacédo internacional.

Também se deve considerar que os pesquisadores nacionais
estdo preferindo publicar seus contetidos em revistas estrangeiras,
em vez de fazé-los em revistas nacionais. Esta escolha melhoraria
a qualificacdo dos Programas de Pos-graduagdo aos quais estdo
inseridos, conquistaria fator de impacto mais elevado e aumentaria
o indice H; tudo isso unica e exclusivamente por conta dos novos
critérios adotados pela CAPES.

A busca de maior visibilidade e qualidade da produgdo
nacional ndo deve ser avaliada somente pelos artigos, mas também
por maior qualificacdo de nossos periddicos, para que eles sejam
reconhecidos internacionalmente. Considerando que para a atual
avaliacdo trienal da CAPES os critérios ja estdo definidos, os
editores reunidos decidiram elaborar um novo editorial contendo
uma lista de sugestdes a ser encaminhada para a coordenagdo
da CAPES para a proxima avaliagdo. A lista de sugestdes, que
complementa a do primeiro editorial, é a seguinte:

* revisdo dos critérios usados pela CAPES para classificagdo
dos periodicos, sugerindo que seja adotado o fator de impacto
composto pela somatoria dos fatores de impacto ISI/JCR e
SciELO;

» obteng¢do de um assento para a ABEC Brasil (Associagdo
Brasileira dos Editores Cientificos) no Conselho Técnico
Cientifico da CAPES, para que os editores possam ser ouvidos
no processo,
solicitagdo da “Bolsa do Editor” junto ao CNPq para auxilio
a editoragdo cientifica destinada a editores de revistas
brasileiras que recebem apoio da referida agéncia de fomento.
Este recurso tem por objetivo aprimorar a qualidade das
revistas, obtendo maior dedicagdo de seus editores as fungoes
editoriais.

Além disto, os editores reunidos decidiram obter apoio
da Academia Brasileira de Ciéncias, da FINEP e do Deputado
Eleuses Vieira de Paiva para suas reivindicagdes e sugestdes. Num
segundo momento, os editores solicitardo ao CNPq detalhamento
dos resultados e dos critérios adotados para distribuicdo dos
recursos dos Editais para Auxilio a Editora¢do (AED).

Com estas informagoes, os editores pretendem construir um
banco de dados com informagdes sobre os or¢amentos anuais dos
periddicos brasileiros, que sera 1til para analise comparativa e
cooperagdo mutua. A divulgagao dos dois editoriais e sua discussdo
continua sendo nossa meta em busca do reconhecimento que os
periddicos nacionais necessitam e merecem.
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MAURO ROMERO LEAL PASSOS

Editor-chefe do JBDST
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Editorial

Change the Qualis Criteria!

Since CAPES published its revised QUALIS criteria, the
Brazilian Medical Association (AMB - 4ssocia¢do Médica
Brasileira) has been organizing a series of meetings, held at its
headquarters in Sdo Paulo, Brazil, starting in August of 2009, in
partnership with the Brazilian Association of Scientific Editors
(ABEC - 4ssociag¢do Brasileira de Editores Cientificos).

These meetings led to the publication of an editorial entitled
Classification of journals in the QUALIS System of CAPES -
URGENT need of changing the criteria! The editorial was signed
by 62 editors of scientific journals and published in full in all of
them, and in countless others, primarily in the health sciences,
demonstrating that Brazil’s periodicals are more and more
committed to discussing the problems they share in common.'

The scientific community remains concerned with the future
prospects and direction of Brazilian periodicals.>® The editors
present at the meeting of the 18 of March were therefore in a
position to evaluate the repercussions of the first Editorial, which
had been discussed at scientific events and meetings all over Brazil.
The meeting was attended by Dr. Lilian Cald, who is scientific
communication and assessment coordinator for SciELO, and who
presented a comparative study of the Brazilian periodicals indexed
by SciELO according to two different criteria: the first criterion
was the IS/JCR impact factor, which only uses journals indexed
by Thomson Reuters, and the second was an index composed by
simple addition of the ISI/JCR and SciELO impact factors.

The SciELO impact factor, which includes all the periodicals
it indexes, significantly modifies the number of citations and,
consequently, raises the Brazilian periodicals’ impact factors. Dr.
Calo’s presentation illustrated this fact more clearly, showing the
percentages gained by adopting the composite index. It is clear
that combining indexes, or creating equivalencies or several
alternatives can promote improved quality among Brazilian
journals, raising their visibility and making international
indexation more likely.

It is also of concern that Brazilian researchers now prefer
to publish their work in foreign journals rather than choosing
domestic publications. They choose to do this because it improves
the ratings of their postgraduate departments, earns them greater
impact factors and increases their H index; all entirely and
exclusively a result of the revised criteria adopted by CAPES.
Achievement in increasing the visibility and quality of Brazilian
scientific production should not be assessed on the basis of articles
alone, but should also focus on improving our periodicals to the
point at which they are recognized internationally.

Considering that the criteria have already been set for CAPES’
current triennial assessment, the assembled editors decided to
draft a second editorial containing a list of suggestions for the
next assessment, to be sent to the administration at CAPES. The
list of suggestions, which supplement those in the first editorial,
is as follows:

* that the criteria used by CAPES to classify periodicals be
revised, adopting the composite impact factor calculated by
summing the ISI/JCR and SciELO impact factors,
that a seat on the CAPES Scientific Committee be created for
ABEC (the Brazilian Association of Scientific Editors) so that
editor can be heard within the process,

that CNPq be requested to create an “Editor’s Scholarship”
program to support scientific publishing and to be awarded to
the editors of journals funded by CNPq. The objective of this
project is to improve the quality of these journals by providing
their editors with more time to dedicate to their editorial
activities.

Additionally, the assembled editors decided to seek support
for their criticisms and suggestions from the Brazilian Academy
of Sciences (Academia Brasileira de Ciéncias), from FINEP
and from Federal Deputy Eleuses Vieira de Paiva. At a later
date the editors will request a detailed breakdown from CNPq
of the criteria adopted for, and the results of, the distribution of
the resources allocated through the Publishing Support Grants
(Editais para Auxilio a Editoragdo).

The editors intend to use these data to construct a database on
the annual budgets of Brazilian periodicals, which will be useful
for comparative analysis and mutual cooperation. Publication of
these two editorials and promotion of discussion is one of our
goals in seeking the recognition that Brazilian periodicals both
need and deserve.
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ARTIGO ARTICLE

UNCARIA TOMENTOSA IN THE TREATMENT OF THE HERPES LABIALIS:
Ranpbomizep DouBLE-BLIND TRIAL

Uncari4 ToMENTOSA NO TRATAMENTO DE HERPES LABIAL: EsTupo DurLo-CEGO RANDOMIZADO

Luiz Querino A Caldas', Beni Olej’, Helvo Slomp?, Margareth O Timoteo', Luiz Guilherme Velarde',
Hélio Duarte’, José Luis R Rosati’, Silvana RF Moreno', Livia Maria L Silva’,
Verénica de Paula do Destérro', Fernanda M Valle', Thiago O Serra’

ABSTRACT

Introduction: the lesions caused by herpes simplex are common and have symptoms affecting the quality of life of affected people. Objective: this study
aims to assess the safety efficacy of cream with Uncaria tomentosa (cat’s claw), for topical treatment of the herpes labialis. Methods: a clinical investigation
was undertaken by means of controlled, randomized, double-blinded protocol in humans. According to the regulatory procedures, 74 patients were selected
based on inclusion/exclusion criteria previously submitted to the Local Ethical Committee (n® 144/02) whenever herpes labialis lesion appeared. Following,
those selected through medical evaluation received either the test (Uncaria) or the reference (Acyclovir) drug. Results: fifty-four episodes of herpes labialis
lesions ecloded in 31 volunteers. After their clinical assessment, one showed 4 episodes, two had 3 episodes and six had 2 infections. Hence, 27 patients
received the reference drug while 27 applied the Uncaria cream four times a day. Overall, there were not significant differences between either responses.
Although, the Uncaria group showed lower scores on the first two days of treatment (p < 0,005; t = 0,028), on day 3, it was even to Acyclovir. Conclusion:
the assessment of clinical efficacy of either treatment demonstrated that both drugs were safe as no adverse reactions were reported. Futher, there was no
difference (p > 0,05) in the overall period infections as well as in the inflammatory process or crost formation. Regarding the severity of inflammatory
reaction, the clinical efficacy of Uncaria tomentosa was significantly better than acyclovir. Rather than the being antiviral drug, the Uncaria tomentosa may
act as an anti-inflammatory agent and this would possibly represent an advantage of not inducing viral resistance for long use.

Keywords: Uncaria tomentosa; herpes simplex; double-blind clinical trial

RESUMO

Introdugio: as lesdes causadas por herpes simples sdo comuns e apresentam sintomatologia que altera a qualidade de vida das pessoas acometidas. Objetivo:
este estudo visa avaliar a eficacia da seguranga de creme com Uncaria tomentosa (unha-de-gato) para o tratamento topico de herpes labial. Métodos: a
pesquisa clinica foi realizada por meio de protocolo controlado, randomizado e duplo-cego. De acordo com os procedimentos de regulamentagio, 74
pacientes foram selecionados com base em critérios de inclusio e exclusio previamente submetidos 4 Comissio de Etica Local (n® 144/02), sempre a lesio
de herpes labial apareceu. Em seguida, os selecionados através de avaliagdo médica receberam o produto-teste (Uncaria) ou o de referéncia (aciclovir).
Resultados: cinquenta e quatro episodios de lesdes de herpes labial eclodiram em 31 voluntarios. Apés a avaliagao clinica, um apresentou quatro episodios,
dois tiveram trés episodios e seis tinham duas infec¢des. Assim, 27 pacientes receberam a droga de referéncia, enquanto 27 aplicaram o creme Uncaria
quatro vezes por dia. Em geral, ndo houve diferenca significativa entre as respostas. Contudo, o grupo de Uncaria apresentou escores inferiores nos dois
primeiros dias de tratamento (p < 0,005t = 0,028), depois do dia 3, foi similar ao aciclovir. Concluséo: a avaliagdo da eficacia clinica dos tratamentos
demonstraram que ambas as drogas foram seguras, bem como nao foram notificadas reagdes adversas. Além disso, ndo houve diferenca significativa (p >
0,05) no periodo total de infecgdes, bem como no processo inflamatoério ou na formagao de crosta. Quanto a gravidade da reagdo inflamatoria, a eficacia
clinica da Uncaria tomentosa foi significativamente melhor do que o aciclovir. Em vez de a droga ser antiviral, a Uncaria tomentosa pode atuar como um
agente anti-inflamatério e isso, possivelmente, representa uma vantagem de nio induzir resisténcia viral para uso por muito tempo.

Palavras-chave: Uncaria tomentosa, herpes simples, estudo clinico duplo-cego

INTRODUCTION

Herpes simplex virus type 1 and type 2 (HSV-1, HSV-2) is a
nuclear replicating enveloped DNA virus which transmission is ty-
pically through body fluids as well as infected lesions'. Primary in-
fection mostly presents as gingivostomatitis and pharyngitis while
approximately 90% recurrent HSV-1 and 10% by HSV-2 infections
manifest as herpes labialis, with vesiculo-ulcerative lesions at mu-
cocutaneous junction of lip and/or perioral skin?.

Infection with HSV, besides its high prevalence, has an impor-
tant psychosocial impact as a result of frequent recurrences. The-
refore, further understanding of herpes labialis natural history is
worthwhile, in order to enable speedy management of patients, pro-
viding early treatment and minimizing clinical manifestations**.

The primary objective of this study was to evaluate the safety
and efficacy of a topical drug for treatment of herpes labialis. It is a
topical phytotherapeutic compound, based on Uncaria tomentosa,
obtained by Herbarium Laboratério Botanico Ltda.

I Centro de Pesquisa Clinica da Universidade Federal Fluminense.
2 Fundag@o Herbarium, Santa Catarina SC, Brasil.

Uncaria tomentosa extract was standardized to 5% of mitrafili-
na. This herb, known as cat’s claw (uia-de-gato, unha-de-gato) — is
one of the best known medical herbs from Amazon®*. Its medical
properties have largely been used within this area with a signifi-
cant amount of scientific articles written on its pharmacological
potential’®. Among cat’s claw assigned pharmacological actions,
its anti-inflamatory actions are prominent®*!'. An intense immu-
nomodulation is induced by its alkaloidal fraction: TNF-alpha and
IFN-alpha levels are significantly reduced and there is a tendency
towards IL-10 modulation'?'*. Therefore, cat’s claw seems to act as
an inhibitor of TNF-alpha, a pro-inflammatory cytokine, and as an
antioxidan t as it has anti-apoptotic properties as well as enhance
DNA repair'+!3,

OBJECTIVE

The object of the study had a systematic methodological appro-
ach, validated through a prospective, comparative, random, double
blind study. The used methodology has the same patterns as other
published studies about topical products efficacy for herpes labialis
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treatment'*, as those defined by Resolugdo da Agéncia Nacio-
nal de Vigilancia Sanitaria (ANVISA) RDC n® 17; on April, 24,
2000%.

METHODS

The clinical trial protocol was submitted to the Research Ethics
Committee, which analysed and approved it. The protocol was
referred to CONEP, which registered and countersigned the local
approval.

Seventy four volunteers were included in the study, with a posi-
tive history of herpes simplex labialis, according to the previously
established criteria for selection. These volunteers were informed
about the research’s objectives and procedures, signed an infor-
med consent, were evaluated by clinical and laboratorial tests and
included in the study by intention to treat herpes simplex labialis
relapse episodes, whenever they occurred, informing the Center
about these events.

The primary outcomes referred to: 1. time for complete reso-
lution (therapy lenght in days); II. time to drying or to start crust
formation (in days); III. clinical course and intensity of signs and
symptoms (pruritus, tension, pain, swelling, erosion, diameter of
largest lesion) at scheduled evaluation visits.

Secondary criteria of evaluation consisted of:

* treatment failure;

» complications (superinfection);

* subjective (volunteers) and objective (clinicians) judgement of

overall effectiveness;

* judgement of tolerability.

According to the legislation (RDC 17/00)", these volunteers
were submitted to a clinical evaluation, consisting of anamnesis
and physical examination, 12-lead ECG, and laboratorial exams
(complete blood count, glycemia, urea, creatinine, uric acid, tri-
glyceride, total cholesterol, sodium, potassium, CPK, AST, ALT,
total bilirubin and fractions, gamma GT, besides urinalysis). The
clinical and laboratorial evaluation objective was to select volun-
teers otherwise healthy with positive history of recurrent herpes
simplex labialis.

Whenever the volunteers reported the Research Center about
a relapsing outbreak of herpes labialis, they were invited for an
appointment with a dermatologist. At that time, they were eva-
luated, oriented, and randomly assigned, in a double blind way,
to receive either the trial drug (Uncaria) or the reference drug
(Zovirax®). They also received a notebook to register symptoms
and medicine use. The achieved data were recorded on a case
registration form (CRF). After this initial assessment, patients
were scheduled for two more follow up visits, until complete
resolution of the lesions. The obtained data were statistically
analyzed.

The medications administered in a double-blind way were pro-
vided in identical containers, indentified only by numbers 1 or 2.
Their identification codes (as well as their respective manufactu-
ring batches and expiration dates) remained sealed, deposited with
a representative from Laboratério Universitario Rodolfo Albino
(LURA) at Universidade Federal Fluminense (UFF).
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RESULTS

A total of 54 episodes of herpes labialis in 31 volunteers was
evaluated, as some volunteers have presented more than one episo-
de during the study time period. Among the volunteers who were
treated more than once, 1 had 4 episodes, 2 had 3 episodes, and 6
volunteers had 2 episodes. New relapses in volunteers previously
included were treated with alternating medicines.

Twenty-seven volunteers received drug 1 and twenty-seven re-
ceived drug 2. The Table 1 presents the description by gender and
age of each group:

Table 1 — Group description according to gender and age.
Group 2 (Drug 2)

Group 1 (Drug 1)

N (= 54) 27 27
Gender (M/F) 4/23 3/24
Age (+ SD) 28.1 (+ 9.5) 30.6 (+ 12.4)

All volunteers used the assigned drug at least 4 times a day, and
were encouraged to record on their notebooks every detail they
would consider relevant regarding the use of the medication or
clinical course.

When discharged, volunteers were asked if they would use
the same medication again, if necessary. They were all positive.
Both drugs were, overall, well tolerated, and no adverse events
were reported.

Median episode lenght was 8.4 days for drug 1 and 8.1 days
for drug 2, according to Chart 1. The inflammatory period was 6.7
days and 7 days for groups 1 and 2, respectively. The last stage,
when crust formation takes place, was 2.7 and 3 days, for groups 1
and 2, respectively. In summary, there was no significant difference
between the analyzed groups.

B Reference
® Uncaria

Inflammation Crust

Duration

Chart 1 — Evaluation of the time, inflammation and crust.

Besides the aesthetic inconvenience, inflammatory signs and
symptoms (pain, swelling, erythema) account for patients great-
est discomfort. Analyzed altogether, regarding the symptom scores
registered by patients reflecting their intensity, Uncaria group
(whose marketing name was Imuno-Max®) showed, during clini-
cal course, significantly lower scores on the first two days of treat-
ment (p < 0.005; t = 0.028), when these symptoms were more
intense. From third day on, there was no statistically significant
difference (Chart 2).
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Chart 2 — From third day on, there was no statistically significant
difference.

DISCUSSION

Obtained results showed that both drugs used in the study were
effective and safe for herpes labialis treatment. There was no sta-
tistically significant difference neither in total episode lenght nor
in inflammatory or crust formation time course. However, in terms
of intensity of inflammatory signs (swelling, erythema) and symp-
toms (pain) drug 1 efficacy (test, Uncaria — Imuno-Max®) was sig-
nificantly superior to drug 2 (reference, Zovirax ®), providing more
comfort to patients on the first two days of clinical course.

While the reference drug’s mechanism of action is based on
its antiviral activity, Uncaria tomentosa seems to act mostly as an
anti inflammatory agent. In that case, using this drug, with safety
and efficacy similar to the reference drug, could be an advantage,
as its prolonged use would not drive viral resistance, which many
authors have pointed out as a concern.

Considering the safety and clinical response to herpes simplex
lesions, that this herbal medicine has, believe it is worth to invest
in clinical trials for genital herpes. This is because shortening the
symptoms, improves quality of life of patients and may reduce lo-
cal vulnerability to acquisition of other sexually transmitted dise-
ases including HIV.

CONCLUSION

The assessment of clinical efficacy of either treatment demons-
trated that both drugs were safe as no adverse reactions were re-
ported. Futher, there was no difference (p > 0,05) in the overall
period infections as well as in the inflammatory process or crust
formation. Regarding the severity of inflammatory reaction, the
clinical efficacy of Uncaria tomentosa was significantly better than
acyclovir. Rather than the being antiviral drug, the Uncaria tomen-
tosa may act as an anti-inflammatory agent and this would possibly
represent an advantage of not inducing viral resistance for long
use.
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ARTIGO ARTICLE

PERCEPCAO DE ADOLESCENTES EM RELACAO A DOENCAS
SEXUALMENTE TRANSMISSIVEIS E METODOS CONTRACEPTIVOS

TEENAGERS’ PERCEPTION ABOUT SEXUALLY TRANSMITTED DISEASES AND CONTRACEPTION

Cléa AS Garbin', Daniela P Lima’, Ana Paula Dossi®, Renato M Arcieri®, Tania AS Rovida’

RESUMO

Introducio: as doengas sexualmente transmissiveis (DST) podem representar um sério impacto na satide dos adolescentes, dadas as suas consequéncias.
Objetivo: identificar a percepgdo e o conhecimento de adolescentes sobre DST, suas formas de transmissdo e métodos contraceptivos. Métodos: foi
realizado estudo transversal tipo inquérito com 136 adolescentes estudantes de uma instituicdo publica de formagdo profissional em um municipio
paulista de médio porte. Utilizou-se um questiondrio validado, autoaplicavel, com perguntas sobre o tema e dados sociodemograficos. Os mesmos
foram digitados e analisados pelo programa Epi Info, 3.5.1. Resultados: 97,1% afirmaram conhecer a camisinha masculina; 89,0%, a pilula; 87,5%,
a camisinha feminina,; 74,3%, a pilula do dia seguinte; 47,8%, a tabelinha; 41,9%, a injecdo hormonal; 33,1%, o DIU; 31,6%, o coito interrompido e
1,5% outros. Segundo eles, a informacao foi fornecida principalmente na escola (46,1%), por amigos ou parceiro (20,3%), médico (10,9%) e televisao
(10,2%). No que se refere as DST, 98,5% afirmaram que doengas podem ser transmitidas durante a relacdo sexual. A aids (91,2%) e o herpes (72,8%)
foram as mais citadas. 31,6% dos adolescentes afirmaram que correm risco de contrair alguma DST, sendo 88,4% destes por nio utilizar a camisinha,
30,2% porque o parceiro se relaciona com outras pessoas, 18% por possuirem varios parceiros e 9,3% por outros motivos. Conclusio: os adolescentes
mesmo conhecendo diversos métodos contraceptivos e doengas sexualmente transmissiveis, ainda ndo se previnem. E necessario que a escola reforce o
uso dos métodos, ja que a mesma ¢ importante fonte de informagdes educativas em satude.

Palavras-chave: saude do adolescente, doencas sexualmente transmissiveis (DST), métodos contraceptivos.

ABSTRACT

Introduction: sexually transmitted diseases (DST) can represent an important impact on teenager’s health due its consequences. Objective: to identify
the perception and knowledge of teenagers about DST, its transmission forms and contraception. Methods: it was made a cross-sectional study type
investigation, with 136 teenager students from a Technical Education Public Institution in a middle-sized city. It was used a tested instrument, self
answered, with opened and closed questions about theme and sociodemographic data. The same data were stored and analyzed by Program Epi Info
version 3.5.1. Results: 97,1% affirmed to know male condoms, 89,0% oral contraceptives, 87,5% female condoms, 74,3% postcoital contraceptives,
47,8% natural family planning methods, 41,9% hormonal injection, 33,1% intrauterine devices, 31,6% coitus interruptus and 1,5% other contraceptive
methods. According with them, the information was gave principally on high school (46,1%), by friends or partners (20,3%), doctor (10,9%), television
(10,2%). In relation to DST, 98,5% affirmed that diseases can be transmitted during coitus. The aids (91,2%) and herpes (72,8%) were the most
cited diseases. Just 31,6% of teenagers affirmed that run the risk to acquire some DST, and 88,4% of them, due no use of condoms, 30,2% due their
partner make relation with other people, 18% due have many sexual partners and 9,3% due other causes. Conclusion: even teenagers knowing many
contraceptive methods and sexually transmitted diseases, the teenagers have not prevented theirselves yet. It’s necessary that the high school reinforce

the use of contraceptive methods, because the school is an important source of educative information on health area.
Keywords: adolescent health, sexually transmitted diseases (STD), contraception

INTRODUCAO

A Satde Publica vem dispensando uma atengdo especial a
populacdo jovem, pois esta se apresenta bastante vulneravel
aos riscos relativos a saude, em varios aspectos. Investigagdes
epidemiologicas nacionais indicam que aproximadamente 25%
das DST sao diagnosticadas em jovens com menos de 25 anos',
principalmente o HIV, que vem crescendo de forma significativa
entre os adolescentes?.

A adolescéncia compreende o periodo da vida que vai dos 10
aos 19 anos de idade e sucede a infancia. Tem inicio com a pu-
berdade, e caracteriza-se por uma série de mudangas corporais,
psicologicas, fisiologicas e sociais®. No Brasil, cerca de 19% da
populagdo geral sdo constituidos por adolescentes, o que represen-
ta aproximadamente 34 milhdes de jovens*.

I Professora Adjunta. Departamento de Odontologia Infantil e Social da
Faculdade de Odontologia de Aracatuba. Universidade Estadual Julio de
Mesquita Filho, Sao Paulo — Brasil.

2 Doutoranda do programa de Po6s-graduagdo em Odontologia Preventiva
e Social da Faculdade de Odontologia de Aragatuba da Universidade
Estadual Paulista — UNESP.

3 Professor Assistente Doutor. Departamento de Odontologia Infantil e
Social da Faculdade de Odontologia de Aragatuba. Universidade Estadual
Julio de Mesquita Filho, Sao Paulo — Brasil.

Segundo a Organizagdo das Nagdes Unidas (ONU), existem
33,4 milhGes de pessoas infectadas pelo HIV no mundo, pelo me-
nos um ter¢o tem entre 10 e 24 anos. No Brasil, 13,4% dos casos
diagnosticados entre 1980 e 1998 foram em adolescentes.

As DST podem representar um sério problema na satide repro-
dutiva dos adolescentes, porque sao capazes de causar esterilidade,
doengas inflamatorias pélvicas, cancer de colo uterino, gravidez
ectopica, infecgdes puerperais e recém-nascidos com baixo peso,
além de interferir negativamente sobre a autoestima’.

Alguns fatores sdo apontados como responsaveis pelos indices
de contaminacdo descritos, entre eles a desinformacgao sobre o as-
sunto e a falta de preparo familiar para orientar seus jovens sobre
sexualidade. Os motivos para esse relativo despreparo podem ser
atribuidos: ao constrangimento de pais e filhos, a falta de conheci-
mentos sobre DST e a pouca liberdade de didlogo com os adoles-
centes, resultados de uma cultura em que o sexo ainda ¢ assunto
envolto em diversos preconceitos®.

A literatura enfatiza que mesmo os a dolescentes possuindo um
conhecimento maior que o dos adultos no que diz respeito as doen-
¢as sexualmente transmissiveis, este ainda é muito baixo. Talvez o
fato de conhecerem o assunto e saberem dos riscos contribui, mas
ndo garante a adog¢do de medidas preventivas’.
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Poucos estudos abordam a questdo da dupla protecdo (DST e
gravidez), especialmente se vinculado ao uso de dois métodos. To-
davia, a falta do uso de métodos preventivos pode implicar também
em uma gestagdo indesejada, e este por si s6 ¢ um processo que
envolve mudangas fisiologicas e psicologicas complexas.

No mundo, uma em cada trés adolescentes de 19 anos ja ¢ mae
ou estd gravida do primeiro filho e somente 30% dos jovens usam
métodos contraceptivos®.

Segundo o quinto relatorio anual do State of the World’s Mo-
thers, publicado em 2004, a gestag@o precoce nesta populacdo aco-
mete 13 milhdes de nascimentos, ou seja, um décimo de todos os
partos do mundo sdo realizados em gestantes com menos de 20
anos, sendo que mais de 90% ocorrem nos paises em desenvolvi-
mento, onde a gravidez e o parto foram a principal causa de morte
em mulheres de 15 a 19 anos’.

No Brasil, essa realidade vem sendo constatada pelo crescente
nimero de adolescentes nos servigos de pré-natal e maternidade.
Dados do IBGE revelam que 20,75% dos partos séo realizados em
maes com menos de 20 anos'®. A gravidez, quando ocorre na ado-
lescéncia, torna-se um elemento desestruturador da vida de muitas
jovens, colocando impedimentos na continuidade de estudos e no
acesso ao mercado de trabalho'!.

OBJETIVO

Identificar a percep¢do e o conhecimento desse grupo sobre
DST e suas formas de transmissdo, assim como o uso dos métodos
contraceptivos.

METODOS

Trata-se de um estudo transversal tipo inquérito, realizado em
um municipio de médio porte do estado de Sao Paulo. A amostra
consistiu de todos os adolescentes com idade entre 14 a 17 anos,
matriculados no ano de 2008, em uma instituicdo publica de for-
magao profissional (n = 136). Para coleta dos dados, foi utilizado
um questionario contendo perguntas fechadas sobre doencas se-
xualmente transmissiveis e métodos contraceptivos. O mesmo foi
elaborado com base nos instrumentos propostos por Miranda et al.
(2005) e Doreto e Vieira (2007)!>13, Os questionarios autoaplica-
veis ndo continham a identificagdo dos participantes. Foram inves-
tigadas também variaveis relativas ao género, a idade e a condi¢do
socioecondmica.

Na instituicdo onde se realizou a pesquisa, os alunos recebem
formacdo e encaminhamento para o mercado de trabalho. Assim,
varios temas sdo abordados por meio de palestras com profissio-
nais de diversas areas do conhecimento. Entre as palestras cons-
tantes do cronograma, existe uma voltada a tematica das Doengas
Sexualmente Transmissiveis, que ¢ proferida por uma enfermeira
voluntaria. Desta forma, a coleta de dados ocorreu em um tnico
dia, anterior a referida palestra, para que se evitassem possiveis
vieses no estudo. O preenchimento do formulario ocorreu em sala
reservada e compreendeu os dois periodos de aula na instituigao,
manha e tarde.

Ap6s a coleta dos dados, os questionarios foram digitados em
uma planilha eletronica criada no software Epi Info, versdo 3.5.114.
Para verificagdo de associagdo entre as variaveis, utilizou-se o teste
Exato de Fisher com nivel de significancia de 95%.

Para determinacdo da classe social, utilizou-se o Critério Padrao
Brasil 2008, proposto pela Associacdo Brasileira de Empresas de
Pesquisa (ABEP)". Essa classificagdo leva em conta a posse de
bens moveis e anos de estudo do chefe da familia. Dessa forma,
sdo descritas cinco categorias (Al, A2, B1, B2, C1, C2, D ¢ E),
em ordem decrescente, ou seja, a classe Al ¢é considerada a mais
elevada e a E, a mais desprovida.

O projeto foi submetido a0 Comité de Etica em Pesquisa da
Faculdade de Odontologia da Universidade Estadual Paulista,
Campus de Aragatuba, ¢ obteve aprovagdo sob o processo numero
2008-02414. O termo de consentimento para participa¢do no estu-
do foi obtido junto aos responsaveis pelos adolescentes, com anu-
éncia dos mesmos.

RESULTADOS

Participaram da pesquisa 136 adolescentes, sendo 54,3% do gé-
nero masculino e 45,7% do feminino. Quanto a idade, a maior parte
(69,4%) possuia 15 anos a época do estudo.

No que se refere a classe social, os adolescentes participantes
foram classificados em: A2 (7,7%), B1 (13,1%), B2 (38,4%), C
(32,3%) e D (8,5%). Nao houve adolescentes das classes Al ¢ E.

As religides catolica e evangélica predominaram, com 43,5%
e 42,0%, respectivamente. 9,2% se declararam sem religido, 3,1%
seguem a doutrina espirita e 2,2% possuem outras crengas. Quanto
a cor da pele, 48,5% se declararam brancos; 47,8%, pardos; 2,9%,
negros e 0,7%, indigena.

Todos os participantes eram solteiros e 22,8% afirmaram estar
namorando durante a realizagao da pesquisa. Quando questionados
sobre relagdes sexuais, 29,9% ja haviam iniciado a vida sexual,
enquanto 70,1% negaram. A idade média encontrada para o inicio
da vida sexual foi de 14,1 anos.

A respeito do conhecimento sobre métodos contraceptivos,
97,1% afirmaram conhecer a camisinha masculina; 89,0%, a
pilula; 87,5%, a camisinha feminina; 74,3%, a pilula do dia se-
guinte; 47,8%, a tabelinha; 41,9%, a injecdo hormonal; 33,1%, o
DIU; 31,6%, o coito interrompido e 1,5%, outros. Segundo eles, a
informagdo foi fornecida na escola (46,1%), por amigos ou pelo
parceiro (20,3%), pelo médico (10,9%), pela televisdo (10,2%), na
unidade de saude (7,8%) e outros (4,7%).

Os adolescentes foram questionados quanto aos melhores méto-
dos contraceptivos para jovens, na opinido deles. Esclarece-se que
eles poderiam apontar mais de uma alternativa. Foram assinalados
como melhores métodos: a camisinha masculina (91,2%), pilula
(55,1%), pilula do dia seguinte (41,9%), tabelinha (28,7%), inje-
¢do hormonal (15,4%), DIU (14,0%), coito interrompido (14,0%),
outros (3,7%).

No que se refere ao conhecimento dos adolescentes sobre as
DST, 98,5% relataram que em algum momento ja ouviram falar
que doengas podem ser transmitidas durante a relacdo sexual. A
aids (91,2%), o herpes (72,8%) e o HPV (70,6%) foram as pato-
logias mais citadas (Tabela 1). Todos acreditam que durante a re-
lag@o sexual se deve pensar em protecdo. Para 85,6%, a protegdo
deve ser voltada tanto a prevengdo da gestacdo indesejada, quanto
das doengas sexualmente transmissiveis.

Quando perguntados se eles correm risco de contrair alguma
DST, 31,6% dos adolescentes afirmaram que sim. Dentre esses,
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Tabela 1 — Distribuigdo numérica e percentual dos adolescentes
segundo o conhecimento das doengas sexualmente transmissiveis.
Aracatuba, SP, 2008.

Conhecimento

. Sim Néo

DST n % n %

HIV/aids 124 91,2% 12 8,8%
Herpes 99 72,8% 37 27,2%
HPV 96 70,6% 40 29,4%
Gonorreia 86 63,2% 50 36,8%
Siflis 83 61,0% 53 39,0%
Condiloma 82 60,3% 54 39,7%
Cancro mole 44 32,4% 92 67,6%
Candidiase 32 23,5% 104 76,5%
Clamidia 27 19,9% 109 80,1%

* Poderia ser apontada mais de uma doenga.

88,4% por ndo utilizar a camisinha, 30,2% porque o parceiro se
relaciona com outras pessoas, 18% por possuirem varios parceiros
e 9,3% apontaram outros motivos.

Nao foram encontradas associa¢des quando cruzados os dados
relativos ao género e uso de preservativos (p = 0,3954), tampouco
género e experiéncia de DST (p = 0,3380).

DISCUSSAO

As doengas sexualmente transmissiveis representam uma grande
preocupacdo na area da satde publica, pelas consequéncias dessas
enfermidades. Além disso, a prevaléncia na populacdo adolescente
pode refletir duas situagdes a serem averiguadas: desconhecimen-
to dos meios de prevengdo e formas de contdgio ou simplesmente
adocdo de comportamentos de risco, mesmo diante das informa-
¢des.

Os resultados desse estudo referem-se a uma amostra heterogé-
nea quanto a classe social, a etnia e a religido, entretanto, prevale-
ceram as classes B2 e C, a etnia branca e parda e as religides cato-
lica e evangélica. Estudos acerca do tema ressaltam a importancia
da educagdo sobre o mesmo em todas as classes sociais, uma vez
que o comportamento de risco esta presente, da mesma forma, nos
diversos niveis socioeconomicos'®.

A média de idade de inicio da vida sexual foi semelhante aos re-
sultados obtidos por Marques et al. (2006)'7 e Salako et al. (2006)'®
(14 anos), entretanto, pouco menos de um terco dos adolescen-
tes revelou ja haver iniciado atividades sexuais, nimero que esta
bem abaixo do encontrado por Taquette et al. (2004)", que foi de
62,9%. Podem explicar essa diferenca o local de coleta dos dados,
que difere dos autores citados anteriormente, ja que naquele estudo
buscou-se entrevistar adolescentes num ambulatério médico para
pacientes com DST, enquanto nesse, foram avaliados escolares;
também a média de idade menor nessa amostra pode ter contribui-
do para o menor niimero de adolescentes com inicia¢ao sexual.

O estudo revelou que os alunos possuem conhecimento a respei-
to dos métodos contraceptivos e onde obté-los, no entanto, muitos
relataram sua nao utilizagdo, resultados semelhantes aos encontra-
dos por Kibret, em 2003".

Dentre todos os métodos disponiveis para a prevengdo de gravi-
dez e DST, algumas pesquisas demonstram que a camisinha mas-
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culina ¢ o mais conhecido ¢ mais usado entre os adolescentes®*
210 que esta de acordo com os resultados averiguados por esse
estudo. Talvez a ampla divulgagdo e/ou distribuicdo frequente nas
campanhas realizadas pelo Ministério da Saude, nos ultimos anos,
possam explicar essa popularidade da camisinha masculina entre o
publico jovem.

Além de ser o método mais conhecido entre os adolescentes, a
camisinha masculina é também considerada por eles como o méto-
do mais adequado a esta faixa etaria. Provavelmente, pela amplitu-
de de protecgdo contra as DST, por evitar a gestagdo, e pela relativa
facilidade de aquisigdo e uso.

Quanto ao recebimento das informagdes, nota-se a importancia
da escola na educagdo sexual dos alunos. O setor de saude, de for-
ma geral, também se destacou como um dos maiores responsaveis
pela transmissdo dos conhecimentos apontados pelos adolescentes,
o que refor¢a a necessidade de continuos programas de atencdo
direcionados a esse publico-alvo.

Entretanto, chama a atengdo o fato de que, mesmo conhecen-
do os métodos e principais doencas sexualmente transmissiveis,
uma parcela significativa dos jovens considera a possibilidade de
adquiri-las. Os motivos apontados por eles sdo contraditorios, pois
mesmo conhecendo as formas de prevencdo, a maioria dos que
consideram o risco ainda néo as utiliza ou mantém comportamen-
tos sexuais pouco cautelosos.

Resultados semelhantes foram encontrados no estudo de Martins
LBM et al. (2006)*, no qual 75% dos adolescentes entrevistados
apresentaram uma atitude favoravel ao uso da camisinha, porém
40% relataram nao utiliza-la em todas as rela¢des, por falta de pla-
nejamento ou por objecdo pessoal ou do parceiro. Outro estudo que
avaliou a frequéncia de uso do preservativo masculino constatou
que 64,5% das jovens de status socioecondmico baixo e 47,7% das
pertencentes ao status médio-alto referiram nunca té-la usado®.

Embora os adolescentes tenham demonstrado conhecer em mé-
dia cinco a seis doencgas transmitidas pelo contato sexual, obser-
vou-se que muitos ignoram enfermidades como clamidia (80,1%)
e candidiase (76,5%), cabendo destacar que a candidiase, ainda que
ndo seja uma DST classica, pode ser adquirida por contato sexu-
al. Ressaltamos, ainda, que seguindo o instrumento proposto por
Miranda et al.'> e Doreto & Vieira'?, ndo foi incluida a tricomo-
niase no questionario utilizado, mesmo essa sendo uma das DST
mais conhecidas. Esses achados estdo de acordo com os resulta-
dos obtidos por Doreto e Vieira (2007)"3, os quais demonstraram
ser a aids a doenga mais citada por adolescentes que, no entanto,
desconheciam a sifilis (35,6%), o herpes genital (33,3%), a gonor-
reia (30,0%) e o HPV (27,7%). Resultado semelhante também foi
obtido no estudo de Marques et.al.'’, no qual grande parte dos ado-
lescentes pesquisados por eles demonstrou conhecer apenas a aids
como DST. Por outro lado, Lema e Hassan (1994)*, em pesquisa
sobre o tema com adolescentes, afirmaram que os mesmos conhe-
ciam todas as doengas sexualmente transmissiveis, sendo as mais
citadas gonorreia, sifilis e aids (HIV).

O conhecimento e o uso de métodos preventivos ndo estiveram
associados ao género, nem a experiéncia de DST, o que aponta para
uma tendéncia de paridade sexual entre os géneros, principalmente
no que se refere ao uso dos métodos preventivos.

O impacto das DST sobre a qualidade de vida e as despesas
econdmicas da ignorancia podem ser altos®, o que reforga a ne-
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cessidade de sensibilizagdo dos adolescentes quanto a pratica de
condutas sexuais responsaveis, minimizando o risco a sua saude e
a de seus parceiros.

CONCLUSAO

Conclui-se que os adolescentes pesquisados, mesmo conhecen-
do diversos métodos contraceptivos e doengas sexualmente trans-
missiveis, ainda ndo se previnem. E necessério que a escola reforce
0 uso dos métodos, ja que a mesma ¢ importante fonte de informa-
¢oOes educativas em saude.

Conflito de interesse

Nao ha conflito de interesse.
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HERPES GENITAL

GENITAL HERPES

Angelo M Penello’, Bianca C Campos’, Marcela S Simao', Michelle A Gongalves',
Pedro MT Souza', Roberto S Salles’, Edilbert Pellegrini®

RESUMO

O herpes genital ¢ uma doenca infectocontagiosa sujeita a recidivas, tendo como agente etiolégico duas cepas diferentes do virus herpes simples (HSV), o
tipo 1 (HSV-1) e o tipo 2 (HSV-2). A grande maioria dos casos de herpes genital é causada pelo HSV-2, embora a prevaléncia do HSV-1 esteja em ascenséo,
principalmente na populagio jovem e devido a pratica de sexo oral. A manifestag@o clinica pode ser primaria ou recorrente, esta ltima acontecendo por
reativagdo viral. O diagnoéstico ¢é feito pelas caracteristicas clinicas associadas as confirmagdes laboratoriais da infecg@o. Diversos estudos clinicos e
epidemiologicos demonstram a sinergia entre herpes genital e aids. Na gravidez, a grande preocupagao acerca da infecgio pelo HSV refere-se a morbidade
e a mortalidade associadas a infeccdo neonatal. Atualmente ndo existe nenhum tratamento eficaz na cura do herpes genital, mas alguns medicamentos
antivirais sdo capazes de diminuir o tempo da doenga e prevenir as erupgdes. A maioria dos esfor¢os para combater a infecgao herpética genital concentra-
se no desenvolvimento de vacinas.

Palavras-chave: herpes genital, HSV, HIV, DST, vacinas

ABSTRACT

Genital herpes is an infectious disease subject to recurrent crises, with the etiologic agent of two different strains of herpes simplex virus (HSV), the type 1
(HSV-1) and type 2 (HSV-2). The vast majority of genital herpes cases is caused by HSV-2, although the prevalence of HSV-1 is on the rise, especially in
young population and due to oral sex. The clinical manifestations may be primary or recurrent, the latter going on viral reactivation. The diagnosis is made
by the clinical characteristics associated with laboratory confirmation of infection. Several epidemiological and clinical studies demonstrate the synergy
between genital herpes and aids. In pregnancy, the major concern about HSV infection refers to the morbidity and mortality associated with neonatal
infection. Currently, there is no treatment capable of curing genital herpes, but some antiviral drugs are able to decrease the duration of the disease and

prevent flares. Most efforts to combat genital herpes infection are focused on vaccine development.

Keywords: genital herpes, HSV, HIV, STD, vaccines

CONCEITO

O herpes genital ou herpes febril ¢ uma doenca infectocontagio-
sa sujeita a recidivas, tendo como agentes etiologicos duas cepas
diferentes do virus herpes simples (HSV), o tipo 1 (HSV-1) ¢ o tipo
2 (HSV-2). Ambas estdo relacionadas com a causa da doenga, mas
a grande maioria dos casos tem como etiologia 0 HSV-2'3.

O herpes simples (HSV)

O HSV é um DNA-virus, termolabil, sensivel a éter, fenol e
formol, sendo parcialmente inativado pela radiagdo ultravioleta,
porém resiste bem ao resfriamento. Possui grandes dimensdes
(150-250 nm) e apresenta quatro componentes basicos: a mem-
brana lipidica mais externa (envelope), o capsideo icosaédrico que
envolve a estrutura helicoidal de DNA em dupla hélice, que por sua
vez é circundada por uma substincia amorfa (tegumento)*. O DNA
dos herpesvirus ¢ composto principalmente por bases pirimidini-
cas, fato que aumenta a estabilidade do genoma viral. Neste enve-
lope, que ¢ derivado das membranas celulares das células previa-
mente infectadas, expressam-se, integralmente, as glicoproteinas
de superficie proprias dos herpesvirus. Além disto, a replicagao do
DNA viral (genoma viral) e do capsideo ocorre dentro do nucleo da
célula infectada. A propria carioteca, estruturalmente modifica-
da, participa da formagao do envelope viral. Todos os herpesvirus
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Campos, Mestre em Dermatologia pela Universidade Federal Fluminense,
Titulo de Especialista em Dermatologia, Hanseniase e Dessetologia.

apresentam um padrao arquitetural similar e produzem um grande
numero de enzimas, capazes de agir no metabolismo dos acidos nu-
cleicos e no processamento proteico celular (timidina cinase, DNA
polimerase, helicase, ribonucleotideo redutase)’.

O virus herpes simples pertence a familia Hespesviridae e a
subfamilia alfa-Herpesvirinae, cujos membros acometem um es-
pectro de hospedeiros muito amplo, apresentando ciclo reprodu-
tivo curto, crescimento rapido em cultura de células e efeito ci-
topatico muito eficiente da célula infectada. Contém os géneros
Simplexvirus e Varicellovirus englobando, além do HSV-1 e do
HSV-2, o virus varicela-zoster>®. Estes virus sdo filogeneticamente
semelhantes, mas apresentam diferencas genotipicas bem defini-
das. Produzem uma primoinfec¢@o aguda, seguida da laténcia viral
nos ganglios sensoriais com episddios de recidiva de caracteristi-
cas variadas, sempre acompanhada da destruigdo irreversivel da
célula hospedeira infectada.

O HSV encontra-se disseminado na natureza, infectando os
mais diversos grupos humanos*®. Tem como principal caracteris-
tica biologica a capacidade de laténcia no tecido nervoso (ganglios
sensitivos), transformando o portador do HSV em um potencial
propagador da moléstia durante os periodos de reativagdo da do-
enca e da viremia.

Periodo de incubacio

Seu periodo de incubacdo varia de 1 a 26 dias apos o contagio,
tendo uma média de 7 dias. A grande maioria das pessoas com her-
pes genital ndo sabe que tem a doen¢a, uma vez que a infecgdo ¢ a
reativagdo podem ser tipicamente assintomaticas®.
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Transmissao

A transmissdo ocorre predominantemente pelo contato sexual
(inclusive orogenital), podendo também ser transmitido da mae
para o filho durante o parto’. Em muitos casos, a fonte de conta-
minagdo ndo é definida. O contato com lesdes ulceradas ou ve-
siculadas ¢ a via mais comum, mas a transmissdo também pode
ocorrer através do paciente assintomatico. Pode também haver
ainda a autoinoculagio.

A ocorréncia de transmiss@o em periodos assintomaticos € inega-
vel, sendo mais comum nos 3 primeiros meses ap6s a doenga prima-
ria por HSV-2, na auséncia de anticorpos contra o HSV-1. Reinfec-
¢do por diferentes cepas ¢ incomum. Além disso, o herpes genital
estd associado a um risco duas a trés vezes maior de aquisicdo do
HIV, podendo ser responsavel por 40 a 60% das novas infec¢des
pelo HIV em uma populagéo com alta prevaléncia pelo HSV-2813,

Epidemiologia

O herpes genital ¢ uma infec¢do comum e ascendente, tanto
em paises industrializados como naqueles em desenvolvimento. A
grande maioria dos casos é causada pelo HSV-2!, embora a preva-
léncia do HSV-1 encontre-se em ascen¢do, principalmente na po-
pulagdo jovem e devido a pratica de sexo oral. Superinfec¢do por
HSV-1 e HSV-2 também tem sido relatada'*. A maioria das pessoas
com sorologia positiva para herpes genital ndo sabe que possui o
virus's, embora o paciente seja capaz de reconhecer as lesdes apos
orientagdo e conhecimento das caracteristicas da doenga's.

O estudo epidemioldgico de doencas como o herpes genital,
com padrdo assintomatico ou com sintomas inespecificos, subes-
tima o numero total de individuos acometidos!’. O estudo torna-se
possivel apenas através da deteccdo do microrganismo ou de anti-
genos especificos para estes'® e, por isso, encontramos estudos rela-
tivamente pequenos e limitados a grupos especificos. A incidéncia
anual da doenca nos EUA ¢ de 1,75 em cada 1.000 habitantes, en-
quanto na Inglaterra ¢ de cerca de um para 1.000 habitantes.

Um estudo publicado pela Organizagdo Mundial de Saude
(OMYS), que reuniu artigos relacionados com prevaléncia e incidén-
cia do HSV-2, estimou o numero total de individuos acometidos
por herpes genital no mundo, no ano de 2003, apresentando uma
prevaléncia de aproximadamente 536 milhdes de casos, prevale-
cendo a infecgdo no sexo feminino'®. A menor prevaléncia ocorreu
no Oeste Europeu, com prevaléncia de 18% entre mulheres e 13%
nos homens, enquanto na Africa Subsaariana, maior prevaléncia
mundial, houve aproximadamente 70% de casos de HSV nas mu-
lheres 55% entre os homens. A incidéncia estimada foi de 23,6 mi-
IhGes na faixa dos 15 aos 49 anos, sendo desses, 12,8 milhdes em
mulheres'®.

Estudo realizado por Lupi et al., na cidade do Rio de Janeiro
— Brasil, atestou uma soroprevaléncia de 29,1% em populagdo de
doadores voluntarios de sangue®. Acredita-se que a maior prevalén-
cia no sexo feminino deve-se a diferengas anatOmicas entre o sexo,
favorecendo a infec¢do feminina, bem como a tendéncia a relagdo
de jovens mulheres com homens mais velhos, cuja prevaléncia do
herpes ¢ maior'.

Garnett et al. concluiram que existe uma chance seis vezes
maior de transmissao do herpes do homem para a mulher, compa-
rada com a da mulher para o homem?. A incidéncia foi maior nos

mais jovens, sendo que nos locais com alta prevaléncia e grande
numero de jovens infectados, a incidéncia torna-se baixa nas ida-
des mais avangadas. No Brasil, a notificacdo das doenc¢as causadas
pelo herpes simples virus ndo é obrigatéria, sendo os dados pro-
venientes, no geral, de estudos-sentinela isolados que t€ém como
fontes as clinicas de DST do sistema publico de satide*'.

A presenga de ulceras genitais cria solugdo de continuidade,
favorecendo a transmissdo do HIV e outras DST. As lesdes por
herpes aumentam o risco de transmissdo do HIV em duas a trés
vezes*®!"2 Analise soroepidemioldgica realizada no Brasil com
100 pacientes HIV-positivo demonstrou uma prevaléncia de 73%
para o HSV-24,

Muitos sdo os fatores de risco descritos na aquisicado do HSV-2,
entre eles estdo: iniciagdo sexual precoce, historia prévia de DST,
como uretrite e sifilis, historia prévia de abortos e nimero de abor-
tos provocados e multiplicidade de parceiros sexual. Veronesi
acrescenta, ainda, baixo nivel socioecondmico, idade avancada,
raga negra ou hispanica?!. A infec¢do prévia pelo HSV-1 atua como
fator protetor, provavelmente devido a imunidade cruzada®, redu-
zindo a incidéncia de HSV-2, bem como aumentando em trés vezes
a taxa de infecgdo assintomatica. O estudo da epidemiologia e o
impacto de doengas como o herpes ¢ importante para estimular
o interesse governamental e a distribui¢do de recursos, de acordo
com sua importancia na morbimortalidade da populagdo's.

Manifestacgoes clinicas

As manifestagdes dependem, principalmente, das caracteris-
ticas do virus, da imunidade do hospedeiro e da predisposi¢do
genética do paciente. A primoinfec¢do herpética é, geralmente,
assintomatica ou manifesta-se por meio de sintomatologia ines-
pecifica. Até 95% dos pacientes expostos primariamente ao HSV
ndo apresentam sintomatologia suficiente para uma plena carac-
terizagdo do quadro*.

Podemos dividir o tipo de manifestagdo clinica em primaria e
recorrente, esta acontecendo por reativagdo viral. A maioria dos
primeiros episodios de infec¢ao genital por HSV-1 ¢ primaria, pois
as recorréncias do HSV-1 genital sdo incomuns.

O quadro classico de primoinfecgdo herpética ¢ frequentemen-
te precedido por febre, cefaleia, mialgias e adinamia**'. Aparecem
precocemente durante o curso da doenga e, geralmente, desapare-
cem antes da cura das lesdes. Posteriormente, ha formagao de vesi-
culas eritematosas, ulceragao e reepitelizagdo, durando todo o qua-
dro cerca de 2 ou 3 semanas. A formagdo de cicatriz ¢ incomum.
Pode ocorrer disuria, sendo mais comum nas mulheres do que nos
homens. Ocorre micropoliadenomegalia regional em até 75% dos
casos, com linfonodos firmes e ndo flutuantes. As lesdes por herpes
genital, em geral, sdo muito dolorosas e podem estar associadas
a uma morbidade psicologica’. Em criangas, esta manifestagdo é
mais frequentemente relacionada a autoinoculagdo a partir de do-
enga primaria em outro sitio (geralmente orolabial). Entretanto, a
possibilidade de abuso sexual deve sempre ser considerada e inves-
tigada de maneira sensivel.

A infecgdo recorrente tem a mesma historia natural da infecgdo
inicial, manifestando-se, quase sempre, na mesma topografia: sul-
co balanoprepucial, corpo do pénis, bolsa escrotal e regido perige-
nital. Os sintomas sdo mais discretos, com ardor ¢ dor, ¢ as lesdes
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tendem a ser unilaterais ¢ em menor numero. A duracdo de todo o
processo €, em média, de 1 semana. A adenite regional restringe-se
a 5% dos casos*.

Mais de metade dos pacientes apresenta sintomas prodromicos
até 5 dias antes da recorréncia. Estes sintomas sdo devido & neural-
gia sacral, variando desde pruridos leves até dores lancinantes nas
nadegas e coxas. A sequéncia das recorréncias associa-se, raramen-
te, ao desenvolvimento de eritema polimorfo somente controlavel
pela introdugdo de antivirais, como o aciclovir, por via sistémica®.

A complicag@o local mais comum no herpes genital ¢ a infec¢ao
bacteriana secundaria; nos homens ndo circuncidados podem ocor-
rer os quadros de fimose ou parafimose. Complicagdes sistémicas
sdo raras, acometendo pacientes imunodeprimidos e gestantes. O
herpes neonatal ¢ a principal complicacdo da infec¢do recorrente
pelo HSV-2, aumentando os casos de infec¢do intrauterina, aborta-
mentos e partos prematuros provocados pelo HSV*,

A taxa de recorréncia ¢ bastante variavel entre os indivi-
duos, até naqueles portadores das mesmas cepas, podendo ser
parcialmente determinada por influéncias genéticas sobre a
resposta imune. Os fatores associados a maior taxa de recor-
réncia sdo: duracdo do primeiro episddio maior que 34 dias,
agente causal HSV-2, sexo masculino e aquisicdo em idade
precoce. A infecg¢do prévia por HSV-1 reduz a prevaléncia de do-
enga recorrente, exceto se houver infeccao superposta por HSV-2.
Com o desenvolvimento de técnicas sorologicas e de detecgao de
DNA viral mais especificas, foi possivel reconhecer, ainda, mani-
festagdes atipicas do herpes genital. Lesdes anteriormente interpre-
tadas como fissuras traumaticas ou furanculos, bem como qualquer
alteracdo da superficie mucosa e/ou cutanea, devem ser investiga-
das para HSV.

Pacientes imunodeprimidos, especialmente os que apresentam
falha na imunidade celular, portadores de dermatoses eritemato-
descamativas extensas como eczema atdpico, pénfigo foliaceo,
sindrome de Sézary, doencga de Darier, doenca de Hailey-Hailey,
cursam com infec¢do herpética mais grave e recorrente, podendo
apresentar-se de maneira extensa (erupgdo variceliforme de Kapo-
si), com disseminagdo visceral e complicagdes neurologicas. Corti-
coterapia sistémica cronica associa-se a eclosdo de HSV e VZV*.

O herpes genital no curso da aids pode manifestar-se por lesdes
ulceradas de grandes dimensdes, sem tendéncia a cicatrizagdo es-
pontanea, envolvendo diversas areas e com duragdo maior que nos
pacientes imunocompetentes. Sua frequéncia extremamente eleva-
da neste grupo deu origem ao aforisma de que “toda lesdo genital
em paciente HIV-positivo ¢é herpes, até que se prove o contrario™.
E tipica de um periodo avangado da linfopenia, quando a contagem
de células CD4+ ¢ inferior a 50 células/mm®*. As lesdes podem
tornar-se cronicas, causando um aspecto verrucoso, sendo neces-
saria a diferenciagdo com carcinoma epidermoide e donovanose*.

Herpes simples visceral e encefalite herpética também sido mais
comuns nos pacientes com aids, gravemente imunodeprimidos. Os
orgaos mais acometidos sdo pulmao, esofago, figado e glandulas
adrenais. Cerca de 25% das moléstias de localizagao retal na aids
s@o decorrentes do HSV-2, seguido de perto pelo CMV e por sar-
coma de Kaposi®.

Existe, ainda, apresentacdo do HSV em sitios especificos, como
cérvice uterina e regido anal. Além das lesGes genitais caracteristicas,
amaior parte das mulheres com primeiro episédio de herpes genital
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primario e recorrente transmite o virus a partir da cérvice, podendo
ser sintomaticas, apresentando uma descarga purulenta. Esta pode
apresentar de leve eritema focal até lesdo necrdtica com ulcerago.
A proctite herpética primaria manifesta-se através de dor retal grave
de inicio subito, tenesmo e corrimento. Os sintomas constitucionais
e a febre sdo comuns, podendo haver evidéncia de disfungio auto-
ndmica pélvica, o que ajuda na diferenciagdo do diagndstico com
gonorreia. LesOes perianais estdo presentes em metade dos casos.
A proctoscopia, quando possivel, revela desde uma mucosa infla-
mada até ulceragdes discretas. No homem, esta relacionada a rela-
¢do sexual anal.

DIAGNOSTICOS DIFERENCIAIS

O diagnéstico diferencial inclui varias doengas que cursam com
lesdes dolorosas e/ou ulceradas na regido anogenital. O principal
diagndstico a ser considerado ¢ a sifilis precoce, que cursa com
ulceras e adenomegalias, mas essas sdo indolores. No cancroide ha
presenca de Ulceras grandes e dolorosas associadas, comumente,
com supuracdo dos linfonodos. No linfogranuloma venéreo a ulce-
ragdo é rara, ocorrendo principalmente adenomegalia. A candidiase
pode-se apresentar como fissuras recorrentes dolorosas, porém néo
hé vesiculas e o corrimento vaginal é comum.

A coinfecgdo com o HSV ¢é uma possibilidade para qual-
quer um dos anteriores. Outras causas, ndo associadas a
transmissd@o sexual, sdo menos provaveis, mas também de-
vem ser avaliadas, como a doenga inflamatoria intestinal,
em que ha tulceras maiores, mais profundas e persistentes,
variando com a gravidade dos sintomas gastrointestinais.
Na doenga de Behget também hé ulceras maiores, mais profundas
e persistentes, além da presenca de ulcerag@o oral, conjuntivite,
manifestagdes neurologicas e hepatite. No herpes zoster as lesdes
dolorosas se restringem a um dermatomo. O trauma local deve ser
avaliado como um diagnoéstico diferencial, bem como uma lesao
associada a recorréncia do HSV. O acometimento extragenital do
HSV abre um novo leque de diagnoésticos diferenciais, de acordo
com a sua localiza¢do?'.

DIAGNOSTICO

O diagnostico ¢ feito pelas caracteristicas clinicas associadas as
confirmagdes laboratoriais da infec¢do. O diagnostico laboratorial
para o HSV tem aplicagdo complementar para as manifestacdes
comuns causadas pelo virus, destacando-se sua importancia em in-
dividuos imunocomprometidos, transplantados, gestantes, recém-
nascidos e em suspeita de encefalite??,

Diagnostico clinico

Em geral, a inspecdo clinica deve incluir toda a regido genital,
perigenital e perianal do paciente, observando-se lesdes caracteris-
ticas que podem apresentar-se em diferentes fases evolutivas como
maculas eritematosas e vesiculas agrupadas, erosdes, crosta e repa-
racdo. As vesiculas agrupadas, inicialmente de conteudo claro, nem
sempre estardo integras, podendo haver infec¢@o bacteriana associa-
da, que ¢ a principal complicagdo local do herpes genital. A exten-
sdo e gravidade das lesoes estdo diretamente relacionadas a inéculo
viral, imunidade do hospedeiro e predisposigdo genética do paciente
infectado, podendo haver manifestagdes sistémicas graves®.
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Diagnéstico laboratorial

Em relagdo ao diagndstico laboratorial, o isolamento viral, ape-
sar de lento e trabalhoso, ainda é considerado o método padrdo
para diagnostico do HSV, por sua boa sensibilidade, ¢ baseia-se
na observacdo de uma cultura de células sob microscopio optico
a procura do efeito citopatico do virus (formagdo de degeneracdo
balonizante nas células infectadas) sobre a célula??. Esta técnica
utiliza o citodiagndstico de Tzank, que consiste em coleta de ma-
terial do interior das vesiculas integras, corado com o método de
Giemsa, e visivel ao microscopio como células epiteliais gigantes
multinucleadas com inclusdes intracelulares?. A coleta de material
deve ser realizada com swab de algoddo ou de dacron, nunca com
alginato de cdlcio, por ser letal para o virus.

A técnica de imunofluorescéncia direta ¢ utilizada para confir-
macao e sorotipagem do HSV proveniente de isolamento do virus
em cultura de células®2. E também possivel realizar bidpsia das
lesdes, seguida do exame histopatologico, observando-se as alte-
ragdes induzidas pelo virus (degeneragdo balonizante). Entretan-
to, nas infecg¢des recorrentes a cultura do virus € pouco sensivel,
havendo necessidade de associar testes de detecgdo de DNA?,
Ademais, em pacientes assintomaticos os métodos tradicionais
sdo limitados®.

O método de reacdo em cadeia da polimerase (PCR) € o mais sen-
sivel para detecgdo do virus, tanto em pacientes sintomaticos quan-
to em assintomaticos. Em um recente estudo global realizado com
36.000 pacientes que apresentavam herpes genital, homens ¢ mulhe-
res, HIV-positivo e HIV-negativo, com diferentes historias clinicas
e na presenga ou auséncia de lesoes, a PCR mostrou-se quatro vezes
mais sensivel que a cultura na detec¢ao da infecgdo pelo HSVZ.

O estudo mostrou que os testes de acidos nucleicos apresen-
tam uma sensibilidade maior que a da cultura, especificidade
de 100%?, inclusive quando as lesdes ja ndo se apresentam no
estagio vesicular, sendo muito menos afetados por formas de
armazenamento do material, contaminacao bacteriana e outros
fatores que reduzem a viabilidade viral®. O uso de PCR no LCR
¢ 0o método de escolha para o diagndstico da encefalite pelo HSV?,
Apesar disso, as culturas ainda sdo muito utilizadas, pelo baixo
custo e pela técnica sistematizada, enquanto a PCR ¢ mais cara
e requer um laboratério especializado.

No entanto, as técnicas de detec¢do de anticorpo vém apresen-
tando vantagens adicionais no diagndstico, principalmente por
sua maior sensibilidade e rapidez na detec¢do viral que, nos ca-
sos graves e sistémicos da infec¢do, tornam-se vitais. Os testes de

sorologia especifica para HSV sdo uma ferramenta importante de
segunda linha, principalmente quando os métodos de deteccao de
antigeno, cultura e PCR ndo estdo disponiveis ou ndo podem
confirmar o diagnostico clinico. Mesmo com o avango dos tes-
tes diagnosticos especificos, ainda ha dificuldade em se diferen-
ciar os anticorpos para HSV-1 e HSV-2, respectivamente herpes
labial e genital, pelas reagdes cruzadas?. Utiliza-se o método de
ELISA para detectar um episodio de infec¢@o aguda, demonstran-
do IgM especifica para a gG HSV (IgM-anti-gG HSV). De modo
semelhante, a detec¢@o da IgG-anti-gG HSV permite identificar a
existéncia de infecgo prévia pelo virus, mesmo em pacientes com
laténcia ou recorréncia do HSV. A técnica de western blot fornece
especificidade de até 100% na detec¢do da gG HSV-2°. A sensibili-
dade do método ¢ de 95%, podendo ser ampliada quando a analise
sorologica utiliza a densitometria’.

Um estudo realizado por Sen e Barton, em 2008%, afirma que a
utilizagdo do teste de sorologia especifica para HSV ¢ valido ape-
nas em situagdes especificas como para rastreio do parceiro sexual
assintomatico de paciente com diagnoéstico de herpes genital, ou na
vigéncia de ulceras genitais atipicas recorrentes com testes de
PCR e cultura negativos. Também sdo validos na triagem de in-
dividuos com alto risco de doengas sexualmente transmissiveis
e em mulheres gravidas com diagnostico prévio de herpes ge-
nital. Contudo, ressaltam que esses testes ndo sdo uteis quando
se pretende diferenciar o HSV-1 do HSV-2, ou em criancas me-
nores de 14 anos, pois neste grupo tém uma baixa sensibilidade
e especificidade?. A comparacdo entre os métodos de detecgdo
para HSV em lesoes clinicas ¢ descrita na Tabela 1.

HSV e HIV

Diversos estudos clinicos e epidemioldgicos demonstram a si-
nergia entre herpes genital e aids. Infec¢des por HSV sdo regu-
larmente associadas a depressdo transitoria da imunidade mediada
por células, ja que ha uma intima relag@o entre a infecg¢do pelo
virus e a competéncia imunologica celular do hospedeiro®, como
ocorre com 0s pacientes infectados pelo HIV.

O herpes simples recorrente, com mais de 1 més de duragéo, €
doenga definidora da aids. Admite-se que a quase totalidade destes
casos ¢ fruto da reativagdo do HSV latente’. As recidivas costu-
mam ser mais frequentes, mais extensas, ¢ de maior duragdo que
em pacientes imunocompetentes®. Herpes simples visceral e ence-
falite herpética também sdo mais comuns nos pacientes com aids
gravemente imunodeprimidos.

Tabela 1 - Comparacio dos métodos de deteccio para HSV em lesdes clinicas.

Esfregago de Tzank Cultura Viral

Deteccao de Antigeno (IF ou ELISA*) PCR

Sensibilidade Baixa Alta Baixa Muito alta
Especificidade Baixa Alta Alta Alta
Tipo viral Nao Sim Nao Sim

Mostra células
gigantes das lesoes,
prova presuntiva de
infecgdo

Teste ideal, porém

» ha declinio de L. .
Comentarios Testes rapidos e de baixo custo

sensibilidade em
lesées curadas

Rapido, porém caro. Teste de
escolha em exame do LCR.
Util em assintomaticos. Usada
em estudos de investigagéo

*IF = Imunofluorescéncia / ELISA = ensaio imunoenzimatico.
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Pelo menos trés mecanismos podem ser importantes no aumen-
to da transmissdo de HIV associada a atividade sexual em pacien-
tes infectados por HSV3®3!, O primeiro mecanismo mostra que
tlceras genitais herpéticas sintomaticas frequentemente causam
inflamag@o local e rompimento da mucosa do trato genital, o que
pode facilitar a entrada do HIV durante a exposigdo aos fluidos ge-
nitais®*2. Outro mecanismo defende que tlceras genitais herpéticas
aumentam seletivamente o recrutamento local de células CD4+,
que podem servir como alvos para o HIV no tecido da mucosa.
Também foi observado que HIV capazes de replicacdo foram iso-
lados em lesdes de HSV-2%.

Essa associagao entre o HIV e a aquisi¢o de infec¢do pelo HSV,
principalmente recente infecgdo pelo HSV, foi confirmada em um
estudo caso-controle em pacientes que frequentam clinicas de DST
da Tanzéania**. Porém, de acordo com Lupi, ndo esta clara a exata
importancia da coinfec¢do do HIV com o HSV, ja que ndo ha uma
explicagdo clara para o fato de que a soroprevaléncia do HSV-2
dobra quando comparamos individuos sexualmente promiscuos
soronegativos para o HIV e outros ja HIV-positivos®.

Blower et al. reforcam a necessidade de intervengdes eficazes
na aplicacdo das estratégias de controle de infec¢ao de HSV-2 des-
tinadas a limitar a transmissdo do HIV. Os ensaios clinicos avalian-
do o impacto do tratamento antiviral em individuos infectados por
HSV-2 com o aciclovir ou valaciclovir sobre a incidéncia da trans-
missdo sexual do HIV pode fornecer a informacdo essencial sobre
como implementar terapias de intervengéo em escala global**¢. Ha
também dados promissores sobre o uso de um gel intravaginal que
possui atividade antiviral contra o HIV e o HSV?’.

HSYV Gestacional e Neonatal

O herpes simples virus (HSV) ¢ prevalente em todo o mundo
entre as mulheres em idade fértil. O herpes genital pode causar
desconforto significativo e ansiedade para a maioria das mulheres
infectadas. Durante a gravidez, no entanto, a grande preocupagao
acerca da infeccdo pelo HSV refere-se a morbidade e mortalidade
associadas a infec¢@o neonatal.

A aquisi¢do de herpes genital durante a gravidez estd associada
a aborto espontaneo, prematuridade, herpes congénito e neonatal.
Cerca de 2% de mulheres suscetiveis a adquirir infec¢do herpética
infectam-se durante a gestagdo’.

Alguns fatores devem ser levados em conta na transmissao ver-
tical: a taxa de transmissao ¢ de 30% a 50% com infec¢ao primaria
inicial materna, em comparacdo com cerca de 3% com infecc¢des
recorrentes; a taxa de anticorpos da mae antes do parto influen-
cia tanto a gravidade da infec¢do quanto a probabilidade de trans-
missdo; ruptura prolongada das membranas (superior a 6 horas)
aumenta o risco de aquisicdo da infec¢do como consequéncia da
infecgdo ascendente do colo do tutero; e monitores fetais intrattero
podem ser um sitio de inoculagdo do virus®®.

A infec¢do de um recém-nascido ocorre através de diferentes
maneiras, sendo a mae a fonte mais comum de infec¢do em todos
os casos. A primeira ¢ a infec¢do no utero, € rara e exige rigorosos
critérios de diagnostico (identificagdo dos recém-nascidos infec-
tados dentro das primeiras 48 horas de vida por meio de cultura
viral). A segunda via de infecgo € o contato do feto com secre¢des
genitais maternas contaminadas durante o parto. E provavel que
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cerca de 75 a 80% dos neonatos adquiram a infeccdo pelo HSV
por esta via. A terceira via de transmissdo ¢ a aquisi¢ao pos-natal,
devendo-se levar em conta que parentes e funcionarios do hospital
com herpes orolabial sdo reservatorios de infeccdo por HSV em
recém-nascidos®®. Por isso, a classificagéo precisa do tipo de infec-
¢do, se primaria ou recorrente, € especialmente importante durante
a gravidez, ja que a infec¢do primaria adquirida perto do parto € o
principal determinante do risco de transmissdo ao recém-nascido.

Em recente estudo em gestantes, a soroprevaléncia do HSV-1
foi de 63% e a do HSV-2 foi de 22%?%. O herpes simples virus
tipo 2 (HSV-2) ¢ responsavel pela maioria dos casos de infec¢des
por herpes genital virologicamente confirmada. Entretanto, HSV-1
aumentou em frequéncia e ¢ estimado por ser responsavel por cer-
ca de 30 a 50% das novas infecgdes genitais por HSV. Menos de
10% de individuos HSV-2 soropositivos relataram uma historia de
infecgdo por herpes genital**!. Como resultado, podemos inferir
que a capacidade de identificar as mulheres gravidas com herpes
genital apenas pela historia do paciente é limitada.

Os recém-nascidos apresentam frequéncia de infec¢do do sis-
tema nervoso central e visceral. O herpes neonatal disseminado ¢é
responsavel por altas taxas de morbidade e mortalidade devido ao
acometimento do SNC. Na tentativa de se evitar a infec¢@o neona-
tal, o parto cesareo esta indicado no herpes genital primario (lesdes
presentes) ou se tiver ocorrido de 4 a 6 semanas antes do parto, ndo
apenas por reduzir a exposi¢do neonatal ao HSV, mas também por
diminuir a morbidade materna associada ao parto por via vaginal
(ulceragdes vaginais). Nao existe consenso sobre a via do parto
nos casos de recorréncias durante o trabalho de parto a termo. No
caso de historia de doenca recorrente sem lesdes presentes, ndo se
indica o parto cesareo, uma vez que o risco de transmissdo € mini-
mo. Ressalta-se que o parto cesareo ndo impede todas as possiveis
infec¢des neonatais®.

As experiéncias com o uso do aciclovir em infec¢do pelo HSV
sugerem que esta droga ¢ segura na gravidez, incluindo o primei-
ro trimestre, embora os dados sejam limitados*. De acordo com
Brown et al., a abstinéncia de relagdes sexuais ou o uso de preser-
vativos durante o Gltimo trimestre também poderiam ser recomen-
dados quando a mulher estd em risco para a aquisi¢do de HSV-1
ou HSV-27. A recomendagio mais adequada a realidade brasileira é
considerar o uso de preservativos, ndo s6 no ultimo trimestre, mas
ao longo de toda a gestac@o, com o intuito de prevenir tanto a infec-
¢do por HSV quanto outras doengas sexualmente transmissiveis.

Tratamento

Atualmente, ndo existe nenhum tratamento com capacidade de
curar o herpes genital, mas alguns medicamentos antivirais sdo ca-
pazes de diminuir o tempo da doenca e prevenir as erupgoes. Além
disso, a terapia diaria em pacientes sintomaticos pode reduzir o
risco de transmissdo para o parceiro sexual. Esses medicamentos
antivirais funcionam ao diminuir a taxa de replicagdo do virus,
dando mais oportunidade para o sistema imunoldgico interferir. Os
antivirais aciclovir, famciclovir e valaciclovir parecem ter eficacia
semelhante no tratamento da infecgdo primaria pelo herpes e na
supressdo de recorréncias**. A seguranca e a tolerancia das trés
medicagOes sdo excelentes.
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O aciclovir (ACV) é um analogo nucleosideo que penetra em
todas as células humanas, infectadas ou ndo, € é um inibidor se-
letivo da replicagdo do HSV. Requer, no seu mecanismo de agdo,
a conversao para trifosfato de ACV. A primeira etapa ¢ catalisa-
da pela enzima timidina quinase (TK). Ressalta-se que a HSV TK
apresenta uma maior afinidade ao ACV, fazendo com que apenas as
células infectadas acumulem a droga ativa. As quinases celulares
completam a fosforilagdo, sendo entdo o ACV-TP incorporado a
uma cadeia de DNA viral (DNA-polimerase) em replicacdo, inter-
rompendo-a. Apresenta poucos efeitos colaterais, tais como exan-
tema, alteragdes gastrointestinais, cefaleia; psicose € coma (este
na apresentacdo endovenosa); ndo ha, entretanto, dados sobre a
seguranca durante a gestagdo, mas parece nao ter efeito teratogéni-
co. Os portadores de insuficiéncia renal devem ter a dose corrigida
pelo clearance da creatinina.

O valaciclovir ¢ o éster L-valina do aciclovir (pro-droga). Apre-
senta uma melhor biodisponibilidade que o ACV oral. Apés sua
absorcdo, ¢ rapidamente convertido em ACV pela enzima valaci-
clovir-hidrolase, sintetizada no figado. Pacientes com insuficiéncia
renal devem ter sua dose corrigida pelo clearance da creatinina,
enquanto a insuficiéncia hepatica ndo implica em corre¢do da dose.
O famciclovir ¢ a pro-droga do penciclovir. Sofre hidroxilagao e
oxidagdo hepatica. Pode-se incorporar ao genoma humano, com
potencial a¢do oncogénica.

Tratamento da primoinfeccio pelo HSV

Todos os agentes disponiveis sdo eficientes no tratamento da
primoinfec¢do genital pelo HSV. O inicio da terapia oral com me-
nos de 72 horas do aparecimento da lesdo pode diminuir a duragio
e a severidade da doenga“. A terapia antiviral pode diminuir o risco
de complicagdo da infecg¢do primaria*’. A terapia antiviral topica
oferece pouco beneficio clinico®.

A terapia parenteral pode ser usada em pacientes com infec¢io
primaria pelo herpes genital acompanhadas de manifesta¢des clini-
cas severas, como meningite asséptica, complica¢des neuroldgicas,
imunossuprimidos e herpes neonatal. Quanto mais precoce o inicio
do antiviral, maior € o beneficio clinico, preferencialmente antes
de 72 horas. Porém, se o paciente apresenta depois desse tempo
o desenvolvimento de novas lesdes ou dor significativa, a terapia
antiviral deve ser oferecida.

Segundo o Sexually Transmitted Diseases Treatment Guidelines
(CDC) de 2006, as opgdes de tratamento sdo*:

» aciclovir: 400 mg trés vezes ao dia ou 200 mg cinco vezes
ao dia;

» famciclovir: 250 mg trés vezes ao dia;

« valaciclovir: 1.000 mg duas vezes ao dia.

O valaciclovir ¢ administrado com menos frequéncia, porém o
aciclovir é o medicamento mais barato e portanto, a primeira esco-
lha. A duracdo usual do tratamento varia de 7 a 10 dias.

Tratamento para os casos de recorréncia do HSV
genital

As opgdes incluem:

Terapia de supressdo cronica: administracdo didria da medica-
¢do. Mais apropriada para pacientes com infecgdes muito frequen-
tes (mais de seis episodios ao ano) ou paciente HSV soropositivo
com parceiro sexual sem a infeccdo.

Terapia episodica: o paciente ¢ aconselhado a comegar a terapia
antiviral no inicio da apresentac@o dos prodromos da doenga, como
prurido e parestesia.

Nao intervengdo: para pacientes com episodios pouco frequen-
tes ou minimos sintomas.

Ha poucos estudos sobre a melhor estratégia a ser adotada, por
isso é extremamente importante conversar com o paciente e in-
dividualizar o tratamento, levando em consideragdo a escolha do
paciente. Deve-se discutir os seguintes aspectos: frequéncia da
recorréncia, a severidade dos sinais e sintomas, a necessidade de
aderéncia, o risco de toxicidade e de transmissdo para o parceiro
sexual ndo infectado e o custo da terapia, esclarecendo os anseios,
davidas e expectativas do paciente.

O tempo e as doses de cada medicacdo ainda sdo discutiveis,
porém o Guia dos CDC de 2006 sugere as seguintes prescrigdes
para a terapia episodica®:

* aciclovir: 800 mg trés vezes ao dia por 2 dias;

» famciclovir: 100 mg duas vezes ao dia por 1 dia ou 125 mg
duas vezes ao dia por 5 dias;

+ valaciclovir: 500 mg duas vezes ao dia por 3 dias.

No caso de terapia de supress@o cronica (uso continuo) o Guia

dos CDC de 2006 sugere®:
* aciclovir: 400 mg duas vezes ao dia;
» famciclovir: 250 mg duas vezes ao dia;
* valaciclovir: 500 mg uma vez ao dia.

A eficacia das medicagdes, segundo alguns estudos, é semelhan-
te tanto na terapia episodica como na terapia de supressdo cronica,
por isso a escolha fica atrelada a posologia e ao custo de cada me-
dicacdo.

Terapia antiviral supressora cronica em casais
discordantes

A terapia antiviral ajuda a diminuir a probabilidade de transmis-
s@o do herpes. Um estudo randomizado realizado com valaciclovir
500 mg uma vez ao dia durante 8§ meses demonstrou reducao das
taxas de infeccdo em casais heterossexuais imunocompetentes com
sorologias para HSV-2 discordantes, quando comparados com o
grupo que recebeu placebo. A suscetibilidade do parceiro foi acom-
panhada mensalmente com sinais clinicos e sintomas de herpes ge-
nital. Todos os casais foram aconselhados a manter relagdes sexu-
ais com preservativo®. A combinagdo de terapia antiviral com uso
de preservativos reduz em torno de 75% o risco de transmissao.

Resisténcia as drogas antivirais

A emergéncia de infeccdo clinica por HSV-2 resistente ao aci-
clovir durante a terapia de supressdo cronica ¢ relativamente rara’'"
58, Em dois grandes estudos, a taxa de resisténcia encontrada foi de
0,18% e 0,32%, respectivamente®>>°, Quando esse HSV-2 resisten-
te a aciclovir é encontrado em imunocompententes, normalmente
ndo apresenta repercussoes clinicas.

O foscarnet (4acido fosfonofoérmico trissodico), um inibidor da
DNA-polimerase viral, ¢ a op¢ao no caso dos HSV resistentes ao
aciclovir. Existem dois esquemas posologicos do foscarnet que
oferecem bons resultados, o primeiro com 40 mg/kg/dose EV, cor-
rendo em 2 horas, a cada 8 horas. O outro utiliza doses de 60 mg
a cada 12 horas e o tempo de tratamento para ambos os esquemas
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¢ de 14 a 26 dias. Foi introduzida recentemente a apresentacdo em
creme a 1%, aplicada cinco vezes ao dia, com até 90% de resposta
clinica do herpes genital recorrente em HIV-positivo.

Mecanismo de resisténcia
Trés mecanismos de resisténcia foram observados para os medi-
camentos antivirais que atuam contra o HSV**:
* Redug@o ou auséncia da enzima timidina quinase;
» Alteracdo da atividade da timidina quinase, resultando em de-
créscimo na fosforilagdo do aciclovir;
* Alteracdo na enzima DNA polimerase viral com consequente
diminuicdo da afinidade do trifosfato de aciclovir.
Geralmente, o HSV ¢ resistente a aciclovir, valaciclovir e fam-
ciclovir simultaneamente.

Outras drogas

Outras drogas encontram-se ainda sob avaliacdo da sua eficacia,
como a trifluorotimidina, a vidarabina e o cidofovir, podendo ser
utilizadas em casos especiais.

Devido as suas propriedades, o fitoterapico Uncaria tomentosa
tem sido indicado, em apresentagdo de gel com 50 mg/g aplicado
topicamente nas lesdes herpéticas, trés vezes ao dia®-%,

Terapia adjuvante na infecciio genital primaria
pelo HSV

Analgésicos podem ser usados em pacientes com multiplas
lesdes dolorosas na regido genital ou sacra. Banhos de assento
com cha de camomila em temperatura ambiente ou levemente
resfriado sdo uteis para mulheres com disuria severa, secundaria
a multiplas ulceragdes.

Uso de Uncaria tomentosa (50 mg/g em gel) topico, trés ve-
zes ao dia, melhora o quadro algico e inflamatorio das lesdes.
Todavia, ndo recuperamos estudo sobre diminui¢cdo do niimero
de recidivas.

Em alguns casos, como na reteng¢ao urinaria secundaria a ruptu-
ra do nervo sacral, pode ser necessaria cateterizagdo vesical.

Prevencio

As medidas de prevenc¢do do HSV genital incluem educag@o em
satde para o paciente, uso de métodos de barreira e terapia de su-
pressdo cronica.

Aconselhamento e educacao

O aconselhamento e a educagdo sdo fundamentais no manejo do
paciente com HSV genital. Muitas questdes irdo surgir € o médico
deve estar apto para atender as demandas do paciente. E necessério
estar atento aos aspectos psicossociais da infec¢@o e possiveis sen-
timentos que o paciente possa desenvolver ao saber da infec¢ao®.

Deve-se esclarecer ao paciente sobre a possibilidade de re-
corréncia, como reduzir o risco de transmissdo para o parceiro
sexual’”!, encoraja-lo a informar seu atual e futuros parceiros’,
ensina-lo a reconhecer os sintomas da fase prodromica, periodo
em que ocorre transmissdo, e evitar ter relagdes sexuais durante
os periodos de maior transmissibilidade (fase dos prodromos e
fase com lesdes ativas)”.
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Uso de método de barreira — preservativo masculino

O uso de camisinha estd associado a uma redugdo de aproxi-
madamente 50% na infecgdo pelo HSV-274. As lesdes podem es-
tar presentes na regido genital de homens e mulheres, ndo coberta
pelo preservativo. Por isso, o preservativo somente pode reduzir
o risco de transmiss@o do herpes genital quando envolve toda a
area infectada.

Outras medidas de prevencio

Outras medidas sugeridas para diminui¢do do risco de conta-
gio sdo:
¢ controle do estresse;
* sono e nutrigdo adequada;
« evitar a infec¢do de outros lugares do corpo quando as bolhas
do herpes estiverem presentes;
* deve-se evitar compartilhar toalhas (fomites) de alguém com
lesdes de herpes ativas;
e alguns estudos mostraram um efeito
circuncisao’™’s.
Microbicidas topicos, como detergentes, surfactantes, agentes
antivirais, que foram testados até o momento, ndo mostraram ne-
nhum efeito na diminuigdo da transmissdo do HSV-27778,

protetor da

Vacinas futuras contra herpes

Atualmente, a maioria dos esfor¢os para combater a infecgido
herpética genital concentra-se no desenvolvimento de vacinas. O
National Institutes of Health (NIH), nos Estados Unidos, esta atu-
almente na terceira fase de testes para uma vacina contra o herpes
tipo 2. A vacina s6 se tem mostrado eficiente para mulheres que
nunca foram expostas ao herpes tipo 1. De um modo geral, a vacina
tem 48% de eficiéncia em prevenir a contaminagao por herpes tipo
2 e 78% de eficiéncia em prevenir a infecg¢do por herpes tipo 2 com
sintomas. Durante os testes, a vacina ndo mostrou evidéncias de
prevenir a infec¢do de herpes tipo 2 em homens™.

Outro estudo de 2002 testou uma vacina com a glicoproteina D
como adjuvante. O estudo mostrou que as mulheres soronegativas
tanto para HSV-1 e HSV-2 apresentaram maior taxa de protecao do
que quando comparadas com as mulheres soropositivas para HSV-1.
Tal vacina também ndo mostrou prote¢éo para os homens®.

Diante de varios resultados mostrando que a vacina ndo confe-
re prote¢@o aos homens, foram realizados estudos tendo como fa-
tor preponderante a presenga do estradiol. Uma pesquisa mostrou
que apesar ndo ter uma diminuicdo estatisticamente significativa
na incidéncia de infeccdo, o estradiol diminui a severidade dos
sintomas®!.

Conflito de interesse

Nao ha conflito de interesses.
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REVISAO REVIEW

TRICOMONIASE VAGINAL: O QUE SE PAsSA?
VAGINAL TRICHOMONIASIS: WHAT IS UP?

Renato S Bravo', Paulo C Giraldo?, Newton S Carvalho®, José Roberto E Gabiatti’, Isabel CC Val,
Helena Patricia D Giraldo®, Mariana DL Passos’

RESUMO

Este estudo faz uma revisdo atualizada da prevaléncia do Trichomonas vaginalis na populagao geral, bem como sua complexa interagdo com o hospedeiro
e as consequéncias da infeccdo nao diagnosticada. O Trichomonas vaginalis € um parasita extracelular das mucosas, especialmente a vaginal, que causa
descarga vaginal, irritagdo e inflamagdo, podendo ser assintomatico em quase 1/3 dos casos. Atualmente tem sido pouco encontrado em alguns centros, mas
continua como causa importante de vulvovaginites no mundo, mantendo-se com taxas de 10% dos corrimentos vaginais em varios estudos epidemiologicos.
E abordada a complexa relagio parasita-hospedeiro, em que a resposta imunoldgica predispde vaginose bacteriana e infecgio pelo HIV, por mobilizagio das
células de defesa (leucdcitos, linfocitos T CD4 e macrofagos). As formas de diagnostico sdo apontadas para facilitar a compreensdo do diagnostico. Foram
apontadas ainda as formas de tratamento e em especial as dificuldades com casos de resisténcia medicamentosa.

Palavras-chave: Trichomonas vaginalis, infecgao vaginal, corrimento vaginal, DST, inflamagdo genital, inflamacao genital feminina

ABSTRACT

This study is an updated review of Trichomonas vaginalis prevalence in the general population as well as its complex interaction with the host and the
consequences of undiagnosed infection. The Trichomonas vaginalis is an extracellular parasite of the mucous membranes, especially the vagina, causing
vaginal discharge, irritation and inflammation and may be asymptomatic in nearly one third of cases. Currently, little has been found in some centers,
but remains a important cause of vulvovaginitis in the world keeping up with rates of 10% of vaginal discharge in several epidemiological studies. This
involves complex host parasite relationship where the immune response predisposes to bacterial vaginosis and HIV infection by mobilizing defense cells
(leukocytes, CD4 T lymphocytes and macrophages). The forms of diagnosis are pointed to facilitate understanding of the diagnosis. We also pointed the
way to treatment and in particular the difficulties with cases of drug resistance.

Keywords: Trichomonas vaginalis, vaginal infection, vaginal discharge, STD, female genital inflamation

INTRODUCAO

Como parasita extracelular da mucosa urogenital, o Trichomo-
nas vaginalis tem que superar diversas barreiras e a resposta imu-
ne do hospedeiro para estabelecer a infeccdo. Assim, ele deve ser
capaz de reconhecer o hospedeiro, colonizar o sitio-alvo, superar a
competicdo com outros microrganismos ali presentes e sobreviver
as variagdes ambientais. Além destes, ha ainda a extensa camada
de muco cervical, condigdes limitadas de nutrientes € o constante
fluxo da secreg@o vaginal. Nesse sentido, a citoaderéncia, uma das
primeiras etapas no processo de infecgdo, desempenha papel es-
sencial para a colonizagdo e persisténcia do patogeno'.

A tricomoniase determina uma resposta celular local com infla-
magao da mucosa vaginal. H4 uma grande infiltragdo de leucdcitos,
incluindo células-alvo do HIV, como os linfocitos T CD4+ e ma-
crofagos. Além disso, o Trichomonas causa frequentemente pontos
hemorragicos na mucosa, permitindo o acesso do virus a corrente
sanguinea. O parasita tem a capacidade de degradar o inibidor da
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protease leucocitaria secretoria, produto conhecido por bloquear o
ataque viral a célula*. Um aumento na secregdo de citocinas (inter-
leucinas 1, 6, 8 ¢ 10), conhecido por elevar a sensibilidade ao HIV,
pode ocorrer no curso de uma infecgdo pelo tricomonas®®.

ETIOPATOGENIA

Embora quase 1/3 das infec¢des por 7. vaginalis seja assintoma-
tico, a maioria desenvolve queixas como descarga vaginal (clara ou
de aspecto purulento), irritacdo vulvar e inflamagao. Algumas mu-
lheres descrevem dor pélvica e distiria. No homem, ¢ assintoma-
tica na maioria das vezes, entretanto podera ser reconhecida pela
presenga de uretrite, tendo a prostatite, epididimite e a infertilidade
como complicagdes’.

Em estudo sobre prevaléncia e perfil comportamental de mulhe-
res atendidas em uma unidade de saude publica, de 299 mulheres
com média de idade de 30 anos, as taxas de prevaléncia sdo: C.
trachomatis, 7,4%; gonorreia, 2%; tricomoniase, 2%, candidiase,
9,3%; vaginose, 21,3%; e alterages sugestivas de virus, 3,3%?9.
Em mulheres infectadas pelo HIV, a prevaléncia da tricomoniase
varia de 9,5 a 38%, enquanto em mulheres ndo infectadas esta ¢
observada em 1,4 a 4,5%°.

No Servigco de DST/UFF, o diagndstico de tricomoniase foi de
4,4% em estudo envolvendo 12 anos de atividade deste servigo'’.
Estudando-se a acuracia da autocoleta para estudo microbiologico
do conteudo vaginal, em clientela do Programa de Satide da Fami-
lia, Passos et al. encontraram uma prevaléncia de 5,6%'.

A tricomoniase tem sido associada a complicagdes no trato re-
produtivo, incluindo parto pré-termo'?, neoplasia cervical, infec-
¢Oes pos-histerectomia, doenga inflamatoria pélvica atipica e in-
fertilidade. Estudos ainda sugerem que esta infec¢ao predisporia a
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um maior risco de infecgdo pelo HIV'*!#, Um estudo prospectivo
multicéntrico, com a finalidade de diagnosticar a tricomoniase em
parceiros sexuais (cultura e reacdo em cadeia por polimerase na
urina), mostrou que, de 540 mulheres infectadas (diagndstico com
lamina a fresco e/ou cultura), a tricomoniase estava presente em
177 (71,7%) de 256 parceiros masculinos, dos quais 136 (77,3%)
eram assintomaticos'.

As taxas de prevaléncia vao de 10% na populacdo em geral até
valores entre 50 e 60% em populagdo carceraria e profissionais do
sexo'®. Em estudo prospectivo em 216 gestantes, analisando-se o
contetdo vaginal por microscopia a fresco e citologia corada pela
técnica de Papanicolaou, o diagnostico de tricomoniase observado
em ambos os métodos (3,7% e 2,7%) traduz a importante prevalén-
cia desse parasita na gesta¢do'’. No estudo com 101 pacientes com
idade entre 16 e 55 anos, HIV-positivo, através da citologia a fresco
do conteudo vaginal e corada (Papanicolaou), havia 15 (14,85%)
pacientes com diagndstico de tricomoniase!s.

Trabalho retrospectivo com 504.638 mulheres com citologia co-
rada pela mesma técnica revelou a presenga de Trichomonas com
tendéncia a diminuigdo nos 5 anos de observagao (de 1997 a 2002)
de 4,96% para 3,31%, sendo o grupo etario de 30 a 39 anos o mais
afetado’. Tem sido postulado que a presenca de Trichomonas cria
um ambiente anaerdbico que favorece a bacteriose vaginal.

Em estudo retrospectivo de 400 citologias coradas pelo Papa-
nicolaou, observou-se que a incidéncia de bacteriose era maior
no grupo com citologia positiva para 7. vaginalis (46,5%), em
comparagdo ao grupo sem a tricomoniase (24,5%) (p < 0,0001)%.
Em estudo de prevaléncia da tricomoniase em adultos jovens nor-
te-americanos, Miller et al. encontraram taxas de 2,3% no geral
(2,8% para mulheres e 1,7% para homens). Todavia, em mulheres
de cor negra a taxa foi 10,5%, bem maior que a de mulheres de
cor branca, que foi 1,1%?'.

Em nosso meio, as taxas de prevaléncia apresentam-se de acor-
do com a Tabela 1, dados informados pelo Programa Nacional de
AIDS/DST?.

Tiburcio et al. encontraram diagndstico de tricomoniase em 51
(7,3%) em um ambulatério de DST, do total de 694 mulheres ras-
treadas, 34 estavam gravidas e, entre estas, cinco (14%) tinham
tricomoniase?. Passos et al., estudando 112 mulheres com queixas
de corrimento vaginal, diagnosticaram, por meio de colpocitologia
oncotica, nove casos (8%) de tricomoniase®.

Em outro trabalho sobre diagnéstico de DST antes e depois do
carnaval com 434 mulheres, por um periodo de 5 anos (1994-1998)
em uma clinica de DST, foi possivel diagnosticar 41 (9%) com tri-
comoniase”. Em um estudo nacional com metodologia contando
com cultura para Trichomonas, bacterioscopia pelo Gram e exame
a fresco do conteudo vaginal, que analisou 101 mulheres com quei-
xas de corrimento vaginal importante, Passos et al. encontraram 12
casos (11,89%) de tricomoniase?.

Trichomonas vaginalis € transmitido através da relacdo sexual e
pode sobreviver por mais de 1 semana no prepucio de um homem
sadio apos a relagdo sexual com uma mulher infectada. O homem ¢
o vetor da doenca. Com a ejaculagdo, os Trichomonas presentes na
mucosa uretral sdo levados a vagina pelo esperma.

O estabelecimento do protozodrio na vagina inicia-se com um
aumento do pH e na propor¢do de bactérias anaerdbias, associa-
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do a uma redugéo dos lactobacilos®. As respostas imunes celular e
humoral sdo evidentes em pacientes com a infecgdo. Embora ndo
seja encontrado em todos os pacientes com a infec¢do, um aumento
no nimero de leucdcitos polimorfonucleares pode ser facilmente
detectado nas secre¢des. O contato inicial entre o 7. vaginalis ¢ os
leucocitos resulta na formagao de pseudopodes que vao promover
a internalizacdo e degradag@o das células imunes nos vacuolos
fagociticos do parasito.

A interacdo entre o Trichomonas e seu hospedeiro ¢ um pro-
cesso complexo no qual estdo envolvidos componentes associa-
dos a superficie celular do parasita e células epiteliais do hospe-
deiro e, ainda, componentes soliveis encontrados nas secregdes
vaginal e uretral. A aderéncia e a citotoxicidade exercidas pelo
protozodrio sobre as células do hospedeiro sdo ditadas pelos fa-
tores de viruléncia, como as adesinas, cisteina-proteinases, inte-
grinas, cell-detaching factor (CDF) e glicosidases. O T. vaginalis
precisa aderir as células hospedeiras para exercer seus efeitos
patogénicos?’. Quatro adesinas tém sido identificadas como me-
diadoras da citoaderéncia: AP23, AP33, AP51 e AP65%. A sintese
dessas proteinas ¢ regulada possivelmente pela ligacdo a células
epiteliais e ao ferro?*3. A expressdo das adesinas na superficie do
parasita é alternada com a expressdo de P270, que € uma proteina
altamente imunogénica. Essa alternancia na expressao parece ser
um mecanismo utilizado pelo Trichomonas para invadir o sistema
imune?.

Outra classe de moléculas implicada na adesdo do Trichomo-
nas € representada por cisteina-proteinases, que sdo citotoxicas
e hemoliticas e apresentam capacidade de degradar IgM, IgG e
IgA presentes na vagina. O papel desempenhado pelo ferro nas
infecgdes tem sido intensamente estudado. Nos casos em que os
microrganismos sdo encontrados em ambiente com baixo poten-
cial redox, o ferro desempenha um papel muito importante na
sobrevivéncia desses organismos. Em adig¢@o, os mecanismos de
defesa desempenhados pelo tricomonas contra o estresse oxida-
tivo gerado pelos radicais superoxido estdo centrados na ativida-
de de superoxido dismutase (SOD), que necessita do ferro como
cofator?’.

Hemacias podem ser fagocitadas pelo 7. vaginalis para a aqui-
si¢do de ferro da hemoglobina e também como fonte de acidos
graxos, ja que o parasito € incapaz de sintetizar lipidios®'. A he-
molise pode ser mediada pela insercdo de poros na membrana
da hemacia, formados por liberagdo de proteinas tipo porfirinas
(possivelmente cisteina-proteinases) ou por meio da interagdo
entre os receptores eritrocitarios e adesinas do parasito, o que
provoca a aderéncia entre as células e a eritrofagocitose pelo
protozoario®’32. Esses dados podem explicar o carater de colpite
multifocal encontrado em pacientes com quadros de tricomonia-
se, principalmente naqueles agudos e sintomaticos.

O T vaginalis ¢ um parasita eucariota, flagelado, anaérobio fa-
cultativo e mede cerca de 15 um. Tem quatro flagelos desiguais
¢ uma membrana ondulante que lhe ddo mobilidade, e uma pro-
tuberancia em estilete denominada axdstilo, uma estrutura rigida,
formada por microtubulos, que se projeta através do seu centro até
sua extremidade posterior’>. N&o possui mitocondrias, mas apre-
senta granulos densos (hidrogenossomos) que podem ser vistos
a microscopia Optica. Essas estruturas sdo portadoras da enzima
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Tabela 1 — Taxas de prevaléncia de tricomoniase em mulheres brasileiras, relatadas na literatura cientifica.

Prevaléncia Autor N Ano Local Populagao Método Diagndstico
11,5% Gongalves et al. 10.559 1984 Santos/SP Ambulatério de Ginecologia Microscopia a fresco
15,5% Aleixo Neto et al. 194 1987  Belo Horizonte/MG  Mulheres usuarias de DIU Colpocitologia
8,1% Mulheres usuarias de
anticoncepcional oral
37,5% De Carli et al. 200 1987  Porto Alegre/RS Clinica de DST Cultura (Diamond)
Exame direto
4,8% Brito et al. 69 1996 Itupiranga e Mulheres da tribo indigena Colpocitologia
Jacunda/PA Parakana
2,1% Simdes et al. 328 1998 Campinas Gestantes Bacterioscopia-Gram
17,9% Moherdaui et al. 334 1998  Multicéntrico! Clinica de DST Bacterioscopia-Gram/Exame
direto
3,5% Murta et al. 396 2000 Uberaba/MG Mulheres com citologia sem Colpocitologia
evidéncias de HPV
2,3% Murta et al. 390 2000 Uberaba/MG Mulheres com citologia com Colpocitologia
evidéncias de HPV
30% Miranda et al. 121 2000 Vitéria/lES Presidiarias Colpocitologia
Adad et al. 2001  Uberaba/MG Ambulatério de Ginecologia Colpocitologia
10% 880 (1968)
17,3% 3.026 (1978)
7,8% 6.825 (1988)
3,4% 9.625 (1998)
3,3% Lourenco et al. 180 2001  Araraquara/SP Ambulatério de Ginecologia PCR?
23,1% Benzaken et al. 147 2002  Manacapuru/AM Profissionais do sexo Microscopia a fresco
Bacterioscopia-Gram
Colpocitologia/Teste das
aminas
7,3% Simdes-Barbosa  142.158 2002 Brasilia/DF Ambulatério de Ginecologia Colpocitologia
1,9% Santos et al. 105 2003 Tremembé/SP Ambulatério de Ginecologia Abordagem sindrémica
10% De Lima Soares 341 2003 Maceio/AL Comunidade rural Bacterioscopia /Exame direto
6,0% Lobo et al. 1.008 2003 Brasilia/DF Ambulatério de Ginecologia PCR
5,95% Colpocitologia
4,8% Cultura
3,96% Exame direto
3,7% Da Silva Filho 216 2004 Rio de Janeiro/RJ Gestantes Microscopia a fresco
2,7% Da Silva Filho 216 2004 Rio de Janeiro/RJ Gestantes Colpocitologia
5,6% Benzaken et al. 250 2004  Alto Solimdes/AM Gestantes Microscopia a fresco
6,2% Martins et al. 630 2004 Fortaleza/CE Gestantes Microscopia a fresco
4,2% 389 Aracati/CE Bacterioscopia-Gram

Estudo multicéntrico: Manaus, Recife, Belo Horizonte, S&o Paulo e Porto Alegre.
PCR = Reacédo em cadeia da protease.

piruvato ferredoxina oxirredutase, a qual transforma piruvato em
acetato por oxidacdo fermentativa, liberando energia na forma de
ATP. Existe em apenas uma tnica forma (trofozoito), que ¢ si-
multaneamente infecciosa e ativa. Contudo, formas arredondadas
com flagelos internalizados, muito semelhantes a cistos, porém
sem apresentar parede cistica, sio comumente encontradas. Estas
formas sdo conhecidas como pseudocistos; ao contrario do que se
imaginava, os pseudocistos ndo sdo formas degenerativas, mas sim
formas funcionais e metabolicamente ativas®.

Reproduz-se por pleuromitose fechada com fuso extranuclear.
Cresce em pH entre 5,0 e 7,5 em temperaturas variando de 20 a

40°C. Utiliza a glicose, a maltose e a galactose como fontes de
energia. Mantém o glicogénio como forma de armazenamento de
energia. Em condigdes adversas, pode utilizar também os amino-
acidos, especialmente arginina, treonina e leucina, como fontes
energéticas.

Os neutréfilos sdo as células inflamatoérias predominantes na
descarga vaginal de mulheres com tricomoniase. Estes, os neutr6-
filos, tém um periodo de vida mais curto que outros leucdcitos.
Estudos indicam que o T vaginalis altera a expressdo enzimatica
(Mcl-1 e caspase-3), induzindo a apoptose em neutrofilos humanos
¢ influenciando no processo inflamatdrio vaginal.

DST - J bras Doengas Sex Transm 2010, 22(2): 73-80
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Embora os mecanismos contato-dependentes tenham um papel
significativo na patogénese da tricomoniase, mecanismos de con-
tato-independentes estdo também envolvidos. Hemolise e citoto-
xicidade, por exemplo, ndo podem ser explicadas somente pelos
mecanismos contato-independentes, ja que esses efeitos podem
ser vistos na auséncia de contato célula-célula. Estudos demons-
tram que o cell-detaching factor (CDF) causa efeitos em células
cultivadas in vivo. Os niveis de CDF podem ser correlacionados
com a severidade dos sintomas clinicos da vaginite. A producao
de CDF ¢ influenciada pela concentragdo de estrogénio na vagina,
visto que, in vitro, a produ¢do de CDF pelo tricomonas diminui
na presenga de B-estradiol. Isso pode explicar por que a aplicagdo
vaginal de estradiol parece melhorar os sintomas sem erradicar a
infecgdo.

O T vaginalis ativa a via do complemento. O muco cervical
¢ deficiente em complemento, e o sangue menstrual representa a
unica fonte de complemento na vagina. Enquanto o numero de or-
ganismos na vagina diminui durante a menstruacdo, os fatores de
viruléncia mediados pelo ferro contribuem para a exacerbagdo
de sintomas nesse periodo. O ferro contribui para a resisténcia
ao complemento, por regular a expressao de cisteina-proteinases,
que degradam a por¢do C3 do complemento depositada sobre a
superficie do organismo. Além disso, o tricomonas pode autor-
revestir-se de proteinas plasmaticas do hospedeiro. Esse reves-
timento ndo permite que o sistema imune reconhega o parasito
como estranho®.

Figura 1 — Aspecto vulvar de corrimento vaginal bolhoso cujo
diagnéstico diferencial deve passar por tricomoniase e por vaginose
bacteriana.

DST - J bras Doengas Sex Transm 2010; 22(2): 73-80

Figura 2 — Aspecto de fundo-de-saco vaginal pelo qual é possivel
observar grande quantidade de conteido vaginal bolhoso, devendo
haver suspeita de tricomonfase.

Figura 3 — A. Exame ao espéculo vaginal pelo qual se observa

colpite multifocal caracteristica de infeccdo por T. vaginalis. Nessas
situagdes, o diagnostico diferencial deve ser estabelecido com vaginite
inflamatéria esfoliativa e colpite atréfica. B. Mesmo quadro clinico
com visibilizagdo do colo uterino ao teste do iodo. Fotos gentilmente
cedidas pela Dra. Silvia Lima, Belém, PA.

QUADRO CLINICO

O T vaginalis infecta principalmente o epitélio escamoso do
trato genital. Existe um amplo leque de manifestacdes clinicas,
desde as formas assintomaticas até aquelas ditas severas. Embo-
ra quase 1/3 das infec¢des por T. vaginalis seja assintomatico, a
maioria desenvolve queixas como descarga vaginal (clara ou de
aspecto purulento), irritagdo vulvar e inflamagao. Algumas mulhe-
res descrevem dor pélvica e disiria. No homem, ¢ assintomatica na
maioria das vezes, entretanto podera ser reconhecida pela presenga
de uretrite, tendo a prostatite, epididimite ¢ a infertilidade como
complicagdes®.

O corrimento vaginal ¢ frequente devido a infiltracdo de leu-
cocitos. O sintoma classico de secre¢do amarela, abundante, es-
pumosa e mucopurulenta ocorre em 20% dos casos®. A vagina e
o colo uterino podem apresentar edema e eritema, com erosao e
pontos hemorragicos, a colpite macular ou colpite multifocal, com
aspecto tigroide ou malhado (Figuras 1 a 3). Embora essa forma
de apresentac@o ndo seja muito especifica da tricomoniase, ela esta
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presente em 2 a 5% dos casos. O impacto da tricomoniase ndo ¢
restrito ao trato genital inferior. A infeccdo esta relacionada com a
doenca inflamatdria pélvica, pois, ao acometer o trato genital su-
perior, produz reagdo inflamatdria que destrdi a arquitetura tubaria,
lesando o epitélio ciliado da mucosa tubéria®.

Estudos ainda sugerem que esta infecc¢@o predisporia a um maior
risco de infec¢do pelo HIV3*%¥, A resposta imune ao parasita parece
desempenhar papel na sintomatologia. Isto pode estar relacionado
a produgdo local de IgG, particularmente IgG1 em secregdo vagi-
nal de mulheres infectadas e sintomaticas®.

DIAGNOSTICO

A infecg@o por T vaginalis causa secregdo espumosa com odor
desagradavel acompanhada de irritagdo vaginal. Embora a presen-
¢a de tricomonas moveis no exame a fresco seja diagnosticada,
isso pode ndo ocorrer em 50% de mulheres com cultura®!. A iden-

Figura 4 — Exame a fresco de conteudo vaginal visibilizando Tricho-
monas vaginalis com seus flagelos.

tificacdo do parasita ¢ facilitada pelo seu movimento vibratil e por
esfregago tipicamente rico em elementos polimorfonucleares € um
grande numero de células epiteliais isoladas* (Figura 4).

Entretanto, quando o exame a fresco € negativo e persiste a sus-
peita de tricomoniase, a cultura em meio apropriado ¢ indicada®’. E
executada em condigdes de anaerobiose (meio de Diamond), sendo
o método de maior sensibilidade e especificidade. Em mulheres
nas quais a tricomoniase ¢ suspeita e nao identificada pela 1amina
a fresco, a cultura esté indicada*. O sistema de cultura in pouch TV
(Figura 5) ¢ igualmente sensivel ao método tradicional e ¢ uma
alternativa de baixo custo e eficiente>%.

Na pratica médica, a tricomoniase ¢ com maior frequéncia diag-
nosticada pelo exame rotineiro da colpocitologia oncotica (Papa-
nicolaou) (Figura 6). A deteccdo por esse método apresenta uma
sensibilidade de 57% e uma especificidade de 97%*. Em estudo
de 1.008 colpocitologias coradas pelo método de Papanicolaou
de mulheres brasileiras, a prevaléncia de tricomoniase foi de 6%.
Um consideravel numero foi dado como falso-positivo ou falso-
negativo. Comparado a PCR, a especificidade do Papanicolaou foi
de 97,6%, embora a sensibilidade tenha sido apenas de 60,7%. O
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Figura 5 — Sistema de cultura para Trichomonas vaginalis In Pouch TV.
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Figura 6 — Colpocitologia oncética visibilizando (setas) Trichomonas
vaginalis.

valor preditivo positivo do exame foi de 61,7%. Esses resultados
sugerem que irregularidades na apresentacdo do parasito no es-
fregago, como a indefini¢do de nticleo e flagelo, além da citdlise
provocada por bactérias, sejam os fatores determinantes para os
limites do teste*.

A amplificacdo da sequéncia de DNA pela reagdo em cadeia
por polimerase (PCR) tem sido largamente utilizada no diagnds-
tico das doengas infecciosas, e seu uso no diagnostico da trico-
moniase tem sido desenvolvido*->!. Embora nio seja um método
utilizado rotineiramente na pratica clinica, a técnica ¢ considera-
da como método de escolha na detecg¢do do tricomonas em urina
e secrecdo vaginal.

DST - J bras Doengas Sex Transm 2010; 22(2): 73-80
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Outros testes diagndsticos incluem o OSOM Trichomonas Ra-
pid Test, a imunocromatografia e sondas de acido nucleico. Embora
esses testes tenham maior sensibilidade do que o preparo a fresco,
resultados falso-positivos também podem ocorrer*.

TRATAMENTO

Os regimes de tratamento mais utilizados sdo:
* Metronidazol 2 g VO (dose Unica);
* Secnidazol 2 g VO;
» Tinidazol 2 g VO (dose tinica).

Regime terapéutico alternativo é o metronidazol 500 mg VO
2 x/dia durante 7 dias. E considerado alternativo porque muitas
pessoas ndo completam o tratamento. Isso faz com que a opgdo
por dose Uinica seja, em satide publica, uma escolha acertada. To-
davia, quando o tratamento ¢ efetuado de forma correta, o esque-
ma por 7 dias € o que apresenta melhor taxa de sucesso clinico e
microbiologico.

Estudos clinicos randomizados com o uso de metronidazol
mostram resultados de cura entre 90-95% e, usando tinidazol, de
86-100%. O tratamento do parceiro sexual aumenta esses resulta-
dos. Estudos comparando a dose tnica de 2 g de metronidazol e
tinidazol mostram que o emprego do tinidazol oferece resultados
semelhantes e até superiores ao metronidazol. O tratamento dos
parceiros sexuais alivia os sintomas, oferece a cura microbiologica
e reduz o risco de transmiss&o®. O uso do gel de metronidazol ¢é de
menor eficacia (< 50%) do que as preparagdes orais. Ndo atinge
nivel terapéutico no interior da uretra e nas glandulas perivaginais,
nao sendo, portanto, recomendado.

Devem merecer atengdo alguns estudos mostrando a resisténcia
do T vaginalis a drogas como o metronidazol e tinidazol, citando
indices em torno de 9,6% ¢ 0,56%, respectivamente®. O tinidazol
foi reintroduzido no arsenal terap€utico americano recentemente
pela FDA, apos uma auséncia de quase 40 anos, uma vez que ¢é
considerada como droga alternativa a resisténcia do tricomonas
ao metronidazol®. Sendo mais potente e mais bem tolerado (in-
clusive por criangas) do que o metronidazol, o secnidazol tem
sido cada vez mais usado no tratamento de tricomoniase.

A nitazoxamida, um nitotiazdlico com amplo espectro contra
bactérias anaerdbias e varios parasitas, recentemente liberada
para a comercializagdo, na dose de 500 mg/dia por 3 dias, apre-
senta-se como nova opgao>>36,

A tricomoniase esta associada a complicagdes na gestagao: rup-
tura prematura de membranas, parto pré-termo e recém-nascido
de baixo peso. Entretanto, ndo existem dados disponiveis de que
o tratamento com metronidazol traga diminui¢do na morbidade
perinatal. Alguns estudos mostram a possibilidade de aumento na
prematuridade e baixo peso com o uso do metronidazol. Trata-se
de estudos que ndo permitem conclusdo definitiva sobre os riscos
com o tratamento’’8, Entretanto, o tratamento, além do alivio da
sintomatologia, previne a infec¢do respiratoria do recém-nascido
e a transmissdo sexual. Os riscos e beneficios deverfo ser discu-
tidos com a paciente.

A gestante poderd ser tratada com 2 g de metronidazol. Essa
droga ¢ classificada como “B” na gravidez (estudos em animais
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nao mostram danos ao feto; estudos com maior controle deverao
ser feitos). Multiplos estudos e metanalises ndo demonstraram
consistente associacdo do metronidazol usado durante a gravi-
dez a efeitos teratogénicos e mutagénicos nos bebés. O tinida-
zol € uma droga, na gravidez, de categoria “C” (estudos ani-
mais mostraram efeitos adversos; sua seguranca ainda nao esta
estabelecida)®-¢!.

Dados que ainda merecem comentarios dizem respeito a re-
latos de que 5 a 10% dos homens e mulheres com gonorreia
também estdo infectados com 7. vaginalis e de que, apos trata-
mento pela abordagem sindromica de uretrite gonococica mas-
culina, havendo persisténcia de secre¢do, sensacao de fisgada e/
ou prurido no meato uretral, deve-se instituir medicacdo para
tricomoniase.

Foram estudados pacientes HIV+ e HIV—, com o proposito
de saber se as repetidas infec¢des por Trichomonas eram rein-
fecgoes, novas infecgdes ou falhas de tratamento, cujas culturas
eram positivas para a tricomoniase, todas tratadas com 2,0 g
de metronidazol. Apos 1 més, relatos de tratamento do parceiro
¢ detalhes da vida sexual da cliente eram pesquisados. De 60
HIV+ com tricomoniase, 11 (18,3%) delas continuavam com
a infecg¢do ap6s 1 més. Deste grupo, trés eram provavelmen-
te reinfec¢des, duas, infec¢des com novo parceiro e seis, pos-
sivelmente, falha de tratamento. Das 301 pacientes HIV—, 24
apresentavam cultura positiva apos 1 més (8%). Das 24 recor-
réncias, duas eram devidas a provavel reinfecc¢do (8%) e 22 por
falha de tratamento (92%).

Conclui-se, portanto, que as pacientes soropositivas apresen-
tam reexposi¢do maior que as soronegativas, embora a taxa de
falha de tratamento seja similar em ambos os grupos, indicando
que a dose de 2,0 g de metronidazol talvez ndo seja adequada
para todas as pacientes, enfatizando a necessidade de rever estas
pacientes®?.

CONSIDERACOES FINAIS

Dados da Organiza¢do Mundial da Saude citam que ocorrem
a cada ano no mundo mais de 170 milhdes de casos novos de tri-
comoniase, ¢ que o Programa Nacional de DST e AIDS do Mi-
nistério da Satide (PNDST/AIDS), em grande estudo nacional,
estimou uma incidéncia de 5,1% (8,2% em mulheres ¢ 1,9% em
homens), com mais 4,3 milhdes de casos novos/ano*. Com isso,
a tricomoniase, junto com a infec¢do por clamidia, gonorreia e si-
filis, representa uma classica DST curavel e que esta longe de ser
um problema de saude publica em vias de resolucdo. Até porque o
sentimento entre muitos profissionais de satde, gestores de saude,
populacdo e midia em geral é de que a tricomoniase ndo tem nu-
meros expressivos.

Para agravar a situag@o no que diz respeito a valorizagao dessa
infecgdo (na verdade a de maior incidéncia das DST curaveis), o
PNDST/AIDS estabeleceu um sistema de vigilancia das DST de
notificagdo ndo compulsoria de determinadas doencas especificas
e sindromes consideradas de interesse nacional (Quadro 1), no

qual a tricomoniase néo foi incluida®.
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Quadro 1 — Codigos para notificagdo de casos de DST.

DST Cadigo (CID 10)
Sindrome da ulcera genital (excluido herpes

genital) N485
Sindrome do corrimento uretral R36
Sindrome do corrimento cervical N72
Sifilis em adultos (excluida a forma primaria) A53
Sifilis congénita* A509
Herpes genital (apenas primeiro episodio) A60
Condiloma acuminado (verrugas anogenitais) A630

/ Inf. HPV

*Deve ser notificada em instrumento especifico.

Conflito de interesse

Naéo ha conflito de interesses.
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RELATO DE CASO CASE REPORT

HERPES GENITAL VULVAR E Uso Torico DE UNCARIA TOMENTOSA:
REeLATO DE CASO

UNcari4 ToMENTOSA AND Toricar USE IN GENiTAL HERPES IN Vurva: CASE REPORT

Mauro Romero L Passos’, Mauro Geller?, Nero A Barreto®, Mariana DL Passos?,

Felipe DL Passos’, Renata Q Varella®

RESUMO

Introdugio: herpes genital ¢ uma doenga infectocontagiosa de transmissdo sexual que acomete pessoas das mais diversas camadas sociais. Herpes genital
esta disseminado em todo o mundo e ¢ uma causa frequente de lesdes genitais dolorosas em homens e em mulheres. Objetivo e Métodos: descrever caso
de mulher adulta com quadro clinico e citologico de primomanifestagdo de herpes genital vulvar, no qual foi usado, na lesdo, gel com 50 mg/g de Uncaria
tomentosa trés vezes ao dia, durante 4 dias. Resultados: os sintomas de dor e ardor tiveram rapida remissdo. Ainda na consulta, cerca de 25 minutos apos
aplicagao topica do fitoterapico, a paciente relatou grande melhora do quadro doloroso genital. A evolugdo clinica foi satisfatoria e apds 6 dias a paciente,
ja sem lesao, informou ter tido coito vaginal sem incomodos. Conclusio: a aplicagdo topica de gel de Uncaria tomentosa em primomanifestacdo de herpes
genital vulvar foi bem tolerada, ndo apresentou efeitos colaterais e melhorou rapida e sensivelmente o quadro clinico da doenga.

Palavras-chave: herpes genital, Uncaria tomentosa, tratamento, DST

ABSTRACT

Introduction: genital herpes is a sexually transmitted infectious disease that affects people from many different social strata. Genital herpes is spread
worldwide and is a frequent cause of painful genital sores in men and women. Objective and Methods: to describe the case of adult women with clinical
and cytologic clinical picture of a vulvar initial outbreak of genital herpes in which the lesion was treated with Uncaria tomentosa gel 50 mg/g three times a
day for four days. Results: the symptoms of pain and burning had rapid remission. During the consultation, about 25 minutes after topical application of the
herbal medicine, the patient reported great improvement in genital pain. The clinical outcome was satisfactory and after six days the patient, whose lesion
had already healed, reported having had vaginal intercourse without discomfort. Conclusion: application of Uncaria tomentosa topical gel in a vulvar initial

outbreak of genital herpes was well tolerated, showed no side effects, and rapidly and significantly improved the clinical symptoms of disease.

Keywords: genital herpes, Uncaria tomentosa, treatment, STD

INTRODUCAO

Herpes genital (HG) é conceituado como uma doenga infecto-
contagiosa, geralmente transmitida por contato sexual, embora em
muitos casos a fonte de contaminagdo néo seja conhecida. A doenga
¢ sujeita a crises de repeti¢ao e apresenta periodo de incubagdo de 1
a 26 dias (média de 7 dias). O contato com lesdes exulceradas, ul-
ceradas ou vesiculadas ¢ a via mais comum de contaminagio, mas
a transmissdo também se da por meio de pessoa assintomatica'=.

Predominantemente, o HG ¢ causado pelo herpesvirus simplex
tipo 2 (HSV-2) e em poucos casos pelo herpesvirus simplex tipo 1
(HSV-1)13,

HSV-1 e HSV-2 sdo DNA-virus, termoléabeis e sensiveis a éter,
fenol e formol, sendo parcialmente inativados pela radiacdo ultra-
violeta. Entretanto, resistem bem ao refriamento’-. A doenca € dis-
seminada em todo o mundo e acomete pessoas de diversas camadas

Professor associado, chefe do Setor de Doengas Sexualmente Transmissiveis
(DST) da Universidade Federal Fluminense (UFF), Niteroi, RJ.
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sociais das popula¢des?®. As manifestagdes clinicas sdo didatica-
mente divididas em primomanifestacdo e recidivante!-.

Em geral, a primomanifestacdo ¢ precedida de sintomas como
eritema, ardor, discreto prurido e dor. Sobre a base eritematosa
aparecem vesiculas agrupadas, permanecem por 4 a 5 dias ¢ em
seguida ocorre erosdo. Todo esse processo pode durar de 2 a 3 se-
manas. O surgimento de les@o unica ocorre em alguns casos. Ndo é
raro que o acometimento genital seja acompanhado de febre, cefa-
leia, mal-estar geral e mialgias. Adenopatias inguinais ou femorais
ocorrem em aproximadamente 70% dos casos'=.

Nas recorréncias, dependendo de varios fatores, as lesdes
apresentam menor intensidade e tém menor duragdo em relagao
a primomanifestagdo. O tratamento para elimina¢do do virus do
HG ainda ¢ ineficaz e visa minimizar os efeitos ¢ o tempo de
duragdo das crises®. Aciclovir, famciclovir e valaciclovir, por via
oral, sdo as mais eficazes medicagdes utilizadas no tratamento
do HG?. A terapia antiviral topica com aciclovir oferece pouco
beneficio clinico*”.

OBJETIVO

Descrever caso de paciente com diagnoéstico clinico e citologico
de herpes genital vulvar no qual foi usado, na lesdo, preparado gel
com Uncaria tomentosa.

RELATO DO CASO E DISCUSSAO

Mulher, de 32 anos de idade, encaminhada por médico de servi-
¢o de medicina suplementar, procurou o Setor de DST da Univer-
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sidade Federal Fluminense, Niter6i, RJ, em mar¢o de 2010, com
queixa de ferida na vagina (SIC).

Encontrava-se bastante ansiosa, queixando-se de muita dor e
ardéncia, de grande intensidade, em genitalia externa. Relatou que
a ferida surgiu no dia anterior e que era a primeira vez que apresen-
tava tal alteragdo. Informou que ndo usou qualquer produto local,
mas fez uso de medicag@o oral para dor (dois comprimidos com
200 mg de ibuprofeno, com intervalo de 4 horas entre o primeiro e
o segundo). Relatava dor ao urinar e que a automedicag@o analgé-
sica/anti-inflamatoria ndo melhorou o quadro doloroso.

Relatou, ainda, que na noite anterior sentiu mal-estar geral, cor-
po cansado e que suou muito, € pela manha notou o seu corpo mui-
to quente. Contudo, ndo aferiu a temperatura corporal.

O exame clinico evidenciou lesdo unica, com aproximadamente
2 cm de didmetro, exulcerada, ndo endurecida, com bordas hipere-
miadas em regido vulvar infraclitoridiana (Figura 1). Foi notada,
ainda, microadenomegalia pouco dolorosa, bilateral.

Figura 1 — Lesio exulcerada em vulva no dia do primeiro
atendimento.

Foi coletado, por raspado com espatula de madeira, material da
lesdo e distendido em trés laminas de vidro. Uma foi fixada em
solugdo éter-alcool, acondicionada em frasco de plastico (o mes-
mo usado para colpocitologia oncotica) para analise citologica pela
técnica de Papanicolaou. Outra lamina foi deixada secar ao ar para
coloragao pelo método de Giemsa. A terceira foi usada para bacte-
rioscopia pela técnica de Gram. Foi coletado, ainda, material para
microscopia em campo escuro de esfregaco da lesdao. Foram solici-
tados, também, exames soroldgicos para sifilis, hepatite B e HIV.

Apds o exame clinico e a coleta de materiais, foi aplicado na lesdo
vulvar, massageando, gel de Uncaria tomentosa IMUNO-MAX®,
Uncaria tomentosa 50 mg/g em gel. Produto de amostra gratis.
FAB: 10/09, VAL: 10/11, LOT: 214809, MS: 1.1860.0069.003-0).
A paciente foi orientada para aplicar o produto fornecido durante 5
dias em intervalos de 8/8 horas (trés vezes ao dia).

DST - J bras Doengas Sex Transm 2010, 22(2): 81-83

Enquanto se completava o preenchimento do prontudrio, as
solicitagdes de exames e faziam-se orientagdes de educagdo em
saude, uso do medicamento e proposta de retorno para avaliagdo, a
paciente comentou que ja apresentava grande melhora dos incomo-
dos genitais causados pela lesdo vulvar.

O tempo decorrido entre a entrada da paciente no consultorio e a
sua saida foi de aproximadamente 30 minutos. A anamnese ja havia
sido feita, anteriormente, na sala de pré-consulta.

A bacterioscopia e a pesquisa de treponema em campo escu-
ro ndo foram conclusivas para qualquer agente etioldgico. As
citologias de esfregagos da lesdo pela técnica de Giemsa e de
Papanicolaou evidenciaram efeito citopatico de multinucleagio
em células epiteliais estando portanto compativel com infec¢ao
herpética (Figura 2).

Figura 2 — Esfregaco de lesao clinica de herpes genital evidenciando
célula epitelial com caracteristica tipica de efeito citopitico de
herpesvirus simples, multinuclecio.

A paciente retornou para revisdo apos 7 dias, relatando que no
dia seguinte ja estava sem qualquer incomodo vulvar e que a lesdo
praticamente desapareceu em 3 dias (Figura 3).

Figura 3 — Vulva sem qualquer lesdo, 7 dias ap6s inicio de aplicacio
de gel com 50 mg/g, trés vezes ao dia, de Uncaria tomentosa.
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Embora varias publica¢Ges sejam recuperadas discorrendo sobre
as propriedades da Uncaria tomentosa, raros sao os estudos desse
fitoterapico em pacientes com diagnostico de herpes genital®!!.

No caso em questdo, a paciente, com quadro clinico e citolo-
gico de herpes genital, relatou, de forma espontanea, grande me-
lhora dos incomodos genitais cerca de 25 minutos apds aplicagdo
de gel com 50 mg/g do fitoterapico Uncaria tomentosa. Segundo
a paciente, uma discreta sensagcdo de desconforto ressurgiu apos
cerca de 4 horas, entretanto, de intensidade significativamente
menor em relagdo ao momento da primeira consulta e totalmente
tolerada. Antes de dormir, aproximadamente 6 horas depois da
primeira aplicagdo, tomou banho e aplicou, novamente, o produto
na lesdo genital. A paciente relatou que teve noite de sono sem
problemas.

No dia seguinte, conforme instrugdo, aplicou na lesdo vulvar
o fitoterapico trés vezes ao dia. Negou o uso de outra medicagdo
topica ou sistémica e informou que no terceiro e quarto dia apds
a primeira consulta usou o medicamento dispensado (gel de Un-
caria tomentosa) apenas duas vezes ao dia, ao sair de casa para
trabalhar, pela manha e ao deitar, a noite. No quinto dia ndo usou
mais a medicagao.

Informou, ainda, que nao apresentou qualquer efeito colateral e
que no sexto dia teve coito vaginal, com preservativo, sem incomo-
dos dolorosos ou de ardéncia.

CONCLUSAO

A aplicacdo topica de gel de Uncaria tomentosa em primoma-
nifestacdo de herpes genital vulvar foi bem tolerada e melhorou
rapida e sensivelmente os incomodos da lesdo.

Conflito de interesse

Naio ha conflito de interesses.
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Abstracts selected by Mauro Romero L Passos, Felipe DL Passos, Marc Steben

APRESENTACAO / PRESENTATION

Human papillomavirus (HPV) is the most frequent sexually
transmitted infection causing 5% of all cancers in human.
HPYV is the source of various ano genital genital such as cervical,
anal, vulvar, vaginal, penile as well as of oropharyngeal cancers.
HPYV also causes non neoplastic anogenital and respiratory track
papillomatosis. Both high risk and low risk HPV now represent,
at least partialy, preventable burden on the health care system and
global loss of productivity.

The 26th International Papillomavirus Conference and its two
workshops were held under the theme of “Sharing Knowledge for
Global Health”. Four commitments were made by the local orga-
nizing committee and we made sure to keep them to the Interna-
tional Papillomavirus Society: 1) to foster integrative research, 2)
to enhance developing countries’ capacities, 3) to inspire young
researchers and 4) to offer an affordable learning experience.

There were 1978 participants at the conference. Two 2-day
Workshops, Public Health Workshop & Clinical Workshop, pre-
ceded the main conference. During the conference we had 12 ple-
nary sessions, 29 parallel Oral Communications Sessions, eight
Early Morning Workshops (for young researchers and addressing
capacity building in emerging countries), 18 Satellite Symposia
(12 academic and 6 industries sponsored), 642 regular Posters
and 70 e-posters.

The organisers followed very consistently an environment-
friendly policy avoiding printed paper documents, increases the
distribution of CD-ROM with all conference abstracts, free web-
cast dissemination of the presentations and the book of abstracts
trough www.hpv2010.org. To recognize the strength and the va-
riety of researchers in our society, awards were given for both
oral and poster presentation in all of our four group of interest:
basic sciences, clinical and laboratory sciences, epidemiology
and public health as well as capacity building. Awards for young

researchers and from developing countries were also given. The
current paper contains short summaries of award recipients.
Readers interested in the details of certain sessions or presenta-
tions are invited to consultwww.hpv2010.org.

Held under the theme: sharing knowledge for global health,
the conference continues the tradition started last year in Mal-
mo where every presentations were made available free to any-
one joining the website, after an identification process, anyone
can look or download presentations from the conference or the
clinical or the public health workshop. This generosity from our
speakers makes it possible to access the high quality of science
and methods to all and not only to those able to make it to Mon-
tréal. This certainly helped us guarantee that in fact we delivered
on our theme of sharing knowledge for global health and this
unique collaboration with the Brazilian Journal of STD is a vi-
brant show of the interest our brazilian colleagues have spread
the knowledge on HPV to their scientific community of Brazil
and the editor has to be applauded for his vision and help in shar-
ing the highest quality of knowledge!
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Basic Science, Best PosterPresentation by a Student

P-289: DIFFERENCES IN EARLY ENTRY EVENTS BETWEEN
HicH-RiSK NATIVE PAPILLOMAVIRUSES

Linda Cruz', Michael J. Conway', Craig Meyers'

Studies using pseudovirions (PsV) have implicated the minor
capsid protein L2 in early events of the viral life cycle including
the entry of virions into the cell, escape of the viral genome from
endosomes after viral uncoating, and bringing the viral genome
into the nucleus. In HPV16 PsV, L2 is cleaved by a proprotein con-
vertase, furin and/or PC5/6, at a consensus site in the N-terminal
region during infection. We were interested in whether native vi-
rions (NV) produced under physiologically relevant conditions of
differentiating host tissue would show the same dependence on
cleavage by a cellular proprotein convertase to undergo a success-
ful infection. Human foreskin keratinocytes infected with HPV16,
HPV18, HPV31, and HPV45 were cultured to produce infectious
virus. Surprisingly, infection of HaCat keratinocytes, Chinese
hamster ovary cells, as well as primary foreskin keratinocytes with
HPV16, was not dependent on cleavage by furin or PC5/6 as de-
monstrated by infection in the presence of a furin peptide inhibitor.
In addition, infection with HPV16 produced from differentiated
human cervical keratinocytes was insensitive to the furin inhibitor.
HPV45 showed the same resistance to inhibition as HPV16. Inte-
restingly, early studies suggest that the HPV16 NV L2 N-terminus
may be cleaved during virion morphogenesis in the differentiating
tissue. Further, this virus appears to be independent of primary bin-
ding to a heparan sulfate attachment receptor. However, infections
with HPV18 and HPV31 suggest that the furin and/or PC5/6 enzy-
me is required during infection with these viruses.

'Pennsylvania State University, Elizabethtown, PA, USA.

Basic Science, Best Poster Presentation from an
Emerging Country Participant

P-264: HicH VIRAL LoAD AND E7 EXPRESSION AMONG
CACx Cases HARBORING INTACT E2: SOME NOVEL
INSIGHTS ON DISEASE PATHOGENESIS

Damayanti Das’, Bornali Bhattacharjee?, Laikangbam
Premi', Sharmila Sengupta’

Introduction: HPV16 is the major viral isolate identified in cer-
vical cancer (CaCx) cases in India. Other than the significant role
of viral E2 gene-disruption, viral DNA load is also likely to influ-
ence the CaCx risk.

Objectives: To investigate the role of HPV16 viral load and onco-
gene expression in cervical cancer pathogenesis.

Methods and Materials: A case-control study (152 CaCx cases
and 87 controls, all HPV16 positive) was undertaken to estimate
viral load and E7 and E4 expressions were studied by APOT assay
combined with quantitative Real Time PCR (TAQMAN).

Results: Median HPV16 viral load (Mann-Whitney U test) was
significantly higher among cases (2.99 x 107) compared to controls
(1.92 x 10%), irrespective of viral E2-status (p < 0.001). Logistic re-
gression of log viral load against disease status confirmed the finding
both irrespective of E2-status [OR . ,=1.261;95% CI=1.161-
1.369; p < 0.001] and with E2-status as a co-variate of disease-risk
[OR . siusied = 1-3335 95% CI = 1.207-1.472; p < 0.001]. mRNA
expression was studied on a subset of 40 cancer cases. APOT cum
TAQMAN analysis identified 23 intact and 17 disrupted cases based
on E7 expression in both intact and disrupted while E4 expression
in only intact cases. The median viral load significantly varied
(p = 0.011; Mann-Whitney U test) between intact (2.55 x 107) and
disrupted (9.96 x 10°) cases. Both E7 . /B-actin . and E2 . /B-actin
were negatively correlated with viral load (p =0.016 and p = 0.002,
respectively) among intact cases. No association was found be-
tween viral load and E7_,/B-actin, within disrupted cases. A sig-
nificant difference (p < 0.001; t-test) was observed in the mean E7 ..
between intact (6.69 + 8.94) and disrupted (25.69 + 14.31) cases,

but no such difference was present in -actin expression.

Conclusion: Thus association of high viral load with HPV 16 posi-
tive cases, specifically those having intact E2, and higher E7 ex-
pression among E2-intact cases provide novel insights into disease
pathogenesis.

"Human Genetics Unit, Indian Statistical Institute, Kolkata, India; > University
of Massachusetts Medical School, Department of Molecular Genetics and Mi-
crobiology, Worcester, MA, USA.

Basic Science, Best Overall Oral Presentation

LAck oF DNA DAMAGE CHECKPOINT REGULATION FOR
HPYV DNA REPLICATION: A REASON FOR
INTEGRATION?

Thomas Melendy'?, Lauren E. King', John C. Fisk’, Edward S.
Dorman’, Mary M. Donaldson’, lain M. Morgan’

A hallmark of cervical cancer is integration of the human pa-
pillomavirus genome into the host genome such that the viral on-
coproteins are overexpressed, promoting genomic instability and
progression to cancer. While this is a well-characterized obser-
vation, what remain less clear are the factors that promote viral
integration. Integration of the HPV genome into that of the host
would presumably occur through the non-homologous end joining
pathway, which would act via a double strand DNA break (DSB) in
the viral genome. Replicating DNA structures are prone to DSBs,
particularly when replication forks collide with DNA damage. In-
deed, the hallmarks of the cellular DNA damage checkpoint res-
ponse are to stop DNA replication and mitosis/cell division when
cells are subjected to DNA damage. Hence, we investigated whe-
ther DNA damage results in a checkpoint-dependent block to HPV
El- and E2-mediated DNA replication. Our results demonstrate
that both in vitro and in vivo HPV E1/E2-dependent DNA repli-
cation is not arrested following DNA damage, while SV40 DNA
replication is arrested; and that the SV40 arrest is dependent on
PIKK-dependent checkpoint pathways. We also demonstrate that
the SV40 replication protein, large T-antigen, is a target for one or
more of the PIKK DNA damage signaling kinases, while HPV E1

DST - J bras Doengas Sex Transm 2010, 22(2): 84-106
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is not. We propose that the failure of E1 to be targeted by PIKKs
may allow HPV DNA replication in the presence of DNA dama-
ging agents. Unabated DNA replication in the presence of DNA
damage results in DSBs, and we propose that such DSBs in the
HPV genome promote HPV integration and cervical cancer.

!Institute of Comparative Medicine, University of Glasgow Faculty of Veteri-
nary Medicine, Glasgow, UK; 2 Departments of Microbiology & Immunology
and Biochemistry, University at Buffalo School of Medicine & Biomedical
Sciences, Buffalo, NY, USA.

Basic Science, Best Overall Poster Presentation

P-243: RecuLATION OF ERK SIGNALING BY THE HPV
E6/aScriB/PP1c SIGNALLING COMPLEX

Kazunori Nagasaka!, Lawrence Banks'

High risk HPV E6 oncoproteins are characterized by having
PDZ binding motifs at their extreme carboxy termini. Through the-
se motifs they interact with a variety of cellular proteins that har-
bour PDZ domains. Whilst these interactions appear important for
E6’s ability to contribute to malignancy, the mechanism by which
this occurs is unclear. Numerous cellular targets are reported to
bind E6 through this motif, and these include the tumour suppres-
sor proteins, hDIg and hScrib. The cell polarity regulator hScrib is
a potential tumour suppressor whose loss is a frequent event in late
stage cancer development. Little is yet known about the mode of
action of hScrib, although recent reports suggest a role in the regu-
lation of cell signaling. We now show that hScrib is itself a major
regulator of the ERK signaling cascade. Loss of hScrib expression
activates ERK and enhances nuclear ERK translocation. We also
show that this is a result of direct interaction between hScrib and
ERK and most likely involves recruitment of the protein phospha-
tase PP1c, by hScrib which subsequently de-phosphorylates ERK,
thereby turning off the signaling pathway. Interestingly, hScrib is
also phosphorylated by ERK and PKA in this complex, the conse-
quences of which are enhanced susceptibility to HPV E6 induced
degradation. These results show that HPV E6 can contribute to
ERK activation through a variety of independent mechanisms.

'ICGEB, Trieste, Italy.

Basic Science, Best Oral Presentation by a Student

FA-DEFICIENT MICE ARE PREDISPOSED TO HPV-
ASSOCIATED CANCERS

Jung Wook Park!, Henry Pitot', Nicole Spardy?, Stefan Duen-
sing®, Markus Grompe?®, Paul Lambert!

Objective: Fanconi anemia (FA) is a rare, heterogeneous, recessi-
ve genetic disorder. Patients with FA are highly predisposed to can-
cers including squamous cell carcinomas arising at multiple anato-
mical sites including the head/neck and anogenital regions. Human
papillomaviruses (HPVs), particularly HPV type 16 (HPV16), are
associated with a subset (~20%) of head and neck cancers and >
99% of cervical cancers in the general population. Some inves-
tigators found that the majority of head and neck cancers in FA
patients are HPV-positive. Biological interactions also have been
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observed between HPYV, in particular the viral E7 oncoprotein, and
the FA pathway, a DNA response pathway deficient in FA patients.
Based on these studies, it was hypothesized that deficiency in the
FA pathway contributes to an accumulation of DNA damage in-
duced by HPV16 E7. This hypothesis could explain, at least in
part, why FA patients are predisposed to HPV-associated cancers.

Methods: To determine the importance of the FA pathway in mo-
dulating E7’s oncogenic abilities, we crossed K/4E7 transgenic
and fancD2 knockout mice (FancD2") to establish KI4E7/Fan-
¢D2” and K14E7/FancD2"" mice and monitored their susceptibi-
lity to HPV-associated cancers treated with co-factors. fancD2, one
of 13 FA genes, plays a key role in the FA pathway. Prior studies
in mice indicated that E7 is the dominant HPV oncogene in HPV-
associated cancers of the cervix and the head and neck region.
Results: K/4E7/FancD2”" mice had a significantly higher inciden-
ce of HPV-associated cancers compared with KI4E7/FancD2"*
mice, and this difference correlated with increases in proliferative
indices and in the abrogation of normal cellular responses to DNA
damage. These animal studies support the hypotheses that FA pa-
tients have increased susceptibility to HPV-associated cancers and
that the FA pathway normally attenuates the oncogenic potential
of HPV16 E7.

' Dept. of Oncology, McArdle Laboratory for Cancer Research, University of
Wisconsin School of Medicine and Public Health, Madison, WI, USA; 2 Dept.
of Molecular and Medical Genetics and Pediatrics, Oregon Health & Science
University, Portland, OR, USA; 3 Dept. of Microbiology and Molecular Gene-
tics, University of Pittsburgh, Pittsburgh, PA, USA.

Basic Science, Best Oral Presentation by a Student

CONSTRUCTION OF A COMPLETE TRANSCRIPTION MAP OF
HPV18 IN PRODUCTIVE VIRAL INFECTION

Xiaohong Wang', Craig Meyers®, Zhi-Ming Zheng'

HPV18 is the second most common oncogenic HPV genotype,
responsible for 15.8% of cervical cancers worldwide. Although an
early promoter of HPV18 was identified two decades ago, a trans-
cription map of HPV18 has not been completed yet. In this study,
we constructed a complete HPV18 transcription map in HPV18-
infected raft tissues derived from primary human vaginal kerati-
nocytes (HVK). HPV18 infection and viral gene expression in the
raft tissues were confirmed by detection of E6, L1, L2 and E4 mR-
NAs with RT-PCR and/or northern blot and of L1 protein expres-
sion with western blot. We mapped by using 5’-rapid amplification
of cDNA ends (RACE) the HPV18 start site for early transcripts
to nt 102 position in the virus genome, close to p105 position as
reported. A transcription start site for viral late gene expression was
also mapped mainly to nt 814 in the E7 ORF of the virus geno-
me, where both HPV16 and HPV31 late promoters are positioned
in their corresponding genome. Further investigation showed that
HPV18 late promoter p814 functioned highly in differentiated ke-
ratinocytes and its activity depended on viral replication origin in a
counter-clockwise manner. HPV18 polyadenylation cleavage sites
for early and late transcripts were mapped to nt 4270 and mainly to
nt 7306 in the virus genome, respectively, by using 3’RACE. Al-
though all early transcripts were cleaved at a single cleavage site,
HPV18 late transcripts contained multiple other minor cleavage
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sites for RNA polyadenylation. HPV 18 splice sites/splice junctions
for both early and late transcripts were identified by 5’RACE and
primer walking techniques. Five 5’ splice sites and 6 3’ splice sites
were identified in the HPV18 genome and are highly conserved
in other papillomaviruses. Collectively, a complete HPV 18 trans-
cription map constructed from this report will lead us to further
understand HPV 18 gene expression and virus oncogenesis.

"HIV and AIDS Malignancy Branch, Center for Cancer Research, National
Cancer Institute, National Institutes of Health, Bethesda, Maryland, USA; 2 De-
partment of Microbiology and Immunology, Penn State University College of
Medicine, Hershey, PA, USA.

Clinical Science, Best Oral Presentation by a Student

DEVELOPMENT OF GENITAL WARTS AFTER INCIDENT
DETECTION OF HPV INFECTION IN YOUNG MEN

Yuzo Arima’, Rachel Winer!, Qinghua Feng®, James Hughes?,
Shu-Kuang Lee’, Michael Stern’, Sandra O Reilly’,
Laura Koutsky'

Background: Determining the type-specific rate at which men deve-
lop genital warts after incident detection of HPV infection will pro-
vide important information for the design of prevention strategies.
Objectives: To determine 1) the cumulative incidence of ge-
nital warts following incident detection of specific HPV
types and 2) the time between first detection of HPV infec-
tion and genital warts among those who developed warts.

Methods: 418 sexually-active male university students 18-
21 years old were followed between 2003 and 2009 in Seattle,
USA. Subjects completed a biweekly sexual behavior diary and
genital samples (shaft, glans, scrotum, and urine) were collec-
ted for HPV genotyping by PCR-based assay (37 types) every
4 months, with a maximum follow-up of 3 years. Incident HPV
infection was defined as first detection of a specific HPV type at
any genital site after > 1 visit where that type was not detected.
Kaplan-Meier methods were used to estimate the cumulative in-
cidence of genital warts after incident HPV infection. Separa-
te estimates of cumulative wart incidence were determined for
men with (1) incident HPV-6/11 infection, (2) incident infec-
tions other than HPV-6/11 infection, and (3) no HPV infection.

Results: The 24-month cumulative wart incidence was 57.9%
(95% confidence interval [CI] 38.1%-79.1%) among 46 men
with incident detection of HPV-6/11, 2.0% (95% CI 0.5-7.9%)
among 161 men with incident detection of other HPV types, and
0.7% (95% CI 0.2%-2.8%) among 331 men who were negative
for HPV at enrollment. Among the 18 men with incident HPV-
6/11 infection who developed warts, the median time to wart de-
velopment was 11 months (interquartile range 0-16.1 months).

Conclusions: Genital warts were common after incident HPV-6/11
infection and rare after infection with other low-risk HPV types.
Time to wart development was about 3 times longer (11 months vs.
3 months) than was reported for a similar cohort of young women.

! Department of Epidemiology/HPV Research Group, University of Washing-
ton, Seattle, WA, USA; 2 Department of Biostatistics/HPV Research Group,
University of Washington, Seattle, WA, USA; 3 Department of Pathology, Uni-
versity of Washington, Seattle, WA, USA.

Clinical Science, Best Poster Presentation from
an Emerging Country Participant

P-416: CervicaL INFECTION BY MuLTIPLE HUMAN
PariLLoMAvIRUS (HPV) GENOTYPES: CORRELATION WITH
Corproscory AND HISTOPATHOLOGY

Neerja Bhatla', Lalit Dar’, Sandeep Mathur’, Venkateswaran
Iyer’, A. Rajkumar Patro’, Arti Gulati’, Alka Kriplani’,
Keerti Shah?, Patti Gravitt®

Objective: To correlate the severity of cervical lesions as
assessed by colposcopy and histopathology with the type
and number of HPV infections.

Methods: A cross-sectional study of 512 women with persistent
vaginal discharge, irregular or postcoital bleeding or unhealthy
cervix. All women donated cervical samples for conventional
cytology and HPV DNA by the Reverse Line Blot Assay (Ro-
che®), followed by same day colposcopy. Biopsies were taken
from all lesions. Women diagnosed with CIN were managed
according to standard-of-care. Where LEEP/cone biopsy was
done, the more severe diagnosis was taken into consideration.
Results: The median age was 36 years. Majority (47%) of wo-
men belonged to lower socioeconomic class. Mean age at first
coitus was 19.0 years. Colposcopy-guided biopsy was taken in
315 (61.5%) women. Colposcopic diagnosis was normal in 280
(54.6%) women, inflammation in 124 (24.2%), low grade CIN in
65 (12.6%), high grade CIN/Ca in 40 (%) women. Histological
examination showed CIN1 in 26, CIN2/3 in 32 and cervical can-
cer in 8 women. Ninety five (18.75%) women were found posi-
tive for any HPV type while 73 (14.3%) were found positive for
HR-HPV. Among women with CIN 1, HPV DNA was detected
in 42.3% and infection with high-risk types accounted for 81.8%.
Among women with CIN 2/3, HPV DNA was detected in 87.5%
and infection with high-risk types accounted for all of these. All
women with invasive cancer were associated with high risk HPV.
Twenty seven HPV types were seen in all, HPV16 was the single
most frequent genotype found in 43.7% cases followed by HPV18
in 5.2% and HPV33 in 4.1%. The proportion of multiple infec-
tions increased from 12.8% women diagnosed as normal and 2.4%
of inflammation to 17.6% of CINI1 and 22.5% of high CIN/Ca.

Conclusion: The frequency of infection with multiple HPV
types increased with grade of cervical lesion.

! Department of Obstetrics & Gynaecology, All India Institute of Medical
Sciences, New Delhi, India; ? Department of Microbiology, All India Institute
of Medical Sciences, New Delhi, India; * Department of Pathology, All India
Institute of Medical Sciences, New Delhi, India; 4 Department of Molecular
Microbiology & Immunology, Johns Hopkins Bloomberg School of Public
Health, Baltimore, MD, USA; * Department of Epidemiology, Johns Hopkins
Bloomberg School of Public Health, Baltimore, MD, USA.

Clinical Science, Best Overall Oral Presentation

CLINICAL PERFORMANCE OF A BROAD-SPECTRUM RNA
ASSAY IN A HIGH-PREVALENCE DISEASE SETTING

Kate Cuschieri!, Henry Kitchener’, Andrew Horne’, Camille
Busby-Earle’, Alison Hardie'!, Linsey Nelson’, Andrew Bailey’,
Jennifer Rowan®, Catriona Graham?®, Heather Cubie’
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Objectives: Detection of oncogenic E6/E7 transcripts may be a better
predictor of clinically significant cervical HPV infection compared
with DNA based assays. However more clinical data are necessary to
evaluate this. Consequently, we present an evaluation of the clinical
sensitivity and specificity of the APTIMA® HPV RNA based assay
(AHPV, Gen-Probe Incorporated) in comparison to the Hybrid Cap-
ture 2 DNA based assay (HC2, Qiagen Ltd) in a clinical setting.

Methods: Women attending two NHS colposcopy clinics (for all
indications) in two city hospitals in the UK were invited to parti-
cipate. Liquid based cytology (LBC) samples were collected and
tested via the 2 HPV assays described. Biopsies were taken where
clinically indicated and relative sensitivity and specificity of each
assay for disease (defined as CIN2 or worse) were calculated.

Results: Approximately 1,500 women have been recruited to the
study so far. At time of abstract submission, 1008 LBC samples
have been tested by both assays and have associated, confirmed
pathology results. A total of 276 cases of CIN2+ were detected and
sensitivity and specificity of the AHPV for CIN2+ were 93.8%,
(95% CI10£90.3,95.4) and 49.9%, (95% CI 0f 46.2,53.5) respective-
ly. By comparison, sensitivity and specificity of the HC2 for CIN2
or worse were 94.2%, (95% CI of 90.8, 96.7) and 44.7%, (95% CI
0of 41.0, 48.4) respectively. When analysis was confined to women
referred to colopscopy for cytologically defined low grade disease
the sensitivity and specificity of the two assays were equivalent.

Conclusions: These preliminary data suggest that AHPV assay
shows equivalent sensitivity and slightly higher specificity for the
detection of CIN2 or worse (in a population with a high prevalen-
ce of disease). Further data including performance of the assays
within a post treatment subset will be presented (with associated
95% CI’s).

!'Scottish HPV Reference Laboratory, Royal Infirmary of Edinburgh, Edinbur-
gh, United Kingdom; % School of Cancer and Enabling Science, University of
Manchester, Manchester, United Kingdom; * Simpson Centre for Reproductive
Health, Royal Infirmary of Edinburgh, Edinburgh, United Kingdom; * Man-
chester Medical Microbiology Partnership, Manchester Royal Infirmary, Man-
chester, United Kingdom; ° Epidemiology and Statistics Core, Wellcome Trust
Clinical Research Facility, Edinburgh, United Kingdom.

Clinical Science, Best Poster Presentation by a Student

P-415: DNA METHYLATION PROFILING ACROSS THE SPEC-
TRUM OF HPV-ASSOCIATED ANAL SQUAMOUS NEOPLASIA

Jonathan Hernandez!, Erin Siegel’, William Grad)’, Steven
Eschrich?, Domenico Coppola®, Abul Elahi’, Bridget Riggs’,
Anna Giuliano®, David Shibata'

Introduction: There is growing evidence to suggest that chan-
ges in host genome DNA methylation patterns are among the
critical molecular alterations associated with HPV-related car-
cinogenesis in squamous cell cancers (SCC) of the cervix and
oropharynx. However, there is very little known about the epi-
genetic changes associated with the development of anal SCC.
We sought to characterize HPV genotype and broad methyla-
tion profiles across the spectrum of anal squamous neoplasia.

Methods: Thirty-one formalin-fixed paraffin embedded sam-
ples from 25 patients were evaluated and included normal anal
mucosa (NM; n = 4), SCC-in situ (SCC-IS n = 11) and inva-
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sive SCC (n = 16). SFP10 LiPA HPV-typing system was used
to determine the HPV status. Bisulfite-modified DNA was in-
terrogated for methylation at 1,505 CpG loci representing
807 genes using the Illumina GoldenGate Methylation Assay.

Results: Our population was comprised of 13 women and 12
men with a median age of 48 years (range 26-81). Five pa-
tients were immunocompromised either by HIV or chemo-
therapy. All patients demonstrated infection with at least one
high-risk HPV subtype, with HPV 16 noted in 15/16 patients
with SCC. There was a trend towards increasing percentages of
total CpG loci methylated with histologic progression; 56 + 4%
for NM, 61 + 4% for SCC-IS and 63 + 1% for SCC (p = NS).
Fourteen gene loci were found to be significantly and differen-
tially methylated (Kruskal-Wallis p < 0.01) across the 3 groups,
with nine genes associated with disease progression (Figure 1).

Conclusion: In HPV-associated anal neoplasms, we have identi-
fied a panel of methylated genes associated with the progression
from anal NM to SCC. To our knowledge, this is the first reported
application of broad high-throughput methylation analysis to anal
neoplasia. Our findings have future implications for advances in
the understanding of HPV-associated carcinogenesis as well as for
anal SCC screening, diagnosis and treatment.

!'Section of Colorectal Oncology, Gastrointestinal Oncology Program, H. Lee
Moffitt Cancer Center & Research Institute, Tampa, FL, USA; 2 Risk Asses-
sment, Detection and Intervention Program, H. Lee Moffitt Cancer Center &
Research Institute, Tampa, FL, USA; ? Department of Medicine, University of
Washington, Seattle, WA, USA; * Department of Bioinformatics, H. Lee Moffitt
Cancer Center & Research Institute, Tampa, FL, USA; S Department of Patholo-
gy, H. Lee Moffitt Cancer Center & Research Institute, Tampa, FL, USA.

Clinical Science, Best overall Poster Presentation

P-411: RECURRENCE OF HIGH GRADE ANAL INTRAEPI-
THELIAL NEOPLASIA AND CANCER IN PATIENTS TREATED
WITH COMBINED MODALITY THERAPY FOR ANAL CANCER

Naomi Jay', J. Michael Berry’, Teresa Darragh’, Joel Palefsky'

Objectives: Combined modality therapy (CMT) consisting of
chemotherapy and radiation is the standard of care for anal cancer
treatment, with recurrence rates reported to be > 16%. Identification
of high-grade anal intraepithelial neoplasia (HGAIN) precursor le-
sions through high resolution anoscopy (HRA)-guided biopsy fol-
lowed by ablation may prevent recurrent anal cancer in CMT- treat-
ed patients and early-stage recurrent cancer may possibly be treated
with local excision. Follow-up of patients’ post-CMT may there-
fore be important. This study sought to determine prevalence of
HGAIN and cancer following completion of CMT for anal cancer.

Methods: Retrospective chart review of anal cancer patients
diagnosed since 1999 and treated with CMT, referred to the Uni-
versity of California San Francisco for post-CMT follow-up.

Results: 52 men and 14 women completed CMT for anal can-
cer and were evaluated with HRA post-treatment. The average
age at cancer diagnosis was 53.2 years (range 37-66). Nineteen
(29%) patients returned for one visit and 47 (71%) returned for
on-going HRA every 4-6 months (Figure). HGAIN was diag-
nosed in 14 (21%) patients (average 29 months post-CMT) and
cancer in 9 (14%) patients (average 28 months post-CMT). 54%
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of HGAIN and 78% of cancers were diagnosed at the first post-
CMT evaluation (range 7-47 months). Twelve of 14 HGAIN were
treated; 5 of the 12 treated lesions progressed to cancer despite
treatment. Seven of 9 patients with recurrent cancers were treated
surgically, half with colostomy-sparing local resection; one was
lost to follow-up and one died with the cause of death unknown.

Conclusions: One-third of patients had HGAIN or cancer post-
CMT treatment. These were more common in men suggesting they
be targeted for post-CMT HRA evaluation. It is unclear if detec-
tion and treatment of HGAIN will prevent cancer recurrence. Early
follow-up and intervention may lead to better outcomes, including
the possibility of curative local colostomy-sparing resection.

N Post-CMT Post-CMT
HGAIN N (%) Cancer N (%)
HIV-positive men 39 8 (21%) 7 (18%)
HIV-negative men 12 5 (42%) 2 (17%)
HIV status unknown, male 1 0 0
HIV-positive women 0 0 0
HIV-negative women 14 1(7%) 0
Total 66 14 (21%) 9 (14%)

'Department of Medicine, University of California San Francisco, San Francis-
co, CA, USA; 2 Department of Hematology Oncology, University of California
San Francisco, San Francisco, CA, USA; 3 Department of Pathology, University
of California San Francisco, San Francisco, CA, USA.

Clinical Science, Best Overall Oral Presentation
A SreciFic HPV TyPE For EacH CIN LESION

W.G.V. Quint!, A. Molijn’, L. Struijk’, B. Colau’, M. van de
Sandt', D. Jenkins'

Background: In 20-40% of CIN and in 4-8% of cervical car-
cinoma biopsy specimens multiple HPV genotypes are detected
by PCR using DNA isolated from whole tissue sections. This
technique works well in ascribing causality when only a single
HPV type is detected. However, when multiple HPV types or mul-
tiple lesions are present, a direct causality cannot be determined.

Aims: To determine whether Laser capture micro-dissection
combined with HPV genotyping (LCM-PCR) could accur-
ately recover type-specific HPV DNA from epithelial cells
in CIN and normal cervical epithelium of women with HPV
and whether one or more viruses are present in one lesion.
Materials and Methods: Histologically selected 5000 -100,000
square micrometer samples of CIN and normal epithelium were
isolated by LCM (Zeiss P.A.L.M.) and analyzed by the HPV
SPF10 PCR/ LiPA25 HPV genotyping system version 1 for 25
genotypes (1*). HPV genotypes detected in 536 areas of CIN
(1, 2 or 3) from 60 biopsies by LCM/PCR were compared to re-
sults in whole tissue sections with single or multiple HPV types.
Results: When a single HPV type was detected in a cervical biopsy,
that type was almost always (99%) recovered from CIN by LCM,
confirming accuracy of causal association. When multiple HPV

types were present, their distribution could be mapped clearly by
LCM-PCR in several patterns related to CIN and normal epithelium.
94% of HPV types found by LCM-PCR were associated with a dis-
crete lesion or in a collision of lesions. 62% of the HPV types found
inthe whole section could be confirmed by LCM on selected regions.

Conclusions: The LCM/PCR technique is very accurate for high-
resolution HPV genotyping and assigning an individual HPV
type to an area of CIN. At LCM level in multiple HPV infections
the relation between HPV types and CIN lesions is often com-
plex. Independent of whether single or multiple HPV types are
detected in whole sections, each HPV type found in CIN is asso-
ciated with an independent CIN lesion, supporting the hypothesis
of - one virus, one lesion.

(1*) SPF10 HPV LiPA 25, version 1 and SPF10 HPV DEIA are
manufactured by Labo Biomedical Products (Rijswijk, The Neth-
erlands) based on licensed INNOGENETICS SPF10 technology.

' DDL Diagnostic Laboratory, Voorburg, The Netherlands; ? GlaxoSmithKline
Biologicals, Rixensart, Belgium.

Epidemiology & Public Health, Best Oral
Presentation by a Student

CERvicAL HPV PREVALENCE IN FIVE CONTINENTS:
META-ANALYSIS ON ONE MILLION WOMEN WITH
NorMAL CYTOLOGY

Laia Bruni', Mireia Diaz', Elena Ferrer!, Xavier
Castellsagué'?, F. Xavier Bosch!, Silvia de Sanjosé"?

Context: Baseline information on HPV prevalence and type
distribution is highly desirable to monitor HPV circulation and
risk, to introduce HPV-based cervical cancer screening as well
as to evaluate the impact of HPV vaccines in the near future.

Objective: To wupdate previous meta-analyses including
data from under-studied regions and providing more ro-
bust estimates on the burden of HPV infections in women
with normal cytology (WNC) regionally and worldwide.

Methods: Systematic review of the literature between Janu-
ary 1995 and May 2009 of studies using PCR or HC2. Adjusted
HPV prevalences were estimated by weighted regression models
with logit-transformation of the prevalences which were fur-
ther standardized by the country-specific population sizes.

Results: 194 studies comprising 1,016,719 WNC were included.
Global estimated HPV prevalence was 11.7% (95% CI = 11.6 -
11.7%). Country-specific adjusted HPV prevalences ranged from
1.6-41.9%. Sub-Saharan Africa (24.0%), Eastern Europe (21.4%)
and Latin-America (16.1%) showed higher HPV prevalences than
the rest of European regions (ranging from 8.8-10.0%), Asia (9.4%),
Northern Africa (9.2%) and North-America (4.7%). Age distribu-
tion of cervical HPV infection showed a first peak at younger ages
(< 25 years), followed by a lower prevalence plateau at middle
ages and, in the Americas and Africa a rebound at older ages (45-
55+ years). HPV-16 was the most common type globally (3.2%) as
well as in each World region. HPV-18 ranked the second worldwide
(1.4%) except in Europe and Africa where it ranked as the third.
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Conclusions: The presence of HPV in women without cytological
signs of infection is substantially high and varies significantly
across world regions. HPV-16 is the predominant type in all re-
gions followed by HPV-18, -31, -52 and -58. Two highly onco-
genic types, HPV-45 and HPV-33 are rarely detected in WNC
suggesting a different virulence. This information should be use-
ful to guide the introduction of HPV-based cervical cancer pre-
vention strategies.

'Unit of Infections and Cancer, Cancer Epidemiology Research Program, Cata-
lan Institute of Oncology, Barcelona, Spain; 2CIBER en Epidemiologia y Salud
Publica (CIBERESP), Barcelona, Spain.

Epidemiology & Public Health, Best Overall Oral
Presentation

A NATIONAL OUTCOME FOR QUADRIVALENT HPV
VAcCINATION: DECLINING RATES OF GENITAL
WARTS IN AUSTRALIA

Basil Donovan'?, Neil Franklin', Rebecca Guy', Andrew
Grulich!, David Regan', Handan Wand', Christopher Fairley’

Background: The quadrivalent human papillomavirus (HPV)
vaccine has demonstrated high efficacy in clinical trials but no
reports to date have described the vaccine’s effect at a national
level. From mid-2007 Australia was among the first countries to
fund a universal vaccination program for all females between 12
and 26 years and coverage rates of ~80% have been achieved.

Objectives: We established a national surveillance network
to determine trends in clinical presentations for genital warts.
Methods: Eight sexual health services located around Australia
provided data on all new patients (n = 110,073) between 2004 and
2009. Data were collected on new diagnoses of genital warts (n =
6,387), demographics, sexual behaviour, and HPV vaccination status.

Results: Up to mid-2007, when the vaccination program began,
there had been a gradual increase in the proportion of new patients
diagnosed with genital warts. Thereafter there was a marked and on-
going decline in the proportion of women up to the age of 27 years
diagnosed with warts: the decline to the end of 2009 was greater
among Australian resident women (60%) than traveling/migrant
women (47%, p < 0.001). There was

impact for heterosexual men has presumably resulted from herd
immunity.

'National Centre in HIV Epidemiology and Clinical Research, University of New
South Wales, Sydney, NSW, Australia; 2 Sydney Sexual health Centre, Sydney
Hospital, Sydney, NSW, Australia; 3 School of Population Health, University of
Melbourne, and Melbourne Sexual Health Centre, Melbourne, VIC, Australia.

Epidemiology & Public Health, Best Oral Presentation
from an Emerging Country Participant

SECULAR TRENDS OF HPV DISTRIBUTION IN INVASIVE
CERvICAL CANCER, CoLoMmBIA 1950-2000

Gustavo Hernandez-Suarez', Luis Eduardo Bravo?,
Nubia Muiioz'

Background: Up to 70% of cervical cancer cases are attributed to
HPV 16 and 18. This proportion is based on studies including only
cases occurring in the last 2 decades. Scant information is available
in Latinamerica on how much this proportion did change over time.

Aim: To asses the HPV type distribution in paraffin embedded tis-
sue of cervical neoplasias diagnosed between 1950 and 2000 in the
city of Cali, Colombia.

Methods: Paraffin blocks were retrieved from the pathology labora-
tory archives at the University Hospital in Cali. Information on
age and year of diagnosis was collected. A highly sensitive method
for HPV detection (i.e., SPF 10/LIPA25) was used for HPV geno-
typing. Four paraffin sections were obtained for each block. If
diagnosis of cancer could be done in the first and last sections, in
between sections were considered suitable for HPV/DNA testing.

Results: 564 squamous cell carcinomas (SCC) were retrieved
and evaluated and age ranged between 22 and 90 years. 556
were considered as suitable for HPV/DNA testing. Out of
these, only 425 (76%) tested HPV positive. This figure changed
slightly over time, showing an upward trend since 1960s (Figure
1). Among HPV positives, HPV 16 was detected around 60%
through all decades, while HPV18 was around 6% (Figure 2).
Types 45 and 52 represented no more than 5% during all the
study period. Only 7% of the infections were multiple over time.

Conclusion: Distribution of HPV 16 and 18 in SCC were as ex-

no decline in warts among women ol-
der than 27 years or among men who
have sex with men (p = 0.23), while
heterosexual men experienced a les-

Figure 1.FPositive proportion of HPY in Parafin embedded
samples of SCC 1950-1999. Cali, Colombia
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tested HPY positve. Call Colom iz 1950-1599

Figure 2. Cumulative proportion of HPY 16, 18 and ather types in SCC
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tivariate analysis, the odds of being
HIV-infected were 2.5 times higher
for women < 40 years with invasive
cervical cancer compared to women
< 40 years without cervical cancer
(95% CI: 1.78, 3.59). This association
was not observed in older women.
Additionally, women < 40 years old
with invasive cancer of the cervix had
been sexually active for a longer time
(mean 15 years; SD + 4.98) and with a
higher number of lifetime sexual par-
tners (median 3; IQR 2) compared to
women < 40 years old without cancer.

O othrer HRE HFY
B HPY1S
O HPY 16

Conclusion: The risk of invasive
cervical cancer appears elevated in
HIV-infected women in their repro-

pected and rather stable over time. Although almost 99% of blocks
were considered suitable for HPV testing, the overall positive rate
(76%) was lower than expected and changed over time. In the
future, other parameters to evaluate suitability of paraffin blocks
should be considered, regarding the relevance of HPV distribution
in SCC after introduction of prophylactic HPV vaccines.

'Epidemiology Research Group, National Cancer Institute of Colombia, Bogota,
Colombia; ? Cancer Registry of Cali City, Universidad del Valle, Cali, Colombia.

Epidemiology & Public Health, Best Poster Presen-
tation from an Emerging Country Participant

P-800: PrEDICTORS OF INVASIVE CERVICAL CANCER IN
WOMEN BELOW 40 YEARS IN A SCREEN AND TREAT
PROGRAM IN ZAMBIA

Sharon Kapambwe ', Kristin King’, Mulindi
Mwanahamuntu'3?, Carla Chibwesha>?, Groesbeck
Parham'33, Krista Pfaendler®, Jeff Stringer'

Background: Although cervical cancer typically occurs in
women of middle and older ages, it may also affect repro-
ductive age women. HIV-infected women are at increased
risk of persistent HPV infection which is well established as
the underlying etiology in the majority of cervical cancers.

Methods: We conducted a cross-sectional analysis on women
enrolled in a “screen and treat” cervical screening program in
Lusaka, Zambia. We examined predictors of invasive cervical
cancer in a cohort of reproductive age women 40 years of age.

Results: Between January of 2006 and December 2008, 21,538
women were enrolled in our “screen and treat” cervical cancer
prevention program and 21,010 underwent screening. The mean
age of women screened was 33 years (SD + 9.8). Seventy-eight
percent of women were < 40 years old. We detected 266 cases
of invasive cervical cancer; 157 (59%) were in < 40 years old.
Among women < 40 years, 55% of those with invasive cervical
cancer were HIV-infected while only 31% of those without invasi-
ve cancer were HIV-infected (p-value < 0.01). In an adjusted mul-

ductive years. This finding unders-

cores the importance of integrating
HIV testing and reproductive health services into cervical cancer
prevention services.

! Centre for Infectious Disease Research in Zambia, Lusaka, Zambia ; 2 Uni-
versity of Michigan School of Public Health, Ann Arbor, MI, USA ; 3 Univer-
sity Teaching Hospital, Ministry of Health, Lusaka, Zambia; * University of
Zambia School of Medicine, Lusaka, Zambia; > University of Alabama at
Birmingham School of Medicine, Birmingham, AL, USA; ‘Health Alliance,
Cincinnati, OH, USA.

Epidemiology & Public Health, Best Overall
Poster Presentation

P-748: Cost FEASIBILITY STUDY OF FIVE CERVICAL
CANCER SCREENING LABORATORY TECHNOLOGY
MOoODELS IN MANITOBA

Linda DeRiviere', Shelley Stopera®, Paul Van Caeseelé’,
Robert Lotocki*

Background: The current diagnostic system in Manitoba for rou-
tine cervical screening is deteriorating rapidly and is unsustainable.
Currently, traditional Pap tests are performed at seven private and
publiclaboratoriessincethereisnoone facility forcentralized testing.
Objective: To describe the costing framework (i.e., laboratory
costs and savings categories) for the gradual implementation of
five new cervical cancer screening technology models in Manitoba.
Methods: Using the tools of cost analysis, this study emphasizes
a practical and program context-specific value for money tech-
nique, which focuses on the public budget aspects of health re-
source use. It outlines the steps and data requirements in conducting
a costing exercise for health program managers with minimal ex-
perience in conducting cost analysis. The cost analysis builds on
a baseline model of cervical screening, the traditional Pap test. The
direct health care costs in the baseline model are compared to two
newer technology platforms, liquid-based cytology (LBC) and
HPYV testing, which have been approved for use by Health Canada
and the FDA. A cost feasibility technique illustrates the ways in
which the various approaches to screening have cost implications.
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Results: A key finding of the cost analysis is that the adoption of
HPV testing as a primary screening model for women aged 30
and over, represents the most cost-savings strategy. LBC would
be used for routine screening of women under 30 years of age
and to triage women 30 and over whose results are HPV positive.
Conclusions: There are efficiencies to be gained by implementing
the new high throughput technology platforms (i.e., HPV testing).
The biggest cost savings result from reduced labor, reduced rate
of colposcopy referrals and increased length of routine screening
intervals. Cervical cancer incidence would be reduced by 50%
using HPV testing/ LBC screening model relative to conventional

cytology.

! Joint UW/UM Master Program in Public Policy and Public Administration,
University of Winnipeg, Winnipeg, Manitoba, Canada; 2Communicable Disea-
se Control Branch, Public Health Division, Manitoba Health, Winnipeg, Mani-
toba, Canada; * Cadham Provincial Laboratory, Public Health Division, Manito-
ba Health, Winnipeg, Manitoba, Canada; * Manitoba Cervical Cancer Screening
Program, CancerCare Manitoba, Winnipeg, Manitoba, Canada.

Epidemiology & Public Health, Best Poster
Presentation by a Student

P-818: HPV TYPE REPLACEMENT: AN
UNLIKELY PHENOMENON

Joseph E. Tota'?, Agnihotram Ramana-Kumar V', Francois
Coutleé’, Luisa L. Villa’, Eduardo L. Franco'”

Objectives: An important concern regarding HPV vaccination is
type replacement, i.e., the potential for the distribution of HPV types
to change as a reflection of the vacated ecologic niches following
the elimination of HPVs 16 and 18. Although no epidemiologic
evidence exists to support this hypothesis, policymakers have used
this argument to justify deferring deploying vaccination progra-
ms. We address the potential for HPV type replacement using data
available from four of our studies conducted in Canada and Brazil.

Methods: HPV DNA testing and patient information came from:
a) the Ludwig-McGill Cohort Study (n = 2,462), b) the Biomarkers
Cervical Cancer Research (BCCR) study (n = 1,500), c¢) the HPV
Infection and Transmission among Couples through Heterosexual
activity (HITCH) cohort study (n = 503), and the Canadian Cervi-
cal Cancer Screening Trial (CCCaST) (n = 10,154). In all studies
HPV DNA was assessed using the well-established PGMY PCR
protocol coupled with the linear array method to permit genoty-
ping of 37 genital types.

quency. If the Standardized Incidence Ratio (SIR) calculated as
the observed/expected ratio was < 1 with an associated 95% CI
that excluded the null value, this would suggest that the HPV type
being considered should remain under suspicion for replacement.

Results: Most SIRs were > 1 for the 36 candidate types and
none of the pair combinations with an SIR < 1 were statisti-
cally significant (95% CI included null). Baseline and period
prevalence results were similar.

Conclusions: These preliminary results provide empirical eviden-
ce against the argument for type replacement.

! Division of Cancer Epidemiology, McGill University, Montreal, QC, Canada;
2 Department of Epidemiology and Biostatistics, McGill University, Montreal,
QC, Canada; * Département de Microbiologie et Immunologie, Université de
Montréal, Montreal, QC, Canada; *Ludwig Institute for Cancer Research, Sdo
Paulo, Brazil.

Capacity Building, Best Oral Communication

PREVENTING CERVICAL CANCER IN RURAL INDIA:
A NGO/ TrRuST COLLABORATION
Shobha Krishnan'

India has the highest number of cervical cancer cases in the
world. Nearly a quarter of all cases occurs in this country with about
130,000 women developing this disease annually and around 200
dying from it on a daily basis. Most women present for treatment
in very advanced stages of the disease. However, early detection
would decrease the number of advanced cervical cancer cases, re-
duce financial burden of treating advanced cases and minimize loss
of life from this disease. Lack of knowledge, dysfunctional govern-
ments, poor infrastructure, and limited finances make progress in
the foreseeable future questionable. Hence, creative models, where
people empower people and societies help solve societies’ problems,
with or without help from the government, will also be necessary
for successful control of this disease.

With these goals in mind, an innovative grassroots effort is
being developed in a small remote district in Gujarat. With colla-
boration between an American-Indian physician, local NGOs,
academic institutions and researchers/interns from the U.S., this
program has been initiated to reduce the burden of cervical cancer.
So far, six pairs - each composed of a dai (midwife) and one Health
Worker - have been trained to conduct mass screenings with the

We evaluated the joint Name of Ne of Ne of Ne of Women Ne of Results of  Procedure
prevalence of HPV types Village Women  Positive VIA/ Returning to Gyn/ Biopsies Biopsy Required
16 and 18 with 36 other Tested ViLI Camp

HPV types using baseli- Bibbar 56 20 15 3 1 mild dyspl Cryo
ne and one-year period Vayor 25 8 5 1 0 dysplasia

prevalence  information.  jonqypyr 54 13 13 3 0 dysplasia

Fpr each pair combina- Bada 9 2 0

tion, we calculated the Bhojav ; ] ] 1 mild dyspl Cryo
expected frequency of co-

occurrence and compared Bhadli 26 6 5 4 1 mild dyspl Cryo
this with the observed fre- Vithon 22 4 4 2 2 mild dyspl Cryo
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VIA/ VILI. Additionally, each pair trains
four more pairs of Health Workers and
dais from neighboring villages. In this
fashion, nearly 100 villages will be co-
vered by the end of 2010. As facilities
to initiate the «one stop screen and treat
program» are not available, gynecologi-
cal camps staffed by physicians are held
every two months to treat women who
test positive and appropriate treatment/
referral instituted.

This project is designed for capacity
building. The progress accomplished thus
far, numerical and programmatic results,
pros and cons of the current model and
challenges and opportunities encountered
in this low resource setting will be discus-
sed in the presentation.

! Barnard Health Services, Columbia University,
New York, NY, USA.

SELECTED ABSTRACTS
RESUMOS SELECIONADOS

CERvVICAL CANCER SCREENING IN

DEVELOPING COUNTRIES
Jury 6, 2010

Dr R. Sankaranarayanan, MD

Cervical cancer continues to be a major public health problem
in low- and medium-resourced countries of sub-Saharan Africa,
South and Central America and South and South East Asia due
to lack of effective cervical cancer screening and prevention pro-
grammes. Cervical cancer is caused by persistent infection of the
genital tract by one of the 15 or so cancer causing human papillo-
mavirus (HPV) types. This knowledge has opened up new avenues
of cervical cancer prevention such as preventing HPV infection
by vaccination and identifying women with persistent HPV infec-
tion by HPV testing. Those with persistent HPV infection are at
increased risk for developing precancerous changes in the cervix.
A proportion of women with precancerous changes can progress to
frank cervical cancer over a 5-20 year period. The early detection
of the precancerous changes by screening followed by effective
treatment can prevent progression of such changes to frank cervi-
cal cancer and thus prevent deaths from cervical cancer.

Approximately four fifths of the global burden of new cases (N =
530,000) and cervical cancer deaths (N =275,000) are experienced
in these countries and the absolute number of cases and deaths
due to cervical cancer will register an increase in the future due to
population growth unless effective control measures are initiated at
the earliest and sustained in the long-term. There are effective cervi-
cal cancer screening tests such Pap smears, HPV testing and visual

screening using 3-5% acetic acid (VIA). Although repeated Pap
smear screening, at 3-5 year intervals, of women above the age of
25 or 30 years and effective treatment of those with precancerous
changes has largely been responsible for the 50-80% reduction in
cervical cancer cases and deaths in the developed countries of Eu-
rope, North America and Australia, such programmes in many Latin
American countries such Brazil, Argentina, Cuba and Mexico,
among others, have had only very limited success in reducing cer-
vical cancer cases due to the difficulties in covering large number
of women with screening, poor quality of testing and inadequate
coverage of women precancerous changes with treatment.

In recent years there has been significant decline in cervical
cancer cases and deaths in countries such as Chile, Costa Rica,
Singapore, South Korea, Hong Kong SAR and Taiwan due to reor-
ganization of Pap smear screening and improvements in treatment
facilities resulting in large number of women receiving Pap smears
and treatment.

However, it is not feasible to introduce large scale Pap smear
screening in many developing countries, particularly those in
sub-Saharan Africa and South Asia, due to resource constraints.
Recent research has shown that screening tests such as VIA and
HPV testing can accurately detect precancerous lesions and can
lead to reduced death rates from cervical cancer, implying these
can be effective alternative tests to Pap smear. HPV testing seems
to be a more promising approach as compared to Pap smear or
VIA due to its objectivity (since the test is done mechanistical-
ly as opposed to the subjective human reading associated with
Pap smear or VIA) and its higher accuracy in the early detection
of biologically significant precancerous changes more likely to
progress to cancer if untreated.

Although the currently available HPV testing methods may not
be widely feasible in developing countries, a more rapid and af-
fordable HPV test, suitable for use in developing countries, will
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soon be available. Since effective treatment of precancerous changes
is critical for preventing cervical cancer, strategies that combine
screening tests, diagnosis and/or treatment of women with precan-
cerous changes in the same day have been evaluated in developing
countries and have been found to be safe, acceptable and effective.
Strategies such as screening women aged 30-59 years or 35-49
years at least once in a life time, in order to cover a large propor-
tion of eligible women, have been found to be effective in reducing
cervical cancer cases and deaths in experimental, population-based
studies. Political commitment and sincere investments in health
services are essential to translate the encouraging research
findings into effective public health policies and inter-
ventions in developing countries.

Cancer Screening Group, International Agency for Research on Cancer.

THE NATURAL HISTORY OF PAPILLOMAVIRUS DISEASE:
FROM SILENT AND PRODUCTIVE INFECTIONS
TO NEOPLASIA AND LATENCY

Jury 7, 2010
John Doorbar

Key Points

Papillomaviruses are widespread in the general population, but
there are many different types. The different types cause different
types of epithelial (skin) lesions and have different modes of trans-
mission.

Most papillomaviruses cause only benign lesions such as warts.
Many papillomavirus-associated lesions are not noticeable, and in-
fected individuals may not realise they are infected. These benign
lesions will usually regress as a result of the bodies natural immune
response.

A small number of human papillomavirus types cause lesions
that may progress to cancer, although in most individuals, these
HPYV types are cleared by the bodies immune response, just as for
warts.

Progression to cancer can occur when a high-risk HPV type in-
fects an epithelial site where its normal gene expression patterns
are disrupted. A key problem site is the transformation zone of the
Cervix.

Our current thinking suggests that at these problem sites, certain
viral genes are over expressed. The viral E6 and E7 genes are cri-
tical for cancer progression as their over expression affects normal
cell regulatory pathways and leads to the accumulation of genetic
errors and eventually to cancer.

When expressed at the ‘correct’ level and at the appropriate
position in the epithelium, these viral proteins play an important
role in ensuring that viral replication occurs in the upper epithelial
layers. Although E6 and E7 are called ‘oncogenes’, they have an
important role during productive virus synthesis that is nothing to
do with cancer.

The idea that certain viral genes, when overexpressed, can pre-
dispose to cancer is well known in the field of Tumour Virus biolo-
gy. HPV’s are unusual in that this overexpression can occur in their
natural host, albeit at particular sites.
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We can now model the life cycle of many HPV types in the
laboratory, and can study the productive life cycle of the virus as
well a neoplasia and events leading to cancer. This work provides
a rational basis for the selection of biomarkers for diagnosis and to
improve cervical screening.

Our increasing understanding of the molecular mechanisms by
which the virus subverts the normal differentiation program of the
cell is starting to provide opportunities for the development of an-
tivirals or other therapeutic interventions.

Additional work is needed to understand how HPV-associated

lesions form and regress, and why they are sometimes persist ei-
ther as active or latent infections. A clearer understanding of why
some types are associated with cancers, while other types are not is
needed. This will require strong links between scientist with diffe-
rent backgrounds, including molecular biologists, immunologists,
clinicians and epidemiologists. Some such links do exist, but there
is a need for continued effort to develop such interdisciplinary re-
search in order to answer key questions in the field.
Summary: Human papillomaviruses complete their life cycle in
the epithelium, but the different HPV types have different strate-
gies depending on their mode of transmission and their epithelial
tropism. In general, it is thought that lesion formation requires in-
fection of an epithelial stem cell, which for the Beta viruses may
be at the base of the hair follicle, and for high-risk Alpha types,
may be the reserve cells that are involved in the formation of the
cervical transformation zone.

Current thinking suggests that viral gene expression can vary
depending on the nature of the infected cell, on epigenetic modi-
fications within the viral genome, and on the presence of external
signalling molecules such as growth factors, hormones and che-
mokines present in the extracellular milieu.

This can result in the over expression of viral genes involved
in cell cycle entry and cell proliferation, and the accumulation of
chromosomal abnormalities and cellular mutations that predispose
to the development of cancer. The high-risk Alpha HPV types are
associated with the majority of cancers at cervical and anal trans-
formation zone sites, as well as other sites such as the tonsils and
at the base of the tongue, with certain high-risk types being more
problematic than others.

Under certain circumstances, Beta HPV infections are also as-
sociated with de-regulated patterns of gene expression and predis-
pose to the development of skin cancer in some individuals. Most
HPYV infections do not however lead to cancer. In these cases, the
virus expresses its genes in a defined order and at appropriate le-
vels as the infected cell is pushed through S-phase-like and G2-
like-phases before entering into true differentiation towards the
epithelial surface.

These changes in cellular environment regulate and coordinate
viral and cellular gene expression at the level of transcription and
translation, and regulate protein function through post-translational
modification, leading eventually to virus assembly and release at
the epithelial surface. Productive infections are usually cleared by
the immune system, which appears to shut down viral gene expres-
sion, possibly through cytokine signalling, allowing viral genomes
to persist at low copy number in the basal layers. Latent infections
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following immune regression, and silent infection following low
titre infection represent may be activated under certain circumstan-
ces which are not yet well understood.

National Institute for Medical Research, Mill Hill, London, United Kingdom.

MOLECULAR Basis oF PV ONCOGENICITY
Jury 7, 2010

Magnus von Knebel Doeberitz

* Certain types of human papilloma viruses (HPV) can cause
cervical and various other cancers. Two genes (E6 and E7) of these
viruses were found to be responsible for its cancer causing role and
it is quite well understood how they work.

* HPV-Infections are wide spread in the genital tract among men
and women. They initially cause only minor epithelial benign le-
sions. These early lesions produce progeny virus (we therefore re-
fer to them as productive HPV infections). They usually regress
spontaneously in most cases.

* Virus production in these lesions requires maturating squamous
epithelial cells. Although the virus infects the deeper layer of the
epithelium, there is no virus production in the more immature
deeper layers of the genital epithelium, whereas there is active
production of the virus in the more matured superficial squamous
cells. Thus, the differentiation of the infected epithelial cells is im-
portant for the multiplication of HPVs. This requires a well orches-
trated expression of distinct viral genes during the maturation of
the epithelial cells. Our research now elucidated for the first time,
that the DNA of the virus is chemically modified (i.e., adding or
removing methyl-groups to the DNA) during the epithelial matura-
tion process, thereby helping to orchestrate the expression of the
right genes in the right order epithelial cells. This includes a well
balanced expression of the cancer causing genes E6 and E7.

* In rare instances this orchestrated order of alterations of the DNA
in a particularly sensitive part of the viral genome may fail. This can
result in strong activation of the cancer causing genes (E6 and E7)
in immature basal epithelial cells. If this happens, the affected cells
start to proliferate and to grow out into pre-neoplastic lesions (high
grade dysplasia, high grade cervical intraepithelial neoplasia (CIN))
that often to progress to frank cancers if they are not treated early
enough. These “transformed” cells strongly express a cellular bio-
marker referred to as p16™%, that is now a well accepted biomarker
to identify these dangerous HPV transformed cells.

* Taken together the data presented at this conference for the
first time reveal a molecular mechanism that controls the complex
and well orchestrated order of expression of viral genes during the
normal HPV life cycle. If this mechanism fails and the viral on-
cogenes E6 and E7 become released from that molecular control
“HPYV infected cells” shift into “HPV-transformed cells” that are
characterized by strong overexpresion of the biomarker p16™<4,
The understanding of the chemical nature of the involved regula-
tory control processes now allow to develop new drugs that in-
terfere with the chemical modification of the viral DNA and that
may allow to treat HPV-induced lesions including cancer without
necessarily requiring surgical excision.

Department of Applied Tumor Biology, Institute of Pathology, University of Heidelberg .

SEXUAL BEHAVIOUR AND HPV INFECTION: WHAT’S SEX
Gort 1o Do WiITH 1T?
Jury 8, 2010

Ann Burchell

Abstract: The sexually-transmitted nature of mucosal genotypes
of human papillomavirus has been well documented in countless
studies. A ubiquitous finding is that the risk of HPV infection
is greater among persons with multiple sex partners. However,
many details about the precise role of sexual behaviours for HPV
transmission remain unresolved. In this presentation, I will dis-
cuss current theories and evidence for the importance of sexual
networks and partner effects on HPV transmission on the popu-
lation level (i.e., how HPV enters a partnership in the first place).
Next, I will explore the contribution of specific sexual activities on
transmission (i.e., how HPV transmits from one partner to the other
and from one anatomic site to the other). Finally, I will discuss
the influence of time on the relation between sexual behaviour and
transmission, including the duration of the sexual partnership
and evidence for re-infection through sexual exposure to an infec-
ted partner. The latter is particularly important for our understan-
ding of the re-appearance of HPV in older women, and whether
this represents true re-acquisition or reactivation of a previously
latent infection. Gaps in evidence will be highlighted and future
directions for research will be suggested.

Main messages: How does HPV enter a partnership in the first
place? The strongest predictor is the number of previous partners
both partners have had. Theoretically, having more than one part-
ner at a time and/or having short gaps between partners should also
fuel HPV spread in a population. These influences might become
even more important following the introduction of vaccination if
coverage is low.

How does HPV transmit from one partner to the other and from
one anatomic site to the other? Vaginal and anal intercourse are the
most efficient routes of person-to-person transmission. Other non-
penetrative sexual activities are probably less efficient, but plausi-
ble routes of person-to-person transmission; they may play a larger
role in transmission between anatomic sites (e.g., genital to oral).
Recent data suggest that auto-inoculation may also be important
for site-to-site transmission.

How does time influence the relation between sexual behaviour
and transmission? Recent data suggests that HPV transmits quickly
between partners, and that reinfection with the same HPV type is
possible.

Division of Cancer Epidemiology, Departments of Oncology and Epidemiol-
ogy and Biostatistics, McGill University, Montreal, Canada.

PsycHosocIAL EFFECTS OF SCREENING
Jury 8, 2010

Gregory D. Zimet
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Key Points
HPV DNA testing is increasingly used as part of cervical cancer scre-
ening strategies.However, positive HPV test results often lead to:
» Shame, stigma, sense of isolation, anger at partner.
* Confusion about meaning of terms like “High-Risk HPV Positi-
ve®, fear of cancer, worries about future pregnancies.
* Negative psychosocial effects appear generally to decrease so-
mewhat over time.

But, common elements underlying these reactions are poor un-
derstanding of HPV infection and inadequate communication by
health care providers about test results

Health care providers can minimize the negative impact of an

HPV diagnosis by encouraging questions, not minimizing distress,
and taking time to explain clearly the meaning of such test results,
including an emphasis on the high prevalence of HPV infection
and the difficulty identifying when infection first occured.
Conclusions: Both case example and research identify frequent ne-
gative psychosocial sequelae to testing positive for HPV, including
confusion, anger, anxiety, shame, concerns about fertility, worries
about cancer, and mistrust of sexual partners. Common elements
underlying these reactions are a poor understanding of HPV infec-
tion and inadequate communication by health care providers about
test results.
Implications: The availability of HPV vaccines and the attendant
publicity and provision of information about HPV and vaccination
has led to increases in knowledge. However, relatively poor un-
derstanding about HPV infection persists among both women and
men. In order to minimize negative psychosocial reactions to a po-
sitive HPV test, health care providers will need to take time to ex-
plain clearly the meaning of such test results, including an empha-
sis on the ubiquity of HPV infection and the difficulty identifying
when infection first occurred. Given the high level of complexity
associated with HPV-related information, future research will need
to identify effective strategies for information delivery.

Professor of Pediatrics & Clinical Psychology, Section of Adolescent Medicine,
Indiana University School of Medicine. 410 W. 10th Street, HS 1001, Indiana-
polis, IN, 46202, USA

HPV 6, 11, 16, anp 18 IMMUNOGENICITY OF FOUR
MuLTI-VALENT HPV VaccINE FORMULATIONS IN
NON-HUMAN PRIMATES

Christine C. Roberts', Michelle K. Brownlow', Judith F.
Smith’, Rose Kowalski’, Ryan Swoyer!, Janine T. Bryan'

Preclinical studies in non-human primates were performed
to evaluate the effect of various formulations of HPV vaccines
containing VLPs from four, eight ornine different HPV types on HPV
6, 11, 16 and 18 type-specific immunogenicity. The quadrivalent
(HPV 6/11/16/18), 8-valent (HPV 6/11/16/18/31/45/52/58) and
two variations of a 9-valent (HPV 6/11/16/18/31/33/45/52/58)
recombinant HPV L1 VLPvaccine produced in yeast and formulated
with a proprietary amorphous aluminum hydroxyphosphate sulfate
adjuvant (AAHS) were administered by intramuscular injection
into non-human primates at Day 0, week 8 and week 24. The total
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amount of VLPs received per dose for the quadrivalent group was
24 ug; the 8-valent group: 40 ug; and the two 9-valent groups: A,
44 ug and B, 54 ug. Serum samples were collected and evaluated
for Day 0 and Weeks 4, 8, 12, 24, and 28. Immunogenicity was
assessed by competitive Luminex Immunoassay (cLIA) for the
4 HPV types common to all administered vaccines. All animals
seroconverted to HPV 6, 11, 16 and 18 after the first immunization
and mounted an anti-HPV response in a typical prime/boost
response. The highest titers were typically reached post-dose three.
The HPV 6, 11, 16 and 18 type-specific antibody titers reached
by the quadrivalent, 8-valent and both formulations of 9-valent
HPV VLP vaccines were, in general, within one log of one another
with overlapping confidence intervals and considered comparable.
The level of antibody response required for protection from HPV
infection and disease is currently unknown. However, these data
support the hypothesis that increasing the number of different VLP
antigens from quadrivalent to 8- or 9-valent will continue to elicit
similar levels of type-specific neutralizing antibodies which will
provide HPV protection from infection and disease related to the
vaccine HPV types in human clinical trials.

"'Vaccine Basic Research, Merck Research Laboratories, West Point, PA, USA.

Cumveric HPV 16L.1-16L2 Virus-LIKE PARTICLES
(RG1-VLP) Caust ENDURING CROSS-NEUTRALIZATION
ANTIBODIES AGAINST MUCOSAL AND CUTANEOUS HPV

Christina Schellenbacher!, Helena Faust’, Saeed Shaffti-
Keramat', Joakim Dillner?, Richard Roden’,
Reinhard Kirnbauer'

Licensed HPV L1 VLP vaccines induce persisting, high-titer
and primarily type-restricted antibody responses and protection. In
contrast immunization with several L2 peptides can induce low-titer
cross-neutralizing antibodies. Specifically the highly conserved
motif HPV 16L2 aa 17-36 (RG1) has been characterized as a
broad-spectrum cross-neutralization epitope. We have previously
generated genetically engineered chimeric HPV 16 L1 VLP that
display the RG1 epitope within the DE-surface loop of L1 (RG1-
VLP). In pseudovirion-based assays antiseraraised against RG1-VLP
showed high-titer neutralization to HPV 16 (similar to wt HPV 16
L1 VLP vaccination), and in addition broad cross-neutralization
to mucosal high-risk HPV 18 / 31 / 45 / 52 / 58, mucosal low-
risk HPV 6 / 11, and beta-skin HPV 5 (titers 50-100,000). Cross-
neutralization was induced in rabbits and mice using Alum-MPL as
adjuvant, which is applicable for human use.

The objective was to more completely characterize the spectrum
and robustness of L2-based cross-neutralization. Using newly
established pseudovirion assays, rabbit antisera to RGI-VLP
additionally cross-neutralized mucosal high-risk HPV 33, 68, 76,
alpha-skin type HPV 3, and HPV 32 causing Heck’s disease (titers
50to0 1,000). Assays for additional skin-HPV of genus alpha, gamma
and mu are currently being established. To determine neutralization
titers over time, two rabbits were immunized with RG1-VLP
plus Alum-MPL at 0, 4, 6, 8 weeks and sera analyzed 10 months
following the third boost. Similar to the decline of 16L1 antibodies,
L2-mediated cross-neutralizing antibodies were detectable with a



26" International Papillomavirus Conference & Clinical and Public Health Workshops

97

10 to 100-fold decrease of titer. Importantly, additional RG1-VLP
boost at month 10 increased titers to former levels at the minimum.
These data indicate a functional B-cell memory response to the
cross-neutralization epitope RGI. Immunization with chimeric
HPV 16L1-RG1 VLP in adjuvant applicable for human use can
induce long-lasting broad-spectrum antibody responses to mucosal
high-risk, low-risk and divergent cutaneous alpha and beta
papillomaviruses.

! Laboratory of Viral Oncology (LVO), DIAID, Dept. of Dermatology, Medical
University Vienna (MUW), Vienna, Austria; > Dept. of Laboratory Medicine,
Lund University, Malmd, Sweden; * Dept. of Pathology, Johns Hopkins Uni-
versity, Baltimore, USA.

HPV 16/18 L1 VLP VaccinE INpuces CRross-
NEUTRALIZING ANTIBODIES THAT MAY MEDIATE CROSS-
PROTECTION

Troy Kemp', Allan Hildesheim?, Mahboobeh Safaeian’, Joseph
Dauner!, Yuanji Pan', Carolina Porras’, John Schiller?,
Douglas Lowy’, Rolando Herrero’, Ligia Pinto’

Neutralizing antibodies are thought to be the primary immune
mechanism for the prophylactic HPV 16/18 L1 VLP vaccine-
induced protection against persistent HPV 16/18 infection. Though
efficacy studies have demonstrated partial cross-protection against
non-vaccine, related HPV types, these studies have not shown that
vaccination generates antibodies against cross-reactive HPV types,
or that antibodies are the correlates of protection against infection.

Here, we evaluated neutralizing antibody responses to HPV types
related to HPV 16 (HPV 31, HPV 52, and HPV 58) and HPV 18
(HPV 45), as well as a control (BPV) in sera from a subset of
50 HPV 16/18 VLP vaccinated women from the NCI-sponsored
Costa Rican Vaccine Trial, collected at Month 0, Month 1, and
Month 12 after vaccination. Antibody titers were determined
using a pseudovirion (PsV)-based neutralization assay (SeAP). We
assessed the correlation between anti-HPV 16/18 antibody titers
induced by vaccination and respective cross-related HPV types.
HPV 16/18 L1 VLP vaccination induced cross-neutralizing titers
for HPV types for which evidence of vaccine efficacy has been
demonstrated (HPV 31/45) but not for other types (HPV 52/58).

In addition, HPV 31/45 cross-neutralizing titers showed a
significant increase with number of doses (HPV 31, p<0.001; HPV
45, p <0.001) and correlated with HPV 16/18 neutralizing titers,
respectively. This is the first demonstration that sera from individuals
vaccinated with the HPV 16/18 Cervarix (TM) vaccine can cross-
neutralize two phylogenetically-related HPV types (HPV 31 and
HPV 45) for which vaccine efficacy has been demonstrated but not
other types for which Cervarix (TM) vaccination does not appear
to confer protection. Our findings suggest that cross-neutralizing
antibodies are part of the effector mechanism in the recently reported
cross-protection observed for the HPV 16/18 L1 VLP vaccine.
This project has been funded in whole or in part by the NCI
Intramural Research Program, the National Institutes of Health
Office for Research on Women'’s Health (ORWH), and with federal
funds from the National Cancer Institute, National Institutes of
Health Contract No. HHSN261200800001E.

"HPV Immunology Laboratory, SAIC-Frederick, Inc., NCI-Frederick, Frede-
rick, MD, USA; 2 Division of Cancer Epidemiology and Genetics, NCI, NIH,
Bethesda, MD, USA; 3 Proyecto Epidemiologico Guanacaste, Fundacién IN
CIENSA, Costa Rica; * Laboratory of Cellular Oncology, Center for Cancer
Research, NCI, NIH, Bethesda, MD, USA.

L2 VaccINE-INDUCED ANTIBODIES HAVE GREATER
PoTENCY IN VIVO THAN PREDICTED FROM IN VITRO ASSAYS

Rhonda Kines', Patricia Day', Cynthia Thompson', Yuk-Ying
Pang', Subhashini Jagu’, Richard Roden®3*,
Douglas Lowy', John Schiller!

L2-based vaccination typically induces lower levels of in vitro
neutralizing antibodies than L1 VLP vaccination, yet both vaccines
can induce strong protection from experimental challenge. In fact, in
our murine cervicovaginal challenge model, we observed complete
protection from HPV pseudovirus challenge after L2 vaccination
in animals whose sera contain no measurable neutralizing
antibodies, as determined in a standard in vitro pseudovirus-based
neutralization assay. To assess whether antibody-independent
mechanisms contributed to protection after L2 vaccination, we
passively transferred rabbit hyper-immune sera raised against an
L2 vaccine composed of the amino acids 11-88 of HPV types 1, 5,
6, 16 and 18 into naive mice and challenged them with HPV 16 and
HPV 45 pseudoviruses. Strong protection was observed against
both types. Microscopic examination of capsids in the genital tract
indicated that they initially bound the basement membrane (BM)
at sites of trauma but that the passively transferred antibodies
prevented translocation to the epithelium. Indistinguishable results
were obtained in L2-vaccinated mice, establishing that antibody-
mediated mechanisms were responsible for protection following
L2 vaccination. Interestingly, protection after passive transfer was
observed with substantially lower doses of L2 antibodies than L1
VLP antibodies, relative to in vitro neutralizing titers. We speculate
that in vitro neutralizing assays underestimate the protective
potential of L2 vaccines because in cultured cells both the heparan
sulfate primary receptor and the secondary receptor responsible
for capsid internalization are on the cell surface; their proximity
provides only a brief opportunity for L2 neutralization after
exposure of the L2 epitope prior to endocytosis. In vivo, because
L2 exposure occurs on the BM, rather than on the cell surface,
there is ample opportunity for L2 antibodies to bind capsids and
inhibit transfer to the keratinocyte, thereby preventing infection.

! Laboratory of Cellular Oncology, NCI, NIH, Bethesda, MD, USA; 2 Depart-
ment of Pathology, Johns Hopkins School of Medicine, Baltimore, MD, USA;
3 Department of Gynecology and Obstetrics, Johns Hopkins School of Medi-
cine, Baltimore, MD, USA; “ Department of Oncology, Johns Hopkins School
of Medicine, Baltimore, MD, USA.

TRIAGE OF PAP NEGATIVE, HPV POSITIVE SCREENING
TEST RESULTS USING P16/K1-67 DUAL-STAINED
CYTOLOGY

K. Ulrich Petry', Alexander Luyten', Sarah Scherbring’, Axel
Reinecke-Liithge °, Dietmar Schmidt’, Ruediger Ridder’
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Background: Co-testing for Pap cytology and HPV has been
proposed as an approach to increase the sensitivity for the
detection of high-grade CIN (HGCIN) in women aged 30
years and older. To increase sensitivity over Pap cytology
testing, HPV co-testing requires the follow-up of women
tested negative for Pap abnormalities, but positive for HPV.
Objectives: As the amount of underlying HGCIN within the
group of Pap negative, HPV positive results still is relatively
low, we analyzed the potential of a new immuno-cytochemical
dual staining approach that detects the co-localization of pl6
and Ki-67 expression as an indicator of cell cycle deregulation,
to efficiently triage Pap negative, HPV positive screening results.
Methods: Out of a group of 7, 976 women enrolled into a
prospective cervical cancer screening study for Pap cytology
and HPV co-testing in 2007/2008 in the Wolfsburg/Germany
area, a total of 427 Pap negative, HPV positive cases were
retrospectively analyzed for the presence of cells showing
immuno-cytochemical co-expression of both pl6 and Ki-
67. Positive test results were correlated to the presence of
HGCIN confirmed during colposcopy and histology follow-up.
Results: 109 out of 427 (25.5%) of Pap negative, HPV positive
women tested positive for the p16/Ki-67 Dual stain. Sensitivity of
baseline Dual stain testing for the detection of CIN2+ during follow-
up (mean follow-up time period of > 12 months) within the group of
Pap negative, HPV positive women was 91.9% for CIN2+ (34/37
cases), and 96% for CIN3+ (27/28 cases). Negative p16/Ki-67 Dual
stain test results at baseline had a negative predictive value 0f 99.1%
for the development of HGCIN during the study follow-up period.
Conclusion: The detection of co-localization of pl6/Ki-67
expression in cervical cells identifies women that may benefit from
immediate colposcopy, whereas negative Dual stain test results
may exclude HGCIN with a high NPV.

! Department of Gynecology and Obstetrics, Klinikum der Stadt Wolfsburg,
Germany; ? Institute of Clinical Pathology, Klinikum der Stadt Wolfsburg,
Germany; ° Institute for Pathology, Mannheim, Germany; * MTM laboratories,
Heidelberg, Germany.

CLINICAL PERFORMANCE OF A BROAD-SPECTRUM RNA
ASSAY IN A HIGH-PREVALENCE DISEASE SETTING

Kate Cuschieri’, Henry Kitchener’, Andrew Horne®, Camille
Busby-Earle’, Alison Hardie!, Linsey Nelson’, Andrew Bailey?,
Jennifer Rowan’, Catriona Graham’, Heather Cubie’

Objectives: Detectionof oncogenic E6/E7 transcripts may be abetter
predictor of clinically significant cervical HPV infection compared
with DNA based assays. However more clinical data are necessary to
evaluate this. Consequently, we present an evaluation of the clinical
sensitivity and specificity of the APTIMA® HPV RNA based assay
(AHPV, Gen-Probe Incorporated) in comparison to the Hybrid
Capture 2 DNA based assay (HC2, Qiagen Ltd) in a clinical setting.
Methods: Women attending two NHS colposcopy clinics (for
all indications) in two city hospitals in the UK were invited to
participate. Liquid based cytology (LBC) samples were collected
and tested via the 2 HPV assays described. Biopsies were taken
where clinically indicated and relative sensitivity and specificity of
each assay for disease (defined as CIN2 or worse) were calculated.
Results: Approximately 1, 500 women have been recruited to the
study so far. At time of abstract submission, 1008 LBC samples

DST - J bras Doengas Sex Transm 2010, 22(2): 84-106

have been tested by both assays and have associated, confirmed
pathology results. A total of 276 cases of CIN2+ were detected and
sensitivity and specificity of the AHPV for CIN2+were 93.8%, (95%
CI 0f 90.3, 95.4) and 49.9%, (95% CI of 46.2, 53.5) respectively.
By comparison, sensitivity and specificity of the HC2 for CIN2 or
worse were 94.2%, (95% CI of 90.8, 96.7) and 44.7%, (95% CI of
41.0, 48.4) respectively. When analysis was confined to women
referred to colopscopy for cytologically defined low grade disease
the sensitivity and specificity of the two assays were equivalent.
Conclusions: These preliminary data suggest that AHPV assay
shows equivalent sensitivity and slightly higher specificity for the
detection of CIN2 or worse (in a population with a high prevalence
of disease). Further data including performance of the assays
within a post treatment subset will be presented (with associated
95% CI’s).

!'Scottish HPV Reference Laboratory, Royal Infirmary of Edinburgh, Edinburgh,
United Kingdom; 2 School of Cancer and Enabling Science, University of
Manchester, Manchester, United Kingdom; * Simpson Centre for Reproductive
Health, Royal Infirmary of Edinburgh, Edinburgh, United Kingdom; *
Manchester Medical Microbiology Partnership, Manchester Royal Infirmary,
Manchester, United Kingdom; ° Epidemiology and Statistics Core, Wellcome
Trust Clinical Research Facility, Edinburgh, United Kingdom.

ImpacT OF PERFORMING MULTIPLE BIOPSIES ON THE
DETECTION OF PRECANCER IN THE NCI-OUHSC
Biorsy Stubpy

Nicolas Wentzensen'!, Joan Walker?, Rosemary Zuna?, Katie
Smith?, Cara Mathews®, Katherine Moxley’, Roy Zhang?,
Michael Gold®, Mark Schiffman’

Background: A single colposcopic examination detects only
50-60% of prevalent precancers but taking multiple biopsies
increases the sensitivity.

Objectives: We created the NCI-OUHSC Biopsy Study
to systematically evaluate the benefit of taking multiple
biopsies and to study cervical precancer on the lesion level.
Methods: Previously-untreated women referred to the University
of Oklahoma colposcopy clinic for abnormal screening results
were eligible for participation. Before colposcopy, a specimen
was taken for liquid-based cytology, HPV genotyping, and
biomarker studies. During colposcopy, a digital image of the
cervix was taken and annotated for observed lesions and biopsy
sites. Up to four biopsies were taken from distinct lesions;
if less than four targeted biopsies were obtained, a random
biopsy was added. All biopsies were ranked by severity based
on visual impression and evaluated individually in histology.
Results: To date, 337 women have been enrolled in the study;
248 with histological results available. As worst diagnoses,
26/248 women (10.5%) had CIN3, 72 (29.0%) had CIN2, 82
(33.1%)had CIN1, and 68 (27.4%) had benign changes or normal
results. 199/337 women (59.1%) had four, and 280/337 women
(83.1%) had at least three biopsies. 47/335 women (14.0%)
with a low grade or benign colposcopic impression had CIN2+
in one of the biopsies. Conversely, 61/335 (18.2%) with a high
grade colposcopic impression had < CIN2 in their worst biopsy
result. In 66.7% of women with CIN3, the worst lesion was
detected in the first biopsy, in 25.9% it was found at the second
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biopsy and in 7.4% it was detected in the third or fourth biopsies.
Discussion: We confirm the limitations of colposcopy even if
performed at highest standards with extensive quality control.
We demonstrate that taking multiple biopsies substantially
increases the detection of CIN3. Future analyses will use ROC-
type methods to explore the optimal number of biopsies.

! Division of Cancer Epidemiology and Genetics, NCI, NIH, Bethesda, MD,
USA; % University of Oklahoma, Norman, OK, USA; 3 Vanderbilt University,
Nashville, TN, USA.

CERvICAL CANCER EPIDEMIOLOGY AMONG HIV-INFECTED
WOMEN IN NORTH AMERICA

Gypsyamber D’Souza’, Yuezhou Jing', Howard Strickler”,
Michael Silverberg®, Ronald Bosch’, John Brooks®, Eric
Engles®, Robert Dubrow®, Bob Hogg’, Alison Abraham’

Background: Initial studies suggest immunosuppression may
be associated with the increased rates of pre-cancerous cervical
lesions observed in HIV-infected compared with HIV-uninfected
individuals. To characterize the incidence of cervical cancer
among HIV-infected women in the HAART-era, we examined
data fromthe NA-ACCORD HIV cohortcollaboration of [eDEA.
Materials and Methods: This analysis includes data from
13 North American cohorts of HIV-infected women that
collected clinically confirmed or cancer registry-linked data
on invasive cervical cancer. Cervical cancer-free women
were followed from the first HAART-era CD4+ measurement
until the earliest of: cancer diagnosis, lost to follow-up,
death, or 2007. Incidence rate overall, by calendar period,
and by first CD4+ cell count after 1995 (baseline) were
standardized for age using the 2000 US standard population.
Results: Among the 16,467 HIV infected women free of disease
at baseline, 102 cases of invasive cervical cancer were reported,
yielding an age-standardized incidence rate of 114 per 100,000
person-years (95% CI: 88-139). Among 13, 716 HIV-negative
women free of disease in these cohorts there were 10 invasive
cervical cancers foranincidence of 12.3 per 100,000 person-years
(95% CI 6.6 -23), similar to the age-adjusted SEER population
incidence of 8.2 per 100,000 person-years. In the HAART era
the age-standardized cervical cancer incidence among HIV-
infected women remained similarly high in 1996-99, and 2000-
03, with a non-significant decrease in 2004-07 (133, 152, and 87
per 100,000 respectively). The age-standardized incidence rates
increased with decreasing baseline CD4+ categories of > 350,
200-350and <200 cells/uL (68, 113 and 185 respectively). There
was no clear trend in incidence was not associated with age.
Conclusions: In this large collaboration of North American
HIV cohorts, cervical cancer incidence was ten-fold higher
among HIV-infected than uninfected women. Stable rates over
calendar time suggest improvements in HIV-therapies may
have not impacted rates.

! Johns Hopkins University, Baltimore, MD, USA; 2 Kaiser Permanente
Northern California, Oakland, CA, USA; * Harvard University, Boston, MA,

USA,; *Centers for Disease Control and Prevention, Atlanta, GA, USA; SAlbert
Einstein College of Medicine, Bronx, New York, NY, USA; ¢ Yale University,
New Haven, CT, USA; "BC Centre for Excellence in HIV/AIDS, Vancouver,
BC, Canada; ® Division of Cancer Epidemiology and Genetics, NCI, NIH,
Bethesda, MD, USA.

PREVALENCE INCIDENCE AND PERSISTENCE OF GENITAL
HPYV INFECTION IN WOMEN BETWEEN THE
AGES OF 25 AND 45

Xavier Castellsague’

Background: A prophylactic quadrivalent HPV vaccine could
benefit adult women if they are susceptible to incident genital
HPV infections and are acquiring new infections with vaccine HPV
types. This report presents baseline and prospective data from
a randomized, double-blind, placebo-controlled trial of the
safety, immunogenicity and efficacy of the quadrivalent HPV
(type 6/11/16/18) vaccine in women ages 24 to 45.

Methods: We present the results of an epidemiologic analysis of
3, 730 women enrolled in a quadrivalent HPV vaccine efficacy
trial between 6/18/2004 and 4/30/2008. Subjects were enrolled
from 7 countries (Colombia, France, Germany, Philippines,
Spain, Thailand, and the United States) through community and
academic health centers and primary health care providers.
Results: Average baseline prevalence of anogenital infection
and/or seropositivity was 32.8% for > 1 vaccine HPV types,
and 0.3% for all vaccine HPV types (vaccine and placebo
arms). Incidence of anogenital infection with any vaccine HPV
type was ~10.5% (placebo arm). The rate of persistent infection
was ~5% over a 30-month period among women in the placebo
arm naive to the relevant type at baseline. Predictors of incident
infection included younger age, marital status other than first
marriage, higher number of lifetime and recent sex partners and
Chlamydia/gonorrhea infection at baseline.

Conclusions: These findings indicate that women up to age
45 could benefit from administration of the quadrivalent HPV
vaccine, as they are acquiring anogenital infections with vaccine
HPV types. Future study concerning incident and prevalent HPV
infection among women over age 25 would be warranted.

! Cancer Epidemiology Research Program, Institut Catala d’Oncologia,
Barcelona, Catalonia, Spain.

THE PSycHOLOGICAL IMPACT OF ANAL CANCER
ScREENING oN HIV+ MEN

Jodie Landstra’?, Leon P. Botes®?, Joseph Ciarrochi’,
Frank P. Deane', Richard J. Hillman*?

Background: Human papillomavirus is the sexually transmitted
precursor for cervical and anal cancer. Anal cancer occurs at
rates of up to 137/100,000 in HIV + men who have sex with men
(MSM). Anal cancer screening is not currently standard of care
for HIV+MSM in Australia, but is suggested in some guidelines.
Studies of cervical screening have shown psychological
impacts including increased anxiety, reduced quality of life and
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diminished sexual well-being. There are no comparable studies
in men. Therefore we initiated the first known study of the
psychological impact of anal cancer screening on HIV + MSM.
Methods: Selfreport measures were used in a prospective, multi-
wave longitudinal study of 291 men undergoing anal screening.
Using previously validated methods, we determined baseline
psychological well-being (worry, depression, anxiety, stress
and sexual interest) and changes to well-being after cytological
and histological sampling procedures and receipt of results.
Results: Three groups were identified. The “Low Threat” group
received cytology results of negative or LSIL and no further
investigation. Both the “Reassured” and “High Threat” groups
received ASC-H, ASCUS or HSIL cytology results and were
referred for High Resolution Anoscopy (HRA). At HRA, the
Reassured group were eithernot biopsied (negative HRA) orwere
given LSIL histology results. The High Threat group received
histology results of HSIL. The Reassured and High Threat
groups differed significantly to the Low Threat group in four
areas: more worry about cancer, worse anal and future health and
less interest in sex. These results are similar to cervical studies.
Conclusion: Men were psychologically impacted by the anal
cancer screening processes, particularly in terms of worry about
cancer, both by referral to and results from HRA investigation.
The introduction of any screening program needs to consider the
psychological impact of the procedures and offer appropriate
psychosocial support.

! University of Wollongong, Wollongong, NSW, Australia; 2 HIV, Hepatitis C
& Mental Health Service, St Vincent’s Hospital, Darlinghurst, NSW, Australia;
* Sexually Transmitted Infection Research Centre (STIRC), University of
Sydney, Westmead, NSW, Australia; “Centre for Applied Medical Research
(CAMR), St Vincent’s Hospital, Darlinghurst, NSW, Australia.

Risk oF CERVICAL AND VULVAR CANCERS ASSOCIATED
WITH VARIATION IN IMMUNE RESPONSE AND HPV
RELATED GENES

Margaret Madeleine’, Lisa Johnson', Mari Malkki', Denise
Galloway', Effie Petersdorf', Stephen Schwartz!

Variation in genes related to immune response (CD28, CTLA4,
and ICOS) and HPV susceptibility or mechanism (EVER1/2,
ERAPI, TERT, UBE2C, and UBE3A) may affect development
of HPV-related cancers. We examined the risk of cervical and
vulvar cancers in case-control studies conducted in Seattle. DNA
from women with cervical (n = 1,000) and vulvar cancer (n =
545) and population-based controls (n = 951) was genotyped for
tagging SNPs. Odds ratio (OR) estimates under a log-additive
model forminoralleleswere calculated fromage-adjustedlogistic
regression. Increased risk of cervical cancer was associated with
CD28 1510932017 (OR 1.2, 95% CI 1.1-1.4) and both cervical
and vulvar cancers were associated with rs3181096 (OR 0.9,
95% CI 0.7-1.0). Vulvar cancer was associated with CTLA4
rs733618 (OR 0.8, 95% CI 0.6-1.0). Several ERAP1 variants
were associated with cervical adenocarcinoma: rs998509 (OR
1.3,95% CI 1.1-1.6), 153734016 (OR 1.5, 95% CI 1.1-2.0), and
1s27639 (OR 1.3, 95% CI 1.1-1.7), rs12517900 (OR 0.7, 95%
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CI 0.5-0.9), and rs149078 (0.8, 95% CI 0.7-1.0). In contrast,
a different set of SNPs in ERAP1 was associated with vulvar
cancer, including a non-synonymous coding SNP rs10050860
(OR 1.3,95% CI 1.1-1.6),1rs2032890 (OR 1.3,95% CI 1.1-1.5),
rs27039 (OR 0.8, 95% CI 0.7-1.0), rs27619 (OR 0.8, 95% CI
0.7-1.0), 3’UTR 1528096 (OR 1.2, 95% CI 1.0-1.4), and 3’°UTR
rs7063 (OR 1.3, 95% CI 1.1-1.5). For TERT, risk of vulvar
cancer was associated with rs2736100 (OR 0.8, 95% CI 0.7-
1.0), 1s2736118 (OR 1.2, 95% CI 1.1-1.5), rs2853690 (OR 1.3,
95% CI 1.1-1.6), 133961405 (OR 0.8, 95% CI 0.7-1.0), and
rs7726159 (OR 0.8, 95% CI 0.7-1.0). There were no significant
associations with tagSNPs in the EVER1/2, ICOS, UBE2C, or
UBE3A genes. Our data suggest that common variants of genes
important in immune regulation and HPV-related processing, or
genes in linkage with them, may influence risk of HPV-related
cancer.

! Program in Epidemiology, Clinical Research and Cancer Biology, Fred
Hutchinson Cancer Research Center, Seattle, WA, USA.

A NATIONAL OUTCOME FOR QUADRIVALENT HPV
VAcCCINATION: DECLINING RATES OF GENITAL
WARTS IN AUSTRALIA

Basil Donovan'?, Neil Franklin', Rebecca Guy'!, Andrew
Grulich!, David Regan’, Handan Wand', Christopher Fairley’

Background: The quadrivalent human papillomavirus (HPV )
vaccine has demonstrated high efficacy in clinical trials but no
reports to date have described the vaccine’s effect at a national
level. From mid-2007 Australia was among the first countries to
fund a universal vaccination program for all females between 12
and 26 years and coverage rates of ~80% have been achieved.
Objectives: We established a national surveillance network
to determine trends in clinical presentations for genital warts.
Methods: Eight sexual health services located around
Australia provided data on all new patients (n = 110,073)
between 2004 and 2009. Data were collected on new
diagnoses of genital warts (n = 6, 387), demographics,
sexual  behaviour, and HPV  vaccination status.
Results: Up to mid-2007, when the vaccination program
began, there had been a gradual increase in the proportion
of new patients diagnosed with genital warts. Thereafter
there was a marked and ongoing decline in the proportion
of women up to the age of 27 years diagnosed with warts:
the decline to the end of 2009 was greater among Australian
resident women (60%) than traveling/migrant women (47%, p
< 0.001). There was no decline in warts among women older
than 27 years or among men who have sex with men (p =
0.23), while heterosexual men experienced a lesser (31%) but
significant (p < 0.001) decline. By 2009, 75.3% of resident
women up to 27 years, 29.7% of traveling/migrant women up
to 27 years, and 18% of women over 27 years reported having
had a previous quadrivalent or an unknown HPV vaccine.
Conclusions: High coverage by the vaccination program has
had a large population-level impact on the incidence of genital
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warts in young Australian women. A more moderate impact
for heterosexual men has presumably resulted from herd
immunity.

! National Centre in HIV Epidemiology and Clinical Research, University of
New South Wales, Sydney, NSW, Australia; > Sydney Sexual health Centre,
Sydney Hospital, Sydney, NSW, Australia; 3 School of Population Health,
University of Melbourne, and Melbourne Sexual Health Centre, Melbourne,
VIC, Australia.

INCREASING BURDEN OF HPV — ASSOCIATED ANAL
CANCER IN AUSTRALIA

E. Lynne Conway', Alicia Stein', Jane Hocking?®, Julia
Brotherton®, David Regan®, Andrew Grulich?

Background: Given current clinical trials investigating the
prophylactic efficacy of vaccination against HPV 16/18 anal
cancer precursors in males, there is a need to quantify the
projected burden of anal cancer. In this study we analyse anal
cancer incidence and survival in the Australian population, with
a focus on the squamous cell histological types, over 90% of
which are attributable to HPV 16/18.

Methods: Data were obtained from the Australian National
Cancer Statistics Clearing House databases including counts
and incidence of squamous cell carcinomas and squamous cell
variants of the anus, anal canal and rectum (anal SCC) and
anal adenocarcinoma (anus and anal canal) from 1982-2005,
and five year relative survival of all anal cancer from 1982—
2004.

Results: From 2000-2005 there were ~ 270 cases of invasive anal
cancer per year with annual age-adjusted incidence of 1.35 (95%
CI 1.28-1.41)/100,000. SCC was the most common histology -
74% vs. 22% for adenocarcinoma. SCC incidence was higher in
females than males (1.10 vs. 0.88/100,000), but adenocarcinoma
incidence was lower (0.25 vs. 0.37/100,000). From 1982 - 2005
there was a significant increase in the incidence of SCC, more
pronounced in males (3.4% pa 95% CI: 2.5-4.3) than females
(1.9% pa 95% CI: 1.2-2.6), compared to a borderline increase
in anal adenocarcinoma incidence in males and none in females.
Five year relative survival from anal cancer improved from 59%
in 1982-1988 to 68% in 1997 - 2004. Survival was higher in
females than males (73% vs. 61%).

Conclusion: There has been a marked increase in incidence of
HPV-associated anal carcinoma, particularly in males, over the
past 25 years in Australia. Projections in anal cancer burden
will need to consider changes in behavioral risk factors, the
impact of the current female HPV vaccination program and
the contribution of MSM.

'CSL Limited, Parkville, VIC, Australia; > Centre for Women’s Health, Gender
and Society, Melbourne School of Population Health, University of Melbourne,
Parkville, VIC, Australia; 3 Registries. Victorian Cytology Service, East
Melbourne VIC, Australia; * National Centre in HIV Epidemiology and Clinical
Research, The University of New South Wales, Sydney, NSW, Australia.

PAPiLLOMAVIRUS INFECTION REQUIRES Y SECRETASE

Balasubramanyam Karanam', Shiwen Peng', Tong Li’,
Christopher B. Buck?, John T. Schiller’, Patricia M. Day?,
Richard B.S Roden'**

The mechanisms by which papillomaviruses breach cellular
membranes and traffic to deliver their genomic cargo to the
nucleus are poorly understood. Here we show that infection
by a broad range of papillomavirus types requires the intra-
membrane protease y-secretase. The vy-secretase inhibitor
XXI inhibits infection in vitro by all types of papillomavirus
pseudovirions tested (HPV 16, HPV 18, HPV 31, HPV 45,
HPV 58 and CRPV) with IC,; of 130-500pM, and regardless of
reporter construct. Vaginal application of XXI prevents infection
of'the mouse genital tract by HPV 16 pseudovirions. Conversely,
XXI does not inhibit in vitro infection by pseudovirions derived
from the polyomaviruses BK or Merkel Cell polyomavirus.
Many y-secretase substrates are pre-cleaved by sheddases prior
to intramembraneous digestion. The vy-secretase inhibitors
batimistat, marimistat and TAPI-0 failed to prevent HPV
infection in vitro. Nicastrin, APH-1 and Presenilin-1 are
essential components of the y-secretase complex, and mouse
embryo fibroblasts deficient in any one of these components
were not infected by HPV 16, whereas wild type and y-secretase
(BACE1)-deficient cells were susceptible. Neither the uptake
of HPV 16 nor the disassembly of capsid to reveal a buried
L1 epitope and BrdU-labeled encapsidated DNA are dependent
upon endosomal acidification or y-secretase activity in HaCaT
cells. However, blockade of either endosomal acidification or
y-secretase activity by ammonium chloride or XXI respectively
prevent the BrdU-labeled DNA encapsidated by HPV 16 from
reaching the ND-10 subnuclear domains. Since L2 is critical
for endosomal escape and targeting of the viral DNA to ND-
10 and y-secretase is located in endosomal membranes, our
findings suggest that either L2 or a cellular protein involved in
infectious entry must be cleaved by y-secretase for the escape of
the papillomavirus L2/genome complex from the endosome and
trafficking of the L2-nucleohistone complex to the nucleus.

! Department of Pathology, The Johns Hopkins University, Baltimore, MD,
USA; ?Laboratory of Cellular Oncology, National Cancer Institute, Bethesda,
MD, USA; 3 Oncology, The Johns Hopkins University, Baltimore, MD, USA,
4 Gynecology and Obstetrics, The Johns Hopkins University, Baltimore, MD,
USA.

GENOTYPE-SPECIFIC NATURAL HisTorRY OF OrRAL HPV
INFECTIONS AMONG YOUNG MOTHERS FOLLOWED-UP FOR
6-YEARS IN THE PROSPECTIVE FINNISH
FamiLy HPV Stupy

Stina Syrjdnen!, Jaana Willberg', Jaana Rautava’, Marjut
Rintala’, Kari Syrjinen’®, Seija Grenman’

Background: Nearly nothing is known about the
genotype specific natural history of oral HPV-infection.

DST - J bras Doengas Sex Transm 2010, 22(2): 84-106
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Methods: In the Finnish Family HPV Study 329 pregnant
women (mean age 25.5yrs) were enrolled at 3™ trimester, and
followed-up for 6yrs (median 62.4mo). HPV-genotyping was
done with Multimetrix® at each visit. The following outcome
patterns of oral HPV-infections (n = 326) were defined: 1.
always negative (n = 143), 2. incident HPV (n = 116), 3. type-
specific persistence (n = 51), 4. non type-specific persistence
(n = 12), 5. fluctuation (n = 33), and 6. clearance = transient (n
= 76). Predictors of type-specific acquisition, clearance and
persistence of species 7/9-genotypes were determined by
generalized estimating equation models.

Results: HPV-detection varied from 15% to 24% during the
follow-up. The following single-type infections were found:
HPV 6, 11, 16, 18, 45, 56, 58, 59, 66, 70. HPV 16 was the
most prevalent, followed by HPV 6, 56, 58 (Figure 1).
Multiple-type infections with species 9 were most common,
followed by species 6, 10 and 7. Clearance rate was much
higher for LR- than HR-types (CR 227-400/1,000 wmr versus
48-60/1,000 wmr). The clearance of species 7/9 was predicted
by age, history of atopic reaction, history of STD and second
pregnancy. The mean time to clearance for HPV 6 and 11 was
shorter than that for HPV 16, 58, 59, 4.6-2.5mo versus 18.8-
37mo, respectively. HPV 16, multiple-type infections and HPV
6 persisted most frequently with a mean time of 18-20mo. The
predictors of persistent oral HPV infection with the species
9 were mothers being seropositive to LR-HPV s at baseline,
use of oral contraceptives, consumption of alcohol and second
pregnancy during FU (Figure 2).

Conclusion: HPV 16 and multiple types caused most frequent
incident infections, were most likely to remain persistent and
least likely to clear. The type spectrum in oral mucosa is more
narrow than that reported in the genital tract, but LR-HPV s
are more frequent. No association with oral sex was found.
Predictors of oral HPV and genital mucosa might interplay in
controlling the outcome of female HPV infection.
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Figure 1 - Per cent distribution of oral HPV genotypes by FU-visits
(boxes represent the total detection rate in women at that FU-visit.
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Figure 2 - Predictors of oral HPV infection and its outcome in
women.

'Medicity Research Laboratory and Department of Oral Pathology, Institute of
Dentistry, Faculty of Medicine, University of Turku, Finland; > Department
of Obstetrics and Gynecology, Turku University Hospital, Turku, Finland; *
Department of Oncology and Radiotherapy, Turku University Hospital, Turku,
Finland.

VIRAL ONCOGENE EXPRESSION DEFINES OROPHARYNX
CARCINOMAS WITH ACTIVE HPV 16 INVOLVEMENT

Dana Holzinger" 2, Markus Schmitt’, Gerhard Dyckhoff’,
Michael Pawlita’, Franz X. Bosch'

Background: A subset of oropharyngeal squamous cell
carcinomas (OPSCC) contains HPV 16 DNA and appears to have
a better prognosis. However, this subset may be heterogeneous.
To better define the group of HPV-driven tumors we included
HPV RNA analysis in a large OPSCC series and evaluated the
associationofviral DNAand RNA status with clinical parameters.
Methods: Fresh-frozen tissues from 199 German OPSCC
collected between 1990 and 2008 were subjected to
semi-quantitative  multiplex  papillomavirus  genotyping
(MPG). HPV 16 DNA positive tumors were quantitatively
analyzed for viral oncogene E6*II RNA expression by
NASBA amplification and bead-based hybridization.
Results: HPV 16 DNA was present in 97/199 (48.7%) OPSCC,
viral load was low (HPV*) in 61 (31.1%) and high (HPV*™") in 36
(18.4%) tumors. Prevalence of HPV 16 was highest in tonsillar
carcinomas (60.7% vs. 41.1% in the other oropharyngeal
subsites) and increased by 24.4% from 1990 to 2008.
HPV 16 E6*II RNA was expressed in 35/37 (94.6%)
HPV™ tumors but only in 14/60 (23.3%) HPV" tumors.
Kaplan Meier analyses showed that viral load and even more
viral oncogene RNA were associated with better overall
survival (OS) and progression free survival (PFS; OS: p =
0.015 vs. p=0.035; PFS: p=10.007 vs. p=0.030, logrank test).
Oncogene RNA  positive tumors were associated
with never smoking and never drinking and with the
absence of distant metastasis, but not with younger age.
Conclusion: This study demonstrates a pronounced
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heterogeneity among HPV 16 DNA positive tumors and
confirms that DNA genotyping alone is insufficient to define the
role of the virus. OPSCC expressing oncogene HPV 16 RNA
are truly HPV-driven tumors. OPSCC harboring HPV 16 DNA
but negative for E6*I1 behave like the HPV negative tumors
with regard to clinical parameters.

! Molecular Biology Laboratory, Department of Otolaryngology, Heidelberg
University, Heidelberg, Germany; 2 Division of Genome Modifications and
Carcinogenesis, Infection and Cancer Program, German Cancer Research
Center (DKFZ), Heidelberg, Germany.

HPYV 1IN OrRAL MucosA OF NEWBORN AND THEIR
ConcorDANCE WITH HPV TyYPES IN MOTHER’S CERVICAL
SAMPLE TAKEN BEFORE DELIVERY

Hanna-Mari Koskimaa', Jaana Willberg!, Jaana Rautava’,
Marjut Rintala®, Kari Syrjinen’, Seija Grénman?,
Stina Syrjdnen’

Background: HPV DNA has been found in oral mucosa
of newborn but the HPV genotype distribution study is
incomplete.

Methods: In Finnish Family HPV Study, 324 pregnant women
(median age 26 yrs; range 18-46) were enrolled at 3™ trimester
(= baseline visit), and subjected to oral and cervical sampling for
HPYV testing. At delivery newborn’s oral and cord blood samples
as well as placental samples were collected. HPV-genotyping
was done with Multimetrix® assay. Maternal risk factors
predisposing newborn to test HPV-positive were evaluated,
and concordance of HPV genotypes between mother’s genital
and newborn’s oral samples was tested tai studied tai analyzed.
Results: HPV was detected in 22.4% of the oral samples from
the newborn and in 16.4% of the mothers’ cervical samples.
The point prevalence of HPV genotypes is given in Figures
1 and 2. In both mothers and newborns, HPV 16, multiple-
type combinations and HPV 6 were the most prevalent types.
In addition, HPV 45 was detected frequently in mothers. The
species-specific concordance between the newborn and the
mothers was almost perfect (weighted kappa = 0.988; 95% CI
0.951-0.997), and in pair-wise comparison at genotype level,
the mother-newborn pairs were not significantly different
(Wilcoxon signed ranks test, p = 0.753). Oral HPV carriage in
newborn was most significantly associated with HPV detection
in the placenta (OR = 13.9; 95% CI 3.7-52.2) and in umbilical
cord blood (OR = 4.5; 95% CI 1.3-15.3). At genotype level,
4/5 HPV 6- and 5/7 HPV 16 infections were concomitantly
present in the placental and oral samples, similarly as 2/5 HPV
6-,3/5 HPV 16- and 1/1 HPV 39 infections were detected in the
umbilical cord blood and oral mucosa.

Conclusion: HPV detection in oral samples of newborn at
delivery is common. Genotype spectrum, however, is narrower
when compared with maternal cervical samples shortly before
delivery. The high-level maternal-newborn concordance leaves
little doubt that infected mother transmits HPV to her newborn
via placenta and cord blood.
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Figure 1 - Point prevalence of HPV genotypes in the pre-term
(baseline) cervical samples of mothers.
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Figure 2 - Point prevalence of HPV genotypes in the oral samples
of newborn at delivery.

"Medicity Research Laboratory and Department of Oral Pathology, Institute of
Dentistry, Faculty of Medicine, University of Turku, Finland; *Department
of Obstetrics and Gynecology, Turku University Hospital, Turku, Finland;
*Department of Oncology and Radiotherapy, Turku University Hospital, Turku,
Finland.

ORAL HPV PERSISTENCE AT 6- AND 12- MONTHS AMONG
HeaLTHY MEN: THE HIM STUDY
Aimee R. Kreimer', Allan Hildesheim', Martha Abrahamsen?,
Danelle Smith’>, Mary Papenfuss’, Luisa L. Villa’, Eduardo
Lazcano?, Anna R. Giuliano®

Background: HPV causes some head and neck cancers mainly in
theoropharynx;yet,oralHPVnaturalhistoryis poorlyunderstood.
The rarity of oral HPV infection among healthy individuals
(estimated prevalence ~5%) hinders research in this area.

DST - J bras Doengas Sex Transm 2010, 22(2): 84-106
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Methods: Oral rinse/gargle specimens were collected and tested
from men aged 18-70 (median age 32 years), participating in
the HIM Study, a prospective study of healthy men residing
in the United States, Mexico, and Brazil. DNA was extracted
using the Qiagen BioRobot Media MDx Automated DNA
Purification Protocol; Roche Linear Array (LA) was used
to detect 37 HPV types (HPV 16, 18, 31, 33, 35, 39, 45, 51,
52, 56, 58, 59, and 66 were considered carcinogenic). Oral
HPV persistence at 6- and 12-months was determined among
men who tested HPV positive on their first oral collection.
Results: Oral HPV DNA was detected among 142 of 1618
men (8.8%; HPV 16:0.4%; carcinogenic HPV:1.0%) on first
collection, of which 67 were known types on the LA system;
57 of these had at least a 6-month follow-up visit and median
follow-up time was 12 months. Overall, type-specific HPV
persistence for at least 6-months was present in 49.1% (n = 28
of 57) of men; of these 28 men, 14 had specimens collected
at 12+ months and 42.8% (n = 6) of their infections persisted.
HPV 16 infections appeared more likely to persist at least
6-months than non-16 carcinogenic HPV infections (75% [3 of
4] vs. 44.4% [4 of 9], respectively). Of note, an unexpectedly
high number of HPV 55 infections were detected (n = 16);
68.8% (n = 11) of these infections persisted 6+ months.
Conclusions: Almost half of oral HPV infections persisted for
one year; rates of oral HPV persistence may be longer than
cervical (~33% persist to 12-months), although small sample
size precluded precise estimates. Larger studies with longer
follow-up periods are required to estimate rates of type-specific
persistence and factors associated with persistence.

"'National Cancer Institute, NIH, Bethesda, MD, USA; >H. Lee Moffitt Cancer
Center, Tampa, FL, USA; ? Ludwig Institute for Cancer Research, Sdo Paulo,
Brazil; * Instituto Nacional de Salud Pablica, Cuernavaca, México.

HPYV VAaccINE INTRODUCTION IN EUROPE: LESSONS
LEARNED

Linda Eckert"?, Liudmila Mosina®, Rebecca Martin®

Objective: The 53 countries of the WHO European Region
are diverse in income levels and health care systems. To
date, 18 countries have introduced the HPV vaccine, with
varying success and documentation of their immunization
schedules. However, there has been scant documentation of
these successes and the challenges encountered with HPV
vaccine implementation in the WHO European Region
in a consistent, standardized manner to allow for lessons
learned. These experiences could benefit other countries
in the Region considering HPV vaccine implementation.
Methods: We conduct a standardized phone interview
with 15 of the 18 European countries that have introduced
the HPV vaccine. Information regarding 15 items such as
implementation strategies, target population, communication,
funding, challenges, and coverage was obtained using a
standardized data collection questionnaire which the participant
received prior to the phone call. Data was aggregated where
similar strategies have been used to implement the vaccine.
Conclusions: In the WHO European Region, success of HPV
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vaccine introduction has varied widely, with some countries
obtaining high rates of coverage and others very low. Financing
mechanisms have also varied substantially in this economically
diverse WHO region. Information from the interviews will
be tabulated and presented. We will present strategies on the
decision to use the vaccine and how it was implemented (mass
catch-up campaigns or routine immunization programmes, and
whether a comprehensive approach was used). We collected
and will present samples of vaccine education offered to
providers, patients, and media as well as problem solving
strategies for handling adverse events and negative publicity.
We will address finance mechanisms and cost effectiveness
analyses used in this varied region with middle and high income
countries. Disseminating the collective experiences of HPV
vaccine implementation successes and challenges is vital to
enable assistance to countries as they seek guidance towards
introduction of the HPV vaccine.

! Department of Obstetrics and Gynecology, University of Washington, Seattle,
WA, USA; >World Health Organization, Geneva, Switzerland; * WHO Regional
Office for Europe, Copenhagen, Denmark.

Hi1GH-GRADE ANAL INTRA-EPITHELIAL NEOPLASIA IN
HomosexuAL MEN: Data FRoM Two CoMMUNITY-BASED
COHORTS

Fengyi Jin'!, Marina van Leeuwen?, Claire Vajdic®, Leo
McHugh', Garrett Prestage’, Leon Botes', Gabriele Medley*,
Sepehr Tabrizi’, Andrew Grulich’, Richard Hillman'

Background: We report the prevalence and risk factors for high
grade anal intra-epithelial neoplasia (HG-AIN), the precursor of
anal cancer, in two community-based cohorts of HIV-negative
and HIV-positive homosexual men in Sydney, Australia.
Methods: A cross-sectional study of consecutive participants in
both cohorts in 2005 was performed (204 HIV-negative and 127
HIV-positive men). Anal cell samples collected by the research
nurse were used for anal cytological analysis using the ThinPrep
procedure. The residuum of PreservCyt vials was tested for HPV
using Digene Hybrid Capture 2. Participants with anal squamous
cell ofundetermined significance (ASCUS) or greater cytological
abnormality were offered high resolution anoscopy (HRA).
Results: Seventy-seven men had cytological changes of
ASCUS or greater (16.7% HIV-negative and 33.6% HIV-
positive men, p <0.001). However, only 3 (2.3%) HIV-positive
men and no HIV-negative men had high grade cytological
abnormalities. Of these 77 men, 63 (81.8%) underwent HRA,
and 21 (33.3%) of these had histologically confirmed HG-
AIN. The prevalence of HG-AIN was significantly higher in
HIV-positive men (12.6%) than in HIV-negative men (5.0%,
OR = 2.73, 95% CI 1.14-6.53). HG-AIN was not related to
age, current smoking status, anal symptoms, or reporting
receptive anal intercourse in the last six months. The presence
of HG-AIN was strongly associated with the detection of high
risk types of anal HPV (OR = 11.20, 95% CI 1.48-84.49),
but not with low risk types (OR = 1.80, 95% CI 0.72-4.53).
Conclusion: HG-AIN was prevalent in sexually active
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homosexual men across all age groups and almost three times
as common in HIV-positive men as in HIV-negative men. The
presence of high risk anal HPV was highly predictive of HG-
AIN. More studies are needed to better determine the incidence
and the natural history of HG-AIN in this population.

! Sexually Transmitted Infections Research Centre, University of Sydney,
Sydney, NSW, Australia; > National Centre in HIV Epidemiology and Clinical
Research, University of New South Wales, Sydney, NSW, Australia; > UNSW
Cancer Research Centre, University of New South Wales, Sydney, NSW,
Australia; * Melbourne Pathology, Melbourne, VIC, Australia; ° The Royal
Women’s Hospital, Melbourne, VIC, Australia; ®Social Policy Research Centre,
University of New South Wales, Sydney, NSW, Australia.

ACCEPTABILITY OF THE HPV VACCINE FOR MALES: A
REVIEW OF THE LITERATURE

Julia Hood', Nicole Liddon’, Bridget Wynn', Lauri Markowitz'

Background: A quadrivalent HPV vaccine is available to men
in some countries. This vaccine was licensed for use in males in
the United States in 2009, but was not recommended for routine
use. We reviewed available literature on the acceptability of the
HPV vaccine for males.

Methods: PubMed was searched for articles presenting HPV
vaccine intention data for males published between 2000 and
2010. Thirty-eight articles met inclusion criteria and were
reviewed using a standardized abstraction form. Researchers
independently reviewed and summarized each study and
discrepancies were reconciled.

Results: Half of the studies were conducted in the United
States (n=19); theremainder were conducted in Canada (4),
UK (3), Australia (2), Malaysia (2), Netherlands (2), Brazil
(1), El Salvador (1), Italy (1), Sweden (1), Thailand (1),
and Turkey (1). The majority (86%) of studies relied upon
cross-sectional surveys and convenience samples (60%).
HPV vaccine acceptability was high among American male
college students (74%-78%) and gay/bisexual men (73%),
but lower in samples of primarily heterosexual men from a
wider age range (33%-48%). Contradictory findings about
‘partner protection’ messages were found among men and
parents. Parental acceptance varied widely (12%-100%)
depending on the question frame, respondents’ ethnicity,
and study location. Among Latino parents in both the US
and El Salvador, acceptability was high (up to 100%).
Physicians preferred the quadrivalent vaccine and to
recommend to girls and older adolescents. Among studies
conducted in the US using nationally representative
samples, intention to recommend HPV vaccine to older
male patients ranged from 82%-92%. Acceptability was
lower in surveys of providers in more localized settings
using different methodologies (27%-82%).

Conclusion: HPV vaccine acceptability for males varied
substantially, most likely due to variation in study designs,
including information provided to participants and question

framing. Findings from this review suggest among whom and
under which circumstances HPV vaccine acceptability for men
is likely to be high.

! Centers for Disease Control and Prevention, Atlanta, GA, USA.

CoNTINUED RAPID DECLINE IN WARTS AFTER NATIONAL
QUADRIVALENT HPV VaAccINE PROGRAM

Christopher Fairley'?, Jane Hocking', Lyle Gurrin', Marcus
Chen', Basil Donovan’®, Catriona Bradshaw>?

Background: Australia provided free quadrivalent human
papillomavirus (HPV ) vaccine to 12-18 year old girls in a
school-based program from April 2007 and to women < 27
years through general practices from July 2007. Coverage rates
for three doses of the vaccine are about 70% in both groups.
Methods: The proportion of new clients with genital warts
at Melbourne Sexual Health Centre (MSHC) from January
2004 to December 2009.

Results: 44, 256 new cients attended MSHC between 2004-
2009 and genital warts were diagnosed in 4, 518 (10.2%;
95% confidence intervals (CI): 9.9-10.5). The proportion of
warts in women < 28 years fell from an average of 12.7%
before 2008 to 4.4% in the last quarter of 2009 (Figure 1).
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Figure 1 - Presentations with warts. Quarters 2004 to 2009.

The proportion of new clients with genital warts was significantly
lower in 2008-9 than 2004-7 for women < 28 years (RR = 0.45
(95%CI0.39-0.52)), heterosexual men (RR=0.82 (95%CIL, 0.75-
0.90)) and men who have sex with men (MSM) (RR =0.80 (95%
CI10.65-0.98) but not women <28 (RR=1.1(95% CL,0.87-1.3)).
The falls in warts in women < 28 and heterosexual men
occurred despite significantly higher mean numbers of sexual
partners per year in 2008-9 compared to 2004-7 (P < 0.001 for
both women < 28, and heterosexual men). In contrast, the fall
in warts in MSM was associated with a lower mean number
of male partners in 2008-9 (11.5 partners per year) compared
to 2004-7 (17.3 male partners per year, P < 0.001), Figure 2.

DST - J bras Doengas Sex Transm 2010, 22(2): 84-106



106

IPV 2010 - MONTREAL - CANADA

- Vaccination program Commences

= B B

—
(=]

Percentage or mean

L4
L

[ [ e —
@'1?‘&*%?1?@99@@@@

\";\‘5\&\'&\ ‘}"5

LE e e B Bt Bt B L

LI e pe S !

Quarters since 2004

Figure 2 - Presentations with warts (2004-2009) and male partners
for men who have sex with men

Conclusions: Our data suggests that the initial rapid and marked
reduction in the incidence of genital warts among women < 28
years of age, originally seen in 2008, is continuing in 2009. The
reduction in genital wart diagnoses observed in MSM may be
due to a lower risk profile of MSM in 2008-9.

' School of Population Health, University of Melbourne, Victoria, Australia;
2 Melbourne Sexual Health Centre, Alfred Hospital, Melbourne, Victoria,
Australia; * National Centre in HIV Epidemiology and Clinical Research,
University of New South Wales, New South Wales, Australia; * Department of
Epidemiology and Preventive Medicine, Monash University, Prahran, Victoria,
Australia.

NEW MOLECULAR MARKERS FOR CERVICAL CANCER
ScREENING: DISTINGUISHING HYPE FROM HOPE

Paloma Martin’, Linah Kilany', Diego Garcia’, Ana M Lopez’,
Josefa Martin-Azana®, Carmen Bellas’

Objective: The aim of this study was to analyze the distribution
of type specific HPV infection among women with normal and
abnormal cytology and its correlation with grade of lesion.
Methods: From May 2006 to December 2009, a total of nine
hundred and forty HPV positive specimens were included in
this study. Cases were included if the molecular analysis and
cytology were available and if they had no previous HPV study
done. HPV DNA detection and genotyping was performed by
PCR using the L1 consensus HPV MY09/11 primers, and flow-
through hybridization.

Results: There were 290 (31%) women with normal cytology
and 650 (69%) with cytologic abnormality. The diagnoses of the
abnormal cases (Figure 1) were: 253 cases (27%) with atypical
squamous cell of undetermined significance (ASCUS), 303
cases (32%) low-grade squamous intraepithelial lesion (LSIL),
62 cases (7%) high-grade squamous intraepithelial lesion (HSIL)
and 32 cases (3%) undetermined grade squamous intraepithelial
lesion. The seven most common types were: HPV 16 (29%),
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HPV 53 (16%), HPV 31 (12%), HPV 52 (9%), HPV 18 (8%),
HPYV 58 (8%), and HPV 6 (8%). In normal samples we found:
HPV 16 (20%), HPV 53 (16%), HPV 31 (11%), and HPV 6
(9%). In ASCUS and LSIL, types 16, 53, and 31, were the
three more frequent. In HSIL the proportion of HPV 16 rises
to 55%, with HPV 31 being the second (11%). HPV 18 is present
in only 3% of HSIL (Figure 2). More than one genotype was
found in 314 (33.4%) patients. Co-infections were found in
25% of normal cases, 36% of ASCUS, 43% of LSIL, and 19%
of HSIL.

Conclusions: 1. HPV 16 is the most frequent type detected:
20% of cases with normal cytology were positive for HPV
16, and this prevalence was associated with increased grade
of lesion, therefore genotyping is a useful strategy for the
follow-up of patients. 2. HPV 18 is not common in our series,
regardless of the lesion. 3. Co-infections were more frequent in
low grade lesions.
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Figure 1 - The proportion of warts in women.
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RESUMO

Introducio: as doencas sexualmente transmissiveis (DST)
sdo causas frequentes de procura por servigos de saude. As cam-
panhas de midia sobre DST/aids apoiam-se na hipotese de que ha
maior exposigao as praticas de risco para DST na época do carna-
val. Objetivo: nosso objetivo foi estudar a distribui¢do temporal
dos atendimentos de primeira vez em uma clinica de DST no pe-
riodo de janeiro de 1993 a dezembro de 2005, visando verificar se
ha um aumento sazonal apds o carnaval. Métodos: Selecionamos
2.646 prontuarios com diagnostico de gonorreia, sifilis e tricomo-
niase de pacientes que procuraram o Setor de DST da Universi-
dade Federal Fluminense em Niterdi, Rio de Janeiro, Brasil. Na
analise estatistica utilizamos observacdo da média padronizada
do numero de atendimentos para os 13 anos, més a més, ano a
ano, observacao da série suavizada pelo método Lowess e pelo
método deterministico da média mével. Resultados: os meses de
julho e agosto concentraram o maior numero de diagnosticos
de gonorreia e sifilis, e os de junho e julho, os de tricomoniase.
A gonorreia apresentou um valor maximo em maio, tendendo a se
reduzir até agosto. Com relagdo a sifilis, observou-se um nime-
ro de diagndsticos constantes entre maio e agosto, havendo um
menor nimero em janeiro e fevereiro, com pico em novembro. O
comportamento sazonal para a tricomoniase exibiu um maximo
de diagnodstico em julho, com uma tendéncia consistente de redu-
¢do até o més de dezembro, e uma elevagdo a partir de janeiro.
Conclusao: o carnaval ndo influencia no aumento da ocorréncia
de gonorreia, sifilis e tricomoniase em pacientes atendidos em
uma clinica de DST em Niterdi, Rio de Janeiro.

Palavras-chave: DST, carnaval, sazonalidade, série temporal,
epidemiologia

ABSTRACT

Introduction: sexually transmitted diseases (STD) cause a
frequent search for medical assistance. Media campaigns on STD/
Aids suppose there is more exposure to risk practices during carnival
than other periods of the year. Objective: our objective is to study
the temporal distribution of first consultations in a STD clinic,
from january, 1993, to december, 2005, to verify whether there
is a seasonal increase after Carnival. Methods: we have selected
2,656 records of patients diagnosed with gonorrhea, syphilis, and
trichomoniasis, who looked for assistance at the STD Division
of the Universidade Federal Fluminense, in Niterdi, State of Rio
de Janeiro, Brazil. In the statistical analysis, we have observed
the standardized average of the number of consultations during
those 13 years, month by month, and year by year, and also con-
sidered the smoothed series by the Lowess method and by the
deterministic method of the variable average. Results: july and
august showed an increased number of gonorrhea and syphilis
diagnoses, while June and July concentrated the trichomoniasis di-
agnoses. Gonorrhea presented its highest value in May, tending to
a reduction until August. A constant syphilis diagnoses number
was noted between May and August, with a decreased number
in January and February, reaching the peak in November. The
seasonal trichomoniasis behaviour showed the diagnoses utmost
in July, with a consistent reduction tendency until December, and
indicated an increase from January on. Conclusion: the period of
carnival has no influence on the increase of gonorrhea, syphilis
and trichomoniasis diagnoses in patients observed in a STD clinic
in Niteroi, Rio de Janeiro.

Keywords: STD, carnival, seazonality, time series, epidemi-

ology
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19" ISSTDR 2011: The Québec City Rendez-vous

From July 10 to 13, 2011, Québec City will host the 19®
Biennial meeting of the International Society for Sexually
Transmitted Diseases Research on the theme of From
research to intervention: successes and challenges.

The Conference will take place in the Québec City
Convention Centre located in the heart of the city across
from the Parliament Building, and just a few steps from tourist
attractions. The facilities are comfortable and modern, and
the Centre boasts leading-edge equipment, spacious exhibit
halls and impeccable service.

The Conference is being held during the Québec City
Summer Festival. Over the past 40 years, the Québec
City Summer Festival has put on hundreds of exciting and
varied shows and concerts, making it Canada’s biggest
outdoor artistic event. With more than 300 shows in 11 days,
the excitement that builds in the heart of Québec City is
contagious. It's a must!

ABOUT THE CONFERENCE

Opinion leaders, researchers and clinicians from around
the world provide leadership in STI/HIV prevention,
diagnosis and treatment. The ISSTDR Québec 2011 will
bring them together to share their latest research results,
innovation, good practice and expertise.

As the theme of the conference is “From research to
intervention: successes and challenges”, many sessions

QUEBEC 2011

QUEBEC CITY, CANADA
JULY 10 TO 13, 2011

IMTERHATIO.IISIA-I-. SOCIETY FOR STD RESEARCH
arch to infervention : suc

Fron
oA ki

at the conference will focus on the use of research results
to inform the implementation of better and more efficient
clinical and public health practices. The meeting will also focus
on rigorous scientific evaluation of clinical and preventive
interventions and will emphasizewhat work best in these fields.

Five main tracks will guide the preparation of the scientific
program.

Epidemiology track

Social and behavioral aspects of prevention track
Clinical sciences track

Basic sciences track

Health services and policy track

bR wN =

KEY DATES

o Early Bird registration:
From December 1, 2010 to April 22, 2011

e Call for abstracts:
From December 1, 2010

e Deadline to submit an abstract:
February 21, 2011

¢ Notice of acceptance or rejection of abstracts:
April 13, 2011

e Standard registration:
From April 23 to June 9, 2011

.-*l-—

www.isstdrquebec2011.com
F =
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Congresso Brasileiro de DST-AIDS

18 a 21 de Maio de 2011, Congresso Brasileiro de DST-AIDS em Curitiba

Caros Colegas,

E com imenso prazer que damos as boas vindas a cidade
de Curitiba e convidamo-los para que, no periodo de 18 a
21 de maio, durante a realizagdo do VIII Congresso da
Sociedade Brasileira de DST e do IV Congresso Brasileiro de
AIDS, agendem-se para estarem conosco.

Nesta edigdo, destes ja tradicionais congressos, uma
excelente noticia se apresenta: com o intuito de aumentar
a participagdo na América Latina, a IUSTI (International
Union against Sexually Transmitted Infections — Uniao
Internacional contra as Infec¢cdes de Transmissdo Sexual),
entidade mundialmente reconhecida na batalha contra estas
infeccdes, sera nossa parceira, realizando juntamente o |
Congresso da Associagao Latino-Americana e Caribenha
para o Controle das DST (ALAC) e IUSTI Latino-Americana.
Desta forma, teremos, além dos especialistas brasileiros,
colegas da América Latina e de outros locais do mundo.
Ja temos o compromisso de que os principais professores
e membros da diretoria da IUSTI estardo conosco. Além
disto, nossa parceria com o Departamento de DST, AIDS e
Hepatites Virais tem-se tornado cada vez mais estreita, e com
isto inumeras discussoes e rotinas de atendimento poderao
ser implementadas pelos 6rgaos governamentais.

Curitiba é considerada uma cidade com excelente qualidade
de vida, melhores niveis de seguranca e durante o més de
maio apresenta agradaveis condigdes climaticas. E ainda tem-
se tornado uma das cidades de melhor potencial turistico e
mais visitadas do nosso Pais. Seus inUmeros parques € apelo
ecologico fazem dela uma “cidade verde” e particularmente
interessante para se visitar nesta época do ano.

Nossos congressos estdo sendo preparados cuidadosa-
mente, com programacao pratica, além de esmerado cunho

Acesse: www.dstaids2011.com.br

DSTBNDSZl

Vil CONGRESSO DA SOCIEDADE BRASILEIRA DE DST
IV CONGRESS0 BRASILEIRD DE AIDS
| CONGRESS0 DA ALAC-DST / IUST! LATINO-AMERICA

CURITIBA PR - 18 A 21 DE MAIO DE 2011

cientifico. Como tema central e em acordo com o que vem
ocorrendo mundialmente, elegemos: “O IMPACTO DAS DST
NAMULHER” . Tal fato se justifica ndo apenas pela frequéncia
destas infecgdes no organismo feminino, como também pelo
aspecto oncogénico, por repercussdes sobre a fertilidade,
além de inumeras consequéncias, quando associadas a
gestacdo. O sonho da eliminagéo da sifilis congénita € uma
prova desta situacao.

Em nosso programa serdo sugeridas algumas acbes no
sentido de implementar a luta contra estas afecges, e entre
elas, citamos:

e tornar uma experiéncia de aprendizado mais acessivel,
com discusséo de rotinas de diagndstico e terapéutica;
o fomentar a pesquisa de forma integrada das areas clinica

e de ciéncia basica;

o reforgar as agbes de Saude Publica, sugerindo condutas
para rastreamento e tratamento das principais infecgdes;

e propiciar ideias e incentivo a jovens investigadores, para
que se interessem por esta causa.

Nesta premissa, as areas de laboratorio e testes
diagnosticos, rastreamento, epidemiologia, clinica e
terapéutica serdo contempladas. Igualmente, as areas de
pesquisa e desenvolvimento, que promovem, dentre muitos
avangos, o desenvolvimento de vacinas, como a contra a
infecgdo pelo HPV e as pesquisas relativas as vacinas contra
o HIV, deverdo ser exploradas. Certamente, as atividades
cientificas deverdo se associar a troca de experiéncias e
momentos de descontragdo, que serdo contemplados nas
atividades sociais que estdo sendo elaboradas.

Enfim, por tudo que estamos preparando, suas presengas
certamente serdo retribuidas com aprendizado e amizade.
Curitiba e os curitibanos sentir-se-do honrados em recebé-los
e aguardamo-los em maio de 2011. Até 1a!

Newton Carvalho e Comissao Organizadora

"
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"0 impacto das
DST na mulher"
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Informe Técnico

NORMAS DE PUBLICACAO — INSTRUCOES AOS AUTORES

O Jornal Brasileiro de Doengas Sexualmente Transmissiveis
(DST - J bras Doengas Sex Transm ISSN 0103-4065), publicacdo
trimestral de Divulgagdo Cientifica da Sociedade Brasileira de Do-
en¢as Sexualmente Transmissiveis, da Associacdo Latino-Ameri-
cana e Caribenha para o Controle das DST, da Unido Internacional
Contra Infec¢des de Transmissdo Sexual (para a América Latina) e
do Setor de Doengas Sexualmente Transmissiveis da Universidade
Federal Fluminense, ¢ dirigida a profissionais que atuam na area de
DST/aids: infectologistas, dermatologistas, urologistas, obstetras,
ginecologistas e profissionais de areas afins, com o propoésito de
publicar contribuigdes originais submetidas a analise e que ver-
sem sobre temas relevantes no campo das DST/HIV-aids e éareas
correlatas. E aberta a contribui¢des nacionais e internacionais. Na
selecdo dos manuscritos para publicagdo, avaliam-se a originali-
dade, a relevancia do tema e a qualidade da metodologia cientifica
utilizada, além da adequac@o as normas editoriais adotadas pela
revista. Todos os manuscritos submetidos a revista serao revisados
por dois ou mais pareceristas andnimos e o sigilo é garantido em
todo o processo de revisdo. O material referente a Artigos recu-
sados nao sera devolvido.

O contetdo do material enviado para publicagdo ndo podera ter
sido publicado anteriormente, nem submetido para publicagdo em
outras revistas. Para serem publicados em outras revistas, ainda
que parcialmente, necessitarfo de aprovagdo por escrito dos Edito-
res. Copias dos pareceres dos revisores serdo enviadas aos autores.
Os manuscritos aceitos e os aceitos condicionalmente serdo envia-
dos para os autores para que sejam efetuadas as modificagdes e
para que os mesmos tomem conhecimento das alteracdes a serem
introduzidas no processo de edi¢do. Os autores deverdo retornar o
texto com as modifica¢des solicitadas, devendo justificar na carta
de encaminhamento, se for o caso, o motivo do ndo atendimento de
sugestdes. Nao havendo retorno do trabalho apds 6 meses, conside-
rar-se-4 que os autores ndo tém mais interesse na publicagdo.

Os conceitos e declaragdes contidos nos trabalhos sdo de total
responsabilidade dos autores. O manuscrito enviado para publica-
¢do deve ser redigido em portugués, inglés ou espanhol, e deve se
enquadrar em uma das diferentes categorias de artigos da revista.

Instrucdes para autores

As normas que se seguem foram baseadas no formato proposto
pelo International Committee of Medical Journal Editors e publi-
cado no artigo: Uniform requirements for manuscripts submitted to
biomedical journals, que foi atualizado em outubro de 2004 ¢ esta
disponivel no endereco eletronico http://www. icmje.org/.

Secoes da revista

1. Artigos originais: completos prospectivos, experimentais ou re-
trospectivos. Manuscritos contendo resultados de pesquisa clini-
ca ou experimental original terdo prioridade para publicagdo.

2. Notas prévias: de trabalhos em fase final de coleta de dados, mas
cujos resultados sejam relevantes e justifiquem sua publicag@o.

3. Relatos de casos: de grande interesse e bem documentados do
ponto de vista clinico e laboratorial.

4. Novas técnicas: apresentagdo de inovacdes em diagndstico, téc-
nicas cirurgicas e tratamentos, desde que ndo sejam, clara ou ve-
ladamente, propaganda de drogas ou outros produtos.

5. Artigos de revisdo e atualizagdo, incluindo avaliagdo critica e
sistematizada da literatura, devendo descrever os procedimentos

adotados, a delimitagdo e os limites do tema, apresentar conclu-
soes e referéncias, podendo incluir metanalises. Devem ser atualizados.

6. Comentarios editoriais, quando solicitados a membros do Con-
selho Editorial.

7. Resumos de teses apresentadas e aprovadas nos Gltimos 12 me-
ses, contados da data do envio do Resumo (ver instru¢des para
resumo de teses em “Preparo do Manuscrito”). Deverdo conter
aproximadamente 250 palavras e seguir as normas habituais
quanto a forma e ao contetido, incluindo no minimo trés palavras
ou expressoes-chave. O resumo deve ser enviado em CD com
uma coOpia impressa. Em arquivo separado, apresentar: nome
completo do autor e do orientador; membros da banca; data de
apresentacao e a identificacdo do Servigo ou Departamento onde
a Tese foi desenvolvida e apresentada.

8. Cartas ao editor, versando sobre matéria editorial ou ndo. As
cartas poderdo ser resumidas pela editoria, mas com manutengao
dos pontos principais. No caso de criticas a trabalhos publicados,
a carta sera enviada aos autores para que sua resposta possa ser
publicada simultaneamente.

9. Informes técnicos de 6rgaos do servigo publico que discorram
sobre assuntos de grande interesse em saude publica e ligados as
questdes de DST/HIV-aids.

Informacdes gerais

1. Os trabalhos devem ser digitados em espago 2 em todas as se-
¢des, da pagina de rosto as referéncias, tabelas e legendas. Cada
pagina deve conter aproximadamente 25 linhas em uma coluna.
Usar preferencialmente o processador de texto Microsoft Word®
e a fonte Times New Roman 12. Ndo dar destaque a trechos do
texto: ndo sublinhar e ndo usar negrito. Numerar todas as pagi-
nas, iniciando pela pagina de rosto.

2. Néo usar maitsculas nos nomes proprios (a ndo ser a primei-
ra letra) no texto ou nas referéncias bibliograficas. Ndo utilizar
pontos nas siglas (OMS em vez de O.M.S.). Quando usar siglas,
explica-las na primeira vez que surgirem.

3. Para impressao, utilize folhas de papel branco, deixando espago
minimo de 2,5 cm em cada margem. Inicie cada uma das se-
¢des em uma nova pagina: pagina de rosto; resumo e palavras
ou palavras-chave; abstract e keywords; texto; agradecimentos;
referéncias bibliograficas; tabelas individuais e legendas das fi-
guras ndo digitadas.

4. A revista ndo aceitara material editorial com objetivos comerciais.

5. O autor sera informado, por carta ou por correio eletronico, do re-
cebimento dos trabalhos e o seu numero de protocolo na Revista.
Os trabalhos que estiverem de acordo com as Normas de Pu-
blicagdo - Instrugdes para Autores e enquadrarem-se na politica
editorial da Revista serdo enviados para analise por dois reviso-
res indicados pelo Editor.

6. O niimero de autores de cada manuscrito fica limitado a nove.
Trabalhos de autoria coletiva (institucionais) deverao ter os res-
ponsaveis especificados. Trabalhos do tipo colaborativo e estu-
dos multicéntricos deverdo ter como autores os investigadores
responsaveis pelos protocolos aplicados (no maximo sete). Os
demais colaboradores poderdo ser citados na se¢do de agrade-
cimentos ou como “Informac¢des Adicionais sobre Autoria”, no
fim do artigo. O conceito de coautoria ¢ baseado na contribuigdo
substancial de cada um, seja para a concepgao e o planejamento
do trabalho, a andlise e interpretagdo dos dados, ou para a redagéo
ou revisdo critica do texto. A inclus@o de nomes cuja contribui¢do
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ndo se enquadre nos critérios citados ndo DST — J bras Doengas
Sex Transm 2008; 20(1): 66-68 NORMAS DE PUBLICACAO
— INSTRUCOES AOS AUTORES justificavel. Todos os autores
deverdo aprovar a versao final a ser publicada.

7. Conflito de interesses: devem ser mencionadas as situagdes que
poderiam influenciar de forma inadequada o desenvolvimen-
to ou as conclusdes do trabalho. Entre estas situagdes estdo a
participagdo societaria nas empresas produtoras de drogas ou
equipamentos citadas ou empregadas no trabalho, assim como
em concorrentes. Sdo também consideradas fontes de conflito
os auxilios recebidos, as relagdes de subordinagdo no trabalho,
consultorias etc.

8. Devera ser enviada a copia do termo de aprovagdo do Comité de
Etica da Instituicio onde foi realizado o trabalho, quando refe-
rente a pesquisas em seres humanos.

9. Para manuscritos originais, ndo ultrapassar 25 paginas de texto
digitado. Limitar o nimero de Tabelas e Figuras ao necessério
para apresentacdo dos resultados que serdo discutidos (como
norma geral, limitar a cinco). Para manuscritos do tipo Relato
de Caso e Equipamentos e Técnicas, ndo ultrapassar 15 paginas,
reduzindo também o numero de figuras e/ou tabelas. As Notas
Prévias deverdo ser textos curtos com até 800 palavras, cinco
referéncias e duas ilustragdes (ver preparo do manuscrito — re-
sultados).

10. Os originais em desacordo com essas instru¢des serdo devol-
vidos aos autores para as adaptagdes necessarias, antes da avalia-
¢ao pelo Conselho Editorial.

11. As copias dos manuscritos devem vir acompanhadas de carta
de encaminhamento assinada por todos os autores. Nesta, deve
ficar explicita a concordancia com as normas editoriais, com o
processo de revisdo e com a transferéncia de copyright para a
Revista. O material publicado passa a ser propriedade do Jornal
Brasileiro de DST, s6 podendo ser reproduzido, total ou parcial-
mente, com a anuéncia desta entidade.

12. Enviar CD devidamente identificado com o arquivo contendo
texto, tabelas, graficos e as legendas de outras figuras (fotos).
Encaminhar também trés copias impressas do manuscrito. O en-
vio por correio eletronico deve ser feito quando solicitado pela
editoria para o trabalho completo ou partes do mesmo apds a
revisdo.

Envio do manuscrito e da versao final

Os documentos deverao ser enviados para:
Mauro Romero Leal Passos, Sociedade Brasileira de DST—AMF
Avenida Roberto Silveira, 123, Icarai, Niteroi, RJ — Brasil.
CEP: 24230-150.

Itens para conferéncia do manuscrito
Antes de enviar 0 manuscrito, confira se as Instrugdes aos auto-

res foram seguidas e verifique o atendimento dos itens listados a seguir:

1. Carta de encaminhamento assinada por todos os autores.

2. Citacdo da aprovagdo do projeto do trabalho por Comissdo de
Etica em Pesquisa (na Se¢ao Paciente e Métodos).

3. Conflito de interesses: quando aplicavel, deve ser mencionado,
sem omissao de informagdes relevantes.

4. Pagina de rosto com todas as informagdes solicitadas.

5. Resumo e Abstract estruturados e compativeis com o texto do trabalho.

6. Trés ou mais palavras-chave relacionadas ao texto e respectivas keywords.

7. CD contendo arquivo com o texto integral, tabelas e graficos, e
corretamente identificado.

8. Tabelas e Figuras: todas corretamente citadas no texto e nume-
radas. As legendas permitem o entendimento das Tabelas e das
Figuras.

9. Fotos devidamente identificadas e anexadas a correspondéncia.

10. Referéncias: numeradas na ordem de aparecimento no texto e
corretamente digitadas. Todos os trabalhos citados estdo na lista
de Referéncias e todos os listados estao citados no texto.

Preparo do manuscrito

Pagina de rosto. Apresentar o titulo do trabalho em portugués
e em inglés; nomes completos dos autores sem abreviaturas; nome
da Institui¢do onde o trabalho foi desenvolvido, afiliacdo institu-
cional dos autores, informagdes sobre auxilios recebidos sob forma
de financiamento, equipamentos ou fornecimento de drogas. Indi-
car 0 nome, enderego, telefone, fax e correio eletrénico do autor
para o qual a correspondéncia devera ser enviada.

Resumo do trabalho na segunda pagina. Para trabalhos com-
pletos, redigir um resumo estruturado que devera ser dividido em
secOes identificadas: Introducgiao, Objetivos, Métodos, Resulta-
dos e Conclusio. Devera ter aproximadamente 250 palavras. O re-
sumo devera conter as informagdes relevantes, permitindo ao leitor
ter uma ideia geral do trabalho. Devera incluir descri¢éo resumida
dos métodos e da analise estatistica efetuada. Expor os resultados
numéricos mais relevantes, ndo apenas a indicagdo da significancia
estatistica encontrada. As conclusdes devem ser baseadas nos re-
sultados do trabalho e ndo da literatura. Evitar o uso de abreviacdes
e simbolos. Nao citar referéncias bibliograficas no Resumo.

Na mesma pagina do Resumo, citar pelo menos trés palavras-
chave que serdo empregadas para compor o indice anual da Revista.
Deverdo ser baseadas no DeCS (Descritores em Ciéncias da Sat-
de) publicado pela Bireme que ¢ uma tradugdo do MeSH (Medical
Subject Headings) da National Library of Medicine (disponivel no
endereco eletronico: http://decs.bvs.br).

Em outra pagina deve ser impresso Abstract como versao fiel do
texto do Resumo estruturado (Introduction, Objectives, Methods,
Results, Conclusion). Deve ser também acompanhado da versdo
para o inglés das palavras-chave (Keywords). O Resumo de Casos
Clinicos ndo deve ser estruturado e serd limitado a 100 palavras.
Para Notas Prévias, ndo ha necessidade do Resumo.

Introducio: repetir no topo da primeira pagina da introdugio
o titulo completo em portugués e inglés. Nessa se¢do, mostre a
situacdo atual dos conhecimentos sobre o topico em estudo, diver-
géncias e lacunas que possam eventualmente justificar o desenvol-
vimento do trabalho, mas sem revisdo extensa da literatura. Para
Relatos de Casos, apresentar um resumo dos conhecimentos a res-
peito da condicdo relatada e uma justificativa para a apresentagao
como caso isolado. Exponha claramente os objetivos do trabalho.

Métodos: iniciar esta secdo indicando o planejamento do tra-
balho: se prospectivo ou retrospectivo; ensaio clinico ou experi-
mental; se a distribui¢ao dos casos foi aleatoria ou ndo etc. Descre-
ver os critérios para selecdo das pacientes ou grupo experimental,
inclusive dos controles. Identifique os equipamentos e reagentes
empregados. Se a metodologia aplicada ja tiver sido empregada
anteriormente, dé as referéncias, além da descri¢ao resumida do
método. Descreva também os métodos estatisticos empregados e
as comparagdes para as quais cada teste foi empregado. E impres-
cindivel a mengdo & aprovagio do projeto pela Comissdo de Etica
em Pesquisa da Institui¢do onde o trabalho foi executado. Os traba-
lhos que apresentem como objetivo a avalia¢do da eficacia ou tole-
rabilidade de tratamento ou droga devem, necessariamente, incluir
grupo-controle adequado. Para informagdes adicionais sobre o de-
senho de trabalhos deste tipo, consultar /ICH Harmonized Tripartite
Guideline — Choice of Control Group and Related Issues in Clinical
Trials (http://www.hc-sc.ge.ca/hpfb-dgpsa/tpd-dpt/e10_e.html).
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Resultados: apresentar os resultados em sequéncia ldgica, com
texto, tabelas e figuras. Apresente os resultados relevantes para o
objetivo do trabalho e que serdo discutidos. Nao repita no texto
dessa secdo todos os dados das Tabelas e Figuras, mas descreva e
enfatize os mais importantes sem interpretacdo dos mesmos. Nos
Relatos de Caso as se¢des Métodos e Resultados serdo substituidas
pela descricdo do caso, mantendo-se as demais.

Discussio: devem ser realgadas as informagdes novas e origi-
nais obtidas na investigagdo. Nao repetir dados e informagdes ja
mencionados nas segdes Introducdo e Resultados. Evitar citacao de
tabelas e figuras. Ressaltar a adequacdo dos métodos empregados
na investigagdo. Compare e relacione as suas observagdes com as
de outros autores, comentando e explicando as diferencas que ocor-
rerem. Explique as implicag¢des dos achados, suas limitagdes e faga
as recomendagoes decorrentes. Para Relatos de Casos, basear a dis-
cussao em ampla e atualizada revis@o da literatura. Eventualmente,
tabular informagdes coletadas da literatura para comparagao.

Agradecimentos: dirigidos a pessoas que tenham colaborado
ntelectualmente, mas cuja contribui¢do nao justifique coautoria, ou
para os que tenham dado apoio material.

Referéncias (Modelo Vancouver): todos os autores e trabalhos
citados no texto devem constar dessa se¢do e vice-versa. Numere as
referéncias por ordem de entrada no trabalho e use esses nimeros
para as citagdes no texto. Evite nlimero excessivo de referéncias bi-
bliograficas, selecionando as mais relevantes para cada afirmacao,
dando preferéncia para os trabalhos mais recentes. Ndo empregue
citagdes de dificil acesso aos leitores da Revista, como resumos
de trabalhos apresentados em congressos ou outras publicacdes de
circulagdo restrita. Nao empregue referéncias do tipo “observagdes
ndo publicadas” e “comunicacdo pessoal”. Artigos aceitos para pu-
blica¢ao podem ser citados acompanhados da expressdo: aceito e
aguardando publicacdo, ou in press, indicando-se o periddico. Para
citacdes de outras publicacdes dos autores do trabalho, selecionar
apenas os originais (ndo citar capitulos ou revisdes) impressos em
periddicos com revisdo e relacionados ao tema em questdo. O ni-
mero de referéncias bibliograficas devera ser limitado a 25. Para
Notas Prévias, no maximo dez. Os autores sdo responsaveis pela
exatidao dos dados constantes das referéncias bibliograficas. Para
todas as referéncias, citar todos os autores até seis. Se houver mais
de seis autores, citar os seis primeiros, seguidos da expressao et al.,
conforme os seguintes modelos:

Artigos em revistas

* Formato impresso:

Teixeira JC, Derchain SFM, Teixeira, LC, Santos CC, Panetta
K, Zeferino LC. Avaliag@o do parceiro sexual e risco de recidivas
em mulheres tratadas por lesdes genitais induzidas por Papiloma-
virus Humano (HPV). BRGO 2002; 24(5): 315-320.

Barreto NA, Sant’anna RRP, Silva LBG, Uehara AA, Guima-
rdes RC, Duarte IMD et al. Caracterizagdo fenotipica e molecular
de Neisseria gonorrhoeae isoladas no Rio de Janeiro, 2002-2003.
DST - J bras Doengas Sex Transm 2004; 16(3): 32-42.

* Formato eletronico:

Cabar FR, Nomura RMY, Costa LCV, Alves EA, Zugaib M. Ce-
sarea prévia como fator de risco para o descolamento prematuro da
placenta. Rev Bras Ginecol Obstet. [peridodico na Internet]. 2004
Out [citado 2005 Mar 19]; 26(9):[cerca de 15 telas]. Disponivel em:
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S0100-720320
04000900006&Ing=pt&nrm=iso&tlng=pt Acessado em: 10/07/2007.

Kremer LCM, Caron HN. Anthracycline cardiotoxicity in chil-
dren [perspective]. N Engl J Med [serial on the Internet]. 2004 Jul
[cited 2004 Sep 29];351(2):[about 2 p.]. Available from: http://ga-
teway.ut.ovid.com/gw1/ovidweb.cgi.

DST - J bras Doengas Sex Transm 2010, 22(2): 110-112

Livro:

Tavares W, Marinho LAC. Rotinas de diagndstico e tratamento
das doengas infecciosas e parasitarias. Sao Paulo: Editora Atheneu;
2005.

Tavares W. Manual de antibidticos e quimioterapicos antiinfec-
ciosos. 3% Ed. Sao Paulo: Editora Atheneu; 2001.

* Capitulos de livro:

Duarte G. DST durante a gravidez e puerpério. In: Passos MRL.
Deessetologia, DST 5. 5% Ed. Rio de Janeiro: Editora Cultura Mé-
dica; 2005. p. 685-706.

Citagio de sites em formato eletrénico: apenas para informa-
¢Oes estatisticas oficiais. Indicar a entidade responsavel, o endere-
¢o eletronico e o nome do arquivo ou a entrada. Incluir data e hora
do acesso com o qual foram obtidas as informagdes citadas.

Tabelas: imprimir cada tabela em folha separada, com espaco
duplo e letra Arial 8. A numerag@o deve ser sequencial, em alga-
rismos arabicos, na ordem em que foram citadas no texto. Todas
as tabelas deverdo ter titulo, e todas as colunas da tabela devem
ser identificadas com um cabecalho. A legenda devera conter in-
formagdes que permitam ao leitor entender o contetido das tabelas
e figuras, mesmo sem a leitura do texto do trabalho. As linhas ho-
rizontais devem ser simples e limitadas a duas no topo ¢ uma no
final da tabela. Nao empregar linhas verticais. Nao usar fungdes de
criagdo de tabelas, comandos de justificacdo, tabulagdes decimais
ou centralizadas. Utilizar comandos de tabulagio (tab) e ndo o es-
pacador para separar as colunas, e para nova linha, a tecla enter.
No rodapé da tabela deve constar legenda para abreviaturas e testes
estatisticos utilizados.

Figuras (graficos, fotografias e ilustragoes): as figuras deve-
rdo ser impressas em folhas separadas e numeradas sequencialmen-
te, em algarismos arabicos, conforme a ordem de aparecimento no
texto. Todas as figuras poderdo ser em preto e branco ou coloridas,
com qualidade grafica adequada, e apresentar titulo em legenda,
digitados em letra Arial 8. No CD, devem ser enviadas em arquivo
eletronico separado do texto (a imagem aplicada no processador de
texto ndo indica que o original esta copiado). Para evitar problemas
que comprometam o padrdo da Revista, o processo de digitaliza-
¢do de imagens (scan) devera obedecer aos seguintes parametros:
para graficos ou esquemas, usar 800 dpi/bitmap para trago; para
ilustragdes e fotos, usar 300 dpi/CMYK ou grayscale. Em todos
0s casos, os arquivos deverdo ter extensao .tif e/ou .jpg. No caso
de ndo ser possivel a entrega do arquivo eletronico das figuras,
os originais devem ser enviados em impressao a laser (graficos e
esquemas) ou papel fotografico para que possam ser devidamente
digitalizadas. Também serdo aceitos arquivos com extensdo .xls
(Excel), .cdr (CorelDraw), .eps, .wmf para ilustragdes em curva
(graficos, desenhos, esquemas). Serdo aceitas, no maximo, cinco
figuras. Se as figuras ja tiverem sido publicadas em outro local, de-
verdo vir acompanhadas de autorizagdo por escrito do autor/editor
e constando a fonte na legenda da ilustracao.

Legendas: imprimir as legendas usando espago duplo, acompa-
nhando as respectivas figuras (graficos, fotografias e ilustragdes) e
tabelas. Cada legenda deve ser numerada em algarismos arabicos,
correspondendo a cada figura e tabela, e na ordem que foram cita-
das no trabalho.

Abreviaturas e siglas: devem ser precedidas do nome comple-
to quando citadas pela primeira vez no texto. Nas legendas das ta-
belas e figuras, devem ser acompanhadas de seu nome por extenso.
As abreviaturas e figuras devem ser acompanhadas de seu nome
por extenso. As abreviaturas e siglas ndo devem ser usadas no titu-
lo dos artigos, nem no resumo.
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