Editorial
Carta Aberta a Presidenta Dilma Rousseff

4 de fevereiro de 2011, Dia Mundial do Cancer.

Liem O Globo de 05/02/2011, na pagina 13, matéria sobre o as-
sunto. Dados ja bem conhecidos foram, mais uma vez, citados: por
ano, no Brasil, 4.800 mulheres morrem por cancer do colo uterino
e mais 18.430 mulheres sdo acometidas do mesmo mal.

Para se fazer um paralelo, pode-se lembrar que a grande tragé-
dia que castigou a Regido Serrana do estado do Rio neste més de
janeiro totalizou, entre mortos e desaparecidos, menos da metade
das 4.800 mortes causadas pelo cancer de colo uterino. Vale des-
tacar um aspecto importante em relagdo a estes nlimeros: o cancer
de colo uterino mata este nimero de mulheres (cerca de 5.000),
anualmente, ha décadas.

Em outro ponto da matéria, 1é-se: “O cancer tem atingido cada
vez mais a populagdo jovem. Mudangas de habitos podem fazer as
pessoas sairem do grupo de risco... No entanto, o diagnostico pre-
coce e 0 acesso ao tratamento sdo fundamentais”. Esta informagao
fez-me lembrar do Plano de Agédo para a Redugdo da Incidéncia e
Mortalidade por Cancer de Colo de Utero (disponivel em: http:/
www l.inca.gov.br/inca/Arquivos/sumario_colo _utero versao 2011.
pdf), langado no final de novembro de 2010. A pagina 8§ deste do-
cumento inicia-se assim: “O Programa Nacional de Controle do
Cancer de Colo de Utero no Brasil baseia-se na detec¢io preco-
ce deste cancer em mulheres assintomaticas, processo conhecido
como rastreamento ou screening”.

Em nenhum momento deste documento, deixa-se claro que o can-
cer de colo de utero tem o HPV como o seu elemento basico, e que
este agente infeccioso €, primariamente, uma doenca sexualmente
transmissivel. Logo, como uma DST, o uso de preservativos durante
as relagdes sexuais diminui sensivelmente sua transmissibilidade.

Neste documento, o cancer de colo de tutero €, equivocadamen-
te, dissociado de outras doencas causadas pelo mesmo HPYV, tais
como condiloma acuminado, neoplasias intraepiteliais/cancer de
vulva, de vagina, de anus, de pénis, papilomatose respiratoria re-
corrente, entre outras enfermidades.

A relagdo entre atividade sexual e cancer do colo do titero ndo é
um pensamento novo. Em 1842, dois médicos de Verona, Stern &
Rigoni, ja citavam que este cancer era transmitido por via sexual,
pois, em suas pesquisas, constataram que a doenga era rara em mu-
lheres virgens e freiras, ao se comparar com os indices entre
mulheres casadas e viivas.

A documentag@o por via molecular da associagdo entre HPV e
cancer do colo uterino tornou-se realidade na década de 1980. Em
2008, o médico alemao Harald zur Hausen foi laureado com o Pré-
mio Nobel de Medicina por suas pesquisas em cancer de colo uterino
¢ o envolvimento de HPV. No entanto, muitas “autoridades” da area
da satide publica brasileira ainda ndo se deram conta da associagdo
entre HPV/DST e canceres, além de outras tantas doengas causadas
por HPV. Ainda assim, muitos dos que negam a vacinagdo contra
HPV entre a populag@o que mais necessita deste cuidado, a atendida
pelo SUS, ndo hesitam em vacinar seus entes queridos e indicar o
procedimento para as clientes de clinicas privadas.
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Até mesmo os exemplos de paises como Australia, Estados Uni-
dos, Canada, Franca, Alemanha, Italia, Espanha, Suica, Portugal,
Austria, Noruega, Dinamarca, Suécia e México sdo ignorados por
aqueles que t€m o poder de compor comissdes na area. Pesquisa-
dores da Australia, por exemplo, publicam ha 2 anos o impacto da
vacinagdo contra HPV na populagio jovem daquele pais.

Enquanto o mundo ja trabalha com a prevengdo primaria ha
anos, ou seja, evitar a infeccdo pelo HPV na populacdo jovem,
preferencialmente antes do inicio da atividade sexual, documentos
do Ministério da Saude do Brasil insistem em ter como objetivo
apenas a detecgdo precoce do cancer. Ou seja, da lesdo precursora
ou da doenga ja instalada. As duas a¢des ndo sdo excludentes, pelo
contrario, se fortalecem. Até porque, infelizmente, ja existem mi-
lhares e milhares de pessoas infectadas pelo HPV que, em breve,
desenvolverao lesoes pré-neoplasicas e neoplasicas.

Enquanto o mundo investe de forma pesada em prevengdo, no
Brasil, 80% do orgamento do Ministério da Satde sdo para pagar
tratamento de doencas.

Por que esta carta dirigida a presidenta da Republica Federativa
do Brasil, senhora Dilma Rousseff? Porque os técnicos até agora
ndo conseguiram dar respostas eficientes a questdo das doengas se-
xualmente transmissiveis.

Tenho convic¢do de que uma decisdo politica da parte de uma
mulher que tem discursado sob a égide de inovagao, eficiéncia técni-
co-administrativa, fortalecimento das agdes em ciéncia e tecnologia,
buscando o avan¢o na equidade dos direitos da mulher, pode liderar a
mudanga no entendimento de que a prevengdo primaria € o objetivo
basico para a redugdo (quica, eliminagdo) da incidéncia de canceres
causados por HPV, da infeccdo e de suas complicagdes (incluindo o
hepatocarcinoma), do virus da hepatite B e demais DSTs.

Finalmente, uma tltima reflexdo, pois ja me estendo. O Depar-
tamento Nacional de DST, AIDS e Hepatites Virais tem Comité As-
sessor de Vacinas, mas ndo ¢ possivel identificar atividades que nao
sejam exclusivas para HIV. A vacinagao na rede publica (SUS) con-
tra hepatite B ¢ restrita a pessoas até 24 anos. Acima desta idade, s6
sera possivel, caso a pessoa seja classificada com “Iésbica, bissexual
ou transgéneros” (http://www.aids.gov.br/node/40143). Logo, quem
se disser heterossexual estara fora do grupo a ser vacinado.

O Dia Internacional da Mulher (8 de margo), neste ano, coinci-
de com o Carnaval. E possivel que os eventos de empoderamento
das mulheres se percam no meio da sensualizagdo feminina, tdo
explorada pela midia, nesta época. Assim, como uma forma de re-
almente celebrar esta data, a presidenta Dilma Rousseff poderia
abrir o Congresso da Sociedade Brasileira de DST, no dia 18 de
maio de 2011, em Curitiba, onde o tema central a ser debatido sera
“O impacto das DSTs na mulher”.

Niterdi, 7 de fevereiro de 2011.

MAURO ROMERO LEAL PASSOS
Professor associado chefe do Setor de DST da
Universidade Federal Fluminense
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Editorial
Open Letter to the President Dilma Rousseff

February 4, 2011, World Cancer Day.

I read in The Globe 05.02.2011, page 13, a story on the subject.
Data already well known, were once again cited: in Brazil, 4.800
women a year die of cervical cancer and 18.430 more women are
affected of the same evil.

To draw a parallel, it may be remembered that the great tragedy
that hit the mountainous region of Rio in the month of January
totaled, among dead and missing, less than half of the 4.800 deaths
from cervical cancer. It is worth noting an important point about
these numbers: the cervical cancer kills this number of women
(about 5.000) annually for decades.

At another point in the story: “The cancer has reached more
young people. Changes in habits can make people leave the group
at risk... However, early diagnosis and access to treatment are
critical”. This information reminded me of the Action Plan for the
Reduction of Incidence and Mortality from Cancer of the Cervix
(available at: http://wwwl.inca.gov.br/inca/Arquivos/sumario_colo
utero_versao_2011.pdf), released in November 2010. Page 8 of this
document begins like this: “The National Program for Control of
Cervical Cancer in Brazil is based on the early detection of cancer
in asymptomatic women, a process known as screening”.

At no time this document makes it clear that the cervical can-
cer have HPV as its basic element and that this infectious agent is
primarily a sexually transmitted disease. So, as an STD, condom
use during sexual intercourse, significantly decreases its trans-
missibility.

In this document, cervical cancer is mistakenly separated from
other diseases caused by the same HPV, such as condyloma acumi-
natum, intraepithelial neoplasia / cancer of the vulva, vagina, anus,
penis, recurrent respiratory papillomatosis, among other diseases.

The relationship between sexual activity and cervical cancer
is not a new thought. In 1842, two doctors of Verona, Rigoni &
Stern, already quoted that this cancer was transmitted through sex,
because, in their research, was found that this disease was rare in
nuns and virgin women, when compared with rates among widows
and married women.

The documentation by molecular association of HPV and cervi-
cal cancer has become reality in the 1980s.In 2008, the German
doctor Harald zur Hausen was awarded the Nobel Prize in Medi-
cine for his research into cervical cancer and the involvement of
HPV. However, many “authorities” in the field of public health in
Brazil has not yet realized the association between HPV / STDs
and cancers and many other diseases caused by HPV. Still, many
who deny the HPV vaccination among the population in most need
of care, attended by SUS, do not hesitate to vaccinate their loved
ones and indicate the procedure for clients of private clinics.

Even the examples of countries like Australia, United States,
Canada, France, Germany, Italy, Spain, Switzerland, Portugal,
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Austria, Norway, Denmark, Sweden, Mexico, are ignored by those
who have the power to compose committees in the area. Research-
ers from Australia, for example, published, two years ago, the im-
pact of HPV vaccination among young people of that country.

While the world is already working with primary prevention for
years, namely to prevent HPV infection in young people, preferably
before the onset of sexual activity, documents of the Ministry of
Health of Brazil insist on having as objective only the early detec-
tion of cancer. That is, the precursor lesion or disease is already es-
tablished. Both actions are not exclusive, however, are strengthened.
Especially because, unfortunately, there are already thousands and
thousands of people infected with HPV soon will develop precan-
cerous lesions and cancer.

As the world invests heavily in prevention, in Brazil, 80% of
the budget of the Ministry of Health are to pay for treatment
of diseases.

Why this letter to the President of the Federative Republic of
Brazil, Mrs. Rousseff? Because technicals have so far failed to give
efficient answers to the question of sexually transmitted diseases.

I am convinced that a political decision on the part of a woman
who has spoken under the auspices of innovation, technical and
administrative efficiency, strengthening actions in science
and technology, seeking to advance equity for women’s rights can
lead change on the understanding that primary prevention is the
primary objective to reduce (hopefully, eliminate) the incidence of
cancers caused by HPV infection and its complications (including
hepatocellular carcinoma) of hepatitis B virus and other STDs.

Finally, one last thought, as I already stretch. The National De-
partment of STDs, AIDS and viral hepatitis has the Vaccine Advi-
sory Committee, but it is not possible to identify activities that are
not unique to HIV. Vaccination in the public system (SUS) for he-
patitis B is restricted to people under 24 years old. Above this age,
it will only be possible if the person is classified as “lesbian, bisexual
or transgender” (http://www.aids.gov.br/node/40143). So, who say
he is heterosexual, is out of the group that can be vaccinated.

The International Women’s Day (March 8) this year coincides
with the Carnival. It is possible that the events of women’s empow-
erment get lost in the middle of the female sensualization, as ex-
ploited by the media at this time. So, as a way to truly celebrate this
date, the president Rousseff could open the Congress of the Brazilian
Society of STD, on May 18, 2011 in Curitiba, where the central
theme to be discussed will be “The impact of STDs in woman”.

Niteroi, February 7, 2011.

MAURO ROMERO LEAL PASSOS

Associate Professor Head of the Division of STD
Universidade Federal Fluminense
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Comentario de Editorial

O caminho percorrido ¢ longo, os obstaculos proliferam, mas
as solugdes para controlar o cancer de colo do Utero estdo ai para
todos verem (ou para aqueles que querem ver)

Nas ultimas trés décadas, vivemos intensa atividade de pesqui-
sa cientifica, que gerou inimeros estudos, debates e milhares de
publicagdes, até que aprendéssemos que o cancer de colo do utero
¢ causado por virus; ndo um virus qualquer, mas um que se situa
dentre os de maior capacidade de causar cancer ja descritos. Suas
caracteristicas foram desnudadas; as invasdes sorrateiras, identifi-
cadas; as manifestagdes clinicas, reconhecidas, catalogadas, e de
forma escancarada apontadas como doencas de transmissdo se-
xual, carregadas de preconceito e culpa. Mas os culpados nunca
aparecem: a sociedade julga-os impediosamente, para em seguida
chorar as milhares de mortas a cada ano. E como se ndo bastasse, o
diagnostico de pré-cancer, ou mesmo cancer invasot, ¢ proferido a
mulheres cada vez mais jovens, consequéncia direta da precocida-
de da exposi¢do aos HPVs de alto risco oncogénico, com os quais
se infectam logo nas primeiras relagdes sexuais.

Medidas mais efetivas para reverter esta dramatica situagdo nao
sd0 apenas necessarias, sao urgentes! Sobretudo quando estdo dis-
poniveis alternativas tanto para o rastreamento, baseadas em testes
de HPV, quanto para a prevencdo primaria do cancer de colo do
utero, com vacinas contra os tipos principais de HPV causadores
de cancer, alternativas essas com demonstrada eficacia tanto em
paises desenvolvidos quanto em desenvolvimento. A hesitacdo
em sua aplicacdo, ou pelo menos em sua ampla discussdo, &, por-
tanto, incompreensivel, sendo inaceitavel.

Para alguém que participou de todo o processo, desde a des-
coberta do agente que causa o segundo cancer mais comum en-
tre as mulheres brasileiras, até o desenvolvimento de vacinas para
controla-los, a manutengdo de diretrizes nacionais conservadoras
de controle do cancer e em alguns aspectos até desatualizadas, € no
minimo, frustrante. O que dizer para uma mulher, frequentemente
com a prole em idade escolar, uma carreira em ascenc¢do, um nego-
cio florescendo, que tem um cancer que poderia ter sido preveni-
do... como explicar a injustificada omissao na oferta de alternativas
mais eficientes no rastreamento de nossas mulheres... por que adiar
a oferta de vacinas contra HPV as meninas, protegendo-as contra
os tipos causadores da maior proporcao de canceres de colo do tte-
ro ... Nossas mulheres merecem as respostas. E a sociedade como
um todo se beneficiara.

LUISA LINAVILLA, PHD
Instituto Nacional de Ciéncia e Tecnologia do HPV

(INCT-HPV)
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Editorial Comment

The path is long and tortuous, obstacles thrive, but solutions to
control cervical cancer are available for all to see (or for those who
want to see).

Three decades of intense scientific research have passed,
which generated many studies, debates and thousands of publica-
tions, until we learned that cervical cancer is caused by viruses
with great potential to cause cancer. Its features were stripped;
sneaky invasions identified; the clinical manifestations known in
detail, catalogued, and so blatantly labelled as sexually transmitted
diseases, with the accompanying prejudice and guilt. But no one is
to blame: a ruthless society first judges, then cry for thousands of
women killed each year. In addition, we are observing an increase
in incidence of precancer and cancer in younger women, a direct
result of early exposure to oncogenic HPVs, which they get as soon
as they start sexual activity.

Therefore, more effective measures to reverse this tragic situa-
tion are not only necessary, they are imperative! Especially when
alternatives are available both for screening based on HPV testing,
as well as for primary prevention of cervical cancer with vaccines
against the most common HPV types. Such interventions have been
demonstrated to be effective in both developed and developing
countries, which led some countries to adopt them. Postponing its
implementation in Brazil is incomprehensible if not unacceptable.
At least we should promote more discussions, demonstration stu-
dies, in depth cost-effectiveness evaluation concerning the availa-
ble alternatives.

For someone who participated in the whole process of linking
papillomavirus to cancer up to the development of vaccines to
control it, it is very frustrating to see no changes in national gui-
delines to control the second most common cancer among brazi-
lian women. What to tell a woman, often raising her offspring, a
career on the rise, a flourishing business, that her cancer could
have been prevented ... How to explain the unjustified deferment
of more efficient alternatives in cervical cancer screening ... How
to communicate the postponing of HPV vaccines delivery to
girls, protecting them from developing a considerable proportion
of cervical cancers... Our women deserve the answers. Our entire
society will benefit.

LUISA LINA VILLA, PHD
National Institute of Science and Technology of HPV

(HPV Institute)
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Reflexoes criticas sobre os
brasileiros excluidos

Mauricio Rocha e Silva

Recentemente, CLINICS propds para debate a ideia de
que o QUALIS 2010 era passivel de aperfeicoamento, através
do conceito dos trés erres (Remover periddicos de trevisio,
Reconhecer outras métricas de avaliagdo, Reavaliar peridédicos
brasileitos).! Submetido ao debate por pates, por ocasido do
II Seminario Satélite para Editores Plenos (ABEC novem-
bro de 2010), concluiu-se que idealmente haveria que focali-
zar num dnico erre, a saber, o reconhecimento por parte da
CAPES para 2.013 das métricas de avaliacio SCImago (cites/
document) e SCAELO (Impact Factor).

Ja demonstramos anteriormente que o Impact Factor
ISI THOMSON, unica métrica reconhecida pela CAPES, é
praticamente idéntico ao cites/ document da SClmago. A cot-
relagdo geral por amostragem entre os dois {ndices é maior
que 0,9 e o coeficiente angular é indistinguivel da unidade.

trés erres, ou os periédicos

A recente divulgacio da cole¢io 2009 do SCImago Journal
& Country Rank junta-se aos ja divulgados Fatores de Im-
pacto JCR-ISI e SciELO para aquele ano e permite o cotejo
em tempo real dos trés indices. Salientamos que este cotejo
ndo se aplica a qualquer tabela QUALIS, pois a Tabela 2010
ja ¢ histéria e a Tabela 2013 sera decidida no futuro. Em
outras palavras, o cotejo que se segue, relativo ao ano 2009,
¢ oferecido como base argumentativa adequada para rei-
vindicar a correcdo de curso relativa a exclusio dos indices
SCImago e SciELO.

Vamos, pois, ao cenario 2009, como simula¢do de uma
hipotética tabela Qualis: na versao 2009 do Journal of Ci-
tations Report — ISI a representacdo brasileira saltou de 31
a 71 periddicos; ja no SClmago Journal Ranking essa repre-
sentacdo manteve-se constante em 235 periddicos. Exis-

Fatores de Impacto JCR-ISI e SCImago: correlacdo
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coeficients angular = 1.001
R*=0,932
p < 0.001
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Figura 1 — Correlagao entre fatores do impacto J. Citation Reports (ISI — Thomson) e SCImago (2009) para 64 periédicos brasileiros
representados nos dois indices com valores maiores que zero. A identidade entre métricas € praticamente absoluta. O coeficiente
angular indica um angulo de 45° (significando identidade) e a correlagdo (R? = 0,932; p < 0,001) é quase perfeita.
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tem, portanto, 164 periddicos brasileiros (138 com impacto
maior que zero) ausentes da tabela JCR-ISI. Mantida a nor-
ma Qualis aplicada em 2010, estes 138 periédicos cairiam
nas categorias “sem fator de impacto”. A Figura 1 mostra a
identidade entre ISI e SCImago para as 64 revistas incluidas
nos dois indices: o coeficiente angular unitario e o elevado
coeficiente de correlagdo significam que, conhecendo-se um
dos indices, pode-se estimar o outro com 95% de probabili-
dade de errar por menos de 5%.
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Editorial Clinics

Tabela 1 — Cento e trinta e oito periddicos brasileiros excluidos do QUALIS com Fator de Impacto SCIMAGO (simulagao 2009)

Rank Titulo cites/doc scimago
1 Acta Scientiarum — Agronomy 1,19
2 International Braz J Urol 1,09
3 Revista do Instituto de Medicina Tropical de Sdo Paulo 1,08
4 Brazilian Journal of Plant Physiology 1,05
5 Annual Review of Biomedical Sciences 0,85
6 Jornal Brasileiro de Pneumologia 0,85
7 Revista Brasileira de Epidemiologia 0,73
8 Brazilian Journal of Cardiovascular Surgery 0,72
9 Acta Ortopedica Brasileira 0,71
10 Brazilian Journal of Biology 0,69
1" Brazilian Dental Journal 0,67
12 Ciéncia e Saude Coletiva 0,58
13 Materials Research 0,55
14 Brazilian Oral Research 0,53
15 Arquivos de Gastroenterologia 0,49
16 Revista Brasileira de Saude Materno Infantil 0,49
17 Acta Botanica Brasilica 0,48
18 Phyllomedusa 0,48
19 Acta Scientiarum - Biological Sciences 0,46
20 Revista Brasileira de Medicina do Esporte 0,46
21 Revista Brasileira de Botanica 0,45
22 PRO-FONO: Revista de Actualizagéo Cientifica 0,44
23 Revista Brasileira de Engenharia Agricola e Ambiental 0,41
24 Engenharia Agricola 0,40
25 Arquivos Brasileiros de Oftalmologia 0,38
26 Biota Neotropica 0,38
27 Radiologia Brasileira 0,38
28 Revista Brasileira de Otorrinolaringologia (English ed.) 0,38
29 Revista Brasileira de Sementes 0,38
30 Acta Amazonica 0,37
31 Ciéncia Rural 0,36
32 Arquivo Brasileiro de Medicina Veterinaria e Zootecnia 0,35
33 Pan-American Journal of Aquatic Sciences 0,35
34 Revista Brasileira de Ginecologia e Obstetricia 0,35
35 Acta Paulista de Enfermagem 0,34
36 Eclética Quimica 0,34
37 Papeis Avulsos de Zoologia 0,33
38 Revista Brasileira de Plantas Medicinais 0,31
39 Bragantia 0,29
40 Revista Arvore 0,29
41 Revista Brasileira de Anestesiologia 0,29
42 Revista de Psiquiatria Clinica 0,29
43 Jornal Brasileiro de Psiquiatria 0,28
44 Journal of Microwaves and Optoelectronics 0,27
45 Pesquisa Operacional 0,27
46 Scientia Forestalis/Forest Sciences 0,27
47 Revista Brasileira de Ciéncia Avicola 0,26
48 Revista Brasileira de Hematologia e Hemoterapia 0,26
49 Revista de Economia Politica 0,26
50 Ceramica 0,25
51 Estudos Avangados 0,25
52 Interface: Comunicagéo, Saude, Educagao 0,25
53 Online Brazilian Journal of Nursing 0,24
54 Boletim de Geociéncias - Petrobras 0,23
55 HAHR - Hispanic American Historical Review 0,23
56 Opinido Publica 0,23
57 Revista Brasileira de Ciéncias Farmacéuticas 0,23
58 Cadernos de Pesquisa 0,22
59 Anais Brasileiros de Dermatologia 0,21
60 Journal of Public Child Wellfare 0,21
61 Lundiana 0,21
62 Revista de Ciéncias Farmacéuticas Basica e Aplicada 0,21
63 Tropical Plant Pathology 0,21
64 Jornal Vascular Brasileiro 0,20
65 Revista Brasileira de Enfermagem 0,20
66 Jornal Brasileiro de Patologia e Medicina Laboratorial 0,19
67 Historia, Ciéncias, Saude - Manguinhos 0,18
68 Revista de Psiquiatria do Rio Grande do Sul 0,18
69 Geociéncias 0,17

DST - J bras Doengas Sex Transm 2010; 22(4): 188-192



Editorial Clinics

Tabela 1 — Continuacéo.

Rank Titulo cites/doc scimago
70 Revista Brasileira de Reumatologia 0,17
7 Ararajuba 0,16
72 Revista Brasileira de Cardiologia Invasiva 0,16
73 Revista Brasileira de Economia 0,16
74 Revista Brasileira de Geofisica 0,16
75 Boletim de Ciéncias Geodésicas 0,15
76 Controle E Automagéao 0,15
77 Geologia USP — Série Cientifica 0,15
78 Economia Aplicada 0,14
79 Engenharia Sanitaria e Ambiental 0,14
80 IRRIGA 0,14
81 Psicologia e Sociedade 0,14
82 Revista do Colégio Brasileiro de Cirurgides 0,14
83 Revista Gaucha de Enfermagem / EENFUFRGS 0,14
84 Educagéo e Pesquisa 0,13
85 Lua Nova - Revista de Cultura e Politica 0,13
86 Produgao 0,13
87 Psicologia: Teoria e Pesquisa 0,13
88 Revista de Economia e Sociologia Rural 0,13
89 Educagao e Sociedade 0,12
90 Physis: Revista de Saude Coletiva 0,12
91 Revista Brasileira de Ciéncias Sociais 0,12
92 Sociologias 0,12
93 Ambiente & Sociedade 0,11
94 Brazilian Journal of Oral Sciences 0,11
95 Gestéo e Produgao 0,11
96 Journal of Epilepsy and Clinical Neurophysiology 0,11
97 Psicologia em Estudo 0,11
98 Soils and Rocks 0,1
99 Archives of Veterinary Science 0,10
100 Estudos Feministas 0,10
101 Jornal Brasileiro de Reprodugéo Assistida 0,10
102 Psiquiatria Biologica 0,10
103 Anuario do Instituto de Geociéncias 0,09
104 Acta Scientiarum - Health Sciences 0,08
105 Coluna/ Columna 0,08
106 GED - Gastrenterologia Endoscopia Digestiva 0,08
107 Revista de Administragao Publica 0,08
108 Revista Dental Press de Ortodontia e Ortopedia Facial 0,08
109 Saude e Sociedade 0,08
110 Summa Phytopathologica 0,08
111 Estudos de Psicologia (Campinas) 0,07
112 Cadernos CEDES 0,06
113 Revista Brasileira de Coloproctologia 0,06
114 Revista Brasileira de Educagéo 0,06
115 Revista Brasileira de Estudos de Populagao 0,06
116 Revista Brasileira de Oftalmologia 0,06
117 Revista de Sociologia e Politica 0,06
118 Ensaio 0,05
119 Estudos ibero-Americanos 0,05
120 Novos Estudos CEBRAP 0,05
121 Perspectivas em Ciéncia da Informacgéo 0,05
122 Revista Brasileira de Educagao Especial 0,05
123 Revista Brasileira de Medicina 0,05
124 Revista de Economia Contemporanea 0,05
125 Alea 0,04
126 Horizontes Antropolégicos 0,04
127 International Journal of Atherosclerosis 0,04
128 Revista Brasileira de Histéria 0,04
129 Trans/Form/Agao 0,04
130 Cadernos Pagu 0,03
131 Historia 0,03
132 Medicina 0,03
133 Psicologia Clinica 0,03
134 Ciéncia da Informagao 0,02
135 Revista Latinoamericana de Psicopatologia Fundamental 0,02
136 Revista Neurociéncias 0,02
137 Sociedade e Estado 0,02
138 Revista Brasileira de Gestédo e Desenvolvimento Regional 0,01
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SClmago and SCIELO impact Factors
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Figura 2 — Fatores de Impacto SCimago e SciELO (2009) para 142 periédicos brasileiros representados nos dois indices com valor
maior que zero. Observa-se que quando SClmago > SciELO, a diferenga é frequentemente grande (como indicado pela seta vertical
relativa as Memdrias do Instituto Oswaldo Cruz), mas invariavelmente diminuta quando SciELO > SCImago.

A Tabela 1 exibe a relacdo desses 138 periédicos bra-
sileitos com Cites/Document SCImago > zero, mas sem
Fator de Impacto JCR-ISI. Ressalte-se que nido sdo perio-
dicos de impacto nitidamente mais baixo que os da colecdo
JCR-ISI. Os quatro primeiros apresentam impacto > 1.00,
o que os colocaria entre os 15 melhores do Brasil. Outros
dez apresentam impacto maior que 0.50, acima da mediana
dos periédicos brasileiros no JCR-ISI. Todos os 138 titu-
los evidentemente fariam jus a classificagao “com fator de
impacto”.

Outra correlagdo interessante ocorre entre SCImago e
SciELO. Em primeiro lugar vale notar que existe extensa

concordancia: a colecio SClmago contém 235 titulos bra-
sileiros e a colecio SciELO contém 223. As inclusdes nao
sdo 100% concordantes: a cole¢io SClmago contém 69
periddicos ausentes da cole¢io SciELO; reciprocamente a
cole¢io SciELO contém 56 periddicos ausentes da colecdo
SCImago. Por si s6, esta convergéncia revela a consisténcia
de qualidade dos periédicos incluidos na colegao SciELO.
E facil intuir que, para qualquer periédico brasileiro in-
cluido nas duas colegdes, hd que se esperar que o impac-
to SClmago seja maior que o SciELO, porque a colecao
SCImago contém 18.732 periddicos, contra apenas 759
na cole¢ao SciELO. Surpreendentemente, porém, o efeito

Fatores de Impacto SCIELO e SCimago: correlagao

3,00

2,00

1.50

Fator de Impacta SCIELD

1,00

Regressio linear:
coeficiente angular = 0.54
Rf=0,62
p=001

3,00

Fator de impacto SCimago

Figura 3 — Correlagdo entre fatores do impacto SciELO e SCImago (2009) para 142 periédicos brasileiros representados nos dois
indices com valor maior que zero. O coeficiente angular indica um angulo de 28° e um impacto SciELO médio 40% menor que o
SClmago. A correlagéo significativa indica que os dois parametros medem a mesma coisa sobre bases de dados dispares.
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Tabela 2 — Trinta e cinco periodicos brasileiros excluidos do QUALIS com Fator de Impacto SciELO (simulagao 2009).

Rank Titulo IF scielo
1 Revista da Sociedade Brasileira de Fonoaudiologia 0,81
2 Texto e Contexto Enfermagem 0,65
3 Revista CEFAC 0,64
4 Revista Brasileira de Educagdo Médica 0,58
5 Ciéncia e Agrotecnologia 0,42
6 Avaliagédo: Revista da Avaliagdo da Educagao Superior 0,28
7 Revista Paulista de Pediatria 0,28
8 Paidéia (Ribeirao Preto) 0,27
9 RAE Electronica 0,21
10 Revista Brasileira de Terapia Intensiva 0,21
1" Psicologia & Sociedade 0,15
12 Revista Estudos Feministas 0,15
13 Economia e Sociedade 0,14
14 Revista Brasileira de Meteorologia 0,14
15 Ciéncia da Informagéo 0,12
16 Psicologia Escolar e Educacional (Impresso) 0,12
17 Educagao em Revista 0,11
18 Revista de Administragdo Contemporanea 0,11
19 Revista Brasileira de Ortopedia 0,10
20 Varia Historia 0,09
21 Matéria (Rio de Janeiro) 0,08
22 Psicologia USP 0,08
23 Caderno CRH 0,07
24 DELTA Documentacgédo de Estudos em Linguistica Tedrica e Aplicada 0,07
25 Ciéncia & Educacéo (Bauru) 0,06
26 Nova Economia 0,06
27 Religido & Sociedade 0,06
28 Escola Anna Nery 0,05
29 Estudos Econdémicos 0,05
30 Revista Contabilidade & Finangas 0,05
31 Sba: Controle & Automagao Sociedade Brasileira de Automatica 0,05
32 Contexto Internacional 0,04
33 Educar em Revista 0,04
34 Estudos de Psicologia (Natal) 0,03
35 Interagdes (Campo Grande) 0,03

dessa enorme despropor¢do entre bases de dados é menor
do que o esperado, como se pode ver a Figura 2: dentre
os 142 periddicos brasileiros presentes nas duas colegoes,
apenas 88 (62%) apresentam SCImago > SciELO, enquan-
to 45 (32%) apresentam SciELO > SClmago e nove (6%)
apresentam igualdade. Esta discrepancia entre o esperado
e o observado merece estudo bibliométrico adicional, mas
uma boa hipétese seria que artigos brasileiros citam outros
artigos brasileiros com mais intensidade, em virtude de um
pronunciado interesse local especifico. A correlagiao entre
os impactos (Figura 3) é igualmente reveladora: o coefi-
ciente angular (0,54) sugere que o impacto médio SciELO é
apenas 40% menor que o impacto SCImago. Ja o alto indice
de correlagio (r* = 0.62; p < 0.01) demonstra que as duas
métricas avaliam o mesmo parametro em bases de dados
muito dispares.

Caso a CAPES reconheca o Cites/Document SCImago,
estard resgatada a maior parte dos periddicos brasileiros
com impacto > 0. Porém, a Tabela 2 mostra que, se a deci-
sao fosse tomada neste momento, restariam 35 periddicos
brasileiros com impacto SciELO maior que zero mas ausen-
tes do JCR-ISI e do SClmago. Aqui também encontramos
impactos ndo triviais: quatro periédicos apresentam impac-
tos maiores que a mediana da colegdo ISI. Sem esquecer a
forte possibilidade de que estes 35 impactos SciELO infra-
estimem o que seriam seus impactos ISI ou SCImago.

DST - J bras Doengas Sex Transm 2010, 22(4): 188-192

Desta simulagdo, podemos concluir que terfamos 173
periddicos brasileiros com IMPACTO > ZERO tratados
como “SEM FATOR DE IMPACTO” pelo QUALIS, caso
a avaliagdo fosse agora e caso os critérios 2010 fossem repe-
tidos. Sabemos que esta “simulada exclusio” nio ¢ estatica:
quando a tabela Qualis “fechar” para a proxima avaliagio,
muita coisa terd mudado: dentre elas, com certeza, as tabelas
ISI-JCR, SCImago e SciELO, bem como (esperamos!) os
critérios CAPES de avaliagdo. Mas defendemos a tese de
que reconhecer tio somente o Fator de Impacto ISI-JCR
ndo seria légico. Por isso, entendemos que esta simulagao
¢ a base racional para um alerta, em tempo, pela adog¢do de
novos critérios.

NOTA: este editorial ¢ publicado por CLINICS livre de res-
trigdes de copyright. Oferecémo-lo aos periddicos cientificos brasileiros
para reproducio integral on parcial. Alternativamente, sugerimos
que apoiem esta ideia, em editoriais originais. Tais agdes sinalizario
nossa vontade politica de exercer o direito republicano de peticionar,
perante o poder priblico, em defesa desta que ¢ nma reivindicacio
legitima e generalizada da comunidade editorial cientifica brasileira.
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COMPARACAO DA COLETA DAS AMOSTRAS DE SANGUE NA TRIAGEM
PRE-NATAL, UTILIZANDO O PAPEL DE FILTRO E PUNCAO VENOSA NA
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Juan FB Gomez!, Marco AO Appolinario’, Dolores MF Abreu’, Antonio JW Castro?,
Jordi Mart?, Sidney Prates®, Cristimar dos Santos’

RESUMO

Introdugio: apesar de o papel de filtro (PF) ter sido introduzido desde o século passado, (1963) por Guthrie e Susi, nas triagens neonatais, como alternativa
para a coleta da amostra do sangue, seus beneficios na aplicagdo da pratica médica laboratorial ndo foram aproveitados com eficiéncia nestes anos, com
excecdo dos recentes resultados obtidos nos trabalhos para a triagem pré-natal. O diagnostico precoce do HIV em mulheres gravidas ¢ de fundamental
importancia, sendo o aporte mais destacado para neutralizar a transmissdo vertical (TV) do HIV-aids, pois ao ser detectada a presenga de anticorpos anti-
-HIV, aplica-se o Protocolo ACTG 076 (Pediatric AIDS Clinical Trials Group Study Group), que € o tratamento das gestantes HIV-positivo no pré, intra e
pos-parto. Objetivo: comparar a coleta das amostras de sangue no papel de filtro (PF) e no plasma (padrao-ouro) na triagem pré-natal, utilizando anticorpos
anti-HIV 142 no procedimento imunoquimico ELISA (Imunoscreen HIV 1+2 SS), da firma Mbiolog. Métodos: foram estudadas 1.142 gravidas de quatro
municipios do Estado do Rio de Janeiro: Itaborai (N = 131), Itaguai (N = 597), Niter6i (N =377) e Sao Jodo de Meriti (N = 37), a partir do més de novembro
de 2008 até fevereiro de 2009. As gravidas foram submetidas a pun¢ao digital e venosa para a rotina da triagem pré-natal, sendo a primeira aplicada em
PF. Foram calculados os limites de especificidade, sensibilidade, e valores preditivos positivos e negativos para o estudo. Resultados: os resultados da
absorbancia (homogeneizagdo das varidncias) encontrados para as amostras nio reativas e reativas, em ambas as técnicas, ndo mostraram diferencas
significativas (P > 0,05) quando aplicado o teste T de Student no estudo de repetitividade. Os estudos de reprodutibilidade em ambas as técnicas ndo
resultaram coeficientes de variagdo superiores a 10%. Conclusdo: os resultados da sorologia para HIV no sangue seco coletado em PF foram semelhantes
aos da coleta por puncdo venosa, validando esta técnica.

Palavras-chave: sorologia, aids, HIV 1+2, pré-natal, papel de filtro, ELISA, DST

ABSTRACT

Introduction: although the filter paper (FP) have been introduced since the last century (1963) by Guthrie and Susi, in neonatal screening as an alternative
to blood sample collection, its benefits in the application of medical laboratory practice not were used effectively in recent years, with the exception of
the recent results obtained in the works for the prenatal screening. Early diagnosis of HIV in pregnant women is of paramount importance, being the most
outstanding support to counteract the vertical transmission (VT) of HIV-AIDS, because the determination of the presence of HIV antibodies, it applies to the
ACTG 076 Protocol (Pediatric AIDS Clinical Trials Group Study Group), which is the treatment of pregnant HIV-positive in the pre-, intra and post-parto.
Objetive: compare the collection of blood samples on filter paper (FP) and plasma (standard gold) in prenatal screening, using antibodies against HIV 1
+2 ELISA immunochemical procedure (Imunoscreen HIV 1 +2 SS), the firm Mbiolog. Methods: we studied 1,142 pregnant women in four counties of the
State of Rio de Janeiro: Itaborai (N = 131), Itaguai (N = 597), Niteréi (N = 377) and St. John Meriti (N = 37), from November 2008 until February 2009.
The pregnant women underwent fingerstick and venous for routine prenatal screening, the first being applied in PF. We calculated the limits of sensitivity,
specificity and positive predictive value and negative for the study. Results: the results of absorbance (homogeneity of variances) for the samples found
non-reactive and reactive in both techniques, showed no significant differences (P > 0.05) when using the Student’s T test in the study of repeatability.
Reproducibility studies for both techniques did not result in coefficients of variation above 10%. Conclusion: the results of serological tests for HIV in dried

blood collected in PF were similar to the collection by venipuncture, validating this technique.

Keywords: sorology, aids, HIV 142, prenatal, filter paper, ELISA, STD

INTRODUCAO

A transmissao vertical (TV) do HIV ocorre por trés vias, através
da passagem do virus da mae para o bebé durante a gestacao (35%),
do trabalho de parto, com o parto propriamente dito, por contato
com as secregdes cervicovaginais e o sangue materno (65%), e a
amamentagdo (7-22%)'2.
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7 Técnica de Laboratdrio. BioMarc, Instituto Vital Brazil. Niteroi, RJ.
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No periodo compreendido entre 1984 a 1986 no Brasil, a pro-
porcdo da transmissdo do virus da sindrome de imunodeficiéncia
humana (aids) mulher/homem foi de 1/20, embora no ano 1993
alcangasse a propor¢ao de 1/4, considerando-se que em 60% foi
atribuida a exposicéo heterossexual®, que é considerada a principal
forma de contaminagdo de mulheres neste momento no Brasil e na
maioria dos paises*.

O aumento do nimero de mulheres em idade fértil infectadas
pelo HIV-1 tem aumentado consideravelmente, proporcionalmente
com aumento do numero de criancas portadoras do virus HIV-1
e, tem sido um fator de impacto na mortalidade infantil em varios
paises, tanto os industrializados como os em desenvolvimento*®. O
diagnostico precoce do HIV em mulheres gravidas ou preferivel-
mente em idade fértil ¢ de fundamental importancia. Até agora, o
aporte mais destacado para neutralizar a TV de HIV-aids ¢ a utiliza-
¢do do Protocolo ACTG 076 (Pediatric Aids Clinical Trials Group
Study Group) nas gestantes portadoras do virus, com o tratamento
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no pré, intra e pos-parto, na tentativa de diminuir a TV e manter a
continuidade da assisténcia terapéutica com o tratamento do RN’

O fato da diminui¢do da TV de 24% para menos de 1% nos
grupos com tratamento preventivo com a zidovudina® estabeleceu
a disposicao de estudar todas as gravidas, hoje aceita por todos os
programas de triagem pré-natais. Barabacci et al. (1991), anos an-
tes, haviam definido que quando o teste era feito apenas nas maes
com fatores de risco, a triagem era efetiva em 57% das vezes, con-
tra 87% se todas as maes fossem testadas, sugerindo que em areas
onde a prevaléncia for maior que 1:1.000, o teste sorologico deve
ser feito em todas as mulheres gravidas’.

No Brasil, os testes sorologicos devem ser indicados na roti-
na pré-natal no primeiro trimestre da gravidez, como estabelecido
no Programa de Humanizagdo no Pré-natal e Nascimento, institu-
ido pelo Ministério da Satde através da Portaria/GM n° 569, de
1/6/2000'.

Na triagem obrigatoria!® da mulher gravida, deve ser incluido o
teste de anticorpos por ELISA o mais proximo possivel do primeiro
trimestre. Um resultado negativo ndo exclui a infecg¢@o pelo HIV,
pois nesse periodo as provas soroldgicas podem ser falso-negati-
vas, com elevada viremia e maior risco de transmissdo do HIV ao
feto!'". Dada a possibilidade de janela imunologica (tempo entre o
contagio e a detecgdo de anticorpos pelos métodos diagndsticos),
¢ necessaria nova tomada da amostra no momento adequado no
terceiro trimestre!!.

OBJETIVO

Comparar o procedimento imunoquimico ELISA através de
amostras de sangue seco no papel de filtro (PF) e no plasma (pa-
dréo-ouro) na triagem pré-natal, usando como marcador de estudo
anticorpos anti-HIV 1+2.

METODOS

Foram selecionados quatro municipios do Estado de Rio de Ja-
neiro: [taborai, Itaguai, Niteroi e Sao Jodo de Meriti, para o estudo
nas gravidas a partir do més de novembro de 2008 até fevereiro de
2009. Nos postos de satde, as gravidas foram submetidas a pungdo
venosa e digital para a rotina da triagem pré-natal, sendo a ultima
aplicada em papel de filtro Schleicher & Schuell 903! (Figuras 1

e 2). Todas as amostras foram enviadas ao Laboratorio BioMarc,
do Instituto Vital Brazil (IVB), 6rgdo da Secretaria de Estado de
Saude e Defesa Civil do Rio de Janeiro.

Estudaram-se no total 1.142 gravidas, com a seguinte frequén-
cia nos diferentes municipios: Itaborai (131), Itaguai (597), Niterdi
(377) e Sdo J. de Meriti (37), nas quais foram autorizadas as coletas
por consentimento escrito pessoal.

No Laboratério BioMarc, as amostras foram processadas para
a detecgdo de anticorpos anti-HIV 142 e subtipo 0 no PF e no
plasma, pela técnica ELISA registrada pelo Imunoscreen, da Fir-
ma MBiolog'?. No procedimento técnico para o PF foram detecta-
dos os marcadores imunoldgicos (anticorpos) por um processo de
eluigdo, com uma solugdo proteica tamponada com conservantes.
Seguiu-se a técnica imunoquimica (eluato e plasma) para o estudo
dos anticorpos anti-HIV 1+2, na placa de poliestireno tipo ELISA
previamente recoberta com proteina recombinante anti-HIV 142 e
subtipo 0. Apds a lavagem da placa, o material ndo ligado € retira-
do e, posteriormente, ¢ adicionado o conjugado composto por anti-
geno/POD mais conservantes e, posteriormente, o substrato TMB
(3,3°,5,5’-tetra-metil-benzidina), que garante a reagdo de enzima
substrato final'?.

Os resultados da absorbancia para a presenca de anticorpos do
HIV foram analisados dependendo do seu cut-off. As absorbancias
das amostras sobre o valor do cut-off menor que 0,9 foram consi-
deradas negativas, entre 0,9-1,0, indeterminadas, e maior ou igual
a 1,0, positivas.

A reprodutividade e a precisdo para ambas as técnicas foram
calculadas, sendo a reprodutividade medida pela absorbancia de
cinco replicatas em quatro ensaios diferentes de amostras negati-
vas e positivas. Embora fosse calculada a precisdo no intraensaio
de repetibilidade de uma amostra negativa e outra positiva em
30 replicatas, foi calculado o coeficiente de variagdo dependendo
do valor das absorbancias obtidas no estudo intraplaca. Foram
testados a sensibilidade, a especificidade, e os valores preditivos
positivo e negativo para ambos os procedimentos comparados
(plasma e PF)!314,

O projeto foi aprovado pelo Conselho Cientifico do Instituto
Vital Brazil, e todas as gestantes assinaram um termo de consenti-
mento livre e esclarecido, apos orientagdo sobre a sua participagdo
no projeto.

Figura 1 - Coleta de amostra de sangue no PE.
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Figura 2 — Ficha de cadastro das gravidas e o PF com a amostra impregnada.

RESULTADOS E COMENTARIOS

A Tabela 1 representa o estudo realizado com quatro amostras
negativas coletadas no PF e no plasma, processadas 12 vezes para
medir o indicador estatistico de repetitividade. Os resultados da
absorbancia (homogeneizagdo das variancias) encontrados para
as amostras negativas, em ambas as técnicas, ndo mostraram di-
ferencas significativas (P > 0,05) quando aplicado o teste T de
Student.

Estes resultados expressam a existéncia de semelhanca entre os
valores de absorbancia na técnica para medir os anticorpos contra
o virus do HIV 142 no PF e no plasma sanguineo; nestas amostras
ndo reativas as absorbancias sdo baixas na reagdo colorimétrica do
procedimento imunoquimico, embora os valores dos coeficientes
de variagdo (CV) menores do que 10%, obtidos em todos os pro-
cessos de homogeneizagdo das varidncias analisadas, demonstram
0s mesmos critérios de precisdo para as duas técnicas.

Tabela 1 — Representagdo dos valores de absorbancia obtidos no
estudo de repetitividade do grupo de amostras ndo reativas

Técnicas Indicadores Estatisticos de Repetitividade
Comparadas de Amostras nao Reativas
N Média DP CV  Teste Student

1 Plasma 10 0,852 0,014 1,64 Nao significativo
Papel de Filtro 10 0,754 0,022 2,92 P<0,05

2 Plasma 10 1,258 0,011 0,87 Nao significativo
Papel de Filtro 10 1,425 0,022 1,54 P<0,05

3 Plasma 10 1,852 0,012 0,65 Na&o significativo
Papel de Filtro 10 1,582 0,013 0,82 P<0,05

4 Plasma 10 0,852 0,021 2,46 Nao significativo

Papel de Filtro 10 0,745 0,013 1,74 P<0,05

O Grifico 1 representa os valores de absorbancia obtidos da re-
petitividade das amostras nao reativas de N = 10 nos diferentes dias
do seguimento longitudinal (reprodutibilidade). O estudo de teste
T entre os diferentes valores e o valor da absorbancia inicial ndo
mostraram diferenca significativa, expressando semelhanga em
seus valores em func¢do do tempo. Estes valores sdo representados

pela curva tracejada (valores do plasma) e pela curva pontilhada
(valores no PF), ¢ as retas intermitentes da mesma cor representam
os valores centrais do inicio do estudo.

A Tabela 2 representa o estudo realizado com quatro amostras
reativas com anticorpos HIV 1+2 coletadas no PF e no plasma e
processadas em dez repetigdes para medir o indicador estatistico
de repetitividade. Os resultados de absorbancia encontrados para
as amostras reativas para os anticorpos HIV 1+2 em ambas as téc-
nicas ndo mostraram diferengas significativas (P > 0,05) quando foi
aplicado o teste T de Student.

Estes resultados expressam a existéncia de semelhanga entre os
valores de absorbancia na técnica para medir os anticorpos contra
o HIV1+2 no PF e nas amostras do plasma sanguineo. Também ¢é
relevante que, em amostras com valores elevados de anticorpos do
HIV, os valores dos coeficientes de variacdo menores que os 10%
obtidos em todos os processos de homogeneizagdo das variancias
analisados demonstram os mesmos critérios de precisdo para as
duas técnicas.

O Grafico 2 representa os valores de absorbancia dos diferentes
dias do seguimento longitudinal no estudo com as amostras que
apresentaram elevado valor de anticorpos do HIV. Neste caso, o
estudo de Teste T entre os diferentes valores, também ndo mostrou
diferenca significativa quando cada ponto foi comparado com seu
valor inicial. A expressdo de sua semelhanga também foi confir-
mada no estudo de reprodutividade de seus valores em fungdo do
tempo. Estes valores sdo representados pela curva tracejada (va-
lores no plasma) e a curva pontilhada (valores no PF) e, as retas
intermitentes da mesma cor que representam os valores centrais do
inicio do estudo.

A valorago analitica para o coeficiente de variacdo (CV) no
estudo de repetitividade e reprodutibilidade para a analise dos en-
saios no plasma e no PF mostraram resultados abaixo dos 10% exi-
gidos por European Commiittee for Clinical Laboratory Standards
(ECCLS)™ e outras instituigdes reguladoras'>!>!¢, Nestes mesmos
ensaios foi calculado o teste T para a valoracao da especificidade
entre ambos os métodos, obtendo-se valores para P > 0,05 nos en-
saios com resultados de anticorpos baixos e com valores de anti-
corpos elevados (positivos), que demonstraram a semelhanga em
ambos os procedimentos.
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Estudo longitudial da estabilidade dos valores de absorbancia
no PF e no plasma nas amostras nao reativas

Absorbancia
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Grifico 1 — Representacdo dos valores da absorbancia no seguimento longitudinal de 8 dias para os anticorpos HIV 1+2 de amostras
ndo reativas.

Estudo longitudinal da estabilidade dos valores de absorbéncia
no PF e no plasma das amostras reativas
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Grafico 2 — Representacio dos valores da absorbancia no seguimento longitudinal de 8 dias para os anticorpos HIV 142 nas amos-
tras reativas.
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Tabela 2 — Representagdo dos valores obtidos no estudo de repro-
dutibilidade no grupo de amostras reativas

Técnicas Indicadores Estatisticos de Repetitividade
Comparadas de Amostras nao Reativas
N Média DP CV  Teste Student

1 Plasma 12 0,042 0,004 9,52 Néao significativo
Papel de Filtro 12 0,058 0,002 3,45 P <0,01

2 Plasma 12 0,052 0,001 1,92 Nao significativo
Papel de Filtro 12 0,042 0,002 4,76 P <0,01

3 Plasma 12 0,082 0,002 2,44 Néao significativo
Papel de Filtro 12 0,094 0,003 3,19 P <0,01

4 Plasma 12 0,084 0,001 1,19 Né&o significativo

Papel de Filtro 12 0,094 0,003 3,19 P<0,01

A Tabela 3 integra os valores de sensibilidade, especificidade,
valores preditivos positivo e negativo em ambos os procedimentos
tecnoldgicos nas 1.142 gravidas estudadas no projeto pré-natal do
Rio de Janeiro, desenhado para demonstrar a utilidade do PF na
coleta do sangue e no processo de analises de qualidade da efetivi-
dade na aplicag@o no sistema de coleta para estudos populacionais.
Nos célculos estatisticos foi considerada a técnica no plasma como
padrao-ouro.

Independentemente da triagem que foi praticada no projeto-pi-
loto de coleta de amostras no PF e de sua comparagdo com os resul-
tados obtidos no plasma em estudo paralelo terem sido realizadas
em condigdes Otimas de pesquisa, ¢ um fato epidemiologicamente
significativo que em mais de mil gravidas estudadas, ndo aparece-
ram casos falso-negativos ou falso-positivos.

Para definir se as variagdes nos valores de hematocrito (volu-
me corpuscular) tém interferéncia nos resultados da medicdo da
absorbancia para anticorpos HIV 142 (ELISA), no sangue seco no
PF, foi realizado um estudo isolado com cinco grupos de dez gra-
vidas com valores diferentes de hematocrito (30, 35, 40, 45 e 50
volumes%), onde foi realizada a medida da absorbancia na técnica
padrao-ouro (plasma) e no PF.

O Grifico 3 demonstra que as amostras do sangue com varia-
¢oes nos valores de hematocrito submetidas a estudo dos valores
de absorbancia, no critério de quantidade de anticorpos para o HIV
1+2, ndo apresentaram diferenca significativa quando se aplica o
teste de comparagdo de valores médios (teste T) entre o resultado
obtido no plasma (ouro) e a técnica no PF.

O PF para a coleta do sangue nos estudos de triagem populacio-
nal tem sido aplicado em alguns estados do Brasil para os progra-
mas de triagem pré-natal. Mato Grosso do Sul foi um dos primeiros

estados a aplicar esta metodologia para o estudo de varias doengas
infecciosas?'. Em Goias, o Teste da Mamae, como é conhecido, foi
implantado desde 2003%, tem um servi¢o disponivel em todos os
246 municipios goianos, com parceria estabelecida entre a SES,
Apae de Goiania e as secretarias municipais de saude. Em Sergipe,
durante o quadrimestre de julho a outubro de 2007, foram avalia-
dos os resultados de testes sorologicos de 9.550 gestantes atendidas
pelo Sistema Unico de Satde (SUS) de todas as regides do estado,
com detecgdo de anticorpos totais para sifilis e HIV, entre outros
exames®.

O Plano Nacional de Redugdo da Transmissdo Vertical do HIV
e da sifilis pactuou, com estados e municipios, metas para redu-
¢do escalonada e regionalizada das taxas de transmissdo vertical
do HIV e da sifilis. Desde o ano de 2000 foi tornada compulsoria
a notificacdo das gestantes e parturientes HIV+, porém, conforme
o Boletim Epidemiologico de 2009 da Geréncia Estadual do DST/
Aids, 47% dos municipios do Estado do Rio de Janeiro nunca iden-
tificaram parturientes soropositivas e, caso tenham identificado,
nao notificaram.

Cabe informar que os autores deste estudo se interessaram ape-
nas por realizar a comparacgdo entre as duas formas de coleta de
amostras de sangue, executando o procedimento tecnoldgico ELI-
SA nas duas coletas.

Além disso, outros trabalhos devem ser realizados com um nu-
mero maior de gestantes para auxiliar este estudo, visto que € uma
aplicacdo recente da coleta de sangue seco em papel de filtro, que
tem como objetivo principal facilitar o acesso das gestantes aos
exames, devido a sua praticidade de coleta, armazenamento e en-
vio das amostras.

Influéncia do hem atécrito na absorgdo dos anticorpos
HIV 1+2

02 4
018 { — T
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012
01 A
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30 35 40 45 50
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Grifico 3 — Expressdo da andlise que demonstra a ndo interferén-
cia do valor corpuscular no uso do PF para marcadores biologicos
(anticorpos HIV 1+2) no sangue seco no PF.

Tabela 3 — Representagdo dos resultados obtidos nas analises epidemiologicas das 1.142 gravidas estudadas com anticorpos IgG e IgM para

T. pallidum no PF.
Comparagao da Qualidade entre as Técnicas no Plasma e no Papel Filtro
N =1.142
Especificidade Sensibilidade Valor Preditivo Positivo Valor Preditivo Negativo Eficiéncia Incidéncia
100% 100% 100% 100% 100% 100%
1.142 exames para anticorpos HIV 1+2 no plasma
100% 100% 100% 100% 100% 100%
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CONCLUSAO

A aplicagdo da coleta do sangue seco em PF na triagem de gra-
vidas foi semelhante a da coleta por pungo venosa, validando esta
tecnologia.

Conflito de interesse

Os autores sdo funciondrios contratados do laboratorio Bio-
Marc, do Instituto Vital Brazil, 6rgéo ligado a SESDEC (Secre-
taria de Estado de Satde e Defesa Civil) do Rio de Janeiro. O
projeto foi financiado totalmente pela SESDEC, como projeto-
-piloto no Programa de Protecdo a Gestante do Estado do Rio de
Janeiro (Pr6-Mae).
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ARTIGO ARTICLE

CoMPORTAMENTO DE Risco PARA HIV E DST ENTRE
PROFESSORES UNIVERSITARIOS

Risk BEravior o STD Axp HIV INFECTION AMONG UNIVERSITY PROFESSORS

Bruna Jacobowski', Gustavo S Jung', Fabiana Schuelter-Trevisol’

RESUMO

Introdugio: ha aumento da infecgdo pelo HIV entre casais heterossexuais, mesmo em relagdes estaveis e fi¢is. Objetivo: avaliar o comportamento sexual e
de risco para doengas sexualmente transmissiveis (DST) e infec¢do pelo virus da imunodeficiéncia humana (HIV) entre professores universitarios. Métodos:
estudo transversal. Foram incluidos professores universitarios da area da satide de universidade do Sul do Brasil. Foi utilizado questionario autoaplicavel e
andnimo, com dados sociodemograficos, comportamentais e sexuais para infec¢do pelo HIV e DST, além de fatores de risco para doengas por via venosa. A
analise estatistica foi realizada com o uso do SPSS, versdo 16.0. Resultados: foram estudados 184 docentes, sendo 55,4% mulheres. A média de idade foi
de 40,5 (DP £ 9,1) anos. Pratica de sexo anal, maior numero de parceiros, maior frequéncia de relagdes sexuais e infidelidade foram associados ao género
masculino. Dos entrevistados, 31% se declararam infiéis; nas relagdes conjugais, apenas 19,8% utilizavam preservativo, e nas extraconjugais, 39,3%. O uso
de preservativo esteve associado a infidelidade. Entre outros fatores de risco, 39,1% compartilham objetos de higiene e uso pessoal, 3,8% submeteram-se a
transfusdo de sangue, 11,4% tinham tatuagem ou piercing e 31% sofreram acidente com material perfurocortante. Concluséo: a amostra estudada apresenta
risco similar ao da populagdo geral de contrair HIV e outras DST, por apresentar os fatores de risco: pouca adesdo ao uso de preservativo, alta prevaléncia
de relagdes extraconjugais, uso de alcool antes das relagdes, pratica de sexo anal, multiplos parceiros durante a vida e ainda a ocorréncia de acidentes
perfurocortantes, devido a vulnerabilidade da profissdo.

Palavras-chave: docentes, comportamento sexual, populagdo em risco, sexo sem prote¢do, vulnerabilidade, HIV, doengas sexualmente transmissiveis
(DST)

ABSTRACT

Introduction: there is increased HIV infection among heterosexual couples, even in stable and faithful relationships. Objective: to assess sexual behavior
and risk to acquiring sexually transmitted diseases (STDs) and human immunodeficiency virus (HIV) among health area faculty working at a university in
southern Brazil. Methods: cross-sectional study conducted between December 2009 and March 2010. Health area faculty members working at a university
in southern Brazil were included in the survey. Upon approval, anonymous and self-administered questionnaire was used, which included data on socio-
demographic characteristics, risk sexual behavior for exposure to HIV and STDs, as well as additional risk factors to diseases acquired intravenously.
Statistical analysis was performed using the SPSS, version 16.0. Results: a total of 184 faculty members was studied; 55.4% were women. Mean age was
40.5 (SD =+ 9.1) years. Anal sex, larger number of partners, higher sex frequency, and infidelity was associated with being male. Of the interviewees, 31%
reported infidelity; only 19.8% used condoms in marital relations and 39.3% in extramarital sex. Condom use was associated with infidelity. Among other
risk factors, 39.1% reported having shared personal hygiene objects, 3.8% had undergone blood transfusion, 11.4% had a tattoo or piercing, and 31% had
already had work-related needlestick accidents. Conclusion: the sample studied is at risk of contracting HIV and other STDs because of poor or inconsistent
condom use, high prevalence of extramarital relationships, alcohol use before sexual intercourses, anal sex, multiple partners, and high rates of work-related

needlestick injuries.

Keywords: faculty, sexual behavior, population at risk, unsafe sex, vulnerability, HIV, sexually transmitted diseases (STD)

INTRODUCAO

O comportamento sexual humano ¢ definido como um comple-
x0 conjunto de comportamentos, atitudes e posicionamentos que
estdo em constante transformagdo com o passar das geragdes, sen-
do determinado pela influéncia direta e constante de multiplos fato-
res, tais como bioldgico, fisiologico, emocional, social e cultural.

Com a introdug@o da antibioticoterapia, as doengas sexualmente
transmissiveis (DST) foram minimizadas, e as gestagdes indeseja-
das diminuiram com a utilizagdo de diferentes métodos anticon-
cepcionais. No entanto, o surgimento da sindrome da imunodefici-
éncia adquirida (aids) e da infecgdo pelo virus da imunodeficiéncia
humana (HIV) trouxe, sem duvida, nova onda de intranquilidade
e preocupagdo. Com o avango da epidemia da aids, as praticas se-
xuais tornaram-se importante forma de transmissdo da infecgéo, o
que implica em maior niimero de casos entre os que apresentam
comportamento sexual de risco’.

1 Académicos do Curso de Medicina Universidade Sul de Santa Catarina.

2 Farmacéutica-Bioquimica, Especialista em Farmécia Clinica e Farmacotera-
pia, Mestre em Saude Coletiva. Doutora em Ciéncias da Saude. Professora do
Curso de Graduagdo em Medicina da Universidade do Sul de Santa Catarina.

DOI: 10.5533/2177-8264-201022405

A aids foi conhecida como uma “epidemia da imoralidade”, ja
que inicialmente estava associada a pessoas com comportamentos
considerados desviantes, como profissionais do sexo e usuarios de
drogas®. Neste sentido, a historia moral da aids permitiu a constru-
¢do da nogdo de que essa seria uma “doenca da rua”, dos “outros”.
Mas o ténue limite entre o “eu” e o “outro” emerge a partir do mo-
mento em que a infecgdo ultrapassa os limites do publico e privado,
alcancando a sacralidade da familia e do casamento*, tornando-se
uma preocupagdo entre os casais com unido estavel*.

Nos dias atuais, os casamentos acontecem mais tardiamente, o
inicio da vida sexual, mais precocemente, e a troca de parceiros
sexuais, ou relagdes sexuais com multiplos parceiros simultane-
amente, sdo fatos muito frequentes. Por esse motivo, ha aumento
da infecc@o pelo HIV entre casais heterossexuais, mesmo em re-
lagdes estaveis e fi¢is. Desta forma, medidas preventivas acabam
ndo sendo adotadas por esses individuos, que nao se consideram
integrantes de grupo de risco’.

Além disso, a infidelidade é fato importante para ser considera-
do quanto a prevengdo do HIV e de outras DST. Estudos revelam
que a relacdo conjugal ndo ¢ tida como perigosa, por ser a relagdo
sexual licita, que esta sob protecdo da casa, sendo o uso do preser-

vativo apenas utilizado quando vinculado & contracepgo!®.
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Nao foram encontrados na literatura estudos que verificassem
atitudes preventivas frente as DST e ao HIV (por transmissdo se-
xual) entre professores universitarios da area da saude. Nao ha evi-
déncias que comprovam se a populacdo em estudo apresenta uma
menor suscetibilidade em relagdo a populagdo geral, ja que possui
o conhecimento técnico-cientifico a respeito da transmissibilidade
e epidemiologia dessas doengas. Além disso, podem estar expostos
a outros riscos que nao o de transmissao sexual, pela insalubridade
inerente a profissdo.

OBJETIVO

Avaliar o comportamento sexual e de risco para aquisicao de
DST e HIV entre os professores da area da saude de uma universi-
dade no sul do Brasil.

METODOS

Foi realizado estudo epidemioldgico com delineamento trans-
versal entre dezembro de 2009 e margo de 2010. A populagdo em
estudo foi composta por professores universitarios que atuam na
area de Ciéncias Biologicas e da Satde da graduagdo e pds-gra-
duacdo: Medicina, Odontologia, Fisioterapia, Psicologia, Nutrigao,
Educagio Fisica, Biologia, Enfermagem, Farmacia e Mestrado em
Ciéncias da Satde.

Considerou-se a populagdo total desta area ser de 339 profes-
sores, com prevaléncia de 5% de relagdes extraconjugais sem uso
de preservativos®, com margem de erro de 2%, resultando em 125
participantes que deveriam ser entrevistados para nivel de con-
fianca de 95%.

Os dados foram obtidos utilizando-se questionario autoaplica-
vel, ap6s anuéncia do termo de consentimento, elaborado pelos
autores, para aplicacdo entre os professores universitarios partici-
pantes. O questiondrio foi composto apenas por questdes fechadas,
as quais foram agrupadas e codificadas.

Os questionarios foram entregues pelos pesquisadores a cada
individuo por diferentes técnicas de abordagem: convite e entre-
ga individual, durante reunides de congregagao de curso, deixados
nas coordenagdes e sala dos professores do campus universitario,
sendo a selecdo feita de forma aleatoria. Os questionarios ndo
possuiam identificagdo nominal dos sujeitos. Para proporcionar
total anonimato em relagdo aos questionamentos, caixas lacradas
foram distribuidas nas dependéncias da universidade para a cole-
ta dos questionarios, sendo entregues e arquivados separados dos
termos de consentimento, com o intuito de manter o sigilo quanto
a identificac@o dos sujeitos e fidedignidade das respostas dadas.

O instrumento continha 37 perguntas com dados sociodemo-
graficos (idade, género, religido, situagdo conjugal), caracteristicas
comportamentais e sexuais (uso de alcool, drogas, comportamento
e praticas sexuais, niimero de parceiros e frequéncia de relagdes
sexuais, uso de preservativo, infidelidade, historia pregressa de
sintomas genitais ¢ DST), além de informagdes adicionais sobre
caracteristicas e fatores de risco para aquisicdo de doencas por via
venosa ou inerentes a atuagdo profissional (ter tatuagem ou pier-
cing, compartilhamento de objetos de higiene pessoal, transfusao
de sangue, acidente com perfurocortante, vacina contra hepatite B
e triagem para HIV).
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Para fins de andlise estatistica para associacdo entre variaveis,
alguns dados foram agrupados em duas categorias. O comporta-
mento sexual foi categorizado em heterossexual e homo/bissexual.
As praticas sexuais foram reorganizadas entre aquelas que inclui-
am pratica de sexo anal e as demais.

O uso de preservativo foi considerado quando utilizado sempre,
em todas as relagdes sexuais. As demais alternativas respondidas
(uso as vezes, uso para a ejaculacdo ou nao uso) foram agrupadas
como nao utilizagdo.

A frequéncia de relacdes sexuais foi agrupada de forma dicot6-
mica: 0-4 relagcdes mensais e 5/+. O numero de parceiros no ultimo
ano e em toda a vida foi reorganizado, transformando as quatro
opgdes de resposta em apenas duas, de forma a unir os menores e
os maiores valores: parceiros no ultimo ano de 0-1 e 2/+, parceiros
durante a vida de 1-5 e 6/+.

Foi utilizado o software Epidata versao 3.1 para a digitagdo dos
dados e a andlise estatistica foi realizada com o uso do Statistic
Package for the Social Sciences (SPSS), versdo 16.0. As variaveis
qualitativas foram descritas em termos de valores absolutos e relati-
vos, € as varidveis quantitativas, por medidas de tendéncia central e
dispersdo. Para se verificar associagdo entre as variaveis categoricas,
foi utilizado teste de qui-quadrado de Pearson ou teste exato de Fi-
sher; e Anova de uma via ou teste de ¢ Student para comparagao entre
médias, quando apropriado, com intervalo de confianga de 95%.

Este estudo foi aprovado pelo Comité de Etica em Pesquisa da
Unisul, sob registro 09.407.4.01.111, em 4 de novembro de 2009.

RESULTADOS

Participaram do presente estudo 184 professores e, entre os con-
vidados, apenas 0,5% se recusaram a participar. Entre os partici-
pantes 55,4% eram mulheres. A média de idade foi de 40,5 (DP +
9,1) anos, variando entre 22 e 66 anos. Do total, 73,9% declararam-
-se catolicos; 62,5%, casados; e 69,1%, com filhos. A Tabela 1
apresenta as caracteristicas sexuais e comportamentais dos parti-
cipantes do estudo.

Quanto ao consumo de alcool, 78,3% afirmaram o uso, sendo
que 58,3% responderam consumir socialmente e 35,9% dos en-
trevistados afirmaram consumir antes das relagdes sexuais. Houve
associagdo estatisticamente significativa entre o género masculino
¢ 0 uso de alcool (p = 0,01). O consumo de outras drogas foi afir-
mado por 31,5% dos participantes, sendo as mais frequentemente
reportadas o cigarro (25%), a maconha (15,2%), a cocaina (2,7%),
entre outras, € 3,3% continuavam utilizando essas substancias atu-
almente.

Quando questionados sobre infidelidade, 31% afirmaram ja ter
tido relagdes sexuais extraconjugais, sendo que 22,1% responde-
ram que ja tiveram alguma(s) vez(es) no passado, 7,2% afirmaram
ter relagdes extraconjugais raramente e 1,7%, frequentemente.
Conforme apresentado na Tabela 1, os homens foram mais infiéis
que as mulheres.

A Figura 1 mostra o uso de preservativo nas relacdes conjugais
e extraconjugais. Nas relagdes conjugais, apenas 19,8% utilizavam
preservativo em todas as relagdes sexuais, e nas extraconjugais
esse percentual subiu para 39,3%. O uso de preservativo teve asso-
ciagdo com a infidelidade.
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Tabela 1 — Caracteristicas sexuais e comportamentais dos professores universitarios.

Caracteristicas Total Homens n = 82 (%) Mulheres n =102 (%) p*
Situagdo conjugal
Solteiro 25 8(9.,8) 17 (16,7)
Casado 115 57 (69,5) 58 (56,9)
Mora com companheiro 27 10 (12,2) 17 (16,7) 0,3
Separado ou divorciado 14 7 (8,5) 7(6,9)
Outras 3 - 3(3,0)
Comportamento sexual (n = 177)
Heterossexual 168 72 (93,5) 96 (96,0)
Homossexual 6 3(3,9) 3(3,0) 0,5**
Bissexual 3 2(2,6) 1(1,0)
Praticas sexuais (n = 173)
Sexo vaginal 18 3(3,8) 15 (15,8)
Vaginal e oral 75 26 (33,3) 49 (51,5)
Vaginal e anal 3 2(2,6) 1(1,1) <0,001**
Oral e anal 2 - 2(2,2)
Todas 75 47 (60,3) 28 (29,4)
Parceiro sexual (n = 180)
Fixo 142 56 (69,1) 86 (86,9)
Casual 6 3(3,7) 3(3,0) 0,01
Ambos 32 22 (27,2) 10 (10,1)
Relagdo sexual por més (n = 179)
Nenhuma 8 - 8(8,1)
1-4 50 20 (24,7) 30 (30,3) 0.005**
5-8 72 42 (51,9) 30 (30,3) ’
>8 49 19 (23,4) 31(31,3)
Parceiros sexuais no ultimo ano (n =
0 e 6 2 (2,5) 4.(4,0)
1 150 63 (77,8) 87 (87,0) 013
2 16 9(11,1) 7(7,0) ’
3 ou mais 9 7(8,6) 2(2,0)
Parceiros sexuais na vida (n = 181)
1 30 2(2,5) 28 (28,0)
2-5 63 19 (23,5) 44 (44,0) <0,001**
6-10 27 13 (16,0) 14 (14,0)
> 10 61 47 (58,0) 14 (14,0)
Relagéo extraconjugal (n = 181)
SIITI 56 43 (53,1) 13 (13,0) <0,001
Nao 125 38 (46,9) 87 (87,0)

*qui-quadrado ou teste exato de Fisher.

** as variaveis foram reagrupadas em duas categorias para realizagao do teste de associagao.

Questionou-se sobre historia pregressa de sinais e sintomas
geniturinarios, e 46,2% ja apresentaram algum tipo de manifesta-
¢do clinica. Houve associag@o estatisticamente significativa entre
sintomas genitais e o género feminino (p < 0,001) — 18,3% entre
homens versus 68,6% entre mulheres; e entre sintomas genitais e
relagdo extraconjugal (p = 0,04). A Figura 2 apresenta os sinais
e sintomas mais frequentemente reportados. Entre os homens, as
manifestagdes genitais mais frequentes foram prurido (46,7%) e
dor (26,7%); entre as mulheres, as queixas mais relatadas foram
corrimento (77,1%) e prurido (68,6%).

Além disso, 17,4% dos entrevistados afirmaram jé ter apresen-
tado algum tipo de DST, nao havendo diferenga entre os géneros.
Houve associagao estatisticamente significativa entre maior frequén-
cia de relagdes sexuais mensais e ocorréncia de DST (p = 0,04). As
DST reportadas sdo apresentadas na Figura 3. Entre os homens,
as DST mais frequentemente reportadas foram gonorreia (42,8%)

e HPV ou condiloma (35,7%), enquanto nas mulheres foram HPV
ou condiloma (33,3%) e clamidia (22,2%).

Também se questionou sobre comportamentos e praticas que
possibilitem infeccdo por doengas de transmissibilidade parente-
ral, além da via sexual. Os dados relativos a essas informacgdes sdo
apresentados na Tabela 2. Dos 59,8% participantes que ja compar-
tilharam objetos de uso pessoal, como alicates de unha, ldmina de
barbear e escova dental, 25,5% compartilharam com o cdnjuge e
14,1%, com estranhos. As mulheres apresentaram maior percentual
de tatuagem ou piercing do que os homens, mas eles tiveram mais
acidentes com perfurocortante e procura por testagem anti-HIV.

Dos que ja realizaram teste anti-HIV, 98,5% tiveram o exame
com resultado ndo reagente e os demais desconheciam o resultado.
Houve associacdo entre género masculino e maior procura por tes-
tagem anti-HIV. Quando questionados a respeito do motivo de re-
alizar a triagem para HIV, 23,4% foram por acompanhamento pré-
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-natal, 22,6% apoés acidente com perfurocortante, 13,9% para
conhecer o status soroldgico por exposicdo de risco, 13,9%
realizaram anti-HIV para doagdo de sangue e os demais, por
outros motivos. Quanto a vacina para hepatite B, 71,4% dos
professores participantes do estudo receberam as trés doses de
imunizagao.

® Conjugal (n=182) = Extraconjugal (n=56)
63.2%
39,3% 42.9%
ﬁé 17,0% 17.8%
sim as vezes nao

p = 0,02.

Figura 1 — Uso de preservativo nas relagbes conjugais e extra-
conjugais.

64,7% 64,7%

17.6% 14.1%
. B o= -
| ] | |

secrecao  prurido  odor fétido dor lesao outros”

*QOutros: uretrite, manchas.
Alguns participantes reportaram mais de um sinal ou sintoma genital.

Figura 2 — Manifestacoes da esfera genital reportadas pelos profes-
sores universitarios.

34.4%
25,0%
16.6% 18.8%
12 5%
HPV ou gonofmeda  uretritelvaginite herpes genital outras®
condilcma

*Qutras: sifilis, candidiase, hepatite B.
Alguns participantes reportaram mais de uma DST.

Figura 3 — DST reportadas pelos professores universitarios.
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Tabela 2 — Caracteristicas e fatores de risco para aquisicao de
doengas por via venosa.

Homens  Mulheres
Fatores de Risco Total n =82 n =102 p*
(%) (%)
Compartilha objetos
pessoais (n = 182)
Sim 72 28 (38,4) 44 (44,0) 018
Nao 110 54 (65,9) 56 (56,0) ’
Transfusdo de
sangue (n = 182)
Sim 7 3(3,7) 4 (4,0) 0.6*
Nao 175 78 (96,3) 97 (96,0) ’
Tatuagem ou
piercing (n = 182)
Sim 21 4(4,9) 17(17,0)
- 0,009**
Nao 161 78 (95,1) 83 (83,0)
Acidente com
perfurocortante
(n=183)

7 M
S 5 (506)  16(157) oo,
N5o 126 40 (49,4) 86 (84,3)

*qui-quadrado.
**teste exato de Fisher.

DISCUSSAO

Os resultados do presente estudo sugerem que os professores
universitarios pesquisados apresentam a mesma vulnerabilidade
em relag@o a populagdo geral, apesar de possuir o conhecimento
técnico-cientifico a respeito da transmissibilidade e epidemiologia
das DST e do HIV. Além disso, ha risco adicional de infec¢ao por
doencas de transmissao por via venosa, pela insalubridade inerente
a profissdo.

As praticas sexuais de alto risco incluem o sexo anal e a re-
lagdo vaginal sem preservativos!!. Houve associagéo estatistica-
mente significativa entre pratica sexual anal e género (p < 0,001).
Os dados revelam que homens relataram mais a pratica de sexo
anal do que as mulheres (59,7% versus 30,5%). Esses dados sdo
compativeis com outros estudos ja realizados. Estudo realizado na
cidade de Pelotas, em 2002, mostrou prevaléncia de sexo anal 2,5
vezes maior em homens, quando comparados as mulheres'. Outro
trabalho relata percentual que varia de 6,7 a 25,9% para a pratica
de sexo anal por mulheres de diferentes populagdes,'! e ambos pre-
sumem que pessoas que praticaram sexo anal apresentaram maior
chance de ter sintomas de DST do que aquelas que ndo praticaram,
especialmente pelo sangramento que essa pratica pode ocasionar
e pela transferéncia de microrganismos do anus para a vagina'-'%.

Em relagdo ao numero de parceiros durante a vida, houve di-
ferenga estatisticamente significativa (p < 0,001) com o género,
j& que os homens tiveram maior numero de parceiros sexuais do
que as mulheres. Estudo similar, realizado por Silveira, em 2004,
revela que 72,8% dos individuos estudados referiram ter apenas
um parceiro nos Ultimos 3 meses, 7% tiveram dois ou mais parcei-
ros nos ultimos 3 meses e esta prevaléncia foi significativamen-
te maior nos homens (13,1%) do que nas mulheres (2,1%) (p <
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0,001)'2. Outro estudo brasileiro que comparou praticas sexuais de
homens e mulheres, em 1998 e 2005, afirmou que a propor¢ao de ho-
mens que referiu mais de um parceiro sexual foi aproximadamente
cinco vezes maior que a das mulheres nos dois periodos'.

Esse fato pode ser explicado por uma série de fatores culturais
que levam a maior promiscuidade masculina, como iniciagdo sexu-
al precoce, normalmente durante a fase de transi¢do entre crianga
e adulto, como forma de afirmar sua heterossexualidade', maior
namero de parceiras, algumas vezes multiplas e simultaneas', Al-
guns autores argumentam que a expressdo da sexualidade mascu-
lina € vista como mais intensa que a da mulher e também como
incontrolavel. Portanto, necessita de satisfacdo imediata, a custa de
manter a honra masculina, bem como a pratica de relagdo sexual
com profissionais do sexo, que constituem os principais fatores que
levam os homens a terem um maior niimero de parceiros durante a
vida e maior frequéncia de relagdes sexuais'’.

A frequéncia de relagdes extraconjugais foi de 31% entre os par-
ticipantes do presente estudo, sendo que apenas 37% afirmaram
usar preservativos durante relagdo sexual extraconjugal. Segundo
recente pesquisa do Ministério da Saude, que avaliou o comporta-
mento, as atitudes e praticas da populacdo brasileira, relacionadas
as DST e aids, cerca de 7,1 milhdes (16%) de homens e mulhe-
res (dos 43,9 milhdes que vivem com companheiros) admitiram
fazer sexo fora do casamento. Desses, 63% admitiram ndo usar
preservativos nas relagdes extraconjugais'®. Portanto, os resultados
encontrados demonstram que a populacdo em estudo apresentou
prevaléncia de relagdes extraconjugais maior do que a média na-
cional (31% versus 16%), e o percentual de ndo uso de preservativo
nessas relagdes foi igual. Além disso, o presente estudo verificou
que o género masculino teve associagdo com a ocorréncia de re-
lagdes extraconjugais (p < 0,001), assim como mostram os dados
da pesquisa nacional: os homens sdo mais infiéis que as mulheres:
21% (4,7 milhdes) versus 11% (1,8 milhdo)'s.

Alguns trabalhos evidenciaram que a fidelidade nos relacio-
namentos comumente ¢ exigida apenas pelas mulheres. Estudo
realizado com um grupo de motoristas de onibus da Cidade de
Sdo Paulo mostrou que, na opinido dessa amostra, a infidelidade
masculina ¢ tida como natural, uma vez que, segundo os moto-
ristas estudados, o homem tem mais necessidade de sexo do que
a mulher’. Ainda para esses autores, a fidelidade masculina pode
ser vista como algo que compromete a imagem de ser homem,
porque pode ser entendida como a perda do interesse sexual. Ja a
infidelidade feminina pode ser vista como um sinal da deficiéncia
do parceiro'?s,

Alguns estudos mostraram que o uso de preservativos mascu-
linos nas relagdes estaveis leva a uma situacdo de desconfianca
entre o casal, por funcionar como um elemento questionador de
fidelidade, sentimento importante, definidor e idealizador do ca-
samento'®!, Além disso, a literatura mostra que intervengdes com
o intuito de prevencdo contra DST/HIV tendem a ser menos efe-
tivas com parceiros fixos do que com ocasionais'®'>!”. Contudo, a
prevencdo mediante o uso de preservativos em todas as relagdes
sexuais ainda ¢ a medida mais eficaz e preconizada para o controle
da disseminagdo das doengas por via sexual'>'8, Sua utilizagdo re-
mete a necessaria mudanga na vida sexual dos individuos, ja que a
maioria ndo tem o habito de utiliza-10°".

Em 2008 havia, em todo o mundo, 33,4 milhdes de pessoas
portadoras de HIV. No mesmo ano, o nimero de novas infecgdes
girou em torno de 2,7 milhdes e 2 milhdes de obitos foram relacio-
nados a tal doenga®. No Brasil, de 1980 a junho de 2009, foram
identificados 544.846 novos casos de AIDS, sendo que no ano de
2008 a taxa de incidéncia foi de 18,2/100.000 habitantes, sendo
principalmente atribuida as relagdes sexuais sem preservativos?.
No presente estudo, apenas 19,8% dos entrevistados afirmaram uti-
lizar preservativos em todas as relagdes sexuais com parceiro fixo.
Segundo o estudo realizado no Brasil, entre 2005 e 2008 apenas
17,1% declararam usar preservativo de forma consistente em uniao
estavel'?. J4 o Ministério da Satde divulgou, em 2009, que 19,4%
das pessoas usaram preservativo em todas as relagdes sexuais, nos
ultimos 12 meses, com parceiros fixos'®.

Portanto, os resultados encontrados neste estudo sdo concor-
dantes com as pesquisas nacionais. Houve associagdo entre o uso
de preservativo nas relacdes extraconjugais, quando comparado as
relagdes conjugais (p = 0,02), ou seja, ha maior preocupagdo com
a transmiss@o de doengas por via sexual ou gravidez indesejada em
relagdes com parceiro casual, apesar de a prevaléncia de uso ainda
ser baixa (39,3%).

A relacdo entre uso de alcool antes ou durante o ato sexual na
populacdo geral ¢ comumente justificada pela crenga de que o con-
sumo desta substancia poderia favorecer um desempenho sexual
desejavel, diminuiria a ansiedade e inibi¢do, e consequentemente,
aumentaria o prazer. Todavia, a intoxicagao pelo alcool no contexto
supracitado favorece a diminui¢do na capacidade de discernir os
riscos associados a infec¢ao pelo HIV, o que dificulta a negociagao
e, consequentemente, o uso do preservativo, facilitando, assim, a
disseminag@o do virus HIV e de outras DST. Sabe-se que individu-
os alcoolizados t€ém mais chance de praticar sexo sem preservativo
do que individuos nfo alcoolizados®. A caracteristica do beber em
grande quantidade, episddico ou ndo, parece ser um diferencial no
engajamento de comportamento sexual de risco para infec¢do pelo
HIV. Pessoas que bebem muito tém mais chance de se envolverem
em comportamento sexual de risco do que pessoas que ndo apre-
sentam esse padrdo de consumo?.

No presente estudo houve associagdo estatisticamente signifi-
cativa entre o género masculino e o uso de alcool (p = 0,01) e
35,9% dos entrevistados afirmaram consumir alcool antes das re-
lagdes sexuais. Pesquisa realizada pelo Centro Brasileiro de Ana-
lise e Planejamento, no periodo entre 1997 e 1998, verificou que,
habitualmente, 14,1% dos entrevistados sexualmente ativos usa-
vam bebidas alcoodlicas antes das relagdes sexuais, percentual mais
elevado nos homens (20,3%), do que nas mulheres (7,2%)*. Dos
individuos que costumam tomar bebidas alcoodlicas antes de fazer
sexo, 13,8% ndo usam preservativos, ou seja, estdo expostos ao
risco de infecgdo pelo HIV®.

As DST sdo fatores essenciais a aquisi¢do e transmissdo do
HIV, assim como de outros virus também sexualmente trans-
missiveis, como a hepatite B (HBV) e o papilomavirus humano
(HPV)?*. No presente estudo, sinais e sintomas na esfera genital
foram reportados por 46,2% dos participantes, sendo as mulhe-
res mais suscetiveis que os homens (68,6% versus 18,3%). Os
dados sdo compativeis com a literatura, que apresentou preva-
1éncia similar®*.
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Entre os homens, os sintomas mais frequentemente reportados
foram prurido (46,75) e dor (26,7%). A alta prevaléncia de pru-
rido pelos entrevistados pode ser sugerida pela baixa taxa global
de homens circuncidados no Pais (25%)%, o que pode dificultar a
higiene adequada do pénis, acumulando secre¢o e urina, ¢ como
consequéncia, provocar a ocorréncia de prurido (coceira). A dor
pode estar associada a uretrite inespecifica ou outra causa fisiopa-
tologica. Portanto, apesar de sugestivos, os achados ndo podem ser
considerados como existéncia de DST.

Observou-se que as mulheres referiram mais corrimento do que
os homens (77,1%), possivelmente por alteragdes hormonais, fi-
siologicas e de flora vaginal'??*?, além de a maioria das DST que
provoca corrimento ser mais comumente assintomatica em homens
do que em mulheres'?. Também houve associac@o estatisticamente
significativa entre sintomas genitais e relagdo extraconjugal (p =
0,04), frequentemente mais presentes em pessoas com um maior
numero de parceiros'12%,

Houve associacdo estatisticamente significativa entre maior fre-
quéncia de relagdes sexuais mensais e a ocorréncia de DST (p =
0,04). Diversos estudos evidenciaram diferenga significativa quan-
to ao numero de parceiros e frequéncia de relagdes sexuais e maior
prevaléncia de DST'>%?7, A literatura mostra que, entre individuos
que referiram dois ou mais parceiros sexuais nos 12 meses ante-
riores a entrevista e os que referiram ter tido relagdes sexuais com
seis ou mais parceiros na vida, referiram maior ocorréncia de DST,
com prevaléncia de 33,0% entre as mulheres e de 23,8% para os
homens?. Apesar de as mulheres serem especialmente vulneraveis
as DST por caracteristicas biologicas como extensa superficie va-
ginal exposta ao sémen ¢ mucosa vaginal fridvel'!, no presente es-
tudo nao foi encontrada diferenca quanto ao género com relagdo a
historia pregressa de DST.

Simultaneamente ao surgimento da aids, foram sendo relatados
casos de profissionais de satde que adquiriram o HIV em conse-
quéncia de sua atividade profissional?®. O ambiente de trabalho
hospitalar tem sido considerado insalubre, por agrupar pacientes
portadores de diversas enfermidades infectocontagiosas e viabili-
zar muitos procedimentos que oferecem riscos de acidentes e doen-
¢as para os trabalhadores da saude®. Apesar de diferentes estudos
realizados concluirem que o risco de infec¢ao pelo HIV apos ex-
posi¢do percutinea por sangue infectado, ¢ menor que 1%’ e apds
exposi¢do de mucosas, de 0,09%, ou seja, um risco relativamente
baixo, os profissionais de saude estdo mais expostos ao risco de
adquirir, e por consequéncia, transmitir ndo somente o HIV como
outros agentes bioldgicos, devido a vulnerabilidade de sua ocupa-
¢do e, principalmente, se ndo forem realizados os cuidados pré e
pos-exposicao?®*. Como parte da populagdo em estudo, além de
docente, ¢ também profissional de saude, ha o risco de aquisicao
de doengas por via venosa, tais como os acidentes com material
biolégico contaminado.

Do total de entrevistados, 31% afirmaram histérico de acidente
com perfurocortante, havendo associagdo ao género masculino (p
< 0,001). Apesar de o presente estudo ndo ter identificado cada
participante de acordo com sua ocupag¢o, com o intuito de manter
0 anonimato, a associag@o entre acidentes perfurocortantes e o gé-
nero masculino pode estar ligada a maior prevaléncia de homens
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entre médicos com especialidade em cirurgia e cirurgides-dentistas
participantes do estudo. Estudo realizado no Distrito Federal evi-
denciou prevaléncia de acidentes com perfurocortantes semelhante
entre funcionarios de um hospital®'. Levando em consideragdo que
nem todos os profissionais que participaram do presente estudo re-
almente atuam de forma ativa em ambiente hospitalar, os dados sdo
compativeis com a literatura. Sorologia anti-HIV foi realizada por
74,4% dos professores universitarios, € os homens foram os que
mais se submeteram a triagem (82,9% versus 67,6% das mulheres,
p = 0,02). Apesar dos varios motivos para a realizagdo de triagem
sorologica do HIV, destaca-se que 13,9% dos entrevistados se sub-
meteram ao teste por exposi¢do ao risco de infec¢do, ndo por causa
acidental.

O virus da hepatite B, diferentemente do HIV e do virus hepatite
C, apresenta alta capacidade infectante (30 casos positivos em 100
acidentes)®?. Dos participantes da pesquisa, 71,4% possuiam todas
as doses da vacina contra hepatite B, taxa compativel com a encon-
trada na literatura®2.

Além do risco ocupacional, algumas praticas e comporta-
mentos podem deixar os individuos vulneraveis a infecgdo por
HIV e hepatites B ¢ C*. Foram evidenciados 3,8% de historia
pregressa de transfusdo sanguinea, 11,5% de tatuagem ou pier-
cing, e 59,8% compartilhavam objetos de uso pessoal e higiene,
sendo 14,1% com pessoas desconhecidas. Alguns fatores tive-
ram associagdo estatisticamente significante quanto ao género.
As mulheres apresentaram quatro vezes mais tatuagens ou pier-
cings (p = 0,009).

A dificuldade das pessoas relatarem experiéncias intimas foi
um desafio para a realizagdo deste estudo. Levando-se em con-
ta essa dificuldade, optou-se pela utilizacdo de um questionario
autoaplicado com questdes fechadas e urnas totalmente lacra-
das, como forma de manter o sigilo absoluto da identidade dos
participantes. O questionario também apresentou problemas de
preenchimento, como questdes mal respondidas ou deixadas em
branco. No presente estudo, essas perdas estiveram dentro do
aceitavel (2,7%). Além disso, ndo ha instrumento padronizado
¢ validado sobre essa abordagem, determinando que os autores
do presente estudo criassem o questionario com base em estudos
similares.

Outra limitagdo € o viés de memoria, que pode ocorrer quando
o desfecho ndo ¢ atual, como sintomas genitais ou DST e uso de
preservativo em todas as relagdes sexuais. Os resultados também
podem ter sido afetados pelo viés de informagdo do entrevistado.
Supde-se que mulheres subestimem mais o seu comportamento se-
xual, tanto com relag@o a pratica de sexo anal, como com relagdo
ao numero de parceiros e relagdes extraconjugais. Os homens, ao
contrario, poderiam superestimar as informagdes de comportamen-
to sexual em relagdo as praticas ja realizadas e nimero de parcei-
ras, porém a inseguranca em responder de forma positiva as rela-
¢des extraconjugais e ao uso de preservativos podem ter enviesado
a associacdo ao desfecho.

Apesar disso, o estudo destaca-se pela originalidade e pelo ine-
ditismo, por ndo haver outros estudos com a mesma populacdo e
que tenham investigado desfechos semelhantes na literatura atual,
realizada com a populagdo em geral.
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CONCLUSAO

A populag@o em estudo apresenta a mesma suscetibilidade em
relagdo a populagdo geral, apesar de possuir o conhecimento técni-
co-cientifico a respeito da transmissibilidade e epidemiologia das
DST e do HIV. Os fatores de risco associados a essa suscetibili-
dade sdo: baixa adesdo aos preservativos, principalmente durante
relagdes extraconjugais, praticas sexuais de risco, como sexo anal,
uso de alcool antes do coito, sexo com multiplos parceiros e alta
prevaléncia de acidentes com materiais perfurocortantes.

Conflito de interesses

Os autores declaram ndo haver nenhum tipo de conflito de inte-
resse no desenvolvimento do estudo.

Esse estudo ¢é resultado de um Trabalho de Conclusdo de Curso
apresentado ao Curso de Graduacdo em Medicina na Universidade
do Sul de Santa Catarina. Nao ha fontes de financiamento.
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CONHECIMENTOS E PRATICAS DOS ADOLESCENTES DA CAPITAL DE
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RESUMO

Introdugfo: a adolescéncia ¢ vista como uma fase da vida marcada por uma série de transformagoes fisicas e comportamentais, o que leva a determinada
situacdes de risco, dentre estas de doengas sexualmente transmissiveis, incluindo a sindrome da imunodeficiéncia adquirida (DST/aids). Objetivo: o
trabalho objetivou analisar o conhecimento, a percepgao e a ocorréncia quanto as DST/aids entre adolescentes de Cuiaba-MT. Métodos: estudo descritivo,
de corte transversal, com analise quantitativa, cuja populagdo foi composta por alunos do primeiro ano do ensino médio. Os dados foram processados pelo
Epilnfo com analise bivariada (p < 0,05). Resultados: embora os adolescentes saibam nomear varias DST, o uso do preservativo em todas as relagdes
sexuais foi relatado por apenas 60,0% dos meninos e 29,4% das meninas. Quanto as formas de transmissdo de DST/aids, o indice de acerto foi inferior a
20%. Como formas de prevencao, foram apontados o uso do preservativo e conhecer o parceiro. Foi relatada a ocorréncia de DST entre os meninos na idade
de 13 e 15 anos. As fontes de informagdo sobre DST/aids mais frequentes sdo os amigos, midia, mae e escola. Os adolescentes consideram alto o risco de
adquirir DST/aids, quando se trata de outras pessoas, porém, consideram o proprio risco pequeno. Concluséo: os resultados apontam para a necessidade
de prevengdo das DST/aids entre adolescentes, com estratégias especificas para essa clientela, a fim de que o adolescente nio seja simplesmente passivo na
construgdo do conhecimento, mas que possa falar de si proprio, trocar experiéncia e receber informagdes de forma dindmica e participativa.
Palavras-chave: adolescente, comportamento do adolescente, doengas sexualmente transmissiveis (DST), satide do adolescente, sexualidade,
vulnerabilidade

ABSTRACT

Introduction: adolescence is seen as a phase of life which is marked by a series of physical and behavioral changes, which leads to certain situations of
risk, among them the Sexually Transmitted Diseases (STD/aids). Objective: the study aimed at analyzing the knowledge, the perception and the occurrence
in relation to STD/aids among adolescents of Cuiaba-MT. Methods: it is a descriptive, cross-sectional study, with quantitative analysis, composed by first
year high school students. The data were processed by the Epilnfo with bivariate analysis (p < 0,05). Results: although the adolescents know how to name
several STDs, the condom use in all intercourses was reported only by 60,0% of the boys and 29,4% of the gitls. In relation to the ways of transmission
of STD/aids, the index of correct answers was inferior to 20%. As a way of prevention, the use of condom and knowing the partner were mentioned.
The occurrence of STD among the 13 to 15 year old boys was reported. The most frequent source of information about STD/aids are the friends, media,
mother and school. Adolescents consider the high risk of acquiring STD/aids when it comes to other people, however, they consider their own risk small.
Conclusion: the results point to the need for prevention against STD/aids among adolescents, with specific strategies for this clientele, so that the adolescent
is not simply passive in the building of knowledge, but that can speak about himself, exchange experience and receive information in a dynamic and

participative way.

Keywords: adolescent, adolescent behavior, sexually transmitted diseases (STD), adolescent health, sexuality, vulnerability

INTRODUCAO

A adolescéncia ¢ vista como uma fase da vida marcada por
uma série de transformacdes fisicas e comportamentais, influen-
ciadas por fatores socioculturais e familiares'. Na adolescéncia,
a vivéncia da sexualidade torna-se mais evidente e muitas vezes
manifesta-se através de praticas sexuais desprotegidas, podendo
se tornar um problema devido a falta de informacao, de comuni-
cacdo entre familiares, dos mitos e tabus, ou mesmo pelo fato de
ter medo de assumi-la?. Desta forma, a procura e a curiosidade
por novas experiéncias ¢ a falta de orientagdes sobre as mudangas
pelas quais estdo passando deixam os adolescentes vulneraveis a
situa¢des de risco, dentre estas a das doengas sexualmente trans-
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missiveis, incluindo a sindrome da imunodeficiéncia adquirida
(DST/aids)’.

De acordo com o relatério da Joint United Nations Program
on HIV/Aids (UNAIDS)*, estima-se que até o ano de 2008 havia
33,4 milhdes de pessoas vivendo com HIV no mundo, e destas,
430.000 eram adolescentes*. Segundo o Boletim Epidemiologi-
co de 2007, do Ministério da Saude®, foram identificados 54.965
casos de aids, de 2006 a 2007, sendo 10.337 entre jovens de 13 e
19 anos. De acordo com 0 DATASUSG6, no ano de 2007 a taxa de
incidéncia da aids no Brasil foi de 17,79, e entre os adolescentes
esta incidéncia foi de 2,40. Em Mato Grosso, este indice era de
19,41, sendo que entre os jovens de 13 a 19 anos essa taxa cor-
respondia a 2,54°.

Muitos autores apontam que a alta incidéncia de DST/aids na
adolescéncia decorre do comportamento de risco, como exemplo,
as relagdes sexuais desprotegidas’®. Diante deste contexto, torna-
-se relevante compreender a percepcdo que o proprio adolescente
tem sobre as DST/aids, bem como o comportamento que adota
em relagdo a prevencao.

OBJETIVO

Analisar o conhecimento, a percepgao e a ocorréncia quanto as
DST/aids entre adolescentes.

DOI: 10.5533/2177-8264-201022406
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METODOS

Trata-se de um estudo de corte transversal, com analise quantita-
tiva, cuja populagao de estudo foi composta por alunos do primeiro
ano do ensino médio. O estudo foi desenvolvido em cinco escolas
estaduais do municipio de Cuiaba-MT, previamente selecionadas
em conjunto com a Secretaria de Estado de Educagdo — SEDUC, de
forma aleatdria, totalizando 22 turmas e 501 alunos, € os critérios
de inclusdo foram concordar em participar da pesquisa e ter idade
entre 10 e 19 anos, conforme a Organizacdo Mundial da Saude
define como limite etario da adolescéncia. Para a coleta dos dados
foi utilizado um questionario composto por oito questdes, sendo
seis fechadas e duas abertas, aplicado a populagéo de estudo pelos
proprios pesquisadores, auxiliados por uma equipe de voluntarios.

O estudo adotou as seguintes categorias de analise: quais DST
os adolescentes conhecem, se ha preocupag@o ou ndo com a pos-
sibilidade de adquirirem DST, formas de transmissdo e prevengao
que os adolescentes conhecem, se ja contrairam alguma DST, a
fonte de informagao que utilizam para esclarecer duvidas sobre o
tema, qual o risco de uma pessoa que ndo se previne em adquirir
uma DST, e como os adolescentes classificam o seu proprio risco
de contrair uma DST.

Os dados foram processados pelo programa Epilnfo — versao
3.5.1, utilizando-se para analise frequéncia absoluta, relativa e
algumas analises bivariadas, em que se considerou o valor de p
<0,05.

Os adolescentes participaram da pesquisa de forma voluntéria,
apos assinarem o Termo de Consentimento Livre e Esclarecido,
sendo-lhes assegurado o sigilo absoluto das informagdes, assim
como a privacidade e o anonimato.

A pesquisa foi aprovada pelo Comité de Etica em Pesquisa do
Hospital Universitario Jalio Muller, da Universidade Federal de
Mato Grosso — sob o protocolo numero 613/CEP — HUJM /09,
cumprindo desta forma as normas da Resolug@o no 196, de 10 de
outubro de 1996. O estudo foi autorizado pela Secretaria de Estado
de Educacdo — SEDUC, bem como pelas diretorias das respectivas
escolas.

RESULTADOS

Foram estudados 499 adolescentes, dos quais 309 (61,9%) eram
meninas e 190 (38%), meninos. As doengas sexualmente transmis-
siveis mais conhecidas pelos adolescentes foram a aids, HIV, sifilis,
gonorreia, HPV e herpes genital. Poucos adolescentes apontaram
cancro mole, corrimento, hepatite, candidiase, cancer e hanseniase.

De acordo com a Tabela 1, grande parte dos meninos (60,0%)
referiu usar preservativo em todas as relagdes sexuais, em decor-
réncia da preocupagdo com a aids. Entre as meninas, 57,6% afirma-
ram ainda ndo ter vida sexual ativa e 29,5% afirmaram usar preser-
vativo sempre. Importante destacar, embora com baixa frequéncia,
a presenca de adolescentes que ndo se preocupam com a transmis-
sdo da aids por s¢ terem relagdes sexuais com pessoas conhecidas
e, ainda, os que ndo se preocupam porque acham que nunca vao
contrair o virus.

A Tabela 2 demonstra o conhecimento dos adolescentes quanto
as formas de transmissdo das DST/aids. Foram oferecidas nesta
questdo varias alternativas (abrago, vaso sanitario, toalha, transar

Tabela 1 — Distribui¢do dos adolescentes segundo sexo ¢ a atitude
em relagdo a aids. Cuiaba, 2010.

Atitude dos Sexo
Adolescentes em Masculino Feminino Total
Relagio a Ai

elacao a Aids N % n % n %

N&o se preocupa
porque so tem
relagdes com
pessoas conhecidas

16 8,5 19 6,1 35 7,0

Usa preservativo

114 60,0 91 29,5 205 41,0
sempre

N&o se preocupa
porque acha que
nunca vai acontecer
consigo

Acha que ha muito
exagero em relagéo 3 1,6 1 0,3 4 0,8
ao contagio

Ainda nao possui

. . 30 15,8 178 57,6 208 41,7
vida sexual ativa

Em branco 23 12,1 13 4,2 36 7,2

Respostas nulas 1 0,5 3 1,0 4 0,8

Total 190 100,0 309 100,0 499 100,0
p =0,0000.

Tabela 2 — Distribuigdo dos adolescentes segundo sexo e quanto as
formas de transmissdo das DST/aids. Cuiaba, 2010.

Percentual de

Sexo

Acertos quanto

a Forma de Masculino Feminino Total
Transmissao

das DST/Aids n % n % n %
0% acerto 7 3,7 20 6,5 27 54
20% acerto 87 45,8 117 37,9 204 40,9
40% acerto 20 10,5 41 13,3 61 12,2
60% acerto 15 7,8 49 15,9 64 12,8
80% acerto 30 15,8 43 14,0 73 14,6
100% acerto 11 5,8 12 3,9 23 4,6
Em branco 19 10,0 23 7,4 42 8,4
Respostas nulas 1 0,5 4 1,3 5 1,0
Total 190 100,0 309 100,0 499 100,0
p =0,0591.

com camisinha, transfusdo de sangue, beijo, transar sem camisi-
nha, sexo oral sem protecdo, sexo anal sem prote¢do, sexo vaginal
sem prote¢do, compartilhar seringa e agulha para injetar droga).
Foi considerado 100,0% de acerto quando o adolescente assinalou
todas as formas de transmissdo das DST/aids constantes na ques-
tao (transar sem camisinha, sexo oral sem prote¢do, sexo anal sem
prote¢do, sexo vaginal sem prote¢do, compartilhar seringa e agulha
para injetar droga). Entre os meninos, a maior propor¢do de ado-
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lescentes (45,8%) foi a que teve acerto de 20%. O mesmo ocorreu
entre as meninas, em que a maior frequéncia (37,9%) se deu entre
as que obtiveram 20% de acerto. Destaca-se que apenas 5,8% dos
meninos e 3,9% das meninas tiveram 100% de acerto.

Entre os métodos para prevenir DST/aids, a grande maioria
dos adolescentes respondeu ser o preservativo. Outros poucos
destacaram como prevencdo conhecer o seu parceiro e saber se
ele ¢ confiavel; utilizar anticoncepcional; ndo ter vida sexual ati-
va; usar preservativo se a pessoa tiver aids; pedir para o parceiro
fazer exame e, se ndo apontar nenhuma DST/aids, pode-se ter
relagdo sexual com o parceiro; ndo beijar alguém desconhecido
quando estiver com alguma ferida na boca. Poucos adolescentes
deixaram em branco ou disseram nao saber qual o método para
prevenir as DST/aids.

A Tabela 3 permite analisar a ocorréncia de DST entre os ado-
lescentes do sexo masculino, conforme a idade. Grande parte dos
meninos (86,1%) relatou nao ter adquirido DST até o presente mo-
mento. Entretanto, chama a atengdo o relato de DST na faixa etéria
de 13 e 15 anos.

A Tabela 4 permite observar onde os adolescentes buscam
informagdo sobre sexo, DST e aids. Entre os meninos, as fontes
de informagdo mais frequentes sdo os amigos (15,8%), televi-
sdo (10,0%) e mae (9,5%). Entre as meninas, predomina a mae
(27,2%), os amigos (12,3%) e a escola (11,7%).

Quando questionados sobre qual seria o risco de uma pessoa
que ndo se previne adquirir DST ou aids, 69,5% dos meninos,
responderam que este risco ¢ grande, sendo que para as meninas
também prevalece a mesma opinido (87,6%). Para 11,6% dos ga-
rotos e 4,9% das garotas o risco de uma pessoa que ndo se previne
adquirir DST ou aids é médio. Consideraram este risco pequeno
3,2% dos meninos e 1,0% das meninas. Deixaram a questdo em
branco 15,8% dos meninos € 6,5% meninas.

Tabela 3 — Distribui¢do dos adolescentes do sexo masculino, se-
gundo a idade e a ocorréncia de alguma doenga sexualmente trans-
missivel. Cuiaba, 2010.

Ocorréncia de DST no Sexo Masculino

Tabela 4 — Distribuicdo dos adolescentes segundo sexo e a fon-
te de informagdo para esclarecer duvidas sobre sexo, DST e aids.
Cuiaba, 2010.

Fonte de Sexo
::::;nggig’ Masculino Feminino Total
DST e Aids n % n % n %
Amigo 30 15,8 38 12,3 68 13,6
Mae 18 9,5 84 27,2 102 20,4
Revistal/livro 9 4,7 12 3,9 21 4,2
Pai 13 6,8 2 0,6 15 3,0
Televisao 19 10,0 10 3,2 29 5,8
Escola 16 8,4 36 11,7 52 10,4
Nenhuma (fonte) 16 8,4 22 7.1 38 7,6
Outros 51 26,8 86 27,8 137 27,5
Em branco 18 9,5 15 4,9 33 6,6
Respostas nulas - - 4 1,3 4 0,8
Total 190 100,0 309 100,0 499 100,0
p = 0,0000.

Quase a totalidade das meninas (93,7%) informou néo ter ad-
quirido DST/aids até o momento da pesquisa. Apenas 6,3% dei-
xaram a questdo em branco. A Tabela 5 mostra que metade dos
meninos (50,5%) e das meninas (51,5%) considerou pequeno o seu
proprio risco de adquirir uma DST ou aids.

DISCUSSAO

No presente estudo, percebemos que grande parte dos adoles-
centes conhecia, ao menos, uma DST, o que coincide com estu-
do realizado em 2009°, na regido de Santo Eduardo, da Estincia
Turistica de Embu, Sdo Paulo, onde os adolescentes declararam
conhecer a gonorreia (73% do sexo feminino/33% do sexo mascu-
lino), a sifilis (69% de ambos os sexos), o herpes genital (68% fe-
minino/62% masculino), o cancro mole (26% feminino/22% mas-
culino), a candidiase (15% feminino/9% masculino), o condiloma
acuminado (9% feminino/12% masculino), a tricomoniase (7%

dade Sim Nao Em Total
Branco
n % n % n % n % T .
> > > > Tabela 5 — Distribuicdo dos adolescentes segundo sexo e seu pro-
11 anos - - 11000 - - 11000 prio risco de adquirir uma DST ou aids. Cuiaba, 2010.
13 1 50,0 1 50,0 - - 2 100,0 ., L
anes Risco Préprio Sexo
14 anos - - 7810 4 190 21 1000 gfn:%q;.;_rgu Masculino Feminino Total
15 anos 2 26 66 8,7 9 M7 77 1000 Aids n % n % n %
16anos - - 50 893 6 107 56 1000 Grande 23 121 64 207 87 174
17 - - 1 2 4 174 2 1
anos o 826 4 281000 Médio 2 16 10 32 32 64
18 anos - - 2 100,0 - - 2 100,0
Pequeno 96 50,5 159 51,5 255 51,1
19 anos - - 5 1000 - - 5 100,0
Em branco 49 25,8 73 236 122 244
Sem idade 3 100.0
identificada - - - - - ’ Respostas nulas - - 3 1,0 3 0,6
Total 3 1,6 161 86,1 23 12,3 190 100,0 Total 190 100,0 309 100,0 499 100,0
p=0,0016. p = 0,0004.
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feminino/9% masculino) e o linfogranuloma venéreo (2% femini-
no/1% masculino). Entretanto, apesar de os adolescentes saberem
citar algumas doengas sexualmente transmissiveis, isto ndo signi-
fica que eles saibam se proteger do contagio'®. Mais importante
do que saber nominar as DST seria conscientizar os adolescentes
sobre as formas efetivas de prevengao!'’.

Neste estudo, grande parte dos meninos e das meninas respon-
deu utilizar sempre o preservativo durante as relagdes sexuais para
se prevenir da aids. Porém, alguns autores'? afirmam que, apesar
de os adolescentes conhecerem os métodos para prevenir as DST/
aids, o que se observa, no entanto, ¢ a relatividade do uso do pre-
servativo, uma vez que o seu uso ¢ abandonado quando se conhece
o(a) parceiro(a), se tem um(a) s6 parceiro(a) e se confia nele(a).
Neste sentido, os resultados da presente casuistica reforgam a preo-
cupagdo das autoras, uma vez que alguns dos adolescentes pesqui-
sados ndo se preocupam com a transmissao da aids, por so terem
relagdes sexuais com pessoas conhecidas. Esta constatacdo alerta
para a necessidade urgente de desmitificar os tabus e inverdades
relativos a transmissdo das DST/aids'!.

Outro aspecto a ser considerado ¢ que o conhecimento dos jo-
vens quanto as formas de transmissdo das DST e aids é pequeno,
tendo em vista a baixa porcentagem de acerto na presente pesquisa,
o0 que coincide com estudo realizado com 920 adolescentes, na re-
gido de Santo Eduardo, da Estancia Turistica de Embu, Sdo Paulo,
entre 2004 ¢ 2005, em que se verificou que as vias de transmis-
sdo das DST que os adolescentes mais conheciam eram as sexu-
ais (sexo vaginal, anal e oral) e que uma grande parcela, 45% das
meninas ¢ 50,4% dos meninos, ndo conhecia nenhuma forma de
contagio das DST".

Estes resultados chamam a ateng@o para a consequente vulne-
rabilidade a que os adolescentes estdo expostos10, pois ndo saber
reconhecer as formas de transmissdo estd intimamente relacionado
com sua conduta de prevengao.

Apesar do pouco conhecimento quanto as formas de transmis-
sdo das DST/aids, a maioria dos adolescentes pesquisados citou
0 preservativo como o principal método para a prevengdo, resul-
tado semelhante a outro estudo, realizado no periodo de 2003 a
2005, em Sao Paulo’, em que 92% do sexo feminino e 78% do sexo
masculino apontaram o uso de preservativo masculino em todas
as relagdes como melhor maneira de prevengao contra DST; 86%
feminino/57% masculino referiram que outra forma de prevengéo
¢ a de consultar um médico regularmente; 76% das meninas € 53%
dos meninos relataram a importancia do ato de certificar-se que o
parceiro nao possua DST.

Desta forma, pode-se dizer que os jovens conhecem o preserva-
tivo como método de prevengdo e fazem uso deste®!*!”; Porém, um
fator que leva ao abandono do preservativo € o seu relacionamento
com um(a) parceiro(a) fixo(a), o que determinados autores'® sinali-
zam como um comportamento complexo, que envolve néo apenas
aspectos sexuais, como também aspectos afetivos.

No Brasil ndo ha informagdes precisas sobre a prevaléncia de
DST entre adolescentes e o numero de casos notificados ainda esta
bem abaixo das estimativas, talvez porque somente a aids e a sifi-
lis sejam de notificagdo compulséria, e cerca de 70% das pessoas
com DST busquem tratamento em farmacias'®. Apesar de quase a
totalidade das meninas pesquisadas responderem nao ter contraido

nenhuma DST/aids até o momento, as estatisticas apontam que a
incidéncia da aids vem crescendo na faixa etaria de 13 a 19 anos,
principalmente no sexo feminino®.

A ocorréncia de DST, verificada entre os meninos de 13 e
15 anos de idade, reforca o inicio da vida sexual cada vez mais
cedo!!?122) ¢ fatores como a imaturidade, a falta de informagdes
sobre DST/aids e a despreocupacdo com uma gravidez precoce
levam o adolescente a um comportamento de risco, em que a
prevencdo assume pouca ou nenhuma importancia?*?*. O inicio
precoce da vida sexual pode ser considerado um agravante para
o comportamento de risco frente as DST/aids?’. Os adolescentes
brasileiros estdo cada vez mais vulneraveis a infec¢do pelo HIV/
aids, devido, dentre outros fatores, ao elevado numero de ocor-
réncias de gravidez na adolescéncia, ao aumento das DST ¢ a
intensificacdo do consumo de drogas entre esses jovens?.

Coincidente com a presente investigagdo, estudo realizado em
Rio Branco-Acre, com escolares do 2¢ grau®?, também verificou
que as pessoas com quem os adolescentes mais conversam sobre
DST/aids sdo os amigos (69,7%), seguidos pelos pais (35,7%),
namorado/a (23,8%), professor (13,0%) e profissionais de satude
(7,1%).

Outros estudos®!® ainda apontam outras fontes de informagdo
sobre o tema, quando se trata de adolescentes, entre a escola, a
televisd@o, os folhetos, a familia, jornais e revistas. Esses dados
mostram a importancia que os amigos, familiares e a escola,
entre outros meios de comunicagao, assumem diante da sexua-
lidade. Entretanto, ¢ preciso destacar que as informagdes sobre
formas de transmissdo e prevengdo das DST/aids, por si s0, ndo
sdo suficientes para a ado¢do de comportamentos seguros’?.
Torna-se fundamental proporcionar espacos de discussdo entre
os jovens, em que a troca de experiéncias e a reflexdo possa
realmente levar a mudangas de comportamento. Neste cenario,
destacam-se as oficinas de preveng¢ao, desenvolvidas atualmen-
te com grande impacto para a prevengdo. Em trabalho realizado
por outros autores>'?, cujo foco sdo as oficinas de prevengdo
para adolescentes, é comprovada a importancia destas oficinas,
uma vez que as mesmas proporcionam um espago de reflexdo
e conhecimento compartilhado entre os adolescentes, além de
possibilitar uma melhor interagdo entre os profissionais dos ser-
Vigos € 0s jovens.

Quanto ao risco de adquirir uma DST/aids, o presente estudo
coincide com o realizado por outros autores'?, em que 86,4%
das meninas e 85,7% dos meninos consideraram que o risco de
o jovem adquirir aids € grande, enquanto mais de 60,0% de am-
bos os sexos consideram seu proprio risco pequeno. Sabe-se que
os adolescentes constroem suas proprias defini¢des de risco de
transmissdo das DST/aids baseando-se em sua posi¢do social,
identidade pessoal, tipo de relagdo na qual estdo envolvidos e
nas informagdes que recebem em relagdo ao evento®. Levando
em consideracdo que a taxa de incidéncia das DST/aids entre os
jovens ¢é crescente®, percebemos que grande parte dos adoles-
centes ndo esta consciente quanto aos riscos a que estao expos-
tos durante as relagdes sexuais, talvez em decorréncia do nivel
de compreensao sobre este assunto ser bastante superficial. Ou-
tro fator a ser considerado neste aspecto ¢ que a ideia de “grupos
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de risco”, determinada no inicio da descoberta da aids, acaba
criando mecanismos de negacdo e de projecao dos riscos para
os “outros™?.

Diante do pouco conhecimento dos adolescentes em relagdo
as DST/aids e, ainda, da percep¢do de baixo risco proprio em
adquiri-las, verificada na presente casuistica, acreditamos que
medidas que promovam a prevencdo dos adolescentes sdo de
fundamental importancia, envolvendo estratégias de educagdo
que visem ndo s6 os adolescentes, mas também sua familia e o
contexto social no qual estdo inseridos.

A familia assume um papel importante na vida sexual dos ado-
lescentes, a fim de que estes possam vivé-la de forma saudavel.
No entanto, a familia precisa estar preparada para orienta-los
quanto aos seus anseios e suas duvidas. Neste sentido, a produ-
¢a0 de material de apoio (manuais e cartilhas especificas) dis-
ponibilizado gratuitamente, bem como a discussdo do tema nos
diferentes segmentos sociais podem auxiliar as familias nesta di-
ficil tarefa, na possibilidade de torna-las a principal rede de apoio
dos adolescentes quando se trata de sexualidade e prevengao.

Destaca-se também a necessidade de adequar as informagdes
e campanhas de prevencao para os adolescentes, pois as informa-
¢des veiculadas pelos meios de comunicagdo, geralmente dirigi-
das a um publico adulto, fazem com que os jovens ndo compre-
endam o que esta sendo informado, o que leva a construgdo de
conceitos erroneos e fantasiosos sobre o tema em questao.

Diante da necessidade da prevencdo entre adolescentes em
relagdo as DST/aids, sugere-se que se desenvolvam politicas e
campanhas no proprio espaco de convivéncia destes jovens, ul-
trapassando os muros dos servigos de saude, onde o adolescente
dificilmente se encontra, ¢ levando agdes de prevengéo a escola
e a diversos espacgos, garantindo uma orientag@o sexual em que o
adolescente ndo seja simplesmente passivo na constru¢do do co-
nhecimento, mas que possa falar de si proprio, trocar experiéncia
e receber informacdes de forma dindmica e participativa.

Esperamos que o estudo, ao identificar as percepcdes dos
adolescentes em relagdo as DST/aids, possa contribuir para a
compreensdo do fendmeno neste grupo, servindo como ponto
de partida para estratégias e agdes especificas. Sugere-se, ainda,
a realizacdo de outros estudos, com diferentes abordagens, que
possam complementar as lacunas de conhecimento na area.

CONCLUSAO

As doencas sexualmente transmissiveis mais conhecidas pelos
adolescentes do presente estudo foram aids, HIV, sifilis, gonorreia,
HPV e herpes genital. E quanto a ocorréncia dessas infecgdes,
grande parte dos meninos e das meninas relatou néo ter adquirido
DST até o momento da realiza¢ao do questionario.

Grande parte dos meninos referiu usar preservativo em todas
as relagdes sexuais, em decorréncia da preocupagdo com a aids. E
entre os métodos para prevenc¢do, a maior parte dos adolescentes
respondeu ser o preservativo. A fonte para busca por informagao
sobre sexo, DST e aids para os meninos foram os amigos, seguidos
da televisdo, e para as meninas foi a mae, seguida dos amigos.

Em relag@o ao risco de uma pessoa que ndo se previne adquirir
DST ou aids, grande parte dos meninos e das meninas respondeu
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que o risco era grande. Porém, quando se considerou o proprio ris-
co desses adolescentes em adquirir DST/aids, metade dos meninos
e das meninas considerou baixo seu proprio risco.
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ARTIGO ARTICLE

PREVALENCIA DE CONDILOMA ACUMINADO NO Municipio DE CAMPO
GRANDE — MATO GROSSO DO SUL, NO PERiODO DE 2006 A 2009

PREVALENCE OF GENITAL WARTS IN CAMPO GRANDE — MAT0 GROSSO DO SUL

IN THE PERIOD 2006 TO 2009

Tassiana E Simao', Estévao B Cruz’, Thalita E Simao’

RESUMO

O presente estudo visa estimar a prevaléncia de lesdes condilomatosas causadas pela infec¢do por papilomavirus humano (HPV), no municipio de Campo
Grande — Mato Grosso do Sul, no periodo de 2006 a 2009. Foi um estudo transversal de prevaléncia, realizado através de levantamento de dados fornecidos
pelo Sistema Nacional de Agravos Notificaveis (SINAN), do municipio de Campo Grande, no periodo de 2006 a 2009, apds solicitag@o protocolada. Foram
notificados 961 casos de lesdes condilomatosas, havendo maior prevaléncia no sexo masculino; em 2008 houve o maior numero de notificagdes. Em 2009
ocorreu 0 maior niimero de casos em pacientes menores de 10 anos. A grande maioria foi diagnosticada com menos de 3 meses de evolugdo. Foi observada
elevagao crescente da infecg¢@o ao longo do periodo estudado, com énfase para os casos novos em criangas com menos de 10 anos, o que infere aumento da
incidéncia em pacientes gestantes, repercutindo em um maior indice de transmissdo vertical. Também ¢ notorio o salto observado no niimero de casos na
transic¢@o entre a pré-adolescéncia e a adolescéncia, inferindo o inicio da atividade sexual precoce destas pacientes.

Palavras-chave: condiloma acuminado, prevaléncia, HPV, DST

ABSTRACT

This study aims to estimate the prevalence of condyloma lesions caused by infection with human papillomavirus (HPV), in Campo Grande — Mato Grosso
do Sul in the period 2006 to 2009. It was a cross-sectional study of prevalence conducted through a survey of data provided by the National Notifiable
Diseases (SINAN) of Campo Grande in the period 2006 to 2009, after request filed. Were reported 961 cases of condyloma lesions, with prevalence among
males; in 2008 was higher numbers of notifications. In 2009 occurred the greatest number of cases in patients younger than 10 years. The vast majority were
diagnosed under 3 months. Was observed growing areas of infection throughout the period studied, with emphasis on new cases in children younger than 10
years, which implies increased incidence in pregnant patients resulting in higher rate of vertical transmission, and is also notorious jump observed in the

number of cases in the transition from pre-adolescence and adolescence, inferring the onset of early sexual activity of these patients.

Keywords: genital wart, prevalence, HPV, STD

INTRODUCAO

O papilomavirus humano (HPV) é um virus de DNA, membro
da familia Papilomaviridae, capaz de infectar células do epitélio
basal da pele ou dos tecidos, sendo categorizado como cutineo ou
mucoso®. Os cutineos sdo epidermotropicos e infectam principal-
mente a pele das méos e dos pés, e manifestam-se formando as ver-
rugas. O tipo mucoso infecta o revestimento da boca, a garganta,
o trato respiratorio ou o epitélio anogenital, e manifesta-se através
do condiloma acuminado. A maior parte das infec¢des por HPV é
benigna e desaparece espontaneamente dentro de 1 a 5 anos®.

As primeiras observagdes associando as lesdes verrucosas a um
agente infeccioso ocorreram na década de 1920*. Em 1933, Shope
e Hurst identificaram os primeiros papilomavirus (PV) nas lesoes
verrucosas de coelhos, confirmando a suspeita da etiologia infec-
ciosa dessas lesdes. Mais de 100 tipos de papilomavirus ja foram
descritos e distinguem-se entre si na sequéncia do DNA'.

Em 2003, Munoz et al.’® classificaram os virus como de alto e
baixo risco, conforme o risco epidemiologico. Os de baixo risco
sdo geralmente encontrados em condilomas vulvogenitais, que sdo

I Médica da Universidade para o Desenvolvimento do Estado e da Regido
do Pantanal.

2 Académico de medicina da Universidade para o Desenvolvimento do
Estado e da Regido do Pantanal.

3 Académica de medicina da Universidade do Oeste Paulista.
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o foco de nosso estudo, e os de alto risco sdo associados ao cancer
cervical. Foram classificados 15 subtipos virais de alto risco, entre
eles estdo os tipos: 16, 18, 31, 33, 35, 39, 45, 51, 52, 56 ¢ 58, sendo
que os tipos 26, 53 ¢ 66 poderiam também ser considerados de
provavel alto risco. Os tipos de baixo risco sdo: 6, 11, 40, 42, 43,
44,54, 61, 70,72 ¢ 81 — ¢ os tipos 34, 57 ¢ 83 foram considerados
de risco indeterminado. A relagdo entre o cancer cervical e o HPV
¢ bem estabelecida. Os principais subtipos virais relacionados aos
carcinomas sdo o 16 e o 18. Em relag¢do aos condilomas, os subti-
pos mais prevalentes sio 0 6 e o 11°.

A infec¢do por HPV pode acometer jovens no inicio da ativi-
dade sexual, constituindo-se um fenémeno transitorio em cerca de
80% dos casos. Mas uma pequena fragdo de mulheres apresenta
persisténcia da infec¢do, provavelmente por falha de mecanismos
imunoldgicos, o que pode provocar alteragdo no epitélio cervical e
transformacdo maligna®.

Cerca de 40 tipos de HPV acometem o trato genital pelo contato
sexual e atualmente tem sido a infec¢do sexualmente transmissi-
vel mais frequente no mundo’. A varia¢do de prevaléncia nas di-
ferentes populagdes ¢ ampla (oscilando entre 1,4 e 25,6%), assim
como a variac¢do dos tipos virais®. O nimero de parceiros sexuais
durante a vida destaca-se como um dos mais importantes fatores
de risco, além das praticas sexuais e a diferenga entre as idades do
casal, com elevagdo do risco quanto maior a idade do parceiro’.

Ainda ndo esta totalmente elucidado como o avancgar da idade
influencia na prevaléncia do HPV nas distintas popula¢des do mun-
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do'’. Uma das explica¢des seria em relagdo ao comportamento de
risco, mas alguns estudos relatam quedas de infec¢do mesmo em
mulheres que mantém continua e intensa atividade sexual, sugerin-
do maior relagdo com a imunidade especifica a infec¢ao'.

Devido a sua grande prevaléncia e a relagdo direta com o carci-
noma cervical, o rastreamento da infecg¢@o deve ser realizado apds
inicio da atividade sexual feminina. O condiloma esta frequente-
mente associado ao HPV de baixo potencial oncogénico, e esta le-
sdo pode-se apresentar como papulas vegetantes, roseas, ocorrendo
na mucosa da glande, vulva, do anus e da vagina!'.

OBJETIVO

O objetivo do presente estudo foi estimar a prevaléncia de le-
soes condilomatosas causadas pela infec¢ao por HPV na populacao
do municipio de Campo Grande — Mato Grosso do Sul, no periodo
de janeiro de 2006 a dezembro de 2009. Assim sendo, buscou-se
delinear o perfil epidemioldgico desta infecgdo na regido, correla-
cionando os dados referentes a sexo, idade e escolaridade da popu-
lagdo estudada.

METODOS

Estudo transversal de prevaléncia, realizado através de levan-
tamento de dados fornecido pelo Sistema Nacional de Agravos
Notificaveis (SINAN) do municipio de Campo Grande — MS, no
periodo de janeiro de 2006 a dezembro de 2009, apds solicitagdo
protocolada.

Foram avaliadas as variaveis: idade (estratificada de 5 em 5
anos a partir do 0), sexo, raga, escolaridade e tempo de inicio dos
sintomas. A analise estatistica dos dados foi realizada com o uso
do programa Microsoft Office Excel® 2007, os resultados foram
obtidos pelo célculo de percentuais.

RESULTADOS

Conforme os dados colhidos, foi possivel observar que, no pe-
riodo de janeiro de 2006 a dezembro de 2009, foram notificados
961 casos de lesdes condilomatosas, havendo maior prevaléncia
no sexo masculino, com 54,4% das notificagdes. Ja em relagao
a distribui¢do anual, 23,7% dos casos foram diagnosticados em
2006, 13,7% em 2007, 33% foram notificados em 2008 ¢, em 2009,
29,4%.

Quanto a incidéncia nos pacientes menores que 10 anos, em
2006 nao houve nenhuma notificagdo, em 2007 ocorreram dois ca-
sos, representando 1,5% do niimero de casos no mesmo ano. Em
2008 ocorreram cinco casos (1,5%) e em 2009, nove casos, com
aumento de mais de 100% em relagdo ao ano anterior, 0 que re-
presentou 3,1% do total notificado no mesmo ano. A analise com-
parativa entre a fase de pré-adolescéncia e adolescéncia mostra
um aumento crescente no niamero de casos, em 2006 ocorreu uma
elevagdo de seis vezes, em 2007, de 30 vezes, em 2008, aproxima-
damente oito vezes, € em 2009, nove vezes.

Ao compararmos com as demais idades, conforme elevagéo da
faixa etaria, houve redugdo no nimero de novos casos da infec-
cdo (Tabela 1). Com relagdo aos diagnosticos realizados durante
o periodo gestacional, foram totalizados 409 casos, estando distri-
buidos entre os anos de 2007, 2008 e 2009, com 36,4%, 32,5% e
31,0%, respectivamente. Quanto a classifica¢ao racial, houve gran-

Tabela 1 — Casos notificados de condiloma acuminado, Campo
Grande, Mato Grosso do Sul, 2006 a 2009. Casos notificados
estratificados por ano e por faixa etaria.

Faixa Etaria SINAN 2006 2007 2008 2009 Total

<1ano 0 1 3 3 7

1-4 0 0 2 3 5

5-9 0 1 0 3 4

10-14 8 1 7 5 21

15-19 49 30 57 44 180
20-34 131 81 180 172 564
35-49 30 12 55 39 136
50-64 9 5 10 13 37
65-79 0 0 3 1 4

80e+ 0 1 1 0 2

Ignorado 1 0 0 0

Total 228 132 318 283 961

Fonte: SINAN/SVE/SESAU/PMCG.

de defasagem nos dados coletados, sendo que em 94,3% das no-
tificagdes a denominagdo ignorado foi utilizada para defini¢do da
raca. Ja a incidéncia do condiloma na cor branca ocorreu em 3,4%,
na cor preta, em 0,4%, na cor parda, em 1,3%, na cor amarela, em
0,2%, e na populagdo indigena, em 0,3%.

Em relagdo ao inicio dos sintomas e a realiza¢do do diagnostico,
a grande maioria dos casos foi diagnosticada com menos de 3 me-
ses de evolugdo, compreendendo 78,4% da populagdo do estudo.
Em 18,6% houve um intervalo de 3 a 6 meses para o diagndstico,
em 2,5% este periodo foi ainda maior, de 7 a 12 meses. Em apenas
0,4% o diagnostico foi realizado apds 1 ano do inicio dos sintomas.
Quanto ao grau de escolaridade, a maioria dos pacientes ndo com-
pletou o ensino fundamental (76,5%). A prevaléncia encontrada na
populagdo do municipio de Campo Grande foi de 0,001%.

DISCUSSAO

A prevaléncia de lesdes condilomatosas encontrada em Campo
Grande foi relativamente baixa, impossibilitando a comparac¢ao com
a literatura por escassez de dados, considerando que as informagoes
foram coletadas apenas do sistema publico de satide, ndo sendo con-
tabilizados os diagnosticos realizados pelo sistema privado.

Conforme foi evidenciado nesta pesquisa, a frequéncia de le-
soes condilomatosas tem crescido ao longo dos anos. Jenkis e Ri-
ley (1980)!? também relataram um aumento de 10% das lesdes ao
ano, no Reino Unido.

De acordo com os dados obtidos no nosso estudo, houve maior
frequéncia de infeccdo no sexo masculino, assim como em um
estudo desenvolvido na Inglaterra, no periodo de 1972 a 2000,
que evidenciou uma elevagdo no numero de casos em homens,
de 39,8 para 270, enquanto em mulheres passou de 25,3 para 190
por 100.000 habitantes (CDR, 2000)". Oriel (1971)* e Schofield
(1979)"5 também revelam que as verrugas genitais sdo mais co-
muns em homens que em mulheres.

Nosso trabalho encontrou um maior numero de casos em pa-
cientes adolescentes (15-19), em comparagdo com a pré-adoles-
céncia (10-14), o que se explica por uma coitarca mais tardia.
Rama!® ndo comparou as fases de adolescéncia e pré-adolescéncia,
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mas encontrou uma maior prevaléncia em mulheres com menos de
25 anos de idade.

Encontramos maior prevaléncia na faixa etaria entre 20 e 34
anos, o0 que corrobora com a literatura existente sobre o tema, as-
sim como um grande aumento do niimero de casos na fase de pré-
-adolescéncia e adolescéncia, achado este que nos permite inferir
uma elevagao da incidéncia relacionada com o inicio da atividade
sexual. Rama et al.'® relataram um decréscimo da incidéncia a par-
tir dos 25 anos, dado este que corrobora com o resultado encontra-
do em nosso estudo. Ainda ha divergéncia quanto ao segundo pico
de infecg¢do encontrado em nosso estudo.

O elevado numero de gestantes com infecg¢do pode ser explica-
do pelo fator imunoldgico, Silveira et al.'’” também encontraram
uma alta prevaléncia, e relataram que a gravidez ¢ um fator pre-
disponente a infecgdo pelo HPV, devido em parte a diminui¢éo da
imunidade celular e modificacdo dos hormonios esteroides, fato
comprovado clinicamente pela alta taxa de regressdo das lesdes
apos o parto.

Em relacdo aos fatores sociodemograficos, a grande maioria dos
pacientes ndo completou o ensino fundamental, fato relatado por
Kornya et al.', que encontraram maior prevaléncia de infec¢do em
mulheres com menor escolaridade. Outro parametro avaliado foi
a raga, mas apesar de todos os esforgos para controlar e notificar a
infec¢do, grande parte dos dados foi negligenciada. Apesar disso,
foi encontrada uma maior prevaléncia na raca branca, mas sem di-
ferenca significativa. Shields et al.! relataram maior prevaléncia
em mulheres negras e hispanicas.

Como nosso estudo foi elaborado por base de dados, ndo foi
possivel relacionar fatores de risco, apesar de descritos anterior-
mente. Analisamos apenas os dados do sistema publico de saude
(SINAN, SVE, SESAU, PMCG), ndo englobando toda a popula-
¢do da cidade. Além disso, pdde ocorrer subnotificacdo de casos,
ndo repassados para Secretaria de Satude.

Acdes preventivas baseiam-se na epidemiologia da infecgéo,
propondo mudancas para a populagdo e um melhor entendimento
da doenga. Estudos longitudinais para acompanhamento dos casos
tornam-se importantes, a fim de dimensionar os problemas e orien-
tar as acGes em saude.

CONCLUSAO

Foi observada elevagdo crescente no niimero de casos da in-
feccdo ao longo do periodo do estudo, com énfase para os casos
novos em criangas menores que 10 anos, o que infere aumento da
incidéncia em pacientes gestantes, repercutindo em maior indice de
transmissao vertical. Foi notorio o salto observado no niimero de ca-
sos na transi¢do entre a pré-adolescéncia e adolescéncia, inferindo
o inicio da atividade sexual precoce destas pacientes.

Portanto, torna-se cada vez mais necessario iniciar precoce-
mente as orienta¢des de transmissdo e prevengdo de DST, para que
possa ser evitada uma série de outras consequéncias, além das ja
descritas. Também cabe ao profissional de satde o papel de des-
mistificador das duvidas em relagao ao inicio da realizagdo do exa-
me Papanicolaou, utilizado para diagnosticar este e outros agravos.
Sao ainda necessarios mais dados epidemiologicos acerca do tema,
por ser uma infecgdo em grande ascensdo no mundo.
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AVALIACAO CLINICA DA UNCARIA TOMENTOSA NO TRATAMENTO E
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RESUMO

Introducio: as infeccdes causadas pelos virus herpes simplex 1 e 2 representam uma das doengas sexualmente transmissiveis mais comuns em nivel
global e apresentam um amplo espectro de acometimento clinico. A Uncaria tomentosa é uma planta popularmente conhecida como unha-de-gato, cujos
extratos s3o amplamente utilizados por suas propriedades farmacoldgicas, que influenciam com ag¢des benéficas nas alergias, bem como possuem agao anti-
inflamatéria, antimicrobiana e antioxidante. Objetivo: o objetivo geral foi avaliar o uso topico do extrato de Uncaria tomentosa na forma de gel 50 mg/g
como adjuvante no tratamento e controle das lesdes orais e genitais decorrentes da infec¢do com herpes simplex. Os objetivos especificos foram avaliar
a eficacia e seguranca do uso topico do extrato como adjuvante no tratamento e controle das lesdes orais e genitais decorrentes da infec¢do com herpes
simplex, através de avaliagdes clinicas das lesdes herpéticas e questiondrios realizados pelo paciente e pelo médico investigador; exame fisico; incidéncia
de eventos adversos; incidéncia de alteragdo de pardmetros laboratoriais. Métodos: estudo clinico em pacientes apresentando lesdes decorrentes de infecgio
por HSV-1 ou HSV-2, tratados com o extrato de Uncaria tomentosa 50 mg/g na forma de gel topico, durante um minimo de 5 dias e um maximo de 10
dias. As avaliagdes de eficacia foram realizadas a partir de dados coletados antes do tratamento (pré-tratamento), apds 5 dias de tratamento (visita 2), e
apos 10 dias de tratamento (visita final). As medidas primarias de eficacia incluiram a cura (definida como a perda da crosta dura) das lesdes e a presenga
de dor e prurido nas lesdes. As medidas secundarias de eficacia incluiram a presenga de edema e/ou rubor nas lesdes, e a incidéncia de desenvolvimento de
novas lesdes durante o periodo de tratamento, bem como a Avaliagdo do Médico, a Avaliagdo do Paciente ¢ a Avaliagao Global de Eficacia. A tolerabilidade
clinica geral e a seguranga foram analisadas pela incidéncia de todos os eventos adversos; pelos eventos adversos sérios e/ou hospitalizagdes; e sindromes
de abstinéncia devidas a qualquer evento adverso; pela incidéncia de alterag@o clinicamente significativa nos exames laboratoriais realizados, bem como
pela Avaliacdo Global de Seguranca. Os resultados foram comparados para cada avaliagdo (pré-tratamento, avaliacdo 2, avaliagdo 3). Resultados: um
total de 150 pacientes foi incluido na analise. Apo6s 5 dias de tratamento (visita 2), 45 (30%) pacientes apresentavam cura total de todas as lesdes, sendo
considerados como sucesso terapéutico. Ao final de 10 dias e tratamento, 69 (68,3%) dos 101 pacientes que permaneceram no tratamento apresentavam
cura total de todas as lesdes. Foi observada uma redugdo estatisticamente significativa na porcentagem de pacientes apresentando dor quanto na visita 2
(p < 0,0001) tanto na visita 3 (p < 0,0001). Também foram observadas redugdes estatisticamente significativas (p < 0,0001 para todos) na porcentagem
de pacientes apresentando prurido, eritema e ardéncia na visita 2 e na visita 3. Na visita 3 foi observada uma redugao estatisticamente significativa (p =
0,0032) na porcentagem de pacientes apresentando rubor. Nao houve alteracdo nos sinais vitais registrados na visita 2 e visita 3 em relagéo aos valores pré-
tratamento. Eventos adversos (EAs) foram registrados entre dez pacientes, sendo estes de intensidade branda ou moderada e transitérios. Na Avaliagdo do
Paciente realizada durante a visita final, 70 pacientes (69,3%) responderam a avaliagdo com pontuacdo de 8-10. Na Avaliagdo do Médico realizada durante
a visita final, 66 pacientes (65,3%) foram avaliados com 8-10 pontos. Na Avaliagdo Global de Eficacia realizada pelo médico investigador, a eficacia do
medicamento foi avaliada como Muito Bom em 57 pacientes (38,3%). Na Avaliagdo Global de Seguranga realizada pelo médico investigador ao final
do periodo de tratamento, a tolerabilidade do medicamento foi considerada Muito Boa em 81 (54,4%) dos pacientes. Conclusido: com base nos resultados
obtidos nesta avaliagdo, concluimos que o extrato de Uncaria tomentosa na forma de gel 50 mg/g foi eficaz e seguro no tratamento e controle das lesdes
orais e genitais decorrentes da infeccdo com HSV-1 e HSV-2, na populagdo de pacientes avaliada.

Palavras-chave: Uncaria tomentosa, herpes simplex 1, herpes simplex 2, DST
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As lesdes de herpes genital e oral sdo decorrentes de infecgdo
pelo virus herpes simplex. O virus herpes simplex tipo 1 (HSV-1)
ou herpesvirus humano 1 (HHV-1), € o agente etiologico principal
das lesdes vesiculares na regido orofacial, enquanto o virus herpes
simplex 2 (HSV-2), ou herpesvirus humano 2 (HHV-2) ¢ a causa
principal das lesdes na regido genital'?. Entretanto, o HSV-1 pode
levar a lesOes na regido genital e, embora mais raro, a HSV-2 pode ser
manifestado na regido orofacial'®. As infecgdes pelos virus herpes
simplex (HSV-1 e HSV-2) representam uma das doencgas sexual-
mente transmissiveis mais comuns em nivel global, alcangando
uma soroprevaléncia de 80% em adultos, e apresentam um amplo
espectro de acometimento clinico®*.

As designagdes clinicas das infecgdes por HSV podem ser
classificadas como primaria, ndo primaria ou recorrente®’. As
infeccdes primarias por HSV ocorrem por contato direto com le-
sdes ou objetos contaminados®®. O surgimento de um episodio
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ABSTRACT

Introduction: infections caused by herpes simplex viruses represent one of the most common sexually transmitted diseases globally, and account for
a broad spectrum of clinical involvement. Uncaria tomentosa is a plant commonly known as cat’s claw, the extracts of which are widely used for its
pharmacological properties, which include beneficial effects on allergies as well as anti-inflammatory, antimicrobial, and antioxidant activity. Objective:
the overall objective of this study was to evaluate the topical use of Uncaria tomentosa extract in the form of a 50mg/g gel as an adjuvant in the treatment
and control of oral and genital lesions resulting from infection by herpes simplex. The specific objectives were to evaluate the efficacy and safety of the use
of topical Uncaria tomentosa extract in the treatment and control of oral and genital lesions resulting from infection by herpes simplex, through clinical
assessments of the herpetic lesions and questionnaires answered by the patients and the investigating physician; physical examination; incidence of adverse
events; and incidence of changes in laboratory exam parameters. Methods: an open study in patients presenting lesions resulting from HSV-1 or HSV-2
infection, treated with Uncaria tomentosa extract in the form of a 50 mg/g topical gel, during a minimum of 5 days and a maximum of 10 days. The efficacy
assessments were performed using data collected prior to treatment (pretreatment), after 5 days of treatment (visit 2), and after 10 days of treatment (final
visit). Primary efficacy measures included cure (defined as loss of the hard crust) of the lesions and presence of pain and pruritis in the lesions. Secondary
efficacy measures included the presence of edema and/or rubor in the lesions, and the incidence of new lesion development during the treatment period, as
well as the Physician’s Assessment, the Patient’s Assessment, and the Global Efficacy Assessment. Overall clinical tolerability and safety were analyzed by:
the incidence of all adverse events; serious adverse events and/or hospitalizations; abstinence syndromes due to any adverse event; incidence of clinically
significant alterations in laboratory tests, as well as the Global Safety Assessment. The results were compared for each evaluation (pretreatment/visit 2/
visit 3). Results: a total of 150 patients were included in the analysis. After 5 days of treatment (visit 2), 45 (30%) presented complete lesion healing, and
were considered therapeutic successes. After 10 days of treatment, 69 (68.3%) of the 101 patients who remained in treatment presented total lesion healing.
There was a statistically significant reduction in the percentage of patients presenting pain at visit 2 (p < 0.0001) and at visit 3 (p <0.0001), and statistically
significant reductions (p < 0.0001 for all) in the percentage of patients presenting pruritis, edema and burning at visit 2 and visit 3. At visit 3, there was
a statistically significant reduction (p = 0.0032) in the percentage of patients presenting rubor. No changes in vital signs were recorded at visit 2 and at
visit 3, in relation to pretreatment values. Adverse events (EAs) were registered in 10 patients; these were classified as mild or moderate in intensity, and
transitory. In the patient’s assessment carried out at the final visit, 70 patients (69.3%) responded to the assessment with scores of 8-10. In the Physician’s
assessment carried out during the final visit, 66 patients (65.3%) received scores of 8-10. In the Global Efficacy Assessment performed by the investigating
physician, efficacy was deemed Very Good in 57 patients (38.3%). In the Global Safety Assessment performed by the investigating physician at the end of
the treatment period, tolerability of the medication was considered Very Good in 81 (54.4%) of the patients. Conclusion: Based on the results obtained with
this evaluation, we conclude that Uncaria tomentosa extract in the form of 50 mg/g gel was safe and effective in the treatment and control of the oral and
genital lesions resulting from HSV-1 and HSV-2 infection, in the patient population evaluated.

Keywords: Uncaria tomentosa, herpes simplex 1, herpes simplex 2, STD

de HSV ¢ definido como primdrio se o paciente estava sorone-
gativo para HSV-1 e HSV-2 antes do aparecimento das lesdes’.
A inoculagdo do HSV nas superficies mucosas ou na pele nao
integra permite a entrada do virus no tecido epitelial e entdo para
as terminagdes nervosas autonémicas’. As infec¢des secundarias
ocorrem no caso de infec¢do de HSV-1 genital em um individuo
com anticorpos HSV-2 preexistentes ou a aquisicdo do HSV-2
genital em um individuo com anticorpos HSV-1 preexistentes® 7.
A infeccdo recorrente ou a recrudescéncia viral refere-se a reati-
vacdo do HSV de seu estado de laténcia, provocando a excre¢ao
viral no tecido epitelial, com ou sem o surgimento das lesdes her-
péticas caracteristicas®.

Nas infec¢des primarias, o inicio das manifestagdes clinicas
ocorre de forma abrupta, apés um periodo de incubacdo de 2 a 12
dias, sendo este episodio inicial em geral o mais severo, com o sur-
gimento de multiplas lesdes vesiculares caracteristicas, superpos-
tas em uma base eritematosa e inflamatoria®. A infec¢@o primaria
pode estar acompanhada por diversos sinais e sintomas constitu-
cionais, como febre, mal-estar e cefaleia'’”. No caso do herpes geni-
tal, o paciente pode também apresentar disuria'®. As lesdes podem
ser dolorosas e permanecem durante 2 a 3 semanas. As vesiculas
sdo0 agrupadas em sua maioria em um unico local anatdmico, mas
pode ocorrer a autoinoculagdo para outros locais'. Apesar de os
sintomas poderem ser bastante severos, em cerca de um ter¢o dos
pacientes com herpes genital e oral, as infecgdes sdo assintomati-
cas, possibilitando a transmissao viral entre individuos por meio de
contato com secregdes corporais ou membranas mucosas, sem que
seja notado qualquer sinal de doenga!*>1°,

Apo6s a infec¢do priméria, o virus permanece em um estado
latente nos génglios dos neur6nios, podendo reativar-se®. A fre-
quéncia e a severidade da reativag@o sdo determinadas por diver-
sos fatores, incluindo a imunodeficiéncia ou o estresse'>!3. O HSV
recorrente ¢ raramente associado a sinais sistémicos, com excegao
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da linfadenopatia local'®. A reativagdo é com frequéncia precedida
por sintomas prodrdmicos, que incluem o aumento de sensibi-
lidade, formigamento, mialgias, ardéncia e prurido, que podem
ocorrer entre 6 e 53 horas antes de aparecerem as lesdes vesicu-
lares'. Episodios recorrentes ocorrem quando o virus migra por
via neuronal e emerge na pele, causando o surgimento das lesdes
caracteristicas'?. Estes episodios recorrentes tendem a ser mais
brandos do que o episddio inicial, e em alguns casos ndo causam
sintomas notaveis'?.

Quando presentes, as vesiculas em geral permanecem por me-
nos tempo, por volta de 10 dias. As tlceras podem se desenvolver
no mesmo local da primeira manifesta¢cdo ou podem surgir em
areas novas, sendo possivel o desenvolvimento de lesdes em lo-
cais onde ndo ocorreu contato direto. Os fatores que contribuem
para o reaparecimento das lesdes incluem doenca, estresse, ra-
diacdo ultravioleta, pilulas anticoncepcionais, fadiga e trauma na
area de infecgdo'*'%. Em pacientes femininos, o periodo menstru-
al pode também desencadear o aparecimento de lesdes'. A fre-
quéncia das recorréncias varia entre uma vez por més até uma a
duas vezes por ano'®.

O controle inicial da infecgdo por HSV requer a imunidade celu-
lar intacta. Assim, os hospedeiros imunocomprometidos estdo em
risco para infecgdes recorrentes com maior frequéncia e severidade,
bem como a disseminagdo da infec¢do, que pode acometer locais
que raramente afetam hospedeiros imunocompetentes, como o0s
pulmdes, o trato gastrointestinal e o sistema nervoso central. Os
fatores de risco para a severidade de infec¢do por HSV acentuada
incluem histdria de infecgdo por HIV, malignidade, transplante de
orgdos, ma nutri¢do, gravidez e idade avangada'’?2,

O diagnostico da infecgdo por HSV ¢ baseado no historico mé-
dico do paciente, nos sinais e sintomas e nos resultados de testes
diagnosticos. No caso de herpes genital, ¢ fundamental diferenciar
as lesdes de outras doengas sexualmente transmissiveis que pro-
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duzem ulceras genitais, como sifilis e cancroide®. Existem diver-
sos testes diagndsticos que auxiliam na confirmagdo diagndstica
do HSV (incluindo cultura, sorologia ¢ PCR), que confirmam a
infeccao e identificam qual virus (HSV-1 ou HSV-2) é responsavel,
e podem também detectar a propagacdo viral assintomatica em pa-
cientes com infecgdo conhecida®-?’.

O tratamento e a preven¢ao da infec¢cdo por HSV dependem de
diversos fatores, incluindo o local da infecgdo, a severidade dos
sintomas, a frequéncia de recrudescéncia, e o estado imunologico
do paciente?®. Os tratamentos sistémicos incluem diversos deriva-
dos de nucleosideos que interferem com a sintese do DNA viral.
O aciclovir, um anéalogo nucleosideo aciclico, é o tratamento mais
comumente utilizado nas infecgdes por HSV?%2°. A terapia topica
¢ frequentemente utilizada em individuos com recorréncias me-
nos frequentes e severas, e busca reduzir a dor, o desconforto e
o impacto cosmético temporario das lesdes, com a redugdo do
tempo de cura e da dor da lesdo como objetivos principais do tra-
tamento®.

A Uncaria tomentosa ¢ uma planta popularmente conhecida
como unha-de-gato, cujos extratos sdo amplamente utilizados por
suas propriedades farmacoldgicas, que provocam acdes benéficas
nas alergias, como agente anti-inflamatdrio, antimicrobiano e an-
tioxidante. Tem sido utilizada na artrite, no tratamento de cancer e
na displasia da cérvix, na doenga de Crohn, em diverticulite, endo-
metriose, fibromialgia, esclerose multipla, rosacea e lupus eritema-
toso sistémico, entre outros. Devido ao numero de componentes
potencialmente ativos, a farmacologia da Uncaria tomentosa tem
sido dificil de identificar. A atividade imunomoduladora pode ser
derivada de multiplos componentes.

Diversos glicosideos s@o relatados como estimuladores da fa-
gocitose. A isopteridina possui propriedades imunoestimulatorias.
Os alcaloides triterpenoides e os glicosideos de acidos quindvicos
podem inibir a replicagdo de alguns virus de DNA. A atividade
anti-inflamatéria da Uncaria tomentosa pode também estar rela-
cionada a multiplos componentes. Os esterdis possuem atividade
anti-inflamatodria confirmada em estudos em modelos animais, en-
quanto os componentes glicosideos podem reduzir a inflamagéo e
o edema. As proantocianidinas parecem ser antioxidantes potentes,
que melhoram a fragilidade capilar e inibem o fator de ativacdo
plaquetaria. A rhincofilina pode inibir a agregacdo plaquetaria e a
formacéo de trombos?'#!.

OBJETIVO

Avaliar o uso topico do extrato de Uncaria tomentosa na forma
de gel 50 mg/g como adjuvante no tratamento e controle das le-
sOes orais e genitais decorrentes da infecgdo com herpes simplex,
através de avaliagdes clinicas das lesGes herpéticas realizadas pelo
paciente e pelo médico investigador.

Avaliar a eficacia e seguranga do uso topico do extrato de Un-
caria tomentosa na forma de gel 50 mg/g como adjuvante no tra-
tamento e controle das lesdes orais e genitais decorrentes da infec-
¢do com herpes simplex, através de: avaliagdes clinicas das lesdes
herpéticas realizadas pelo paciente e pelo médico investigador;
avaliacdes realizadas em forma de questionario aos pacientes e ao
médico; exame fisico; incidéncia de eventos adversos; incidéncia

de alteragdo de pardmetros laboratoriais (altera¢des clinicamente
significativas).

METODOS

Este foi um estudo clinico, incluindo um total de 150 pacientes
apresentando lesdes decorrentes de infecgdo por HSV-1 ou HSV-2,
tratados durante um minimo de 5 dias € um maximo de 10 dias. O
projeto foi aprovado pelo Comité de Etica em Pesquisa do Centro
Universitario Serra dos Orgéos (UNIFESO) (n2 456-10). Os pa-
cientes foram designados em nimero de trés algarismos, sequen-
cial, a partir de 001, que foi utilizado para preservar sua identifi-
cacao.

A partir do prontudrio hospitalar, foram selecionados 150 pa-
cientes, tratados até a data do protocolo (30 de abril de 2010),
atendidos no Hospital das Clinicas de Teresopolis e que receberam
tratamento com o extrato de Uncaria tomentosa 50 mg/g na forma
de gel de uso topico.

Foi preenchida a Ficha Clinica de Avaliagdo, que contemplou
os resultados do exame fisico (incluindo altura, peso, frequén-
cia cardiaca e pressdo sanguinea) e exames clinicos laboratoriais
obtidos antes do tratamento e na conclusdo da terapia. As ava-
liagdes de eficacia foram realizadas a partir de dados coletados
antes do tratamento (pré-tratamento), apds 5 dias de tratamento
(visita 2), e apo6s 10 dias de tratamento (visita final). As medidas
primarias de eficdcia incluiram a cura (definida como a perda da
crosta dura) das lesdes e a presenca de dor e prurido nas lesdes.
As medidas secundarias de eficacia incluiram a presenca de ede-
ma e/ou rubor nas lesdes, ¢ a incidéncia de desenvolvimento de
novas lesdes durante o periodo de tratamento, bem como a Ava-
liacdo do Médico, a Avaliagdo do Paciente e a Avaliagdo Global
de Eficacia.

A tolerabilidade clinica geral e a seguranga foram analisadas
pela incidéncia de todos os eventos adversos; eventos adversos
sérios e/ou hospitalizagdes; e sindromes de abstinéncia devidas
a qualquer evento adverso; incidéncia de alteracdo clinicamen-
te significativa nos exames laboratoriais realizados, bem como
a Avaliacdo Global de Seguranca. Os dados referentes a adesao
ao regime de tratamento, o uso de medicamentos concomitantes
e a ocorréncia de eventos adversos foram levantados para cada
periodo de avaliagdo do estudo (antes do tratamento, apos 5 dias
e apos 10 dias de tratamento). Apds 5 dias de tratamento, caso
o paciente apresentasse cura das lesdes, seria considerado como
sucesso terapéutico.

Os critérios de inclusdo abrangeram pacientes de ambos os se-
xos, com idades entre 18 e 65 anos, com diagnéstico prévio de
infec¢ao por HSV-1 ou HSV-2 (herpes genital ou oral) recorrente e
ativa (presenga de lesdes). As pacientes femininas deveriam estar
em pos-menopausa ou em uso de anticoncepcional adequado (anti-
concepcional hormonal, DIU, camisinha), ndo deveriam estar ama-
mentando, nem gravidas. Foram excluidos da avalia¢ao pacientes
apresentando:

+ infecg@o primaria por HSV-1 ou 2;

» gravidez ou lactagdo (pacientes femininos);

* hipersensibilidade ou intolerancia a qualquer componente do
medicamento do estudo;
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* apresentagdo clinica ou historico médico de distarbios de imu-
nodeficiéncia;

* uso de medicamentos anti-inflamatérios (incluindo corticoides
topicos) dentro de 30 dias da avaliagdo pré-tratamento;

* qualquer terapia antiviral dentro de 10 dias da avaliagdo pré-
-tratamento;

* qualquer doenca ou condi¢@o (inclusive alteragdo de exame la-
boratorial) que, na opinido do investigador, deveria excluir o
paciente do estudo.

A Ficha Clinica de Avaliacdo contemplava: dados demografi-
cos, historico médico e exame fisico, avaliagdo das lesdes por in-
feccdo com HSV, exames laboratoriais, efeitos adversos, utilizagdo
de medicamentos concomitantes, a Avaliacdo do Paciente (realizada
pelo paciente), a Avaliagdo do Médico (realizada pelo médico do
servico), a Avaliacdo Global de Eficécia (realizada pelo médico in-
vestigador), bem como a Avaliagdo Global de Seguranga (realizada
pelo médico investigador).

A Ficha Clinica de Pesquisa foi preenchida, armazenada, codi-
ficada e os dados, analisados através do programa GraphPad Prism
5. 0. Foram geradas tabelas de frequéncia e realizadas medidas de
tendéncia central (média, mediana, moda). Conforme apropriado,
foi utilizada a andlise de varidancia (ANOVA) para variaveis con-
tinuas e o teste de Fisher ou y? para variaveis categéricas. Os re-
sultados foram comparados para cada avaliagdo (pré-tratamento,
avaliagdo 2 e avaliagdo 3).

As variaveis primarias de eficacia incluiram as seguintes avalia-
¢oes: tempo (em dias) até a cura (definido como a perda da crosta
dura) das lesdes, presenca de dor e prurido nas lesdes avaliadas. As
variaveis secundarias de eficacia incluiram as seguintes avalia¢des:
presenca de rubor e eritema nas lesdes avaliadas, desenvolvimento
de novas lesdes na area tratada, avaliacdo do médico e do paciente,
e a Avaliagdo Global de Eficacia realizada pelo médico ao final
do periodo de tratamento. Os desfechos de eficacia neste estudo
incluiram a porcentagem de pacientes apresentando cura apds 5 e
10 dias de tratamento, a porcentagem de pacientes apresentando
dor, prurido, rubor e eritema nas lesdes avaliadas na visita final, a
porcentagem de pacientes apresentando o desenvolvimento de no-
vas lesdes na visita 2 e na visita final, a porcentagem de pacientes
com pontuacdo de 8-10 na Avaliacdo do Paciente e na avaliagao
do Médico na visita final, bem como a porcentagem de pacientes
recebendo avalia¢do de Muito Bom na Avalia¢ao Final de Eficacia,
realizada pelo médico.

As variaveis primarias de seguranca incluiram as seguintes
avaliacdes: quaisquer alteragdes nos sinais vitais, exame fisico ou
exames clinicos laboratoriais registradas na visita final em relacao
a avaliagdo pré-tratamento. Quaisquer exames laboratoriais regis-
trados fora da faixa de normalidade na visita final foram consi-
derados eventos adversos. Foi avaliada também a ocorréncia de
quaisquer eventos adversos, a partir da primeira administragdo do
medicamento do estudo. A varidvel secundaria de eficacia foi a
Avaliagdo de Global de Tolerabilidade, realizada pelo médico ao
final do periodo de tratamento. Os desfechos de seguranca neste
estudo foram: a porcentagem de pacientes apresentando eventos
adversos e alteragdes laboratoriais, bem como a porcentagem de
pacientes recebendo avaliagdo de Muito Bom na Avaliagdo Final
de Tolerabilidade, realizada pelo médico.
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RESULTADOS
Caracteristicas Pré-Tratamento e Avaliacao das Lesoes

Um total de 150 pacientes foi incluido na analise. Destes, 83
(55,3%) eram do sexo feminino e 67 (44,7%), do sexo masculino.
A idade média dos pacientes foi de 38,23 anos (= 7,77). Noven-
ta e um pacientes (60,7%) apresentavam diagndstico de infecgdo
por HSV-1, enquanto 59 pacientes (39,3%) apresentavam infec¢@o por
HSV-2, com uma duragdo média de infecgdo de 21,66 anos (= 8,28)
desde o primeiro surgimento de sintomas. Todos os pacientes re-
lataram episddios recorrentes de lesdes, com uma média de recor-
réncias/ano de 3,37 (x 1,2). Setenta e quatro por cento dos pacien-
tes relataram a presenca de prodromos antecedendo o surgimento
de novas lesdes, sendo o mais frequente o prurido, assinalado por
72 (48%) pacientes, seguido de formigamento, relatado por 56
(37,3%) pacientes, ardéncia (em 55 pacientes), aumento de sensi-
bilidade, relatado por 44 (29,3%) pacientes e mialgia em 18 (12%)
dos pacientes. Na Tabela 1 estdo resumidas outras caracteristicas
pré-tratamento destes pacientes.

A Figura 1 apresenta o numero de pacientes manifestando
lesdes nas fases de vesicula, erosdo, ulcera e crosta em cada
avaliagdo do estudo. Na visita 2, 104 pacientes (69,3%) apre-
sentavam ao menos uma lesdo com cura total, enquanto na visita
3, 95 pacientes (94%) apresentavam ao menos uma lesdo com
cura total.

Tabela 1 — Caracteristicas dos pacientes no pré-tratamento

Caracteristica Numero de Pacientes

Area afetada

Face 84

Regido genital 66
Localizagéo da lesdo

Cutanea 113

Mucosa 30

Cuténea/mucosa 7

Manifestagées sistémicas
Ansiedade
Artralgia
Astenia
Cefaleia
Hipertermia
Inapeténcia

Sono interrompido

A A A A N O W -

Temperatura elevada

Linfadenopatia

RN
N
(o]

Nenhuma
Cervical
Inguinal

Submandibular

- A A A

Supramandibular
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Figura 1 - Numero de pacientes apresentando cada fase de lesdo.
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Figura 2 — Avaliacio das leses em cada visita do estudo.

Desfechos de Eficacia

Apos 5 dias de tratamento (visita 2), 45 (30%) pacientes apre-
sentavam cura total de todas as lesoes ¢ foram retirados do estudo
devido ao sucesso terapéutico. Ao final de 10 dias de tratamento,
69 (68,3%) dos 101 pacientes que permaneceram no estudo apre-
sentavam cura total de todas as lesdes. A Figura 2 resume os re-
sultados de eficacia em relagdo a avaliacdo das lesoes realizada em
cada visita do estudo. Foi observada uma redugéo estatisticamente

significativa na porcentagem de pacientes apresentando dor, tanto
na visita 2 (p < 0,0001) quanto na visita 3 (p < 0,0001). Tam-
bém foram observadas redugdes estatisticamente significativas (p
< 0,0001 para todos) na porcentagem de pacientes apresentando
prurido, eritema e ardéncia na visita 2 e na visita 3, em relagéo
aos valores pré-tratamento. Na visita 2, embora tenha sido ob-
servada uma redugdo na porcentagem de pacientes apresentando
rubor, este numero ndo alcangou a significancia estatistica. En-
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tretanto, na visita 3 foi observada uma redugao estatisticamente
significativa (p = 0,0032) na porcentagem de pacientes apresen-
tando rubor.

Na visita 2, 11 pacientes (7,3%) apresentaram nova lesdo her-
pética, enquanto na visita 3, dois pacientes (1,98%) apresentaram
desenvolvimento de nova lesdo. Na Avaliagdo do Paciente realiza-
da durante a visita final, 70 pacientes (69,3%) responderam a ava-
liagdo, com pontuacdo de 8-10. Na Avaliacdo do Médico realizada
durante a visita final, 66 pacientes (65,3%) foram avaliados com
8-10 pontos. Na Avalia¢do Final de Eficacia realizada pelo médico,
a eficacia do medicamento foi avaliada como Muito Bom em 57
pacientes (38,3%), enquanto em 53 pacientes (35,6%) a eficacia
geral do medicamento foi avaliada como Bom, a eficacia foi consi-
derada Aceitavel em 23 (15,4%) pacientes, € Ruim em 16 (10,7%)
pacientes.

Desfechos de Seguranca

Nao houve alterag@o nos sinais vitais registrados nas visitas 2 e
3 em relagdo aos valores pré-tratamento (pressdo sanguinea sisto-
lica: p=0,867; pressdo sanguinea diastolica: p = 0,653; frequéncia
cardiaca: p = 0,111; frequéncia respiratoria: p = 0,866; temperatu-
ra: p = 0,902). Nao foram registradas altera¢cdes no exame fisico
além das alteracGes das lesdes herpéticas descritas acima. Nenhu-
ma alteragao laboratorial foi registrada nas visitas 2 e 3 em relagao
aos valores pré-tratamento, e todos os resultados de exame perma-
neceram dentro dos valores de referéncia laboratorial.

Eventos adversos (EAs) foram registrados entre dez pacientes,
sendo que seis pacientes (4%) apresentaram EAs na visita 2 e qua-
tro pacientes (3,96%) apresentaram EAs na visita 3. Do total de 18
EAs registrados, quatro pacientes apresentaram um evento cada,
outros quatro pacientes apresentaram dois EAs cada e dois pacien-
tes apresentaram trés EAs. A duragdo média dos EAs foi de 2,5
dias, com uma duragdo minima de 10 horas e maxima de 4 dias. A
Tabela 2 apresenta os EAs registrados e sua severidade, bem como
o nimero de pacientes afetados por cada um.

Tabela 2 — Eventos adversos apresentados pelos pacientes

Diagnéstico Severidade Numero de Pacientes Afetados
Astenia Brando 1
Cefaleia Brando 1
Cefaleia Moderado 4
Cdlica abdominal  Moderado 1
Depressao Brando 1
Eritema local Moderado 1
Insbénia Brando 1
Irritabilidade local  Moderado 1
Nausea Brando 2
Nauseas Moderado 2
Prurido Brando 1
Rash cuténeo Brando 1
Rinite Brando 1
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Na Avaliagdo Global de Seguranga, realizada pelo médico ao
final do periodo de tratamento, a tolerabilidade do medicamento
foi considerada Muito Bom em 81 (54,4%) dos pacientes, Bom em 52
pacientes (34,9%), Aceitavel em 13 pacientes (8,7%) e Ruim em 3 pa-
cientes (2%).

DISCUSSAQ

Nesta avaliagdo foi observada uma melhora clinica nas lesdes
herpéticas dos pacientes tratados com gel topico contendo extrato
de Uncaria tomentosa, considerando-se as avaliagdes dos sinais e
sintomas de dor, prurido, eritema, ardéncia e rubor nas lesdes, bem
como no numero de pacientes apresentando cura total ou parcial
das lesdes. Um beneficio clinico significativo foi obtido apos 5 dias
de tratamento, e persistiu até o final do periodo de tratamento de
10 dias. A tolerabilidade e seguranca foram excelentes, com ape-
nas 6,7% do total de pacientes relatando eventos adversos. Estes,
quando observados, eram brandos ou moderados, sendo que ne-
nhum evento adverso de intensidade severa foi registrado durante
o periodo de tratamento. Os sinais vitais e exames laboratoriais nao
se alteraram em relagdo aos valores registrados antes da primeira
aplicagdo do medicamento.

Estes achados estao em conformidade com as informacgdes ob-
tidas em revisdo da literatura. Um estudo recente comparou o uso
do extrato de Uncaria tomentosa versus aciclovir em pacientes
apresentando herpes labial. Os autores relataram uma nao infe-
rioridade terapéutica do extrato de Uncaria tomentosa em ter-
mos de alteragdes no processo inflamatorio, formagao de crosta
nas lesdes e na avaliagdo de seguranga*. A acdo terapéutica do
extrato de Uncaria tomentosa nas lesdes causadas por HSV-1 e
HSV-2 pode ter como base as propriedades anti-inflamatorias,
antivirais e de imunoestimulagdo desta planta®*. E possivel que
uma combinagdo destes efeitos propicie beneficios terapéuticos
quando do tratamento das lesdes na mucosa oral e na regido geni-
tal, causadas pelo herpes simplex.

CONCLUSAO

Com base nos resultados obtidos nesta avaliagdo, concluimos
que o extrato de Uncaria tomentosa na forma de gel 50 mg/g foi
eficaz e seguro no tratamento e controle das lesdes orais e genitais
decorrentes da infecgdo com HSV-1 e HSV-2, na populagéo de pa-
cientes avaliada.

Conflito de interesses

Os autores declaram ndo haver nenhum tipo de conflito de inte-
resse no desenvolvimento do estudo.
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ConpiLoMA ANAL GIGANTE: RELATO DE CASO

G1anT CoNDYLOMA ACUMINATUM: A CASE REPORT

Natasha S Ganem’, Beatriz C Silva’ Maria LFO Nascimento®, Alberto S Tiburcio® Leonardo P Mottd’,
Marcelo R Lyra’, Rodrigo B Mesquita®, Julio AC Gama*, Ménica S Almeida’

RESUMO

Introdugio: o tumor de Buschke-Lowenstein é uma variedade pouco frequente da infec¢do pelo HPV. O tumor possui comportamento invasivo, embora
seja histologicamente benigno. Pode estar associado a condi¢des de imunossupressdo e a recorréncia apos o tratamento ¢ frequente. Objetivo: descrever
um caso de um portador de aids e demonstrar que a imunossupressao ¢ fator contribuinte, e que a cirurgia ¢ o tratamento mais eficaz. Métodos: descri¢do
do caso clinico, com referéncias na literatura. Resultados: foi realizada a cirurgia com ressec¢do ampliada e evolugdo satisfatoria no pds-operatorio.
Conclusio: a cirurgia ¢ o tratamento recomendado pela maioria dos autores e a biopsia ¢ procedimento indicado para excluir malignidade.
Palavras-chave: Buschke-Lowenstein, condiloma, aids, DST

ABSTRACT

Introduction: Buschke-Lowenstein tumor is an uncommon variety of HPV infection. Being histologically benign, the tumor has invasive behavior. It may
be associated with conditions of immunosupression, and recurrence after treatment is frequent. Objective: to describe a case in a patient with AIDS, to
show that immunosupression is a contributing factor, and that surgery is the most effective treatment. Methods: a case description, with references in the
literature. Results: extended resection surgery with satisfactory outcome in the postoperative period. Conclusion: surgery is the treatment recommended
by most authors and biopsy is an indicative procedure to exclude malignancy.

Keywords: Buschke-Lowenstein, condiloma, aids, STD

INTRODUCAO

O condiloma acuminado gigante (CAG) ¢ conhecido como fu-
mor/sindrome de Buschke-Lowenstein (TBL)'"®, carcinoma ver-
rucoso de Ackerman', ou como condilomatose pré-cancerosa de
Delbaco y Unna®. Sua incidéncia na populagdo é de 0,1%°. A lesdo,
de comportamento invasivo, foi descrita inicialmente em 1896, por
Buschke'*, mas somente em 1925 a entidade clinica foi bem defi-
nida por Lowenstein®?. Dawson, em 1964, relatou o primeiro caso
de CAG em localizacdo perianal'-.

O CAG ¢ uma variante do condiloma acuminado®. Histologi-
camente, apresenta aspecto benigno, mas clinicamente demonstra
comportamento de malignidade, ao infiltrar os tecidos adjacen-
tes>. Em um CAG ¢ possivel identificar coilocitose (vacuoliza-
¢do citoplasmatica), mitoses infrequentes, acantose (hiperceratose)
e membrana basal intacta’>. Ndo ocorre angioinvasdo, infiltragdo
linfatica nem metastase®. Macroscopicamente, 0 CAG tem consis-
téncia amolecida, aspecto rdseo, sendo altamente vascularizado e
produz escavagao dos tecidos moles®.

O tumor de Buschke-Lowenstein apresenta 60 a 66% de recor-
réncia apds tratamento'*®. Ocasionalmente pode apresentar invo-
lugdo espontanea™’. O rapido crescimento deste tumor costuma
estar associado a deficiéncias da imunidade (aids, tratamento imu-
nossupressor, alcoolismo e diabetes mellitus)>>*% ou gravidez®. Em
1975, Sturm chamou a atengao para a possibilidade de degeneragao
maligna do CAG em carcinoma de células escamosas®.

I Médicas residentes em Infectologia.

2 Médicos do Servico de Doengas Infecciosas e Parasitarias.
3 Médico preceptor da Residéncia Médica em Infectologia.
4 Médicos do Servigo de Proctologia.

5 Médica do Servico de Anatomopatologia.

Institui¢do: Hospital Central do Exército.
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OBJETIVO

Descrever o caso clinico de um condiloma acuminado gigante
(CAG) em um paciente portador da sindrome de imunodeficiéncia
adquirida, uma vez que esta variedade de condiloma ¢ pouco des-
crita na literatura.

Ressaltar a importancia de pesquisar condi¢des de imunossu-
pressdo que contribuam para o rapido crescimento do condiloma
acuminado gigante.

Mostrar que a cirurgia com excisdo ampla da lesdo ¢ a modali-
dade de tratamento mais eficaz, podendo estar associada ou ndo a
outras terap€uticas complementares.

RELATO DE CASO

Paciente do sexo masculino, 23 anos, natural do estado do Rio
de Janeiro, militar, com sorologia positiva para o virus da imuno-
deficiéncia humana ha 3 anos. Encontrava-se em tratamento regu-
lar com antirretrovirais (zidovudina, lamivudina e efavirenz) havia
2 meses. Apresentava, em seus ultimos exames laboratoriais, con-
tagem de células CD4+ de 190/mm? e carga viral de 17.900/mm?.

O paciente referiu inicio do quadro clinico hd 6 meses, com
queixa de dor e lesdo vegetante de tamanho pequeno na regido
anal. Fez uso de analgésicos e anti-inflamatdrios topicos, promo-
vendo alivio parcial. A lesdo apresentou aumento progressivo de
tamanho durante este periodo, quando entdo procurou o ambula-
torio do Servigo de Doengas Infecciosas e Parasitarias do Hospital
Central do Exército.

O exame proctologico identificou uma volumosa lesdo vege-
tante, de aspecto verrucoso, com aproximadamente 12 cm em seu
maior diametro (Figura 1), localizada em regido anal, com pro-
lapso mucoso circunferencial associado. A retossigmoidoscopia
revelou presenga de multiplas lesdes pequenas em mucosa retal.

DOI: 10.5533/2177-8264-201022409
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Foi realizada exérese cirtrgica, com ressec¢do ampla da lesdo
(Figura 2). A revisdo da cirurgia, apos 26 dias, mostrou que a ferida
estava cicatrizada e apresentava-se com aspecto clinico satisfatorio
(Figura 3). O estudo histologico da lesdo evidenciou a presenca de
coilocitose, sugestiva de infecgdo pelo HPV (Figura 4). O paciente
encontra-se atualmente sob acompanhamento clinico ambulatorial,
nao tendo apresentado recorréncia da lesao.

DISCUSSAO

O tumor de Buschke-Lowenstein acomete preferencialmente
pessoas do sexo masculino!, numa relagdo homem/mulher de 3,3:1.
E uma variante do condiloma acuminado e também esté relaciona-
do com a presenga do papilomavirus humano tipos 6, 11, 16, 18 e
54149 Para evidenciar a presenca do HPV, torna-se necessaria a

A

Figura 1 — Na mesa cirtrgica.

realizagdo de técnicas moleculares (hibridizagdo in situ, captura
hibrida ou reacdo em cadeia da polimerase).

Na avaliagdo clinica do paciente com CAG, recomenda-se
realizar uma proctossigmoidoscopia e uma tomografia compu-
tadorizada abdominopélvica para detecgdo de lesdes viscerais’.
A ultrassonografia endoanal pode detectar comprometimento do
esfincter anal®.

Devido a sua extensdo, ao elevado indice de recorréncia e
risco de malignizagdo, a cirurgia com excisdo radical para o
condiloma acuminado gigante é o tratamento de escolha®. Na
transformag@o maligna também esta indicada a ressec¢do dos
géanglios linfaticos®.

Quando o esfincter anal ¢ invadido, a ressec¢do abdominoperi-
neal deve ser realizada*. Como por vezes a area afetada é extensa,
a colostomia derivativa temporaria ¢ parte complementar do trata-

Figura 2 — Pés-operatério imediato.

Figura 3 — Pés-operatério tardio.

Figura 4 — Coilocitose (400 x). Coloragao HE.
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mento®. A remogao cirurgica radical tem éxito de 63-91% e baixo
nivel de recorréncia?.

Podem ainda ser utilizados como tratamentos complementares:
a criocirurgia®, o laser, a eletrocoagulacao®, a oxigenoterapia hi-
perbarica®, a quimioterapia (bleomicina, 5-fluorouracil, cisplati-
na)*’, a radioterapia*®, a imunoterapia com interferon’, o uso topi-
co de Imiquimod (que induz a produgdo de interferon-a. e citocinas
contra as células infectadas pelo HPV)%® e a podofilina®. Hicheri
et al. comentam que a radioterapia pode ser utilizada inicialmente
para reduzir a massa do CAG, permitindo a cirurgia em seguida,
ou também nas recorréncias’®. Nas excisdes incompletas a quimio-
terapia pode ser Util°. Estas outras op¢des terapéuticas ndo foram
utilizadas no paciente do presente relato.

Os diagnosticos diferenciais do CAG incluem a tuberculose
anal, o carcinoma espinocelular, doengas por fungos, a sifilis, os
ceratoacantomas, o condiloma plano, a hiperplasia pseudoepitelio-
matosa, o linfogranuloma venéreo e a doenga de Bowen!~>.

Em 30 a 56% dos casos, 0 CAG evolui para carcinoma microin-
vasivo ou carcinoma de células escamosas>®, enquanto este risco,
no caso de um condiloma acuminado simples, ¢ de apenas 2%°.
Deve-se suspeitar de maligniza¢do quando ocorrem sangramento,
hipertrofia de linfonodos ou infiltragdo da base do tumor.

As complicagdes do CAG sdo diversas: abscessos!, superinfec-
¢do’, fistulas'*?, necrose™ estenose retal®, sangramento tumoral ou
da ferida operatéria', infec¢do do trato urinario!, obstrugéo urete-
ral', incontinéncia ou estenose anal' e recorréncia'. Pode ainda
ocorrer invasdo para o interior da cavidade pélvica, com compro-
metimento dos 6rgdos genitais'.

CONCLUSAO

A maioria dos autores dos estudos citados neste trabalho re-
comenda a cirurgia local ampla e agressiva como tratamento
de escolha. Huang et al. sugerem ainda o fechamento da ferida
operatdria por segunda intencdo, com vistas a evitar contami-
nacdo da ferida operatdria. A bidpsia de todas as lesdes deve
ser realizada, pois o tumor de Buschke-Léwenstein é uma lesdo
com risco para transformagdo e desenvolvimento do carcinoma
escamocelular.
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RELATO DE CASO

CASE REPORT

RECUPERACAO COMPLETA DA DOENCA DE PAGET EXTRAMAMARIA
RECORRENTE DA VULVA (DPEMR-V) APOS TRATAMENTO COM IMIQUIMODE

FurL RECOVERY OF RECURRENT EXTRAMAMMARY PAGET’S DISEASE OF THE VULvA
(REMPD-V) AFTER IM1QUIMOD TREATMENT

Nelson Vespa Jr.!, Andre Aguiar’, Ronaldo Costa?, Elza Fukazawa’, Gabriel Souza’,
Francisco Coelho’, Soraia Mercado’, Cintia Aparecida Osorio’

RESUMO

Apesar de rara, a doenga de Paget extramamaria recorrente da vulva (DPEMr-V) ¢ uma condigo grave porque, subjacente a malignidade interna, podem
acompanhar lesdes cutaneas superficiais. A doenga de Paget extramamaria ¢ uma condig@o caracterizada por erupgo cutanea cronica tipo eczema de pele
ao redor da regido anogenital em homens e mulheres. Sob o microscopio,é muito parecida com o tipo mais comum da doenga de Paget mamaria, que ocorre
na mama. A doenga de Paget extramamaria ocorre mais comumente em mulheres com idades entre 50 a 60 anos. Contudo, a excisdo cirurgica ¢ o padrao
geralmente aceito para a DPEMr-V. As taxas de recorréncia da DPEMr-V sdo altas, apesar da intervengao cirtrgica agressiva. O tratamento tépico com
imiquimod creme a 5% pode ser eficaz na remogéao de lesdes. Relatamos o caso de uma mulher de 72 anos com DPEMr-V comprovada por bidpsia, tratada
com sucesso com imiquimod, com aplicagdes trés vezes por semana, durante 6 semanas.

Palavras-chave: doenga de Paget extramamaria recorrente da vulva (DPEMr-V), imiquimode

ABSTRACT

Although rare, extramammary Paget’s disease (EMPD) is a serious condition because underlying internal malignancy may accompany superficial cutaneous
lesions.Extramammary Paget disease is characterised by a chronic eczema-like rash of the skin around the anogenital regions of males and females. Under
the microscope it looks very similar to the more common type of mammary Paget’s disease that occurs on the breast. Extramammary Paget disease most
commonly occurs in women aged between 50-60 years. Although surgical excision is the generally accepted standard of care for EMPD. The EMPD-V
recurrence rates are high despite aggressive surgical intervention, treatment with topical imiquimod 5 percent cream has reportedly been efficacious in
clearing lesions.We report the case of a 72-year-old woman with biopsy-proven EMPD-V of the thigh treated successfully with imiquimod application
thrice weekly for 6 weeks.

Keywords: extramammary Paget’s disease of the vulva (EMPD-V), imiquimod

INTRODUCAO

A doenga de Paget extramamaria recorrente da vulva (DPEMr-
-V) é um adenocarcinoma raro, caracterizado por diferenciacdo
glandular e um curso insidioso. Com o tratamento padrdo, sdo
vistas uma possivel perda de funcao tissular e recorréncia da do-
enga. As taxas de recorréncia da EMPD-V sdo altas, apesar da
intervengdo cirirgica agressiva'”. O diagnostico ¢é feito por exame
histopatologico, e o tratamento recomendado atualmente € excisdo
cirurgica larga. As caracteristicas histopatologicas sdo similares na
doenca de Paget da mama e na doenga de Paget vulvar. As células
de Paget estdo presentes isoladamente ou em pequenos grupos e,
caracteristicamente corram-se com hematoxilina e eosina®. A iden-
tificacdo de novas estratégias terapéuticas menos mutilantes e
agressivas que a reexcisdo, a terapia de raios X ou quimioterapia
pode ser uma boa opgao.

Nos relatamos um caso em que a resolugo clinica e histolo-
gica completa de EMPD-V ndo invasivo da vulva foi conseguida
com o minimo de efeitos adversos apds 6 semanas de aplicagdo
de imiquimod.*? Imiquimod ¢ um imunomodulador que estimula
a produgdo de uma série de citocinas, incluindo IL-1, IL-6, IL-8 e
IL-12 e, especialmente, interferon IFN-o e TNF"*!°. O imiquimod
¢ geralmente bem tolerado, sem efeitos secundarios graves ou dano
tecidual. Imiquimode pode ser uma alternativa util ou adjuvante no
tratamento da EMPD.

!'Setor de Patologia e Colposcopia Cervical do Departamento de Oncologia
do Hospital do Cancer, Sao Paulo, Brasil.

2 Departamento de Oncologia do Hospital do Cancer, Sdo Paulo, Brasil.

* Departamento de Patologia do Hospital do Cancer, Sao Paulo, Brasil.
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RELATO DO CASO

Apresentamos um caso de uma paciente com DPEMr-V re-
corrente, que respondeu ao tratamento com imiquimode topico.
Uma mulher de 72 anos de idade com um historico de hiperten-
sdo e diabetes foi submetida, em 1995, a vulvectomia (com mar-
gens livres da doenca) por DPEMr-V. Ela abandonou o seguimen-
to e voltou, 8 anos depois, com uma lesdo benigna, uma papula
eritematosa perto da cicatriz cirargica. Ao obter alivio dos sinto-
mas com corticoide topico, a paciente ndo compareceu para uma
vulvoscopia programada.

A paciente reapareceu 2 anos depois com uma lesdo maior
(Figura 1a). Ao exame, a lesdo com hipopigmentacdo e leu-

Figura 1a — Doengca de Paget envolvendo a vulva e a regido glitea.

Avaliacio clinica.

DST - J bras Doengas Sex Transm 2010, 22(4): 225-228 - ISSN: 0103-4065 - ISSN on-line: 2177-8264



226

VESPA Jr. et al.

coplasia foi observada na vulva e na regido glitea. A bidpsia
foi positiva para DPEMr-V e o diagnéstico diferencial foi con-
firmado por exame histopatologico (HE — Figura 1b) e imuno-
-histoquimica (Tabela 1). A imuno-histoquimica foi positiva
para CK 7 (Figura 1c¢), EMA (Figura 1d) e CEA (Figura le).
Devido as doengas secundarias cronicas (diabetes e hipertensio
arterial), ndo foi proposta nova cirurgia. As op¢des terapéuticas
foram discutidas com a paciente e ela concordou em se submeter
ao tratamento com creme de imiquimode a 5% durante 6 semanas.

O tratamento foi iniciado em imiquimode em 10.08.2005. Uma
semana depois, ela voltou a sala de emergéncia com dor de cabega
e sintomas gripais, recebendo atendimento médico e também uma
avaliagdo ginecologica (Figura 2). Devido a dor, ardor e ulceragio
no local tratado, voltou 14 dias apos (Figura 3) e a aplicagdo topi-
ca foi suspensa por 2 semanas. Na proxima visita, ela apresentou
melhora significativa, com apenas uma leve hiperemia (Figura 4),
e o medicamento foi reiniciado. Depois que o esquema terapéutico
foi completado, a avaliacdo da paciente e a biopsia foram negativas
(Figuras 5a-d). O acompanhamento confirmou a abordagem da
doenga com sucesso (Figura 6). A paciente permaneceu clinica-
mente livre da DPEMr-V por cerca de 1 ano.

Figura 1b — Bi6psia representativa de DPEM1-V com células de Pa-
get — coloragdo com hematoxilina e eosina (15.06.2005).

B
. e~ z "
Figura 1c — CK 7 (15.06.2005).
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Figura 2 — Avaliagdo, 1 semana apds o tratamento tépico com imi-
quimode a 5% (17.08.2005).
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-|
Figura 3 — Eventos adversos locais associados ao uso de imiquimo- Figura 5b — Para confirmar a auséncia de doenga acentuada, foram
de, induzindo a descontinuagio do tratamento. feitas sete bidpsias punch, que nao mostraram sinal de doenga recor-

rente (11.11.2005).

Tabela 1 — Coloragdo imuno-histoquimica

Imuno-histoquimica Resultados

CK7 Positivo

EMA Positivo

CEA Positivo

GCDFP-15 Fracamente positivo
HMB-45 Negativo

Proteina S-100 Negativo

Melan-A Negativo

c-erbB-2 Negativo

p53 Negativo

Figura 4 — Melhora do quadro lesional com o tratamento local —
semanas de tratamento seguidas de 2 semanas de interrupg¢ao tempo-
raria do imiquimode tépico (08.09.2005).
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Figura 5a — Remissdo apds o término da terapia tdpica com imiqui- Figura 5c — Inflamagéo cronica leve e auséncia de células pagetoides
mode. Avaliagdo clinica. (11.11.2005).
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Figura 5d — Inflamagio cronica leve e auséncia de células pagetoides
(11.11.2005).

Figura 6 — Imagem representativa do seguimento clinico da terapia
com imiquimode induzindo a remissio da DPEMr-V (15.03.2000).

CONCLUSAO

O manejo da EMPD-V pode ser desafiador e, as vezes, frustran-
te. Varios fatores contribuem para as falhas de recorréncia da do-
enga e falha de tratamento. Este relatorio sugere que o imiquimode
topico pode ser considerado como uma alternativa de tratamento
para pacientes com doenca de Paget extramamaria recorrente, a
fim de evitar o sofrimento, a desfigurag@o permanente e os déficits
funcionais. O imiquimode creme age como modificador da respos-
ta imune, e parece ser uma promissora terapia adicional.
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RELATO DE CASO CASE REPORT

FuLL RECOVERY OF RECURRENT EXTRAMAMMARY PAGET’S DISEASE
OF THE VULVA (REMPD-V) AFTER IMIQUIMOD TREATMENT

REecuPERAcA0 CoMPLETA DA DOENCA DE PAGET EXTRAMAMARIA RECORRENTE D4 VUuLva (DPEMR-V) 4P0S
TRATAMENTO COM IMIQUIMODE

Nelson Vespa Jr.!, Andre Aguiar’, Ronaldo Costa®, Elza Fukazawa®, Gabriel Souza’,
Francisco Coelho?, Soraia Mercado®, Cintia Aparecida Osorio’

ABSTRACT

Although rare, extramammary Paget’s disease (EMPD) is a serious condition because underlying internal malignancy may accompany superficial cutaneous
lesions.Extramammary Paget disease is characterised by a chronic eczema-like rash of the skin around the anogenital regions of males and females. Under
the microscope it looks very similar to the more common type of mammary Paget’s disease that occurs on the breast. Extramammary Paget disease most
commonly occurs in women aged between 50-60 years. Although surgical excision is the generally accepted standard of care for EMPD. The EMPD-V
recurrence rates are high despite aggressive surgical intervention, treatment with topical imiquimod 5 percent cream has reportedly been efficacious in
clearing lesions.We report the case of a 72-year-old woman with biopsy-proven EMPD-V of the thigh treated successfully with imiquimod application
thrice weekly for 6 weeks.

Keywords: extramammary Paget’s disease of the vulva (EMPD-V), imiquimod

RESUMO

Apesar de rara, a doenga de Paget extramamaria recorrente da vulva (DPEMr-V) ¢ uma condig@o grave porque, subjacente a malignidade interna, podem
acompanhar lesdes cutaneas superficiais. A doenga de Paget extramamaria ¢ uma condig8o caracterizada por erupgao cutanea cronica tipo eczema de pele
ao redor da regido anogenital em homens e mulheres. Sob 0 microscopio,é muito parecida com o tipo mais comum da doenga de Paget mamaria, que ocorre
na mama. A doenga de Paget extramamaria ocorre mais comumente em mulheres com idades entre 50 a 60 anos. Contudo, a excisdo cirurgica é o padrao
geralmente aceito para a DPEMr-V. As taxas de recorréncia da DPEMr-V sdo altas, apesar da intervengdo cirirgica agressiva. O tratamento topico com
imiquimod creme a 5% pode ser eficaz na remogao de lesdes. Relatamos o caso de uma mulher de 72 anos com DPEMr-V comprovada por biopsia, tratada

com sucesso com imiquimod, com aplicagdes trés vezes por semana, durante 6 semanas.
Palavras-chave: doenga de Paget extramamaria recorrente da vulva (DPEMr-V), imiquimode

INTRODUCTION

Extramammary Paget’s disease is an uncommon cutaneous
adenocarcinoma, characterized by glandular differentiation and
an insidious course.The standard treatment, although possible
loss of tissue function and disease recurrence are seen. The
EMPD-V recurrence rates are high despite aggressive surgical
intervention'.The diagnosis is made histopathologically, and
management is based on wide surgical excision.The histopath-
ological features are similar in mammary and extramammary
Paget’s disease. The Paget’s cells are present singly or in small
clusters and characteristically stain with hematoxylin and eo-
sin®. Identification of new therapeutic strategies less mutilating/
aggressive than reexcision, x-ray therapy, or chemotherapy is
warranted.

We report a case where complete clinical and histological
resolution of non-invasive EMP-V of the vulvar was achieved
with minimal adverse effects after six weeks of imiquimodap-
plication®®.Imiquimod is an immunomodulator that stimulates
the production of a range of cytokines including IL-1, IL-6,
IL-8, and IL-12, and especially interferon IFN-a and TNF!31°,
Imiquimod is generally well tolerated, without any major side
effects or tissue damage. Imiquimod may be a useful alternative
or adjuvant in the treatment of EMPD.

! Cervical Pathology & Colposcopy Division, Ginecology Oncology
Department, Hospital do Cancer, Sdo Paulo, Brazil.

2Ginecology Oncology Department, Hospital do Cancer, S&o Paulo, Brazil.
3Pathology Department, Hospital do Cancer, Sdo Paulo, Brazil.
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CASE REPORT

Hear we present a case one patient with rEMPD-V, who re-
sponded to topical imiquimod therapy. A 72 year old female with
a history of hypertension and diabetes underwent margins free
vulvectomy due to EMPD-V (1995). She abandoned follow-up
and returned 8 years later with a benign erythematous papule
lesion near to the surgical scar. Upon reliving of symptoms with
topic corticoid the patient did not show up for a programmed
vulvoscopy.

The patient reappeared two years later with a greater lesion
(Figure 1a). On examination, bilateral well-defined hypo-pigmen-

Figure 1a — tfEMPD-V disease involving vulvar and gluteus area.
Clinical evaluation (15.06.2005).

DST - J bras Doengas Sex Transm 2010; 22(4): 229-232 - ISSN: 0103-4065 - ISSN on-line: 2177-8264



230

VESPA Jr. et al.

ted leukoplakia-like lesion was observed on the vulvar and gluteus
area. The biopsy specimen was positive for (EMPD-V and the dif-
ferential diagnosis was confirmed by histopathology (HE — Figure
1b) and immunohistochemistry (Table 1). The immunohistochemis-
try was positive for CK 7 (Figure 1¢), EMA (Figure 1d) and CEA
(Figure 1e).

Due to chronic underline diseases a surgery was not advised to
the 72 years old patient. Therapeutic options were discussed with the
patient and she agreed to undergo and patient consent form signed to
treatment with imiquimod 5% cream for 6 weeks.

The imiquimod treatment was started on 10.08.2005. One week
after, she attended the emergency room with headache and influ-
enza-like symptoms. She received medical attention and also a
gynecological evaluation (Figure 2). Due to pain, burning and ul-
ceration at the target site she returned on 24.08.2005 (Figure 3)
and the topical application was discontinued for two weeks. On
the next visit, she presented significant improvement with only a
mild hyperemia (Figure 4) and the medication was restarted. After
the complete treatment schedule, the patient evaluation and biopsy
were negative (Figures 5a-d). The follow-up confirmed successful
disease approach (Figure 6). The patient has remained clinically
free of EMPD-V for approximately 1 year.

Figure 1b — Representative biopsy specimen of rEMPD-V with
Paget’s cells (15.06.2005).

Figure 1c — CK 7 (15.06.2005).

DST - J bras Doengas Sex Transm 2010; 22(4): 229-232

Figure 2 — fEMPD-V evaluation one week after topical treatment
with imiquimod 5% (17.08.2005).
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Y ) L= -ml
Figure 3 — Local adverse events associated with imiquimod use in- Figure 5b — To confirm freedom from disease seven sharp punch
ducing treatment discontinuation (24.08.2005). biopsies were done and showed none sign of recurrent disease

(11.11.2005).

Table 1 — Immunohistochemical Staining.

Immunohistochemistry Results
CK7 Positive
EMA Positive
CEA Positive
GCDFP-15 Weakly positive
HMB-45 Negative
S-100 protein Negative
Melan-A Negative
c-erbB-2 Negative

Negative

Figure 4 — Lesion improvement at treatment target site — 2 weeks
of treatment followed by 2 weeks of topical imiquimod temporary
discontinuation (08.09.2005).
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Figure 5a — tfEMPD-V remission after completion of imiquimod Figure 5¢ — Mild chronic inflammation in the absence of pagetoid cells
topical therapy. Clinical evaluation. (11.11.2005).
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Figure 5d — Mild chronic inflammation and in the absence of pagetoid
cells (11.11.2005).

Figure 6 — Representative picture from clinical follow-up of imiqui-
mod therapy induced tEMPD-V remission (15.03.2000).

CONCLUSION

The management of EMPD-V can be challenging and occa-
sionally frustrating. Several factors contribute to the disease recur-
rence and treatment failures. This report suggests that Imiquimod
may be considered as an alternative treatment for patients with
rEMPD-V avoiding suffering, permanent disfiguration and func-
tional deficits. The immune response modifier, imiquimod cream,
appears to be a promising additional therapy.

DST - J bras Doengas Sex Transm 2010, 22(4): 229-232
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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.
HPV 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

DOI: 10.5533/2177-8264-2010224012

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!

Obrigado,

MARC STEBEN, MD

Médecin Conseil

Direction des risques biologiques et de la santé au travail
Institut national de santé publique du Québec

190, boulevard Crémazie Est -

Montréal (Québec) Canada H2P 1E2

Téléphone: (514) 864-1600 ext. 3234

Télécopieur: (514) 864-7646

secrétaire: Amélie Dugué ext. 3261
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P-101: THE FirsT COMPLETE PAPILLOMAVIRUS
CHARACTERIZED FROM A MARSUPIAL HOST, THE
BETTONGIA PENICILLATA PAPILLOMAVIRUS TYPE 1

Hans Stevens', Mark Bennett’, Elisabeth Heylen', Philip
Nicholls’, Marc Van Ranst!

Papillomaviruses (PVs) have been found in numerous mammal
species, all of which however were placental mammals. We report
the first papillomavirus found in a marsupial host, the Bettongia
penicillata papillomavirus type 1 (BpPV-1). BpPV-1 was found
in a papillomatous lesion of a brush-tailed bettong (Bettongia
penicillata) living in Western Australia. Total DNA was extracted
from a frozen skin biopsy of this lesion and used as a template
for multiply primed rolling-circle amplification (RCA). The RCA
product was cut using the EcoRI, Xbal and HindIII restriction
enzymes, subsequently cloned and the complete genomic sequence
was determined. The BpPV-1 genome contains 7737 bp and codes
for 5 early open reading frames (ORF), E6, E7, E1, E2 and E4, and
2 late ORFs, L2 and L1. Phylogenetic analyses of a concatenated
alignmentofthe E1,E2,L.2 and L1 ORF of BpPV-1 and 62 other PVs
revealed that BpPV-1 clusters close to the root of the phylogenetic
tree. Pairwise alignment revealed that the L1 and L2 ORFs are most
similar to those of bandicoot papillomatosis carcinomatosis virus
types 1 and 2 (BPCV) isolated from the marsupial hosts Perameles
bougainville and Isoodon obesulus, respectively. These viruses
have an early region similar to the early region of polyomaviruses
and a late region similar to the papillomavirus late region. In a
phylogenetic tree based on a concatenated alignment of the L2
and L1 ORF of BpPV-1, the 2 BPCVs and 62 other PVs, BpPV-
1 also clusters together with BPCV-1 and BPCV-2. BpPV1 is the
first fully sequenced PV found in a marsupial host. These sequence
data provides support to the hypothesis that the BPCVs arose
by genetic recombination between an ancient PV and an ancient
polyomavirus.

"Laboratory of Clinical and Epidemiological Virology, Rega Institute for
Medical Research, University of Leuven, Leuven, Belgium; 2School of
Veterinary and Biomedical Sciences, Murdoch University, Murdoch, Australia.

P-102: NoveEL EQUINE PAPILLOMAVIRUS CLUSTERS ONLY
RouGHLY WiTH OTHER EQUINE PAPILLOMAVIRUSES

Christian Lange'?, Kurt Tobler’, Mathias Ackermann?, Claude
Favrot!

The number of described papillomavirus (PV) species and potential
PV genera is steadily increasing. It seems that every host species
might potentially harbour a large set of PV, but the ensemble of PVs
from each species appears to belong only to a few genera. This has
been observed for more than hundred human, but also for ten bovine
and recently for seven canine PVs. In most of the other host species
too few PVs have yet been identified to consider this hypothesis.
We identified the DNA of a novel equine PV in aural plaques
of a horse. The genome of a novel PV was amplified from a
skin sample and was entirely cloned and sequenced. The novel
equine PV genome contains the characteristic open reading
frames (ORFs) E6, E7, E1, E2, L1 and L2, a large non coding

DST - J bras Doengas Sex Transm 2010, 22(4): 233-267

region between the late and early region as well as a small non
coding region between the early and the late region. The novel
virus was consequently designated as equine PV3 (EcPV3).
The genomes of the three equine PVs were analysed and compared
with each other and further PVs. Upon phylogenetic analyses the
equine PVs group well together and appear in pylogenetic vicinity
to some bovine PVs. Still the three equine PVs share less than 60%
of nucleotide identities in L1, and may therefore be regarded as
belonging to different clades. Pairwise alignment of the L1 amino
acid sequences reveals that FAPV3 shares only 56.3% identities
with EcPV1 and 54.9 with EcPV2. These findings may support an
allocation of the equine PVs into some distinct clades, as seems to
be the case in other species.

'Department of Dermatology, Vetsuisse Faculty, University of Zurich, Zurich,
Switzerland; *Institute of Virology, Vetsuisse Faculty, University of Zurich,
Zurich, Switzerland.

P-103: ANAKE PapriLLoMAVIRUS DOES NOT CLUSTER WITH
OTHER NON MAMMALIAN-PAPILLOMAVIRUSES

Christian _Lange'?, Kurt Tobler’, Jessica Gull’, Mathias
Ackermann?®, Elisabeth Vetsch!, Claude Favrot'

In the past decades, papillomaviruses (PVs) infecting mammalian
species have been discovered in a broad genetic diversity, forming
a steadily growing number of genera. The more recent discovery of
PVs infecting non-mammalian species extended the potential hosts
to the whole clade of amniotes. Still only four whole genomes
of PVs from non-mammalian hosts have been published as yet.
We discovered PV DNA in pigmented papilloma-like lesions of
a diamond python (Morelia spilota spilota). The genome of a
novel PV was amplified from one of these lesions, was cloned
and sequenced. It contains the characteristic open reading
frames (ORFs) E6, E7, El, E2, L1 and L2, a large non coding
region between L1 and E6 as well as a small non coding region
between E2 and L2. The size of the viral genome is, with only
7048 nucleotides, rather small, which is also the case in the two
other published reptile PVs. A phylogenetic analysis based on the
nucleotide sequence alignment of the L1 ORF placed the Morelia
spilota papillomavirusl (MsPV1) close to the root. Interestingly
MsPV1 does not cluster with the other four PVs of sauropsids.
Pairwise alignment of the L1 sequences on the amino acid level
revealed only 42.9% and 42.5% identities with the described sea
turtle PVs (CmPV1, CCPV1) as well as 43.9% and 43.6% identities
with the two bird PVs (FcPV1, PePV1). Pair wise alignment with
other L1 sequences revealed highest identities with the polar bear
PV (UmPV1 - 56.5%) and two human PVs (HPVO - 56%, HPV1 -
55.5%). These findings suggest that mammalian and sauropsid PVs
may not be as genetically distinct in general as could be anticipated
based to the previous findings.

"Department of Dermatology, Vetsuisse Faculty, University of Zurich, Zurich,
Switzerland; Institute of Virology, Vetsuisse Faculty, University of Zurich,
Zurich, Switzerland; 3Clinic for Zoo Animals, Exotic Pets and Wildlife,
Vetsuisse Faculty, University of Zurich, Zurich, Switzerland.
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P-104: NoveEL CETACEAN PAPILLOMAVIRUSES EXHIBIT
BOTH CHIMERIC AND NON-RECOMBINANT CENOME ORGA-
NIZATIONS

Marc Gottschling', Eric Schulz’, Ignacio G. Bravo®, Rob
Deaville?, Paul D. Jepson®, Marie-Frangoise Van Bressem’,
Eggert Stockfleth?, Ingo Nindl**

Currently known cetacean papillomaviruses (Omicronpapilloma-
virus) appear as chimeras. They exhibit genetic elements of
viruses either with the shared tropism to mucosal tissue such as
Alphapapillomavirus (i.e., early genes) or isolated from related
host species such as Xipapillomavirus (i.e., late genes). We isolated
and sequenced the complete genomes of four novel papillomavirus
types and one variant from genital and oesophageal lesions of
cetaceans, namely of Delphinus delphis (DdPV), Lagenorhynchus
acutus (TtPV-3 variant) and Phocoena phocoena (PpPV-1, PpPV-
2 and PpPV-4). Phylogenetic analyses were performed using
Maximum Likelihood and Bayesian approaches. As inferred
from early genes analyses, cetacean papillomaviruses, including
the new types and variant, constituted a monophyletic group with
(mucosotropic) Alphapapillomavirus. Analyzing late genes, they
were the closest relatives of (ruminant) Xipapillomavirus, with the
exception of PpPV-4. This was the unique cetacean papillomavirus
that showed a consistent phylogenetic position close to the
primarily mucosotropic clade. An explanation for incongruent
tree topologies between early and late genes phylogenies are
recombination events. PpPV-4 is the only known non-recombinant
cetacean papillomavirus type and may represent a relative of a
donor to chimeric Omicronpapillomavirus. Our study thus supports
a complex evolutionary scenario with multiple driving forces
for papillomavirus diversification, also including interspecies
transmissions.

'Department of Biology, Systematic Botany, Ludwig-Maximilians-
Universitdt Miinchen, Munich, Germany; *Clinic for Dermatology,
Venerology und Allergology, Haut Tumor Centrum Charité (HTCC), Charité

- Universititsmedizin Berlin, Berlin, Germany; *Centre for Public Health
Research (CSISP), Valencia, Spain; *Institute of Zoology, Regents Park,
London, United Kingdom; *Cetacean Conservation Medicine Group (CMED),
CEPEC, Museo de Delfines, Pucusana, Peru; °DKFZ - Charité, Viral Skin
Carcinogenesis, Viral Transformation Mechanisms, German Cancer Research
Center (DKFZ), Heidelberg, Germany.

P-105: NOVEL MONKEY BETAPAPILLOMAVIRUS ASSOCIATED
WITH HAND AND FOOT PAPILLOMAS

Charles Wood', Sarah Tannehill-Gregg®, Zigui Chen’, Koenraad
van Doorslaer’, Mark Cline', Robert Burk®?

Betapapillomaviruses are a diverse genus of papillomaviruses
(PVs) commonly associated with human skin papillomas and
epidermal dysplasia. Few beta-PVs have been characterized in
nonhuman species. This report describes a novel beta-PV, named
Macaca fascicularis PV type 2 (MfPV-2), isolated from exophytic
skin papillomas on the hands and feet of an adult male cynomolgus
monkey (M. fascicularis). On histology the papillomas were
composed of thickened epidermis with superficial foci of

cytomegaly and cytoplasmic pallor. Nuclei exhibited moderate
pleomorphism with frequent central clearing and peripheral
chromatin. Positive immunostaining for PV antigen, pl6, and
the proliferation marker Ki67 was present multifocally within all
layers of affected epidermal cells. Complete sequence identity
(100%) was noted between PV genomes sequenced from hand
and foot lesions. The MfPV-2 genome was 7632 bp in length and
included putative open reading frames for E1, E2, E4, E6, E7, L1,
and L2 genes, similar to other beta-PVs. The closest PV relatives
to MfPV-2 are HPV115 (67.4% pairwise identity) and MfPV-1
(67.3% pairwise identity), which was also isolated from hand and
foot papillomas in a cynomolgus macaque. Phylogenetic analysis
placed MfPV-2 in a new species group (number 6) among the
beta-PVs, distinct from MfPV-1. These findings provide further
support for the idea that tissue tropism among ancient primate PVs
developed prior to divergence of human and nonhuman primate
PV types.

'Department of Pathology, Wake Forest University School of Medicine,
Winston-Salem, NC, USA; *Department of Drug Safety Evaluation,
Bristol-Myers Squibb Research & Development, Mount Vernon, IN, USA;
3Department of Microbiology and Immunology, Albert Einstein College of
Medicine, Bronx, NY, USA; *Departments of Pediatrics, Epidemiology &
Population Health, and Obstetrics, Gynecology and Women’s Health, Albert
Einstein College of Medicine, Bronx, NY, USA.

P-108: SuLinpac INHIBITS PROLIFERATION AND INDUCES
APoPTOSIS IN CERVICAL CANCER CELL LINES

C.D. Spillane'?, C. White'?, K. Linder’, T. McEligott', L.
Kehoe'?, O. Sheils', C.M. Martin'?, J.J. O’Leary'?

Background: Sulindac, a commonly used NSAID, has been
investigated as a potential novel therapeutic for different forms
of cancer, including colon and breast. A recent study looked at
the molecular action of this drug on the HPV18 infected cervical
cell line, HeLa, and demonstrated that not only could it induce
apoptosis but also degrade one of the main oncoproteins, E7.
Design: This study aimed to validate the previous findings
and to extend the analysis to other cervical carcinoma cell lines
with differing origins, HPV status and viral DNA content. Three
cervical cancer cell lines were examined, the adenocarcinoma
derived HPV 18 positive HeLa, the squamous cell carcinoma derived
HPV16 positive SiHa and the HPV negative C33A.

Results: Sulindac had a time and dose dependent growth inhibitory
effect on all three cell lines. However, the most potent response was
observed in the HeLa cells, with the IC50 value approximately 200
UM less than the other two cell lines. Analysis of the HeLa cells
demonstrated that this activity occurred predominantly through
the induction of apoptosis but additionally by cell cycle arrest.
The previous findings that sulindac induced a post-transcriptional
degradation of HPV18 viral oncogene E7 were validated. This
decrease was dose dependent and appeared to correlate with an
observed G1 arrest. However, in comparison with the previous
findings these results were observed with significantly lower
concentrations of sulindac, 115 pM compared to 500 pM. In
addition, it was demonstrated that a decrease in COX activity may
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be partially responsible for the anti-proliferative activity of sulindac.
Conclusion: This data indicates that the antineoplastic activities
of sulindac are multifaceted. Since most cancers progress through
the action of multiple pathways, drugs that simultaneously block
several pathways might be particularly effective as therapeutic
agents. Therefore, these results suggest that NSAIDs may offer
potential as novel therapeutics for cervical cancer.

'Histopathology Department, Trinity College Dublin, Dublin, Ireland;
Pathology Department, Coombe Women’s Hospital, Dublin, Ireland.

P-110: IN ViTrRO SELECTION OF RNA APTAMERS TO HPV-
16 L1 VLPs

Ana Gabriela Leija-Montova', Maria Luisa Benitez-Hess',
Julia D. Toscano-Garibay', Luis M. Alvarez-Salas’

Cervical cancer is causally associated to persistent infection
with high risk human papillomavirus (HPV), especially HPV-16.
The HPV capsid is mainly composed of the L1 protein that can
self-assemble in the absence of genetic material forming virus-
like particles (VLPs) that are structurally and immunologically
similar to the infectious virions. Aptamers are oligonucleotide
ligands obtained by the iterative application of the SELEX method
(Systematic Evolution of Ligands by EXponential enrichment)
over combinatorial libraries and are capable of binding tightly and
specifically to its targets. In this work, aptamers that specifically
recognize HPV-16 virus-like particles (VLPs) were isolated from
a combinatorial library of 415 variants using a modified SELEX
method. Several aptamers were obtained after three cycles of
negative selection and five cycles of positive selection against
HPV-16 L1 VLPs. These aptamers were sequenced and divided
into three groups according to sequence similitude. An aptamer
representative of each group was probed for specificity against
HPV-16 VLPs, the selection system and bovine albumin. Although
all the probed aptamers efficiently bound the VLPs, the Sc5-3
aptamer showed the highest specificity. Later experiments using
bacteria-produced HPV-16 L1 and GST-L1 chimeras resulted also
in specific binding by Sc5-c3 aptamer, suggesting that recognition
of L1 is not dependent in quaternary structure. Current experiments
are aimed to establish the L1 domain associated to Sc5-c3 binding
and cross-reactivity against other HPV types. Highly specific L1-
recognizing aptamers have great potential as diagnostic tools and
as antiviral agents to block HPV-16 infection.

"Laboratorio de Terapia Génica, Departamento de Genética y Biologia
Molecular, CINVESTAYV, México, D.F., México.

P-112: HuMAN PariLLoMavIRUS 6/11-SPEcIFIC T-CELLS
BINDING CLASS II TETRAMER-E2/E6 COMPLEXES ELICIT
REDUCED IFN-?

Edward James', Devoti James®?, Rosenthal David®**, Hatam

Lynda®3, Steinberg Bettie*’, Abramson Allan®, Bonagura
Vincent’>*

DST - J bras Doengas Sex Transm 2010, 22(4): 233-267

Objectives: The HLA-DRB1*0102, DRB1*¥0301 haplotype is
associated with increased severity of RRP, a disease caused by
HPV-6/11. TH1-like responses to E6/E2 proteins have been shown
to protect against papillomavirus-induced disease in animals,
and TH2 polarization may be related to RRP disease severity in
DRB1*¥0102 and DRBI1*0301 expressing patients with RRP.
Methods: Using tetramer guided epitope mapping, we identified
the dominant immunogenic peptides within HPV-11 early proteins
E6/E2, restricted by DRB1*0102 and/or DRB1*0301. Peptide
binding, tetramer staining, and proliferation assays identified
minimal epitopes within these peptides. The cytokine profile
of sorted tetramer positive T-cell lines from RRP patients (n=6)
and controls (n=10) was measured using a cytokine capture
assay, to determine E2/E6-responsive T-cell polarization.
Results: Two distinct E6/E2 peptides (E6 113-132, E2 1-20)
contained DRB1*0102 and DRBI1*0301 restricted epitopes
respectively. An additional peptide (E2 281-300) contained
an epitope presented by both DRB1*¥0102 and DRB1*0301.
Minimal epitopes within these peptides bound to recombinant
DR protein, gave positive tetramer staining for sorted T-cell lines,
and elicited T-cell proliferation in both RRP patients and HLA-
matched healthy controls. While the magnitude of responses to
these epitopes was similar in both groups, IFN-y secretion was
substantially lower in T-cell lines isolated from RRP patients and
IL-13 was expressed by some tetramer-peptide binding T-clones.
Conclusions: CD4+ T-cells specific for E2/E6 epitopes are easily
detected in RRP patients and healthy controls with DRB1*¥0102
and DRB1*0301 haplotypes. However, RRP patients exhibit HPV-
specific, immune dysregulation, indicated by decreased IFN-y, but
increased IL-13 expression. Therefore, therapeutic vaccination
or other interventions that repolarize T-cell responses and restore
TH1-like cytokine responses to HPV proteins could improve
outcomes for RRP patients.

'Benaroya Research Institute, Seattle, WA , USA; ?Feinstein Institute for
Medical Research, North Shore-LIJ Health System, Manhasset, NY, USA ;
*Division of Allergy/Immunology, North Shore LIJ Health System, Manhasset,
NY, USA ; *Elmezzi Graduate School of Molecular Medicine, North Shore LIJ
Health System, Manhasset, NY, USA ; *Department of Otolaryngology, Long
Island Jewish Medical Center, New Hyde Park, NY, USA.

P-114: REVERSAL oF HPV-MEDIATED SUPPRESSION OF
LaNGERHANS CELL FuncTioN wiTH THE TLR3 AGONIST
PoLyICR

Diane Da Silva', Maaike Koopman', Heike Brand', Gregory
McKee’, W. Martin Kast!

Background: The HPV family of viruses establishes persistent
infectionsbecauseithasevolvedmechanismsthatallowittoevadethe
human immune system. Studies from our laboratory have identified
HPV-mediated suppression of antigen presentation by Langerhans
cells(LC) as a key mechanism through which HPV evades immune
surveillance. PolyICR is a stable TLR3 agonist that is a broad
inducer of innate immunity and is being developed as a vaccine
adjuvant and antitumor agent. An important feature of PolyICR
is its ability to enhance dendritic cell expression of cell surface
markers, cytokine production and functional activation of T cells.
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Objectives: In this study, we determined whether PolyICR can
overcome HPV-induced immune suppression by functionally
activating LC in the presence of HPV 16 and inducing activation of
HPV16-specific T cells.

Methods: Human LC were analyzed for the expression of MHC
and T-cell co-stimulatory molecules, production of Thl inducing
cytokines,invitromigration,andactivationof HPV 16-specific Tcells
when LC were exposedto HPV 16 VLPand subsequently to PolyICR.
Conclusions: PolyICR was able to activate LC that had been pre-
exposed to HPV16 VLP such that expression of MHC, CD40,
CD80, CD86, and CD83 were highly upregulated and LC secreted
high amounts of Th1 and inflammatory cytokines and chemokines.
Upregulation of the chemokine receptor CCR7 resulted in a
significant increase in migration capacity. LC incubated with
HPV16 VLP and treated with PolyICR induced an HPV 16-specific
CD8+ T cell response detected by interferon gamma Elispot and
MHC tetramer analysis that was absent when LC were exposed
to VLP alone. These data suggest that the TLR3 agonist PolyICR
is a promising therapeutic molecule that can overcome HPV-
induced immune suppression of LC and result in an LC capable of
stimulating an anti-HPV T-cell mediated immune response.

"Norris Comprehensive Cancer Center, University of Southern California, Los
Angeles, CA, USA; *Akela Pharma Inc, Austin, TX, USA.

P-115: DETECTION OF HUMAN PAPILLOMAVIRUS TYPE 16

E7-SpeciFic T CeLLS BY ELISPOT ASSAY

Chung Won Lee', Min Jong Song!, Keun Ho Lee!, Soo Young
Hur', Jong Sup Park'

Objectives: The study aims to evaluate the effect of a human
papillomavirus type 16 (HPV16) E7 synthetic peptides on the
antigen-specific T-cell response in Carcinoma in situ (CIS) and
cervical cancer patients.

Methods: We characterized the HPV-16 E7 specific T-cell
epitopes using E7 overlapping peptide pools with peripheral blood
lymphocytes obtained from normal healthy donors and HPV-16+
5 CI patients and 3 invasive cervical carcinoma patients with
informed consent. We then analyzed the difference in the HPV-
16 E7-specific T-cell immune responses in patients during or after
treatment of the lesion by ELISPOT assay.

Results & Conclusions: All of CIS patients were underwent loop
electrosurgical excision procedure (LEEP) and all of cervical
carcinoma patient were type III radical hysterectomy. Analysis
of peripheral blood lymphocytes obtained from patients with
HPV-16+ CIS and cervical carcinoma showed that the HPV-16+
E7 peptide pool 2-3 (aa 16-55) specific CD4+ T-cell immune
response was significantly higher than other peptide pool. The
HPV-16 E7 peptide specific T-cell immune response correlates
with regression of established HPV 16+ lesions and freedom from
disease recurrence. Thus, this E7 epitope may be useful for the
characterization of HPV-specific immune responses in patients
infected with HPV-16 or immunized with HPV vaccines.

'Department of Obstetrics and Gynecology, School of Medicine, Catholic
University, Seoul St. Mary’s Hospital, Seoul, Korea.

P-117: CELLULAR IMMUNE RESPONSE TO HUMAN
PapiLLomavIRUS 58 L1, E6 AND E7 IN CHINESE
WOMEN WITH TRANSIENT INFECTIONS AND CERVICAL
NEOPLASIA

Paul Chan', Shih-Jen Liv?, T.H. Cheung!, Winnie Yeo', SM
Ngai', Jo Cheung', Stephen Man®

Background: A relatively high prevalence of HPV58 has been
observed among invasive cervical cancers (ICC) from certain parts
of the world, especially the eastern Asia, where a vaccine targeting
specifically against HPV58 may be needed.

Subjects and Methods: T-cell responses to HPVS58 L1, E6 and
E7 peptides among Hong Kong Chinese women with transient
infections, cervical intraepithelial neoplasia (CIN) grades 2 and 3,
and invasive cervical cancers (ICC), were examined. Overlapping
9-mer peptides were screened using an in-vitro peptide binding
assay, and followed by an interferon-y enzyme-linked immunospot
(IFN-y ELISPOT) assay using peripheral blood mononuclear cells
(PBMCs). Altogether, 91 women with HPV58 infection; including
32 transient infections, 16 CIN2, 15 CIN3, and 28 ICC, were
examined.

Results: L1 peptides located at amino acid positions 296-304,
327-335, 101-109 and 469-477 showed positive IFN-y ELISPOT
results from 4 HLA A11 subjects, and the responses were mainly
observed from women with transient infections. On the other
hand, responses to E6 and E7 peptides were mainly observed
from subjects with CIN2 or above. Two HLA All-restricted E6
peptides (amino acid positions 64-72 and 94-102), and 3 HLA
All-restricted E7 peptides (positions 78-86, 74-82, and 88-96)
showed positive responses. One HLA A2-restricted E6 peptide
located at the position 99-107 had elicited positive responses from
2 CIN2 subjects. Another HLA A24-restricted L1 peptide located
at position 468-476 was found to have positive responses from 2
CIN2 subjects.

Conclusions: T-cell responses were of low intensity and only
detected in a small proportion of infected subjects across different
grades of cervical lesion. The E6 and E7 epitopes identified in this
study can be considered for further investigation for their role as
therapeutic vaccines against HPV58-associated cervical neoplasia.

'The Chinese University of Hong Kong, Hong Kong; *National Health Research
Institute, Taiwan; *Cardiff University School of Medicine, Cardiff, UK.

P-118: CeLLULAR IMMUNE RESPONSE TO HUMAN PaA-
PILLOMAVIRUS 52 L1, E6 AND E7 IN CHINESE WOMEN
WITH DIFFERENT GRADES OF CERVICAL LESION

Paul Chan'!, Shih-Jen Liv?, Jo Cheung', T.H. Cheung’, Winnie
Yeo!, Stephen Man®

Background: HPV52 has been found in a relatively high prevalence
among cervical neoplasia in East Asia. Vaccines target specifically at
HPV52mayberequiredforthisregion. TheE6andE7proteinsencoded
by HPV are prime targets for therapeutic vaccine development.
Subjects and Methods: 95 Hong Kong Chinese women with
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confirmed HPV52 infections; including 33 transient infections, 17
CIN 2, 15 CIN3, and 30 invasive cervical cancers had peripheral blood
mononuclear cells collected to measure the T-cell responses using
interferon-y enzyme-linked immunospot (IFN-y ELISPOT) assay.
Results: Epitopes located at amino acid positions 103-111, 332-
340, 342-350 and 373-381 of the L1 protein; and at 27-35 and 86-
94 of the E6 protein; and at 1-9 and 27-35 of the E7 protein, were
found to elicit positive responses from HLA A1l individuals. A24-
specific epitopes included 60-68 and 98-106 of the L1 protein, 42-
50 and 59-67 of the E6 protein, and 24-32 of the E7 protein. One
epitope (99-107) of the E6 protein showed positive responses for
HLA A2 subjects.

Conclusions: The proportion of subjects showing detectable T-cell
responses and the intensity of responses were low across all grades
of cervical neoplasia suggesting that immune evasion mechanisms
had set on early in the course of disease progression. T-cell
responses against L1 were mainly confined to subjects who had
recently cleared an HPV52 infection, whereas E6- and E7-specific
responses were mainly observed from subjects who had developed
cervical neoplasia. Further studies are warranted to evaluate the
usefulness of these epitopes as therapeutic vaccine candidates.

'The Chinese University of Hong Kong, Hong Kong; *National Health Research
Institute, Taiwan; *Cardiff University School of Medicine, Cardiff, UK.

P-119: SEQUENCE VARIATIONS OF HUMAN
PapiLLoMavirRUS TYPE 58 E2, E4 AND ES GENES
ACROSS THE WORLD

Paul Chan', Jo Cheung!, Alfred Luk!, Wendy Ho'

Introduction: HPV58 is more common in Asia and ranks the
second or third among cervical cancers from Chinese populations.
Method: A total of 571 HPVS58 samples, including 521 cervical
scrapes and biopsies, and 50 penile scrapes collected form 15
countries were sequenced for the full length of E2, E4 and ES
genes. The phylogenetic relationship among different HPV58
variants was analysed by constructing maximum likelihood (ML)
phylogenetic trees using PAUP* 4.0 b10.

Results: A total of 410 isolates were successfully sequenced for the
E2 and E4 gene, and 421 isolates for the E5 gene. 76 variants of E2
were identified, but none was identical to the prototype. E2-WWO01
and E2-WWO02 were found in 43.9% and 16.8% of the specimens,
respectively. Nucleotide positions 3445, 2935, 3685, 3571 and
2932 were the five most variable sites. The ML tree had a stem-like
pattern with a main stem passing through variants E2 WWO01, E2
WW39,E2 WW76,E2 WWO02, and E2 WWO07. 36 variants of E4
were identified, but none was identical to the prototype. E4-WWO01
and E4-WWO02 was found in 50.5% and 18.8% of specimens,
respectively. Nucleotide positions 3445,3571, 3596, 3411 and 3550
were the five most variable sites. No significant cluster was observed
in the ML tree. 47 variants of ES were identified. The prototype-like
variant (E5_ WW18) was found in only 1% of isolates. E5S-WWO01
and E5-WWO02 was found in 48.2% and 22.1% of specimens,
respectively. Nucleotide positions 3949, 3988, 3957, 4047 and
3930 were the five most variable sites. Only one significant cluster
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was observed in the ML tree, which only contained 2 variants.
Conclusion: Nucleotide sequence variations occur in the E2, E4
and E5 genes; but the variations are not sufficient for HPV58
lineage grouping. Clinical and epidemiological implication of
these sequence variations remain to be established.

'Department of Microbiology, Faculty of Medicine, The Chinese University of
Hong Kong, Hong Kong SAR, China.

P-120: CorreLATION OF MucosaL TypeE 1 IMMUNE

RESPONSE TO ONCOGENIC HUMAN PAPILLOMAVIRUS

(HPV) IN CervicaL T CeLLS TO FATE OF PRECURSOR
LEsions oF CERvICAL CANCER

Satoko Kojima', Kei Kawana', Terufumi Yokoyama', Kensuke
Tomio', Shiho Miura’, Katsuyuki Adachi', Katsutoshi Oda’,
Tomoyuki Fujii', Shiro Kozuma', Yuji Taketani’

Introduction: Given that the cervical intraepithelial neoplasia (CIN)
develops in the cervical mucosa followed by human papillomavirus
(HPV) infection, the mucosal cytotoxic (typel) immunity against
HPV is necessary for control of CIN. The aim of this study was
to establish a method for measuring mucosal anti-HPV cellular
immune response and to examine the relationship between the
mucosal immunity and the CIN course. In this study, we focused
on mucosal typel immune responses to HPV16 E7 oncoprotein.
Patients and Methods: Cervical lymphocytes (105-6 cells)
were obtained from cervix of 27 patients with CIN lesions by
Cytobrash under written informed consent. Among them, 17
patients with CIN 2-3 were positive for HPV16, and 10 patients
with CIN 1/2 were positive for other HPV (“Other HPV group”).
Seventeen patients with CIN 2-3 were grouped according to
their course; 8 patients who received conization after sampling
due to progression were classified into “Cone group”, and 9 who
dispensed with conization after sampling due to stable diseases
or regression to CIN1 into “Treatment-free (TF) group”. Cervical
lymphocytes were examined for ELISPOT assay to detect HPV16
E7-specific IFN-gamma producing cells. Numbers of E7-specific
IFN-gamma producing cells (anti-E7 typel immune cells) were
compared between the three groups.

Result: FACS analysis revealed that 3.7-20% (median=6.0%) of
the cervical lymphocytes expressed CD3 (CD4:CD8=6:4) whereas
0.1-0.5% expressed CD19. Number of anti-E7 typel immune cells
of TF, Cone and Other HPV groups was 63-126 (average=98.6),
0-70 (average= 36.0), and 0-71 (average=42.7) /104 cells,
respectively. The cell number of TF group was significantly
higher when compared to either Cone or Other HPV group (t test;
p<0.005).

Conclusion: Patients who induced mucosal E7-specific typel
immune responses can control CIN2-3 lesions spontaneously. The
number of anti-E7 typel immune cells in the cervical mucosa was
a promising-biomarker to determine a fate of CIN2-3 lesions.

"Department of Obstetrics and Gynecology, Faculty of Medicine, University of
Tokyo, Tokyo, Japan.
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P-121: CyToKINE LEVELS IN CERVICOVAGINAL
SECRETIONS OF WOMEN WITH HIGH SQuAMOUS

INTRAEPITHELIAL LESIONS (HSIL)

B. Maira Mosch’, Larissa Marcolino Doddi’, Jossimara
Polettini’, Danielle Ferreira da Silva’, Joao Manuel Grisi
Candeias’, Marcia Guimaraes da Silva’

Background: Current data shows that human papillomavirus
(HPV) is the primary causal agent in the development of cervical
cancer. Most HPV infections likely involve a balance of Thl and
Th2 type immune responses.

Objectives: To measure cervical levels of the interleukin (IL)-4,
IL-6, IL-8, IL-10 and IL-12 from women with HSIL and from
women in a control group

Methods: A total of 40 women with a histopathological diagnosis
of HSIL and 38 women without lesions but with high-risk HPV
attended in Botucatu Medical School, and Amaral Carvalho
Hospital, Jat, SP. During the speculum exam cervical secretion was
collected. The concentrations of the cytokines were determined
using quantitative ELISA kits (R&D Systems). The research
and genotyping assay of the HPV, in extracted secretions, was
carried out on fragments of cervical biopsies obtained through a
colposcopic examination of the cervix, using the L1 consensus
PCR (GP5+/GP6+) and multiplex PCR.

Results: The median age of the control group was 33 years (22-60)
and for the patients with HSIL, 37 years (19-70). Sixty patients
(77.0%) were of Caucasian origin, 38.5% of the women were
smokers and 23.0% reported lifetime monogamy. Of the women
who were sexually active, the median of sexual intercourse was
1 in the control group and 2 in the HSIL group. In relation to
oral contraceptives, 44.9% of all patients reported having used.
DNA-HPV was detected in all cervical biopsy samples and the
most common HPV types identified were, in order of decreasing
prevalence, HPV-18, -33 and -16. No significant difference in local
IL-4, IL-6, IL-8, IL-10 and IL-12 was found in patients with HSIL
compared to the control group.

Conclusions: The production of cytokines in the cervicovaginal
secretions is similar in patients with HSIL and patients without
lesions contaminated with high-risk HPV. Financial support:
FAPESP: 2008/58861-3.

'Faculty of Earth and Life Sciences, Vrije Universiteit, Amsterdam, The
Netherlands; *Department of Pathology, Botucatu Medical School, Sao
Paulo State University, Botucatu, Brazil; *Department of Microbiology and
Immunology, Botucatu Biosciences Institute, Sdo Paulo State University,
Botucatu, Brazil.

P-123: IFN-?, IL-12, IL-18 anp HPV 1IN CERvICAL
CARCINOGENESIS
Gloria Ferndndez-Tilapa', Hilda Jiménez-Wences', Fabiola
Padilla-Islas’, Dinorah Nashely Martinez-Carrillo’, Luz

del Carmen Alarcon-Romero’, Amalia Vences-Veldzquez?,
Berenice lllades-Aguiar’

Background: The host response to malignant tumors is a primary
function in cellular immunity, modulated by Thl cytokines.
Objective: To determine RNA expression of IFN-y, 1L-12, IL-18
in premalignant lesions and cervical cancer associated with HPV
infection.

Methods: Were analyzed 123 biopsies with diagnosis of low
grade squamous intraepithelial lesion (LSIL), 40 with high grade
squamous intraepithelial lesion (HSIL), 48 of cervical carcinoma
(CC) and 66 cone fragments obtained from women with colposcopy
findings of HPV infection and/or cervical lesion. Thirty-tree
cervical scrapes from cytologically normal women (CN) were
studied too. PCR was used for HPV screening with the MY09/
MY11 and GP5+/GP6+ primers; RFLPs or sequenciation were
used for typing and cytokines mRNA expression was detected by
RT-PCR.

Results: The prevalence of HPV infection was 83% in LSIL,
77.5% HLSIL and 100% in CC (Table 1). The most common types
viral were 16, 18, 58 and 31. IFN-y mRNA was found in 27.6% of
the CN samples, 3.4% of LSIL, 15% of HSIL and 39.4% of CC.
The SIL and CC samples that expressed IFN-y had high oncogenic
risk HPV DNA; 48.5% of CC expressed IL-18 mRNA, and the
level of transcripts was higher in CN than in CC; the lowest levels
were found in SIL. Only 65% of IL-18 positive biopsies were
HPV-positive of which 43% were HPV 16-positive. None of the
samples with SIL or CC expressed the message of IL-12p35 and
p40 subunits and only 25% of the CN samples had IL-12p35
mRNA. Only 48% of the samples were IFN-y and IL-18 mRNA
positives (Table 2).

Table-1. Infection by HFY in cases of SIL and CC, detected by PCR-MY and PCR-GF+, State of the
Guerrerg, Mexico, 2003,

Infection by HPV

PCR -MY MNegative MNegative Positive Positive

PCR-GP+ MNegative Positive Positive NR’ Total
n (%) n (%) n (%) n (%) n

LSIL 21 (17) 34 (27.6) 52 (42.3) 16 (13.0) 123

HSIL 9(22.5) 5(12.9) 11 (27.5) 15 (37.5) 40

cc 0 (0.0} 4(8.3) 3(6.3) 41 (85.4) 48

Total 30 43 66 72 2117

A The percentage calculated by column, the tolals in column and row,

"It was not realized.
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Table-2. Expression of the mRMNA of IL-12 and IL-18 in samples with detectable levels of the transcripts
IFN-y, in cervical tissue with normal cytology, SIL or CC.

mMRMNA mRMNA mREMNA mMRMNA
IL-12p357%  IL-12p35™%  IL-12p35™%  |L-12p35™Y

_ _ IL-18P% IL-18"a |L-18Pc8 IL-18"0

mRNA de IFN-y """ (n)
CN 8 218 218 38 1/8
LSIL 4 0 0 1/4 3/4
HSIL 6 0 0 2/6 4/6
cC 13 0 0 913 _ 4/13

Fos: Fositive expression, Neg: Without expression

Conclusions: In cervical tissues infected by HPV there is important
dysregulation in IL-18, IL-12 and IFN-y, which are key in the
Thl activation response and favoring persistent HPV infection
and increasing the risk to develop premalignant lesions as well as
cervical cancer.

"Laboratorio de Investigacion Clinica, Unidad Académica de Ciencias
Quimico Biologicas, Universidad Autéonoma de Guerrero, Chilpancingo,
México; *Laboratorio de Citopatologia, Unidad Académica de Ciencias
Quimico Biologicas, Universidad Autéonoma de Guerrero, Chilpancingo,
México; *Laboratorio de Inmunobiologia y Diagnostico Molecular, Unidad
Académica de Ciencias Quimico Biologicas, Universidad Auténoma de
Guerrero, Chilpancingo, México; “Laboratorio de Biomedicina Molecular,
Unidad Académica de Ciencias Quimico Biologicas, Universidad Autonoma de
Guerrero, Chilpancingo, México.

P-125: SEQUENCE VARIATION OF HUMAN PAPILLOMAVIRUS
TyprE 58 E7 AcrosS THE WORLD

Wendy C.S. Ho', Jo LK Cheung!, Alfred CS Luk', Paul KS
Chan'

Introduction: HPVS5S8, though rare worldwide, ranks the
second or third among cervical cancers detected from Chinese
populations. The E7 oncoprotein disrupts cell cycle regulation
and is a key leading to the transformation of infected cells.
Method: A total of 571 HPV58-positive samples, including 521
cervical scrapes and biopsies, and 50 penile scrapes collected form
15 countries were analysed. The E7 gene was sequenced and aligned
by CLUSTAL X to identify HPV58 E7 variants. The entropy of
each variable nucleotide position was calculated. The phylogenetic
relationship among different HPV58 variants was analysed by
maximum likelihood (ML) trees generated by PAUP* 4.0 b10,
and Bayesian phylogenetic trees constructed by MrBayes v3.1.2.
Results: A total of 441 isolates were successfully sequenced
with 22 variants identified. The prototype-like variant being
detected in 5.7% of isolates, was the forth most common variant
found. E7-WWO01 and E7-WWO02 were found in 49.7% and
21.1% of the specimens, respectively. The second and forth
most common variant, E7-WWO02 and E-7-WW04, were found
more commonly in Asia. Nucleotide positions 694, 760, 632,
793 and 801 were the five most variable sites, with an entropy
value of 0.69, 0.57, 0.53, 0.40 and 0.39, respectively. All these
variations involved amino acid changes. The 22 variants of E7
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were divided into two main clusters in the ML tree, whereas
three significant clusters were observed in the Bayesian tree.
Conclusion: Multiple nonsynonymous sequence variations occur
in the E7 gene of HPVS5S. It is worthwhile to further study the
oncogenic implication of these variants.

'Department of Microbiology, Faculty of Medicine, The Chinese University of
Hong Kong, Hong Kong SAR, China.

P-127: DETERMINATION OF THE DIAGNOSTIC ACCURACY OF
TESTING FOR HiGH-RISK (HR) HUMAN PAPILLOMAVIRUS
(HPV) Types 16, 18 AnD 45 IN PRECANCEROUS
CERvVICAL LESIONS

Sven Tiews!, Winfried Steinberg!, Wladimir Schneider’,
Christoph Hanrath!

Objectives: The purpose of this study was to determine the positive
predictive value of HR-HPV testing for precancerous lesions of
the cervix uteri. Therefore, we focused on the diagnostic accuracy
of testing for one or more of the HPV types 16, 18 and 45 for
all HR-HPV positive women. HR-HPV infections with subtypes
16, 18 and 45 have demonstrated a higher risk of developing
cervical cancer [Bulk S, et al. Br J Cancer 2006; 94:171-5].
Methods: Between 2007 and 2008 a total of 586 women were
recruited: a group of 477 women with a history of known cervical
lesions and/or HPV infections (eligibility criterion: HR-HPVDNA
positive test result with HC2T) and a group of 109 women who were
examined as part of their routine cervical cancer screening. Baseline
HR-HPV status was measured at enrolment with the FDA-approved
Hybrid Capture® 2 HPVDNA Test and the HR-HPV 16/18/45 Probe
Set Test (HC2T, PST; QIAGEN, Hilden, Germany). Cervical smears
were classified according to the Second Munich Nomenclature
(1989). The results were converted to the nearest equivalent in
the Bethesda system. In general, study subjects were followed up
semi-annually for a period of 11/2 years. The histopathological
endpoint of CIN 2-3 lesion was used as a surrogate endpoint.
Results: To date data for 43.5 % of the risk group and for the
complete control group were available. CIN 2-3 was confirmed
in 77 HR-HPVDNA positive women. 85.7% of these lesions
were positive for one or more of the HR-HPV types 16, 18 and
45 (PST+). 88.2% (60/68) of the histologically confirmed CIN 3
lesions and six out of nine (66.6%) CIN 2 lesions were positive
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PST+. Furthermore, all women with a histologically confirmed
squamous cell carcinoma (n = 4) were PST+. Besides, three (50%)
out of six detected CIN 1 lesions were PST+. Nonetheless, histology
confirmed no malignancy in three cases. Two of them were
PST+. Within the next few month study results will be updated.
Conclusion: These preliminary results demonstrate that starting
cervical cancer screening at the age of 20 years remains important
as seventeen (25%) of the 68 histologically verified CIN 3 lesions
arose in women who were younger than 30 years. Our data suggest
that adding an HR-HPV test that detects one or more of the HR-
HPV types 16, 18 and 45 in conjunction with cytology could help
to identify women with an underlying cervical lesion who have an
elevated risk of developing severe cervical lesions.

'Dr. Steinberg und Partner, Laboratory for Cytopathology, Soest, Germany.

P-132: E6 aANnD E7/HPV58 VARIANTS IN WOMEN WITH
NoORMAL CYTOLOGY FROM THE COLOMBIAN COHORT

Oscar Buitrago's, Nicolas Morales', Carolina Martin'3,
Antonio Huertas', Pablo Moreno’, Teresa Martinez',
Monica Molano'

Background: Human papillomavirus type 58 (HPV 58) is highly
prevalent in women with normal cytology in the Colombian
population. Also this type is highly prevalent in women with high
grade squamous intraepithelial cervical lesions (HGSIL) and in
women with invasive cervical cancer worldwide. There are few
studies of E6 and E7/HPV 58 variants and some of them have
shown an association of variants presence with a higher risk of
HGSIL and cervical cancer. In Colombia there are no studies
of E6 and E7/HPVS58 variants in women with normal cytology.
Objectives: ToidentifyE6and E7/HPV 58 variantsincervicalscrapes
of women with prevalent HPV 58 infections in the Bogota cohort.
Methods: The E6 and E7 regions of 34 samples HPV 58 positives
were amplified using the E6F1/E7R1 primers for the ORF E6
and E7P1/E7P2 primers for the ORF E7. E6 and E7/HPV 58
variants were detected using automated direct sequencing. The
reference sequence of HPV 58 was used to compare sequences.
Results: 27/34 samples amplified the ORF E6 and E7 (79.4%).
Twenty one of these samples have the T307/A694/G744/A761
variant (77.8%), three samples have the T307/T632/G744 /A760 va-
riant (11.1%), one sample has the A169/T307/A599/A694/G744 /
A761 variant (3.7%), one sample has the T307/A694/G744/A761/
G763 variant (3.7%) and one sample has the T307/G744 variant
(3.7%). None of the samples had the reference sequence of HPV58.
Conclusions: Five different variants were identified in the samples
analyzed: 3 previously identified in Asian population and 2 new
variants (A169/T307/A599/A694/G744/A761 variant and T307/
A694/G744/A761/G763 variant). The follow up analysis of these
variants will give important information about the role of these variants
in the persistence of HPV 58 infection and in the development of
cervical intraepithelial lesions.

'Grupo de Investigacion en Biologia del Cancer, Instituto Nacional de
Cancerologia, Bogota, Colombia; *Facultad de Medicina, Universidad Nacional
de Colombia, Bogotd, Colombia; 3Grupo Investigacion Epidemiologica,
Instituto Nacional de Cancerologia, Bogota, Colombia.

P-133: HPV-16 INTRATYPE VARIATION IN WOMEN ATTEN-
DING GYNECOLOGICAL QUTPATIENT DEPARTMENT DURING
2009 1N SPAIN

Sonia Perez', Ana Cid?, Monica Pato’, M Teresa Saran’®, Sonia
Gonzalez!, M Carmen Alvarez’, M Gloria Esteban?, Julio
Torres!, Isabel Lopez-Miragaya', Maria Onia®

Objective: To detect nucleotide polymorphisms within the LCR, E6
and L1 genes of HPV 16 in general population of Northwest Spain.
Materials and Methods: 2 protocols were carried out for HPV
detection and genotyping in endocervical samples received from
women attending a gynecological outpatient department during
the year 2009: nested PCR MY09/11-GP5/6 (followed by DNA
sequencing) in one Microbiology Unit and Amplicor HPVtest and
Linear Array HPV Genotyping Test (Roche) in another one. HPV 16
was detected in 170 women. For identification of HPV 16 sequence
variation, 761bp from the LCR-E6 region (Nt 7701-591) and
422bp from the L1 region (Nt 6599-7021) were amplified (Expand
HiFi, Roche) as previously described (Xi LF, 2006. Wheeler, 1997)
and sequenced (BigDye 1.1. Abi Prism 3100-Avant). All sequences
from a sample were combined for the analysis. For the multiple
alignment and the phylogenetic analysis the reference sequences
European (E), Asian (As), African (Afl, Af2), Asian-American
(AA) and NorthAmerican (NA) were included (Yamada, 1995).
Results: In 145 cases (average age 35.7 years) sequences of the
three regions were available. The distribution of HPV 16 variants
was: 131/145 (90.3%) E lineage and 14/145 (9.7%) non E variants.
Of the 131 E lineage sequences, 66 (50.4%) grouped into the
E-350G cluster (52 European Patron E-P, 4 E-C109G, 4 E-G131G,
2 E-C188G, 1 E-m), 61 (46.6%) into the E-350T cluster (all of
them E-P) and 4 (3.1%) into the E-350G/350T one (E-P). Among
the non E variants there were 7 AA, 4 Af2, 2 Afl and 1 NA strains.
Conclusions: European lineage was the most prevalent HPV
16 variant. There was a homogeneous presence of E-350G and
E-350T. No Asian Variant was found in the studied population.

'Microbiology Unit, Complejo Hospitalario Universitario Vigo, Vigo,
Spain; *Microbiology Unit, Complejo Universitario Ourense, Ourense,
Spain; *Gynecology Unit, Complejo Hospitalario Universitario Vigo, Vigo,
Spain; “Gynecology Unit, Complejo Hospitalario Ourense, Ourense, Spain;
*Microbiology Unit, Hospital Universitario Central de Asturias, Oviedo, Spain.

P-136: SPECTRAL PHENOTYPE OF ONCOGENIC HP V-INFEC-
TED EXFOLIATIVE CERVICAL CYTOLOGY

Pierre Martin-Hirsch', Jemma Kelly!, Cara Martin’, Walter
Prendiville?, John O’Leary’, Frank Martin’

Human papillomavirus (HPV) is a sexually-transmitted infection
associated with cervical cancer. Over 100 HPV types have been
identified of which 13 are high-risk oncogenic. In unvaccinated
women worldwide, the incidence of cervical cancer from HPV 16
and 18 will remain. Cervical cytology can be graded from normal
(atypia-free) to low-grade (borderline nuclear abnormality/cervical
intraepithelial neoplasia [CIN] 1) to high-grade (CIN2/3). Infrared
(IR) spectroscopy is a non-destructive technique that allows the
acquisition of a biochemical-cell fingerprint based on vibrational
states of chemical bonds in the interrogated sample. Exfoliative
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cervical cytology specimens (n=147) were retrieved, graded by a
cytologist and HPV-tested/genotyped using Hybrid Capture 2 and
the Roche HPV Linear Array. Additionally, the spectral signatures
cervical cell lines C33A, HelLa and SiHa were examined. After
washing, cellular material was transferred to low-E glass slides
and interrogated using attenuated total reflection Fourier-transform
IR (ATR-FTIR) spectroscopy; 10 spectra were acquired per
sample. Given the complex nature of a resultant dataset consisting
of thousands of variables (wavenumbers), we used multivariate
analysis for data reduction and information retrieval. Principal
component analysis coupled with linear discriminant analysis
(PCA-LDA) gave a visual representation of the data (scores
plot) and, identification of the wavenumbers and consequent
biochemical entities responsible for segregation (loadings plot).
Immortalised cell lines were readily distinguishable from each
other. It was difficult to segregate categories of cytology associated
with specific HPV infection types. However, in low-grade cytology
infected with high-risk oncogenic HPV 16 or 18, it was possible
to segregate women based those aged 20 - 29 y and 30 - 39 y.
This suggests a spectral phenotype in exfoliative cervical cytology
associated with transient versus persistent HPV infection.

!Centre for Biophotonics, Lancaster Environment Centre, Lancaster University,
Lancaster, UK; 2Department of Pathology, Coombe Women and Infants

University Hospital, Dublin, Ireland.

P-137: A COMPETITIVE SEROLOGY ASSAY SHOWS
PROTECTION AGAINST HPV INFECTION BY NATURAL
TITERS IN THE GUANACASTE NATURAL
HisTory STuDY

Nicolas Wentzensen', Ana Cecilia Rodriguez’, Raphael
Viscidi®, Rolando Herrero’, Allan Hildesheim', Jorge Morales?,
Sholom Wacholder!, Mahboobeh Safaeian’, Robert Burk?,
Mark Schiffman’

Background: VLP-based HPV ELISA serology assays only
partially predict immunity. A novel competitive Luminex
Immunoassay (cLIA) has been developed by M. Esser and
colleagues to specifically measure neutralizing antibodies
against HPV types included in the quadrivalent vaccine.
Objective: We evaluated whether cLIA measured immunity
against subsequent HPV6, 11, 16, and 18 infections in a subcohort
of women nested in the Guanacaste Natural History Study.
Methods: We tested women who were HPV6, 11, 16, and 18 DNA
negative at baseline and had a subsequent persistent infection
or type-related CIN2+ with one of these 4 HPV types, and half
of women with a subsequent transient infection (n=369 total).
We also tested a sample of women from the cohort stratified by
sexual activity and genotype status (n=498). The cLIA results are
compared to previous VLP-based ELISA results for HPV16 (other
types to be presented).

Results: The reproducibility for HPV16 cLIA testing was very good
(R-square 0.95). Only 77/867 women were seropositive by HPV16
cLIA (including 0/69 virgins) compared to 224/867 by HPV16 VLP
ELISA (p<0.001). ELISA but not cLIA seropositivity increased
with number of previous sexual partners (p<0.001). HPV16 cLIA
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positivity was associated with protection against subsequent
infections or HPV16-associated CIN2+ (OR 0.31, CI: 0.11-1.03).
No women developing HPV16+ CIN2+ were cLIA positive.
HPV16 ELISA positivity showed weaker protection (OR 0.63,
CI: 0.42-1.04) that increased with strong seropositivity (OR
0.43, CI: 0.22-0.85). In paired, mutually-adjusted analyses, cLIA
seropositivity was correlated with strong ELISA seropositivity; but
cLIA positivity was the important predictor of immunity.
Conclusions: Neutralizing antibodies developing from the
natural humoral immune response against HPV can be measured.
Detection of neutralizing antibodies against HPV16 is associated
with significant protection against subsequent infection and
disease; however, the cLIA assay has low sensitivity to measure
previous exposure.

'DCEG, NCI, NIH, Bethesda, MD, USA; Z?Proyecto Epidemiologico
Guanacaste, San Jose, Costa Rica; *Johns Hopkins University, Baltimore, MD,
USA; “Albert Einstein College of Medicine, New York, NY, USA.

P-139: SEROPREVALENCE OF SEVEN HiGH Risk HPV

TyPEs IN THE DurcH PorPuLATION

Mirte Scherpenisse'?, Rutger Schepp', Hein Boot', Chris
Meijer'?, Guy Berbers', Fiona Van Der Klis'

Background and Objectives: HPV infections are one of the
most common sexually transmitted diseases. In March 2009 the
Dutch government decided to routinely vaccinate all 12 year old
girls against HPV-16 and HPV-18 with the bivalent HPV-vaccine
(Cervarix, GSK). Data about the seroprevalence of high risk HPV
types in the Dutch population are scarce. In 2006/2007 a large serum
bank was established by means of a cross-sectional population-
based study (ISRCTN 20164309). The serological antibody levels
against 7 high risk HPV serotypes will be determined in this serum
bank from the prevaccination era using a multiplex immuno assay
(MIA) as developed by the vaccine producer. The MIA is validated
for measurement of specific antibodies against HPV type 16, 18,
31,33, 45,52, and 58.

Methods: The cross-sectional serosurvey consists of samples from
men and women between 0-79 years of age, n=6386 (1). The specific
antibodies against seven high risk HPV types will be determined in
this serum bank with a fluorescent bead-based multiplex immuno
assay with virus like particles (VLPs) for the seven HPV serotypes
coupled to the microspheres (luminex technology).

Results and Discussion: The antibody levels against the 7 high
risk HPV serotypes obtained with the MIA will be presented. This
study will contribute to gain insight into incidence of high risk
HPV infections in the Dutch population. It is important to study
the effects of the routine vaccination and the catch-up campaign
started in 2009. Furthermore, possible shifts in the seroprevalence
of the high risk HPV types can be distinguished by comparing
the antibody levels in a serosurveillance study established in
1995/1996, with the data from the 2006/2007 study.

1. van der Klis et al, Neth. J. Med., 2009, 67:301-8.

'Laboratory for Infectious Diseases and Screening, National Institute for Public
Health and the Environment, Bilthoven, The Netherlands; *Department of
Pathology, VU University Medical Centre, Amsterdam, The Netherlands.
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P-140: CaLiBraTION OF AN HPV 6/11/16/18 SEROLOGY
STANDARD TO AN INTERNAL STANDARD AND WHO 05/134
For HPV 16

Katie Matys', Melissa Rose', Lauren Ciminera’, Tina Green’,
Jeff Gatz?’, Paul Liberator’', Mark Esser’

Background: A Food and Drug Administration (FDA) or World
Health Organization (WHO)/National Institute of Biological
Standards and Controls (NIBSC) Human Papillomavirus (HPV)
6/11/16/18 human reference standard is not available. A 30L
reference standard comprised of sera from women vaccinated with
GARDASIL® was created to measure the antibody response to
HPV 6, 11, 16 and 18 virus-like particles (VLPs).

Methods: A protocol was written and performed to collect serum
and plasma from women within 6 months following vaccination
with the HPV 6/11/16/18 VLP-containing vaccine, GARDASIL.
The sera were screened in a competitive Luminex immunoassay
(HPV-4 cLIA) for antibody titers to neutralizing epitopes on the
VLPs and 31 individuals with high antibody titers were selected
for plasma donation. The pooled reference serum was calibrated to
an internal African Green monkey (AGM) reference standard and
the WHO 05/134 type 16 reference standard. A set of 81 samples
from GARDASIL vaccinees and non-vaccinees were used in the
concordance analysis to determine the relative potency of the
human reference standard in milli-Merck units/mL (mMU/mL).
Results: The provisional potency of the reference standard was
determined tobe 1274, 1198, 3544 and 686 mMU/mL for types 6, 11,
16 and 18, respectively and 276 IU/mL for type 16. The serostatus
agreements using the two different reference standards were 95.5%,
97.5%, 99.4% and 93.2% for types, 6, 11, 16 and 18 respectively.
Conclusions: Since this reference standard is from women
rather than African Green monkeys it is more qualitatively and
quantitatively similar to sera from subjects enrolled in clinical
trials and samples from sero-epidemiology studies. The results
from this potency calibration suggest that this reference standard
can be used by multiple laboratories to help harmonize results from
vaccine clinical trials and sero-epidemiology surveys.

'PPD Vaccines and Biologics Lab, Wayne, PA, USA; ?Bioreclamation,
Hicksville, NY, USA.

P-142: DEVELOPMENT OF A GUHCL-Mobiriep ELISA
FOR MEASURING THE AVIDITY OF ANTI-HPV VLP
ANTIBODIES

Joseph Dauner!, Yuanji Pan', Allan Hildesheim?, Troy Kemp',
Carolina Porras’®, Ligia Pinto’

Modified ELISAs estimate avidity through using various chaotropic
agents and measuring the degree to which they disrupt the interaction
between antibody and antigen. The theory behind the assay is the
higher the avidity of an interaction the less susceptible it is to the effects
of a chaotropic agent. The goal of this study was to develop a
modified ELISA to measure the avidity of human papillomavirus
(HPV)-specific antibodies raised after vaccination with HPV
virus-like particles (VLP) and potentially in the context of natural
infection. The HPV VLP used for coating antigens are complex,
multimeric protein antigens and presumably also susceptible to

the actions of the chaotrope. Therefore, a number of chaotropic
agents, including urea, diethylamine, guanidine hydrochloride
and ammonium thiocyanate were evaluated in the assay for their
effectiveness in measuring avidity while not affecting the integrity
of the plate-bound VLP. Guanidine hydrochloride (GuHCI) was
selected as an ideal chaotropic reagent because it had a minimal
effect on the integrity of the plate-bound VLP. The assay was then
successfully applied to a subset of sera from Cervarix® recipients
from the NCI Costa Rica trial (n = 50) collected at month 12 visit.
Samples were diluted to give a target OD of 1.0 and a range of
concentrations of guanidine 0.5 to 3.5 M was used. Overall, the
assay was highly reproducible (overall CV = 3.6%) and captured
a considerable range of antibody avidity indices (median = 2.78
M, IQR = 0.96-3.26 M). Therefore, a GuHCI-modified ELISA is
an acceptable, low cost and high throughput method to measure
avidity indices of HPV-specific antibodies that can be used within a
clinical trial setting. Additional studies are warranted to address the
potential role of antibody avidity in protection against infection.
Funded by NCI Contract No. HHSN261200800001E.

'"HPV Immunology Laboratory, SAIC-Frederick, Inc., NCI-Frederick,
Frederick, MD, USA; Division of Cancer Epidemiology and Genetics, NCI,
NIH, Bethesda, MD, USA; *Proyecto Epidemioldgico Guanacaste, Fundacion
INCIENSA, San Jose, Costa Rica

P-143: Low Avipity oF HPV 16 ANTIBODIES IS ASSOCIATED
WITH INCREASED SUSCEPTIBILITY TO LOW - BUT NOT

Hicu-Risk HPV INFECTIONS

Proscovia Bazanya Namujju'?, Lea Hedman®, Klaus Hedman’,
Cecily Banura*’, Edward Katongole Mbidde’, Romano
Byaruhanga®S, Moses Muwanga’, Reinhard Kirnbauer?,
Heljd-Marja Surcel’, Matti Lehtinen’

Background: Assessment of low avidity antibodies has been used
for differential diagnosis of acute vs. recent infections with viral,
bacterial and parasitic agents. The low-avidity antibodies may,
however, persist for a longer period in some individuals.
Objectives: We studied whether low avidity of human papillomavirus
type (HPV16) IgG antibodies is associated with susceptibility to
other HPV infections (indicated by corresponding seropositivity).
Methods: A cross-sectional study was performed on HPVI16
seropositive pregnant Finnish and Ugandan women. Three
hundred and sixty-seven HPV16 seropositive women were
randomly selected from four groups: A) HPV16 seropositives
only, B) HPV16 and HPV6/11 or C) HPV31/33 or D) HPV18/45
seropositivity. We tested for avidity of HPV16 antibodies using
HPV 16 virus-like particles in a modified ELISA.

Results: The overall prevalence of low avidity HPV16 antibodies
among the HPV seropositive women was 18% (68/368). The
proportions of low avidity HPV 16 antibodies in the different groups
were: A) 17% (28/160), B) 33.8% (23/68), C) 10.8% (9/84), and D)
14.3% (8/56). Women with the low-avidity HPV16 antibodies had
an increased risk of being seropositive for low risk HPV types 6/11
(odds ratio, OR=2.4; 95% CI, 1.2-4.5). No increased risk of being
seropositive for high-risk HPV types 18/31/33/45 was observed.
Conclusions: Our findings suggest that there are differences in
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risk of being seropositive for low-risk and high- risk HPV types
by low-avidity of HPV16 antibodies. Associated characteristics of
host immunity could modify susceptibility to the different HPV

types.

'National Institute for Health and Welfare, Oulu, Finland; *Uganda Virus
Research Institute, Entebbe, Uganda; *University of Helsinki, Helsinki, Finland,
“Makerere University, Kampala, Uganda; *Karolinska Institute, Stockholm,
Sweden; °San Raphael of St. Francis Hospital Nsambya, Kampala, Uganda;
"Entebbe Hospital, Entebbe, Uganda; *Medical University of Vienna, Vienna,
Austria.

P-144: DeTECTION OF ANTI-HPV SERUM ANTIBODIES
3 10 12 YEARS AFTER DETECTION OF HPV DNA IN
GENITAL SAMPLES FROM YOUNG WOMEN

Joseph Carter!, Mary Colangelo’, Shu-Kuang Lee’, Laura
Sycuro®, Laura Koutsky’, Denise Galloway'?

Detection of antibodies to multiple HPVs in a single well using
GST-L1 fusion proteins on a Luminex platform has not been
well validated. This study investigates the association between
HPV-type specific seropositivity and alpha HPV genital infection
detected years earlier, and to assess antibody persistence.
Female university students (n=285) who had previously participated
in a cohort study in which they were tested for HPV DNA at 4 month
intervals over an average of 3.9 years were recalled for a follow-up
study. The median elapsed time between HPV DNA detection in the
first study and the initial follow-up visit was 7 years (range 3 to 12).
At follow-up, antibodies to 16 genital HPV types were examined
using a multiplex binding assay. Associations were confirmed if
women in whom HPV DNA was detected in the Ist study were
significantly more likely to be seropositive for that type at follow-
up compared with women in whom HPV DNA was not detected.
Statistically significant associations between the type-specific
detection of HPV DNA and antibodies were found for types 6, 16,
18,33,35,39, 52, and 67. Antibodies to HPVs 11,31, 51, 56, 59 and
68 were also detected more frequently among women in whom HPV
DNA had been detected in the first study compared with women
who consistently tested negative for that type but the associations
did not achieve statistical significance. Only antibodies to HPVs
45 and 58 showed no relationship to previous DNA detection.
Among women in whom HPV DNA had been detected there was
considerable variation in the proportion of seropositive women.
To more fully address the persistence of antibodies, we are testing
sera from the first study using the multiplex assay to 16 HPV
types. The results will be compared with the long-term follow-up
seroprevalence to assess persistence.

"Program in Cancer Biology, Division of Human Biology and Public Health
Science, Fred Hutchinson Cancer Research Center, Seattle, WA, USA;
*Department of Epidemiology, University of Washington School of Public
Health and Community Medicine, Seattle, WA, USA; ‘3Department of
Microbiology, University of Washington, Seattle, WA, USA.

P-146: TRANSCRIPTIONAL REGULATION OF E-CADHERIN
By HPV16 E6

Zarina D Costa’, Charles Matthews', Merilyn Hibma'
DST - J bras Doengas Sex Transm 2010, 22(4): 233-267

Background: E-cadherin, a cell surface adhesion molecule, is
needed fortheretention of Langerhans cells (LC), the primary antigen
presenting cells in the skin. We have previously reported that the E6
oncoprotein of HPV16 is able to cause a 50 % decrease in the levels
of cell surface E-cadherin in vitro. This decrease is further enhanced
when cells are co-transfected with both oncoproteins of the virus,
E6 and E7. The objectives of this study were thus to investigate the
potential transcriptional regulation of E-cadherin by HPV16 E6.
Methods: Quantitative RT-PCR was used to compare the levels
of E-cadherin mRNA in E6 and control cells. A luciferase-based
reporter assay was used to determine the activity of the wild
type and deletion constructs of the E-cadherin promoter, in cells with
and without E6. Spontaneously immortalized epithelial cells,
HaCaTs, were transduced with retroviruses expressing HPV16
E6. Protein lysates were collected from these cells and stained
for transcriptional repressors of E-cadherin via western blotting.
Results: The mRNA levels of E-cadherin were found to be 0.61
times less in cells expressing E6 compared to control cells. The
measured luciferase activity showed that the E-cadherin promoter
is less transcriptionally active in E6 expressing cells than control
cells. Protein levels of Snail, the main transcriptional repressor
of E-cadherin, were found to be elevated in cells expressing E6
relative to control cells.

Conclusion: HPV16 E6 is able to regulate the cell surface adhesion
molecule E-cadherin at a transcriptional level. This manipulation
of E-cadherin levels correlates with decreases in LC numbers
in HPV16 infected skin, thus representing an immune evasion
mechanism by HPV16.

"Department of Microbiology and Immunology, University of Otago, Dunedin,
New Zealand.

P-147: HumAaN PAPILLOMAVIRUS ASSOCIATED Loss oF E-
CADHERIN EXPRESSION 1S CONSERVED ACROSS
ALL BUT THE B GENERA

Cheng Mee Leong’, John Doorbar?, Ingo NindP, Han-Seung
Yoon?, Merilyn Hibma'

E-cadherin is a cell adhesion molecule expressed predominantly
on epithelial cells. Surface expression of E-cadherin is crucial
for normal tissue organisation and morphogenesis and its loss is
frequently associated with cancer. In the epidermis, E-cadherin
has an additional role in Langerhans cell (LC) retention by
mediating adhesion between keratinocytes and LC. We have
previously reported that E-cadherin expression is frequently lost
from the membrane of basal and parabasal keratinocytes in human
papillomavirus type 16 (HPV16) infected cervical lesions. The
aim of this study was to determine the degree of conservation of
E-cadherin down-regulation among HPV types from other members
of the a7 genus and from representative types from other genera.
Lesions infected with a, B, y or p types (including only low-grade
lesions from high-risk types), were examined for E-cadherin
following immunofluorescence staining. In normal tissues (n=16),
E-cadherin expression was membranous and strong. E-cadherin
was cytoplasmic or heterogeneous (i.e. membranous staining was
absent from the majority of cells) in 11 samples infected with
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high-risk a7 or a9 types. In cutaneous lesions (n=9) infected with
low-risk types from o4, p or y genera, staining was heterogeneous
or negative. Although the majority of al0-infected lesions (n=7)
showed heterogeneous E-cadherin staining, two tissues exhibited
membranous staining and significantly B-infected lesions
had normal E-cadherin expression. The relationship between
E-cadherin expression and LC was determined in all tissues
following CD1a and E-cadherin double staining. In all tissues, LC
were localised in areas where E-cadherin was expressed and were
depleted from tissues with low E-cadherin expression. E-cadherin
down-regulation by HPV therefore was not restricted to high-risk
types or mucosa-infecting types but was also observed in low-
risk and some cutaneous HPVs. There was a correlation between
E-cadherin loss and LC depletion, supporting the hypothesis
that repression of E-cadherin expression influences the immune
microenvironment by mediating LC depletion.

'Department of Microbiology and Immunology, University of Otago, Dunedin,
New Zealand; *National Institute for Medical Research, Mill Hill, London,
UK; *DKFZ-Charite Cooperation, Viral Skin Carcinogenesis, German Cancer
Research Center, Heidelberg, Germany; *Department of Pathology, University
of Otago, Dunedin, New Zealand.

P-148: CorrELATION OF LocAL INFLAMMATORY CYTOKI-
NES AND HPV CLEARANCE INDUCED BY CRYOSURGERY

Chamsai Pientong', Praphatson Malat', Tipaya
Ekalaksananan’, Bunkerd Kongyingyoes’, Bundit
Chumworathayee?

Low-grade cervical intraepithelial neoplasia (CIN I) lesions are
almost always the result of human papillomavirus (HPV) infection.
Spontaneous resolution of CIN I lesions is common, whereas
persistent HPV infection is the risk of cervical cancer development.
This study aimed to investigate the mRNA level of IFN-g, IL-
10 and TNF-a in women with histology confirmed LSIL after
cryosurgery and to determine the role of cryosurgery intervention
in increased immune activation. At first visit, cervical cells and
biopsies were collected from 100 women with LSIL within 3
months after histological diagnosis and detected for HPV DNA.
The HPV positive cases were divided into cryosurgery (performed
at second visit) and control groups. At third visit, cervical cells
and biopsies were collected from both groups 6 months after
cryosurgery, whereas only cervical cells were collected 12 months
after cryosurgery. The HPV DNA was detected using PCR with
GP5+/GP6+ primers and the mRNA level of IFN-g, IL-10 and
TNF-a were determined in cervical tissues using real time PCR.
The result showed that HPV DNA was found in 60 cases and
the most common HPV was HPV16 (60%). Cryosurgery was
performed in 29 cases within 4 weeks after the first visit and 31
cases were control group. At first visit, mRNA of IFN-g, IL-10
and TNF-a were expressed in 93%, 93% and 97% of 100 cases,
respectively. The mRNA level of IFN-g, IL-10 and TNF-a were
increased in both groups. However, cryosurgery did not differently
activate mRNA expression from control when it was performed
within 4 weeks after the first visit. Almost of HPV persistence
detected 12 months after cryosurgery were found in cases with
decreased mRNA level of IFN-g. These results suggested that, after

biopsy or cryosurgery, inflammatory cytokines, especially, IFN-g
were increased and correlated to HPV clearance.

"Department of Microbiology, Faculty of Medicine, Khon Kaen University,
Khon Kaen, Thailand; *Department of Pharmacology, Faculty of Medicine,
Khon Kaen University, Khon Kaen, Thailand; 3Department of Obstetrics
and Gynaecology,Faculty of Medicine, Khon Kaen University, Khon Kaen,
Thailand.

P-149: ALTERATION OF PLASMA TH2-CHEMOKINES IN
PATIENTS WITH RECURRENT RESPIRATORY PAPILLOMATOSIS
(RRP) TreATED WiTH CELECOXIB

David W._ Rosenthal>?, James A. DeVoti*?, Bettie M.
Steinberg®?, Alan Abramson’, Vincent R. Bonagura®?

Objectives: RRP is characterized by recurrent benign tumors of the
respiratory tract, caused by infection with human papillomavirus 6
and 11 (HPV). The immunologic mechanism(s) that govern disease
variation remain unresolved, but we have previously shown an
increased expression of TH2-like chemokines, (CCL17, CCL18,
and CCL22). In a small pilot trial (n=4) we have shown clinical
improvementinpatientseverity scoreswithadministrationofaCOX2-
inhibitor, celecoxib. We hypothesize that TH2-like chemokines
play a critical role in the immune response of patients with RRP,
and the pathogenesis of disease can be altered by COX2-inhibition.
Methods: Patients enrolled in a twelve month pilot trial of a
COX2-inhibitor, celecoxib, were followed longitudinally during
administration of celecoxib (n=3). Plasma samples were assayed
by cytokine specific (CCL17, CCL18, CCL22) ELISA (DuoSet,
R&D Systems) every 3 months during administration of celecoxib.
Patients with RRP not enrolled in the pilot trial had multiple
plasma samples assayed over a twelve month period as a control.
Results: CCL18 decreased in all three patients during celecoxib
administration, while CCL17 and CCL22 did not change over
twelve months. Patients not in the celecoxib pilot trial maintained
similar chemokine expression levels in the plasma over 12 months.
Conclusions: These results support our previous studies that
show RRP is a TH2-like disease, and suggests that the disease
may be modified by alteration of the TH2-like chemokine CCL18.
CCL18 has been shown to be altered by prostaglandin E2, the
target for COX2 and CCL18 is produced by T-cells, dendritic
cells, and alternately activated macrophages. This study examines
the mechanism by which COX2 inhibition may alter the host’s
response to HPV.

'Elmezzi Graduate School of Molecular Medicine, North Shore-LIJ Health
System, Manhasset, NY, USA; *Feinstein Institute for Medical Research,
North Shore-LIJ Health System, Manhasset, NY, USA; Division of Allergy/
Immunology, North Shore-L1J Health System, Great Neck, NY, USA;
“Department of Otolaryngology, North Shore-LIJ Health System, New Hyde
Park, NY, USA.

P-150: SELECT MICRO-RNA’s (MIRNA’s) ARE UPREGU-
LATED IN HPV-6 AND -11 INDUCED RECURRENT RESPIRA-
TORY PapiLLoMATOSIS (RRP)

James A. Devoti', David W. Rosenthal’*?, Jennifer Diaz*, Alan
Abramson’, Bettie M. Steinberg'?, Vincent R. Bonagura'?
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Background: The transcriptional profile of papillomas is
characterized by altered expression of immune response genes,
and another group of genes that are frequently seen in cancers.
Individual micro-RNAs (miRNAs) regulate a large number
of target genes and more than one miRNA may regulate a
specific gene, resulting in complex genetic regulation. To
determine if miRNAs effect the altered transcriptome in RRP,
we compared expression levels of a panel of 88 miRNAs from
papilloma tissue, vs. unaffected, autologous laryngeal tissue.
Methods: Papilloma tissue (n=12) and unaffected, autologous
laryngeal tissue (n=12) were obtained after obtaining informed
consent. In order to enrich miRNA, small RNAs were separated
by size exclusion from total RNA (>5ug each sample) that
had been extracted from pairs of tissues. The small RNA
directed ¢cDNA synthesis, and the ¢cDNA was then screened
for individual miRNA expression levels using a commercially
available expression profiling assay (MAH-001; SABiosciences).
Results: Four miRNAs were up-regulated, and 7 were down-
regulated, utilizing a fold change greater than 4.0 in the data
analysis. However only the upregulated miRNAs (miR-195, miR-
21, miR-27a, and miR-26-b), which were from 5.7 to 8.5 fold
increased, were also statistically significant (p= 0.009 to 0.001).
Conclusion: We have identified 4 miRNAs that may contribute
to the altered transcriptional profile present in actively growing
papillomas from patients with RRP. All of these miRNAs have
been reported to also be upregulated in a variety of cancers and
also in non-malignant diseases. We are currently confirming these
findings in a larger set of archived RNA. This report is the first
demonstration of altered miRNA levels in RRP. Understanding
the pathways that are impacted by these regulatory molecules may
provide new insight into the disease process, and could potentially
identify rationale targets for therapeutic intervention.

'Feinstein Institute for Medical Research, North Shore-LI1J Health Systems,
Manhasset, NY, USA; 2Elmezzi Graduate School for Molecular Medicine, North
Shore-L1J Health Systems, Manhasset, NY, USA; *Department of Pediatrics,
Schneider Children’s Hosptial, New Hyde Park, NY, USA; “Department of
Otolaryngology, Long Island Jewish Medical Center, New Hyde Park, NY,
USA.

P-151: THE ALTERED HLA Crass I Axp HLA-G Ex-
PRESSION IS ASSOCIATED WITH IL-10 EXPRESSION IN
PATIENTS WITH CERVICAL CANCER

Josefa Antonia Rodriguez’, Constanza Gomez®, Martha Lucia
Serrano!, Maria Mercedes Bravo', Alba Lucia Combita'”

Although the infection with high risk HPV is an important risk
factor in cervical cancer etiopathogenesis, there is increasing
evidence suggesting that the ability to avoid immunosurveillance
seems to be linked to transforming potential of HPV and to a rapid
progression to cancer. A shift from a Thl to Th2 cytokine profile
and the subsequent expression of IL-10 has been associated with
impairment of tumour immunosurveillance and progression of
cervical cancer. In other cancer models, the IL-10 contribute to
the impaired anti-tumour immune response by down-regulating
HLA-I expression or by increasing HLA-G expression. To
evaluate the contribution of these mechanisms in cervical cancer
progression, we analyzed the association of HLA-I, HLA-G
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and IL-10 expression by immunohistochemistry in tumour cells
from 63 patients: nine with CIN III, ten with invasive cervical
cancer stage IBI-II, 20 with IIA-B and 24 with IIIB-IVB.
A down regulation of HLA-I expression was observed in 84,7% of
patients. 39/59 (66.1%) displayed total loss of HLA-I expression,
while 11/59 (18.6%) showed partial expression. HLA-G and
IL-10 up regulation was observed in 16/58 (27,6%) and 27/58
(46,6%) of cases, respectively. Most of the HLA-G positive cases
show concurrent up regulation of IL-10 cytokine 14/16 (87.5%)
(Spearman’s rho= 0.507, P=0.000). We found also a significant
association between IL-10 expression and down regulation of
HLA-I (P=0.028). Among patients that over expressed IL-10
cytokine, 13/27 (48,1%) had total loss of HLA-I expression, and
7/27 (25,9%) showed down regulation. Finally, we observed a
higher HLA-G expression in patients with down regulation of
HLA-I expression than those with normal HLA-I expression (X2
de Pearson, P=0.004). No significant association was observed
between expression of these proteins and different stages of cancer.
Our results suggest that, in cervical cancer, the IL-10 expression
could correlate cooperatively with up regulation of HLA-G
expression and down regulation of HLA-I expression.

'Grupo de Investigacion en Biologia del Cancer, Instituto Nacional de
Cancerologia, Bogota, Colombia; *Departamento de Microbiologia, Facultad
de Medicina, Universidad Nacional de Colombia, Bogota, Colombia;
SDepartamento de Patologia, Instituto Nacional de Cancerologia, Bogota,
Colombia.

P-152: CoMPARISON OF NORMALIZATION METHODS FOR
MEASURING IMMUNE MARKERS IN CERVICAL SECRETION
SPECIMENS

Morgan Marks', Rafael Irizarry', Yolanda Eby', Philip E.
Castle?, Justin Lessler!, Patti E. Gravitt'

Ophthalmic sponges are used to collect undiluted cervical
secretions for assessment of markers of genital tract immunity.
Heterogeneity in absorbed and extracted sample volumes requires
normalization in order to make valid inter-individual comparisons
in marker levels. Issues with standard normalization procedures
based on dilution factor calculation using sponge weight to estimate
specimen volume prompted evaluation of alternative methods. We
evaluated the validity of dilution factor adjustment across a range of
secretion volumes as well as two alternative volume-independent
methods for normalization. Sponges were collected from seventy
eight (n=78) women enrolled in a study of the natural history of
HPV in Perimenopause (HIP). Separately, we experimentally
absorbed 5-200ul of PBS containing BSA onto sponges. Secretion
volume was estimated by subtracting the weight of a representative
dry sponge from a sponge after specimen collection. Total protein
was extracted from each sponge in 300ul of PBS and quantified
using a BCA assay. Cytokines measured using the Bio-Plex
Human Cytokine 27-Plex Panel were normalized to 1) total
protein; 2) dilution factor or 3) median cytokine concentration. The
relationship of normalization factors and cytokine concentration
pre- vs. post-normalization to specimen volume was assessed
using Spearman rank correlation. Total protein and median
cytokine concentration were positively correlated to specimen
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volume. Dilution factor was poorly correlated to specimen volume
due to inaccuracies in measuring specimen weight at low volumes
resulting in over-inflated or negative values. Total protein and
median cytokine normalized markers were significantly correlated
to each other. Individual cytokines were less likely to be correlated to
specimen volume after normalization by total protein or median
cytokine methods compared to dilution factor. Dilution factors
based on specimen volume suffer from loss of precision and
validity at low specimen volume. We present alternative methods
that minimize the effects of sampling heterogeneity on cytokine
measurement. Further validation of these methods is ongoing.

'Johns Hopkins Bloomberg School of Public Health, Baltimore, MD, USA; 2US
National Cancer Institute, NTH, DHHS, Bethesda, MD, USA.

P-153: SiMPLE AND CONVENIENT METHODS FOR PURI-
FYING PSEuDOVIRUS OF HUMAN PAPILLOMAVIRUS TYPE 58

Hyoung Jin Kim', So Young Kim', Hong-Jin Kim',
John T. Schiller’

Pseudovirus (PsV) has been used for human papillomavirus (HPV)
study because native HPV do not efficiently replicate in the cell
culture system. The Optiprep density gradient (OG) has been used
for purifying the HPV PsV. In spite of advantage that OG provides
recovering PsV with high infectious titer, its disadvantages such
as requiring high priced equipment, 4 hours of centrifugation time
and technical difficulty limit applicability of HPV PsV system.
In this study, we introduced heparin chromatography (HC) and
cation-exchange chromatography (CC) to develop a convenient
purification system for HPV58 PsV, and the purification efficiencies
between OG, HC and CC were evaluated. To simplify the column
work of HC and CC, the columns were packed with 0.1 ml of resins,
and samples were equilibrated with adding binding buffer instead
of dialysis. These methods shorten the time for column working
into 20 min. In addition, highly purified PsVs were obtained by two
chromatographic methods. Almost all contaminants were removed
as a flow-through in binding condition of 0.33 M NaCl and pH
7.0. The recovery ratios of infectious PsV titer by OG, HC and CC
were 60 - 89%, 30 - 56% and 7 - 15%, respectively. Therefore, OG
and HC showed superior recovery ratios while CC showed low
recovery ratio. In the neutralizing antibody titration using PsVs
purified by the three kinds of methods, the titers of mouse serum
immunized with HPV58 PsV showed similar levels. These results
indicate that HPV58 PsVs purified by HC and CC are useful for
study of HPV type 58. Our two purification methods provide a
simple and convenient system in obtaining highly purified PsV. In
addition, two methods have considerable potential for scale-up to
purify large amount of PsV. It is expected that our two purification
methods could be applied to purifying different types of HPV PsV.

!College of Pharmacy, Chung-Ang University, Seoul, Korea; *Laboratory of
Cellular Oncology, National Cancer Institute, Bethesda, Maryland.

P-154: IDENTIFICATION OF SUITABLE ENDOGENOUS CON-
TROL MOLECULES FOR MICRORNA EXPRESSION ANALYSIS
IN HumaN CERrvicAL TISSUES

Yuanming Shen!, Yang Li', Xing Xie'

Quantitative real-time RT-PCR (RT-qPCR), as a sensitive
and reproducible quantization technique for detection of gene
expression, is being used in microRNA (miRNA) expression
research. Selection of optimal reference RNA targets for proper
normalization is critical in miRNA RT-qPCR analysis, but it is still
rather empirical. No optimal reference genes in miRNA RT-qPCR
analysis have been identified in human cervical cancer up to date.
In this study, we selected nine ubiquitous and stably expressed
candidate reference RNA targets, including five (let-7a, miR-
23a, miR-200c, miR-1979, and miR-26a) according to miRNA
microarray analysis for 6 pairs of human normal and cancerous
cervical tissues, and four (miR-103, miR-191, 5S rRNA, and U6
snRNA) used frequently in previous studies. All nine candidate
genes were examined across 24 normal cervical tissues and 24
cervical carcinoma tissues to determine the most appropriate
normalizer(s). The geNorm and NormFinder were employed for
identifying the stability of gene expression and suitability
for normalizors. Our results showed that all studied RNA targets
reached a high expression stability with low M values(<1.5), five
to nine Candidate miRNA normalizers [U6 snRNA (P = 0.39), 5S
rRNA (P = 0.9), miR-23a(P = 0.5), miR-103(P = 0.12), and miR-
191(P=0.1) ] were equivalently expressed between the normal and
tumor groups, while the expressions of the other four Candidate
miRNA normalizers (miR-1979, let7a, miR-200C, and miR-26a )
were significantly increased in malignant samples (all P < 0.001).
MiR-23a was identified as the most stable and reliable reference
gene followed by miR-191 and miR-103. Our results suggested
that miR-23a ,miR-191 and miR-103 are the optimal reference
miRNAs that can be used for normalization in gene profiling
studies of cervical cancer; of them, miR-23a is a novel miRNA
normalizer.

'Department of Gynecologic Oncology, School of Medicine, Zhejiang
University, Hangzhou, China.

P-155: THE FEASIBILITY OF PAPILLOCHECK HPV TEs-
TING ON STORED SUREPATH VIALS

Helle Pedersen, Jalil Hariri'

Objectives: The effect of storage on SurePath™ specimens as
regard to DNA extraction is not clearly illustrated in the literature,
although some companies recommend DNA extraction within a
week of sample collection. The aim of this study is to test the effect
oflong time storage on DNA extraction from SurePath™ specimens.
Methods: The study included an old group of 98 leftover
SurePath™ vials stored at room temperature for 2-8 weeks,
and a new group of 97 leftover SurePath™ vials from the
daily routine. DNA extraction was performed manually on all
specimens using the PapilloCheck™ DNA extraction kit, and
the SensoQuest Labcycler™ for PCR. HPV genotyping was
then made using PapilloCheck™ DNA-chip and CheckScanner.
Results: ASCUS+ was reported in 62 and 65 cases of the old
and new groups respectively. The remaining specimens were
WNL. Of these 40 (65%) and 46 (71%) samples harboured HR-
HPV. The incidence of HR-HPV in the normal cases was on the
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other hand 7/36 (19%) and 15/32 (47%) in the old and the new
groups respectively. The storage time of normal and ASCUS+
specimens in the old group was identical. The age range was
comparable in normal and ASCUS+ cases in both groups.
Conclusions: It seems that 2-8 week of storage has no negative
effect on HR-HPV testing in ASCUS+ cases. The significant
difference of HR-HPV incidence in the normal cases is hardly
due to failure in DNA extraction, because otherwise it would also
have affected the ASCUS+ cases. All of the normal 36 cases in the
old group, and 11 of the 32 normal cases in the new group were
reported by cytotechnologists. The remaining 21 normal cases
of the new group were reported by pathologists, which may
explain the significant difference.

'Department of Pathology, Sonderborg Hospital, Sonderborg, Denmark.

P-156: DNA ExXTRACTION FROM RESIDUAL CELL-PELLET
AND SUREPATH VIAL FOR PAPILLOCHECK DNA-TESTING

Helle Pedersen’, Gitte Sondergaard', Jalil Hariri'

Objectives: The PapilloCheck™ DNA testing is not validated
for SurePath™ residual cell-pellet. The objective of this study
was to compare the DNA extraction from SurePath™ vial and the
corresponding cell-pellet for PapilloCheck™ HPV DNA-testing.
Methods: The study included 37 SurePath™ specimens
reported as WNL and 62 specimens of ASCUS+. The DNA
extraction from the cell-pellet as well as the vial from each
case was performed manually using the PapilloCheck™
DNA extraction kit. The PCR was performed on SensoQuest
Labcycler™. The PCR product was then hybridized to the
PapilloCheck™ DNA-chip and scanned by CheckScanner™.
Results: Three cases were HR-HPV positive in vials and negative
in cell-pellet, while one was HR-HPV positive in cell-pellet and
negative in vial. Another case was negative in vial and positive
for LR-HPV in cell-pellet. HR-HPV was detected in 3 cases in
the cell-pellet group, but the corresponding vials contained only
LR-HPV. Otherwise there was full agreement regarding HR-HPV.
One of the 3 missed cases of the cell-pellet group was reported
as HSIL, and the other two were reported as WNL. All of these
3 cases harboured HR-HPV in the corresponding vials. One of
the 2 missed cases in the vial group was WNL and harboured
HR-HPV in the cell-pellet, while the other was reported ASCUS
but harboured LR-HPV in the cell-pellet. HSIL was reported in
10 cases. One of these was HR-HPV negative in cell-pellet as
well as the vial, and 1 was HR-HPV negative in cell-pellet only.
When both methods were considered, no HR-HPV was missed.
Conclusion: The study showed that the cell-pellet is feasible for
DNA-testing by PapilloCheck,™ and there was no significant
difference between the vial and cell-pellet groups regarding HR-
HPV detecting. It also seems that the combination of both methods
can be used in equivocal cases.

"Department of Pathology, Sonderborg Hospital, Sonderborg, Denmark.

P-157: ComPARING PAPILLOCHECK HPV-DNA TESTING
AND IMMUNOCYTOCHEMISTRY ON SUREPATH SPECIMENS

DST - J bras Doengas Sex Transm 2010, 22(4): 233-267

Jalil Hariri', Helle Pedersen’

Introduction: The comparison of PapilloCheckTM HPV
testing (PC-HPV) and immunocytochemistry (ICC) using
HPV surrogate markers is to the best of our knowledge not
sufficiently studied. The aim of this pilot study was to compare
the reliability of PC-HPV and ICC to detect or predict HSIL.
Methods: PC-HPV and ICC using p16, ProExCTM, and Ki67 were
performed on 37 normal and 62 ASCUS+ SurePathTM specimens.
DNA extraction for PC-HPV was performed on the residual cell-
pellet as well as left over material in the vials. The ICC was
processed on BenchMark® XT Ventana/Roche. The ICC
was interpreted positive when at least 2 of the markers were
positive. Histology was available in 30 of the ASCUS+ cases.
Results: HSIL, LSIL, ASCUS, and ASC-H were found in 10
(16%), 14 (23%), 29 (47%) and 5 (8%) out of the 62 positive smears
respectively. AIS and AGC were found in 1 and 2 cases respectively.
HR-HPV was negative in 2 cases of the cell-pellet group; one of
these was also negative in the vial group. Otherwise HR-HPV was
detected in all of the HSIL cases in cytology as well as in histology.
The ICC was negative in 2 histologically verified cases of HSIL.
One of these was ASCUS in cytology while the other showed
HSIL, which also was HR-HPV negative in the cell-pellet group.
Conclusion: The sensitivity of PC-HPV using vials, PC-HPV using
cell-pellets and ICC to detect or predict HSIL was 91%, 82%, and
82% respectively. All 3 methods were thus comparable, although
the sensitivity of PC-HPV using vials was slightly superior, but not
significantly better. When all methods were used the sensitivity to
detect HSIL was raised to 100%, but more efforts are needed
to clarify this issue.

'Department of Pathology, Sonderborg Hospital, Sonderborg, Denmark.

P-158: VALIDATION OF L-SHAPE ENDO/ESOCERVICAL
FLoCKED SwAB AND CYMoL TRANSPORT MEDIUM WITH
NucLISENS EasyQ® HPV v1.1 Assay

Damien Jeantet!, Maria Bonhomme', Faustine Meynier!,
Arnalda Giambra®, Alice Squassina®, Ernestina Valagussa®,
Paolo Libretti’, Maria Peroni?, Giuseppe Ciravolo®, Santina

Castriciano’

Objectives: NucliSENS sEasyQ® HPV vl.l (bioMérieux) is
a qualitative nucleic acid assay for the detection of E6/E7 HPV
oncogene mRNA (HPV16, 18, 31, 33 and 45). The L-shape endo/
esocervical flocked swab (LEC) is a device for Pap collection and
CyMol is a cell and nucleic acid preservation medium (Copan
Italia).

Study objectives were:

1) validate the performance of LEC and CyMol medium compared
to the Cervex brush (CB) (Rovers) and PreservCyt solution
(Hologic) for collection and preservation of specimens for HPV
detection with the NucliSENS EasyQ® HPV 1.1 assay.

2) Evaluate stability of specimens in CyMol medium after
3 weeks at room temperature (RT) and 6 weeks at -20°C.
Methods: Six hundred clinical specimens were collected from
voluntarywomenduringaroutinevisitforPaptestingat5Fleming Lab
sites in Brescia. Two clinical specimens (300 with CB in PreservCyt
and 300 with LEC in CyMol) were collected from each patient in a



26" International Papillomavirus Conference & Clinical and Public Health Workshops

249

randomized order and classified for PAP cytology status. Aliquots
of all positive specimens in CyMol medium and the same number
of negative specimens were used for 3 weeks RT and 6 weeks
-20°C stability study. All specimens were extracted and tested
with the NucliSENS® easyMAG® and EasyQ® HPV v1.1 assay.
Results: The results of the comparison study show a concordance
of 100% between the specimens collected in CyMol and
specimens collected in PreservCyt (Table 1). The invalid rates
are comparable in the two transport media. Stability of specimens
in CyMol stored at RT was demonstrated up to 3 weeks.
The stability study after 6 weeks at -20°C is still in progress.
Conclusions: No statistical difference was found between the
specimens collected with cervex brush in PreservCyt solution
and specimens collected with L-shape endo/esocervical flocked
swab in CyMol medium when tested with NucliSENS EasyQ®
HPV vl.1.

Table n*1: Concordance of the NUcliSENS EasyQ® HPY v1.1 assay forthe two media

PreservCyt
Positive Megative Total
Positive 26 0 26
CyMol INegative 0 269 269
Total 26 269 295

'Biomerieux, Grenoble, France; 2Copan Italia Spa, Brescia, Italy; *Department
of Cytology, Fleming Lab, Brescia, Italy; “Department of Gynecology, Brescia

University, Brescia, Italy.

P-159: IDENTIFICATION OF SUITABLE ENDOGENOUS CON-
TROL GENES FOR MICRORNA GENE EXPRESSION
ANALYSIS IN HuMAN CERvICAL TISSUES

Shen Yuanming', Li Yang'

Quantitative real-time RT-PCR (RT-qPCR) is a sensitive and
reproducible gene expression quantization technique which is now
being used in microRNA (miRNA) expression research. As with
mRNA analysis, selection of optimal reference RNA targets for
proper normalization is a critical aspect of miRNA RT-qPCR data
analysis. Unfortunately, the selection of reference RNA targets to
normalize miRNA levels is still rather empirical and no suitable
reference genes have been identified in human cervical cancer to
date. In this study, first we filter five ubiquitous and stably expressed
candidate reference RNA targets(let-7a, miR-23a, miR-200c, miR-
1979,miR-26a) in 6 pairs of normal and malignant human cervical
tissues using miRNA microarray Then the expression of these
five miRNA genes and miR-103, miR-191 as well as two small
nucleolar RNA genes (5S rRNA and U6 snRNA) that were already
used in various studies, were examined across 24 normal cervical
tissues and 24 cervical carcinoma tissues to determine the most
appropriate normalizers .The expression stability and suitability of
the 9 candidate reference RNA targets were validated employing
geNorm and NormFinder. MiRNA23a and miRNA191 were
demonstrated as the most stable reference genes and thus could
be used as reference genes for normalization in gene profiling
studies of cervical cancer, while the combination of two miRNAs
(miRNA23a and mirRNA191) should be recommended as a
much more reliable normalization strategy. This is the first study

to identify reliable for analysis of miRNA by RQ-PCR in human
cervical tissue.

"Women’s Reproductive Health Laboratory of Zhejiang Province, Women’s
Hospital, School of Medicine, Zhejiang University, Hangzhou , China.

P-161: ConrFirmMATION OF HC2 PosiTIvE/CYTOLOGY
NoRMAL WOMEN BY PAPILLOCHECK AND ROCHE LINE
BLoT AssAy

Andrew Bailey', Alexandra Sargent', Joanna Nagorko', Claire
Gilham?®, Henry Kitchener on behalf of the ARTISTIC Trial
Study Group’

Introduction: Withthe possibleadditionothighrisk HPV (HRHPV)
testing to cervical cancer screening programmes women who present
with normal cytology but who are found to be HRHPV positive pose
a particular dilemma. Confirmation of the presence of HR HPV in
such samples could help in the clinical management of these women.
Objectives: To confirm the presence of high risk HPV
(HR HPV) genotypes in cervical samples taken from
cytology normal women who were found to be HR HPV
positive using the Qiagen Hybrid Capture 2 (HC2) assay.
Methods: Stored archival samples of cervical cells obtained from
approximately 2,500 women enrolled into the ARTISTIC trial are
beingexamined duringthe course ofthisstudy. Allwomenhadnormal
cytology but were found to contain a HR HPV type by Qiagen HC2.
Nucleic acid was extracted using either the Roche MagNAPure or
the Biomerieux automated extraction systems. An aliquot of DNA
was then amplified and genotyped using both the Roche Prototype
Line Blot (LBA) and the Greiner-Bio-One HPV genotyping assays.
Results: Initial results obtained from testing 1281 HC2 positive/
cytology normal samples showed that 57% contained a HR HPV
genotype by Papillocheck compared to 63.8% which contained
a HR HPV genotype when using LBA. The ability of either
assay to confirm the presence of HR HPV genotypes was
highly dependent on the RLU/cut off value of the HC2 assay.
Conclusions: The Roche prototype Line Blot assay appeared
slightly more sensitive for the confirmation of HR HPV infections.
These results indicate that approximately a third of women with
normal cytology but who were found to be positive by HC2 positive
do not have a HR HPV infection and, thus, could be managed more
conservatively.

'Clinical Virology, Central Manchester University Hospitals NHS Foundation
Trust, Manchester, UK; University Department of Obstetrics & Gynaecology,

Manchester, UK; *Institute of Cancer Research, London, UK.

P-165: MAPPING VIRUS INTEGRATION SITES IN HPV16+
ORrAL CANCERS BY REAL TiME PCR

William Seaman’, Marion Couch!, Jennifer Webster-Cyriaque’

Integration of the oncogenic HPV genome into the host
chromosome is a critical event in tumor initiation. Breakpoints in
the viral genome occur in the E2 gene, resulting in disruption of E2
expression and dysregulation of the E6/ E7 viral oncogenes. Early
detection of integration related E2 disruption is paramount in the
treatment/management of oncogenic HPV-related lesions. We have
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developed a single tube multiplex assay capable of simultaneously
detecting the HPV16 L1 gene as well as 3 different regions along
the entire length of E2. This assay was used to determine the E2/
L1 ratio in CaSki and SiHA cells. For CaSki DNA the E2:L1 copy
number ratio for each E2 primer pair/probe was approximately one
indicating that there is no detectable E2 disruption in these cells.
Furthermore, our assay was capable of identifying the previously
reported 3” E2 breakpoint in SiHA cells. We screened 65 oral
cancers for the presence of HPV16 using qPCR and identified 10
oral cancers that were HPV16+. In one of these cancers, E2:L1
ratios of 1 were obtained using primer pair/probe combinations
corresponding to the 5” end of E2 but no 3” E2 signal could be
detected indicating that the E2 breakpoint occurred in the 3° end
of the E2 gene and suggesting that there was complete integration of
HPV16 genome. A low E2:L1 ratio (<0.75) was detected in 4 other
oral cancer DNA samples suggesting that in these cancers there was
a mixture of episomal and integrated HPV16 genomes. High E2/
L1 ratios (>0.75) were detected in the other 5 cancers suggesting
that high levels of HPV16 episomes were present possibly masking
detection of integration events. This novel assay should allow for
the detection and mapping of E2 disruption and allow for rapid
screening of clinical samples for HPV16 integration events.

'Lineberger Comprehensive Cancer Center, University of North Carolina at
Chapel Hill, NC, USA.

P-167: APTIMA HPV AssaAy - CLINICAL PERFORMANCE

Luis Martins', Daniela Cochicho!, Mario Cunha’,
Carmo Ornelas’

The detection of HPV DNA in cervical specimens is usually
made by PCR in the L1 region of the virus. The existing tests
detect the presence of HPV, which is present in both transient
infections, that resolve spontaneously, and in persistent infections.
APTIMA HPV Assay (AHPV) detects E6/E7 mRNA of high-
risk HPV types (14), using Transcription Mediated Amplification
(TMA) technology. Detection of HPV mRNA may be more
specific for detection of persistent infection which is more
likely to progress to cervical dysplasia and cervical cancer.
Aim: Evaluationofthe AHPV sensitivity and specificity, considering
the endpoint for disease the detection of >=CIN1 and >=CIN2+.
Materials and Methods: To evaluate the clinical performance of
AHPVassay,atotalof179smearsspecimens- 1 Snegative,25SASCUS,
51 CIN1, 59 CIN2+ and 29 carcinomas - were analyzed by AHPV.
Results: The % of positive samples for ASCUS, CIN1, CIN2+
and Carcinoma were 50%, 67%, 91% and 96%, respectively.
Considering the >=CIN2+ as the endpoint of disease, AHPV
showed a clinical sensitivity and specificity of 84% and 51%. If we
lower the endpoint of disease to >=CIN1, the sensitivity increases
to 89.9% and the specificity lowers to 45.9%. These results are
very similar to those published: 90.8% vs 84% and 56.2% vs 51%.
The Positive and Negative Predictive Value (PPV and NPV) of
AHPV is 62.7% and 77.01%, respectively, for >=CIN2+. If we
consider the endpoint of disease as >=CIN1, the PPN becomes
76.3% and the NPV 70%. The PPV determined has higher value
than those published (32.3%) and the NPV has a lower value.
Conclusions: This assay has a good clinical sensitivity and higher
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clinical specificity relative to the majority of the DNA tests. It’s
also a good marker of the viral activity of E6/E7 oncogenes, that
can be associated with the progression to disease.

"Portuguese Institute of Oncology of Lisbon, Clinical Pathology, Laboratory
Virology, Lisbon, Portugal.

P-168: CLINICAL PERFORMANCE OF ABBOTT REALTIME
Hicu Risk HPV, APTIMA HPV AND PAPILLOCHECK FOR
DETECTION OF >CIN2+ LESIONS

Luis Martins', Daniela Cochicho', Mario Cunha', Carmo
Ornelas!

Background: Published studies indicate that HPV DNA
testing for cervical intraepithelial neoplasia of grade 2 or 3 has
a sensitivity of 94.6%, versus the 55.4% for the Pap testing.
Regarding the specificity, the HPV DNA tests and Pap testing
have, respectively, 94.1% and 96.8%. Generally, HPV DNA
test have good sensitivity but poor specificity. Detection of
HPV mRNA may improve specificity. Abbott Real Time High
Risk HPV can detect 14 high risk HPV types, genotyping both
HPV16 and HPV18; APTIMA HPV assay detects the oncogene
E6/E7 viral activity from the same 14 high risk types and
Papillocheck can detect 14+4 high risk types and 6 low risk types.
Objectives: To evaluate clinical Specificity, Sensitivity,
Positive Predictive Value (PPV) and Negative Predictive Value
(NPV) for >CIN2+ of the Abbott RealTime High Risk HPV
(AbHPV), APTIMA HPV (AHPV) and Papillocheck (PC).
Methods: To evaluate clinical performance of AHPV, AbHPV
and PC assays for the detection of CIN2+ lesions a total of
94 smears specimens - 12 negative, 24 ASCUS, 21 CINI,
20 CIN2+ and 17 carcinomas - were analyzed by these tests.
Results: Overall agreement of AHPV, AbHPV and PC was 91.5%
(86/94). Considering the endpoint as CIN2+, clinical sensitivity
and specificity of AHPV was 97.2% and 50.9%, for AbHPV was
94.6% and 52.6% and for PC assay was 97.3% and 33.8%. All
assays have high NPVs: 96.7%, 93.8% and 96%, respectively.
The PC assay has a lower PPV than AHPV and AbHPV.
Conclusions: The clinical sensitivity for CIN2+ lesions is similar
for all the tests (94.6-97.3%). Relatively to specificity, the AbHPV
and AHPV have similar values and PC has the lower value. These
values are in agreement by those published by other authors. All
tests have a high sensitivity for detection CIN2+ lesions and can be
used to redefine the screening protocols for cervical cancer.

'"Portuguese Institute of Oncology of Lisbon, Clinical Pathology, Laboratory
Virology, Lisbon, Portugal.

P-169: NovEL REAL TIME GENOTYPING AsSAY FOR HPV
16 E6-350G VARIANT DETECTION

Sonia Perez!, Agar Araujo’, Ana Cid®, Maria José Lamas?,
Jonathan Fernandez!, Pura Garral, Isabel Lopez-Miragaya’,
Julio Torres!, Santiago Melon*

Background:ithasbeensuggested thatsome Human papillomavirus
(HPV) 16 E6 variants (for instance T350G) could be involved in
viral persistence and progression of HPV infection. Detection of
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these variants by DNA sequencing is expensive and time consuming.
Objective: To evaluate a novel RT- PCR (Real Time PCR) assay
for detection of HPV 16 350G Variant.

Materials and Methods: For identification of HPV 16 sequence
variation, 761bp from the LCR-E6 region (Nt 7701-591) were
amplified (Expand HiFi, Roche) as previously described (Xi LF,
20006), sequenced with the same primers (BigDye 1.1. Abi Prism
3100-Avant), and compared with NCBI database. For the T350G
discrimination assay two different labeled probes were used: wild
strain was detected in the VIC-filter and mutant strain in the FAM-
filter (GTXpress Master Mix. 7500 Fast. Applied Biosystems).
Primers and Tagman-MGB probes were designed targeting
the conserved region between the different HPV 16 subtypes.
Analytical performance was analyzed testing of 10-fold serial
dilutions of the HPV 16 WHO International Standard (NIBSC
06/202) and DNA of HPV 16 LCR-E6 region from a wild strain, a
350G mutant strain, and mixes of both (350K). Clinical sensitivity
and specificity were calculated by performing both RT-PCR and
LCR-E6 sequencing in 121 endocervical samples positive for
HPV16 in routine screening.

Results: For the T350G discrimination RT-PCR assay, the
cut-off value was aprox 5.0x10° vp/ml for T350T, for T350G
and for T350G detection in mixtures containing 20% of this
mutant. The results of both RT-PCR and DNA sequencing were,
respectively: 65/65 350G variant, 4/4 350K variant, 52/52 350T.
In comparison with DNA sequencing, the novel assay sensitivity
and specificity were 100% for the 350G Variant detection.
Conclusion: This novel real time genotyping assay is a rapid,
sensitive and specific method for detection of HPV 16 E6-350G
Variant.

"Microbiology Unit, Complejo Hospitalario Universitario de Vigo, Vigo, Spain;
*Microbiology Unit, Complejo Hospitalario de Ourense, Ourense, Spain;
3Gynecology Unit, Complejo Hospitalario Universitario de Vigo, Vigo, Spain;
*Microbiology Unit, Hospital Universitario Central de Asturias, Oviedo, Spain.

P-170: LAck oF TypE-SPECIFIC CONCORDANCE OF ROCHE
LINEAR ARRAY® AND INNOGENETICS INNOLIPA®
PERFORMED ON DIFFERENT DNA EXTRACTS
Maria Gabriella Dona', Maria Benevolo®, Fulvia Pimpinell?,
Mara Battista’, Livia Ronchetti’, Francesca Stivali’, Antonella
Moscarelli?, Massimo Giuliani’, Aldo Di Carlo?,
Amina Vocaturo®

Background: A plethora of manual and automated DNA extraction
systems are used for the specimen preparation prior to HPV testing,
not always in compliance with the guidelines of kit manufacturers.
Objectives: To investigate the influence of different
DNA extraction methods on HPV typing by Linear
Array® (LA, Roche) and InnoLiPa® (IL, Innogenetics).
Methods: Twenty samples, which tested positive by LA using the
Roche-recommended AmpliLute® extraction, were selected. Two
other methods were used for DNA extraction from the original
PreservCyt® cervical samples: the QiAmp® Blood mini kit (Qiagen)
and the NucliSens EasyMAG® automated system (bioMérieux).
LA and IL were performed in parallel on the three different extracts.
Results: Type-specific concordance (i.e. same HPV types found in

all the three extracts) was observed in 11/20 samples (55%) for LA
and 15/20 (75%) for IL. When comparing the results obtained on
the DNA extracted with the two manual methods, 5/20 (25%) and
4/20 (20%) cases were not concordant by LA and IL, respectively.
When comparing LA results obtained on any of the manual
extracts with those obtained after automated extraction, 7/20
samples (35%) did not show type-specific concordance in both
cases. IL results were non concordant in 4/20 cases (20%) when
comparing the AmpliLute® vs. the automated DNA extraction,
while non concordant results were observed in 3/20 cases (15%)
when comparing the Qiagen vs. the automated extraction. Lack of
type-specific reproducibility in LA concerned 9 HPVs (2 LR and
7 possible HR or HR), mostly with medium/high inclusivity level
(i.e. types the LA detects at higher concentration level).
Conclusions: HPV genotyping test performance is significantly
affected by the DNA extraction method, although at lesser extent for
IL. Use of consistent protocols for sample preparation is a priority
to guarantee intra-assay and intra-laboratory reproducibility over
time, particularly when monitoring transient vs. persistent HPV
infections.

'"UOC Dermatologia Infettiva, San Gallicano Dermatological Institute (IRCCS),
Rome, Italy; *Laboratorio di Patologia Clinica, San Gallicano Dermatological
Institute (IRCCS), Rome, Italy; *Pathology Department, Regina Elena
Cancer Institute (IRCCS), Rome, Italy; *Scientific Director, San Gallicano
Dermatological Institute (IRCCS), Rome, Italy.

P-171: UniversaL HPV GENOTYPING OF GP5+/6+-, AM-
PLICOR- AND PGMY-AMPLIMERS BY DIGENE RH
AND LQ TEsTS

D.T. Geraets ', L.J. van Doorn !, W.G.V. Quint ',
W.J.G. Melchers *?

Background: The Amplicor HPV test (Amplicor, Roche) permits
the simultaneous detection of 13 HR-HPV types in a single reaction.
However, to identify the specific HPV genotype, a separate PGMY-
based amplification is required to perform the Linear Array HPV
Genotyping Test (LA, Roche).

Objectives: The goal of the current study was to test whether the
novel digene HPV Genotyping RH (reverse hybridization-based)
and LQ Tests (xMAP-based) (QIAGEN, GP5+/6+ PCR-based
identification of 18 classified HR-HPV genotypes) allow direct
genotyping of Amplicor- and PGMY-based amplimers.

Methods: HPV-positive cervical scrapes for the current study
were pre-selected based on genotyping results by a different
method. A selection of these HPV-positive cervical samples was
amplified and analyzed by Amplicor (n=258), while another panel
of cervical specimens was PGMY-amplified and genotyped by LA
(n=66). Both Amplicor- and PGMY-amplimers were additionally
genotyped by the digene RH Test and LQ Tests.

Results: Amplicor-amplimers (n=258): 193/258 samples were
Amplicor-positive, and these amplimers could be directly genotyped
for 13 HR types by RH Test (183/193) and LQ Test (189/193).
65/258 samples remained Amplicor-negative, but contained one
of 13 HR-HPV genotypes in 6/65 by RH Test and in 8/65 by
the LQ Test. In addition, genotyping revealed untargeted types
(HPV66 and 82) that were amplified but undetected by Amplicor.
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PGMY-amplimers (n=66): Of 66 samples genotyped for presence
of 18 HR types, 26 were positive by LA, 25 by RH Test, and 26 by
LQ Test. RH and LQ Test demonstrated good agreement with LA
for HPV genotyping.

Conclusions: The digene HPV Genotyping RH and LQ Tests can be
directly applied on amplimers generated by the GP5+/6+, Amplicor,
and PGMY systems. The use of a universal genotyping test could
contribute to standardization of HPV testing for clinical practice.

'DDL Diagnostic Laboratory, Voorburg, The Netherlands; 2Department
of Medical Microbiology, Radboud University Nijmegen Medical Center,
Nijmegen, The Netherlands.

P-173: ANALYTICAL VALIDATION OF THE DIGENE HPV
GENOTYPING RH AND LQ TEsTS
D.T Geraets', D.A.M. Heideman®, M. Frank’,
M.N.C. de Koning', PJ.F. Snijders’, C.J.L.M. Meijer’,
L.J. van Doorn ', W.G. V. Quint'

Background: The GP5+/6+-based digene HPV Genotyping RH
and LQ Tests were recently introduced for identification of 18 HPV
genotypes and 2 subtypes (i.e., HPV16, 18, 26, 31, 33, 35, 39, 45,
51,52, 53, 56, 58, 59, 66, 68 (68a), 73, 82MM4 (821S39)) in HC2-
positive samples. Analytical validation data are presented here.
Methods: Assays were validated according to ICH guidelines
for, among others, analytical sensitivity, analytical specificity,
reproducibility, accuracy and robustness.

Results: Analytical sensitivity Formal Limit of Detection (LOD)
for HPV16, 18, and 45 ranged between 4 and 23 copies/PCR.
Analytical sensitivities for the remaining 15 types varied between
1 and 100,000 copies/PCR.

Analytical specificity: The assays did not cross-react
with non-targeted types. In addition, no other pathogens
commonly found in the female anogenital tract were reactive.
Reproducibility: Plasmids representing all targeted HPV types
and 92 clinical samples were assayed in replicates on different days
by different technicians with different kit lots. The results showed
100% identical genotypes in the plasmid panel and more than 95%
reproducibility for clinical samples.

Accuracy: One hundred and eight clinical samples were tested
in parallel by digene RH and LQ Tests and the homebrew
GP5+/6+-PCR RLB system. Initial agreement was 91%
and 93% with the RH and LQ Test, respectively. After
discordant resolution the agreement was 98% for both assays.
Robustness: The assay results remained unaffected by deliberate
variations in relevant method parameters, such as increased or
decreased PCR temperature conditions, hybridization temperatures,
and incubation times.

Interfering substances: The presence of blood and other potentially
interfering substances had no effect on the assays.

Conclusions: The digene RH and LQ Tests show good analytical
performance characteristics. Performance evaluation on clinical
samples is ongoing. However, it is important to realize that assay
efficacy is determined by the entire diagnostic algorithm comprising
DNA isolation, PCR and amplimer analysis.

'DDL Diagnostic Laboratory, Voorburg, The Netherlands; *Department of
Pathology, VU University Medical Center, Amsterdam, The Netherlands;
SQIAGEN Hamburg GmbH, Research & Development, Hamburg, Germany.
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P-174: EvALUATION OF TEST PERFORMANCE
CHARACTERISTICS AND OPERATIONAL PARAMETERS
oF 5 HPV GENOTYPING ASSAYS
Anuradha Rebbapragada’?, Stephen Perusini’, Alessandro Di

Prima’, Kumar Ramakrishna®, Irving Salit’, Vanessa Goleski’,
Sam Ratnam®, Alberto Severini*’

Background: Identification of HPV types is required for
epidemiologic measurements of vaccine efficacy and type-specific
riskforcervicalcancer.Inordertoidentifythemostsuitablegenotyping
platform for population studies, we evaluated 5 genotyping platforms
against a panel of 355 liquid based cytological (LBC) samples.
Methods: The testing panel of 355 samples consisted of N=171
cervical LBC from women who were referred to colposcopy for
follow up and N=184 intra-anal LBC from HIV-positive men with
clinical history of abnormal anal pathology. Nucleic acid was
extracted from LBC by the AmpLilute kit (Roche), amplified as
per individual assay protocol and detected with the Roche Linear
Array (LA), INFINITI HPV 26-plex (INF), Seeplex HPVIS8
ASE (SG), Qiagen 16-plex (QIA), and an in-house Luminex
(LU) assay. LA detection of HPV52 was confirmed by PCR.
Results: In order to overcome the lack of a “gold standard” when
assessing test performance, we defined a HPV consensus result
when 3 tests detected the same HPV type. Since only the 13 HR HPV
types are commonly represented in all 5 tests, detailed comparative
analysis was focused on HR HPV. The analytical sensitivity/
specificity for HR HPV detection ranged from 10% to 100% for
individual HPV types. Pair-wise test comparisons revealed that
concordance varied by HPV type and kappa values ranged from
0.052 to 0.862 (poor to excellent). The tests also varied in their
ability to detect co-infection with multiple HPV types. Infection
with >3 HPV types was detected in 31.9%, 26.5% and 31.5% of
samples by the LU, SG and LA assays and in 11% by the INF and
QIA assays. Cost, throughput and labour varied between assays.
Conclusions: HPV genotyping assays vary in test performance
and operational parameters. Our data will inform the decision
framework for the laboratory component of HPV surveillance and
vaccine evaluation.

'Ontario Agency for Health Protection and Promotion, Toronto, ON, Canada;
’Department of Laboratory Medicine and Pathobiology, University of Toronto,
Toronto, ON, Canada; *Department of BioStatistics, Dalla Lana School of Public
Health, University of Toronto, Toronto, ON, Canada; “HIV Immunodeficiency
Clinic, Toronto General Hospital, University Health Network, Toronto, ON,
Canada; *National Microbiology Laboratory, Public Health Agency of Canada,
Winnipeg, MB, Canada; “Newfoundland Public Health Laboratory, St. John’s,
NL, Canada; 'Department of Medical Microbiology, University of Manitoba,
Winnipeg, MB, Canada.

P-175: REPRODUCIBILITY OF EARLY MORNING ORAL RIN-
SE SELF SAMPLING FOR DETECTION OF ORAL HPV

Mahnaz Fatahzadeh', Nicolas F. Schlecht’, Janae Ostolozad’,
Anne Dunné®, Dannielle Botallico’, Sharod McKinney?,
Robert D. Burk?

Background: Oral HPV has been implicated in the etiology
of malignant oral disease. However, reported rates of oral
HPV vary by methodologies to collect specimens and the
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sensitivity of assays used. We hypothesized that a specimen
obtained upon arising in the morning would provide more
exfoliated cells and a better substrate for HPV DNA detection.
Methods: We selected an HIV positive population attending
an inner city oral health clinic with high expected prevalence
of oral HPV infection. Oral rinse specimens were obtained
from 52 consenting adults at two time points within the same
day: samples were collected upon arising in the morning
and approximately 8 hours later in clinic and tested for
HPV DNA by MY09/11 and FAP PCR. Kappa statistics
were used to assess agreement between paired samples.
Results: The detection rate of HPV DNA in oral rinse samples
ranged from 53.8% for samples collected in the afternoon to
59.6% for morning samples. Sixteen (30.8%) individuals tested
positive for high-risk HPV and 34 (65.4%) for low-risk types.
There was good agreement in detection of HPV DNA between
morning and afternoon samples (kappa=0.57, 95%CI: 0.35-0.79).
This increased when restricting for high-risk types detected in
either morning (28.9%) or afternoon (23.1%, kappa=0.75,
95%CI: 0.55-0.96). Distribution in number of concurrent types
was also similar for morning and afternoon samples; 17 (54.8%)
and 11 (39.3%) samples, respectively were positive for a single
type, whereas 11 (35.5%) and 12 (42.9%) had multiple HPV.
Conclusion: Although HPV was detected more often in early
morning oral rinse samples, detection rates on the same day
(at home and in clinic) were similar. Self collected oral rinse
sampling may provide a potential method for monitoring oral
HPV infection.

'Department of Diagnostic Sciences, New Jersey Dental School, UMDNJ,
Newark, NJ, USA; *Department of Epidemiology & Population Health, Albert
Einstein College of Medicine, Bronx, NY, USA ; *Department of Pediatrics,
Albert Einstein College of Medicine, Bronx, NY, USA .

P-176: EvALUATION OF DRY AND WET TRANSPORTED
CERvVICAL EXFOLIATED SAMPLES FOR DETECTION OF
HuMAN PAPILLOMAVIRUS INFECTION
Qinghua Feng!, Viorica Popov!, Steve Cherne’, Rachel Winer”,
Hector Zambrano?®, Carlos Yerovi®, Stephen Hawes?,

Laura Koutsky’, Nancy Kiviat'

We determined the feasibility of HPV detection in cervical exfoliated
cells collected as dry swab samples. Both dry cervical swab and
STM cervical swab samples were collected from 135 patients
attending either colposcopy or women’s clinics in Guayaquil,
Ecuador, who had a cytology diagnosis within 6 months. HPV was
detected by dot blot hybridization and genotyped by the liquid bead
microarray (LBMA) assay. Overall, 23.1% of dry samples were
positive for any high-risk HPV types, and 24.6% of STM samples
were positive for any high-risk HPV types. Of 125 paired samples,
the type-specific high-risk HPV proportion positive agreement
was 60.7% (kappa 0.69, 95% CI: 0.53-0.82). We found that dry
samples were more likely to be insufficient for HPV testing than
STM samples. Consistent with this observation, we showed that
genomic DNA quantitated by B-actin gene was almost 20 times
lower in dry samples than in STM samples when detected by

the real time Tagman assay, while HPV DNA viral loads in dry
samples were only 1.6 times lower than in matched STM samples.
We concluded that cervical exfoliated cells could be collected as
dry swab samples for HPV detection.

"Department of Pathology, School of Medicine, University of Washington,
Seattle, WA, USA; ?Department of Dermatology, School of Medicine, Yale
University, New Haven, CT, USA; *Department of Obstetrics and Gynecology,
School of Medicine, Catholic University of Santiago de Guayaquil, Guayaquil,
Ecuador; “Department of Epidemiology, School of Public Health, University of
Washington, Seattle, WA, USA.

P-177: ENRICHMENT OF HPV-INTEGRATED GDNA FROM
FFPE TissuE FOR NEXT-GENERATION SEQUENCING

Matthew A. Titmus', Eli Hatchwell!, Kenneth R. Shroyer!

Integration of the human papillomavirus episome into the
host cellular genome is a key step in the progression from
HPV infection to oncogenesis. In HPV-induced cancers this
event has been correlated with constitutive expression of the
HPV E6 and E7 oncoproteins. These oncoproteins negatively
interfere with host p53 and pRb, respectively, resulting in an
accelerated cell cycle and increased host genomic instability. It
is widely assumed that this E6/E7 over-expression is due in the
majority of cases to the simultaneous disruption of the E2 ORF,
whose product acts to restrict E6/E7 expression in intact HPV.
The process of integration occurs in an undirected fashion and
doesn’t appear to follow any consistent pattern with regard
to integration sites in either the host or viral DNA. This fact,
and the observation that integrated HPV DNA appears to have
an increased rate of mutation, limits the usefulness of PCR-
based approaches for analysis of integration events. As a result,
what little is currently known about HPV integration has been
stitched together from a variety of studies employing a variety of
experimental approaches which, by necessity, have generally been
both low-resolution and reliant on a small number of samples.
The development of high-throughput sequencing has provided us
with the means to overcome these long-standing limitations by not
only making it possible to simultaneously produce thousands or
millions of sequences, but to do so without a detailed knowledge of
the target’s flanking regions. To take advantage of this technology,
our lab has developed a hybridization-based method to enriching
genomic DNA recovered from archival formalin-fixed paraffin-
embedded (FFPE) tissues for HPV-integrated sequences to a
degree suitable for massively parallel sequencing. Using this
approach, it is possible to sequence the regions surrounding the
host:virus interfaces of a large number of HPV-integrated samples
simultaneously.

'Department of Pathology, Stony Brook University, Stony Brook, NY, USA.

P-179: PREVALENCE OF HUMAN PAPIiLLOMAVIRUS TYPES
AND VIRAL LoOAD - PAP TEST CORRELATION IN ROMANIA

Ramona Gabriela Ursu', Luminita Smaranda Iancu’

Objectives: To estimate the HPV genotype prevalence in North
East Romania, and to check the utility of HPV 16 viral load as a
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biomarker, for detecting women in early stages of HPV infection,
before developing cervical cancer.

Methods: We tested cervical cell specimens collected from
84 women who signed the informed consent approved by the
local Bioethical Committee. The age range of women tested for
HPV was from 26 to 57 years, and the Pap test was performed
according with Bethesda classification. HPV genotyping was
performed with Linear Array HPV Genotyping (ROCHE
DIAGNOSTICS®) and PCR reaction was realized with ABI 9700
Gold Plate System. The viral load of HPV 16 positive samples
was quantified with Path-HPV 16 Real-time PCR detection kit for
Human Papillomavirus, MX3000P STRATAGENE instrument.
Results: Among the tested samples, 38 (46%) were negative for
any HPV type, 15 (19%) patients presented multiple infections
with oncogenic and non-oncogenic HPV types (16, 18, 26, 33,

gy, Lk 12%

35, 39, 42, 51, 54, 58, 52/33/35/58, 59, 61, CP6108, 62, 81), 10
(12%) were positive only with HPV 16, 5 (6%) for HPV 53, 2
(2%) were positive for HPV 31, 1 (1%) for HPV 52/33/35/58, 1
(1%) for HPV 68 and one (1%) for HPV 84 (fig. 1). Parameters
of standard curve (efficiency, pipetting, reproducibility, slope)
were between the accepted limits: Eff = 96,2%, slope = 3,416,
Rsq = 0,994 (fig. 2) The viral load of tested HPV 16 positive
samples was between 8,025¢+003 - 4,549¢+005 copies.
Conclusions: The epidemiological data provides information
about distribution of HPV genotypes and may be important for
determining the future impact of vaccines and potential changes
in the country’s epidemiological HPV profile. The prevalence of
HPV 16 is similar to the results of others studies. High viral load
of HPV 16 was associated with HSIL. We must continue our study
on more cases, to have a broader image in our region.

mHPY 16
mHPV31

1% OHPY 53

2% OHPY 68

19 |mHPV CP6108

44  |mHPV84
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"University of Medicine and Pharmacy Gr. T. Popa, lasi, Romania.

P-180: MYCOBACTERIUM ASSOCIATED IMMUNE
REeconNsTITUTION WITH HIGHLY ACRIVE ANTIRETROVIRAL
THErRAPY (HAART) INiTIATION

Nasuna Florence'

Issues: The high prevalence of HIV/ HPV and TB co-infection is
evident in sub-Saharan Africa. As antiretroviral use increases in
this setting, it is imperative that we examine the impact of treatment
intitiation where HIV/HPV and TB co-infection exist.
Description: We describe the case of a 51 year-old Ugandan
woman with HIV/HPV / TB co-infection and a T-cell count
of 18. The patient was diagnosed with extrapulmonary TB
following aspiration of a supraclavicular abscess that decreased
in size after intensive phase TB therapy. She initiated HAART
thereafter. Twenty-nine days after antiretroviral treatment began
she experienced recrudescence of symptoms with marked
inflamation, local pain, fever and a fluctuant nodule at the prior
site of infection. Aspirate of this revealed 3+ acid-fast bacilli on
smear without evidence for other organisms. Culture results are
pending.

Lessons learned: HAART restores the immune response to
mycobacterium disease.

Recommendation: In this era where access to antiretroviral therapy
in Africa is becoming more widely available, clinicians should be
alert to the manisfestations of immune reconstitution syndromes.
Particularly in settings where HIV/HPV/TB endemicity is high
and where antiretroviral therapy is often initiated in advanced
stages of HIV/HPV disease, providers ought to be vigilant for the
development of acute mycobacterial symptoms and prepared to
institute steroid therapy as warranted.

"Mulago Main Referral Hospital, Kampala, Uganda.

P-181: CoLroscory ASSESSMENT DOES NOT PREDICT THE
FoLLow-ur IN WOMEN WITH HR-HPV INFECTION AND MILD
CYTOLOGICAL ABNORMALITIES

Marta del Pino’', Immaculada Alonso', Jaume Ordi’, Lluis
Puig-Tintoré', Pere Fusté', Joan Balasch', Aureli Torné’

Background: Colposcopy examination of women with ASC-US
or LSIL detects CIN2-3 in 5-20%; 10-15% of the rest of them
develop CIN2-3 after 2 years follow-up. These facts justify
that current protocols recommend colposcopy examination as
an integral part of the follow-up of these women. Nevertheless,
it is unknown whether colposcopy findings can provide any
valuable information that might help to predict which patients
will progress.

Objective: To compare the outcomes of women positive for
HR-HPV with normal cytology, LSIL or ASC according to the
colposcopy findings at initial evaluation.

Patients and methods: From January 2000 to July 2008, women
referred to the Colposcopy Unit of the Hospital Clinic of Barcelona
due to an abnormal cytology and/or HR-HPV infection who, after
an exam including cytology, colposcopy (with colposcopically
directed biopsy or endocervical curettage if indicated) and HPV
detection, fulfilled following inclusion criteria were prospectively
recruited: 1) positive HR-HPV testing, 2) negative, ASC or LSIL
cytology. Follow-up controls were scheduled every 6 months.
Colposcopy findings were recorded following the International
Federation for Cervical Pathology and Colposcopy (Barcelona
2002) criteria. Patients were grouped according to their follow-
up outcome: regression, defined as negative Pap, and negative
HR-HPV detection; persistence, established on the basis of LSIL/
CIN1 diagnosis and/or persistent HR-HPV infection; progression,
defined as histological diagnosis of CIN2/3.

Results and conclusion: 465 women were recruited (mean age
33.6 £ 10.4 years). Diagnoses at enrolment were: normal cytology
in 92 women (19.8%), ASC in 67 (14.4%) and LSIL/CIN1 in 306
(65.8%). Table 1 shows colposcopy findings according to the
initial diagnoses. No significant differences were found between
groups (p=0.491). After a mean follow-up of 19.5 months (range
12.0-90.9), 161 (34.6%) women regressed, 261 (56.1%) showed
a persistent lesion and 43 (9.3%) progressed. Table 2 shows the
outcomes according to initial colposcopy findings (p=0.284).
21/174 (12.1%) of the women with an abnormal transformation
zone (ATZ) involving <50% of the cervical surface, 2/38 (5.3%)
of women with ATZ involving >50% and 1/4 (25.0%) of those
showing only endocervical lesion progressed (p= 0.228). In
conclusion, in women with HR-HPV infection and minimal or no
cytological abnormalities neither colposcopy characteristics nor
lesion surface area were related to progression risk.

Colposcopy findings

Initial cytological result

at enrolment

NEG

ASC-US L-SIL p

Normal (n= 249) n (%)
Minor changes (n=199) = p (%)
Major changes (n= 17) n (%)

3 (17.6%)

55 (22.1%) 39 (15.7%) 155 (62.2%)

34 (17.1%) 25(12.6%) 140 (70.4%) (401

3(17.6%) 11 (64.7%)
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Outcome after follow-up

Colposcopy findings

at enrolment Regression

Persistence Progression p

95 (38.2%)

Narmal (32.3%-44.3%)

59 (29.6%)

Minor changes (23.7%-36.3%)

7 (41.2%)

Major changes (21.6%-64.0%)

(48.0%-60.3%)

(51.9%-65.4%)

(31.0%-73.8%)

135 (54.2%) 19 (7.6%)

(4.9%- 11.6%)

117 (58.8%) 23 (11.6%)

(7.8%-16.7%) | 0-284
9 (52.9%) 1(5.9%)

(1.1%-27.0%)

'Department of Obstetrics and Gynecology, IDIBAPS-Hospital Clinic,
University of Barcelona, Faculty of Medicine, Barcelona, Spain; Department
of Pathology, IDIBAPS-Hospital Clinic, University of Barcelona Faculty of
Medicine, Barcelona, Spain.

P-183: UpDATED DATA FROM THE PREGNANCY REGIS-
TRY FOR GARDASIL® (HUuMAN PApILLOMAVIRUS TYPES
6/11/16/18 VACCINE)

Adrian Dana’, Karyn Buchanan', Mary Ann Goss', Margaret
Seminack’, Kristine Shields’, Scott Korn', Richard Haupt'

Objectives: The Pregnancy Registry for Gardasil (Merck)
collects voluntary post-marketing reports of pregnancy exposures
from health care providers or the public. This report covers the
period from product licensure (June 2006) through May 31, 20009.
Methods: The registry is conducted in the US, Canada and France.
Enrollment criteria include an identifiable health care provider and
patient, with vaccine exposure occurring within 1 month prior to the
date of onset of the last menstrual period (LMP) or during pregnancy.
The primary outcomes of interest are birth defects, live births, fetal
deaths, elective terminations, and spontaneous abortions. Outcomes
from prospectively reported pregnancy exposures with estimated
dates of delivery within the report period are used to calculate rates.
Results: 1897 women were enrolled in the registry with 1636
exposures reported prospectively (before the outcome of the
pregnancy was known). Of the prospective reports with known
outcome, there were 65 elective abortions, 64 spontaneous
abortions, 2 ectopic pregnancies, 10 fetal deaths, and 968 live
births, which included 6 sets of twins. Of 974 infants, 926 were
normal infants with no defects, 21 had major and 26 had minor
congenital anomalies. The overall rate of spontaneous abortion
was 6.1 per 100 outcomes (95%CI: 4.7 to 8.0). The prevalence
of congenital anomalies at birth was 2.4 cases per 100 live
born infants (95%CI 1.5, 3.5). Of the 10 fetal deaths, 1 case
included Turner’s syndrome, 3 had attributable causes, and 3
had a history which might have contributed to the outcome.
Conclusions: Rates of spontaneous abortions and major birth
defects were comparable to those reported in the literature (15%
and 2.67%, respectively). Although the numbers of exposures are
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not sufficient to rule out a low risk, data collected in the pregnancy
registry to date do not support a relationship between vaccine
exposure and adverse fetal outcomes.

"Merck Research Laboratories, West Point, PA, USA.

P-184: DeFECTIVE NATURAL KiLLER CELL (NK) Func-
TION IN PATIENTS WITH RECURRENT RESPIRATORY
PapiLLoMATOSIS (RRP)

Vincent Bonagura'?, Lynda Hatam'?, James DeVoti'?, David
Rosenthal'?, Allan Abramson'?, Bettie Steinberg"*3

Introduction: We recently showed an altered frequency of killer
cell immunoglobulin-like receptor (KIR) gene haplotypes in RRP.
Specifically, KIR frequency haplotypes lacking 3 activating KIR
genes, KIR3DS1, KIR2DS1, KIR2DSS, predicted disease severity.
This suggested that these KIRs may be required to remove HPV-
infected keratinocytes without HLA class I expression observed in
papillomas. Reduced/absent HLA class I expression should prevent
inhibitory KIR molecule-ligation on NK cells, and release NK
inhibition of NK cytolysis, permitting activating KIR ligation by
viral epitopes in/outside of the context of HLA class I molecules.
Methods: To determine if NK cells obtained from the blood
of patients with RRP can cause cytolysis of target cells, we
performed a CD107a mobilization assay using NK cells from 12
RRP patients and 13 controls. CD107a is a cell surface marker
transiently expressed after cytolytic granule release, and correlates
with cytokine secretion and NK cytolysis. PBMC were cultured
4hrs in media alone or with the HLA class I deficient cell line
K562, at an effector:target ratio (E:T) of 5:1 in the presence
of FITC-conjugated anti-CD107a and monensin. Following
incubation, cells were stained with the amine-reactive live/dead
fixable violet dead cell stain kit and CD3 APC, CD56 PE, CD14
and CD19 PerCP. Samples were analyzed by flow cytometry.
Results: The percentage of CDI107a expression on CD3-
56+ NK cells after subtraction of the spontaneous activity
showed a significant reduction of CDI107a expression
on NK cells in patients with RRP, vs controls (p=0.044).
Conclusion: There is defective NK cellular innate responses
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in RRP, manifest as the failure of NK cells to be activated by
target cells lacking HLA class 1. Thus, papillomas containing
keratinocytes lacking HLA class I are not likely to be cleared
by NK cells in papillomas, thus adding cellular innate immune
dysregulation to adaptive TH2-like/Treg polarization present in
patients with RRP.

'Feinstein Inst. Medical Res. NS-LIJ Health System, New York, NY, USA;
’Elmezzi Graduate School for Molecular Medicine, Feinstein Inst. Medical Res.,
NS-LIJ Health System, New York, NY, USA; *Department of Otolaryngology,
NS-LI1J Health System, New York, NY, USA.

P-187: FUTURE DIRECTIONS FOR SCREENING: MODELLING
ResuLts FROM THE ARTISTIC TriAL

Rosa Legood', Milena Farco’, Chris Roberts’, Henry Kitchener?

Background: Currently there are a range of future options for
cervical cancer screening including primary HPV testing utilising
hybrid capture II, cytology followed by HPV triage and further
combinations based on type 16/18 testing. Future directions in
research also need to consider the implications of strategies for
the post-vaccination era. The objective of this modelling study
was to utilise ARTISTIC trial data to assess the potential cost-
effectiveness of alternative cervical cancer screening strategies to
help identify likely optimal strategies going forward.

Methods: The setting of the ARTISTIC trial was Greater
Manchester in the UK, and the study population were
24,000 women aged 20-64 who underwent primary cervical
cancer screening. The trial cohort was randomised to combined
screening with human papillomavirus (HPV) testing and
liquid based cytology (LBC), or screening only with LBC
(though HPV tests were performed and the results concealed).
Genotyping data was also collected as part of the trial protocol.
In this study, clinical data from the first round of the trial were
re-analysed and split by age group to assess the within trial
colposcopy outcomes of alternative management strategies and
matched with data on initial HPV types. A mathematical model
was developed incorporating both trial data and further evidence
synthesis, to predict management outcomes utilising alternative
potential management strategies for both an unvaccinated and
vaccinated cohort. Cost data has already been collected alongside
the trial and further indicative prices of novel testing strategies
were then obtained from the companies. The comparative cost
per case detected of alternative management strategies over one
screening round were then assessed in a stochastic framework.
Results: Results from the study will be presented at the meeting on
the cost-effectiveness of alternative management strategies. These
data will be utilised to inform on likely potential cost-effective
options for cervical cancer screening.

'Health Service Research Unit, London School of Hygiene and Tropical
Medicine, London, UK; University of Manchester, Manchester, UK.

P-188: CYTOLOGY AND GENOTYPING AS SECONDARY
SCREENS AFTER PRIMARY HPV SCREENING

Hui Du', Bin Yang’, Xinfeng Qu’, Suzanne Belinson?, Robert
Pretorius®, Gao Yang®, Chun Wang', Jingjing Li° Ruifang Wu',
Jerome L. Belinson*

Objectives: The Shenzhen Cervical Cancer Screening Trial II
(SHENCCAST 1I) is a 10,000 woman study examining self-
sampling, multiple HPV technologies, cytology with computer
assisted detection, and genotyping. We report here an evaluation
of cytology and genotyping as secondary screens after primary
HPYV testing.

Methods: Women from 3 sites in rural Guangdong Province and
city sites in Shenzhen, China were eligible if non-pregnant, 25-
59 yrs of age, no screening > 3 years, no hysterectomy, and no
pelvic radiation. 10,000 women will be screened with self and
direct HPV testing as well as ThinPrep cytology with computer
assisted detection. The entire study population will be genotyped
for 14 high-risk HPV types both on their self and direct samples
using the high-throughput mass spectrometry based system
MALDI-TOF. Positivity by any HPV test and/or cytology led
to colposcopy where all patients were colposcoped and biopsied
using the POI biopsy protocol of directed and random biopsies
(minimum 5/patient).

Results and Conclusions: 4965 women are included in this
interim analysis (full 10,000 will be presented). Mean age 38.8
years, >=ASCUS = 549/4965 (11.06%), >=LGSIL= 185/4965
(3.73%),>=HGSIL = 98/4965 (1.97%);>=CIN 1I = 148/4965
(2.98%), >=CIN III = 95/4965 (1.91%); HPV + rates for direct
HC-II 725/4965 (14.60%), HPV + rates for self-sampling Maldi
791/4965 (15.93%). A clearly superior secondary screen is not
identified. All options have strengths and major weaknesses
depending on the clinical setting.

'"Peking University Shenzhen Hospital Department of OB/Gyn, Shenzhen,
PR China; *Cleveland Clinic Department of Pathology, Cleveland, OH, USA,
*Royal Ladies Gynecology Clinic, Shenzhen, PR China; *Preventive Oncology
International Inc., Cleveland Heights, OH, USA; “Kaiser Permanente, Fontana,
CA, USA; °Beijing Genomics Institute, Shenzhen, PR China.

P-189: PrimarRY HPV ScREENING WITH SECONDARY VIA
FoLLOWED BY CRYOTHERAPY

David Starks’, Lucybeth Nieves-Arriba', Christine Enerson’,
Suzanne Belinson®, Christine Booth?, Jennifer Brainard’,
Andres Chiesa-Vottero®, Jerome L. Belinson’

Objective: To determine the effectiveness of triage VIA after
primary HPV screening, for prevention of undertreament
when performing cryotherapy prior to biopsy confirmation.
Methods: In the Mexican Cervical Cancer Screening Trial II
(MECCS 1) participants were women ages 30-50, non-pregnant,
variable screening histories, and no prior hysterectomy or pelvic
irradiation. All obtained a self-sample using the 4th generation
POI/NIH brush. The sample was placed in PreservCyt for the
high-risk HPV assays (HC-II and APTIMA). Then two direct
cervical samples were obtained for cytology, HC-II, and APTIMA.
Subjects positive on any test were recalled. At the 2nd visit,
triage VIA was used to identify preinvasive disease too large for
the cryo probe (>3 quadrant disease) or cancer. All patients were
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then colposcoped using the POI protocol of directed and random
biopsies. All HC II positive subjects eligible by VIA triage were
treated with cryotherapy. All patients treated with cryotherapy
were requested to return in 6 months. At 6 months, a direct sample
was obtained for cytology, HC-II, and APTIMA. All subjects
who had abnormal biopsies prior to cryotherapy, or whose
cervix appeared abnormal, were colposcoped and re-biopsied.
Results/Conclusions: 2512 women were included in the study
with a mean age of 39 years. 300 received cryotherapy (297 with
complete data). 81% received follow-up, 231 at 6 months and
10 by referral MD. 229/231 have complete 6 month data. Prior
to cryotherapy 30/297 women (10%) had >=CIN 2 (15/30 ECC
positive, 2/30 >3 quadrant disease). At follow up 5 women had >
=CIN 2 (2/5 on ECC) and there were no cases of >= 3 quadrant
disease. Aptima detected all five high grade lesions, cytology
and HC-II each missed a CIN2. VIA triage does not evaluate the
endocervix effectively, at 6 months 9/11(82%) with prior positive
ECCs tested negative after cryotherapy.

!Cleveland Clinic Department of Ob/Gyn, Cleveland, OH, USA; *Prueba
para La vida A.C, Morelia, Mexico; *Preventive Oncology International
Inc., Cleveland Heights, OH, USA; “Department of Anatomical Pathology,

Cleveland, OH, USA.

P-190: ProSPECTIVE RANDOMIZED COMPARISON OF THE
POI/NIH AND THE QIAGEN SELF-SAMPLING BRUSHES

Jerome L. Belinson', Hui Dv’, Bin Yang®, Suzanne Belinson’,
Xinfeng Qu’, Phillip Castle’, Robert Pretorius®, Chun Wang’,
Gao Yang’, Ruifang Wu’

Objective: Compare the sensitivity and specificity for detection of
>CIN 2 of two vaginal self-collection devices (POI/NIH brush vs.
Qiagenbrush)using HR-HPV assays Cervista, Maldi-TOF,and HC2.
Methods: 10,000 women age 25 to 59 years residing in Guangdong
Province, China who were recruited for the Shenzhen Cervical
Cancer Screening Trial II (SHENCCAST II). Women were
randomly assigned to self-collect vaginal specimens with either
the POI/NIH self-sampler or the Qiagen conical-shaped brush.
All subjects had cervical specimens collected with the broom
sampler by doctor directly and placed in PreservCyt for cytology
and HPV testing. Cervical cytology specimens were prepared by
the ThinPrep method. Vaginal self-collected specimens were tested
for HR-HPV by Cervista and Maldi-TOF. The direct cervical
specimens were tested for HR-HPV by HC2, Cervista, and Maldi-
TOF assays. Women with HR-HPV in direct cervical or vaginal
self-collected specimens or with cervical cytology of ASC-US
or greater underwent colposcopy with our S5-biopsy protocol.
Results: This interim analysis includes the first 4,965 participating
women. Their mean age was 38.8 years. 3% (148/4965) were
diagnosed with >CIN 2. For direct cervical specimens HC
2 (sensitivity 94.6%), Cervista (90.5%) and MALDI-TOF
(92.6%) were on similar ROC curves. Using Cervista for
detection of HR-HPV, the sensitivity for >CIN 2 of the POI/
NIH sampler (76.4%) was similar to that of the Qiagen brush
(71.1%) p=0.58 . Using Maldi-TOF for detection of HR-HPYV,
the sensitivity for >CIN 2 of the POI/NIH sampler (95.8%)
was similar to that of the Qiagen brush (88.2%) p=.16) and
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similar to that of direct cervical Maldi-TOF (92.6%) p>0.05.
Conclusion: For direct cervical specimens, areas under the ROC
curves for Maldi-TOF, Cervista, and HC2 are similar; for vaginal
self-collected specimens, the sensitivity and specificity for >CIN 2
of the POI/NIH sampler tested with Maldi-TOF is similar to that of
the direct cervical specimens.

'"Preventive Oncology International Inc., Cleveland Heights, OH, USA;
*Peking University Shenzhen Hospital Department of OB/Gyn, Shenzhen,
PR China; *Cleveland Clinic Department of Pathology, Cleveland, OH, USA,;
“Royal Ladies Gynecology Clinic, Shenzhen, PR China; *National Institutes of
Health, Bethesda, MD, USA; ®Kaiser Permanente, Fontana, CA, USA; "Beijing
Genomics institute, Beijing, China.

P-191: Tue SHENZHEN CERVICAL CANCER SCREENING
TriaL IT (SHENCCAST II)

Ruifang Wu!, Hui Du!, Suzanne Belinson®, Bin Yang®, Xinfeng
Ou?, Chun Wang?®, Ruosong Wu*, Guoping Wang', Gao Yang’,
Jerome L. Belinson’

Objectives: To test a new self sampling device, 2 new HPV
platforms and a new computer assisted detection system in a
population based screening trial.

Methods: 10,000 women were screened in Guangdong Province,
China, if non-pregnant, 25-59 yrs of age, no screening < 3 years,
no hysterectomy, and no pelvic radiation. Self-sampling was block
randomized between the Qiagen brush and the new POI/NIH brush
and tested with Cervista and MALDI-TOF for HR-HPV. Direct
cervical sampling was placed in PreservCyt, from which Cytology,
HC-II, Cervista, and MALDI-TOF were processed. All women
with >ASCUS, and/or positive self or direct HR-HPV were asked
to return for colposcopy and biopsies using the POI directed and
random biopsy protocol.

Results: 4965 women are included at this time in this interim
analysis, Mean age 38.8 years, >XASCUS = 549/4965 (11.06%), >
HSIL = 98/4965 (1.97%); > CIN II = 148/4965 (2.98%), > CIN III
= 95/4965 (1.91%); HPV + rates for direct tests HC-1I 725/4965
(14.60%), Cervista 607/4965 (12.23%), Maldi 693/4965 (13.96%).
HPV + rates for self-sampling: Cervista 901/4965 (18.15%), Maldi
791/4965 (15.93%). Cytology using the 12 imager had a sensitivity
and specificity (*ASCUS ) for > CIN II of 89.9% and 91.4%
respectively. The areas under the ROC curves for the direct HC-II,
Cervista, and the Maldi were similar p=0.088. Using Cervista the
sensitivity for > CIN II of the POI/NIH self-sampler was similar
to the self-sampling Qiagen brush (76.4% vs.71.1% respectively,
p=0.58). Using Maldi-TOF for detection of HR-HPV, the sensitivity
for > CIN II of POI/NIH self-sampler was similar to self-sampling
Qiagen brush (95.8% vs. 88.2% respectively, p=0.16) and similar
to that of direct Maldi-TOF (92.6%) p>0.05.

Conclusions: The 12 imager functions as an excellent “cytotech”
surrogate. All the HPV assays worked similarly well as direct
tests, and the POI/NIH self-sampler with a PCR based assay
equals their performance.

'"Peking University Shenzhen Hospital Department of OB/Gyn, Shenzhen, PR
China; *Preventive Oncology International Inc., Cleveland Heights, OH, USA,;
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3Cleveland Clinic Department of Pathology, Cleveland, OH, USA; “Royal
Ladies Gynecology Clinic, Shenzhen, PR China; “Beijing Genomics institute,
Beijing, China.

P-192: ErreCTS OF PURIFICATION METHOD IN
ANTIGENICITY AND IMMUNOGENICITY OF HUMAN
PAPILLOMAVIRUS TYPE 16 VIRUS-LIKE PARTICLE FROM
SACCHAROMYCES CEREVISIAE

Su Jeung Lim!, Hyoung Jin Kim!, Hong-Jin Kim'

In the virus-like particle (VLP) of human papillomavirus (HPV),
conformational epitopes are an important factor affecting induction
of neutralizing antibodies in the use of prophylactic vaccine. The
structure of conformational epitope can be altered by binding with
ligand. However, there has been no research investigating the
effects of purification method in antigenicity and immunogenicity
of VLP although the interaction between VLP and ligand on column
resin is a potential factor affecting the structure of conformational
epitope. Recently, we developed two one-step chromatographic
methods for purifying the HPV VLP from Saccharomyces
cerevisiae. One method uses heparin chromatography and the other,
cation-exchange chromatography. In this study, we compared
assembly characteristics and immune responses in mouse model
between VLPs purified by the two methods above. As a result, it
was confirmed that the VLPs purified by heparin chromatography
(hHPV16 VLP) contained more unstable VLP than the VLP purified
by cation-exchange chromatography (cHPV16 VLP). In addition,
hHPV16 VLPs more strongly react with monoclonal antibody
(Camvir-1) that reacts with linear epitope of HPV16 L1 than
cHPV16 VLPs do. Therefore, two kinds of VLPs showed different
assembly characteristics. In the study of mouse immunization, the
hHPV16 VLP induced weak or no spleenocyte proliferation while
the cHPV16 VLP effectively induced spleenocyte proliferation.
In the humoral immune responses, the neutralizing antibody titer
induced by cHPV16 VLP was three times higher than that induced
by hHPV16 VLP while the total antibody titers against HPV16
VLP induced by two kinds of VLPs were similar. These immune
response results indicate that the conformational change on the VLP
by interaction between VLP and heparin on column resin results
in alteration of immune responses. Therefore, we suggest that the
selection of ligand in purification of HPV16 VLP is an important
factor for determining the quality of VLP as a prophylactic vaccine.

!College of Pharmacy, Chung-Ang University, Seoul, Korea.

P-404: THE DETECTION OF HPV GENOTYPES IN ANAL
CANCER BIOPSY SPECIMENS FROM SYDNEY, AUSTRALIA

Richard Hillman', Jones Rachel’, Kumaradevan Nirmald’,
Goldstein David®, Tabrizi Sepehr’, Matthew Steven’, Suzanne
Garland®, Charlotte Lemech’, Robyn Ward®, Alan Meagher’

Background: HPV type 16 is the commonest worldwide genotype
associated with anal cancer. We describe the distribution of HPV
genotypes found in anal cancer specimens from Sydney, Australia.
Methods: Cases of anal cancer were identified from databases
of participating hospitals. Paraffin blocks were retrieved from

storage and slices obtained. Histological confirmation of the
diagnosis was made from adjacent slices and the central slice
analysed for the presence of HPV. Amplification of HPV was
performed using L1 consensus primers PGMY09-PGMY11.
Genotyping of 27 human papillomavirus types was performed by a
single-hybridization, reverse line blot detection method.

Results: 114 biopsy specimens were tested. 18 different genotypes
were detected, 3 specimens had no HPV detected and one had an
unknown type. 69 (60.5%) had HPV16 alone, with a further 15
(13%) contained HPV 16 and at least one other genotype. Type 18
was found in only 4 cases, two of which also contained type 16.
HPV6 was the next most common, occurring alone in 7 (6%) and
with other HPV types in 3 cases.

Conclusions: A wide variety of HPV genotypes was detected. 96
(84%) contained at least types 16 or 18. However, a significant
minority (16%) contained only HPV types not covered by currently
available prophylactic vaccines. This may have implications for
future vaccine developments.

'Sexually Transmitted Infections Research Centre, University of Sydney,
Westmead, NSW, Australia; *Department of Microbiology and Infectious
Diseases, The Royal Women’s Hospital, Melbourne, Australia; *Anatomical
Pathology St Vincent’s Hospital, Sydney, Australia; “Oncology Department,
Prince of Wales Hospital, Sydney, Australia; Molecular Microbiology
Laboratory, The Royal Women’s Hospital, Melbourne, Australia; °Faculty
of Medicine, Dentistry and Health, Australia; "Medical Oncology, St George
Hospital, Kogarah, NSW, Australia; *Faculty of Medicine, University of NSW,
Australia.

Additional Author(s) and Affiliation(s): Alan Meagher. Colorectal Surgery, St
Vincent’s Hospital, Sydney.

P-407: OutcoME OF CONSERVATIVE SURGICAL
MANAGEMENT OF SUPERFICIALLY INVASIVE SQuAMOUS
CreLL CARCINOMA OF THE ANUS

J. Michael Berry', Naomi Jay', Mary Rubin’®, Teresa M.
Darragh’, Joel M. Palefsky'

Objective: Combined modality therapy (CMT) is the standard of
care for anal cancer, effectively treating early-stage cancer, but
with significant morbidity. As high-risk patients are increasingly
being screened and followed, an increasing number of patients
with asymptomatic, superficially invasive squamous cell
carcinomas of the anus (SISCCA) are being identified. The goal
of this study was to determine the outcome of morbidity-sparing
local excision of SISCCA.

Methods: SISCCA was defined as superficially or “microinvasive”
or not specified, but without invasion of the muscularis.
Clinically suspicious areas were excised and high-grade anal
intraepithelial neoplasia (HGAIN) was ablated. Lesions were re-
excised, if indicated. Those with margins positive for carcinoma
were referred for CMT. High-resolution anoscopy (HRA) was
performed every 4 months and recurrent HGAIN or cancer
aggressively treated locally. Patients were referred for CMT if
recurrent cancer was unresectable.

Results: 43 patients were diagnosed with SISCCA (9 intra-anal, 34
peri-anal): 34 HIV-positive (33 men, 1 woman) and 9 HIV-negative
(5 men, 4 women), median age 49 years (range: 33-75). No patients
died of anal cancer or required a colostomy after a median follow-
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up of 43 months. 30 of 43 (70%) developed HGAIN post-excision.
24 of 43 (56%) required multiple excisions. 21 were treated in-
office for recurrent HGAIN with infrared coagulation including 5
with >3 procedures. 10 (23%) developed recurrent cancer. 6 (12%)
were re-excised and only 4 of 43 (9%) required CMT. All achieved
a complete response. At last follow-up, 3 died of unrelated causes,
27 (63%) had no evidence of HGAIN or anal cancer, 8 (19%)
had HGAIN, and 5 (12%) were recently treated for HGAIN.
Conclusions: Surgical excision of SISCCA combined with
close follow-up using HRA and ablation of recurrent HGAIN or
SISCCA produces an excellent outcome, sparing most patients the
morbidity of CMT.

'Department of Medicine, University of California, San Francisco, CA, USA;
*Department of Pathology, University of California, San Francisco, CA, USA;
3School of Nursing, University of California, San Francisco, CA, USA.

P-410: EpisoMAL AND INTEGRATED HPV-16 LoAps IN
ANAL INTRAEPITHELIAL NEOPLASIA IN
HIV-SEROPOSITIVE MEN

Jennifer Alvarez!, Alexandra de Pokomandy”>*, Danielle
Rouleaw’?, George Ghattas**>°, Helen Trottier*’, Eduardo L.
Franco®, The HIPVIRG Study Group 8, Fran¢ois Coutlée*>*

Background: The natural history of episomal and integrated viral
loads in the course of anal HPV-16 infection has not been reported
in HIV-positive men having sex with men (MSM). The aim of this
study was to investigate the association between these biomarkers
and progression of HPV-16 infection to anal intraepithelial
neoplasia (AIN).

Methods: Of the 247 HIV-positive MSM followed prospectively
for 3 years in the Human Immunodeficiency and Papilloma
VIrus Research Group (HIPVIRG) cohort, 135 (54.7%) provided
665 HPV-16-positive anal samples. AIN grade was assessed on
biopsies during periodical high-resolution anoscopies. Episomal
and integrated HPV-16 loads were measured with quantitative real-
time PCR assays. HPV-16 integration was confirmed with DIPS-
PCR to demonstrate the presence of viral-cellular junctions.
Results: HPV-16 DNA in anal samples was exclusively episomal in
627 samples (94.3%), exclusively integrated in 9 samples (1.4%),
and of mixed physical state in 22 samples (3.3%). The average
HPV-16 load was 892 copies/cell (median: 24, range: 0-31,289).
Episomal load [odds ratio (OR)=1.5, 95% confidence interval
(CIH=1.1-2.1],number of HPV types [OR=1.4,95% CI=1.1-1.8] and
current smoking [OR=4.8, 95% CI=1.3-18.6] were associated with
high-grade AIN (AIN-2,3) after adjusting for age and CD4 counts.
Integrated load was not associated with AIN-2,3 [OR=1.1, 95%

CI=0.4-1.1]. Samples with higher episomal load were less likely
to contain integrated HPV-16 forms [OR=0.5, 95% CI=0.3-0.8].
Integration was detected equally in the absence of AIN, in AIN-1
and in AIN-2,3, suggesting that it occurs in the course of infection
independently of AIN. Integration was confirmed in 19 (61.3%) of
31 specimens by DIPS-PCR. The analysis of viral-cellular junctions
showed that integration sites within host genome were fortuitous.
Conclusions: High episomal HPV-16 load is predictive of AIN-
2,3 while integration does not seem to be a factor involved in the
progression to pre-cancerous lesions.

'Laboratoire de Virologie Moléculaire du Centre de Recherche du Centre
Hospitalier de I’Université de Montréal, Montréal, QC, Canada;
*Départements de Microbiologie et Infectiologie, Médecine Familiale,
Médecine et Pathologie du Centre de Recherche du Centre Hospitalier de
I’Université de Montréal, Montréal, QC, Canada;

Division of Cancer Epidemiology, McGill University, Montréal, QC, Canada;
“Départements de Médecine Familiale, Microbiologie et Immunologie,
Pathologie et Médecine, Facult¢é de médecine, Universit¢é de Montréal,
Montréal, QC, Canada;

SDepartment of Medecine, McGill University, Montréal, QC, Canada;
®Department of Medecine and Immunodeficiency Clinic, McGill University
Health Center, Montréal, QC, Canada;

"Departments of Pathology, Microbiology and Immunology, McGill University,
Montréal, QC, Canada;

8Université de Montréal, McGill University, Montréal, Québec, Canada.

P-411: RECURRENCE OF HIGH GRADE ANAL INTRAEPITHE-
LIAL NEOPLASIA AND CANCER IN PATIENTS TREATED WITH
CoMBINED MoODALITY 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
lesions through high resolution anoscopy (HRA)-guided biopsy
followed by ablation may prevent recurrent anal cancer in CMT-
treated patients and early-stage recurrent cancer may possibly
be treated withlocal excision. Follow-up of patients’post-CMT may
therefore 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
University of California San Francisco for post-CMT follow-up.
Results: 52 men and 14 women completed CMT for anal cancer
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-

N Post-CMT HGAIN Post-CMT Cancer
N (%) N (%)

HIV-positive men 39 8(21%) T (18%)
HIV-nepative men 12 5(42%) 2({17%)

HIV status unknown, 1 0 0

male

HIV-positive women 0 0 0
HIV-negative women 14 1 (7%) 0

Total 66 14 (21%) 9 (14%)

DST - J bras Doengas Sex Transm 2010, 22(4): 233-267
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going HRA every 4-6 months (Figure). HGAIN was diagnosed
in 14 (21%) patients (average 29 months post-CMT) and cancer
in 9 (14%) patients (average 28 months post-CMT). 54% 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 detection
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.

'Department of Medicine, University of California San Francisco, San
Francisco, CA, USA; ?Department of Hematology Oncology, University of
California San Francisco, San Francisco, CA, USA; *Department of Pathology,
University of California San Francisco, San Francisco, CA, USA.

P-412: PREVALENCE AND ASSOCIATIONS OF ANAL HumaN
PapiLLomavirus (HPV) INFECTION IN AFRICAN-CARIBBE-
AN (AC) woMmEN IN ToroNTO, CANADA

Anuradha Rebbapragada'?, Robert Remis®, Lisungu Chieza®,
Stephen Perusini', Juan Liu’, Mona Loutfy*5, Scott Boerner’,
Megan Saunders?, Wangari Tharao®, Rupert Kaul**

Objectives: The association of anal cancer with HPV infection is
well established; however, little is known about the epidemiology
of anal HPV infection in women and its associations with cervico-
vaginal HPV, host immune status and demographic factors. We
examined anal HPV type distribution in HIV-infected and HIV-
uninfected women.

Methods: An ongoing cross-sectional study at the Women’s
Health in Women’s Hands Community Health Centre is recruiting
HIV-infected and HIV-uninfected AC women residing in Toronto.
At a single study visit, women completed a detailed ACASIO based
socio-behavioural questionnaire, provided blood for serology
(HSV1/2, CMV, Hepatitis, syphilis and HIV) and urine for
gonorrhea and chlamydia testing. Self-administered vaginal and
anal swabs were collected for Gram stain, HPV testing (Hybrid
Capture2 and Linear Array on all) and anal PAP.

Results: The analysis to date includes 230 HIV-uninfected and 94
HIV-infected women. Anal HPV was detected in 58.7% of HIV-
infected and 24.2% of HIV-uninfected women. Anal high risk HPV
(HR HPYV) infection was detected in 43.5% of HIV-infected and
10.3% of HIV-uninfected women. HPV68 was the most common
anal HR HPV type in both groups (10.9% in HIV-infected and
3.1% in HIV-uninfected). In vaginal samples, HPV 58 was most
common in HIV-infected women (12.9%) and types 16/18/51 were
most common in HIV-uninfected women (4.9% for each). Anal
infection with any HPV type, any HR HPV type, multiple (>3) HR
HPV types and co-infection with HSV2 were all associated with HIV
infection (p<0.0001 for all). High and low grade squamous intra-
epithelial lesions (HSIL and LSIL) were found in 5.5% and 7.7%
of HIV-infected and in 0.0% and 0.9% of HIV-uninfected women.

Conclusions: These findings highlight the urgent need to better
characterize anal HPV infection in women and, in particular, the
determinants HPV dissemination across ano-genital sites and
the development of anal malignancies.

'Ontario Agency for Health Protection and Promotion, Toronto, ON, Canada;
*Department of Laboratory Medicine and Pathobiology, University of Toronto,
ON, Canada; *Dalla Lana School of Public Health, University of Toronto, ON,
Canada; “Women’s Health in Women’s Hands Community Health Centre, Toronto,
ON, Canada; *Department of Medicine, University of Toronto, ON, Canada;
*Department of Medicine, Women’s College Hospital, Toronto, ON, Canada;
"Department of Cytopathology, University Health Network, Toronto, ON, Canada;
8Department of Medicine, University Health Network, Toronto, ON, Canada.

P-413: PREVALENCE AND ASSOCIATIONS OF VAGINAL Hu-
MAN PapriLLomavIRUS (HPV) INFECTION IN

AFRICAN-CARIBBEAN (AC) WoOMEN IN TORONTO
Anuradha Rebbapragada’?, Robert Remis®, Lisungu Chieza®,

Stephen Perusini’, Juan Liv’, Sanja Huibner’, Megan
Saunders?, Mona Loutfy*S, Wangari Tharao®, Rupert Kaul’’

Introduction: Variations in HPV types across different regions
and sub-populations may not reflect the pooled national estimate
for HPV prevalence. Epidemiologic studies are needed to elucidate
the associations between HPV type distribution, cervical cancer,
ethnicity, sexual behaviour and host biological determinants in
specific populations. We sought to examine these associations
in immigrant women from AC countries residing in Toronto, Canada.
Methods: A cross-sectional study atthe Women’s Healthin Women’s
Hands Community Health Centreisrecruiting HI V-infectedand HI V-
uninfected AC women. At a single study visit, women completed a
detailed ACASIO based socio-behavioural questionnaire, provided
blood for serology (HSV1/2, CMV, Hepatitis, syphilis and HIV)
and urine for gonorrhea and chlamydia testing. Self-administered
vaginal and anal swabs were collected for Gram stain, HPV
testing (Hybrid Capture2 and Linear Array on all) and anal PAP.
Results: The analysis to date includes 230 HIV-uninfected and
94 HIV-infected women. HPV and high risk (HR) HPV infection
was detected in 81.7% and 59.1% of HIV-infected and 40.8% and
24.2% of HIV-uninfected women, respectively. HPV 58 was most
common in HIV-infected women (12.9%). HPV 16, 18 and 51 were
most common in HIV-uninfected women (4.9% for each). Infection
with any HPV type, any HR HPV type, multiple HR HPV types
(>3) and co-infection with HSV2 were associated with HIV infection
(p<0.0001 for all). In HIV-uninfected women, HPV prevalence
was associated with younger age (33.9% in 15-24 years versus
21.1% in women >55 years, p=0.012), number of sex partners
(16.5% with none versus 46.7% with >2, p=0.026) and smoking
(18.5% never versus 54.8% with any smoking history, p<0.0001).
Conclusions: The high rates of HPV infection and distinct pattern
of type distribution emphasize the need to assess the type-specific
risk for cervical cancer and the proportional impact of HPV
vaccines in this population.

'Ontario Agency for Health Protection and Promotion, Toronto, ON, Canada;
*Department of Laboratory Medicine and Pathobiology, University of Toronto,
Toronto, ON, Canada; *Dalla Lana School of Public Health, University
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of Toronto, Toronto, ON, Canada; “Women’s Health in Women’s Hands
Community Health Centre, Toronto, ON, Canada; *Department of Medicine,
University of Toronto, Toronto, ON, Canada; ‘Department of Medicine,
Women’s College Hospital, Toronto, ON, Canada; 'Department of Medicine,
University Health Network, Toronto, ON, Canada.

P-414: PERFORMANCE OF HPV TESTING AND ANAL CYTO-
LOGY TO DETECT HIGH-GRADE ANAL INTRAEPITHELIAL
NEeorLASIA IN MEN WHO HAvE SEX wiTH MEN

Ina Park!, James Efird’, Naomi Jay’, J. Michael Berry*, Teresa
Darragh’, Elizabeth Holly’, Joel Palefsky’

Objectives: Anal cytology is used in clinical settings to screen
for human papillomavirus (HPV)-related anal intraepithelial
neoplasia (AIN) and cancer in high-risk populations. Because
of inherent test performance limitations with cytology, anal
HPV testing may potentially be used to screen for high-

grade AIN (HGAIN-AIN 2/3). We compared performance of
cytology and HPV testing to detect HGAIN in HIV-positive
and HIV-negative men who have sex with men (MSM).
Methods: Baseline cross-sectional analysis of 302 HIV-positive
and 176 HIV-negative MSM in a prospective cohort study of AIN.
Participants underwent testing for HPV DNA with L1 consensus
PCR, conventional cytology, and high-resolution anoscopy (HRA)-
guided biopsy if indicated. Abnormal cytology and histology
definitions were: atypical squamous cells of undetermined
significance (ASC-US), low-grade squamous intraepithelial
lesions (LSIL), high-grade squamous intraepithelial lesions
(HSIL) and HGAIN, respectively. The gold standard was based
on histology and HRA findings. Sensitivity, specificity, positive
predictive value (PPV) and negative predictive value (NPV) were
calculated for anal cytology and HPV testing categories: oncogenic
HPV infection (positive versus negative), HPV-16 (positive versus

Table 1: Performance of HPV testing and cytology to detect AIN 2/3, HIV-positive MSM (n=302)

% Sensitivity | % Specificity % PPV % NPV
(95% CI) (85% CI) (85% CI) (95% CI)
HPV testing alone
Oncogenic HPWV+ 79 (71-84) 37 (29-46) | 61 (54-68) | 58 (47-69)
23 HPV types 73 (65-79) 43 (35-52) | 62 (54-68) | 56 (46-65)
HPV-16+ 50 (42-58) 77 (68-84) | 73 (64-81) | 55 (48-63)
Cytology =2 ASC-US 87 (81-91) 42 (33-51) | 65(59-71) | 72 (60-81)
Cytology = ASC-US 84 (77-88) 47 (38-56) | 67 (B60-73) | 70 (59-79)
and Oncogenic HPV+
Cytology = ASC-US 83 (77-88) 46 (38-55) | 66 (59-72) | 69 (58-78)
and 23 HPV types
Cytology = ASC-US 83 (76-88) 51 (43-60) | 68 (61-74) | 70(60-79)
and HPV-16
Cytology = LSIL 77 (70-83) 53 (44-62) | 67 (60-73) | 65 (55-T4)
Cytology = LSIL 72 (64-79) 63 (54-71) | 71(63-77) | 64 (55-T2)
and Oncogenic HPV+
Cytology = LSIL 71(64-78) 62 (53-70) | 70(63-T7) | 63 (54-71)
and =3 HPV types
Cytology = LSIL 61 (53-69) 80 (72-86) | 79 (71-86) | 62 (54-69)
and HPV-16
Cytology = HSIL 46 (39-54) 93 (87-87) | 89 (B0-95) | 58 (51-65)

Table 2: Performance of HPV testing and cytology to detect AIN 2/3, HIV-negative MSM (n=176)

% Sensitivity | % Specificity % PPV % NPV
{95% CI) (95% CI) (95% Cl) {95% CI)
HPV testing alone
Oncogenic HPV+ 54 (34-73) 70 (62-77) | 24 (14-37) | 80 (B2-94)
=3 HPV types 38 (21-59) 79(71-85) | 24(13-40) | &8 (81-93)
HPV-16+ 31 (15-52) 88 (81-92) | 31(15-52) [ 88 (B1-92)
Cytology 2 ASC-US 65 (44-82) 81 (74-87) | 38(24-53) | 93 (87-97)
Cytology = ASC-US 58 (37-76) 84 (77-89) | 38 (24-55) | 92 (86-96)
and Oncogenic HPV+
Cytology 2 ASC-US 58 (38-76) 85(78-90) | 39(24-57) | 92 (86-96)
and 23 HPV types
Cytology 2 ASC-US 58 (38-76) 85(78-90) | 39(24-57) | 92 (86-96)
and HPV-16
Cytology =LSIL 50 (30-70) 85(78-90) | 37(22-55) | 91 (B4-95)
Cylology = LSIL 42 (24-83) 90 (84-94) | 42 (24-63) | 90 (84-94)
and Oncogenic HPV+
Cytology = LSIL 42 (24-83) 90 (84-94) | 42 (24-63) | 90 (84-94)
and 23 HPV types
Cytology = LSIL 35 (18-56) 95 (90-98) | 56(31-79) | 89 (83-94)
and HPV-16
Cytology = HSIL 27 (12-48) 98 (93-99) | 70 (35-91) | 89 (82-93)
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negative), infection with >= 3 HPV types versus 1-2 types.
Results: Among HIV-positive MSM, 71% had oncogenic HPV
infection, 56% had HGAIN. Among HIV-negative MSM, 34%
had oncogenic HPV infection, 15% had HGAIN. Among HIV-
positive MSM (Table 1), cytology (>=ASC-US) was most
sensitive for HGAIN; however oncogenic HPV testing alone
demonstrated comparable sensitivity and specificity. HPV-
16 testing alone or as an adjunct to cytology (LSIL or worse)
was highly specific for HGAIN, but sensitivity was reduced.
In HIV-negative MSM (Table 2), cytology (>=ASC-US) was
more sensitive for HGAIN compared to HPV testing. HPV
testing as an adjunct to cytology did not significantly improve
test performance in this population.

Conclusions: Cytology remains the preferred screening
method for HGAIN. In settings where HPV testing is employed,
HPV-16 status may be useful to triage high-risk individuals for
HRA.

'Department of Family and Community Medicine, University of California-
San Francisco, San Francisco, CA, USA; Center for the Health of Vulnerable
Populations, University of North Carolina-Greensboro, Greensboro, NC,
USA; *Division of Infectious Diseases, Department of Medicine, University of
California-San Francisco, San Francisco, CA, USA; “Division of Hematology-
Oncology, Department of Medicine, University of California-San Francisco,
San Francisco, CA, USA; *Department of Pathology, University of California-
San Francisco, San Francisco, CA, USA; “Department of Epidemiology and
Biostatistics, University of California-San Francisco, San Francisco, CA,
USA.

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 changes
in host genome DNA methylation patterns are among the critical
molecular alterations associated with HPV-related carcinogenesis

in squamous cell cancers (SCC) of the cervix and oropharynx.
However, there is very little known about the epigenetic changes
associated with the development of anal SCC. We sought to
characterize HPV genotype and broad methylation profiles across
the spectrum of anal squamous neoplasia.

Methods: Thirty-one formalin-fixed paraffin embedded samples
from 25 patients were evaluated and included normal anal mucosa
(NM; n=4), SCC-in situ (SCC-IS n=11) and invasive SCC (n=16).
SFP10 LiPA HPV-typing system was used to determine the HPV
status. Bisulfite-modified DNA was interrogated 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 patients were
immunocompromised either by HIV or chemotherapy. 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 differentially 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 identified
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; *Risk
Assessment, 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;
*Department of Pathology, H. Lee Moffitt Cancer Center & Research Institute,
Tampa, FL, USA.

GENE FUNCTION p-Value
FRK Growth regulation at the G1/8 transition; Stabilizes PTEN 0.0028
HOXAS Growth regulation; Upregulates p53 expression 0.0062
KRT1 Epidermal differentiation (Known HPV target) 0.0038
PADI4 Cell cycle control through upregulation of p53; Apoptosis inducer 0.0071
S100A2 Tumor suppressor required for proper keratinocyte differentiation 0.0050
TGFB3 Tumor suppressor in epithelial cancers; silenced in Bowen's disease 0.0021
TNFRSF10B  Transduces an apoptosis signal in response to TNF and FADD 0.00861
D103 Degradation of thyroid hormones 0.0064
FLTAH Mediator of VEGF signaling 0.0079
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P-435: AN HPV GENOTYPING AssAY THAT UTILIZES QIA-
GEN Hysrip CarTURE TECHNOLOGY

Ha Thai', Wen Chen', Tanya Gay', Sarah McLeod', Dana
Pfister!, Irina Nazarenko'

Background: The digene HPV Genotyping PS Test (PS)(TM) was
developed for the specific detection of HPV 16, 18, and 45.
Objectives: To assess the initial performance of the digene HPV
Genotyping PS Test using both plasmids and clinical specimens
using different specimen collection media types.

Methods: The PS Test is a non target amplification assay based
on Hybrid Capture® technology. The test utilizes QIAGEN’s
proprietary hybrid-specific antibodies for the detection of HPV
DNA targets. Analytical specificity of the PS Test HPV 16, 18, and
45 probes was evaluated using a panel of both high-risk and low-
risk HPV plasmids. Performance of the PS Test was compared to
type specific quantitative-PCR (qPCR) to evaluate concordance.
Concordance to qPCR was demonstrated using both cervical brush
samples in Specimen Transport Media, (STM) and liquid based
cytology samples.

Results and Conclusions: The digene HPV Genotyping PS Test
specifically detects HPV 16, 18, and 45 with at least 5000 copies
sensitivity. The assay is highly specific and has been shown to have
no cross-reactivity with a panel of other high-risk or low-risk HPV
types present at up to 108 copies per reaction. Initial performance
on clinical specimens was demonstrated on STM, PreservCyt, and
SurePath® cervical specimens that were initially screened by the
HC2 assay. Performance capability and accuracy of the test was
compared to sequence specific qPCR for HPV 16, 18, and 45 with
overall concordance between the two detection methods shown to
be greater than 95%. In addition, the compatibility of the PS Test
with STM, PreservCyt and SurePath specimens was demonstrated.
The applications presented here are for research use only. Not for
use in diagnostic procedures.

'QIAGEN Gaithersburg Inc., Gaithersburg, USA.

P-436: MuULTICENTER EvALuATION OF THE CoBAS 4800
HPYV Test: DETECTION OF CIN2+ LESIONS COMPARED
TO HC2

M.T. Sandri’, D. Riggio’, M. Sideri’, M.J. Rodriguez
Dominguez’, J. Chacon De Antonio’, M.L. Mateos
Lindemann?®, H. Khiri®, S. Ravet’, P. Halfon’

Background: Many studies have demonstrated that high risk
(HR)-HPV testing is more sensitive than cytology in the detection
of CIN2+ lesions. Many methods have been proposed to detect
the presence of HR-HPV in cervical samples, with the Hybrid
Capture 2 (HC2) system (Qiagen) being the most widely used.
In this multicenter study we have evaluated the prototype cobas
4800 HPV test , for the detection of CIN2+ lesions. The prototype
cobas® 4800 is a highly automated system that performs sample
preparation, real-time HR-HPV amplification and simultaneous
detection of 12 HR-HPV genotypes in a single pool, with
separate detection of HPV16, HPV18, as well as the human beta
globin gene, in a single tube.

DST - J bras Doengas Sex Transm 2010, 22(4): 233-267

Methods: From May till October 2008, aliquots of specimens from
1340 consecutive patients from three clinical centers for whom
a HC2 test was requested were stored for further analysis with
the prototype cobas 4800 HPV test. HC2, cobas 4800 HPV, and
histology/biopsy results were available for 408 patients. Samples
with discrepant HPV test results were analyzed with the Linear
Array HPV Test (LA). Clinical disease (CIN2+ and CIN3+) was
determined as the highest categorization of pathology observed
from histology results.

Results: Among the 408 patients undergoing colposcopy with a
biopsy, 160 were found to have a CIN2 lesion or greater; 94 with
a CIN3 lesion or greater. Among the CIN2+ samples, 140 samples
were concordant positive and 11 concordant negative. We observed
9 hc2 positive/cobas4800 negative CIN2+ samples: 6 samples
were HR-HPV positive by LA analysis, whereas 3 samples were
LA low-risk HPV positive.

Conclusion: This multicenter evaluation of the prototype cobas
4800 HPV test in comparison with hc2 showed 94% concordant
results in samples from patients with CIN2+ lesions. Few samples
gave discordant results and further analysis is ongoing.

"European Institute of Oncology, Milan, Italy ; Hospital Ramon y Cajal,
Madrid, Spain; *Alphabio Laboratory, Marseille, France.

P-437: Can HPV DNA/MRINA AND/OR P16 StATUS
REDUCE THE NEED FOR BIOPSIES IN PREGNANT WOMEN
WITH ATYPICAL CYTOLOGY?

Cecilia Kdrrberg!, Elin Andersson®, Walter Ryd®, Monika
Dohsé®, Mats Brdnnstrom!, Thomas Rdadberg'

Background: Atypical cervical cytology is common in pregnant
women. Cancer is uncommon but must be excluded. Colposcopy
is difficult and punch biopsies may fail to detect microinvasive
cancer. Conisation can be hazardous.

Objective: To evaluate if HPV genotyping, HPV mRNA analysis
and/or p16 analysis can facilitate detection of microinvasive cancer
in pregnant women with atypical cytology.

Methods: We investigated 132 women: 25 non pregnant, 26
pregnant with normal cytology, 30 non pregnant, 26 pregnant
women with atypical cytology and 25 women with invasive cancer.
Samples were taken for analysis of HPV DNA genotype (in house
real-time PCR and Linear array, Roche), HPV E6/E7 mRNA (in
house real-time PCR and PreTect HPV proofer, NorChip), pl6
immunocytochemistry (mtm laboratories). In house genotyping
assays for HPV DNA and HPV mRNA were performed with
TagMan real-time PCR targeting E6/E7of HPV 6, 11, and 12
highrisk-types including 16,18.

Results: Among women with normal cytology, 10 (40%) of
non-pregnant women were pl6 positive and 11(44%) were
HPV DNA positive but only 2 (8%) mRNA positive; 4 (15%)
of pregnant women were pl6 positive, 11 (42%) HPV DNA
positive and 3 (12%) mRNA positive. Among women with
atypical cytology 25 (83%) of the non pregnant women were
pl6 positive, 28 (93%) HPV DNA positive, 23 (77%) mRNA
positive; and 21 (81%) of the pregnant women were p16 positive,
25 (96%) HPV DNA positive and 19 (73%) mRNA positive.
Pregnant women with verified CIN3 +, including one case of
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microinvasive cancer were all identified by both pl16 and E6/
E7 mRNA in house real-time PCR and non pregnant CIN3 with
either p16 or E6/E7 mRNA. Only 2 women with cancer were
negative for DNA, additionally 1 negative for mRNA but all were p16
positive.

Conclusion: Pregnancy does not increase pl6 positivity.A
combination of p16 analysis and HPV E6/E7 mRNA in house real-
time PCR may be a useful, non invasive tool to identify pregnant
women with atypical cytology at risk of having an invasive cancer,
thus reducing the number of biopsies needed. Confirmative studies
are needed.

'Department of Obstetrics and Gynecology, The Sahlgrenska Academy,
University of Gothenburg, Gothenburg, Sweden; ’Department of Clinical
Virology, The Sahlgrenska Academy, University of Gothenburg, Gothenburg,
Sweden; “Department of Clinical Pathology and Clinical Cytology, The
Sahlgrenska Academy, University of Gothenburg, Gothenburg, Sweden.

P-438: ExprESSION OF Rar1l AND P16INK4A 1IN CERVICAL
PRENEOPLASTIC AND NEOPLASTIC LESIONS ASSOCIATED
wiITH HiGH Risk HUMAN PAPiLLOMAVIRUS INFECTION
Marcelo Pascoal-Xavier'?, Anna Carolina Figueiredo’,

Monica Demas®, Jodo dos Santos’, Erna Kroon?, Paulo
Ferreira’, Jaquelline Oliveira'’

Background: High risk human papillomavirus (HPV) plays a
central role in the development and progression of cervical cancer.
The neoplastic progression occurs through the action of E6 and E7
viral oncoproteins which cause dysregulation of cell cycle proteins
such as pRB, p53 and p16INK4A and other cell cycle regulatory
proteins. The search for cervical cancer biomarkers is still crucial
to enhance diagnostic consistency and reproducibility of cervical
cancer. Rapl is a member of the Ras family of small GTPases
that is activated by diverse extracellular stimuli in many cell
types. Either a defective or an excess in Rapl activation has been
reported to contribute to malignancy via distinct biological effects
in different cell types.

Objectives: To analyze and compare expression patterns of Rap
1, a potential biomarker for cervical cancer, to the pl6 INK4A by
means of immunohistochemical analysis.

Methods: Immunocytochemical analysis of p16INK4A and Rap
1 was performed on 57 cervical biopsies classified as follows: 9
normal, 22 LGSIL, 13 HGSIL and 13 cervical carcinoma (CC).
Staining intensity was assessed using a 0-3 scoring system.
HPV was detected by PCR and specific HPV typing was done.
The Wilcoxon and Fisher exact tests were employed for the
statistical analysis.

Results: Unlike pl6INK4A, Rapl expression was upregulated in
the LGSIL group associated with high risk HPV infection. Both
markers, Rapl and pl6INK4a, were found overexpressed in the
HGSIL and CC lesions.

Conclusions: Rapl GTPase may be a biomarker for predicting the
progression of HPV-related squamous intraepithelial lesions and a
combination of Rapl GTPase/p16INK4a expression seemed to be
useful to those identified as high grade and invasive lesions. Our
data suggests that Rapl is a good marker for predicting cervical
cancer progression.

"Laboratorio de Imunologia Celular ¢ Molecular Centro de Pesquisas René
Rachou , Fiocruz, Minas Gerais, Brazil; Laboratério de Virus, Instituto de
Ciéncias Biologicas, Universidade Federal de Minas Gerais, Belo Horizonte,
MG, Brazil ; *Departamento de Anatomia Patoldgica, Faculdade de Medicina,
Universidade Federal de Minas Gerais, Belo Horizonte, MG, Brazil.

P-439: BioLocicaL AcTtiviTy oF RARE HR-HPV N
CERvICAL CANCER

Gordana Halec'?, Markus Schmitt', Bolormaa Dondog’,
Franz X. Bosch?, Michael Pawlita’

Background: Evidence for active involvement of HPV-16 and
other frequent HR-HPV in cervical squamous cell carcinoma
(C-SCC) has been provided in many studies. However, evidence
for biological activity of rare (prevalence <1.5%) HR-HPV in
C-SCC and putative (p)HR-HPV is limited.

Methods: We analyzed 68 formalin-fixed paraffin-embedded
(FFPE) C-SCC tissues for HPV DNA and RNA expression. HPV
DNA was detected by a semi-quantitative multiplex genotyping
(MPG) assay enabling detection of 54 mucosal HPV types. HR-
HPV DNA positive samples were analyzed for the expression of
E6*1 transcripts by a sensitive, short (65bp) amplimer RT-PCR
assay developed for 13 HR- and 1 pHR-HPV. Expression of cellular
proteins p53, pRb and pl6INK4a as surrogate markers for active
HPV transformation was investigated by immunohistochemistry
(IHC) in 29 C-SCC.

Results: All 68 biopsies yiclded analyzable DNA and RNA. Sixty-
seven (99%) contained HPV sequences of which 54 (81%) were
single and 13 (19%) multiple infections. Type-specific prevalences
were: HPV-16 (67%), -31 (9%), -18 (7%), -33, -35, -45 (6%), -82
(4%), -52 (3%, -39, -51, -56, -58, -59 and pHR-HPV-26, -66 (1%).
E6*I-RNA was present in 32/34 (94%) HPV-16 single, all other
HR-HPV single infections and one single pHR HPV-66 case. In all
multiple infections RNA of at least 1 type was present. IHC pattern
typical for HPV-induced transformation with up-regulated p16 and
down-regulated pRb was found in 27/29 (93%) cases while p53
was down-regulated in 23 of these 27 (85%).

Conclusions: This pilot study shows that rare HR-HPV types
35, 56, 51, 39 and pHR HPV66 are actively contributing to the
transformed phenotype of individual C-SCC. The E6*I-RNA assay
is suitable for FFPE material and is a valuable tool to understand
the role of rare HR-HPV in C-SCC.

'Division of Genome Modifications and Carcinogenesis, German Cancer
Research Center (DKFZ), Heidelberg, Germany; >Molecular Biology
Laboratory, Department of Otolaryngology, Head and Neck Surgery, Heidelberg
University, Heidelberg, Germany.

P-450: RanpoMIZED CONTROLLED TRIAL OF PRIMARY
HPV TTESTING IN A CANADIAN ORGANIZED SCREENING
PrROGRAM
Gina Ogilvie'?, Dirk van Niekerk'3, Mel Krajden'*, Thomas
Ehlen’?, Ruth Martin', Stuart Peacock'3, Laurie Smith?, Gavin
Stuart’, Eduardo Franco?®, Andrew Coldman'?

Objectives: The HPV FOCAL trial is the first North American
randomized controlled trial examining the efficacy of hr-HPV
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DNA testing as a stand-alone screening test followed by
liquid based cytology (LBC) triage of hr-HPV-positive women
compared with LBC followed by hr-HPV triage with >=CIN3
as the outcome.

Methods: This randomized controlled trial will recruit 33,000
women aged 25 to 65 who are assigned to 1 of 3 study arms-
Control: LBC testing. Negatives screen again at 2 and 4 years.
Colposcopy referral at >LSIL or ASCUS+HPV-positive. Safety-
Check: HR-HPV testing. Exit screen at 2 years with LBC. HPV-
positives undergo reflex cytology testing and managed same as
intervention arm. Intervention: HR-HPV testing. Negatives exit
screen at 4 years. HPV-positives undergo reflex cytology testing.
Exit colposcopy referral at ASC-US threshold or HPV-positive.
Outcome measures: Confirmed >=CIN3 detected at exit screen in
control and intervention arms; confirmed >CIN2 in control arm at
2 years, safety arm at exit; clearance of HPV infection in HPV-
positives at recruitment.

Results: By March 1, 2010, results were available for 11,729
women. Demographics equally distributed in the 3 arms indicating
successful randomization. Control: 94.4% LBC negative; 0.9%
had high grade squamous intraepithelial lesions (HSIL) on LBC,
and highest HSIL rates in those 25-29 yrs (2.9%). Safety and
Intervention: 91.9% and 92.1% hr-HPV negative respectively.
Highest hr-HPV positivity rate in those 25-29 yrs (23.8% and
25.2%) and lowest in those 60-65 yrs (3.0% and 3.0%). Preliminary
colpscopy and pathology rates are presented (Figure 1).
Discussion: The HPV Focal trial is the first randomized controlled
trial to compare liquid based cytology with HPV triage vs HPV
with LBC triage as the primary screen for cervical cancer. Over
11,000 women have been recruited and preliminary results show
successful randomization.

"University of British Columbia, Vancouver, BC, Canada; *McGill University,
Montreal, QC, Canada; *British Columbia Cancer Agency, Surrey, BC, Canada;
“British Columbia Centre for Disease Control, Vancouver, BC, Canada.

Screen Negative Colposcopy Pathology Results
(%) Referral
Rate
CIN2 CIN3 CIN2/3
Control (LBC) 3687/3907 (94.4) | 3.4% 19/112 (17.0) | 11/112(9.8) | 30/112(26.8)
Safety Arm 3626/3947 (91.9) 3.0% 19100 (19.0) | 16M100 (16.0) | 35/100 (35.0)
Intervention Arm | 3579/3875 (92.4) 3.0% 22/104 (21.2) | 18/104 (17.3) | 40/104 (38.5)

P-461: DiGiTaL ANALYSIS OF IHC IMAGES FOR DETECTING
HPYV E6/E7 ONcOPROTEINS IN CIN2/3 AND CERVICAL
CANCER Ti1ssuEs

Yi-Shan Yang', Biskash Sabata’, Rob Monroée?®, Ting-Chang
Chang’, Ling-Ping Hsiao®, Shih-Ming Jung?, Shuling Cheng’

Background: Overexpression of E6/E7 in CIN2/3 results in
malignant transformation of cervical epithelium. Scarce reports
show direct detection of E6/E7 oncoproteins in cervical tissues due
to limited anti-E6 or E7 antibody.

Objectives: 1) To demonstrate the overexpression and localization
of E6/E7 proteins in CIN2/3, SCC, and cervical adenocarcinoma
by IHC using our novel anti-E6 or E7 antibodies. 2) To digitize
the THC slides and to use automated image analysis software to
quantitate stains based on color, intensity, and staining pattern. 3)
To compare and correlate the automated image analysis results to
those obtained from standard microscopic scoring.

Methods: Two monoclonal anti-E6 and two monoclonal
anti-E7 antibodies were used to perform IHC on a total of 12
tissue microarrays that contain previously-identified paraffin-
embedded tissue cores including 120 CIN2, 120 CIN3, 48 SCC,
48 adenocarcinoma and their normal epithelial counterparts.
IHC staining for each core on the tissue microarrays was scored
by a gynecologic pathologist as percentage of cells with nuclear
and cytoplasmic staining. Staining of adjacent dysplastic and
normal epithelia was determined for each core for comparative
purposes. Image analysis was performed with a combined
nuclear+cytoplasmic algorithm on selected regions of interest
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from each core on the same IHC stained tissue microarrays
following digitization on Biolmagene’s iScan digital slide scanner
(Sunnyvale, CA). Correlation of image analysis results to manual
microscopic scores was established.

Preliminary Results: Dysplasia and cancer show distinguishable
staining compared to normal adjacent epithelium. Both cytoplasmic
and nuclear staining were found in the dysplastic cells, with
increasing staining percent positivity seen for CIN2, CIN3, and
cervical cancers respectively. Image analysis can provide more
quantitative information on staining intensity and percent positivity
relative to manual microscopic scoring. Determination of specific
thresholds for intensity and positivity for E6/E7 may provide an aid
to the pathologist in the evaluation and grading of dysplasia.

'OncoHealth Corp., Fremont, CA, USA; 2Biolmagene, Sunnyvale, CA, USA;
3Obstetrics and Gynecology, Chang-Gung Memorial Hospital Linkou Medical
Center, Taoyuan, Taiwan; ‘Department of Anatomic Pathology, Chang-Gung
Memorial Hospital Linkou Medical Center, Taoyuan, Taiwan.

P-463: CompARISON OF THE ROCHE coBAS 4800 vs. QIAGEN
Hc2 TEsTs FOR DETECTION OF HiGH-RIsK HPV DNA

Kathy Ceballos'?, Gina Ogilvie’3, Dirk Van Niekerk'?, Wendy
Me#®, Darrel Cook®, Laurie Smith!, Eduardo Franco®, Andy
Coldman'?, Mel Krajden??

Objective: To compare the performance of the Roche cobas 4800
vs. Qiagen hc2 tests for detection of high-risk (HR) HPV DNA.
Methods: ThinPrep cervical specimens from females enrolled in
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the HPV FOCAL Trial (ISRCTN79347302) were tested for HR
HPV by Qiagen hc2 High Risk HPV DNA Test (hc2) and Roche
cobas 4800 HPV (cobas 4800). All specimens were also tested by
Roche Linear Array HPV Genotyping Test (LA).

Results: For 806 specimens, overall agreement between hc2 and
cobas 4800 was 96.4% (k=0.77; 95% CI 0.68-0.85). hc2 and cobas
4800 were both positive for 53 specimens (Table 1); by LA, 52 were
HR HPV positive and 1 was low risk (LR) HPV (CP6108). Of the
724 hc2/cobas 4800 negative specimens, by LA, 714 were negative
or had only LR HPV; however, 3 were HPV 16, 1 was HPV 18 and

6 were other HR HPV (non-HPV 16 or 18). Overall, 15 specimens
were hc2 positive/cobas 4800 negative and 14 were hc2 negative/
cobas 4800 positive; LA results for these discordant specimens are
shown in Table 2. The majority of the discordant specimens displayed
signals close to their respective assay detection threshold. Of the HR
HPV genotypes detected by LA, cobas 4800 was positive for 17/20
(85.0%) HPV 16; 6/7 (85.7%) HPV 18; and 41/49 (83.7%) other HR
HPV; overall genotype agreement between LA and cobas 4800
was 84.2%. An additional 2,000 specimens will be tested over
the next month.

Conclusions: Agreement between the hc2 and cobas 4800 results
was high. Based on LA as a reference standard, the hc2 test had
more false positive HR HPV detections than cobas 4800, and cobas
4800 detected more HR HPV than hc2.

'BC Cancer Agency, Vancouver, BC, Canada; *Faculty of Medicine, University
of British Columbia, Vancouver, BC, Canada; *BC Centre for Disease Control,
Vancouver, BC, Canada; “Division of Cancer Epidemiology, McGill University,

Table 1 Qiagen hc2
Roche + -
cobas + 53 14
4800 - 15 724
Montreal, QC, Canada.

Table 2 Linear Array Results for Discordant hc2/cobas 4800 Specimens

N | Linear Array

hc2 + /cobas 4800 - 15

7 HPV negative; 6 LR HPV; 2 HR HPV (non-HPV 16 or 18)

hc2 - /cobas 4800 + 14

5HPV 16; 1 HPV 18; 1 HPV 16 and 51; 7 HR HPV (non-HPV 16 or 18)
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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 — Uniédo
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

DSTBATS 7

VIl CONGRESSO DA SOCIEDADE BRASILEIRA DE DST
IV CONGRESSO BRASILEIRO DE AIDS
| CONGRESSO DA ALAC-DST / IUSTI 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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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

IHTERHATIO-HAhI-. SOCIETY FOR STD RESEARCH
From research to infervention : succe
Wk R

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
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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 areas
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 ¢ 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, o0 motivo do ndo atendimento
de sugestdes. Nao havendo retorno do trabalho apds 6 meses, con-
siderar-se-4 que os autores ndo tém mais interesse na publicagéo.

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 cli-
nica ou experimental original terdo prioridade para publicacao.

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 redagao
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.
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