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Real-world evidence – essence and application

RWE derive from RWD Variety of definitions

Importance and benefits

1) Complimentary evidence by filling knowledge 
gaps;
2) Improved decision-making;

3) Provides information about epidemiology, 
current therapies, outcomes in real practice.

Application 

1) Product development;

2) Clinical and diagnostic decision making;
3) Reimbursement, regulatory decisions;

4) In pharmacovigilance.

“data used for decision-making that are not collected in conventional RCTs” 
ISPOR, 2007
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8. Real-world evidence provided by EMA. Available from: https://www.ema.europa.eu/en/documents/other/guide-real-world-evidence-provided-ema-support-regulatory-decision-making_en.pdf 

https://www.ispor.org/docs/default-source/strategic-initiatives/pfizer-bms-ispor-infographic_final.pdf?sfvrsn=a7413b04_0
https://www.ema.europa.eu/en/documents/other/guide-real-world-evidence-provided-ema-support-regulatory-decision-making_en.pdf


What “happens” with RWD/RWE in the EU?

DARWIN-EU: 
✓ Coordination center to provide evidence from real world healthcare 

databases;
✓ Better exchange and access to healthcare  data;
✓ Collecting, accessing, standardizing, analyzing data, interpreting results 

and supporting HCDM;
✓ 2 RWD studies → HTA and payer organizations (1 completed for MM and 

1 ongoing for LC)

1. Data Analysis and Real World Interrogation Network (DARWIN EU). Available from: https://www.ema.europa.eu/en/about-us/how-we-work/big-data/real-world-evidence/data-
analysis-real-world-interrogation-network-darwin-eu

2. DARWIN EU. Official website. Available from: https://www.darwin-eu.org/index.php 
3. RWE. Available from: https://www.ema.europa.eu/en/about-us/how-we-work/big-data/real-world-evidence#use-of-real-world-evidence-68332 
4. Reflection Paper. Available from: https://www.ema.europa.eu/en/reflection-paper-use-real-world-data-non-interventional-studies-generate-real-world-evidence-scientific-guideline 

REAL-WORLD EVIDENCE STUDIES:
✓ Why? – collect data for prevalence, incidence, treatment patterns, 

adverse events, effectiveness data etc. 
✓ Demand? – National competent authorities, EMA staff, assessors;
✓ Supply? – in-house; DARWIN EU, framework contract.

https://www.ema.europa.eu/en/about-us/how-we-work/big-data/real-world-evidence/data-analysis-real-world-interrogation-network-darwin-eu
https://www.ema.europa.eu/en/about-us/how-we-work/big-data/real-world-evidence/data-analysis-real-world-interrogation-network-darwin-eu
https://www.darwin-eu.org/index.php
https://www.ema.europa.eu/en/about-us/how-we-work/big-data/real-world-evidence
https://www.ema.europa.eu/en/reflection-paper-use-real-world-data-non-interventional-studies-generate-real-world-evidence-scientific-guideline
https://www.ema.europa.eu/en/reflection-paper-use-real-world-data-non-interventional-studies-generate-real-world-evidence-scientific-guideline


Health technology assessment – recent regulatory amendments 

What is HTA?

Components of HTA: 
Assessment (scientific part) + Appraisal (regulation)

Legislative framework: Regulation 2021/2282 on HTA

(1) To include observational studies based on RWD;
(2) Voluntary cooperation on HTA to provide RWE;

(3) Link between the IT platforms related to RWD.

→ Effective cooperation between EU Member 
States;

→ Common tools, methodologies and 
procedures for HTA throughout the EU;

→ Joint clinical evaluations, scientific 
consultations, identification of new HT, 
voluntary cooperation.



Where, how and why to use RWE for the purposes of HTA?

New health technology

Improve patients 
access to innovations 

across the EU

Increase cooperation 
between EU 

countries

Efficient use of 
resources and better 

quality of HTAs

Regulation on HTA

EU-level JCAs
Centralized, objective 

and standardized 
evaluation

PICO JCA dossier+
(1) Practical Guideline for Quantitative Evidence Synthesis: Direct and 

Indirect Comparisons
(2) Methodological Guideline for Quantitative Evidence Synthesis: Direct 

and Indirect Comparisons

Economic/ethical and social 
evaluation

National-based

(1) National Recommendations and guidelines on how to assess cost-
effectiveness, budget impact and other relevant aspects of the new 
health technology.

Cost-outcomes 
analysis

Budget impact 
analysis

Moral/ethical/social 
considerations1) Collect RWD from early access schemes → 

additional/supporting information;
2) Studies conducted after MA;
3) Patients registries and other administrative 

records; 
4) Framework provided by the regulatory authorities;
5) Digital technologies and AI.

How to generate RWE?

https://health.ec.europa.eu/latest-updates/practical-guideline-quantitative-evidence-synthesis-direct-and-indirect-comparisons-2024-03-25_en
https://health.ec.europa.eu/latest-updates/practical-guideline-quantitative-evidence-synthesis-direct-and-indirect-comparisons-2024-03-25_en
https://health.ec.europa.eu/latest-updates/methodological-guideline-quantitative-evidence-synthesis-direct-and-indirect-comparisons-2024-03-25_en
https://health.ec.europa.eu/latest-updates/methodological-guideline-quantitative-evidence-synthesis-direct-and-indirect-comparisons-2024-03-25_en


Can we and do we use RWD/RWE in HTA?

Can we? Do we?

Digitalization → more registries and AI-
technologies

Yes Different levels in different 
countries

Improvement in the regulatory framework Yes Efforts within the EU and at the 
local level

Collaboration between countries through various 
initiatives and scientific programs

Yes Yes at some extent

Education and round tables for HTA agencies Yes Yes at some extent

Policy network initiatives dedicated to RWE in HTA Yes Yes 

Guidelines for RWE in HTA Yes Different in different countries

Nowadays, we have the expert knowledge and technological capacity to integrate RWD/RWE into HTA.

What we need now is the will and the dedication to make it happen!



Experience from the HTx 
project 
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