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Looking forward

‘By 2025 the use of Real-World
Evidence (RWE) will have been
enabled and the value will have
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EMA Patient Registry Initiative - 2022

Rare disease registries:
Aims to facilitate use of patient (disease) a must for regulatory decision making.

registries by introducing and supporting Carla Jonker, PhD thesis 2022
a systematic approach to their

contribution to the benefit-risk

Regulatory

evaluation Of mEdiCines authorities
RARE

To promote dialogue between regulators, REGISTRIES
companies and registry holders to Pharmaceurtica
companies

understand barriers and opportunities of

using disease registries.

To clarify concepts: registry vs. study

Generalizability of the data for the us4

E data
fficacy da in daily practicdg

that may be registry-based Natural course of the disease

. . . . o Marketing authorization
Guideline on registry-based studies

https://www.ema.europa.eu/en/documents/scientific- :
guideline/guideline-registry-based-studies_en-0.pdf https://bit.ly/3HXbgqOC
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Registries — a lot of effort, heterogeneous data,

difficult access

For example, a global review of
cardiovascular RWD sources, 1dentified

322 heart failure data sources [Figure], that
had near complete demographics data (94%),
good coverage of comorbidities (77%), but
where drug codes (10%) and caregiver
involvement (6%) were poorly reported.

Moreover, only few data sources provided

information on access to the data for other 5
hanpelik gemaakt met Bing
@ GeoNames, Mioosoft, TomTaom

researchers (11%) — or health authorities —

and whether data may be linked to other data  Figure. Geographical distribution of heart failure
data sources in Europe, with darker shades of colour
0
sources (20 A)) representing more data sources. Adapted from Studer

[Studer et al., 2021]. etal., 2022.
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The EMA’s Patient Registry Initiative

* Launched, September 2015 — o

FLIRCPEAM BAETHCIMER AGERC

Cross-Committee Task Force

Sy

* Aims to facilitate use of patient (disease)

Fatignt Registries ‘Workshap, 2B Donber 2016
[ wred ariming from the sorohop

registries by introducing and supporting a

systematic approach to their contribution to the e e e

benefit-risk evaluation of medicines B
* Pilot phase, 2016: Stakeholder feedback mea
encouraged an active role of EU network in e

R o T e

supporting collaboration for greater utilisation of st

disease registries s
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Strategy

Patient Registry Initiative strategy - key components

e To promote dialogue between
regulators, companies and
registry holders to understand
barriers and opportunities of
using disease registries.

* To clarify concepts: registry
vs. study that may be
registry-based

Registry Owners

Patients

Regulator Industry

Source: Nicola Ruperto, PRINTO
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Patient Registry Initiative

Stakeholder Workshop
Specific registry workshops

Cross-committee Taskforce SAWP qualification

-CHMP, PRAC, Paedco, CAT, SAWP, ... , Procedures

Background studies 0 3
I _— L

- Bouvy et al. v o @

- Jonker et al ° T 2 .

: a 0 [ £

Review IPARENT L 9 O g.

Guidelines v oA = -

Initiative launchedRegistry of registries pilot % = WL € Z 09
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o

2015 2016
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EMA registries workshops

Cystic Fibrosis Registries Workshop:

14th June 2017
Diseases selection?

Multiple-Sclerosis Registries Workshop: Products recently authorised or

7th July 2017 authorisation process ongoing
New products - business pipeline

EU disease registries have

requested support for
harmonisation

Haemophilia Registries Workshop:
8th June 2018 v" On-going qualification procedures

for two EU-wide registry platforms

Participants: regulators, companies, registry
holders, health technology assessment bodies,

patient and health care representatives McGettigan, P et al. 2019 Drug Safety
https://doi.org/10.1007/s40264-019-00848-9
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v SCIENCE MEDICINES HEALTH I

About us v

Medicines v Human regulatory v Veterinary regulatory Vv Committees Vv News & events v Partners & networks v

Workshop on the role of registries in the monitoring of cancer
therapies based on genetic and molecular features

9 Date: 29/11/2019

@ Location: European Medicines Agency, Amsterdam, the Netherlands

The aim of the workshop is to investigate the feasibility of using disease registries for cancer therapies based

on genetic and molecular features.

The objectives are to agree on:

« core data elements that should be collected in cancer registries to support regulatory assessment of long
term safety and effectiveness of new cancer treatments;

» quality assurance measures necessary to ensure registry data are of suitable quality to support
regulatory evaluation and to permit registries interoperability;

« practical considerations for accessing and sharing data to be used for regulatory purposes.

Documents

https://www.ema.europa.eu/en/events/workshop-role-registries-monitoring-cancer-therapies-
based-genetic-molecular-features
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Lessons learned and challenges

Core common data elements

e Participants were able to agree on core data elements to be

collected
e Distinction between “must have” and “nice to have” data

e Additional data can be collected if needed to support a study

* Needs early discussion, flexibility, agreement, registry lead-in time
* Marketing authorisation applicants need to commit time / personnel long

before approval

e Careful: More data ask = more registry workload & risks lower quality data

Classified as public by the European Medicines Agency



Lessons learned and challenges

Data Quality
Recurrent concern for registry holders, MAHs/ MAAs and regulators

e Key components of quality:

* Uniformity, representativeness, consistency, completeness, accuracy, timeliness

* Source data verification procedures needed

* Data quality control system to be established internally
* External audit to be considered

» Data quality indicators to be defined

* Similar data quality in routine collection and in registry-based studies

Classified as public by the European Medicines Agency



Les

sons learned and challenges

Governance

* Regulators and marketing authorisation holders / applicants
(MAHs/MAAEs)

Need to be aware of data that can be feasibly be collected by registries

Inform registries on their data needs - early discussions

Process for collecting and reporting adverse events defined / described in study
protocol

Registry holders

All

Consent and governance arrangements align with EU General Data Protection
Regulation

Develop policy for timely data sharing based on data protection and informed
consent

Establish a system for centralised data application requests

Require sustainable funding for registries

Transparency on access to, sharing of, and publication of data

Classified as public by the European Medicines Agency



How can regulators support use of

disease registries?

Methodological guidance on use of disease registries from a regulatory
perspective - Will address regulatory requirements and guidance for collecting /
reporting AEs and ADRs

Scientific Advice on PASS/PAES study protocol using registries, e.g. joint
collaborative studies

Inventory of disease registries Registry Owners

Facilitation of interactions between regulators,
industry and registry holders during the entire life cycle
of a product

Patients

Collaboration with EU initiatives, e.g., EUnetHTA Joint
Action 3, EC JRC European Platform on Rare Disease
Registration

Qualification procedure Regulator Industry

But, no funding of individual registries!

blic by the European Medicines Agency



Methodological Guidance

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

22 October 2021
EMA/426390/2021
Committee for Human Medicinal Products (CHMP)

Guideline on registry-based studies

Draft approved by the Cross-Committee Task Force on

25 May 2020
Registries Y

Draft sent to the EU Regulatory Network for consultation
including EMA committees, Patients' and Consumers' Working 9 July 2020
Party and Healthcare Professionals' Working Party

Start of public consultation 24 September 2020

End of consultation 31 December 2020

Final guideline agreed by the Cross-Committee Task Force on
7 September 2021

Registries

Final guideline adopted by CHMP 16 September 2021

Keywords Patient registry, Real World Evidence, Real Word Data, registry-based
study, feasibility analysis
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Safety reporting

Appendix 2. Safety reporting

Overview of MAH responsibilities for the collection and reporting of adverse events and suspected adverse reactions when a registry-based study fulfils the
definition of a non-interventional post-authorisation study according to the clinical trial legisiation (GVP Modules VI, VIII).

Registry

Organised
data collection
initiated, managed or
financed by the
MAH?

Yes No

No - Secondary
use of data

safety
information
t0Q MA

collection?

Record all cases of adverse
Collect and manage reactions suspected to be
as solicited reports all related to the studied medicinal

adverse events product in the
pharmacovigilance database

!

Manage, classify and submit as
solicited all valid ICSRs in
line with the appropriate time

frames v
Inform healthcare
professionals and consumers v
of the possibility on need to

Y

Record all reports of
suspected adverse

report suspected adverse Where made aware of them Summarise all collected reactions received
reactions to the MAH y| adverse events/reactions in the spontaneously from within
or to the concerned competent 4 in_teri'r1n i_afelty a';aly(';is and or outside the EU and
authority via the national in the final study report manage them as
spontaneous ¢ spontaneous reports
reporting system.

« Safety information to be
summarised in PSURs &
other periodic regulatory
reports (GVP V & VII)

« Safety information to be [—
notified as Emerging Safety
Issue if applicable (GVP IX)

« Any additional national
obligations to be followed

A
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Qualification of Novel Methodologies

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

 ...on the regulatory validity and acceptability of

a specific use of a proposed method in R&D L0 November 2014 s
context (in non-clinical and clinical studies) Revon 2 January 2014

Revision 3: November 2014’
Scientific Advice Working Party of CHMP

» Voluntary, scientific pathway for innovative

methods or drug development tools (e.g. Qualification of novel methodologies for drug
biomarkers) not yet integrated in the drug development: guidance to applicants
development and clinical management
paradigm
Agreed by SAWP 27 February 2008
° One procedure W|th tWO OutcomeS: Adoption by CHMP for release for consultation 24 April 2008
Qual |ﬂcat|0n AdVICe, O R End of consultation (deadline for comments) 30 June 2008
Final Agreed by CHMP 22 January 2009

Qualification Opinion

Long-term benefits from EMA perspective: Speed-up the time to regulatory acceptance
of novel approaches and time to new marketing authorisations, improve public health

http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004201.pdf
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Registry Qualification Procedures

Qualified l‘

- Enroll-HD (a Huntington’s disease patient registry)

- Cellular therapy module of the European Society for Blood & Marrow
Transplantation (EBMT) Registry

- European Cystic Fibrosis Society Patient Registry (ECFSPR)

Letter of Support
-  TREAT-NMD Core Dataset for Spinal Muscular Atrophy l‘
- Big MS Data Network (BMSD)

Various other registries got advice only

Classified as public by the European Medicines Agency



Registry qualification procedures

Most common proposals
- Post authorisation safety studies

Most common issues

- Data quality ; e.g., source data verification,
how guaranteed?

- Data elements — ‘need to have’ and
‘nice to have’

- Comedication / safety data (AEs — SAEs)

- Access to individual patient data

Proof of concept study

- Feasibility

- Missingness

https://doi.org/10.1007/s40264-021-01081-z

Classified as public by the European Medicines Agency
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Data Analysis and Real-World

Interrogation Network - DARWIN EU®

DARWIN EU is a federated network of data, expertise and services

Data Source

EMA
Sdientific Committees

European
Health Data
Space
Data Permit
Authority

i -
> Data Partner
s
Data Source
" "N A
i Coordination
Center Data Source
L y
Direct
Data Partners
Data Partner
" Data Partner
il
Data Partner
Data Source
parwIN 4
U
3. Auriz inical
1. dinical Practice %  Informatics at
Research Datalink o Hospital Distrier of
(CPRD AURUM) e Southwest Finland
2 dinical Practics —
AL Research Datalink
A i ETTE—
3. University College ot ————""" 10, University of Tartu
Londan (Biobank) _‘_7—*—* {Biobank)
4, IQVIABelgium . 11, Integrated Primary
Longitudinal Patient . Care Information
Data _‘\_‘t 12. Netherlands
g Comprehensive
g Cancer Organisation
e 7 s A
- — .
e - SRS ey
X . N J Disease Analyser
<a href="https://nl.freepik.com/vectoren/achtergrond">Achtergrond vector gemaakt door brgfx - nl.freepik.com</a> ® gty
7. IDIARIGo|
8. Parc Salut M; 14, IQVIAUS Open
Earcalans, Haurspital ~26 million EU patients zims
25 del Mar (IMIM) ~37 millien European patients (incl. UK) 15, IQMAUS Charge
Detail Master
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EUROPEAN MEDICINES AGENCY

Demand

Three main areas of committees decision-making for which
RWE can be requested

Support the planning &

Use case lidity of li t Understand clinical Investigate associations
objective validity ot applican context and impact
studies
Design and feasibility of Disease epidemiolo Effectiveness and safety
planned studies P 9y studies
Use case
category
Representativeness and i .
validity of completed studies Clinical management Impact of regulatory actions
Drug utilisation
23

Registries could contribute at all these levels



Evidence continuum from trial to RWD

Randomized, Nonrandomized,
Interventional Study Interventional Study
Traditional randomized trial Trial in clinical practice settings,
using RWD in planning with pragmatic elements Externally controlled trial
RWD used to assess enrollment Selected outcomes identified using, Single-group trial with
criteria and trial feasibility e.g., health records data, claims external control group
data, or data from digital health derived from RWD
RWD used to support selection technologies

of trial sites
RCT conducted using, e.g., electronic
case report forms for health records
data or claims data

Nonrandomized,
Noninterventional Study

Observational study
Cohort study
Case—control study

Case—crossover study

H Generation of RWE

Increasing reliance on RWD

Reliance on RWD in Representative Types of Study Design.
RCT denotes randomized, controlled trial; RWD real-world data; and RWE real-world evidence.

Concato NEJM 2022 DOI: 10.1056/NEJMp2200089
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Evidence continuum from trial to RWD

Randomized, Nonrandomized, Nonrandomized,
Interventional Study Interventional Study Noninterventional Study
Traditional randomized trial Trial in clinical practice settings,
using RWD in planning with pragmatic elements Externally controlled trial Observational study
RWD used to assess enrollment Selected outcomes identified using, Single-group trial with Cohort study
criteria and trial feasibility e.g., health records data, claims external control group
data, or data from digital health derived from RWD Case—control study
RWD used to support selection technologies
of trial sites Case—crossover study
RCT conducted using, e.g., electronic
case report forms for health records
data or claims data
Generation of RWE
Increasing reliance on RWD
Reliance on RWD in Representative Types of Study Design. Re gISt ry_b ased RCT

RCT denotes randomized, controlled trial; RWD real-world data; and RWE real-world evidence.

. Clinical registry with Patient Follow-up of Patient
Concato NEJM 2022 DOI: 10'1056/N EJMp2200089 measures of patient Subgroup Outcomes using

baseline Selection & Patient Registry

characteristics Randomization

(Clinical Trials Transformative Initiative)
https://www.ctti-clinicaltrials.org/projects/registry-trials
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European Commission

- Establish value of registry-based RWD in augmenting RCTs

- Enable more effective and ethical use of reg

istry data to support patient-

centered regulatory and health technology assessment decision-making

\

Randomised
controlled trial
(RCT)

N\

Health technology assessors/Regulators
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Registry qualification procedures — take home

Evidentiary standards for regulators are not changed
But, evidence may be derived from multiple data sources

Electronic Health Records show great promise, but curated

patient registries have (currently) added value [access, governance,
more structured outcomes, PROs]

Qualification:

Core data elements & quality (defined)

Timeliness

Access

Challenges — safety data collection, timeliness, recruitment/feasibility
of registry-based study/ies

Classified as public by the European Medicines Agency
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