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The future of European competitiveness: Report
by Mario Draghi
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Innovation in clinical evidence: drivers for change

« Slow speed and high cost of product
development
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« Burden of unmet medical need

« Changing policy environment: Al, EHDS,
NPL, Draghi report
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« Opportunity of greater healthcare data
access
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« Opportunity of better study methods
« Opportunity of advanced analytics

« Pandemic shows new ways of working
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Better Clinical Evidence

O

Patient voice guides every step of the way

Evidence generation is planned and guided
by purpose, data, knowledge and expertise

Research question drives evidence choice
and embraces spectrum of data and
methods

Clinical trials remain core but are
smarter, better and faster

Real world evidence is enabled,
and its value is established

High transparency level underpins societal trust

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Patients voice

Existing
knowledge /
gaps

Transparency

A

Clinical
evidence

Research
question

~N A
]

Evidence-based
decisions

Evidence generation

i
Real-world _ !  Clinical
evidence Trials

Classified as public by the European Medicines Agency



DARWIN EU® Data Analysis and Real-World Interrogation

Network

Federated network of data,
expertise and services that
supports better decision-
making throughout the product
lifecycle by generating valid
and reliable evidence from
real world healthcare data

FEDERATED NETWORK PRINCIPLES

« Data stays local

+ Use of Common Data Model (OMOP)
to perform studies in a timely manner
and increase consistency of results
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TASKS FOR EMA TO SUPPORT ETF WORK BASED ON NEW REGULATION
Monitoring medicines after
authorisation

Coordinate independent monitoring studies on use, effectiveness
and safety of medicines.

For vaccines targeting an emergency: new vaccines monitoring
platform (VMP) (EMA/ECDC), building on learnings from COVID-19

studies: - @

« Joint Advisory Board (NCAs/NITAGSs) established to discuss study \
protocols and results on safety and effectiveness of COVID-19 \/ Safety
vaccines

V/ Efficacy in

+ High level blueprint for the VMP agreed with ECDC real life use
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Mapping of clinical trials by disease area and region

(PRELIMINARY)

Count of Trials by Disease and Region

Clinical trials were mapped to WHO regions as

well as the disease areas neoplasms,
cardiovascular diseases, and infections

Disease areas were defined using Medical

Subject Headings
https://www.ncbi.nlm.nih.gov/mesh/

2018-2022
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https://www.ncbi.nlm.nih.gov/mesh/

In the pandemic,1000s of trials were low quality

-

Flanned enrolment Trial arms ™~

B Randomized, adequately powered
[ all other trial arms

Nat Rev Drug Discov . 2021 Apr;20(4):254-255. Bugin & Woodcock.
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Lesson learned from COVID-19 - UK RECOVERY TRIAL

1) Streamlined design

Focus on elements that are essential
to reliable estimation of central
guestion:

* Reality of participants

* Randomisation

* Follow-up completeness

» Safety of participants

* Analyses

Eliminate procedures that are
superfluous to central question.

One page Consent form
One page case record form

|

N [Min, Max] | Mean (SD) | Median [IQR]
48595 | [0, 89] 8.30(5.39) | 7[5, 10]

Large: >49,000 patients, >93,000 randomisations
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The case for pragmatic trials outside of emergencies

Many trials fail due Failure to enrol Cost and complexity
to bad design participants Is growing
exponentially
Just 5% of trial arms in 85% clinical trials fail
registered trials for to recruit to time and The Contract Resea rCh_
COVID-19 were target (and those that Orgar_uzatlon industry is
randomized and do, fail to adequately growing t;'!-f' 10%
sufficiently large to reflect the diversity of annually
achieve a meaningful the affected population) "
result @ - ;
@ 5 /
S s 7”
Just 15% of international cardiovascular treatment guidelines are a 12: /
based on good evidence from Randomized Clinical Trials © % 10 //_/
i —
o -
# Bugin, Woodcock Nat Review Drug Discoy 2021; PMID: 33633370 1950 2000 2010 2020

b Roberts et al Cancer 20716; PMID: 27018651
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S oo
Regulatory approval of CTs in the EU during Public
Health Emergencies

A number of possible actions were discussed, for example:

Setting up an EU level cooperation mechanism between ethics committees, open to all MS.

Pre-submission assessment and consultations of specific (individual) clinical trials with Ethics
committees with expertise in the subject matter together with proposed Reference Member
State (RMS)

Continue with the ETF role as one stop shop forum to coordinate clinical trial protocol review
with RMS, CTCG and Ethics Committees

Continue to resolve issues and improve the features of CTIS to enable the necessary agility for
public health emergency clinical trials.

Coordination mechanism through HERA to enable rapid funding of large multinational clinical
trials
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Accelerating Clinical Trials in the EU (ACT EU)

ACT EU is business change initiative led by the EMRN to transform the EU clinical
research environment in support of medical innovation and better patient outcomes.
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CTR

implementation

IS

eSponsor surveys
eTransition CTD to
CTR

eIncreased
transparency

Support to non-

commercial
sponsors

eMapping support
eDefinitions
eRegulatory support
eFunding
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Multi-stakeholder
platform

eStakeholder advisory
group

eMulti-stakeholder
events

eConsultations

Priorities for 2023-2024

Scientific advice

eMapping
eConsolidated SA pilot
CTA/MAA
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CTs in public

health
emergencies
eIncreased
collaboration

eFit-for- purpose
regulatory flexibilities
ePHE CTA package

See ACT EU website for more information


https://accelerating-clinical-trials.europa.eu/index_en

Take home message

Bigger, better and faster clinical trials:
- Infrastructure for international clinical trials

- Cooperation among Ethics Committees and
Regulatory Agencies in the EU and globally

- Enhance flexibility and reduce bureaucracy
- Rapid approvals during emergencies

Role of RWE to complement clinical trials

-  DARWIN EU
- Vaccines Monitoring Platform
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Latest updates on ETF on EMA’s corporate

website: Emergency Task Force (ETF) | European Medicines Agency (europa.eu)
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European Medicines Agency Emergency Task Force (ETF)

The Emergency Task Force (ETF) is an advisory and support bedy that handles regulatory
activities in preparation for and during a public-health emergency, such as a pandemic.

The European Medicines Agency (EMA) established the ETF in accordance with the Regulation on EMA's
Reinforced Role (Regulation (EU) 2022/123) (2

X B

Marco.Cavaleri@ema.europa.eu

The ETF took over the activities of the COVID-19 EMA Pandemic Task Force that EMA convened in March
2020 to address the COVID-19 pandemic. The Regulatien made the group permanent and entrusted it
with an important role in crisis preparedness.

For more infermation, see Crisis preparedness and management.

Responsibilities of the ETF

The ETF is responsible for the following activities in preparation for and during a public-health
emergency:

Providing scientific advice to developers of medicines that could address the public-health

EudraVigilance Expert
Working Group emergency

Reviewing scientific data on these medicines, including data requested from their developers
Engaging in preliminary discussions with these developers and providing them with feedback

Medicines Shortages Single

Point of Contact (SPOC) on how to best develop their medicines

Working Party . i : i
Offering scientific support to facilitate

Sunnartina tha wark nf EMA’e srianti

the EU for the most promising medicines

waliiatina annlicatinne far antharication of
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https://www.ema.europa.eu/en/committees/working-parties-other-groups/emergency-task-force-etf
https://twitter.com/EMA_News
https://www.linkedin.com/company/european-medicines-agency/
https://www.ema.europa.eu/en/
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