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28 countries included in the regional report

"Comprehensive Control of HPV Infections and Related Diseases
in the Central and Eastern Europe and Central Asia Region”

. po@ﬂﬂ.‘“ Bﬂzlx
n P CoLNVPOBAH

SABONEBAHUN

013 "
2 ANIBHON

P,
; gBPOMbl

Vaccine 315 (2013) vii-ix




ANT302A - Mario Poljak

Contents ists avalable at
Vaccine

journal homepage

Human Papillomavirus Prevalence and Type-Distribution, Cervical Cancer
Screening Practices and Current Status of Vaccination Implementation
in Central and Eastern Europe

Mario Poljak**, Katja Seme?, Polona J. Maver?, Bostjan J. Kocjan
Kate S. Cuschieri, Svetlana I. Rogovskaya*, Marc Arbyn ‘-, Stina Syrjinen

Albania, Bosnia and Herzegovina, Bulgaria, Croatia, Czech Republic,
Estonia, Republic of North Macedonia, Hungary, Latvia, Lithuania,
Montenegro, Poland, Romania, Serbia, Slovakia, Slovenia

315 (2013) H0-H82

Contents lists available at Scier
Vaccine

journal homepage: www.elsevier.com/locate/vaccine

Recommendations for Cervical Cancer Prevention in Central and Eastern Europe
and Central Asia

Mario Poljak®*, Svetlana L. Rogovskaya®, Vesna Kesi¢¢, Freddie Bray, Johannes Berkhof®, Katja Seme*?,
Maria Brotons', Xavier Castellsagué”, Stina Syrjanen", Marc Arbyn', F. Xavier Bosch”

Institute of Microbiology and Immunology, Faculy of Medicine, Universit of iubliana, iubljana, Slovenia

® Department s 0 Post-Graduat Moscow, Russia

Faculty of Medicine, Universiy of Belgrade. Department of Obsterics and Gynecology, linical Center of Serbi, Belgrade, Serbia

4 Section of Cancer formation, nternational Agency for Research on Cancer, Lyon, France

“ Department o ay and Biostaisic, s entre, Amsterdann ’

Cancer Epidemiology Research Program (CERP), IDIBELL, Institut atala d'Oncologia-Catalan Intitte of Oncology (IC0),'Hospitaet de Lobregat (Barcelona), Spain
< CIBER en Epidemiologia y Salud Piblica (CIBERESP), Spain

 Department of Oral Pathology and Oral Radiology, Instiute of Dentistry and Medicine Research Labaratory, Universiy of Turku, Turku, Finland

Uni f Cancer v, SclentficInsttute of Public Health, Brussel, Belgium

3 Laboratory for Cel Biology and Histlogy, University of Antwerp, Antwerp, Belgium

Contents st available a ScienceDirect
Vaccine

journal homapag: seviar.com/locate/vaceine

Human Papillomavirus Prevalence and Type-Distribution, Cervical
Cancer Screening Practices and Current Status of Vaccination
Implementation in Russian Federation, the Western Countries

of the former Soviet Union, Caucasus Region and Central Asia
Svetlana I. Rogovskaya™*, Irina P. Shabalova®, Irina V. Mikheeva®, Galina N. Minkina®,
Nataly M. Podzolkova?, Olga Y. Shipulina®, Said N. Sultanov’, Iren A. Kosenko®,

Maria Brotons", Nina Buttmann', Myassa Dartell), Marc Arbyn !, Stina S

Mario Poljak™

Pt ction,Mosco, Russio

ment of pieniioy, M Sechenons Moscow Medicl Universi, Mosco, Rusin
partment ofObtctrics o Gynecloe, Moscos Miedica University, Nscow, s
Laborory FCRDeprtmen,Conrl e ofEidemiology, Moscow: Rusia
* esearch Cntre o Osterics and Cynecnogy of Miniry o . sk zekistan
i B

ottt ellne £1L), il
i), s rcelona, S
 Conr forCancer Ry Data, Rabert och st e, Ger

S Detmentof ntrnatonl Feclth, University of Copenhasen,Copenhasen, D

Universio of Tk, Tark, Filard

Vaccine 31 (2013) H98-H101

Copepxatve npusopuTca 8 ScienceDirect L S

Vaccine

caifT u3panms: www.elsevier.com/locateivaccine

[
PekomeHAgaumy no nNpotunakTuKe paka LUK MaTKu B LieHTpasibHOi 1
BocTouHou EBpone u B LieHTpanbHOM A3un

Mario Poljak®*, Svetlana |. Rogovskaya®, Vesna Kesi¢¢, Freddie Bray ¢, Johannes Berkhof®,
Katja Seme?, Maria Brotons', Xavier Castellsagué 2, Stina Syrjanen™, Marc Arbyn i,

F. Xavier Boschf

UHCTATYT MHKDOHOTOT A H UNMYHOTOT M, MERHLANCKH aKYSTET, yHMBEpCHTET SloBnAe, JoBAsMHS, Crosens

" 07421 aKYWePCTBa N FHHEKOROrAH, POCCHIICKaA MEZWLNHCKBR AKALEMAA NOCNEANTIIOHORO 06pa308aHHA, MOCK8a, Poccis
MeguuuHeki haynsTer, yuusepcaTeT benrpana, OTAEREHHE aKYLIGDCTB H THHEKOTOT A, KIHHHAECKNT UHTP Cepbin, Bentpas, Cepoun

4 O1ien WHbOPMALIMH O PaKOBEIX arentcrso no 5 0671aCTH paKa, JInoH, DpaHLAS

© OTAEAEHME SUAEMHOROrHM 1 GHOCTATCTUXW, YHHBEDCHTETCKI MERULUKCKI UEHTD V, ANCTEDAaM, [ONTaHANA

 porpamma r paKossix i, Mporpanma i 8 0Gnactn ‘paka (CERP), IDIBELL, Karanouckii uHcTaTyT
onkonorw (ICO), OcnuTaneT ae JIboiperar (apceowa), Mcrannsi

£ CIBER "

(CIBERESP), Ucnanus

"' Orgenetute opansHoil naTONOr Wk 4 0DELHO PALHOOr MM, WHCTHTYT CT " enuHCKIX i, Yrusepeuter Typiy,
TypKy, Onrnsians

1072eneHHe PaKOBOI SMEMHONOr Y, HaySHBIR HHCTHTYT FOCYABPCTASHHOMO SAPRBOOXPHEHNS, BOIOCCEs, BensIuA

1 J1360paTOpHS KNETONHOY GHOMO MM W THCTOROr UM, YHHBEPCHTET AHTREPNEH, AHTSEprIeH, Eensrns

Acta Dermatovenerol APA Acta Dermatovenerologica 2013;22:7-19

Alpina, Pannonica et Adriatica doi: 10.2478/v10162-012-0025-0

Cervical cancer screening implementation in East

Europe in November 2019
Cervical cancer screening practices in central and eastern Europe in
2012

titerature search of peer-reviewed journats inMedtine/Pubmed, Web of Science, Scop
Polona J. Maver’, Katja Seme?, Tina Kora¢, Goran Dimitrov?, Lajos Dobréssy?, Ludmila Engele¢, Ermina lljazoviés, Vesna

Kesic¢, Petya Kostova’, Dragan Lau3evic®, Anita Maurina®, Florian A. Nicula™, Yulia Panayotova®, Maja Primic Zakelj®,
Alenka Rep3e Fokter's, Ewa Romejko-Wolniewicz*, Giedré Smailyté's, Ofelia Suteu™, Joanna Swiderska-Kiec*, Ruth
Tachezy*, Zdravka Valerianova’, Piret VeerusY, lize Viberga®, Ariana Znaor®, Pavol Zubor**, Mario Poljak:=

Bing, Google Scholar, Google - without language or period restrictions

abstracts from main HPV-related conferences (2012-2019)
Abstract

official websites of WHO, ECDC, ICO/IARC HPV Information Centre
The burden of cervical cancer in central and eastern Europe is generally higher compared to western or northern Europe due to

a history of mostly opportunistic cervical cancer screening practices and due to the strong influence of political and economic
changes in post-communist transition. This article describes the current cervical cancer screening practices, organizational plans
for the future, and main obstacles that need to be overcome in 16 countries in central and eastern Europe: Albania, Bosnia and
Herzegovina, Bulgaria, Croatia, the Czech Republic, Estonia, Hungary, Latvia, Lithuania, Montenegro, Poland, Romania, Serbia, update by emails
Slovakia, Slovenia and The former Yugoslav Republic of Macedonia. Unfortunately, only a few countries have managed to establish

an organized and well-functioning cervical cancer screening program in recent years, whereas most countries in the region are still . "
struggling with implementation-related issues of organized cervical cancer screening. Encouragingly, even in the countries where internal files
only opportunistic screening is performed, well-prepared plans and strategies have been established for switching to organized

screening in the near future.

government-websites: National- Health Institutes; Ministries of Health




ANT302A - Mario Poljak

November 2019

10 countries organized cervical screening
5 countries opportunistic cervical screel
cervical screening mainly based on conventional cytology

Montenegro

- implemented population based nationwide organized screening
programme-in February 2018 (pilot started-in July 2016)

- target population: 30-42 years

—HPV-based (the only HPV-based screening programme-in-the region)

- Slovékiic-:i- -HD| D2 —
- implemented organized screening programme in November 2019
- target population: 23 - 64 years; coverage rates not available

Conclusions - November 2019 situation

officially proclaimed “organized" cervical cancer screening in 10/15 countries; only in single country
coverage over 70%; in great majority of countries with “organized" screening coverage dafa not available;

assumed substantial attendance outside the official national screening program (opportunistic settings)

5/15 countries opportunistic screening only: insufficient funding and infrastructure; low population

coverage; moderate to poor quality cytology

older women

lack of financial resources; cervical cancer (women health) not high on political agenda; several country-
specific problems e.g. population registry lacking (BiH)

10 countries organized cervical screening
5 countries opportunistic cervical screening
cervical screening mainly based on conventional cytology

Slovenia
- national organized screening programme since 2003
- the coverage reached 82.1% in the first 5-year period

Hungary
- implemented organized screening in 2004
- low coverage of target population in organized settings and more than

607% attendance outside the programme
- pilot programme started in 2011 aiming to improve the coverage

Czech Republic, Estonia, Lithuania, Latvia
- at least partially functioning organized screening programs
- low coverages reported

Romania
- organized screening started in 2012, low coverage reported

10 countries organized cervical screening
5 countries opportunistic cervical screening
cervical screening mainly based on conventional cytology

mplemented-organized screening-in-December 2012
- the coverage reached 29.8 % in 2015

pped organized screening in January 2016 and has been since then reorganizing it

itations stopped in 2016 by the decision of the Ministry of Health

- widespread opportunistic screening
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(Zgodnje odkrivanje raka materni¢nega vratu)

-
S l Ove n I a - screening women 20-64 years

—screening-every-three-years—(after-two-consecutive-negative-results-in-one-year-period)

i q - - = - conventional cytology, cytology interpreted by certified cytologists.
effective nationally organized cervical cancer screening programme

N o = cross sectional sensitivity of cytology + CIN2% = 66.2 %; CIN3+ = 80.6%
with the three years coverage over 70%

- HPV reflex testing for five indications

. . . . . . . . . Integration of:
HPV vaccination integrated into national immunization programme and provided

) X X 1. Central national registry of cytology, histology and HPV-test results
free of charge to the primary target population with coverage over 60%

2. Central national population registry

3. National cancer registry

q ] o q Three years coverage in national organized cervical cancer screening
Incidence of cervical cancer in Slovenia 2003-2018 programme in Slovenia in different age groups (2007-2019)

opportunistic screening o Starostna skupina
- coverage qj %
- 170,000 smears/year 20-24 ket

-+ 25-29kt

30-34 ket
-+ 35-30kt
40-44 fet
=+ 45490t
50-54 let
55-59 let
60-64 let

organised screening

- coverage above 70% y ..
- 170,000 smears/year Skupaj (20-64 let)

ASR (W): age-standardized rate by world population

cytology-based screening conventional cytology-based screening

HPV-based borderline cytology triage; HPV test of cure (2010)
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5 - Slovenian Primary Cervical Cancer Screening Cohort Stud
NAPOTNICA ZA TRIAZNI TEST HPV Zora Y 9 Y
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[ APC-N (atipicne plostate celice, neopredeljene)
[ AZC-N atipiéne Hezne celice, neopredeljene)
T3 PILNS 2 35 let (PIL nizke stopnje priZenski sari 35 et in ved)
0 ant
o st
DU

25

: : 7 i Prevalence of infection with 14 hr-HPV types with 95% confidence intervals
Slovenian Pr‘lmar'y Cervical Cancer Scr‘eenmg Cohort STUdy according to age among 4,431 women screened for cervical cancer, Slovenia, 2010

First screening round
4,507 unselected women aged-20-64 years, who attended routine PAP-screening with tocal gynecologists
(Dec 2009-Aug 2010)

Prevalence (%)

Second screening round
3,920 women that had 36-to 48-month follow-up result of hrHPV DNA and/or cytology after a baseline screening round

(Dec 2012-Dec 2014) t t t + t t
20-24 2529 30-34 3539 4044 4549 50-54 55-59 60-64

Age (years)

Vaccine 2012; 30: 116-120.

Time trends of incidence CIN2+ cases according to different baseline characteristic
in women 20-65 years; Slovenia 2010-2014
sitivity of 66.2 % (95% CI, 53, ) for CIN2+ and set

conventional cytology-based screening

Poljak et al. J Clin Virol 2016:76 Suppl 1:529-539. HPV-based borderline cytology triage; HPV test of cure (2010)

0.09-0.12%

proeneees]

HPV-based scr'eening (cytology triage)
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0jéga zivljenja

anche vol perun
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Before we s

performing local HPV genotype distribution studies in women with normal cytology, HSIL and/or cervical
cancer prior implementation of primary HPV screening is not necessary any more - use available regional data

performing additional local evaluation of already clinically validated HPV tests (other than feasibility
studies) prior implementation is not necessary any more for any of the approved indications of HPV testing
(including primary HPV screening) - use available general and regional data

do not complicate, do not reinvent wheel, trust more experienced colleagues and their results

avoid use of non-validated HPV tests; non-validated HPV tests should not be used in clinical management and

do not waist time several CEECA countries at least one woman in 50 will develop cervical cancer in 2020

market with unprecedented market growth opportunity; “new normal* with unclear future

Observed and projected incidence of cervical cancer in six Baltic, central, and eastern European countries (2017-2040)

if screening had started in 2017 more

than 180,000 new cases of cervical cancer

could have been prevented from 2017 to
2040-in the six studied countries

Fighting against wrong perception concerning HPV-based cervical
cancer-screening-in-Central-and-EasternEurope

- more genotypes = better HPV test
- higher price = better HPV test

- manufacturers' rumors (bizarre case reports, biased evaluations, L1 deletion story...)

- long screening rounds are unsafe (even with shorter rounds they missed carcinomas...)

- lobbies (cytologists, gynecologists, colposcopists..new role for all should be identify)

- experiment serving diagnostic companies

- general mistrust in the ineffective public health system

Preventable fractions of cervical cancer via effective
screening in six Baltic, central, and eastern European
countries 2017-40: a population-based study

SalvotoreVaccorell, Sibia Franceschi, Dovid Zaridze, Mario Pock,Pirt Vearus, Martyn Plummer, FreddieBray

Lancet Oncol 2016; 17: 1445-1452

Summary
Background Cervical cancer incidence remains high in several Baltic, central, and eastern European (BCEE) counties,
mainly as a result of  historical absence of effective screening programmes. As a catalyst for action, we aimed t
estimate the number of women who could be spared from cervical cancer across six countries in the region during
the next 25 years, if effectve screening interventions were introduced.

Methods In this population-based study, we applied age-period-cohort models with spline functions within a Bayesian
framework to incidence data from six BCEE countries (Estonia, Latvia, Lithuania, Belarus, Bulgaria, and Russia) to
develop projections of the future number of new cases of cervical cancer from 2017 to 2040 based on two future

s i i 17 onwards

(scenario B). The timespan of available data varied from 16 years in Bulgaria to 40 years in Estonia. Projected rates up to
2040 were obtained in scenario A by extrapolating cohort-specific trends, a marker of changing risk of human
papillomavirus (HPV) infection, assuming a continued absence of efective screening in future years. Scenario B added

i under i be equivalent

»
0 the decreasing trend by calendar year seen in Denmark (our comparator country) since the progressive ey
introduction of screening from the late 19605,

Findings According to scenario A, projected incidence rates will continue to increase substantially in many BCEE
countries. Very high age-standardised rates of cervical cancer are predicted in Lithuania, Latvia, Belarus, and Estonia
(up to 88 cases per 100000). According 1o scenario B, the benelicial effects of effective screening will increase
progressively over time, leading to a 50-60% reduction of the projected incidence rates by around 2040, resulting in
the prevention of cervical cancer in 1500 women in Estonia and more than 150000 women in Russia. The immediate
launch of effective screening programmes could prevent almost 180000 new cervical cancer diagnoses in a 25-year
period in the six BCEE countries studied.

Interpretation Based on our findings, there is a clear need screening in these s as soon as

possible 1o reduce the high and increasing incidence of cervical cancer over the neyt decades,
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