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Three main plllars I\QCanscreen

’e Guidelines and QA schemes

4¢ Innovation — Risk-stratified screening

4 Monitoring
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2008 — European Parliament and Council ask the Commission to develop new guidelines based

on scientific evidence and quality assurance scheme for screening and care

Major discrepancies in the quality of care and access to care across EU

Europe’s Beating Cancer Plan (Feb 2021)

The EU council recommends EU member states

(2) to implement accessible screening programs in
accordance with European guidelines and quality assurance
schemes, where they exist, through a stepwise approach
taking account of available human and financial resources as
well as healthcare resources for implementation of the
screening programs, within national priorities

Council of the
European Union

Brussels, 29 November 2022
(OR. en)

14770/22

Interinstitutional File:

2022/0290(NLE)
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From:
To:

General Secretariat of the Council
Council

Subject:

Council Recommendation on strengthening prevention through early
detection: A new EU approach on cancer screening replacing Council
Recommendation 2003/878/EC
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European Guidelines

EC web-hub
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ECIBC

Breast cancer guidelines and
quality assurance

‘ EC-CvC

.

Cervical cancer guidelines and
quality assurance

e

Colorectal cancer guidelines and
quality assurance

EC-GaC

Gastric cancer guidelines and
quality assurance

/" EC-LuC

Lung cancer guidelines and
quality assurance

=~

EC-PrC

A

Prostate cancer guidelines and
quality assurance

European
Commission

x ECICC



ECICC Scope

Evidence based guidelines on primary prevention, screening and diagnosis
(including management and surveillance of SD lesions at endoscopy)

QA schemes for healthcare services along the entire care process
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Main features CanScreen

European Joint Action on Cancer Screening

Organised population-based screening programmes

Covers the entire care pathway

Scientific evidence-based, transparent process, reproducible methodology
Regularly updated

Multidisciplinary panel of experts and patients

Patient-centred products

Public consultations

Voluntary application and step-wise approach

Supportive instruments for practical implementation

Standardised auditing mechanism included ke



Methodology

GRADE

Evidence to Decision framework

Benefits and harms
Certainty in evidence
Values
Acceptability
Feasibility
Equity
Costs

For Against

Problem

Desirable &
undesirable effects

Certainty

Values

Balance

Resource use

Equity
Acceptability

Feasibility
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Is the problem a priority?

How substantial are the desirable anticipated effects?

How substantial are the undesirable anticipated effects?
What is the overall certainty of the evidence of effects?

Is there important uncertainty about or variability in how
much people value the main outcomes?

Does the balance between desirable and undesirable
effects favour the option or the comparison?

How large are the resource requirements (costs)?

What is the certainty of the evidence of resource
requirements?

Does the cost effectiveness of the option favour the
option or the comparison?

What would be the impact on health equities?
Is the option acceptable to key stakeholders?

Is the option feasible to implement? XECICC



Adults aged 50 to 69: EU
screening versus non screening ==

Healthcare question

Should screening vs. no screening be used for colorectal cancer in asymptomatic adults aged 50-69

with an average risk of colorectal cancer?

Recommendation
For asymptomatic adults aged 50-69 with an average risk of colorectal cancer, the

ECICC working group (WG) recommends screening for colorectal cancer in the
context of an organised population-based screening programme.

Recommendation strength 9

+ Strong recommendation

+ Moderate certainty of the evidence



EU
Target age range CanScreen

Endoscopy 45 50 69 74
(colonoscopy, flexible sigmoidoscopy)

(FIT) 40 45 50 69 74 79

Conditional against
Conditional in favour

m— Strong in favour
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Screening intervals CanScreen

Intervention Frequency compared Recommendation
FIT 1 year vs 2 years Suggest every 2 years over every 1
FIT 2 vs 3 years Suggest every 2 years over every 3 years
Flexible Sigmoidoscopy 5vs 10 years Suggest every 10 years over ever 5 years
Flexible Sigmoidoscopy 10 years vs once in a lifetime Suggest every 10 years over once in a lifetime
Colonoscopy 10 years vs once in a lifetime Suggest every 10 years over once in a lifetime
15 years
Colonoscopy 15 vs 10 years Suggest every 15 years over ever 10 years
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Healthcare question

Should faecal immunochemical test, flexible sigmoidoscopy, or colonoscopy be used for colorectal
cancer screening in asymptomatic average risk adults?

Recommendation

The ECICC Working Group (WG) recommends organised, population-based colorectal cancer
screening programmes for all average-risk adults aged 50 to 69 (strong recommendation,
moderate certainty of the evidence). As the preferred approach, the WG suggests screening
with Fecal Immunochemical Test (FIT) every two years, and continuing until the age of 74
(conditional recommendations, low certainty of the evidence).

If FIT is not implemented, the WG suggests endoscopy-based screening until the age of 69
and using colonoscopy every 15 years over flexible sigmoidoscopy every 10 years
(conditional recommendation, low certainty of evidence), which are both conditionally
recommended.

The WG also suggests no screening for adults under the age of 50 (conditional
recommendations, very low certainty of the evidence). xscucc




Invitation strategies CanScreen

Recommendation

The ECICC Working Group suggests using a letter including the self-sampling FIT kit over
using a letter alone to invite eligible asymptomatic adults to an organised, population-based,
colorectal cancer screening programme.

Recommendation strength

\/ Conditional recommendation

v Low certainty of the evidence



Invitation strategies CanScreen
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Recommendation

The ECICC Working Group suggests using a letter including a general practitioners (GP)’s
signature over a letter without a GP’s signature to invite eligible asymptomatic adults to an
organised population-based colorectal cancer screening programme.

Remarks: The technical and legal capability to correctly assign the appropriate GP’s signature to
the corresponding individual patient invitation letter is crucial for implementing this recommendation.

Recommendation strength B

v Conditional recommendation

v/ Low certainty of the evidence



Current status

16 recommendations on screening

4 recommendations on primary
(/

\ prevention

4 Good Practice Statements on

@ healthy lifestyles
0

First set of requirements for colorectal cancer
care services

€%

------
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......

Forthcoming activities

Additional recommendations on screening and
diagnosis

Risk stratified approach for colorectal cancer
screening

Requirements for screening, diagnosis and
treatment of colorectal cancer



on strengthening prevention through early detection: A new EU approach on cancer
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Proposal for a

COUNCIL RECOMMENDATION

screening

to facilitate the development of piloting ‘risk-stratified cancer screenings’ protocols,
guidelines, and indicators for high quality and accessible cancer screening programmes on a
national and, where appropriate, regional level with adequate territorial coverage including

rural and remote areas:
Colorectal cancer:

Quantitative faecal immunochemical testing (FIT) i1s considered the preferred screening test for

referring individuals for follow-up colonoscopy between 50 and 74 years old. Quantitative

information from FIT results might be used on the basis of further research with a view to

implement risk-tailored strategies, introducing thresholds defined per sex, age and earlier test

results. Endoscopy may be adopted as a primary tool to implement combined strategies.




Ongoing trials Perfect FIT trial E‘a’.,sme..

Analysis Comparison between arms f-Hb level at previous round

10,000 usual care: interval of

20,000 S

individuals : .
with >1 10,000 intervention: interval of

- 3 years: <2.6ug
- 2 years: 2.6-15ug
-1 year: 15-47ug

screening round

AN Yield .increase of AN detection from 1.7% to 2.2%

Endpoints

Breekveldt et al. BMC Gastroenterclogy (2023) 23:45
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Cumulative f-Hb level

Within risk-groups measured over 2 consecutive negative tests

Analysis :
comparisons

High risk Intermediate risk Low risk
2 20 pg/g 4-19.9 ug/g <4 ugl/g

FIT 3 years

Positivity
rate

FIT 2 years

Endpoints

PPV

Advanced Interval
adenoma cancer rate
CRC




Ongoing trials MYVYFIT trial Canscreen
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| Invited individuals
Comparison FIT - in previous round Cumulative f-Hb level

between arms Consent to enrolment measured over 2 consecutive
m negative tests

CPosITIVE

Analysis

Colonoscopy RISK-STRATIFIED
CONTROL ARM e
Standard screening High | ¢
2-year interval (220 ugig)

Intermediate

(10-19.9 ug/g) QI HiERL

Endpoints

Average
(4_99 “g/g) — Two years

Interval

Participation Low
. cancer rate PNRR - Salute —> Three years

Piano Nazionale di Ripresa e Resilienza (< 4 pg/g)



Ongoing trials MY FIT -\ R
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. Subijects eligible for the invitation
Analysis Comparison between arms in the CRC screening program

Randomization 1:1

v A 4
Invitation only Invitation + questionnaire
Standard arm Experimental arm
- - -
Ii [] Association
_ LT between |
Endpoints lifestyle and
prevalence of
neoplasia Evaluation of the impact
.. . on participation of
Parti Clpatl on requesting to fill the lifestyle
questionnaire PNRR - Salute

Piano Nazionale di Ripresa e Resilienza



Ongoing trials PRESENT CRC trial EU

Analysis

Comparison between arms  Rjsk stratification using the Qcancer calculator and
previous faecal haemoglobin concentrations

Risk-based
recommendation for
FIT or colonoscopy 1*endpoint
General population, @ ]
Eligible for
organized colorectal — Advancel'd
cancer screening neopla3|a
program, at 3-years
Aged 50-69 years
DR N=8'050 Control an-mferlorlty
| care With superior resource
Advanced usua allocation (NNS) and
. cost-effectiveness
Endpoints Cost- adenoma and

effectiveness CRC R*: 2nd randomization 1:1 to interventions to increase appropriate screening vs. recommendations alone

NNS




Individuals who accept invitation for routine screening in England and Scotland
(recruitment window 12 months)

over-sampling in deprivied and ethnic minority groups

those whose fHb level

those who fall into ‘pre-
prompts no further action threshold’ category
RN S Sl < 11b - 40-80/12079)
|}

Sample offered PBCR |
questionnaire (n = 2500)

|

Sample concurrently offered PBCR
que s and enh ed
SC ing n = 15,000 (7500 in
England, 7500 in Scotland)

Reduced
screening Reduced
interval (12 screening interval
monthly for + offered repeat
duration of FIT at 6 weeks
study) n = 5000
n = 5000

Sub-
sample
invited to
undertake
PRS saliva
test at

Ongoing trials -

European Joint Action on Cancer Screening

Bewel
Star uk

BOWEL cancer screening STrAtified by Risk

Weller, D and Sasieni, P et al

Feasibility

o _ Acceptgbility Organizational
Added value of risk information Equity impact



New biomarkers for risk stratification CanScreen
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Fecal MicroRNA-Based Algorithm Increases Effectiveness of
Fecal Imnmunochemical Test-Based Screening for Colorectal

Microbiome Cancer Duran-Sanchon S et al. CGH 2021
A Fecal MicroRNA Signature by Small RNA Sequencing
| Accurately Distinguishes Colorectal Cancers: Results From a
MicroRNA MDN;_ vt T Multicenter Study Pardini B et al. Gastroenterology 2023
ICro o

Microbiome signatures for detection of
colorectal lesions in population-based FIT
Screening Birkeland EE et al. Nat commun 2026



Framework for risk stratified screening Canscreen
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Monitoring - Sources of data

Cancer Screening in

the European Unlon (2017)

ation of the Council

Report on
Recommendadon on cancer s:reenlng
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o Participation rate

Participation rate %, FIT
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Compliance with TC referral
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Further assessment participation rate

Developments in the roll-out and performance of CRC screening in Europe
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Colorectal Cancer Screening in Europe

screen

:tion on Cancer Screening

A AT
@ Colonoscopy

gFOBT

Screening status
B opportunistic
pilot
roll-out-opportunistic
roll-out ongoing

B roll-out completed

° * ¥
m Medi-CaSE EU O | CanScreen
Mediterranean Cancer Screening ca nscreen - *
4/ and Early Diagnosis European Joint Action on Cancer Screening * * oy K * E c ' s



CONCLUSIONS

‘* Organized population based programs have been
Implemented, or are in the roll-out phase, in most countries
In Europe

& Guidelines and QA schemes will favour harmonization

and standardization of the screening pathways across
Europe

4* Ongoing trials will provide insight about cost-
effectiveness, health impact and feasibility of risk-
stratified screening

Efforts aimed to ensure and consolidate systematic
‘* monitoring are needed to inform decision making
about innovative approaches
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Thank you for your attention
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* European Commission: DG SANTE

* Working group: decision making body that provides direction for development of
guidelines and quality assurance scheme
(17 members)  Kick off in June 2022

* Topic-specific groups: prepare draft recommendations and requirements;

» Systematic review group: perform systematic reviews of the scientific evidence
available and summarize the evidence

* Partner and collaborators: support in identifying priorities, ensure complementarity
with other initiatives and provide feedback

W
x ECICC
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BIOFIT - RCT of risk- EU

----- Consent to participation in the study and
.|.| |.| |.| |.| |.|. 28,9 randomization (n. of people invited ->
% 118.308)
Risk distribution TOT: 25.915
0, 9%
Immediate FIT FIT FIT FIT
coIon\c/)scop 1lyear 2years 2 years 3 years
94 102 101 8.5/3 17.045

74, 9%
VPP for

Advanced
Neoplasia

0
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