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Clinical evidence: drivers for change

• Slow speed and high cost of product 
development

• Burden of unmet medical need (incl. small 
pops)

• Changing policy environment (AI, EHDS, NPL)

• Opportunity of greater healthcare data access

• Opportunity of better study methods

• Opportunity of advanced analytics

• Pandemic showed new ways of working
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Generating clinical evidence: the shared vision 
towards 2030

1. Patient voice guides every step of the way
2. Evidence generation is planned and guided

by purpose, data, knowledge and expertise
3. Research question drives evidence choice

and embraces spectrum of data and
methods

4. Clinical trials remain core but are
smarter, better and faster

5. Real world evidence is enabled,
and its value is established

6. High transparency level underpins societal trust
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Research questions drive the choice of evidence 
generation

• Strengthening clinical evidence 
generation through optimal study 
design

• Supported by Scientific Advice

• Research questions best answered 
by:

- Experimental approach (clinical 
trials)

- Observations (non-interventional 
studies)

• Building on existing clinical 
research  frameworks
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Scientific Advice and R&D support

At the heart of better evidence 

generation

• Build on PRIME

• Strengthen

• Rationalize and simplify
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Key learnings from the PRIME analysis -
5-year experience

https://www.ema.europa.eu/en/documents/report/prime-analysis-first-5-years-experience_en.pdf
https://www.ema.europa.eu/en/documents/report/prime-analysis-first-5-years-experience_en.pdf
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Clinical Trials

• Ensuring effective implementation of the 
Clinical Trials Regulation (including 
improved CTIS)

• Aligning CT approval with scientific advice

• Multistakeholder platform, with an advisory 
group of stakeholder representatives

• Supporting non-commercial sponsors

• Enabling innovative approaches

• Establishing place of novel methods 
including RWE

• Delivering training

• Aligning internationally (including GCP)
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Aiming to accelerate change and innovation in clinical trials
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The continuum of evidence generation in 
regulatory decision making

RCTs mainstay of drug efficacy and safety information for regulators/HTAs

Value of RWD is increasingly acknowledged 

 Transform, accelerate and de-risk decision making

 Improve efficiency in design and conduct of trials

 Increase public health impact

Marketing Authorisation

 Contextualize study results

 Ensure generalisability of results to target population

Post-Authorisation

 Appreciate real-world value

 Long-term B/R balance Source:https://copperbowl.de/Chess-Pieces-Tier-List-Cape-Fear-Games-61289.html
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Use case example

Mandslay D et al. Comparative Analysis of Post-Authorization Measures for Advanced Medicinal Products Authorized in the European Union and in the United States of America Between 2009 and 2023. Clin Pharmacol Ther. 2024
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RWE use across the medicinal product lifecycle

Orphan 
designation Scientific advice Paediatric 

investigation plan
Marketing 

authorisation 
application

Post-
authorisation

Pre-authorisation Evaluation Post-authorisation

COMP
CHMP
SAWP
CAT

PDCO CHMP
CAT
PRAC

CHMP
PRAC
CAT

HMPC
CMDh

RWE
RWE

RWE

RWE

RWE
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Understand the 
clinical context 

Support the planning 
and validity

Investigate 
associations and 

impact
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Real-world evidence generation
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• Performs studies using 
in-house databases

• Procures studies through EMA 
framework contracts

• Conducts studies via DARWIN EU

Submit RWE/RWD to support 
efficacy/effectiveness claims

• Direct access to national data sources e.g.  
DKMA (Danish registries), ANSM (SNDS 
database), AEMPS (BIFAP database)

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

• Perform independent studies (ideally 
registered in the EU PAS Register - study 
protocol and report)

• Participate in consortia
involved in studies carried out via
EMA framework contractors

EMA Medicine developers

Independent academiaNCAs RWE generation
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What will DARWIN EU® do?

Conduct scientific studies and analyses on behalf of the EMRN and EMA 
scientific committees

Provide scientific expertise in formulating and executing studies and analyses

Maintain & expand the federated network of data partners, assisting new data 
holders in conforming with required standards for usage in regulatory context

Deliver training, governance, support of business services

Enable the EMRN, EMA and the scientific committees to make use of the 
EHDS in the context of medicines regulation, acting as EHDS ‘pathfinder’

In the next years, the use of RWE will have been enabled, and the value will have been 
established across the spectrum of regulatory use cases
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Real World Evidence

• Establish value across use cases

• Build business processes

• Set standards

• Enable access

• Validate methods

• Train

• Internationalise (build on ICMRA and ICH)
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By 2025 DARWIN EU will deliver 
More than 100 RWE studies annually
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2022 ICMRA RWE statement
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International collaboration and convergence

ICH M14 Guideline on non-
interventional 

pharmacoepidemiological 
studies for safety 

assessment of medicines  
Public consultation on draft 
guideline (Step 2) on-going, 

establishment Jan 2025

ICH Reflection Paper for convergence on RWE 
terminology, format of study protocols and reports, 

and study transparency

ICMRA Working Group on Real-World Evidence for Public Health 
Emergencies co-chaired by EMA & Health Canada, to facilitate 
international collaborations between interested regulatory agencies to 
proactively enhance the efficiency of critical responses in case of new PHEs 
through collaborative studies

ICMRA COVID-19 Real-World Evidence (RWE)
and Observational Studies Working Group

https://www.icmra.info/drupal/sites/default/files/2022-07/icmra_statement_on_rwe.pdf
https://www.ich.org/page/multidisciplinary-guidelines
https://www.ich.org/page/reflection-papers#7-1
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Big Data Steering Group Workplan 2023-2025
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Framework - to enable 
use of data and 
facilitate its integration 
into regulatory decision 
making 
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Artificial Intelligence

• In regulatory processes

• In clinical research

• In devices used in clinical practice

• Validate algorithms

• Establish processes

• Train

• Align internationally
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Working with HTA and Payers

• Pre-approval joint advice procedures are 
successful and highly valued by all 
stakeholders

• Information exchange at the time of 
regulatory decision is coming together: 
the EPAR can be further optimised

• Collaboration on post-licensing evidence 
generation requirements shows potential 
– pilots through DARWIN EU in 2023/4

Jansen et al. (valueinhealthjournal.com)
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https://www.valueinhealthjournal.com/article/S1098-3015(22)00104-8/pdf
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Pharmacovigilance

• Smarter collection and reporting of safety 

reports of suspected adverse reactions

• Measurement of on-market performance of key 

new medicines using RWE

• Improved engagement between regulators, 

patients and healthcare professionals to 

optimise risk minimisation
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Special Populations

• Neonates

• Children

• Pregnant women

• Breast feeding women

• Frail and very elderly

• Very small populations
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Planned, inclusive and expert use of the spectrum of data and methods can 
generate evidence for decision-making across populations

Source: bigstock 139255382 scaled
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Summary

We must seize the opportunity to get better medicines to patients faster

• Slow speed and high cost of product 
development leave unmet medical need

• Mandate for change from Network and 
Pharma strategies 

• We are on a journey, together with 
interested parties and guided by patients

• The big picture of evidence generation: 

− planned based on knowledge and expertise 
− embracing the spectrum of data and methods 
− New approaches enabled and validated

At the core of a successful MA dossier is always excellent clinical evidence
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Thank you for listening

Further information
See websites for contact details 

Heads of Medicines Agencies www.hma.eu 
European Medicines Agency www.ema.europa.eu  
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 Big Data webpage

 Big Data Highlights - resubscribe here

 EMA events

 Social media
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@EMA_News

Stay up to date

https://www.ema.europa.eu/en/about-us/how-we-work/big-data#hma/ema-big-data-steering-group-section
https://www.ema.europa.eu/en/about-us/how-we-work/big-data#progress-updates-section
https://ec.europa.eu/newsroom/ema/user-subscriptions/3127/create
https://www.ema.europa.eu/en/search/search/ema_editorial_content/ema_event?sort=field_ema_computed_date_field&order=desc
https://twitter.com/EMA_News?ref_src=twsrc%5Egoogle%7Ctwcamp%5Eserp%7Ctwgr%5Eauthor
https://www.linkedin.com/company/european-medicines-agency/
https://twitter.com/EMA_News?ref_src=twsrc%5Egoogle%7Ctwcamp%5Eserp%7Ctwgr%5Eauthor
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