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Classificacao do HPV

» Cerca de 45 tipos infetam a regiao anogenital (HR-HPV, LR-HPV)

Potencial oncogénico Tipo de HPV

Alto Risco (Grupo 1) 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59

Provavel Alto Risco (2A) | 68*
Possivel Alto Risco (2B) | 26, 53, 66*, 67*, 70*, 73, 82

Baixo risco 6, 11, 40, 42, 43, 44, 54, 61, 72, 81, 89

Risco indeterminado 30, 34, 55, 57, 62, 69, 71, 74, 77, 83, 84, 85,
86, 87, 90, 91, 97

IARC, 2007; Eurogin, 2006; Vaccine Suppl 3, 2006: *IARC 2009



HPV e Cancro
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Figure 3 Mechanizrma of HPW carcinogenssiz (courtesy J Schiller)

= Virais (tipo HPV, infecdes mistas, carga viral, integracéo)

= Hospedeiro

= EXxternos

Moscicki et al., 2006



Epidemiologia do HPV em Portugal
(Estudos CLEOPATRE)



Prevaléncia do HPV por Regiao

Wormnen, na. HPV prevalence, % (95% CI)
Region Countries {no. of studies) Total tested HPV positive Crude Adjusted”
World 1,016,719 73,018 7.2(7.1-7.2) 11.7(11.6-11.7)
Less developed regions” 120,008 17,207 14.3{14.1-145) 11.8(11.6-120)
More developed regions® 895,862 55,747 6.2 (6.2-6.3) 11.3011.2-11.3)
Africa 8568 1829 21.31205-22.2) 21.1(20.2-22.0)
Northern Africa Tunisia (1), Morocco (2), Egypt (1), Algeria (1) B63 94 109 (88-13.2) 92 (7.3-11.3)
Sub-Saharan Africa 7705 1735 2251216-235 240(23.1-25.0)
Eastern Africa Zimbabwe (1), Mozambrque (1), Kenya (1) 751 252 336 130.2-37.1) 336 (30.2-37.1)
Southern Afnca South Afnca (3) 2485 521 2101(194-226) 174(159-189)
Westemn Africa Senegal (2), Nigeria (2), Guinea (1), Gambia (1), Cote d'lvoire (2) 4489 962 215(203-228) 19.6(185-20.8)
Amenca £92 964 39,522 5.7 56-58) 11.5(11.4-11.6)
Latin America and Caribbean 4817 8279 172 (169-175) 161 (1568-164)
Caribbean Trinidad and Tobago (1) 212 76 354 (290-42.2) 3541(29.0-42.2)
Central America Mexico {8), Honduras (2), Guatemala (1), Costa Rica (2), Belize (1) 24,783 5110 206 (20.1-21.1)  13.0(126-135)
South America Peru {3), Paraguay (2), Colombsa (3), Chile (1), Brazd (6), Argentina (3) 17,500 2302 132(12.7-13.7) 153 (14.7-158)
Northern Amaenca United States (19), Greentand (1), Canada (6) 644,793 31,243 48(48-49) 4.714.6-47)
Asia 84,710 9235 109 (10.7-11.1) 94 (9.2-96)
Eastern Asia Mongolia (1), South Korea (6), Japan (12), China (14) 55,365 6983 126{(123-129) 10.7 (104-109)
Southem Asia India (12} 23,061 1816 79{7.5-8.2) 7.116,7-7.4)
Southeastern Asia Vietnam (2), Thailand (7), Phiippines (1), Indonessa (1) 4849 406 84 (7652 14.0 (13.0-15.0)
__Western Asia Turkev (1) Bahrain (1) 1435 31 220531 1703-2
Europe 229,628 22,368 9.7 9.6-0.9) 14.2 (14.1-14.4)
Eastern Europe Russian Federation {2), Poland (1), Hungary (1), Belarus (1), Latwia (1) 4083 904 2231(210-236) 214201227
Northern Europe United Kingdom (8), Sweden (3), Norway (3), Lithuania (1), Ireland (1), Fintand (1), Denmark (4} 97,242 10,531 108{106-11.00 10.0(9.8-10.2}
Southem Europe Spain (5), ltaly (12), Greece (3), Croana (1) 41,726 3820 92(89-94) 88 (859.0)
Western Europe Switzertand (1), Netherlands (4), Germany {2), France (7), Belgum (4) 77,445 5652 7.31{7.1-7.5) 9.0 (88-9.2)

NOTE. CI. confidence interval

" Adjusted HPV prevalence standardized by the world's geographical structure. Model adjusted by geographical subvegion. mean age of women, ending yesr of the study, HPV testing method. propartion of high-
nsk HPV types tested, proportion of low-risk HPV types tested, and chusier lanalysis of mixtures)
¥ Africa, the Americas (excluding Northem Amernica), Caribbean, Central Amenica, South America, Asia (excluding Japan), and Oceania {excluding Australia and New Zealand) [12]
“ Northern America, Europe, Japan, Australia, and New Zeatand (12!

Bruni L, 2010



. Resultados Citologicos - CLEO | |

[]
99,5% das citologias foram satisfatorias.

Citologia Populagao

%
Normal 2172 93,8
ASC-US 57 2,5
LSIL 74 3,2
ASC-H 2 0,1
HSIL 4 0,2
AGC 6 0,3

Total 2315

Prevaléncia global do HPV no estudo: 19,4%.

Prevaléncia do HPV nas citologias normais: 16,5% (Europa: 9,7%).



. Prevaléncia HR E LR-HPV / Idade - CLEO |

]
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. Prevaléncia dos Tipos de HPV - CLEO | ﬁ
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Tipo de HPV

HPV 6, 11, 16, 18 - 1 HPV: 32,6%; 2 HPV: 2,0%; 3 ou 4 HPV: 0,0%.



Prevaléncia do HPV por Histologia - CLEO |l

Histologia| Casos | HPV +vos (%) | Inf. Simples (%) | Inf. Mistas (%)
CIN2 177 169 (95,5) 144 (85,2) 25 (14,8)
CIN3 341 339 (99,4) 305 (90,0) 34 (10,0)
SCC 57 56 (98,2) 51 (91,1) 5 (8,9)
ADC 7 6 (85.7) 6 (100) 0 (0,0)

CC 64 62 (96,9) 57 (89,1) 5 (7,8)
Total 582 570 (97.9) 506 (88,8) 64 (11,2)




Importancia Clinica dos Diferentes Tipos de
HR-HPV



Potencial Oncogénico dos HR-HPV

linked to 14% to 17% incidence of CIN3+

20— Positive HPV 16 test (17,2%)

» 50-65% dos CCU
» risco de persisténcia e progressao
» > capacidade de evasao ao Sl

OR =434

157 Positive HPV 18 test (13,6%)

10

MNegative HPV 16/18 and
positive for other high-risk HPV (3,0%)

Cumulative incidence of CIN 3+

Negative for all high-risk HPV types ©.6%)
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» 7-20% dos CCU
» potencial oncogénico, adenocarcinoma
> >taxa de mortalidade

OR = 248

Castle, 2007



Global -

HPV16 |
single infection

HPV18 |
single infection

—>  HW45

single infection ™|

Othersingle _|
HPV infection

HPV undetermined —

Multiple HPV 16/18/45 _|
infections only

Other multiple _|
HPV infections

=i B
w_L

555

T

52.0

45.0

475

| | | |
500 525 550 57-5

Age (years)

Figure 2: Mean age (95% Cls) at diagnosis of invasive cervical cancer
Datawere adjusted for histological type of cancer, year of diagnosis, and geographical region. HPV=human

papillomavirus.

de Sanjose, Lancet Oncology, October 2010



Importancia do Teste HPV
DNA vs. RNA



Utilidade Clinica do Teste HPV

> Quando, Porqué, Para Qué?



Testes HPV




Utilidade Clinica do Teste HPV

v Rastreio
Citologia vs Teste HPV Sensib.  Especif.
HPV 96% 92%
Aumento médio da sensibilidade: 28% Citologia 51% 95%

Perda média da especificidade: 7%

v Aumento do intervalo entre testes de rastreio (VPN = 5-8 anos)

WOMEN AGED 25 - 64 YEARS|
HPV DNA TESTING |

NORMAL
’ 5-YEAR RECALL CYTOLOGY

HPV TESTING & |
CYTOLOGY ‘ COLPOSCOPY
___at 6-12months )

NORMAL )
 5-YEAR RECALL | fe | COLPOSCOPY |
HPVY & CYTOLOGY

at é - 12 months

Vaccine, 2008



Utilidade Clinica do Teste HPV

v Reducéo custo/beneficio

v ASC-US

v Citologias normais com HR-HPV (risco de CIN3 em 4 anos)
v LSIL ( pO0s-menopausa)

v Orientacao pos-colposcopica dos casos de AGC e ASC-H
v Avaliacao pos-tratamento

v Auxiliar de diagndstico (casos discrepantes, adenocarcinomas)

v Monitorizacédo das mulheres vacinadas



Utilidade Clinica do Teste HPV

Detecao HR-HPV / Tipificacao
ou

Tipificacao

v Tipificagao:
= Persisténcia da infecéao

Avaliacao poés-tratamento

Detecéo de infegcbes mistas

Diferente patogenicidade dos HR-HPV
Era pos-vacina (1 espec. e VPP para ASC-US e LSIL)



Diagndstico Especializado - DNA vs RNA

W

1° Teste 2° Teste

> Sensibilidade e VPN > Especificidade e VPP

Table IT: Clinical performance for =CIN2 based on Pap smear and lgl)s)' diagnosis
Clinical Diagnosis  Sensitivity % ecificity % PPV % NPV %

=CINI  =CIN2 ~ (95%CD) 5 lO95%CI)  (95%CI)  (95%CI) _
All women @ .

NucliSENS EasyQ HPV” 2 TG LD

Negative 188 61 79.3 - 72.6 76.7 75.5

Positive 71 234 (75.7-82.6) H |68.4-76 (73.2-79.9)) (71.2-79.4)
CLART-13 HR-HPV"

Negative 110 12 95.9 2. 63.5 2

Positive 149 283 (93.3-97.7) (3nigioldn Feplicacdd . 7-66.7) | (83.7-94.5)
CLART-5 HR-HPV*

Negative 127 16 94.6 49.0 67.9 S8.8

Positive 132 279 (91.7-96.7) (45.8-51.4) (658-69.4) (82.9-93.1)



RNAmM — Sobreexpressao dos Oncogenes E6/E7

RNA Negativo

RNA Positivo

—

RNA Positivo
Persistente

Nao existe
sobreexpressao dos
oncogenes dos HPV

16, 18, 31, 33, 45

N&o existe
transformacé&o nas
células epiteliais
causadas pelos HPV 16,
18, 31, 33, 45

BAIXO RISCO
para a presenca ou
futuro desenvolvimento
de lesbes de alto grau ou
cancro do colo do Utero

Existe sobreexpressao
dos oncogenes de um
ou mais HPV

Existe transformacéo nas
células epiteliais
causada pelos HPV 16,
18, 31, 33, 45

RISCO AUMENTADO
para a presenca ou
futuro desenvolvimento
de lesdes de alto grau ou
cancro do colo do utero

Existe sobreexpresséo
persistente dos
oncogenes de um ou
mais HPV

Existe transformacao
persistente nas células
epiteliais causada pelos

HPV 16, 18, 31, 33, 45

RISCO ELEVADO
para a presenca ou
futuro desenvolvimento
de lesdes de alto grau ou
cancro do colo do utero
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Muito obrigada.



