HPV z pohledu gynekologa

Rob L., Robova H., Pichlik T.

Gynekologicko — porodnicka klinika
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CR — aktualni stav / HPV

Vulva — prekancerozy (u-VIN — 90% HPV — 600-800
novych/rok)

- karcinomy - 40% (260 ... 100 HPV novych/rok)

Cervix - prekancerdzy (12.000 konizaci pro prekancerozy)
(HG SIL- CIN III - 99.5% HPV, AIS 95%)

- karcinomy HPV-HR 96% spino, 90-95% adenoca (800
novych/rok)

Co nového v patogenezi
Co nového ve skriningu — stav CR, vakcinaci
Co nového a jak vyuzivat HPV HR testace



Condylomata acuminata — vulva
a perianalni oblast

m patogeneze - HPV 6,11 (neonkogenni typy)
®m mladsi zeny (muZ1)

® zpusoby prenosu ....
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Condylomata plgmentovane x VIN III




Patogeneza VIN, karcinomu

dlazdicovy epitel

Immunologické a
degenerativni — dystrofické
zmeny

High-risk HPV
infekce

DERMAtOZY
Lichen sclerosus (LS)
Lichen simplex chronicus (LSC)
Squamozni hyperplasie (SH,

VIN, obvykly typ
Lusual“

HPV pozitivni HPYV negativni

30-40%

(warty lyop) (60-70%) < Mutace genii (TP53)
bazaluidni Keratinizujici typ

VIN, diferencovany typ
Invazivni spinocelularni karcinom




Cetnost dg.
Vék
Hlavni etiologicky faktor

Ostatni etiologické faktory

Multiorganové postizeni dolniho
genitalniho traktu (CIN, VaiN)

Anamnéza kondylomat €i STD
Multifokalita

Invasivni potential

VIN — klinika

VIN ,,differentiated type*
diferencovany typ

VIN ,,usual type*
obvykly typ
>90%

Relatvné mladé zeny
40 - 50 let

HR - HPV typ
(16, 31, 33, ...)

Koufreni, imunosuprese ..

casteé

casté

casta

<10%

Postmenopausalni zeny

Mutace gent
(TP53)

vulvarni non-neoplastic
onemocnéni (lichen ...)

Malo casteé

Malo casté

Malo c¢asta
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Nalez — kondymomata /ca
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C53 - ZN hrdla délozniho - cervicis uteri, Zeny
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C53 - 7N hrdla déloZniho - cervicis uteri - Incidence, Zeny
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HPV-HR v patogenezi

99% HG lézi je HPV HR +
96% Dlazdicobunécnych ca je HPV HR +
91% Adenokarcinomu je HPV HR +

Adenokarcinom
(ADC) Dlazdicobunécény
karcinom (SCC")
-puvod v burikach
Zlazoveého epitelu
-typicky se nachazi
hloubégji uvnitf
endocervikalniho
kanalu'-2
15%-20%

-puvod v burikach
dlazdicového epitelu
-Typicky se vyskytuje

na vnéjsim povrchu
délozniho hrdla®2
80-85%

Tall columnar cells Flat squameus cells

Vadgina -
g Sgquamocolumnar junction

The columnar and squamous cells

Tachezi R, 2011, Tjalma W. 2010,



HPV — HR a adenoléze

[ Human papillomavirus prevalence and type-
distribution in cervical glandular neoplasias: Results
from a European multinational epidemiological study

Katsiaryna Holll*, Andrzej M. Nowakowski2*, Ned Powell3+, W. Glenn
McCluggage4t, Edyta C. Pirog5,

Uterus —===o0 Sabrina Collas De Souza6}, Wiebren A. Tjalma7t, Mats Rosenlund8,9,
Alison Fiander3, Maria Castro Sanchez10,

Vasileia Damaskoul 13}, Elmar A. Joural2}, Benny Kirschner13j}, Robert
Koiss14}, John O’Learyl5%, Wim Quint16,

Olaf Reich17%, Aureli Tornel8}, Michael Wells19, Lukas Rob20
Int. J. Cancer: 137, 2858-2868 (2015)

AIS - HPV HR + 94%

Adenokarcinom usual type 90.4%

' serdzni 30%

Tall columnar cells : Flat squamous cells glassy cell 28%
Vagina endometrioidni 13%

Squamocelumnar junction

The columnar and squamous cells

Pomér HG SIL/ HG adenoléze 75:1

Pomér spinocelularnich ca x adenokarcinomy 5:1
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Vstup viru do tkané




Zmény v expresi virovych proteinu v

zavislosti na progresi onemocnéni

Infection Progression Invasion
— HPV —
Normal ifectat Precancer —» Cancer
- nrecte ¢
Clearance Regression

Normal Epithelium Infection/CIN1
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Nejcastéjsi lokalizace HPV 1nfekce/
11-12 000 konizaci - prekancerozy
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CIN III po konizaci




Primarni prevence - kontroverze

® Primarni prevence

m A/ - nemit pohlavni styk (jeptiSky)

m B/ - vakcina — Cervarix (bivalentni)
Silgard (qadruvalentni)
Gardasil9 (nonavalentni)



Cervarix/Silgard/Gardasil9

Schematic of
HPV virus-like particles (VLPs)

Podobny tvar

Rekombin _ Jako
L1 kap prirozeny virus
pr'o1'e 2 é dn ?
geneticky
materidl
Sestaveny N ie Zédny infekéni
ve VLPs potenciadl

L1 pentamer



Casté otazky???2???

Jsou vakciny bezpecne?

Plosna vakcinace 13 letych — je to spravne?

ooy

Maji se vakcinovat zeny, které 11z sexualné 71ji?
Do jakeho véku?

Maji se vakcinovat jedinci s kondylomaty a 1ézemi — pred
oSetrenim ?

m Maji se vakcinovat zeny s HG Iézemi pred? po konizacich?

m Maji se vakcinovat muzi?




Skrining x diagnostika
m Skriningove metody - HPV testace
- Klasicka cytologie
- LBC
m Diagnosticke metody - Kolposkopie

- Biopsie



HPV — HR testace

m stér jako cytologie — do media

m DNA systemy
m RNA systemy

m Trendy —genotypizace 16,18, 45 ..x ostatni

m (metylace ... pl6.... nove markery)



Skriningova strategie?

Klasicka cytologie



EDITORIAL

For reprint orders, please contact reprims@futuremedicine com

Cervical cancer: what is the optimal
age for routine testing?

Lukas Rob*, Ruth Tachezy®® & Helena Robowva'

Carcinoma of the uterine cervix is the
fourth most common malignant tumor
in women worldwide, It is estimated that
in 2012 there will be 528,000 new cases
and 266,000 dearhs in the world. A large

unrealistic in most of the less developed
regions in the world.

Drespite opporrunistic and organized
screening programs, the number of new
cases in more developed countries remains

KEYWORDS

= cervical cancer = cytology = hrHPY
= sCreaning = screening age

* screening interval




European quidelines

m Karsa L, Arbyn M, De Vuyst H et al.: European guidelines for quality
assurance in cervical cancer screening — summary of the supplements on HPV
screening and vactination

Papillomavirus Research 1(2015) 22-31
36 doporuceni a zaveru

- ,Primary testing for oncogenic HPV can be used in

an organized, population — based program®

(plan implementovat HPV skrining — Belgie, Holandsko, Svédsko, épanélsko,
Italie .. Turecko)



Zaver
m Cast karcinomu 1 pres kvalitni péci nelze
detekovat
® minimalizovat selhani
- Zvani zen
- dokonaly odbér

- kvalitni vyhodnoceni

- kvalitni management - guideline



D¢kuj1 za pozornost




Cervikalni karcinom incidence a mortalita
,,INorthern Europe 2012

Finland
Incidence 4.9 Estonia

Incidence 8.6 Mortality 1.4 Incidence 23.3
Mortality 2.6. Mortality 6.1

Sweden

Iceland
Incidence 8.8
Mortality 0.7

Latvia
Norway

Incidence 20.7
Incidence 11.3 : ‘ Mortality 8.2
Mortality 3.1

Denmark
Incidence 12.0 f Lith i
Mortality 2.6 5 oo
ortality Incidence 31.6
Mortality 9.8
UK
Incidence 7.9
Mortality 2.4

l

0 63 123 213 347 57
Age-standardsed incidence rates per 100,000

Ferlay J, et al. Cancer Incidence and Mortality Patterns in Europe:, Estimates for 40 countries in 2012, European J of Cancer (2013, 49, 1374-1403



,2Northern Europe 2012

incidence/mortality
incidence/mortality H Estonia - 233/ 61
m Denmark -12.0/2.6 g Iatvia - 20.7/8.2

= Finland -4.9/1.4 g Lithuania - 31.6/9.8
m Iceland - 8.8 /0.7

= Norway -11.3/3.1
m Sweden -8.6/2.6
m UK -7.9/2.4




Cervikalni karcinom incidence a mortalita
,,SOUthem Eur()pe 2012“ Slovenia
Incidence 11.8

Mortality 2.7

Croatia
Incidence 12.1
Mortality 4.3

G Bosnia-Herceg.

reece !

Incidence 6.2 ; Incidence 16.2
Mortality 3.6

Mortality 2.5
Serbia

Italy “
Inc1del}ce 7.7 ) Incidence 28.3
Mortality 2.1 4 Mortality 10.3

Spain
Montenegro

Incidence 9.1 g
3 " 4"‘ Incidence 23.0
*» e Mortality 7.4

Mortality 2.7

Portugal ‘ -é-
Incidence 10.8 P - .
Mortality 4.9 ‘ N Macedonia
Incidence 15.6
- Mortality 7.0
0 63 123 213 347 5 Malta Albania Cyprus
Incidence 4.6 Incidence 6.2 Incidence 5.2
Mortality 2.5

Age-standardsed incidence rates per 1 ) X
Mortality 1.2 Mortality 2.4
Ferlay J, et al. Cancer Incidence and Mortality Patterns in Europe:, Estimates for 40 countries in 2012, European J of Cancer (2013, 49, 1374-1403



,,Southern Europe*

incidence/mortality
m Albania -6.2/2.4
m Cyprus -5.2/2.5
m Greece -6.2/2.5
m [taly -7.7/2.1
= Malta -4.6/1.2
m Portugal -10.8/4.9
m Spain - 9.1/2.7

incidence/mortality
Bosna/Herce - 16.2/3.6
Croatia -12.1/4.3
FYRMacedo - 15.6/7.0
Montenegro - 23.0/7.4
Serbia - 28.3/10.3
Slovenia - 11.8/2.7



Cervickalni karcinom incidence a mortalita
,, Western x Eastern Europe 2012 Poland

Incidence 15.3
Mortality 7.4

Austria
Incidence 7.0

Mortality 2.8 Belarus
Incidence 15.8

Mortality 6.0
Germany

Netherlands Incidence 9.7
Incidence 8.0 Mortality 2.4
Mortality 2.1

Czech Republic
Incidence 16.3
Mortality 4.4

Belgium Slovakia

Incidence 10.2 & : 7 Incidence 19.4
Mortality 2.7 ~ Mortality 6.9

Luxembourg
Incidence 7.1 Ukraine
Mortality 3.6 Incidence 19.2
. Mortality 7.8
France
Incidence 8.0

Mortality 2.6 Moldova

Incidence 24.1
Mortality 10.3

- Switzerland

o ” > s Incidence 4.2 Bulgaria Romania Hungary
= :3 : L3 347 Mortality 1.6 Incidence 28.5 Incidence 34.9 Incidence 20.5
Age-standardsed incidence rates peT TUU,000 Mortality 8.8 Mortality 14.2 Mortality 6.9

Ferlay J, et al. Cancer Incidence and Mortality Patterns in Europe:, Estimates for 40 countries in 2012, European J of Cancer (2013, 49, 1374-1403



,Western x Central and Eastern
Europe™

incidence/mortality

Austria -7.0/ 2.8
Belgium -10.2/2.7
France - 8.0/2.6
Germany -9.7/2.4
Luxembourg - 7.1/3.6
Netherlands - 8.0/2.1
Switzerland -4.2/1.6

incidence/mortality

Belarus - 15.8/6.0
Bulgaria - 28.5/8.8
CzechRep -16.3/4.4
Hungary -20.5/6.9
Moldova -24.1/10.3
Poland - 15.3/7.4
Romania - 34.9/14.2
Slovakia  -19.4/6.9
Ukraine - 19.2/7.8



Evropa 2016 — east x west

m East — west incidence a mortality gradien pretrvava
(,,old* EU x ,,new — postkomunistické zem¢)

m Oportunisticky cervikalni skrining v mmnoha EU zemich
musi byt konvertovan na organizovany skrining

m Horsi ekonomika postkomunistickych zemi + neexistujici
C1 Spatna infrastruktura — cytolaboratoii — Spatny
management pozitivnich nalezu

® Humanni faktor — mala péce o individualni zdravi



