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Enabling use & establishing the value of RWE

Facilitating access PERSPECTIVE
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https://www.ema.europa.eu/en/documents/other/european-medicines-agencies-network-strategy-2025-protecting-public-health-time-rapid-change_en.pdf
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Big Data Steering Group workplan 2022-2025

I DARWIN EU
Framework - to enable I Data quality & representativeness i |
use of data and facilitate | pata discoverabily ’ i
its integration into B U network siils e —— i
regulatory decision ! = Networl processes ST
L. |

maklng EU Network processes

Reports on pilot studies on the use of real world evidence (RWE) by
EMA scientific committees will be published incrementally and
concluded in 2025 with a report on RWE in regulatory
decision-making. A portfolio of RWE use cases will be published to
support uptake of RWE by the ERMN.

2023 - 2025 Develop portfolio of use cases for use by EMRN
Q1 2023 Publish COMP and PDCO pilot reports

Q3 2023 Publish official glossary (v-)

Q3 2023 Publish use cases

Q1 2024 Publish EU network RWE processes overview (v-) . -

[ verermary recommenaaons-

+3
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Demand: RWE use across the medicinal product lifecycle

Pre-authorisation Evaluation Post-authorisation
: : .
. Post-marketing
. Marketing .
Orphan s . Paediatric e surveillance and
designation Sclentificiadvice investigation plan agthtl)igzgggn further
PP development
COMP SAWP (CHMP/CAT) PDCO CHMP/CAT | PRAC PRAC | CMDh | CHMP/CAT

S O o6 o o
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Demand: Three main areas for which RWD analyses can
support committees' decision-making

Support the planning

Understand the clinical Investigate

context

associations and
impact

and validity of
applicant studies

Design and feasibility of Disease epidemiology Effectiveness and safety
planned studies studies

Clinical management

Representativeness and

o . Impact of regulatory actions
validity of completed studies Drug utilisation g reguiatory act
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Supply: Real-world evidence

EMA Medicine developers

+ Performs studies using
in-house databases

e Submit RWE/RWD to inform the
safety of medicines and to support
efficacy/effectiveness claims

» Procures studies through EMA
framework contracts

« Conducts studies via DARWIN EU

Independent academia

NCAs :
RWE generation / Patients associations

« Direct access to national data sources e.g. Perform independent studies (ideally

DKMA (Danish registries), ANSM (SNDS - - .
¢ registered in the EU PAS Register - study
database), AEMPS (BIFAP database) protocol and report)

« EHDS Regulation foresees
that national Health Data
Access Bodies will facilitate
access to national datasets

Participate in consortia
involved in studies carried out
via EMA framework contractors
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Review of RWD studies: Introduction &
objectives
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Review published on Friday, June 23™: Press release

Big data | European Medicines Agency (europa.eu)

Use of real-world evidence (new)

New: A report is available on EMA's experience in using real-world Infoshet
Review: real-world ‘a
data studi —

evidence to support regulatory decision-making.

EAEAN MEDICINES ACERS

Real-world evidence It is based on studies EMA conducted between September 2021 and —
B Teaory Support February 2023, which focused on medicine safety, medicine use, disease =
epidemiology, design and feasibility of clinical trials and clinical

decision-making

T

management.

A list of research topics and a portfolio of use cases are also available.



Use of real-world evidence in regulatory decision making – EMA publishes review of its studies | European Medicines Agency (europa.eu)
https://www.ema.europa.eu/en/about-us/how-we-work/big-data

Focus on studies conducted in addition to those [T I b le
performed in response to the COVID-19 public

health emergency and the Pharmacovigilance

Objectives of the review impact strategy.

Take stock of the experience with regulatory-led RWD studies and evaluate the
opportunities and challenges in supporting regulatory decision making

2. Suitability of data 3. Process for RWE
1. RWE needs Y .
sources studies
Understand: Understand: Review the process for:
+ the needs for RWE of CxMP + the suitability of available « receiving study requests,
and SAWP; RWD sources and proactively offering and
. the ability and capacity of pathways; conducting RWE studies;
the current RWE framework + the methodological * identify opportunities for
to respond to these needs; challenges of data improvements.
D e e e G e BTE collection, study design and
reporting.

provided.


https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/covid-19-public-health-emergency-international-concern-2020-23/monitoring-covid-19-medicines#observational-research-section
https://www.ema.europa.eu/en/human-regulatory/overview/pharmacovigilance-overviewmeasuring-the-impact-of-pharmacovigilance-activities-(updated)-section
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RWE pilots

,7 Reporting period: Sep 2021 - Feb 2023 —|

| |
2021 2022 1 2023
Q4 Q1 Q2 Q3 U I Q Q2 Q3 Q4
| . | X
PDCO* Proof-of-concept — Extended: end of DARWIN EU® year 2 (Feb 2024)
! 1 ! 1
! 1 ! 1
1 I 1 !
1 1 ) 1
1 1 1
: ; 5 ;
CMDh/NCAs Discussion on use cases ! ! Pilot?

HTA, payers, ECDC

! .

1

! Discussion on use cases: Workshop in Oct ‘22
1

PRAC*

establishment

First year of DARWIN EU® |

* RWE liaison groups consisting of 4-5
committee members support RWE
activities
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3 main pathways for generating RWE

DARWIN

SEUAT

EMA studies using in-house Studies procured through
DARWIN EU®
databases EMA FWCs
* Primary care health records * New framework contract + Coordination Centre launched

from the France, Germany, (FWC) since September 2021: February 2022
UK, Ita_ly, Spain and services of_8 research _ . Onboarded first 10 data
Romania organisations and academic

o2 partners

institutes

. Access to wide network of * First studies finalised

data sources: 59 data « Additional 10 data partners are
sources from 21 EU countries foreseen to be added each

« Ability to leverage external year for 2023 and 2024

scientific expertise

aRegulatory authorities also have access to national databases e.g., Nordic registries, SNDS, BIFAP, ...
11
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Main results — Overview of RWE studies

Research
topics

L

61

research topics

Studies

. Cow

Requested Offered

Ongoing
feasibility/
on hold

36 19

Not Feasible

27 3 l6—

Completed Ongoing Not accepted

24

In-house DARWIN EU®

Feasible

EU

13

s
Supportive No response (2),

Survey on
study impact '

Not used for
decision making

not applicable (3)
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Research topics by committees/requester

30 1

+ The majority of the
research topics emerged
in the context of scientific
assessments by the PRAC
and PDCO followed by
COMP and SAWP

10 « Research topics from PDCO
(8 out of 11), SAWP (2 out
of 5), and CMDh/NCA (2 out

. . of 3) were more often
unfeasible than for other

committees
PRAC PDCO COMP SAWP  CMDh/NCA  Other CHMP

20 A

Numbers of researched topics

m Feasible m Not feasible m Ongoing feasibility/On hold
14




Use case categories

Safety

Design and feasibility of future MAH/applicant studies
Drug utilisation

Clinical management

Diesease epidemiology

Impact of regulatory actions

Representativeness and validity of completed study

Effectiveness

B Feasible mNot feasible mOngoing feasibility/On hold

15

o

5

10 15
Number of research topics

20
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Majority of research topics
aimed at generating
evidence on safety of
medicines. Of these
studies, 81%(17/22) were
feasible.

No research topics were
identified to generate RWE
to inform
“representativeness and
validity of completed study”
and “effectiveness”



Reasons for unfeasibility of studies (19)

Exposure - not prescribed/authorised/marketed

Outcome - rare

Outcome - not recorded

Dictionary granularity

More databases requested for power and
representativeness

16

3]
0 2 4 6 8

Number of unfeasible research topics

10

EUROPEAN MEDICINES AGENCY

Due to time constraints linked to
the regulatory procedures DARWIN
EU® and FWC pathways not
considered for many of requests.

The most common reason for lack
of study feasibility was that the
medicinal product (class) of
interest was not prescribed in the
database setting or not
authorised/marketed in the
respective countries (42.1%)

* Lack of granularity in the information contained in the databases includes outcomes that
are poorly captured by the coding system, or insufficient information on prescribing, dose,

duration of use, and indication
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Comparing the RWE generation pathway

In-house databases

PANEUAT DARWIN EU®
Data sources used in studies “EU

(L

Framework contract

« In-house studies:

 Most studies used 2 to 4 databases
« DARWIN EU®:

« Data sources from 8 European countries were used in year 1 studies
+ At least 5 data sources (both primary and secondary care) used per study

« Framework contract:

« Ongoing study uses 8 registries (4 clinician-based and 4 patient-based) with data from
10 European countries.

17
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Conclusions — some of the main learnings

RWD studies were able to address broad range of research questions and supported
decision making for variety of regulatory contexts, especially in primary care setting.

Most studies performed in-house, as agile pathway best suited in 2022 for tight
procedural timelines/far advanced procedures - promise of DARWIN EU® growing in
capacity and agility.

All 3 RWE generation pathways important with different strengths and limitations.

Still many studies not feasible especially if conditions and medicines not in primary
care, or medicines not prescribed in country, rare diseases and in case of tight
procedural timelines.

Collaboration with Committee sponsors/requesters (especially via RWE liaison groups)

is key to ensure successful conduct of studies and implementation of RWE framework.
18



Main recommendations /Il

wmm Data sources!

wms’ Need for access to more diverse and
complementary data sources incl.
additional European countries & leverage '

complementary RWE pathways
O

(NCAs, external stakeholders)
/ \ 4
\
[ ]

¢

Regulatory context and timelines!

@

Explore possibilities for early
identification of RWE needs & to
accelerate RWE generation

Collaboration!

w@“ Interaction with decision-
makers (especially via RWE
liaison groups and EMA product
team/RWE community) essential

- continue & intensify

EUROPEAN MEDICINES AGENCY

Building capability & capacity!

Educational and knowledge
management tools needed

- Big Data Steering Group'’s
Pharmacoepidemiology curriculum

Use of RWE for decision-making!

Make available information on data
provenance, quality &
completeness to help interpretation
of study findings (fit-for-purpose)

- Awareness!

Promote possibility to request
RWE studies via RWE framework
and related processes (e.g. template
email and RWE@ema.europa.eu)

Processes!

Trigger systematic reflections of RWE
needs and further streamline processes

19
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Portfolio of use cases — Annex 2 Example:

Problem The PDCO received a request for a full PIP waiver in relation to a
statement product intended for the treatment of palmoplantar psoriasis on
the grounds that the disease does not occur in children. The PDCO
asked for a study to estimate the prevalence of the condition in
children in order to verify the applicant’s claim.

A portfolio of use cases for RWE is
available in the Annex 2. Use cases
are divided into the following three

categories Research The study aimed to describe the population level prevalence of
question palmoplantar and pustular psoriasis in children by age group
during the last 10 years.

The prevalence of palmoplantar psoriasis in the two age groups
(0-11 years and 12-17 vyears) was consistent across all the
databases used, and typically being around 2 per 100,000
persons. The trend for prevalence of palmoplantar psoriasis over
time in children seems to be stable or slightly increasing.

Understand the clinical
context

associations and
impact

Support the planning

Investigate
and validity of
applicant studies

The prevalence of pustular psoriasis was highly variable between
databases with no consistency between countries, age group or
across time. This is suggestive of variation in coding practice,
changes in diagnostic criteria or diagnostic coding.

Design and feasibility of Disease epidemiology Effectiveness and safety
planned studies studies

Clinical management

Representativeness and
_ _Pl' v ) Impact of regulatory actions - f i isi i
validity of completed studies Drug utilisation How was this The results informed PDCO and guided the decision making on the

useful? acceptability of a full product specific waiver for palmoplantar
psoriasis. The PDCO also appreciated the analysis of the limitations
of the RWE study which was helpful for the interpretation of the
results.

20
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Next steps

 Implement recommendations

» Learnings and recommendations will feed into the work of the BDSG and the
establishment of DARWIN EU®

« Pilot activities will continue until sufficient experience gained

« Review on RWE use in regulatory decision-making to be continued in coming years

22
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Data Analysis and Real World Interrogation

@] Network (DARWIN EU) | European Medicines

BIG DATA

HIGHLIGHTS

Agency (europa.eu)

Coordination Centre website: www.darwin-eu.org Editorial

The Methodology Working Party sets its first workplan

< " Chelstian Roes Kristin Karlsson
E | Chair, Methodology Vica-Chalr, Methodology
Working Party (MEB, Working Party (MPA,
& The Netheriands) Swedan)
L In "
M blished

rQrQ. For questions to the Coordination Centre, please
contact: enquiries@darwin-eu.org

Subscribe here to receive future issues

of the Big Data Highlights

23



https://www.ema.europa.eu/en/about-us/how-we-work/big-data/data-analysis-real-world-interrogation-network-darwin-eu
http://www.darwin-eu.org/
mailto:enquiries@darwin-eu.org
https://ec.europa.eu/newsroom/ema/user-subscriptions/3127/create
https://www.ema.europa.eu/en/documents/newsletter/big-data-highlights-issue-1_en.pdf
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Any questions?

Further information

Official address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands

Telephone +31 (0)88 781 6000
Send us a question Go to www.ema.europa.eu/contact

Follow us on % @EMA_News

24
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Big Data Workplan 2022-2025

DARWIN EU
Data quality & representativeness

Data discoverability

EU Network processes

Stakeholder engagement

Veterinary recommendations

26

EU Network processes

Reports on pilot studies on the use of real world evidence (RWE) by
EU Network skills EMA scientific committees will be published incrementally and
concluded in 2025 with a report on RWE in regulatory
decision-making. A portfolio of RWE use cases will be published to

Develop portfolio of use cases for use by EMREN
Publish COMP and PDCO pilot reports

Publish official glossary (v-)

Publish use cases

Publish EU network RWE processes overview (v-)

Network capability to analyse support uptake of RWE by the ERMN.
Delivery of expert advice
2023 - 2025
Governance framework Q1 2023
Q32 2023
International initiatives Q3 2023
Q1 2024
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Process for conducting RWE studies

Assess Agree on Review and Publish results

feasibility and approach and Condu:_:t discuss draft on EU PAS
analysis

triage study protocol report register

Requester uses study
results in decision
making & includes
relevant results in
assessment report

1
Close consultation
with the requester to
align on the
research question,

X
a Send request via emall
Demand RWE @ema.europa.eu

NCA / study objectives and P
Committee ® design. Q
" ah Requester is consulted =
rapporteur/ on study protocol Use results
Assessors/ l l
EMA staff

Q

bo— E LT

L ! t
Supply ® N .
py, | 2 2 all—B B[
D;g:;:;‘i/ Ll sy Draft ST Final Shared &
contract Rapporteur/assess report consulted on report published

or/ EMA staff Assess feasibility and
select pathway for
conducting study.
Outcome of feasibility
assessment/check is sent

to the requester

the (draft)
study report.

All studies are
published in the
EU PAS register

27
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RWE in the context of regulatory procedures

Requested studies (44)

« Majority of requests in the context of PIP and Waiver

15

applications
« Many were not linked to a specific procedure (category
‘other’)
PIP/Waiver
Other
PSUSA
Signal
Scientific... |IIEGzEIE
Referral [IZ
New OD
Maintainanc... IIEE
MAA
Type I1...IFH
0 5 10 )
Number of requested research topics
B Feasible mNot feasible mOngoing feasibility/On hold

28

Other
Referral

Scientific Advice
I T T T T 1

0 2 4 6 8 10
Number of offered research topics

m Accepted ® Not accepted ®m Ongoing feasibility/On hold

Offered studies (17)

Of the research topics offered, the majority were
identified through screening of new signals in the
PRAC agenda.

Four were not linked to procedures

599% of offered studies were accepted by
rapporteurs/lead member states
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