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Basic project information
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IARC Reports on cancer screening programs implementation in EU Member States - 2007 / 2016
-based on IOCN Screening Management Unit work:
1996-2003 phaesability study and regional cervical cancer screening planning
2002-2008 — regional organised cervical cancer screeningprogramme- pilot-
2012 -rollout to National cervical cancer screening programme ( NCCSP )

tatus of implementation of cervical cancer screening programs tatus of implementation of breast cancer screening programs
in EU Member States in 2016 in EU Member States in 2016

Distribution of Cervical Screening Programmes based on Cervical Cytology
in the EU in 2007
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Figure 4 a. Cervical cancer screening programmes in the European Union in 2007, by programme type (popula-
tion-based: non-population-based; no programme or unknown) and country ion status Lt
based: nationwide or reaional, rollout complete or onacina. pilotina and/or plannina: non-population-based:




* Introduction — rationale (why CEDICROM 2 ?)

Cervical cancerburden in Romania:

Still the highest incidence and mortality rates
amomg EU

(GLOBOCAN2012)

Main cause:
Diagnosis of too many cervical cancers
in advanced stages

Failure of vaccination and screening information

campains;

low NCCSP screening intensity

mainly for rural women in remote areas
with reduced acces to QA/QC screening tests
and follow-up

= Reasons from promoting CEDICROM:

-need of information and acces in remote areas
=mobile units
- HPV primary screening /self sampling are useful
ooopportunities for Romania = HPV resources
- need of follow-up QA/QC unknown follow-up
presumed risk of missing follow-up for
uninsured women = follow-up resources

GLOBOCAN 2012 (IARC) (27.6.2016)
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Incidence and mortality by cervical cancer, Europe, 2012
1A IB-11A >11B Nec.
(N) (N) (N) (N) Total
% % % % (N)
Romania 71 148 642 357
NW Region (2006 — 2009)* 5,63 11,73 50,87 (1) 21,70 1262
Finland 332 552 482 180
(2000 — 2009)** 21,47 35,71 31,18 11,64 1546




CEDICROM 2 - Specific Objective 1 (SO1): Improving quality
assurance of screening intensity in remote areas

* CEDICROM 2 will offer innovative information campain based on
“door to door ” information /invitation / informed consent - piloting
the use of local community workers (mediators and nurses) followed
by acces to vaccination and QA/QC HPV/BP screening-tests

erformed into communities on mobile units, in family doctors
acilities, in closest gynaecological hospital ambularories or even at
women’s homes by selfsampling

*The counties targeted are Arad, Constanta, Dolj, Gorj, Timis, Tulcea,
Hunedoara



CEDICROM 2 - Specific Objective 2 (SO2): Improving QA/QC of follow-up for
positives screened women

* CEDICROM 2 aims to check follow-up of each woman previous founded
positive as there are reasonable reasons to believe that women living in
rural and remote areas ,especially uninsured, remained unevaluated /
untreated after former refferal to follow-up

* CEDICROM 2 will offer acces to innovative follow-up resources : Care HPV
tests followed by stratification of risk tests/liquidbased citological
triage,AVE mobile colposcopy evaluation assisted with artificial
inteligence diagnosis based on NCI databases/results/evidences , “see
and treat” cold coagulation resources on mobile units and complete
resources for QA/QC treatments in closest contracted gynaecological
ambulatories
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All CEDICROM 2 screening activities
QA/QC according to EU recommendations:

®» European guidelines for

quality control, Second
Edition, 2008

®» European Guidelines HPV
2015




CEDICROM 2 activities — 2019-2021

Phase | - Project activities 1.1., 1.3., 2.1., and 4.1.5si4.2.

First 6 month innovative comprehensive” door to door” information campain including dissemination
of European Code Against Cancer, focused on HPV vaccination and testing for cervical cancer
screening

- previous demographical analysis of chosen remote areas: mostly roma, hungarians, ukrainians,
lipovan russians, slovaks, turkish;

- sanitary mediators and nurses chosed from communities, trained and contracted will visit at home
preferable families with women at cervical cancer risk and eligible girls for vaccination, informing with
flyers and verbal in their languages and asking for informed consent, preparing lists for programation
to testing/vaccination

- IOCN Screening Management Unit Database- lists of women previous founded positives to be
checked regarding follow-up

Phase Il - Activitiesl.2. si 2.1., continued 1.1., 1.3., 4.1. and started 1.4.
Next 16 months visits of mobile units with innovative field vaccination/Care HPV
testing/AVE/follow/up

Phase Il - Activities 1.3.,1.4., 4.1.
Analysing data, preparing indicators for reports, final reports, deliverables, Policy Paper



Etniile din Romania
(2011)
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Flyers translated in Hungarian,
and Slovac

Roma, Russian
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So si “te dikhes” o kancero peresqo?
Te asti te dikhes si jekh proceso savo o testo
Babes-Papanicolau dikhel dake 3 3uvla si le:

sau naj les kancero le

rereqe.

So si o testo Babes- Papanicolau?

i jekh testo savo si astil te rekoltil numaj re
lel p-o per lokore ten a dukhal aj palal kode te
dikhel pes k-o mikroskops.

Al'maj but zuvli kaj keren o testé sikavel ke
naj len khandi, aj o testo si kerdo palal panzi

bers
Jekh guvli an®-ar big zuvl, o tests sikavel ke

Kon kerel maneqe o test6?
Astl te dikhav vi ko m

astl te kerav manqe o tes

ginekologuri dokort)

Si man o drepté te zav ko il kentrd kaj
mav kaj prezentisaraman le biletosa.AnG-o
prolekté CEDICROM I Invitatia avel mange
khere, o formulard aj 4l kentre.

kh lista kaj
kabineturi, il

So trebal te kerav kana kerav o test6?
3 o testd kana san nasfali,
en kana na san nasfale.

Na folosin  mijloci  kontradeptivuri,
rmicidura aj vareso gelurd Bis thai star
A anglal te keres o testo!

kana dikhav il rezultaturi?
0 medico save lis manqe o bileto del man o
rezultato.
AnO- o pr
tato anO o ce
dikhav o rezultate ar

iekto CEDICROM dikhav o rezul
tro kaj kerdem o testo. Trebal te
o jekh chon kana ker

So si kana al rezultaturi si an®©- o
limutrd normaluri?
O rezultato- o mec

pangi bersa

ko del man jekh bileto

So si kana o rezultaté naj lacho?

Si posibilo ke o mediko te phenel tuge te aves
tekeres pale o testoan®-otrin -sovéhona letes
toka le indikaturile citologo te dikhel sar madi
el pes vareso aj save astil te tratol pes othe.

Si posibilo t eaves indrumome
neté colposcopiete dikel tut aver
ko testo HIV, tratamento anG-e kodoja kaj
apirol nasul, aj aparol tut te na keres Kancero.

So astil te anel mange o test) aj save
si leqi limutri

Asti te dikhav dake s
and
Daki simas vareso k-o kolo aj te na avel man-

n sastevesti aj nal mas

4l éeluld si parude. dar 1 qe simptomurd, te na zanav , te dikhav kana si
¢ man vareso aj asigurima ke naj maj kancero le
uterinasqo

r asti te 3as te keres o testo?
Otesté sibilovenqo suvlenqe kaj si les 25-

bers, Te kerel o testé trebal te gal k-o dokterd aj

dake bokinav o aslgurari aj na, te primisarav

So mscmnnl o rezultato le testoqo
nelas:
Asnl ])Fst e primisaren jekh rezultats nelaso
aj o testo trebal kero an®-ar kodoja ke :
« asti te si tumen jekh infekcie savi trebal

Al limuturd le testogo : asti te dikhes aj
te tratis savor kancerurd, asl pes ke o testd
ten a dikhel ke vareso naj_misto_al astl te
konducisarel te keres kanc
asil pes te na dikhel pes e d

SMCED 5, o formulars- jekh bilets kaj sikal ken a treba erdi anglal te keren o tests s
ANGER ;. " f 1 kh bilets kaj sikal ki bal kerd: Ite k dikhel b T .
o,,‘"’,;,‘:;:;g,':““‘ mlens fon_Chiricu” ako s @: s o @ir e pokinav.Asti te kerav o testo anC-o projekss « 4l celuld atin te aven le rate toro ten a dikhel dl diferenturd vi dake sane
Promoté HF/ oy CEDICROM, anO- ar il invitetura aj al listura + na sas suficentura celula te dikel pes
Kmﬂwynemznovsu financovany Nérskymi Grantami Prog  save keren o testo misto o testd » .
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High performance
equipment in IOCN
reference screening

dedicated ambulatory

(CEDICROM)




* On line data base- web based
application, with acces of data base of
GP, gynecologists and labs

CEDICROM O oo o

Femei : e < i Cazuri Bor {

http://oncologic.netlogiq.eu

cnp

* 95 jtems =

Medic de familie  Centru de recoltare | Laborator analize medicale

Laborator Citire Lama

. L] Laborator INSTITUTUL ONCOLOGIC "PR... x |« Medic anatomie = B Nr. lama / 2016 = I
° patologica

Data primirii lamei

Medic laborator Pais Rodica x |=

* Suppliers: =g

Laboratorul confirma ca a finalizat completarea prima etaps a
formularului

Calitate frotiu

. .
PY Satisfacator pentru evaluarea celulelor endocervicale Nesatisfacator pentru evalusre Frotiu cu
I I O rl I I a I O I I u l I I Prezente lama neident; = sxces de hematii

* Smear takers
e Cytology laboratories

* Users

* Most variables- pop-up list

Absente

Rezultat final

Negativ pentru leziuni intraepitelisle sau maligne

Pozitiv, tipul leziunii

Nesatisfacator

Data interpretarii

Data eliberare rezuhat

lama cu fixare deficitara
lama cu etalare defectuoasa
ahele:

Recomandari

repetare in 3-6 Juni
repetare
deficients de recoktare
dup3 tratament antiinfectios
conform protocoluluiin cazul rezukatului pozitiv
biopsie
colposcopie
chiureta; endocervical
chiureta; endometrial
testare HPV

repetare de rutin3 dacs leziunea este negativi

exces de leucocite

akte substante straine
aktele

Certificare rezultatele pozitive

Medic de specialitate
anatomie patologica

Observatii

Completare

Laboratorul confirma ca a finalizat completarea acestui formular

+ Salveaza % Salveaza si inchi x Inchide




Formular screening pentru cancer de col uterin - Proiect CEDICROM
Sectiunea 1 (se completeaza la nivelul cabinetului de medicina de familie sau la nivelul centrului de recoltare)

sere ormater 0115 1 moc SET T FEFTL I ERE

Nume Prenume
Adresa: judet locali strada,nr. tel.
Cabinet medical (nume, adresa, telefon) medic de familie

[] urban [ rural Etnia: | |roma [ ] ucraineana [] ate

Antecedente personale (bifati in casutele corespunzatoare)
Histerectomie subtotala pentru: [ | afectiune benigna [ | afectiune maligna
Sectiunea 2 (se completeaza la nivelul centrului de recoltare)

Centru recoltare Medic recoiltor
Data recoltarii / Data ultimei menstruatii / /

Status hormonal | Ciclica Status postterapeutic pentru alt cancer decat cel cervical: [ 1 postradioterapie
g Sarcina Purtatoare de DIU [ ] | postchimioterapie
e Orl I l use | Menopauza Leucoree [ ]
E% Lauzie (12 sapt.) Sangerari: la contact
. . Alaptare __| spontane
I n th e p rOJ ect Aspectul colului —] cu leziuni vizibile in antecedente: [_] cauterizari ale colului
| fara leziuni vizibile |_| biopsii de col (diagnostic/descriere )
Sectiunea 3 (se completeaza la nivelul laboratorului de analize medicale)
to COI Iect d ata Citologie ] conventionala ] in mediul lichid
Laborator
Personalul medical care efectueaza citirea: medic de specialitate: anatomie-patologica
or eac oo s
Medic laborator biolog
Medic de specialitate anatomie-patologica care certifica rezultatele pozitive
woman teste (somnatura, parate)
Numarul lamei Data primirii lamei Y 7 Data interpretarii / /
Calitatea frotiului: [ | satisfacator celule endocervicale/celule metaplazice: [ _|prezente [ |absente
] nesatisfécéitor pentru evaluare: [_] lama neidentificata frotiu cu: exces de hematii

exces de leucocite
alte substange stréine

__| lama cu fixare deficitara
lama cu etalare defectuoasa

celularitate insuficienta | altele
Descrierea frotiului: Modificari celulare nonneoplazice: inflamatorii
[ ] Infecti ' Trichomonas postradioterapie/chimioterapie
Candida " 1a purtatoare DIU
| Gardnerella vaginalis celule endometriale la femei > 40 ani
Actinomyces | celule glandulare posthisterectomie
Virusuri herpes simplex atrofie
altele altele
[]1 Anomalii ale celulelor epiteliale scuamoase GAnomaIu ale celulelor epiteliale glandulare
] c-uUs [ AGC endocervicale NOS
|| AGC endometriale NOS
{ SIL cu atipii HPV ] AGC NOs
’S; HSIL IHSIL cu suspiciune de invazie AGC endocervicale in favoarea neoplaziei
| carcinom scuamos AGC glandulare in favoarea neoplaziei
Adenocarcinom in situ
[_] Adenocarcinom [ ]endocervical 1NOS
[] Alte neoplazii __| endometrial [ extrauterin

[ Negativ pentru iun
Recomandari: ‘| repetare: _]def'cnen(a de recoltare [l dupa tratament antiinfectios / antiinflamator
:] repetare de rutina daca rezultatul este negativ
[ ] conform protocolului in cazul rezultatului pozitiv

[ ] biopsie [ chiuretaj endometrial [ Jtestare HPV
[ colposcopie [l chiuretaj endocervical
Observatii
Data eliberarii rezultatului / /
Sectiunea 4 (se completeaza la nivelul Centrului de finalizare)
[ Colposcopie cod 35614-00; data __ /. / [] Biopsie cod 35608-02; data __/ /.
[ ] Chiuretaj endocervical cod 35608-02; data ___ /. / [] Chiuretaj endometrial cod 35640-00; data _/ /
[ ] Conizatie cod 35618-00; data _/ / [] Histerectomie totala cod 35653-01; data ____/ /
Distructie: ] Cauterizare cod 35608-00 [_] Diatermocoagulare cod 35646-00 [] Distructie cu laser cod 35539-02
data ____/ /. [ ] Criocauterizare cod 35608-01

Semnatura, parafa ginecolog

Rezultat biopsie
Semnatura, p: medic anator

Rezultat HP piesa operatorie

Semnatura, parafa medic anatomopatolog




Expected results for SO 1:
Attendance to vaccination and HPV/ BP tests

* Visits in 100 communities piloting “door to door” information campaign using 20
local community experts (mediators and nurses)

* Completed media campaign : 30.000 informative leaflets and other promotional
materials,shirts — 30 units, cancer prevention pins-10.000 units, pens -300 units,
notebooks - 50 units) , dissemination of information in general population, local
community experts (nurses, mediators), doctors and specialists in the field of
oncology, Health Ministry - as part of the national interest, general audience,
scientific community

* 1000 HPV vaccinations for young girls and catch-up for girls aged 12 — 24 years old, as
well as 7.000 HPV and BP tests for women aged 25-64 years old women performed
on mobile units, in family doctors facilities, in gynaecological ambulatories or at
women homes by self-sampling



Expected results for SO 2:
CEDICROM 2 follow-up component

* 1.000 CEDICROM 2 positives women checked in the field
* Estimated at least 200 CEDICROM 2 cases neded to be treated

* At least 500 cases from CEDICROM 2 positives expected to receive follow-
up, after at least 1.500 women ambulatory evaluations

* CEDICROM 2 follow-up will focus mainly on inunssured women, roma and
other disabled groups of women at risk from remote areas with respect to
women adressability and mandatory informed consent

* Follow-up on mobile units will be possible as CEDICROM 2 due to
completion of resources with mobile Care HPV and AVE colposcopy,
coldcoagulation units



CEDICROM added value to NCCSP

* Modern oncological epidemiology trends promotes research in cancer prevention
and early detection = “ a second revolution in cancer research ”

* Professor Bert Vogelstein from Johns Hopkins Kimmel Comp. Cancer Center
emphasised : “ only when the same levels of creativity, effort and investment that
until now were specific to research for personalised treatment improvement in case
of advanced cases will be dedicated to research for cancer prevention and early
detection full levels of cancer research revolution will be attended”

* CEDICROM 2 stays on the line of advanced innovative research producing evidences
on improved screening and vaccination attendance after new ways of information
and acces, self sampling trial, new evidences on HPV + rates of prevalence and BP
predicted lesions rates, new data on new follow-up resources and strategies : Care
HPV + followed by stratification risk versus BP triage tests , colposcopy/biopsy
referals rates using AVE resources, single visit see and treat versus multiple steps
follow-up.



http://www.hopkinsmedicine.org/pharmacology_molecular_sciences/faculty/bios/vogelstein.html

The prevalence rates of HPV infection by age groups :

HPV +
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Management of cervical cancer screening: an operational system

1. Population perspective 2. Screening perspective 3. Clinical perspective

- Colposco
25-69 years of age Collection Biogsy oY
Screening interval 3 years Processing Treatment

Diagnostics Pathology
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3 e 4. “L‘".'
S )
> A
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e

Expert group deciding guidelines for screening
and for disease detection and treatment




An operational system for cancer screening management

Legislation

Population perspective
overview over the program coverage

Screening and clinical perspective
monitoring resource usage
monitoring of screening performance

Key Performance Indicators

Collect information for each
cytology
histology
HPV test
cervical cancer patient



Incidence of and mortality from Cervical cancer in Nordic
countries, 1954-2016

.| Incidence Initial success is followed by stagnation
20 1 » /f\\
\ * issues related to cytology screening

8 . * performance

g | \__ * limited sensitivity

mortality \_ pi * suboptimal coverage of the program
s N : * Increase in HPV exposure
' . HPV-based screening

1954 1959 1964 1969 1974 1979 1984 1989 1994 1999 2004 2009 2014

Self-sampling
Health education

Nordic cancer animations 1971-2010

http://astra.cancer.fi/cancermaps/Nord124/




From cytology to HPV screening: for 34-69 years of age

From the cytology screening with three-years interval } to HPV-screening with five-years interval
i |7o 25 28 !
‘ /3 }0
‘64 \ / 134

Feb 2015- May 2018

| 6,1_3 — 37 % of Norway, 300,000
ss'fé// \'40 #’
P Nord-Trgndelag
' 55 _/ | \_ 43 ? Srar -Trgndelag
52 a9 146
Hordaland

LBC ThinPrep® 2000 Rogaland | :i Cobas® 4800 HPV Test




Randomized implementation of HPV primary screening:
Results after 3-years period

| HPV test detect

. ca 50% more
Comparable 6.5% high grade lesions

attendance HPV-positivity (CIN3+)

Cytologyr v B | ESESESSSNS
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Research on Increasing participation

Identifying screening barriers Studies to increase participation

* Smear taker GP

e Socio-economic factors
* Physical distance

* Knowledge/Language

* Culture/Immigrants

* Self-sampling
* Time and place
* Novel mobile technology

Improved invitation
letters/ Digital
invitations

mmmmm

Leinonen et al. 2017, Preventive medicine, and Eur J Public Health, Enerly et al. PLoS One. 2016, Leinonen et al. J Clin Virol-. 2017;



Self-sampling for sub-optimally screened populations

®
Evalyn® Brush Special design

(Rovers, Oss, Netherlands)
RFID chip in the handle

= Dry brush
o Avoid liquid distribution to private
homes
RFID chip
@‘/ -
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o Convenience: No identification paper fill o Correct patient identification with '
outs scanner

o Avoid human errors when registering
brushes




Pre-packaged brush shipment letter

In Denmark: Full roll out of self-sampling to screening non-attenders Dec 2017
In Norway: randomized implementation from April 2019

Price per envelope kit excl. brush

Price per brush



Role of the health personell

Dekningsgrad (3,5 ar) etter aldersgrupper, 1994-2014.

* Presenting statistics
* Checking facts

e Contributing to campaigns

* Working w many volunteer

organizations




Teaching in new ways

°* Be innovative

* Do parallell research
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9 Mar 2018 - 2 - Mobilspillet FightHPV er
utviklet for gke kunnskaper om egen helse
ved & formidle komplisert helseinformasjon
pa en morsom mate. Spillet er en del av en...
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Mobile Game to Raise Awareness About Human Papillomavirus and

Nudge People to Take Action Against Cervical Cancer
" HP!
Hello, 1 am Epi‘chel.’ ,

’ Free download: Appstore,
Q} N/ Google play
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e easy to access and use
* increased awareness about HPV infection and prevention
* Mobile game is a suitable educational tool

Ruiz-Lopez et al. JMIR Serious Games. 2019;7(2):e8540.




