HPV asociovane léze z pohledu
gynekologa

PROF. MUDR. LUKAS ROB, CSC.



HPV — 1éze prekancerozy/karcinomy - CR

Cervix — prekancerézy (10.000 konizaci pro prekancerozy)
(HG SIL- CIN III - 99.5% HPV, AIS 99%)
karcinomy HPV-HR 94-6% spino, 91-95% adenoca (900 novych/rok)
Vulva - prekancero6zy (u-VIN — 90% HPV — 600-800 novych/rok)
karcinomy - 40% (260 novych/rok)

Pochva — 46% t0-50 novych/rok)

Anus, perianalr

85% (100 novych/rok)




C53 = 7N hrdla délozniho - cervicis uteri, Zeny

Wipoj v Case
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C53 - 7H hrdla déloZniho - cervicis uteri - Incidence, Zeny
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ZN délozni hrdlo - vekova distribuce
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Vyskyt novych onemocnéni (54323) /amrti

Norsko
280 novych
94 smrti -33%

UK
2,890 novych
1,111 smrti-38%

Francie
2,907 novych
991 smrti 34%

Rumunsko
3,402 novych
2,005 smrti -59%

(25102) Evropa — absolutni cisla

Némecko
4,440 novych
2,018 smrti -45%

Polsko
3,770 novych
2,059 smrti -55%

Ceska republika
990 novych
389 smrti-39%

Slovensko
579 novych

Bulharsko
1,144 novych

582 smrti -51%

203 smrti -35%




Celosvetove odhad rok 2010 - pribliznée 530,000
novych karcinomi s vice nez 55% mortalitou

Evropa
> 54,000 novych
> 25,000 smrti— 46%

Severni Amerika
> 12,000 novych
> 4,000 smrti -33%

_____________________________________________

Asie
> 312,000 novych
> 159,000 smrti -51%

Latinska Amerika
> 67,000 novych
> 31,000 smrti -46%

Afrika
> 80,000 novych
> 53,000 smrti— 66%

0O 6.3 12.3 21.3 34.7 57
Age-standardised incidence rates
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* v CR — 1 pres soucasné aktivity, vysoka incidence i mortalita
na cervikalni karcinomy

» V CR vysoka incidence HPV




Kumulativni HPV infekce

O

90%
80%

za dva roky infikovano 60%
za 5 let 80% divek

Percentage of Women

216 2024 28 32 36 4044 48 5
Length of Follow-up (months)




HPV-HR v patogenezi

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

DlaZdicobunéény ca : HPV 16,18, 31, 33, 45 (92%)

Adenokarcinomy : HPV 16, 18, 45 (100%

Adenokarcinom
(ADC) ~
-puvod v burikach

Zlazoveého epitelu

-typicky se nachazi
hloubéji uvnitt (o ] AR oL
endocervikalniho o~
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15%-20%

Dlazdicobunécny
> karcinom (SCC")

-puvod v burikach
dlazdicoveho epitelu
-Typicky se vyskytuje
na vnéjsSim povrchu
délozniho hrdlal?
80-85%

The columnar and squamous cells
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Zmeény v expresi virovych proteinu v
zavislosti na nroeresi onemocnéni

A
Infection Progression Invasion
HPV —
Normal Infectex) Precancer —> Cancer
€ niec ¢
Clearance Regression
Normal Epithelium Infection/CIN1 CIN3 Invasive Cancer

A A




Nejcastejsi lokal@ace HPYV infekce




Jak je infekce HPV casta?
- kolik zZen se ,,setka® s infekci do 30 let?

Specifika HPV infekce — ,steal® infekce
clearence — typ, lokalizace

Jsou vSechny HPV infekce stejné nebezpecné?



HPV distribuce u jednotlivych HG SIL - CR

_ _ HPV+ cohort
Histological Number of HPV type
diagnhosis* infections
n % (95% CI)
Any eligible All (N) - - -
diagnosis
HPV negative 3 ([1.1%)| -
HPV positive 269 |- -
CSingle HPV type) 216 (|80.3 | (075.0; 84.9)
Multiple HPV type 49 18.2 | (13.8; 23.4)
C 2 ) a1 (152 [11.2;20.1)
3 7 2.6 (1.1; 5.3)
4 and more 1 0.4 (0.0; 2.1)
Unknown HPV type 4 1.5 (0.4, 3.8)




EE



HPV distribuce u CxCa - CR

HPV+ cohort

Histological Number of HPV type
diagnhosis* infections
n % (95% CI)
Any eligible All (N) - - -
diagnosis
HPV negative 11 74?5 -
HPLmitive 243 - -
CSingle HPV type) 224 (922 |(B8.1;95.2)
Multiple HPV type 15 6.2 (3.5; 10.0)
C2) 12 (49 |26 85)
3 2 0.8 (0.1; 2.9)
4 and more 0.4 (0.0; 2.3)
Unknown HPV type 4 1.6 (0.5; 4.2)




Distribuce HPV typﬁ© SCC a ADC — CR [%]




HPV — HR a adenoléze

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

Katsiaryna Holl1*, Andrzej M. Nowakowski2*, Ned Powell3t, W.
Glenn McCluggage4 T, Edyta C. PirogsT,

Sabrina Collas De Souza6t, Wiebren A. Tjalmayt, Mats
Rosenlund8,9, Alison Fiander3, Maria Castro Sanchez10%,

Vasileia Damaskou11#, Elmar A. Jourai12#, Benny Kirschner13+,
Robert Koiss14#, John O’Leary15+%, Wim Quint16+,

Olaf Reich17+, Aureli Torne18+, Michael Wells19, Lukas Rob20

Int. J. Cancer: 137, 2858—2868 (2015)

Uterus

AIS - HPV HR + 94%
Adenokarcinom usual type 90.4%
Tall columnar cells Flat squamous cells serozni 30%
2% Vaaina N glassy cell 28%
9 Squamocolumnar junction endometrioidni 13%

The columnar and squamous cells




70-80% Zen ( a muzu ) se setka s HPV infekeci
kolem 25 let 15-35% Zen HPV HR positivnich
po 30 roce 8-12% Zen HPV HR positivnich

spontanni clearence viru (vétSinou do dvou let od
nakazy)

persistence viru i bez pritomnosti prekancerozy v
35 letech je vysoce rizikovym faktorem!!!

35 leta- cytologicky negativni, HPV pozitivni — RR
je 200x vyssi po vznik CIN III a karcinomu nez u
HPV HR negativni a cytologicky negativni!!!



Klasicka cytologie
LBC

Cytologie +
Cytologie + HPV HR (vék
30 / 35 ???)

HPYV testace — doplnek
cyto



Skrining - HPV —HR primarni metoda / cytologie

EDITORIAL

For reprint orders, please contact: reprints@futuremedicine.com

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

Lukas Rob*!, Ruth Tachezy** & Helena Robova'

Carcinoma of the uterine cervix is the unrealistic in most of the less developed
fourth most common malignant tumor  regions in the world.

in women worldwide. Itis cstimated that  Despite opportunistic and organized
in 2012 there will be 528,000 new cases  screcning programs, the number of new o
and 266,000 deaths in the world. A large  cases in more developed countries remains




Primarni prevence

A/ - nemit pohlavni styk (jeptisky)

B/ - vakcina — Cervarix (bivalentni)
Silgard (gqadruvalentni)
Gardasilg (nonavalentni)



Senzidaile of
FIPY virus-lixz oarriclzs (YLPs)
~Podobny tvar

\.. jako
< prirozeny virus

4 ~Zédny infekéni
ve VLPs L1 pentamer potencial



Potencialni prinos Kvadrivalentni (Silgard) versus
Bivalentni vakciny (Cervarix) — z dat CR (Heracles,
Scale, UHKT + FN Motol data)

Kwvadrivalentni v. Bivalentni v.

[ *+ 17,1 ADC ]

Decade(s) 81%

16-42%




Casté otazky??????
Maji se vakcinovat Zeny, které jiz sexualné 7iji?
Do jakého veéku?

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

Maji se vakcinovat Zeny s HG lézemi pred? po konizacich?

Maji se vakcinovat muzi?

Ma klinicky v¥znam pokles titru protilatek?

Jak dlouho budou vakeiny fungovat, booster?

FN Motol



Vulva — pochva - hrdlo

9,




Patogeneza VIN, karcinomii

A 4 A 4

Immunologické a

L dlazdicovy epitel }

High-risk HPV degenerativni — dystrofické
infekce omény
v A 4
VIN, obvykly typ DERMAtOZY
,usual“ Lichen sclerosus (LS)

Lichen simplex chronicus (LSC)
Squamozni hyperplasie (SH)

HPYV pozitivni
(30-40%)

HPV negativni v

(60-70%) [ Mutace genti (TP53) }
Keratinizujici typ

warty typ
bazaloidni typ

A 4

[ Invazivni spinoceluldrni karcinom } VIN, diferencovany typ }




VIN — klinika

>90%

<10%

Relatvné mladé zen L.
y Postmenopausalni zeny

40 - 50 let
HR - HPV typ Mutace gent
(16... 31, 33, ...) (TP53)

vulvarni non-neoplastic

Koureni, imunosuprese .. . ..
onemocnéni (lichen ...)

casteé Malo casteé
casté Malo casté
casta Malo casta

+ +++




Klasicka cytologie
LBC

Cytologie +
Cytologie + HPV HR (vek
30 / 35 ???)

HPYV testace — doplnek
cyto



Diskuze - Caste otazky ???
e Maji se vakcinovat Zeny, které jiz sexualné 7iji?
* Do jakého véku?

» Maji se vakcinovat jedinci s kondylomaty a l1ézemi — pred
oSetrenim ?

» Maji se vakcinovat zeny s HG lézemi pred? po konizacich?

» Maji se vakcinovat muzi?

e M4 klinicky vyznam pokles titru protilatek?

» Jak dlouho budou vakciny fungovat, booster?

FN Motol



