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TABLA VI
ADN-VPH y Citologia para detectar SIL

ADN-VPH Citologia

Umbral Sensib. Espec. Sensib. Espec.

Manos 1999 HSIL 89,2 64,1 76,2 -

Mitchell 1999 LSIL 0,65 0,73 75,0 73,0
Clavel 1999 HSIL 100 85,2 849,39 94,9
Cuzick 1999 HSIL 90,2 95,1 85,7 96,9
Wright 2000 HSIL 83,9 84,5 67,9 87.9
Nanda 2000 LSIL - - 69,0 81,0
Nanda 2000 HSIL - - 58,0 92,0
Schiffman 2000 HSIL 88,4 89,0 77 94,2
Solomon 2001 HSIL 96,3 - 85,3 -

Davies et al. Bail Clin Obstet Gynecol. 2001;15:677 (modificado)

http://www.aepcc.org/congreso/pdf/CONS-VPH.p




L2 anna

— Agency for Healthcare Research and Quality

- Systematic Evidence Reviews (SERS) —

. L]
UeriCce-DascU Al C LC

(A
-~

BDra r\f\v'nln N v'lr\n

COCA Ul | 1A Y

of North Carolina



http://www.ahrq.gov/

i Chapter l. Introduction i
B Table 1. Technical Characteristics of HPV Testing Methods i
Suitable for
Low High Complex High
B Sensitivity Sensitivity Execution/Low Throughput/ |
and and Potential for Amenable to
Test Technique Specificity Specificity Automation Automation
Southern blot N v
O o . .. I
In situ hybridisation protocols™ 2 v
I Dot blot procedures \ I
B Hybrid Capture | v v |
I Hybrid Capture Il v v I
PCR \
L Consensus PCR' v v I
I Source: Adapted from Cuzick et al., 1999.%" I
] * Includes Flourescent In Situ Hybridisation (FISH). i

TPCR, polymerase chain reaction.

hitp://www.ahrq.gov/clinic/uspstf/uspscery. htm




Figure 1. Map of Cervical Cytology Classification Schemes

Within Benign
Classification | Normal | Cellular
System Limits | Changes Epithelial Cell Abnormalities
Infection
The Bethesda Reactive Invasive
System?® Normal Repair ASCUS* Squamous Intraepithelial Lesion (SIL) Carcinoma
Low Grade (LSIL) High Grade (HSIL)
Richart® Condyloma Cervical Intraepithelial Neoplasia (CIN)
=== Grade 1 Grade 2 Grade 3
Reagan™ Moderate Severe In situ
WHO Atypia Mild Dysplasia Dysplasia Dysplasia | Carcinoma
Nyirjesy’’ | I TT v Y

Source: McCrory et al., 1999%
* ASCUS, Atypical squamous cells of uncertain significance.

hitp://www.ahrq.gov/clinic/uspstf/uspscery. htm
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Table 11. HPV Testing as a Triage Tool Among Women with an Abnormal Pap Test for Detection of HSIL*

Author Test True False True False Prev -
(Year) Method Total N Pos. Neg Sens Neg Pos. Spec  HGSIL PPV NPV LR LR
?‘ggg%a aly gg’gg”su 454 43 23 652 233 155 601 145 217 910 16 06 I
?gg?f;’set Al EEQRP 190 53 3 946 54 80 403 295 398 947 16 0.1 ]
:erqiggfj%'& = Eg’ggnsu 167 35 5 875 79 48 622 240 422 940 23 0.2 I
;'"ﬁ”;g'g’%s | Hel 247 35 3 92.1 150 59 718 154 372  98.0 33 0.1
Manosetal., | q 973 58 7 89.2 582 326 641 67 151 988 25 0.2 —
199968 : : : . ; : %
gl'gﬂg’g?&" et gg’gg”s” 358 156 39 80.0 118 45 724 545 776 752 29 0.3

HC | 358 136 59 69.7 96 67 589 545 670 610 17 05 B
185‘85‘?3 al. SCF’,’E:SS”S” 520 87 18 829 145 270 349 202 244 890 13 05

HC Il 520 83 22 79.0 181 234 436 202 262 892 14 05
Total all PCR 1689 374 88 810 629 598 513 274 385  87.7 17 0.4 -

otal all 1740 176 32 846

*HPV, human papilloma virus: HSIL, high-grade squamous intraepithelial lesion.
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Table 7. Studies with Screening Uses of HPV* Testing

Prevalence of Prevalence of Prevalence of
Article Population LSIL' (%) HSIL* (%) Carcinoma (%)

Cuzick et 2@22;;?}”"?; g j‘!‘:a HPV/borderline = 1.9: CIN®2=0.3 N
al. 1999?' P 9 P CINS1=0.9 CINS3=1.1

screening in UK

CIN®2=36

f n_
CINS3=65 Invasive Ca = 2.2

:’gggﬁ?‘ Al 138 HIV infected women CIN®1 =145

Schiffman

atal 8,554 Costa Rican women from Equivocal = 7.7;

= . n_
random door-to-cdoor selection LsSiL=2.2 HAIL.=58 Invasie Ca’ =\0:13

Womack et 466 women age 25-55 in
al., 2000 primary care clinics in Zimbabwe

LSIL=12.9 HSIL=12.0 No cases

Womack et 2,140 women age 25-55 in

o _ . n_
al.. 2000  primary care clinics in Zimbabwe LIL=16.2 HSIL=10.0 InvasiveCa = gu14

Wrightet 1,365 unscreened women, age >

= = ; I _
al.. 2000% 35 from clinics in South Africa LAIL=2.3 HEIL. =34 rversive Cac =107

* HPV, human papilloma virus.

"LSIL. low-grade squamous intraepithelial lesion.
*HSIL, high-grade squamous intraepithelial lesion.
YCIN, cervical intraepithelial neoplasia.

!nvasive Ca. invasive cancer.
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Table 6. Performance of ThinPrep® in a Prospective Cohort*

ThinPrep

Cytology
Threshold

Final
Diagnosis

Number
with
Diagnosis
(%)

“Equivocal"!

Actual
Senst
(%)

Estimated

Spec’
(%)

ppV"
(%)

= Ascustt

s ¥

323 (3.7)

With Normal

87.9

90.5

95.9

=z ASCUS

2 LSIL

1019 (11.8)

With LSIL

554

93.0

51.6

=LSIL

=2 LSIL

323 (3.7)

With Normal

79.6

97.7

= LSIL

2 LSIL

1019 (11.8)

With LSIL

42.7

9.9

= HSIL®

=z HSIL

137 (1.8)

With < HSIL

67.2

99.3

=LSIL

2 HSIL

137 (1.6)

With < HSIL

89.8

96.1

*Data summarized from Hutchinson et al., 19991

iCategory in which final case diagnoses of “equivocal” were assigned for the calculation of test

characteristics of ThinPrep: 696 of 8.636 subjects (8.1%) had a final diagnosis of equivocal
“conferred...with various combinations of results, including a single cytologic diagnosis of LSIL by any

method, and isolated positive cervigram, or equivocal results based on the review of all available data.

(50)

: Sens. sensitivity
§ Spec. specificity

11 PPV. positive predictive value

1 NPV, negative predictive value

# +LR. positive likelihood ratio;

** .LR. negative likelihood ratio.
1 ASCUS. atypical squamous cells of uncertain significance
i1 LSIL, low-grade squamous intraepithelial lesion

§§ HSIL, high-grade squamous intraepithelial lesion
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Table 2:

Recommendations of Other Groups about Pap Smear for Cervical Cancer Screening (cont’d)

Organization

Test Parameters

Screening
Interval

Definition of High Risk

Interval for “High Risk”

Age to stop
screening

American Academy of
Family Physicians, 1996

Women who have

ever had sex and
have a cervix

At least every 3

years

Not mentioned

Not mentioned

Not mentioned

Canadian Task Force on
Preventive Health Care,
1992

Women > age 18

who have had sexual

intercourse

Two annual
screens, then

every 3 years

Early onset of sexual
intercourse; many sexual
partners; sexual partner
with many sexual partners

More frequently than 3
years

Until age 69

American Cancer Society,
2000

Sexually active or

Age18 (as prior
entries)

Annually until 3

or more
consecutive
satisfactory
examinations,
then at
physician
discretion

Not mentioned

Not mentioned

General cancer
check-up
recommen-
dations
suggest annual
exam continue
past
menopause

Institute for Clinical
Systems Improvement,
2000

Sexually active

women younger than

age 18 and all

women aged 18-64.

Omit women who
have had a

hysterectomy with no

residual cervix

3 consecutive
normal smears
and no
dysplasia within
5 vears. then
less frequently,
but at least
every 3 years

Mandelblatt Risk Factor
Table of Relative Risk

Annually until no longer
show dysplasia within 5
years

Age 65

UK National Health
Service Cancer

Screening Progammes,
1999

Age 20. Omit women
who have had a total

hysterectomy for
nonmalignant
reasons

Atleastevery D

years (free
cervical smear
test)

Certain types of HVP;
women with many sexual
partners or whose partner
has had many partners;
long-term use of the pill;
women who smoke

Not mentioned

Age 64

hitp://www.ahrq.gov/clinic/uspstf/uspscery. htm
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Table 2:

Recommendations of Other Groups about Pap Smear for Cervical Cancer Screening (cont’d)

Organization

Test Parameters

Screening
Interval

Definition of High Risk

Australian National
Cervical Screening
Program, 1998

Women who have

ever been sexuall

Every 2 years
y

active beginning at

age 18-20

Not mentioned

Age to stop
Interval for “High Risk” screening
Not mentioned Age 70 with 2

normal Paps in
prior 5 years

New Zealand National
Cervical Screening
Programme

Women who have
ever had intercourse
beginning at age 20.
Women who have

had a total

hysterectomy for a

Every 3 years
exceptif > 5
years since last
or if first smear,
then repeat in 1
year’'s time

benign condition do
not require further

screening

Sexual behavior, smoking,
hormonal or contraceptive
use

Immunocompromised
women

More frequent screening
is not recommended for
women possibly at higher
risk of cervical cancer as
there is no evidence that
such women have a
shorter duration of the
preinvasive stage.
Immunocompromised
women should be
screened annually.

Age 70

hitp://www.ahrq.gov/clinic/uspstf/uspscery. htm



http://www.ahrq.gov/clinic/uspstf/uspscerv.htm

* A USPSTF recomenda contra screening de rotina para

res com Idade superior aob se @las tém rece

Ito

http://www.ahrq.gov/clinic/uspstf/uspscery. htm




U.S. Preventive Services Tz Y Ce

Screening for Cervical Cancer (USPSTF)

Release Date: January 2005 |
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Rastreamento, Diagnéstico e Tratamento do Carcinoma
do Colo do Utero
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Sociedades de Ginecologia e Obstetricia
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Projeto Ddiretrizes

Associacao Médica Brasileira e Conselho Pederal de Medicina

[l O Projeto Diretrizes, iniciativa conjunta da Associacdo Médica Brasileira e Conselho Federal
I de Medicina, tem por objetivo conciliar informagoes da area médica a fim de padronizar
n condutas que auxiliem o raciocinio e a tomada de decisdo do médico. As informacoes
]

contidas neste projeto devem ser submetidas a avaliagdo e a critica do médico, responsavel
pela conduta a ser seguida, frente a realidade e ao estado clinico de cada paciente.
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céo Meédica Brasileir selho Federal de Medici

-
DESCRICAO DO METODO DE COLETA DE EVIDENCIAS:

Reuniao consensual e multidisciplinar para elaboracao do texto com inclusao
das citacoes bibliograficas a partir da colaboracao das Sociedades de
Especialidades FEBRASGO, Sociedade Brasileira de Cancerologia, Sociedade
Brasileira de Citopatologia, Sociedade Brasileira de Patologia, Colégio
Brasileiro de Radlologla (Radioterapia) e a Comissao Técnica do Projeto
Diretrizes AMB/CFM. A partir de um texto basico referencial apresentado pela
FEBRASGO, os participantes geraram, por acréscimos e subtracoes ao texto
basico, recomendacoes revisadas quanto ao seu grau de evidéncia cientifica,
que permitiram a edicao do texto final.




mmmmm Projeto Diretrizes

Associacio Médica Brasileira e Conselho Federal de Medicina

OBJETIVOS:

1-deteccao das lesoes pré-invasoras do colo do utero.

2-diagnostico em paciente sintomatica, estadiamento e selecao de
tratamento.

3-identificar situacoes para as quais o tratamento adjuvante € indicado.

GRAU DE RECOMENDACAO E FORCA DE EVIDENCIA:

A: Grandes ensaios clinicos aleatorizados e meta-analises.

B: Estudos clinicos e observacionais bem desenhados.

C: Relatos e séries de casos clinicos.

D: Publicacoes baseadas em consensos e opinioes de especialistas.
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- Indicacao para rastreamento
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Coleta de citologia e interpretacao dos
BN resultados
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Instituto Nacional Ministerio s
de Cancer da Saude

http://www.inca.gov.br/

Fontes de dados de informacdo
sobre cancer no Brasil?
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http://tabnet.datasus.gov.br/cgi/sim/obtdescr.htm
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1. Dados dos Registros de Cance

Dopulacionals e Hospitalares

2. Dados de Mortalidade
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Tipos de cancer mais incidentes, estimados para 2005, na populagio brasileira. l

. N° de Casos
120.000 —
B Feminino
i 100.000 — Masculino
B 80.000 —
. 60.000 —
[
. 40.000 —
]
20.000 —
. \
- e
. = ==
0 . __HEE = =
Pelendo ~ Mama  Traquéia, Estomago Colodo Prostata Colone  Esdfago Leucemias Cavidade Pele
B Melanona Feminina  Brénquio Utero Reto Oral Melanona
. e Pulmao

Fonte: MS/Instituto Nacional de Cancer - INCA
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Acre

Alagoas

Amapa
Amazonas

Bahia

Ceara

Distrito Federal
Espirito Santo
Goias

Maranhao

Mato Grosso
Mato Grosso do Sul
Minas Gerais
Para

Paraiba

Parana
Pernambuco
Piaui

Rio de Janeiro
Rio Grande do Norte
Rio Grande do Sul
Rondénia
Roraima

Santa Catarina
Séo Paulo
Sergipe

Tocantins

Estimativas para o ano 2005 de ntimero de casos novos de cincer, por estado.

150 |

40

610 | 200

140

1470 |
4520
5.850

1.160
1,160
4.290
870
1.600
1.270
9.910
1.860
1.080
7.870
5.380
1.330
11.420

2.410 |
0.740 |
690

0

30
280 |
1810
1430 |
650
730
970
300
360
500
4.220
530
350

680

270
300

360

2.990

1910
240

8.100
490 |

5.050
130 |
20

5660 | 1610

| 32.070

)

w0

16.090 |

20 210

1.800
760
160

3.390
200

3.920
110

20

1.210

7.340
150

90

40
120 |
70 |
320 |
870
1.080

190

2150

160

220 |
510
500
190
280
290
2.300
570
170
1.970

660
110
2.450
280 |
1.840 |
140 |

15
050
7.080 |
70 |

& 5.790 |

i

50

50 |

240
80

530 |

1.060

770 |

240
520

660

560
300
290
1.580
750
150
1.560

1.120
310
2.300

270 |

1.880

10 |

740
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Representacao espacial das taxas brutas de incidéncia por 100.000 mulheres estimadas para o ano
2005, segundo a Unidade da Federagao (neoplasia maligna do colo do ttero e do tero, porgao
nao especificada).

Mulheres

&% 28,54 2 34,19
Bl 244122854
| 20,17 a 24,41
9,55 a 20,17
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1. Prevaéncia alta

2. Mortalidade dlta

« 2002 :
> Casos Novos: 17.60(
> QObitos : 4.005
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Wiral risk factors:
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LA INFECCION POR PAPILOMAVIRUS
Separata de
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Documento de Consenso

LA INFECCION
POR PAPILOMAVIRUS

Este docimento ha side consensuado por:

Sociedad Espafiola de Ginecologla Sociedad Espaficia Asociacion Espafiola de Patologla
y Obstetricia (SEGO) de Citologia (SEC) Cervical y Colposcopia (AEPCC)




i Asociacion Espanola de Patologia Cervical y Col pﬂampiai

Estudios caso-control de cancer de cérvix (lARC) _.

_ VPH + (%) OR (IC 95%) .

i ) Casos Controles i

— Brasi 97.0 17.3 1770  (65.5-4783) |j

@ ® ® |Paraguay 98.1 19.8 2081 (46 4-932 8) .

S Peru 96.9 17.7 115.8 (48.6-276.4) o
Mali 969 233 63.0 (10.0-400.6)

- Marruecos 97.1 21.6 113.7 (42.3-305.3) .

B T 5jlandia 86.5 15.7 163.5 (82.0-325.49) |-

- Filipinas 96.4 9.2 276.8 (139.7-548.3) .

| I=geEE 2.4 58 o7 (32.9-174.2) |

- Mufioz et al. N Engl J Med 2003;95:518-27. .

http.://www.aepcc.org/congreso/pdf/CONS-VPH.pdf 45
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PCR DNA-HPV

03 % Positivos

'

PCR com novageragao

GP5+/GP6+ CP I/11,SP Apos Re-calculo
E7,E6 99.7 % DNA de HPV
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. Estudos epidemiol 6gicos de coorte demonstraram
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e PRESENCA E PERSISTENCIA do DNA-HPV
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(International Agency for Research on Cancer - IARC, 2002) 47
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LIE-Infeccao persistente

e 1611 mulheres com 1° CO normal (1993 a 1997)

« CO eDNA 4 em4 mesesno 1° ano, depois 2x/ano

— Mulhereslivres de HPV nas 2 primeiras visitas.

em ambas as visitas;

* 8.68 LIE/1000 mulheres meses/ RR de 10,19 (95% CI, 5,9-17,6)

Schlecht NF e col. JAMA 2001 Dec 26,286(24):3106-14
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FIGURA 4.

Impacto del VPH y lesiones cervicales asociadas en Espafia (1996)

Cancer

invasor’
16.000
ASCUSI/LSIL 497..000}

1. Globocan 2000; Cancer Indicence M. and P.W. IARC Press 2001.
2. Estimacion basada en estudios de prevalencia de VPH en poblacién

general en 2 areas urbanas de Catalufia. Datos del ICQO no publicados.
3. Estimacion de un 0,1% ce prevalencia de HSIL basado en 2.
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FIGURA 5.

Relacion entre prevalencia de VPH e incidencia de cancer de cérvix segun edad.

== 7 de VPH de alfo ricsge =a= TAP
20 - - 20

24 29 34 .37 -44
TAF: Tacz zjuctada a [2 poblaeion mundizl
Ref. Jascbs et al. (2HHY): CIVC Vol |1 (18587)

http.://www.aepcc.org/congreso/pdf/CONS-VPH.pdf




O Valor Preditivo do DNA-HPV
para o desenvolvimento de LIE e
Cancer Cervical aumenta muito
apos os 30 anos de Idade




Lesao ou neoplasia ?

— neoplasiaintragpitelial cervical (NIC) I, 11 elll

Bethesda System, 2001

— lesdo intragpitelial escamosa de baixo grau
(LIEBG) e de ato grau (LIEAG)




Lesao ou neoplasia ?

-y _W_N gp—

- es3o de baxo grau pode evoluir e setornar de
alto grau, mas a maloria regride espontaneamente
(BOSCH et al., 1995)

. Baxa concordancia entre observadores na
graduagao das NIC
(SPI1IZER et al, 1990, KURMAN et al, 1991; LAZCANO PONCL et al,
1997; DE RUIZ et al, 1996, CIATTO et al, 1996, YOUNG et al, 1994)




Eur J Obstet Gynecol Reprod Biol 1996 Mar;65(1):45-53
Syrjanen KJ

Ostor AG.




NIC 1]

NIC |
20%,

NIC |

Progressao para 10%

INIT\O 1

Persisténcia
Cancer Invasivo
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Revisao Historia Natural das LIE

Melnikow J e col (1998)

~~A QO ~ ~ ~
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Melnikow J, Nuovo J, Willan AR, Chan BK, Howdll LP.




ProQressac

a CANCER

0,25%

68.19%

23,37% 1,44%

47.39%
35.03%

Obstet Gynecol 1998 Oct;92(4 Pt 2).727-35

\Mal nik OW-J, A\ ||
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» Noruega— Efeito do tratamento dos NIC I11 na
Incidéncia de CA (1965-92)
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— Probabilidade progressao de NIC 111 para

ANncer Invasiva

—20% / Tempo médio: 16 anos
Ll °

~

Forsmo S, Buhaug H, Skjeldestad FE Haugen OA.




1. Prevaéncia alta

2. Mortalidade dlta
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(SCHIFFMAN et al., 1993; MUNOZ et al., 1993, OLSEN et al., 1995;

67
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e

ASCUS-LSIL Triage-Study (ALT. S)

34

> 82.9% (532 de 642) foram positivas para
~— HRDNA-HPV (adtorisco)

\]| S aTalala"dll Fals 000 Mar-1:C 39/7-402.

"

Cox JT, Koutsky L, Schiffman M, Solomon D.
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ASCUS-LSIL Triage-Study (ALT. S)

34
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ASCUS-LSIL Triage-Study (ALT. S)
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SENSI DI dade

96.3% para NIC ||

44,1% para NIC ||

U5.9%0 para

Predi

e VAOI

NIC I

Vo Neg

.: .O Jdl © ICII

(OBS.:Amostratnica)

99.5% para NIC |1
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HPV. DNA POSITIVO
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nterpretativo Probabilistico

- ~
Ola: Em combinacao ¢ (S achagos suygerem

0s achados sao entre 10 a20 % de

“onsistentes com maHS

subje

Robert Kurman Baltimore, US,
Florianépolis, 2001




Carcinoma ““in situ”
Sabemos:

RAL, reativacao
da infecc: ' ‘einas,fatores
cromossomicos do hospedeiro)




Carcinoma ““in situ”

Sabemos:
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Carcinoma ““in situ”

Sabemos:
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 Diagnéstico pos
- conizaciao

—~ AlAIAAr= a S )
J C  CAIRT

Lesao Intraepitehal
Escamosa doenca residual
I\/I argenslivres. 4%

20 119
a0l Udl
=8

Alex Ferenczy Quebec, Flarianopolis 2001 ~
Uma et al. Gynecolo Oncol 67:1997
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163 casos, 1967 a 1994 (Unicamp)

« Profundidade de * |Invasio vascular
Invasao » Sinais morfologicos de
« Extensao lateral da Infec¢do pelo HPV
esio Margens cirurgicas
. Lesdo unifocal ou VT |
1SS comprome
ynecol UNco un, -

/8



equente quandado gens dc

cone estavam comorometl das e quando
havia sinais de Infeccao pelo HPV.
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e Profundidade do cone

 Margens Cirurgicas




r

Doenca residual: N3o houve Doenca Residual:
/47 pacientes (66%) — Noscasos HPV NEG

Gynecol Oncol 2001 Jul;82(1):177-80
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* Doenca residual:
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o 18
NIC 11/111 Pés Cone
_* Doenga Residual — 29 (15,8%)

Sensibilidade:

P norm

Alex Ferenczy, Quebec,Forianopolis 2001
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Revisao de 9 estudos de recorrénciade LI E pés
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» 90-100% destes casos sao HPV (+)

— » Mulheres HPV (-) provavel menté rie’io

terao doencarecorrente

Jack Cuzick — London,England, Florianopolis 2001




' N T YN ) A
\|

O DINA-HF o
Indicador de doenca residual pos cone, identificando a
doenca que ira progredir
Teste de DNA-HPV:
Sensibilidade elevada
Valor Preditivo Negativo elevado
eve ser utilizado no controle terapeutico
Margens Cirargicas:
Nao tém Valor Preditivo

Alex Ferenczy, Quebec, Forianépolis 2001




Seguimiento pos Tratamiento de la CIN

* Control clinico al mes

» Citologia, Colposcopia y eventual Biopsia, cada 4 meses
* Margen endocervical afectado: Legrado endocervical
* Dos controles negativos: Determinar VPH-AR

- VPH-AR Positivo seguir controles cada 6 meses
— VPH-AR Negativo : devolver al programa de cribado
y Sequir con revisiones anuales




Prevaléncia alta

Mortalidade alta




~revencao do cancer do colo
uterino

Por que?

De gue forma”?




~revencao do cancer do colo
uterino




Citologia

1. Detectaatipias celulares,

2. /-\Iteragao compatlvel com LIE: a paciente S
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1. Seleciona casos que podem evoluir paraNIC |
, afastando os que Nao evol nirﬁ'n ‘uncionancd

COmMo marcador de NIC Il (ZIELINSKI D.G, et al.,

FNY Tr ¥ o7V > I WAWAY

2001, CUZIC 001
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¢ Os Papilomavirus sao encontrados em animais
mamiferos e em somente uma espécie de ave: o tentilhao.




Family or

Nature

Presence

Morphology

Genome

Genome

of the

of an

Unassigned genus

genome

envelope

Configuration

Size kbp
or kb

Iridoviridae

dsDNA

isometric

1 linear

140-383

Vertebrates/Invertebrates

Phycodnaviridae

dsDNA

isometric

1 linear

160-380

Algae

Baculoviridae

dsDNA

bacilliform

1 circular

80-180

Invertebrates

supercoiled

Herpesviridae

dsDNA

isometric

1 linear

125-240

Vertebrates

Adenoviridae

dsDNA

1sometric

1 linear

28-45

Vertebrates

Rhizidiovirus

dsDNA

isometric

1 linear

27

Fungi

Polyomaviridae

dsDNA

isometric

1 circular

Vertebrates

Papillomaviridae

dsDNA

isometric

1 circular

7-8

Vertebrates

Polydnaviridae

dsDNA

rod, fusiform

multiple

150-250

Invertebrates

supercoited

Ascoviridae

dsDNA

reniform

1 linear

100-180

Invertebrates

Inoviridae

filamentous

1 + circular

Bacteria, Mycoplasmas

Mi iridae

1 + circular

Bacteria, Spiroplasmas

94




Papovaviridae

o
|Papillomavirus

Papovaviridae - Papovaviruses ICTV - Datas Tutorial
Family Genus EM Images Example Virus Diseases
e Polyomavirus N/A Imurine polyomavirus
Rabbit (Shope) Papillomavirus

N/A

an animal papillomavirus

multiple human papillomaviruses

a human papillomavirus

a human papillomavirus

computer colorized EM image.

A model of the papillomavirus capsid is shown beside a

a human papillomavirus




Menichm» - POVAVIRUS: |

> Polvomaviru




- » 1966 The International Committee on Nomenclature of .
I N

Viruses (ICNV) foi estabelecido no International Congress of
Microbiology in Moscow

» 1973 The International Committee on Nomenclature of
Viruses (ICNV) se transformou em International Committee
on Taxonomy of Viruses (ICTV). Hoje o ICTV opera sob as
auspicios da Virology Division of the International Union of
Microbiological Societies.O ICTV tem 6 Subcomités, 45
Grupos de Estudo, e 400 virologistas participantes.
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PRIMERS DE L1 (My09 e My11) 6583-6602/7015-7034 (GP5+ e GP6+) 6624-6649/6719-6746

6541 TCTATCCC AAATATTCAA TAAACCTTAT TGGTTACAAC GAGCACAGGG CCACAATAAT
AGATACGGG TTTATAAGTT ATTTGGAATA ACCAATGTTG CTCGTGTCCC GGTGTTATTA

—> >
6601 GGCATTTGTT GGGGTAACCA ACTATTTGTT ACTGTTGTTG ATACTACACG CAGTACAAAT
CCGTAAACAA CCCCATTGGT TGATAAACAA TGACAACAAC TATGATGTGC GTCATGTTTA

6661 ATGTCATTAT GTGCTGCCAT ATCTACTTCA GAAACTACAT ATAAAAATAC TAACTTTAAG
TACAGTAATA CACGACGGTA TAGATGAAGT CTTTGATGTA TATTTTTATG ATTGAAATTC

6721 GAGTACCTAC GACATGGGGA GGAATATGAT TTACAGTTTA TTTTTCAACT GTGCAAAATA
CTCATGGATG CTGTACCCCT CC;I‘I'ATACTA AATGTCAAAT AAAAAGTTGA CAGTTTTAT

6/81 ACCTTAACTG CAGACGTTAT GACATACATA CATTCTATGA ATTCCACTAT TTTGGAGGAC
TGGAATTGAC GTCTGCAATA CTGTATGTAT GTAAGATACA TAAGGAGATA AAACCTCCTG

6841 TGGAATTTTG GTCTACAACC TCCCCCAGGA GGCACACTAG AAGATACTTA TAGGTTTGTA
ACCTTAAAAC CAGATGTTGG AGGGGGTCCT CCGTGTGATC TTCTATGAAT ATCCAAACAT

6901 ACCCAGGCAA TTGCTTGTCA AAAACATACA CCTCCAGCAC CTAAAGAAGA TGATCCCCTT
TGGGTCCGTT AACGAACAGT TTTTGTATGT GGAGGACGTG GATTTCTTCT ACTAGGGGAA

6961 AAAAAATACA CTTTTTGGGA AGTAAATTTA AAGGAAAAGT TTTCTGCAGA CCTAGATCAG
TTTTTTATGT GAAAAACCCT TCATTTAAAT TTCCTTTTCA AAAGACGTCT GGATCTAGTC

702ITTTCCTTTAG GACGCAAATT TTTACTACAA GCAGGATTGA AGGCCAAACC AAAATTTACA
AAAGGAAATC CTGCGTTTAA AAATGATGTT CGTCCTAACT TCCGGTTTGG TTTTAAATGT

< —




GP5+/6+ MY 09/11

-
—
-—
-
-
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— + HPV — (contr) + MY

« HPV +/- « Controles +/- — o HPV +/-

v

* 3 globina(casos1e2)
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pelo pollmorf/smo dos

FlaaFz1alale agmentos de
restricao

Sete enzimas de restricao:
— Bam H1, Dde | Haelll. Hinf |

Pst |, Rsa | e Sau3Al

BERNARD et al.(1994)







« 1907 - Ciuffo : Afirmaque as Verrugas da pele tém
. el (o lacio

« 1924 - Serraconfirmaa EtiologiaViral dasVerrugas

Genitais retirando extratos fi Itrados de condil oma de

oenis paraproduzir verrugas o

» 1933 — Richard Shope isolou o0 PV de coelhos selvagens

mostrando que Papilomas podem ser causados por

entes filtrados transmitidos através da pele

escarificada

104




|tais e Papilomade Laringe

e etioldaico.
3IU

> 1969 Teoria Pluralista

- Almeida e col (Imunomicroscopia Eletronlca)
D] erenc ;Lg@,mgas entre virus o E
Genitals dos presentes em Verrugas de Pele,
embora houvesse cruzamentos antigénicos.
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Meados de 1970

Zur Hausen - Sugere associacao
entre HPV e Cancer Genital

o Zur Hausen H. Condylomata acuminata and human genital cancer.
ancer Res 1976:36:530.

e MaeiselsA. Fortin R. Condylomatous lesions of the cervix and.

vro'. "vou patterns.

o PurolaE, SaviaE. Cytol ogy of gynecol ogic condyl oma.

ACLIM l_.,nA_gﬁ, 0 e

>




1974

Virus de diferentes lesoes
verrucosas sdao diferentes

Ibridizacao Molecular (e

C L€ EXLTALOS Je Ul e el IleE

» DNASs de condilomas genitais e verrugas laringeas nao

Se-AHraHzavam .




Curr Top Microbiol Immunol 1977;78:1.




1975

Primeiros estudos com
Microscopia Eletronica

Della Torre G, Pilotti S, De Palo G, Rilke F. Viral par
g . " 1O7R-

o, () ) I /] DINLIT /] 2, ) 7] 117 ()
| [ LV iU vanve %4 [ L/

virus particles in selected koilocytotic cells in a routine cervical

smear.
Acta Cytol 1979:23:53.
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Hienseco uziram o primeiro ¢
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1982 - Gissmann e col Extrairam o HPV-11 de

Sapl ‘alaalaWala) Halala NI farnf'\Am faViia=Taa¥a )
morfmaaac LY \ =T Ul tAaringuritT CALTAaruyvu uc

ondilomas acuminados genitais e "Buschke

L owenstein tumors'.
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(61,1%), doenca de Bowen e papul ose




e Durst M, Gissmann L, ldenburg H, Zur Hausen H.

A papillomavirus DNA from acervical carcinoma and its
prevalencein cancer biospy samples from different geographic

alales

ronil
| L;UI Ul 1O,

Proc Natl Acad Sci USA 1983;80:3812.

Boshart M, Gissman L, lkenberg H, Kleinheinz A, Scheurlen.

L IOAIA A ~ran LIAA A A AL ~
o U » . CVV Jc Ul UalJ

In genital cancer biopsies and in cell lines derived from cervical
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Etlologza Vzml a’o Cancer

V. X.Doscn,barcelona, LSpanina

D D [ o
s -"- -' ' 5 "' ' ‘V

Worldwide Perspective

[J Natl Cancer Inst 87:796-802, 1995]

. Xavier Bosch, M. Michele Manos, Nubia Munoz, Mar

Sherman Angela M. Jansen, Julian Peto Mark H. Schzﬁ?nan

tor Moreno. Robert Kurman. Keert

Blologlcal Study on Cervical Cancer (IBSCC) Study Group

¢ International Agency for Research on Cancer (IARC) is

part of the ©










¢ Estima-se que mais de 30,000 virus estgjam sendo

estudados em diversos laboratorios do mundo

¢ Hoje, 0 ICTV reconhece mais de 3.600 espécies de virus.

) Aalaa I - a .- aa - GAWa a aa a a alsded
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Zur Hausen H Deutsches Krebsforschungszentrum, Heidel berg,

S. saaks I\I.

- | y

Biochim Biophys Acta 1996 Oct 9;1288(2):F55-78
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ftp://ftp-t10.lanl.gov/pub/papilloma/GenBank-files/Human-papilloma
http://hpv-web.lanl.gov/stdgen/virus/hpv/
http://www.ncbi.nlm.nih.gov/genomes/VIRUSES/151340.html
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TABLA |
Tipos de VPH

Bajo riesgo oncogénico (VPH-BR)
6, 11
40,42,43,44 54,61, 70, 72, 81
Alto riesgo oncogénico (VPH-AR)
16, 18,
31, 33, 35, 39, 45
o1, 52, 56, 58, 59, 68, 73, 82
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chamados de alto risco.
» Ostl pos de HPV gque causam verruga

a externa elevada nao estao ass oclados |

a0 cancer. Estes sao chamados de balxo
Il SCO.




Diferenca entre os grupos

de alto e baixo risco

—> Papel transformante dos produtos

dos genes E6 e E7 (oncoproteinas)

» Advance for Administrators of the « JVirol 2002 Oct;76(20):10559-68

N01-—\ol-10-N-05
1, VO LU TN, UO
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Initiation of DNA replication

— : e —
~Transcriptional regulation/DNA replication

777

Disrupts cytoskeleton?
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ansformina pbrotein. bindsto o cadina to dearadation

Transforming protein, binds to pRB

M ajor capsid protein

Minor capsid protein
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FIGURA 2.
Oncogénesis por VPH (a).

Ciclo celular

SN s

G2

E1-E2 LAS PROTEINAS ONCOGENICAS
INMORTALIZAN LA CELULA ACTUANDO SOBRE
EL CICLO CELULAR
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FIGURA 3.
Oncogenesis por VPH (b).

BLOQUEO
E6-p53

BLOQUEO
E7-Rb




Oncoproteinas !

| natlvam

mortalizacao
dacélula

P53,Rb
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» 10, 3% de mulheres da popul acéo

brasileirasio HPV-DNA positivas

ASCO - American Society of Clinical Oncology, 1438-1999




 FISH
Dot Blot

D' » \V/ 9.

. PCR (GP 5+/6+)
. TSE7, E1, CPI/II







Muito obrigado

Paulo Newton Danzi Salvia
VIédico Anatomo Patologista

paul o@citocamp.com.br
WWW.Cltocamp.com.br
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