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Introduction

Patient Advocacy groups

Industry

Information about outcomes in country => discuss with doctor
Enhance CF-care, access to new therapies

Lobby for CF-care with heathcare authorities and other parties

Monitor quality of care & identify areas for improvement
Improve CF-care

Longitudinal and large-scale epidemiological research
Identify disease modifying factors

Information about CF and CF-care in country

Preparation landscape for clinical trials
Monitor effectivess & safety of new therapies




Introduction

COMMITTMENT — TRUST — GOVERNANCE - INDEPENDENCY - SUSTAINABILITY
* Harmonization of data fields and definitions
International comparison based on harmonization
Keep the balance between quality and quantity - Data collection resources
 Data collection method (webbased software tool)
 Data management and data quality controls

 Use of data and dissemination of the results (Annual report)

AEON
Viviani et al. Orphanet Journal of Rare Diseases 2014, 9:81 e@%s
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ECFSPR

A platform for the collection of CF data

=  Anonymised data

= Consenting patients with CF

= Agreed inclusion criteria, variables and definitions

= Cooperation with national and rare disease registries (ERN)
Background:

Start in 2003

Part of the European Cystic Fibrosis Society
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ECFSPR

Compare aspects of CF and its treatment to...

Encourage Inform public
new standards health
of CF care planning

Enable
research




ECFSPR

» 2 Sweat tests with values > 60 mmol/L chloride

¢ 1 sweat test value > 60 mmol/L chloride + 2 identified disease
causing CF mutations

»  Sweat test values < 60 mmol/L chloride:

v DNA analysis: 2 identified disease causing CF mutations
v" Nasal Potential difference
v Clinical presentation: typical CF features

TN
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ECFSPR

age, gender, status of patient

age at diagnosis, sweat test, meconium lleus, neonatal screening

| st and 2nd mutation

value of best FEVI and FVC, height and weight at best FEV |
Pseudomonas aeruginosa, Staphylococcus aureus, Burkholderia cepacia
Diabetes, liver disease, pancreatic status, malignancy

antibiotic, bronchodilators, oxygen therapy, pancreatic enzymes

Lung / liver transplant




CF- Registries in Europe

. National registry

A.D. Jackson, C. Goss., J Cyst Fibros 2017 in press; RU: Krasovskiy S, J Cyst 2014: S 124,
SE: http://kvalitetsregister.se; DK: Nguyen-Nielsen M, Clin Epidemiol, 2013: 249



http://kvalitetsregister.se/

ECFSPR:
Longitudinal data
29 (+6) countries
>42.000 patients,. !

. National registry
Indivdual centres ,
Coming soon

‘ ' TN

Reference: ECFSPR Annual Data Report 2015 + Update (20.05.2018)  .: -



ECFSPR

Model 1  Uploading countries

= Own governance

= Own data management and software

= Own budget to maintain this services

Model 2 ECFS - Tracker User

 Own governance/country coordinator

 Free use of ECFS-tracker, ECFS-PR service desk/data management

« Option to adapt own variables

« Maintenance cost covered by ECFS LTV

eccsS
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ECFSPR

Model 1 _ Uploading countries
= Most are established before the ECFSPR started
= Own budget (for example D 5000000 € per year)
= Data collection/management/software development
= Uploading annual ECFSPR dataset
Model 2 ECFS-Tracker User
« Own governance/country coordinator — reassure about data use
« Concentration on data collection and reporting (esp. national report)
« Center are owner of the data TN
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Software

i ECFSTracker A platform for the collection of CF data
flfrtopej\: Cz\s:g,c Fibrosis Society Patient Registry for al I p u rp 0 S e S

Web-based and open source
Designed for the collection of CF data
User friendly

Remotely managed

Data quality checks on different levels

Additional variables

N N N N X X

LN
Possibility add-on modules for data-collection S



Software

L N

~ ECESTracker

' \Etfropean Cystic Fibrosis Society Patient Registry

\
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v' Advanced Security Technology
v Controlled user access

v De-identification of data:

encryption of data during transmission
|dentification only at a center level

v Compliant with EU data protection regulations TN
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Software
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Software

= Ei‘?FE Tracker BE Brussels Trg Centre 1 Jacqui Van Rens

Annual Summaries ) Brussels Brussels Trg Centre '@

Patient Encounters

Trg Centre 1 » Number of patients
« Age at follow-up / diagnosis

Year  |Brussels Trg Centre 1 Status * Growth and lung function

Enrol Patien Browse Patient List = Therapy and Microbiology

- 2016 Open « Complications
2015 Uninitialised
2014 Complete
- . \4

v For clinical use 2013 |Admitted _

v : . v’ patient
Real-time data-input of 2012 | Admitted v centre
iIndividual patient visits 2011 | | samitted

v’ country
throughout the year !
- Data-input once a year d

Miscellaneous sent to Europe

Manage Centre Manage Forms




Software

% ECESTracker BR Brussels Trg Centre 1 > Annual Summary > 2014 > Patient: 7697137910 Jacqui Van Rens
;’ie:“"“a' Smiang & Patient Annual Summary: 7697137910 : 272187 :: Generated in centre Brussels Trg Centre 1

~ Centre Patient List Demographics Therapy Growth and lung function Microbiology

== Annual Summaries v 43 3 mth \
yrs 3 mths

s iSompiels Weight (kg) 63.7 kg EVA1 % of predicted 73.72
2012: Complete @ FVC % of predicted 83.14
2013 Complete Height z-score -0.82
eight z-score -0.67
I 2014: Complete Height (cm) 171.0 cm Body Mass Index  21.78
7 Set Patient Label o BMI z-score -0.44
#* Patient Core Data j
Value of best FEV1 281 L
Value of best FVC 399 L
Date of FEV1 3 v April X
measurement ®

Issues
Link to Centre Issue Summary

Percent of data provided: 87%




Software

Brussels Trg Centre 1 > Patient Encounters > Patient: 8132497214 > Encounter History > Jun 3, 2016 Help Desk Admin

Patient E te -
I ent Encounters & Patient: 8132497214  mar2002 (14.2yr), Male Mutation 1: other Mutation 2: other not done ~ Patient Core Data

& Patient Core Data
Q Set Patient Label Jun 3, 2016 at Brussels Trg Centre 1 - Help Desk Admin SRS, L2 R

Exacerbation History Complications of CF

4 New Encounter

~* Patient Sharing/ Patient Transfer Hespirstion / Nubsition

Previous Encounters = o
2016 ~
I Jun 3, 2016

.l Patient Charts =

Vital Status / Transplant
Oral Antibiotic
Add Oral Antibiotic

Inhaled Antibiotic

Add Inhaled Antibiotic

Intravenous

Add Intravenous

Hospitalisation

Add Hospitalisation




Software

Categories of report

« Number of patients s Number of patients by gender (Year: 2014) (All age groups) ECFSPR Validation Status: No
+ Age at follow-up / diagnosis F Export »
G
« Growth and lung function gl m ' '
« Therapy and Microbiology 6 —
o Complications -
? @ Group D
roup Data
(O Stack Data
O Pyramid View

Number of patients
]

—
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Software

Patient Encounters
& Patient Core Data
& Set Patient Label

4+ New Encounter i

* Patient Sharing/ Patient Transfer
£2 Previous Encounters = o
.ill Patient Charts =

E L ———

FEV1. FVC (Litres) over age

Height for age percentile over age

BMI over age

ks /—H
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Height over age

- e oo et s

Weight for age percentile over age

BMI, Height, Weight SDS over age

Weight over age



Software

Annual Data Encounter Data
Collection Collection

; Specific
Benchmarking research
etc.
Pharmaco- Clinical oo,
vigilance trials * ok

* *
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Software

A module in ECFSTracker to allow cross-comparison
of indicators of quality of care (= benchmarks).

\

Direct feedback to Centre Staff

)

ldentify areas for improvement

A powerful tool to enhance improvement of CF care ..



Software

“ Compare results between:
v Your country with another country / other countries
v Your centre with another country / other countries
v Your centre with other centres in your country

Agreement between centres!

“» Compare with previous years
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Software

il Median FEV1% of predicted
ECFSPR WValidation Status: Yes
N e | #Epn
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Software

Planning:

s Development: 2017
s Test in pilot countries

¢ Launch in Europe: 2018



Outcome Females Males Total
Patients registered in n 19958 22096 42054
the ECFSPR (%) (47.46) (52.54)
Age at follow-up (in years; mean 20.2 21.2 20.7
patients alive on 31/12/2015) median 18.1 19.5 18.8
Patients = 18 years % 50.3 53.7 52.1
(patients alive on 1/12/2015)
Age at diagnosis’ mean (years) 4.2 4.0 41
median (months) 4.6 4.2 4.3
Patients with at least one % 82.1 81.9 82.0
F508del allele recorded”
Patients living with n 975 984 1959
lung transplant” (%) (5.2) (4.7) (4.9)
Patients living with n 86 159 245
liver transplant” (%) (0.5) (0.8) (0.6)
Patients deceased in 2015 n 228 200 428
(%) (1.2) (0.9) (1.0)
Pre it fzadhn frzer) mean 30.5 31.2 30.8
median 29 28 28

Deadline future years: 1 May

Reference: ECFSPR Annual Data Report 2015



Distribution of F508del in Europe

l >80% I 60-80% 40-59% . 0-40% unknown

Reference: ECFSPR Annual Data Report 2015



Complication:
Chronic Pseudomonas in children

REASONS:

Health care system
Diagnostic tools
Therapeutic options

Strategy

I 10-20% <10% unknown

I >20%

Reference: ECFSPR Annual Data Report 2015



Outcome: Lung function in patients 6-17 year

W FEV1<40% FEV1 40-80% M FEV1>80%
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Reference: ECFSPR Annual Data Report 2015



Outcome: Proportion of adults

l >60% I 50-59% 40-49% <40% unknown

Reference: ECFSPR Annual Data Report 2015



Applications for data :>

Researchers, patient organisations, Industry

Title + Aim + Description of the (research) project

Handling:

Review by Scientific Committee

Final Approval by Steering Group for use of data
Use of data (free for ECFS-PR participants)
Publication policy

YV V VYV V

APPLICATION FORM
ECFSPR DATA

Al requests for data extractions;/data anzalysis from the Europesn Cystic Fil mﬂssmetypamnegsnﬂ crsm]
must be submitted with this form. wWe a dulse\rn u to read all information and complete the form as best as possible
mEnsulerEme'«ofym pplication. You can email the completed form to edfs-pr@uzleuven.be.

Inzzitution/Orsanisztion:

Pasitian:

Address:

Praject Name:

Brief Background
Infarmaticn fin

<l justifizatian,

WWW.

ecfs.eu/projects/ecfs-patient-reqistry

/data-

request-application

ovsie Forg,,

s

* *
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http://www.ecfs.eu/projects/ecfs-patient-registry/data-request-application
http://www.ecfs.eu/projects/ecfs-patient-registry/data-request-application
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¥ Industry  ®m Independent Researchers W ECFS researchers




Future Trends in CF demographics
ERS/ECFFS Task force

Group Country Children age <17 years Adults age >18 years Total
2010 2025 Growth rate % 2010 2025 Growth rate % 2010 2025 Growth rate %

A Belgium 559 661 18.3 615 1093 77.7 M7 1754 494
Czech Republic 293 313 6.8 230 372 61.7 523 685 31.0

Denmark 192 192 0.0 265 337 27.2 457 529 15.8

France 3040 3599 18.4 2718 4776 75.7 5758 8375 45.5

UK 4435 5539 24.9 4,950 8876 79.3 9385 14415 53.6

The Netherlands 591 659 115 715 1402 96.1 1306 2061 57.8

All in group 9110 10963 20.3 9493 16856 77.6 18603 27819 495

B Germany 2613 2976 23.3 2590 4380 69.1 5003 7356 47.0
Hungary 339 388 145 218 506 132.1 557 894 60.5

Ireland 527 640 21.4 554 915 65.2 1081 1555 43.9

Israel 268 327 22.0 284 476 67.6 552 803 45.5

Latvia 22 19 ~13.6 8 12 50.0 30 31 3.3

Moldova 34 36 5.9 8 25 2125 42 61 45.2

Serbia 86 109 26.7 35 94 168.6 121 203 67.8

Sweden 264 315 193 329 523 59.0 593 838 413

Slovenia 55 74 34.6 25 66 164.0 80 140 75.0

Slovakia 151 202 3338 182 292 60.4 333 494 48.4

All in group 4159 5086 22.3 4233 7289 72.2 8392 12375 475

Increase in the CF population by 50%
corresponding by 25% in children and 75% in adults

Impact on care structures
Burgel P, ERJ 2015:133. Based on data 2010



| y International and pan-European comparison of survival in CF.

Changes in demography and clinical outcomes in CF in Europe.

Mortality during pediatric age in patients with CF in Europe.

The effect of CFTR nonsense mutations on phenotype and mortality in patients with CF.
The effect of DNase on longitudinal lung function in patients with CF.

Clinical characteristics of CFRD: Lessons from the ECFSPR.

The effect of Allergic Bronchopulmonary Aspergillosis on lung function in children and
adolescents with CF: analysis of the ECFSPR data.

CF-specific reference equations for FEV1 and BMI : an updated analysis.
AEON

Cancer in adult people with CF in Europe. e@%
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Adults

Children
DIAGNOSIS

months r'- s I

Median BMI Z-score in children Median BMI in adults
1 23 "
E 22 .
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Mapa de los paises
gue aportaron

al ECSPR
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iPor gué es necesario un Registro
Europeo de pacientes con FO?

LLa Fibrosis Ouristica (PO A es una enfermedad
rars. Para tener un busn panorama de ke FQ
en Europa nevesitamos los maximos datos

iComo puedo utilizar la
infermacion del Registro?

jpasiates. Los dates ayudaran a la

El Registra de Pacientes de la
sociedad Europea de Fibrosis
Quistica (ECFSPR)
FRecoge, mide, y oompars. dates de ninos
adulttos can fibroses quistica que viven =n Eurcpa
¥ paises vesings que sooaden a estar enel

= La informamcn s= utiliza pars. mejorar
la safud y el bienestar de las personas oon FO,

~
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;0ue datos se recogen?
= ahoimes del naosimisnta, sexa
- o al

= L Unidades de A0 para ocompararss oon otros
paises = identifinar aspectos a mejorar.
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jcomo puedo llegar a formar
parte del ECFSPR?

Conzltalo con tu Unidad de PO local,
i la Unidad participa &n el ECFSPR, se
‘te deberia incluir si firmas una hoja de

tipes
algunas complinaniones
Los datos som andrimos, ¥ se guardan en una

estamos supersisados por un comité de expertos.

@aieap PTIC)

VERTEX

5i tu Unidad de FOQ na partigipa, péidele
a tu Médion que oantmcte oon nosotros,
0 enrvigmos tus detalles de contacto y nos.

A

www.ecfs.eu/projects/ecfs-patient-registry/
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Projects

ﬂ. Definitions Group

Review variables and definitions

2 Global CF harmonisation project
Harmonise variables & definitions to allow comparison ww

3 Data Quality Group

Ensure accuracy and guality of data

é} Patient awareness project
Joint effort with CF Europe to bring data closer to patients



Governance

- " Executive
ontributors Committee

Steering Group

representatives _
CF centres Country Coordinator

national registries representatives
Management .
Statisticians

Scientific Comm. Service
DI

Steering Group
representatives

Data custodian




Governance

Terms of Reference: Registry’s structure
Code of Conduct: roles and responsibilities

Standard Operating Procedures:

« Data Collection & Error reporting
« Data Access
 Use of data

Business Plan 2018 - 2020

Objectives P




Governance

European rare network (ERN /ERN-LUNG)
Registry overarching disease areas
Based on disease-specific registries
Interaction to fullfill these goals
No substitute for disease-specific registries

CFTR 2
Reqgular data request - cooperation

ol iy,
j:** 5,
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Governance

Pharmavigilance _ Longterm safety/efficiency 0

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Procedure No.: EMEA/H/SAB/080/1/QA/2017
EMA/CHMP/SAWP/802259/2017
Product Development and Scientific Support Department

Cooperation with EMA and industry

LI —

4 Qualification Opinion
5 The European Cystic Fibrosis Society Patient Registry (ECFSPR)

6 Draft for consultation

,Rare events meet large populations”
Guidance for decison making
Specific problem follow-up

Toolbox registry
e

S
€S
Aoy g™



Reqistry

YN

v Legal and Ethical approval ogour
patients
propery

v Informed Patients Consents "‘Forwd?\/ \

= ECFSPR templates on website - |

= Meet requirements of your local legal and ethics

laws
= Translate to your own language P
iy



ECFSPR

ECFS-PR offer a whole registry infrastructure for free
FLEXIBLE (National registry/Individual centres)

ncluding options for national adaptation

ncluding options for national reporting

ncluding handling of data requests

Alternative to own national registries with upload of data
Need for own data collection tools/data management/reporting
Start-ups costs — Governance — Maintenance costs

ST
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Partners & Sponsors

UNIVERSITA
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Translating Science - Transforming Lives THE SCIENCE of POSSIBILITY
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