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Lidsky papilomavirus (HPV)

= Maly neobaleny virus s kruhovou DNA (~ 8 kb)
= Napada bunky lidské pokozky a sliznic

= NejCastéjsi pohlavné prenosné onemocnéni

= Kauzalni role pfi karcinogenezi délozniho hrdla

= Kauzalni role i u Casti jinych nadorovych onemocnéni

= Nadory hlavy a krku (orofarynx), nadory vulvy, vaginy, penisu, fitniho otvoru

Délozni hrdlo 100%
Penis

Vulva, vagina

Ritni otvor

Dutina dstni 3% H HPV asociované nadory
Orofarynx 12% M celkovy pocet nadoru
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Pocet nadorovych onemocnéni rocné

Parkin DM. Int J Cancer. 2006
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Karcinogeneze délozniho hrdla
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Karcinom délozniho hrdla v CR
Incidence Mortalita
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Ferlay J, Ervik M, Lam F, Colombet M, Mery L, Pifieros M, Znaor A, Soerjomataram |, Bray F (2018). Global Cancer Observatory:
Cancer Today. Lyon, France: International Agency for Research on Cancer. Available from: https://gco.iarc.fr/today, accessed on
4 October 2018.

ASR (W) — vékové standardizovana incidence/mortalita na svétovy standard
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Karcinom deélozniho hrdla

- Témer plné preventabilni onemocnéni
- Primarni prevence — vakcinace

- bivalentni (HPV16, 18) — v CR pIné hrazena —40,5% (2017)
- kvadrivalentni (HPV16, 18 a HPV6, 11) — 57% (2017)
- nonavalentni (HPV16, 18, 31, 33, 45, 52, 58 a HPV6, 11) — 3% (2017)

- Proockovanost divek ve véku 13-14 let — 65% (2017)
- Proockovanost se vyznamné liSi v ramci regionu (50-80%)

- Sekundarni prevence — cervikalni screening

Madjek, O. et al. Cervix.cz — Cervical Cancer Screening Programme in the Czech Republic [online]. Masaryk university, Brno, 2019
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Screening karcinomu délozniho hrdla
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Ogilvie GS et al. JAMA. 2018
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Screening karcinomu délozniho hrdla

- zavedeny populacni screeningovy program karcinomu délozniho
hrdla (1 x rocné cytologie, triaz — HPV test)

Hlavni problémy:

- nizka sensitivita cytologie v porovnani s HPV detekci

- nizka ucast cilové populace zen (> 50 let)




oncnss Y LS
Pokryti populace cervikovagindlni cytologii

- relativné nizka ucast cilové populace zen
- 0od 50. roku véku zaCina pokryti vyrazne klesat

Celkem pozvaniv obdobi leden 2017 — prosinec 2017

Zeny ve véku 25-70 let

Mira Géasti zkovvch UZ3i cilovd populace, 25-70 let Dostupny EIIDO'T vySetfeni za obdobi
Ira ucasti ve ve ovycC - . eden 2017 —brezen 2018
N =584 160 pozvamich N = 364 160 pozvanych*®

skupinach Zdroj dat: PZP
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Celkova mira ucasti: 10,8 %

(je uvaiovana uéast na screeningoveé cytologii, preventivni prohlidce, diagnostickych nebo terapeutickych

vykonech na déloZnim hrdle) * Do analyzy zahrnuty reakce na 1., 2., 3. nebo 4. pozvanku odeslanou v roce 2017.

www.uzis.cz; Narodni screeningové centrum
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Hlavni dlivody netcasti ve screeningovém programu

Table 2. Odds of active decliners reporting each barrier to screening (compared with intenders).

Proportion endorsing each barrier n (%)

Active Unadjusted odds Adjusted odds ratio
All Intenders decliners ratio for being an for being an active
N = 543 N =426 N=117 active decliner decliner+
| am too old to go for screening 22 (4.1) 12 (2.8) 10 (8.5) 3.22 (1.36-7.66)** 2.04 (0.73-5.71)
| have other more important things to 24 (4.4) 10 (2.3) 14 (11.9) 5.65 (2.44-13.09)** 5,96 (2.21-16.1)***
worry about than screening
| am too busy to go for screening 89 (16.4) 74 (17.4) 15 (12.8) 0.70 (0.39-1.27)
Low perceived relevance based on 82 (15.1) 50 (11.7) 32 (27.4) 2.83 (1.71-4.68)*** 3.07 (1.66—5.68)***
sexual behaviour
| am too embarrassed to go 63 (11.6) 48 (11.3) 15 (12.7) [.16 (0.62-2.15)
for screening
I’'m frightened of what the test 52 (9.6) 45 (10.6) 7 (5.9) 0.54 (0.24-1.23)

- Pro ucast jsem moc stara.

vV eV Y/ v

- Mam dulezitéjsi véci na praci.

- Screening pro mé neni dulezity s ohledem na sexualni chovani.
- Mam Spatnou zkusenost, bojim se, stydim se.

+Adjusting for sociodemographic factors (age, marital status) and all significant barriers; *p < 0.05, *p < 0.01, **p < 0.001.

Bennett, KF et al. (2018). Barriers to cervical screening and interest in self-sampling among women who actively decline screening. Journal of Medical Screening, 25(4), 211-217.
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Optimalizace programu screeningu karcinomu délozniho hrdla
zavedenim detekce genomu lidského papilomaviru pomoci
samoodbeérovych sad u zen dlouhodobé se neucastnicich stavajiciho
screeningu
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Design projektu

- Cilova kohorta: 10 000 zen - 5000 zen (UZIS) + 5000 Zzen (Nadace
pro vyzkum rakoviny)

- Zeny ze véech regiond CR (normalizace na pocet obyvatel)

- Trvani projektu: 1.3.2018 — 28.2.2021

- Hlavni cile projektu:

- Zvyseni ucasti zen ve veku 50-65 let ve screeningu karcinomu
délozniho hrdla

- Snizeni populacni zatéze a mortality onemocnéni
- Pilotni testovani metodiky samoodbéru a HPV vysetreni u Ceskych zen
- Privedeni zen do ordinace gynekologa

\ (@07~ NARODNI ) . ” NADACE PRO
N\“”\\Cﬁ SCREENINGOVE UZIs VYZKUM RAKOVINY
UNJ2/2> CENTRUM

Ceska republika
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Vysetrfeni HPV samoodbérem

= Bezbolestné, velmi citlivé a absolutné neinvazivni vysetreni

a) laka je Vade zkuZenost se samoodb&rovym systémem b) Jak hodnotite Navod k poutiti?
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Utilization of self-sampling kits for HPV testing
in cervical cancer screening — pilot study

Ondryasova H et al. Ceska gynekologie. 2015 Ondryasova H., Koudeldkova V., Drabek J., Vanek P., Slavkovsky R., Hajduch M.
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Shoda HPV testovani u cervikalnich a
cervikovaginalnich stéru

= Velmi vysoka shoda HPV testovani cervikalnich (gynekolog) a cervikovaginalnich
stért (samoodbér) pri pouziti PCR-based metody— rada studii

= Meta-analyza (2018) - 56 srovnavacich studii, randomizovana studie (Lancet,
2019)

Table 1| Pooled relative sensitivity and specificity of high-risk human papillomavirus (hrHPV) assays based on signal
amplification (SA) and polymerase chain reaction (PCR) on self samples versus clinician samples

Ratio (95% Cl)
Assay Outcome No of studies Sensitivity Specificity
PCR CIN2+ 17 0.99 (0.97 to 1.02) 0.98 (0.97 t0 0.99)*
CIN3+ 8 0.99 (0.96t0 1.02) 0.98 (0.97 to 0.99)*

PPV=positive predictive value; CIN2+=cervical intraepithelial neoplasia of grade 2 or worse; CIN3+=cervical intraepithelial neoplasia of grade 3 or worse.
*Statistically significantly different from unity.

Arbyn M. et al. BMJ. 2018; Polman NJ et al. The Lancet Oncol. 2019
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HPVPro - predbézné vysledky studie

= Zeny ve véku 30-64 let ze 3 gynekologickych center (MUDr. Petr Kovaf, MUDTr.
Bohuslav Micanik, MUDr. Pavel Tur€an) — rutinni cervikalni screening

= Srovnani cervikovagindlniho stéru (samoodbér) a cervikdlniho stéru (gynekolog)
= V prvni fazi vySetfeno 544 parovych vzork( — SA a PCR metoda

= Samoodbérova souprava velice dobre pfijata, shoda v 97,24%.

HPV detekcni metoda

amplifikace signalu PCR

HPV+ (shoda) 50/544 (9,19%)  71/544 (13,05%)

HPV- (shoda) 457/544 (84,0%) _458/544 (84,2%)

Shoda celkem 507/544 (93,2%) | 529/544 (97,24%)

HPV+ (pouze cervikalni) 11/544 (2,02%)  5/544 (0,92%)

HPV+ (pouze cervikovaginalni) 26/544 (4,78%)  10/544 (1,84%)

Neshoda celkem 37/544 (6,8%) 15/544 (2,76%)

Priumér RLU/CO |Median RLU/CO HPV16/18+ ASC-US+

HPV+ (pouze cervikalni) 2,65 2,66 1/5 (20%) 1/5 (20%)
Neshodné HPV+ (pouze cervikovaginalni 5,56 3,22 1/10 (10%) 0/10 (0%)

HPV+ cervikaIni 280,1 23,55 15/71(21,13%) 11/71 (15,5%)
Shodné HPV+ cervikovaginalni 193,8 12,73 10/71 (14,08%) 11/71 (15,5%)

Koudelakova V, Jaworek H, Uvirova M, Kovar P, Micanik B, Turcan P, Hajduch M
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Zvyseni ucasti na screeningu samoodbérem

= VysSSi ucast zen, kterym byl odeslan samoodbérovy test v porovnani s adresnym
zvanim

= Velmi variabilni v ramci jednotlivych studii (6,4%-34%) — nutnost provedeni
lokalniho pilotniho programu.

Table 3 | Absolute participation in self sampling arm and control arm, participation difference and relative participation in self sampling versus control
arm, by invitation scenario

Absolute participation
Invitation scenario No of studies  Self sampling % (95% Cl)  Control % (95% Cl) Participation difference % (95% Cl) Relative participation (95% Cl)

[y o

Absolute participation

| Invitation scenario No of studies  Self sampling % (95% ClI)  Control % (95% Cl)
1 Intention-to-treatt

1 Mail-to-all 19/21* 24.8 (21.6t0 28.1) 11.5(8.3t0 15.1)
“Community campaign 1 15.6 (12.4t0 19.5) 6.0 (4.2 to0 87) 9.5 (5.4to 13.7) 2.58 (1.67 to 3.99)
Door-to-door & 94.6 (83.0 10 99.9) 53.3(10.51093.2) 40.5 (3.0t078.0) 2.01 (0.66 t0 6.15)

*Giorgi-Rossi, 2011 and Giorgi-Rossi, 2015 had two control groups (one in which a Pap smear was taken by a clinician and another in which a sample for hrHPV testing was
taken by a clinician). Kellen et al, 2018 also had two control arms (one with and one without recall letters).

tCertain studies reported that some women, allocated to the self sampling, had a Pap smear taken by a clinician. The sum of the number of self samples taken and Pap smears
taken, were counted in the intention-to-treat analyses. In studies, where no such cases were reported, the number of events in the per protocol and intention-to-treat analyses

analises were considered as eiual_

Arbyn M. et al. BMJ. 2018
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Doporucené tridazové strategie pro HPV pozitivni pacientky
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Huh WK, Ault KA, Chelmow D, Davey DD, Goulart RA, Garcia FA, et al. Use of primary high-risk human papillomavirus testing for cervical cancer screening: interim clinical
uidance. Gynecol Oncol. 2015 Feb;136(2):178-82.

Von Karsa L. et al. European Guidelines for Quality Assurance in Cervical Cancer Screening. 2nd ed. Office for Official Publications of the European Union; Luxembourg: 2015.
Executive summarv: po. XIHI-XXIV. Subblements.
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Take-home message

= HPV testovani ma vysokou negativni prediktivni hodnotu

= HPV detekce u gynekologem odebranych cervikalnich stér(i a samoodbérem
odebranych cervikovagindlnich stér( je srovnatelné kvalitni

= Unikatni moznost osloveni refrakterni populace zen a jejich zapojeni do
screeningu karcinomu délozniho hrdla

= Privedeni HPV pozitivnich zen do ordinaci gynekologa — snizeni mortality
cervikalniho karcinomu.
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