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These slides are copyright of the European Medicines Agency.
Reproduction is permitted provided the source is acknowledged.

The presenter does not have any conflict of interest.

The views expressed in this presentation are personal views and may not be 
understood or quoted as being made on behalf of, or reflecting the position of the 
European Medicines Agency or one of its committees or working parties.
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HTAs & Regulators – different questions, 
different but integrated evidence needs
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Different (core) questions for different decision-makers

Eichler HG et al. Nat Rev Drug Disc 2010
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“Traditional” priority assessment focus between regulatory and HTA/payers

Priority focus area of regulatory agencies

Priority focus areas of HTA agencies/reimbursement agencies

Measure of
adverse effects

Measure of effect under ideal 
conditions

Measure of effect under “real 
life” conditions

Relationships between costs 
and benefits

Whether health system can 
pay for it

Safety Efficacy (Relative) Effectiveness Efficiency Affordability
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HTA regulation
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Relative effectiveness

Costs 
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HTA regulation
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Relative effectiveness

Costs 
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9https://health.ec.europa.eu/latest-updates/factsheet-implementation-hta-regulation-2023-10-05_en
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Collaboration with EMA under 
the HTA Regulation*

Joint Scientific 
Consultation (Art 

16-18, 20)

Joint Clinical Assessment 
(Art 7, 15)

Identification of 
emerging 

technologies / 
contribute to work 

plan 
(Art 6, 22)

Note: “Joint” refers 
to collaborative 
work amongst HTA 
bodies

Further details through 
Implementing Acts

to be adopted by the EC (Art 15, 20)

* Regulation (EU) 
2021/2282, entered into 
force in Jan 2022 and 
applies as of Jan 2025

10

https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:32021R2282
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:32021R2282
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CHMP: data driven decision making  
leading to indication 

11

HTAs: defining scope first via PICO 
exercise – which then defines the 
evidence to be submitted for assessment 
by HTAs
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Collaboration under HTA Regulation

Regulatory/HTA collaboration: 
on a scientific/technical level (i.e. not policy/economics))

Guided by: 
Ambition to enable the generation of evidence that can answer different questions 

for benefit/risk assessment and relative effectiveness assessment, 
respectively. 

Regulator's role is to providing choices to health care systems

12
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Synergy through alignment of evidence generation plans

Starting point: Regulators and HTAs 

• answer different questions 

• have different requirements in terms of evidence

Regulators are providing choices to healthcare systems

Aim: decision makers come together early to discuss 

• the planned development including populations / comparators / design of 
trial / endpoints

• the requirements for post-licensing evidence generation

Expectation: Optimised evidence generation plan → improve access for 
patients

13
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Understand the 
clinical context 

Support the 
planning and 

validity

21

Investigate 
associations and 
impact

3

14

Design and feasibility of 
planned studies

Representativeness and 
validity of completed 

studies

Disease epidemiology

Clinical management

Drug utilisation

Effectiveness and safety 
studies

Impact of regulatory 
actions

3 areas where RWE can support regulatory decision-making
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Who delivers RWE for regulatory purposes in the EU?

15
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Use-case  - Paediatric extrapolation framework & how RWE could support

1. Key areas of paediatric extrapolation 
and how they might map to RWE 
research questions

 Disease similarity
 Response to treatment
 Pharmacology

2. The type of evidence that could be 
generated

16
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1) Disease similarity

18

2) Response to treatment 3) Pharmacology

Population level analysis 
(e.g. prevalence, incidence)

Patient level analysis 
(e.g. characterisation, natural history studies)

Complex studies 
(e.g. aetiological/RWE 

controls)

A challenging area currently
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Tools to optimise data quality, discoverability and 
assessment of relevance
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EU’s current framework to 

unlock value, enable use 

of Real-World Data 

(RWD) and facilitate 

integration into regulatory 

decision-making

EMA/HMA Big Data Initiative

Big Data Steering Group 

workplan (BDSG)

https://www.ema.europa.eu/en/about-us/how-we-work/big-data
https://www.ema.europa.eu/documents/work-programme/workplan-2022-2025-hma/ema-joint-big-data-steering-group_en.pdf
https://www.ema.europa.eu/documents/work-programme/workplan-2022-2025-hma/ema-joint-big-data-steering-group_en.pdf
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Data Quality Framework for EU Medicines regulation

 Enables standardised approach for DQ across all data sources

 Improves consistency in the evaluation of the quality of data used

 Supports trust of stakeholders in the data underpinning regulatory decisions

 Facilitates a more systematic use of data for decision-making on medicines

Objectives (publication link here)

 Provides general considerations for 

describing, characterising and assessing 

data quality for decision-making 

 Outlines data (sub-)dimensions and metrics

Watch out !

Imminent public 
consultation on a 

Chapter dedicated to 
RWD

https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/data-quality-framework-eu-medicines-regulation_en.pdf
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RELIABILITY

Are data correct 
and 

representing 
what is meant 
to represent? 

EXTENSIVENESS

How much data 
are there? 

COHERENCE

Can data be 
analysed as a 

whole? 

TIMELINESS

Are data 
available at 

the right time, 
and 

acceptable up 
to date? 

RELEVANCE*

Is this the 
kind of data I 

need? 

*Suitability to a research question

Data Quality Framework: Main dimensions
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Dimension Metric category Example metrics Example

Reliability

Plausibility checks
% of records where logical 
constraints between values is in 
line with expectations

For X% of records, discharge date happens 
before admission date

Checks on dataset 
descriptors

% of variables/datasets that are 
based on imputation or derivation

End of treatment date is derived for X% of 
patients from treatment start date and 
treatment cycle length

Extensiveness Comparison to other 
datasets

Relative percentage of records for 
which a variable is missing with 
respect to a trusted source of 
knowledge

X% of patients with missing date of diagnosis 
in a diabetes database, compared to a National 
and institutionally validated diabetes registry

Coherence Conformance check
For relevant variables, % of records 
where data values conform to 
allowable values or ranges

X% of records have sex with one of the 3 
allowable values “M”, “F”, or “U”.

Timeliness Objective dataset 
assessment

Average time of updates in a 
database

Timestamps indicate patient records are 
updated on average every 3 months (after 
hospital visit) 

Example of metrics
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Assessment of relevance of RWD sources

• Difficult to pre-specify thresholds or minimum criteria for data acceptance  depends on the type of 
study, disease-dependent / analysis-dependent factors, and other factors e.g., lack of other RWD sources 
impacting on setting acceptability thresholds

26

Does the dataset capture key data elements to address a research question in a 
reliable, coherent and timely way; are the number of patients and follow‐up time 
sufficient to demonstrate the impact of the intervention/determinant under investigation

What do I want to study? 

First: identify the 

scientific question(s)

Planning to conduct a study

Then: Feasibility assessment  

evaluation of the fitness for 

purpose of the dataset for a specific 

question

Very important: Early dialogue with all 
relevant stakeholders 
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LINK

LINK

Various tools exist to assess relevance

SPIFD1, 
SPIFD2

And others….

https://www.eunethta.eu/request-tool-and-its-vision-paper/
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-registry-based-studies_en.pdf-0
https://ascpt.onlinelibrary.wiley.com/doi/10.1002/cpt.2466
https://pubmed.ncbi.nlm.nih.gov/36871138/
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https://catalogues.ema.europa.eu/ 

Launched 15th February 2024

But how can we identify RWD sources? 

https://catalogues.ema.europa.eu/
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HMA-EMA Catalogues of real-world data sources & studies

• Enhance discoverability and evaluation of data sources and 
studies -> facilitating the use of RWD sources, ultimately supporting 
evidence-based regulatory decision-making

• Link RWD sources and studies which can support study design, 
protocol evaluation, and results interpretation

• Facilitate collaboration and research

• Promote transparency in observational research and reduce 
publication bias by making publicly available metadata on non-
interventional studies

• Promotion of good practices aligning with 'FAIR' data principles for 
Findable, Accessible, Interoperable, and Reusable data

• Respond to the DARWIN EU open call to become a DARWIN data 
partner via the Catalogues

• Free access via the Catalogues webpage, hosted on EMA public website

Data Sources

Studies

Networks

Institutions

List of metadata for Real World 
Data catalogues defining:

https://www.ema.europa.eu/en/documents/other/list-metadata-real-world-data-catalogues_en.pdf
https://www.ema.europa.eu/en/documents/other/list-metadata-real-world-data-catalogues_en.pdf
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Example

Currently 3 medicinal products authorised 

for the treatment of SMA
• Zolgensma (onasemnogene abeparvovec)

• Spinraza (nusinersen)

• Evrysdi (risdiplam)

30

https://catalogues.ema.europa.eu/node/3582/administrative-details

As diagnosis and treatments are changing quickly, we need to better understand 

• The natural history and progression of SMA disease

• Standards of diagnosis and clinical care

• The impact of the disease modifying therapies

Study design: Non-interventional retrospective cohort study using European registries of TREAT-NMD

https://catalogues.ema.europa.eu/node/3582/administrative-details
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(1) Study concept -> 
operationalize minimal criteria 

and rank data

(2) Identify and narrow down 
registries options

(3) Conduct feasibility 
assessment *

Pre-feasibility: Contact of European SMA 

registries identified through TREAT-NMD network. 

Feasibility : Preselected registries received the 

feasibility questionnaire. 

Questionnaire with a medical leader in 

SMA to define key variables needed (age, 

type of SMA, medications, disease 

characteristics, disease outcomes, …)

Quantitative and qualitative assessment: 

● Qualitative: administrative info, quality 

requirements (SOP, data cleaning, audit…)

● Quantitative : completeness of variables 

Guidelines used for questionnaire 

construction: 

● EMA Guideline on registry-based studies (2021)

● EUnetHTA - REQueST tool (2019)

● FAIR Guiding Principles (Wilkinson et al, 2016)

Identification of fit-for-purpose registries for the SMA study  

*SPIFD: Structured process for identifying 
fit-for-purpose data (Gatto et al., 2022)

https://www.ema.europa.eu/en/guideline-registry-based-studies-scientific-guideline
https://www.eunethta.eu/request-tool-and-its-vision-paper/
https://www.eunethta.eu/request-tool-and-its-vision-paper/
https://www.go-fair.org/fair-principles/
https://www.nature.com/articles/sdata201618
https://ascpt.onlinelibrary.wiley.com/doi/full/10.1002/cpt.2466
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● Across the Treat-NMD network, all active registries within the EEA 

region were contacted for pre-feasibility assessment (17 

registries): Belgium, Bulgaria, Croatia, Poland, Denmark, Hungary, 

Latvia, Slovenia, Turkey, Georgia, Ukraine, Spain, Switzerland, UK & 

Ireland, Czech Republic & Slovakia, Germany & Austria, Sweden

● Outside the TREAT-NMD network: France and Italy registries were 

contacted

Countries contacted for feasibility versus final selection

+Turkey, 
Georgia 

Registries selected after feasibility assessment (7 registries 

including 3 clinicians and 4 patients led across 9 countries): 

Belgium, Spain, Switzerland*, UK & Ireland, Czech Republic & Slovakia, 

Germany & Austria, Sweden

* Switzerland was finally not included in the study due to lag time in 

contracting process and data sharing.
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EMA interactions across the medicine life cycle

Scientific Advice 
(SA) / Protocol 
Assistance (PA)

ATMP 
classification
& certificationOrphan Drug 

Designation

Qualification of 
novel 

methodologies

PRIority MEdicines 
(PRIME 

designation)

Dedicated academia 
entry point

HTA

EU Health 
Technology 
Assessment 

(HTA)

Paediatric 
Investigation 

Plan (PIP)

Submission of 
Marketing 

Authorization 
Application

Dedicated entry 
point for small, 
medium-sized 

enterprises (SMEs)
SME office

Innovation Task 
Force (ITF) & 

European Innovation 
Network (EU-IN)

33

Post-
authorization 

activities

Parallel consultation 
(EMA/HTA bodies)

Reference: Supporting innovation | European Medicines Agency (EMA) (europa.eu)

https://www.ema.europa.eu/en/human-regulatory-overview/research-development/supporting-innovation
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Conclusion

 HTA and regulators have different roles/mandates, different research questions, but still require the same 

high quality of data to generate evidence needed to inform decision-making

 RWD/RWE are valuable and have a crucial role in bridging the gap between clinical research and practice

 There are challenges, but tools exist to help address them (e.g., DQF, constellation of guidance documents, 

planning phase: catalogues, feasibility assessment)

 Early dialogues with all relevant stakeholders -  to be continued throughout lifecycle of medicines (e.g. JSC, 

JCA, different interaction pathways with EMA/HTA…)

34
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Thank you!

Contact us at denise.umuhire@ema.europa.eu & kelly.plueschke@ema.Europa.eu   

Official address  Domenico Scarlattilaan 6  ●  1083 HS Amsterdam  ●  The Netherlands
Address for visits and deliveries  Refer to www.ema.europa.eu/how-to-find-us
Send us a question  Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000

Further information

Follow us on    @EMA_News

mailto:denise.umuhire@ema.europa.eu
mailto:kelly.plueschke@ema.Europa.eu

