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Principles

Highly innovative technologies often have immature 
clinical evidence (and high prices)

Potential for Real World Evidence (RWE)  
- to fill gaps in clinical development, and/or 
- resolve uncertainties post-launch?

Can requirements be aligned across stakeholders and 
health jurisdictions/payers?

Payer-Led Multi-Stakeholder Learning Network 
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Continue building the European Health Union

1) Regulatory 2) Political

Protection of 
vulnerable people 

in the EU

Preparedness and 
response initiatives for

new health alerts

Alignment of EU health 
agenda with  2030 Agenda 

& 
One Health approach 

Priorities in Public Health 



Prevention and healthy lifestyles 

Childhood obesity

Healthy Cities 

Vaccination throughout life 

Chronicity

Response to addictions

Political Priorities

Strengthening the capacities of health systems

Digital health in the EU. 
One Health:

• health and environment plans.
• further progress in the fight against AMR.

Open Strategic Autonomy in the health sector.

• Strengthening and ensuring supply chains. 

Support the ongoing activities of working groups of EU bodies 
(EMA, eHealth network, etc.)

Support  & 
development of EU 
health strategies

Aligning EU action with the Targets of Sustainable Development Goal 3. 
o HIV and its associated stigma.
o Mental health (Council Conclusions)

Cancer
Rare Diseases & European Reference Networks
Organ donation & SOHO



EMA fees Regulation

European Health Data Space (EHDS) 

Regulation on blood, tissues and cells 
(SoHO) 

Pharmaceutical legislative package

Cosmetics Regulation

Legislative actions
First reading 

agreement with EP 
September 2023 

General approach 
agreement

Presentation of impact 
assessment

Presentation

General approach 
agreement

1st reading agreement 
with EP Dec 2023

Multilateral and non legislative

Treaty on pandemics 

COP10 on tobacco

Council conclusions on 
mental Health

Preparation of UN 
assembly May 2024

Agreements Nov 
2023

Adoption EPSCO 
30 Nov



Conference on Personalised Digital Healthcare
Dates:

September 27: Personalized Digital healthcare + eHN Semantic SG 
September 28: Personalized Digital healthcare + eHN Technical SG 
September 29: joint session at the national conference

Venue:
León, Spain
(320 km from Madrid)

Expenses:
Transportation: Spain / EU Commission (*)

Airplane ticket to Madrid + speed train from Madrid to León
speed train from León to Madrid + Airplane ticket from Madrid

Accommodation & meals & cultural activities: Spain
Up to 2 persons per MS for September 27-29:

1 representative for the eHN Semantic SG 
+ 1 representative for the eHN Technical SG



Regulation of the European Health Data Space

• Ambitius initiative

• First in its approach and dimensión

• Addressing three key different environments

ü Patients rights and protection

ü Healthcare systems organisation and provision of care

ü IT dimension: hardware , software, specifications etc.



Understanding the European Health Data Space 
Regulation: Key Characteristics

• Unlocking the Potential of Health Data in Europe

• The European Health Data Space (EHDS) Regulation is a pivotal 
initiative aimed at 

• fostering collaboration,
• innovation, and 
• data-driven healthcare across the European Union.



Regulation of the European Health Data Space

• Primary Use of Health data

• Secondary Use of Health data

• Governance

• Infrastructure development

• Standardisation – common criteria

• Electronic Health Records (concept, definitions and standards)



Actors

1. Data recipients : citizen & patients

1. Data holders: health data providers, public Health 
databases, Patient registers, research datasets etc.

2. Data controllers and processors

3. Nacional Data Authorities

4. Data access bodies



Background

Overview of the European Health Data Space: 

• Fragmententation

• lack of common standards and data validation systems, lack of 
interoperability

Need for a Unified Framework: 

• Challenges in sharing health data across borders

• Importance of Data Interoperability: Enhancing healthcare outcomes 
through seamless data exchange



Objectives of EHDS Regulation

• Promoting Interoperability: Ensuring the compatibility of 
health data systems

• Facilitating Cross-Border Data Exchange: Breaking down silos 
for improved healthcare coordination

• Empowering Patients: Granting individuals greater control 
over their health data

• Driving Innovation: Encouraging research and development 
in healthcare



Legal Framework

Article 114 TFEU aims at improving the functioning of the internal market through 
measures for the approximation of national rules.

Article 16 of the TFEU protection of individuals with regard to the processing of 
personal data 

Alignment with GDPR: Ensuring data protection and privacy

Respect of Article 168 – 7 respect the responsibilities of the Member States for the 
definition of their health policy and for the organisation and delivery of health 
services and medical care. 

Governance Structure: Establishing regulatory bodies for oversight and 
enforcement



Scope of Health Data

• Definition of Health Data: Understanding the types of data 
covered

• Inclusion of Real-World Data: Expanding the scope beyond 
traditional clinical data

• Balancing Access and Privacy: Ensuring responsible use of 
health information



Technical Infrastructure

• European Health Data Space Gateway: Creating a secure and 
standardized gateway for data exchange

• Health Data Spaces: Promoting the establishment of dedicated 
spaces for specific health-related purposes

• Interoperability Standards: Adopting common technical standards 
for seamless data sharing

• myHealth@EU

• HealthData@EU



Cross-Border Collaboration

• Cross-Border Health Data Exchange: Encouraging collaboration 
between Member States

• Common Data Sets: Standardizing data formats to enhance 
compatibility

• Use Cases: Highlighting examples of cross-border projects and 
collaborations



Patient Empowerment

• Digital Health Literacy: Promoting understanding and 
engagement among patients

• Patient Consent and Control: Opt-out & Opt-in Empowering 
individuals to manage their health data

• Patient Portals: Providing access to personal health records 
and information



Research and Innovation

• Research Opportunities: Unlocking the potential of large-scale health data 
for scientific discovery

• Public health, epidemiology, healthcare management and health outcomes 
new treatments, post commercial studies

• Innovation Hubs: Supporting the development of new technologies and 
solutions

• Data-Driven Healthcare: Transforming healthcare delivery through 
evidence-based decision-making



Challenges and Concerns

• Data Security and Privacy: Addressing concerns related to the 
protection of sensitive health information

• Ethical Considerations: Balancing the benefits of data use with 
ethical considerations

• Legal Harmonization: Overcoming legal and regulatory 
differences among Member States

• Implementation: technical structures and systems



• Entry into force

• Transitional periods per data sets characteristics and purposes

• Member State Responsibilities: Roles and responsibilities in 
implementing the regulation

• Monitoring and Evaluation: Assessing the impact and 
effectiveness of the EHDS Regulation

Key Milestones



THANK YOU!
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The role of Real-World Evidence 
for Sustainable Healthcare Systems
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Director SANTE.C – Digital, EU4Health and Health Systems 
Modernisaton

RWE4Decisions Symposium, 23 November 2023



European Health Data Space (EHDS)
§ The EHDS legislative proposal (under negotiation) aims at 

§ Empowering individuals to take control of their health data

§ Enable the Union to fully exploit the potential to use and reuse health data

§ The EHDS framework proposes a set of rules, common standards and practices, 
infrastructures and a governance framework that aims at providing a consistent, 
trustworthy, and efficient set-up for the use and reuse of health data for health, research, 
innovation, policy-making and regulatory purposes.

§ Many of the data categories the proposed legislation will apply to are real-world data such 
as electronic health records, administrative data, genomic and other omics data, data from 
medical devices, registries, among others. 

28
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HealthData@EU infrastructure pilot project  

Create and test a 
beta version of the 
European Health Data 
Space

HealthData@EUpilot

Build a network of data 
platforms on a European
scale…

…tested by concrete cross-
border use cases generating
real-world evidence

17 partners, 9 countries
2 years

5 million euros of 
European fundings



Definition from … 
 

RWD / RWE - towards a common language 

Definition from ISPOR 

RWD are the data relating to areas such as 

patient health status and/or healthcare delivery 

not collected in conventional RCTs. Examples of 

RWD are electronic health records (EHRs); 

wearables; medical claims data; surveys; and 

product, patient, and disease registries.

RWE is the clinical evidence obtained from RWD 

with regard to the use, potential benefits, and 

potential risks associated with a medical product.

 

§ Strong engagement of regulatory agencies 
across the globe to address the gaps due 
to a lack of RWD / RWE standardisation 

§ The Council for Harmonisation of 
Technical Requirements for 
Pharmaceuticals for Human Use (ICH) 
leads an international level process to 
address these questions

§ EMA, in collaboration with the Member 
States, supports the European 
Commission’s membership in ICH as well 
as the development and implementation of 
ICH guidelines 

Definition from FDA

RWD are data relating to patient health status and/or the delivery of 

health care routinely collected from a variety of sources. Examples 

of RWD include data derived from electronic health records, 

medical claims data, data from product or disease registries, and 

data gathered from other sources (such as digital health 

technologies) that can inform on health status

RWE is the clinical evidence about the usage and potential benefits 

or risks of a medical product derived from analysis of RWD.

Definition from DARWIN EU
RWD: routinely collected data relating to patient health status or 

the delivery of health care from a variety of sources other than 

traditional clinical trials
RWE: information derived from analysis of real-world data

 

30

https://ich.org/page/mission
https://ich.org/page/mission
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§ The COM proposal reviewing the general pharmaceutical legislation, recognises new 
sources of evidence including RWD as valuable for regulatory decision-making

§ RWE already now has an impact on regulatory decision making (pre-
authorisation, pharmacovigilance)

§ Methodological challenges remain before RWE can become a routine part of decision 
making across all parts of the development of medicines development

§ The joint HMA/EMA Big Data Steering Group is contributing to increase the utility of big 
data (incl. RWD), incl. via DARWIN EU

§ Close cooperation among Commission services, the European Medicines Agency and
National Competent Authorities

RWD / RWE - Medicinal products

31



§ New regulatory framework with stricter requirements in terms of clinical evaluation of 
medical devices (MD):

• Clinical evidence to be continuously updated throughout the lifetime of the product for all risk
classes of devices

• Clinical investigation mandatory for higher risk devices

§ Possible sources of clinical data for clinical evaluation vary depending on the risk class 
of the device and its development stage 

§ Why RWD is critical for the clinical evaluation of medical devices?

• To complement evidence generated from clinical investigation data  
• To meet MDR requirements for ongoing clinical evaluation

Medical devices Regulations

32



§ Policy initiatives
• MDCG* task force on orphan devices: guidance on what constitutes acceptable clinical

evidence gap and how to address them with RWD

• MDCG task force on certificates with conditions: guidance to notified bodies on the 
issuance of certificates with conditions incl. follow-up of conditions to generate RWE

§ Research initatives
• EU funded CORE-MD research project (2021-2024) with the objective to review methods

for medical device evaluation incl. methods to generate and combine RWD 

• new call for proposals under Horizon Europe (deadline April 2024) on the development of 
a methodological framework for MD evaluation incl. the use of registries and other
sources of RWD at pre- and post-market phase

MD initiatives with RWD / RWE relevance

* The Medical Device Coordination Group (MDCG) is an expert committee representing the competent authorities of the 
MS. It assists the EC and the MS in ensuring a harmonised implementation of the medical devices Regulations. 

33

https://www.core-md.eu/about-the-initiative/
https://ec.europa.eu/info/funding-tenders/opportunities/portal/screen/opportunities/topic-details/horizon-hlth-2024-ind-06-08


HTA Regulation - Implementation timeline
Adoption

Date of 
Application

Joint Scientific Consultations (JSC)
+

Stepwise build-up of 
Joint Clinical Assessments (JCA) scope for 

medicines:
- From Jan. 2025: cancer drugs, ATMPs

(from date of application)

- From Jan. 2028: orphan drugs
(3 years after date of application)

• Setting up the Stakeholder Network 
(EC)

Preparatory phase Implementation phase

Joint Clinical Assessment 
Full Scope 

Service 
contract 

EUnetHTA21

December 2021

January 2030January 2025

• Drafting guidance documents (CG)

• Drafting implementing and 
delegated acts (EC)

• Setting up the Coordination 
Group/HTACG (EC)

January 2022
Entry into force

34



§ Activities under the HTA Regulation are restricted to the HTA clinical domains, whereas 
the non-clinical domains remain within the responsibility of the MS 

§ The views on RWD / RWE methods / tools vary across the HTA community. A major concern 
is the quality of data to assure high levels of evidence 

§ To implement the regulation, the HTA Coordination Group and its Subgroups will develop 
methodological guidance

§ High degree of interdependencies: The HTA Regulation will be impacted by RWD / RWE 
developments in the fields of medicinal products, medical devices and the EHDS 

RWE - HTA clinical domains

35



RWE - Economic evaluation
§ Economic evaluation remains 

within the responsibility of the 
Member States 

§ The Commission is facilitating 
cooperation in the network of 
the National Competent 
Authorities on Pricing and 
Reimbursement and Public 
Healthcare Payers (NCAPR)

§ Regular NCAPR discussions 
on the challenges and 
opportunities of RWE

36



Continue work on methodologies / 
tools and data, e.g.,
• Support standardised RWD / RWE data collection
• Support the development of RWD quality standards 

and validation processes
• Support the establishment of representative databases 

for RWD use
• Support the development of evidence synthesis 

methods (e.g. meta-analytical techniques, AI)
• Support case studies demonstrating how RWD / RWE 

can be used (e.g. for clinical decision-making, regulatory 
decision-making, HTA, managed entry agreements)

• Support guidance on the level of evidence needed at 
different stages in a health technology’s life cycle 
(R&D, pre-clinical, clinical, authorisation, post-market 
authorisation phases)

Conclusions – Concerted efforts needed to 
make health systems fit for RWD / RWE

Ensure involvement of 
relevant stakeholders

37



Thank you
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An agency of the European Union

Scaling-up Real-World Evidence 
generation in Europe – DARWIN EU
RWE4Decisions Symposium – Brussels

Presented by Patrice Verpillat on 23 November 2023
Data Analytics and Methods Taskforce, Real World Evidence Workstream 



Classified as public by the European Medicines Agency 
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Clinical evidence 2025: Real world evidence

Enable the Use & Establish the Value of RWE

• Enable data access (including via EHDS)

• Build processes

• Set standards

• Validate methods

• Train/share knowledge & Manage change

• Establish value across various use cases

• Internationalise (build on ISPE-ISPOR, ICMRA, ICH)

42
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Big Data Steering Group workplan 2022-2025

43

Framework - to enable 
use of data and facilitate 
its integration into 
regulatory decision 
making 
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3 main pathways for generating RWE 

44

DARWIN EU®

• Coordination Centre launched 
February 2022

• Onboarded first 10 data 
partners in 2022. Additional 
10 data partners to be added 
each year for 2023 and 2024

• Multiple studies finalised 
assessing different pilot use 
cases for regulatory purpose 
and beyond

Studies procured through 
EMA FWCs

• New framework contract (FWC) 
since September 2021: services 
of 8 research organisations 
and academic institutions

• Access to wide network of 
data sources: 59 data sources 
from 21 EU countries

• Ability to leverage external 
scientific expertise

EMA studies using in-house 
databases 

• Primary care health records 
from the France, Germany, 
UK, Italy, Spain and 
Romania
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Understand the 
clinical context 

Support the 
planning and 

validity

21

Investigate 
associations and 

impact

3

46

Design and feasibility of 
studies

Representativeness and 
validity of completed 

studies

Disease epidemiology

Clinical management

Drug utilisation

Effectiveness and safety 
studies

Impact of regulatory 
actions

Use cases: How RWE can support decision-making?
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DARWIN EU® timelines

47

ü PHASE I
Establishment – 1st 

year

PHASE III
Operation – 1st 

year

Operation
2nd year

Operation
3rd year

PHASE II
Establishment 
– 2nd year

Phase III - 2024
Up-scale delivery and 
capacity to routinely 
support scientific 
evaluations of EMA’s 
committees by 
delivering studies and 
maintaining data 
sources

Phase I – February 2022
• Start running pilot studies to support EMA 
committees – First benefits delivered 

• Consultation of stakeholders 
Phase II - 2023
• Support the majority of Committees in 
their decision-making with reliable RWE

• Expand to other stakeholders

Operation - 2025/2026
• DARWIN EU fully operational and 

evolves to meet the needs of the 
EU Regulatory Network 

• Integration with the EHDS

Phase I Phase II Phase III Operation 2 Operation 3

Total number of studies 4 16 72 145 145
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Examples of ongoing/recently completed                studies

48

CHMP
Complex

Background all-cause 
mortality rates in 
patients with severe 
asthma aged ≥12 
years old 
[EUPAS103936]

HTA / Payers
OTS

Multiple myeloma: 
patient characterisation, 
treatments and survival
[EUPAS105033]

EC / EHDS 
Complex 

EHDS natural history 
& risk factors for 
coagulopathy and 
COVID-19

CHMP 
OTS

Drug utilisation study on 
co-prescribing of 
endothelin receptor 
antagonists (ERAs) and 
phosphodiesterate-5 
inhibitors (PDE-5is) in 
pulmonary arterial 
hypertension. 
[EUPAS106052]

NCA
OTS

Drug utilisation 
study of medicines 
with prokinetic 
properties in 
children and adults 
diagnosed with 
gastroparesis

PRAC 
OTS

Drug utilisation study of 
prescription opioids
[EUPAS105641]

CHMP
OTS

Naloxone use in 
treatment of opioid 
overdose
[EUPAS105644]

ECDC - VMP 
Complex

Effectiveness of COVID-
19 vaccines against 
severe COVID-19 and 
post-acute outcomes of 
SARS-CoV-2 infection

OTS = off-the-shelf study

https://www.encepp.eu/encepp/viewResource.htm?id=103937
https://www.encepp.eu/encepp/viewResource.htm?id=105795
https://www.encepp.eu/encepp/viewResource.htm?id=106053
https://www.encepp.eu/encepp/viewResource.htm?id=105798
https://www.encepp.eu/encepp/viewResource.htm?id=105645
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• Need to address concerns that may be an obstacle to use RWD for decision making, 
e.g. quality of RWD => EU Data Quality Framework (EU DQF)

• Further deep-dives to be developed with RWD deep-dive under preparation

• Which research questions can be addressed will depend on available RWD

• RWD will increase in volume and variety as network of DPs of DARWIN EU grows

• Focus first on the potentially most feasible studies

• Transparency on how DARWIN EU operates will be helpful 

• All protocols and reports of DARWIN EU studies published in EU PAS register => Public 
release of EMA-HMA catalogues of real-world data sources & non interventional studies 
planned for Q1 2024

49

DARWIN EU supporting HTA/Payer decision-making
Workshop October 2022
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Workshop outcomes

On topics to be addressed by studies

• Effectiveness of medicines is key 
to support HTA/Payer decision making

• To bridge the gap in situations where 
authorization is based on limited 
evidence 

• Natural disease history

• Provide a better understanding of 
standard of care, sequence of 
treatments…

• External validation of patient population 
targeted in clinical trials

Two pilot studies agreed

• Effectiveness study to assess overall 
survival of patients with non-small cell lung 
cancer treated with selected 
immunotherapies as first line

• Study protocol under development

• Natural history of multiple myeloma to 
characterise MM patients, including 
treatments (sequences) received and overall 
survival

• Study completed; report under 
development

50
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Contact me at patrice.verpillat@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:Sabine.Haubenreisser@ema.europa.eu
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Continue engagement with European Medicines Agency (EMA)

54

Key takeaways from RWE4Decisions 2022 Symposium

Continue to build trust among stakeholders

Link with Payer networks to support shared learnings and identification of RWE needs

Work with clinicians to understand how to support a learning health system

Go beyond “patient centricity” to co-creation

1

2

3

4

5

14 December 2023RWE4Decisions 2023 Symposium





The RWE4Decisions multi-stakeholder community

14 December 202356

Secretar iat :

MULTI-STAKEHOLDER COMMUNITY

HTA bodies, Payers and Health Ministries
Clinicians/Researchers/R

egistry-holders
UZ Leuven, ECO, EORTC, 
EBMT, Canadian Registry

PaHents/FoundaHons
EURORDIS, ECO, ECPC

AfM-Téléthon, SMA UK

Regulators
European Medicines 

Agency (EMA)

Industry
EUCOPE, AstraZeneca, 

Boehringer Ingelheim, Novartis, 
Pfizer, Roche, Takeda 

Academia
Università Cattolica del 

Sacro Cuore,
University of Edinburgh, 
Mc Master University, 
University of Quebec, 

University Lyon, University 
of Helsinki 

Analytics 
experts/Statisticians
Aetion, Flatiron, EFSPI

AITHA,
Austrian Social 

Insurance 
Association

INAMI-RIZIV,
KCE

CADTH Danish Medicines 
Council, Amgros

NICE FIMEA HAS G-BA, 
AOK

NCPE

AIFA ZIN NoMA AOMIT INFARMED Health 
Insurance 
Institute

Health 
Ministry

TLV

RWE4Decisions 2023 Symposium



RWE4Decisions Dialogues leading to Learned Papers

14 December 202357

2016/2017 2018 2020 2022

Use of RWD throughout 
medicine’s lifecycle

Outcomes based pricing & 
reimbursement of 

medicines with budgetary 
limitations

TRUST4RD
Tool for Reducing 

Uncertainties in evidence 
generation for Specialised 

Treatments for Rare 
Diseases

RWE4Decisions 
recommended actions for 
stakeholders to support 

payer/HTA decisions about 
highly innovative 

technologies

Can we use existing 
guidance to support 

development of robust RWE 
for HTA/payer decision-

making?

Top10 most 
downloaded 
IJTAHC 2023

RWE4Decisions 2023 Symposium



Define priorities for use of RWD by Payers

58

More key takeaways from 2022

Importance of HTA Regulation implementation 

Discuss cross border data strategies for RWD collection  - EHDS, EU-wide disease 
registries to meet payers needs, cross border collaboration etc

Share experiences of implementation of Outcomes-Based Managed Entry Agreements/ 
Post Launch Evidence Generation (PLEG)

Coordinate and share learnings 

6

7

8

9

10

14 December 2023RWE4Decisions 2023 Symposium



A variety of ways of learning across the multi-stakeholder network

RWE4Decisions 2023

59

Time

Advocacy

Roundtables 

Webinars

Transparency 
Þ Trust

Q1 Q2 Q3 Q4

HTA Regulation: 
Cancer

Policy discussions – HTAR, EHDS developments

Encouraging 
Transparency

Sharing Documents (e.g. National Health Data Sources, Reports)

November 
Symposium

HTA Evaluation Post Launch 
Evidence Generation

HTA Regulation: 
ATMPs

Reuters ISPOR US CADTH 
Symposium

World Orphan 
Drug Congress

Infarmed 
Symposium

Competent 
Authorities for P&R

Economist, 
C&GT

14 December 2023RWE4Decisions 2023 Symposium



RWE4Decisions.com
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Horizon Scanning to anticipate need for PLEG
Rx/indications, types (e.g. gene Txs) conditions? 

Early and iterative dialogues/scientific advice/joint scientific consultations

Identify the decision-relevant uncertainties (real-life effectiveness, sub-
populations, etc) and judge whether they can be resolved by patient 
relevant outcomes collected in clinical practice 

Link data collection to pricing and reimbursement agreement, and assess 
feasibility to collect the data required within a reasonable timeframe

Collaborate across jurisdictions, with EMA and stakeholders                                 
And publish data collection plans

1

2

3

Effective RWD collection post-launch 
RWE4Decisions 2021 updated during 2023

0
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Monitoring processes to ensure onboarding of centres, 
inclusion of appropriate patients, quality of data collection

Investment in data collection infrastructure (national 
monitoring system, registries etc)

Reports published in an easily accessible place that show 
learnings from accumulated data6

5

4

Effective RWD collection post-launch 
RWE4Decisions 2021 updated during 2023

14 December 2023RWE4Decisions 2023 Symposium
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Monitoring processes to ensure onboarding of centres, inclusion of 
appropriate patients, quality of data collection

Investment in data collection infrastructure (national monitoring 
system, registries etc)

Reports published in an easily accessible place that show 
learnings from accumulated data

Align data collection plans, learn from other jurisdictions

6

5

4

Effective RWD collection post-launch 
RWE4Decisions 2021 updated during 2023

14 December 2023RWE4Decisions 2023 Symposium
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A purposeful approach to RWE generation over the life cycle of high cost, 
innovative medicines in areas of high unmet need, 

where data can be collected that demonstrate patient benefit

International 
Horizon 

Scanning 

Joint Scientific 
Consultations 
about RWE 
generation – 
during clinical 
development 

and post 
launch

HTA – 
standardized 

critical 
assessment 

of RWE

Transparent 
and aligned           
post-launch 

RWD collection 
in outcomes-

based 
agreements

Treatment 
optimization 

and 
improved 
outcomes

Learning and Sustainable Health System
14 December 2023RWE4Decisions 2023 Symposium66
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Covering the entire life cycle of RWE generation
Early Access?

International 
Horizon 

Scanning 

Joint 
Scientific 

Consultations 
about RWE 
generation

HTA – 
standardized 

critical 
assessment 

of RWE

Post-
launch 
RWD 

collection

Treatment 
optimization 

and improved 
outcomes
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Review of Early Access schemes in relation to HTA

Entela Xoxi
PharmD, PhD, MSci
Lecturer with Collaboration Agreement for Research Projects
UNIVERSITÀ CATTOLICA del Sacro Cuore Rome - ALTEMS



Purposes of 
Early Access 

Schemes 
(EAS)

§ To provide access to treatment options in advance of the standard 
codified pathway for patients with a high unmet therapeutic need, 
options that are presumed to have a clinically significant impact on 
patients.

§ EAS offer a potential advantage not only for patients, but also for Health 
Technology Assessment for the purposes of decisions on price, 
reimbursement and other access conditions, for healthcare system and the 
pharmaceutical industry.

§ The EAS do not exclude evaluation by regulatory bodies and/or HTAs and 
payers. Indeed, these schemes, in addition to offering early access to 
patients, create an opportunity to acquire new data and, possibly, evidence 
(to complement pivotal clinical trials).

• Some EAS are in fact associated with data collection programs 
(real-world) and acquisition of Real-World-Evidence (RWE) in the 
period between phase II-III and MA, extended in in some cases to 
the period up to the P&R decision, further supporting the 
product value proposition.

71



Progressive authorisation lifecycle

72

First licensing Full licensing Post marketing

Pharmacovigilance

Clinical Trials

National & EU Scientific Advice/Early Dialogue/HTA

Pricing & Reimbursement / MEAs

Real World Data



Definitions
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REGULATORY

01

NATIONAL

HTA/ PAYER

02

CHALLENGES FOR RWD

03



Regulatory

EMA

74

Provisions to foster patients' early access to new medicines 
that address public health needs and are eligible for the 
centralised procedure such as:

§ Compassionate use program (CUP) or Expanded Access 
Program (EAP)

• Named-patient based compassionate use

§ Accelerate assessment (AA)
• PRIME scheme

§ Conditional Marketing Authorisation (CMA)
• Exceptional circumstances

01



CUP

Regulatory

75

In general, medicines that are not yet authorised are first made 
available through clinical trials and patients should always be 
considered for inclusion in trials before being offered CUP.



Early Access 
Working

Group

§ Countries with EAS financed by the public health system (Belgium, France, Italy, 
Greece, Netherlands, Spain)

§ Countries with only CUP, or schemes not financed by the public healthcare system 
(Austria, Denmark, Germany, UK)

76

Report in Italian 
coming soon

Early Access Schemes: an international framework, literature 
evidence and the French case



Possible Early Access Schemes
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CLINICAL TRIALS

•Phase 2-3
•EMA PRIME eligibility

MARKETING 
AUTHORISATION 
APPLICATION (MAA)

•Regulatory dossier 
submission

•Ongoing EMA/ 
Regulatory assessment

MARKETING 
AUTHORISATION (MA)

•Maintenance or not of 
Orphan Designation

•Conditional Marketing 
Authorisation or 
Exceptional 
Circumstances with or 
without Accelerate 
Assessment

HTA/ P&R APPLICATION

•HTA/ P&R dossier 
submission (*)

HTA/P&R DECISION

•Added Value & 
Innovation assessment

•PICO Clinical domains: 
Population, 
Intervention, 
Comparator, Outcome 
(*)

•Full HTA report (non-
clinical domains)

•Price & Managed Entry 
Agreements

PATIENTS' ACCESS

•Regional issue/ 
administrative delays

•Real-World Data 
(RWD)/ registries

•Managed Entry 
Agreements

REASSESSMENT

•RWD analysis
•Price Negotiation           

Early access scheme



Early access in Italy
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National
HTA/ Payer

Requirements 648/1996 Law2

(Early access + off-
label)

326/2003 Law 
(National 5% AIFA 
Fund)

07 Sept. 2017 
Ministerial Decree 
(Compassionate use)

94/1998 Law 
(former Di Bella 
Law – off label)

Lack of treatment 
alternatives

YES Not detailed YES YES

Informed consent YES Not detailed YES YES

Scientific evidence Positive results 
form Ph.2 studies

Rare diseases
Not detailed

Positive results form 
Ph.3 studies, or Ph.2 
for life threatening 
conditions1

Positive results 
form Ph.2 
studies

Authorisation AIFA AIFA Ethic Committees
Notification to AIFA

Ad-hoc hospital 
Commission

Medical liability YES Not detailed YES YES

Monitoring and data 
trasmission

Clinical & economic 
monitoring 

Not detailed Limited to safety Not detailed

Payer NHS AIFA Free supply by 
Pharma Company

Patient, or NHS 
in case of 
hospitalisation

1. In the case of rare diseases or rare tumors, at least Phase I clinical trials, already concluded, that have documented the activity and 
safety of the medicine (not applicable to ATMPs)
2. Pricing negotiation (AIFA GL 2020)



AIFA registries tool started with an early access

79

107Chapter 13: Cancer Drugs Register of the Italian Medicines Agency and Its Use in Risk Management

Introduction
The Italian National Health System, in its efforts to guar-
antee health insurance for Italian citizens on a universal 
basis, is more and more engaged with the challenges of 
new pharmaceuticals, which can bring high prices along 
with innovation. To the extent possible, the system balances 
costs, treatment effectiveness and economic sustainability 
for every new marketing authorization. 

In fact, the early phases of marketing represent the 
most delicate period of the new drugs’ lifecycles.1 This is 
especially true for innovative drugs, due to incomplete 
information related to product ef!cacy, safety and applica-
bility when used in normal clinical practice.

The Italian Medicines Agency (Agenzia Italiana del 
Farmaco, AIFA)2 has been involved for some time in creating 
innovative support projects to assist regulatory activity, 
with the intent of both improving the ef!cacy and ef!-
ciency of the agency’s analysis and regulatory activities and 
closely monitoring clinical activity to obtain information 
relevant to strategic planning to improve the National 
Health Service.

Within normal clinical practice, speci!cally in hospitals, 
the prescriber should take into account the parameters of 
the therapeutic drug’s indication, the actual bene!t the 
patient should gain in comparison to the trials, the potential 
and actual risk of adverse reactions, drug interactions and 
the cost of the therapy (growing exponentially, especially 
for innovative drugs).

These projects, called monitoring registers, are the work 
of multidisciplinary teams involved in networks, as well 
as AIFA, local authorities, patient associations and medical 
societies.

The main networks are related to oncology, dermatol-
ogy, cardiology, diabetes, neurology, rheumatology and 
ophthalmology. In addition, these records should be added 
to those of partnership with the National Institute of Health 
regarding orphan drugs.

The Drug Monitoring Portal has a total of 11 registers of 
varying complexity and nature for more than 60 specialties 
monitored over time (among the most active and non-
active logs). There are more than 7,000 af!liated hospitals, 
with more than 20,000 registered referents or prescribers 
and pharmacists, and more than 900 local territorial units. 
The number of patients included in the various registries is 
more than 300,000.

The data relating to individual registers are available in 
various portal subsections, in reports for use by operational 
and institutional users that have been activated in the pro-
!le section; reports in e-format or hard copy are available to 
public users.

Cancer Drugs Register
The Cancer Drugs Register, started in 2006,3 is the most 
complex monitoring project ever attempted by AIFA. It 
involves all prescription and administration centers in Italy 
and has examined the use of more than 35 cancer drugs on 
a population in excess of 170,000 oncologic patients.4

The Cancer Drugs Register’s goal is the computer-
ized national management of the whole process involving 
dispensing requests and consumption data analysis for an 

Cancer Drugs Register of the Italian Medicines Agency  
and Its Use in Risk Management
By Luca De Nigro and Entela Xoxi 13

Figure 13-1. Diagram of the Prescribing e-Application Process

Prescriber
Physician

Pharmacist Pharmaceutical
Company

Prescriptions
Dispensing

Orders

DB

DB



Possible Early Access Schemes and RWD
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National
HTA/ Payer

Early access scheme

CLINICAL TRIALS MARKETING AUTHORISATION 
APPLICATION (MAA)

MARKETING AUTHORISATION 
(MA) HTA/ P&R APPLICATION HTA/P&R DECISION PATIENTS' ACCESS REASSESSMENT

§ CUP (Industry)
§ National Early Access Tools with RWD 

(HTA/Payers)
Ø 7 AIFA registries 648/96 Law 
Ø 1 AIFA registry 5% Fund

Regional/ 
Hospital



Impact of recognition of innovation and registries for those drugs with 
an Early access

81
Work in progress on Early access in Italy and impact on the Innovation and HTA decisions: 50 therapeutic indications. Update Nov 2023
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Appropriateness
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No Appropriateness
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Conditional Full Not innovative
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Compassionate
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Herceptin® 

2005 October 2005 December 2006 May 2006 August

§ Early access reimbursed by 
NHS and mandatory data 
collection by AIFA Registry

§ Dynamism moving from an 
early access to Patient Access

Drug availability for the patients in Italy

Herceptin® 648/96 Law
Early access Registry

Label Use 
Registry

AIFA-Company 
agreement

EMA APPROVAL P&R AIFA APPROVAL

STRONG SCIENTIFIC EVIDENCE
ON TRASTUZUMAB USE

«EARLY STAGE».
2 NEJM

PUBBLISHED ARTICLES

Case 1 

Registry 
Trastuzumab in 
Metastatic 
Breast Cancer

82

Secondo Position 
Paper AIFA sui 

Farmaci Biosimilari



Q2 2013 Q3 2014 Q4 2015 Q4 2016

Adaptive Performance-
based risk sharing 
agreements including an 
early access scheme for 
the combination therapy

Availability of  drug for patients in Italy

2nd Agreement 
AIFA-Company

1st Agreement 
AIFA-Company

AIFA
P&R monotherapy

EMA
Approval combo

AIFA
early access

authorization – 648/96 Law 

EMA
Approval

monotherapy

3d Agreement 
AIFA-Company

AIFA
P&R combo

Combination AIFA Registry 648/96 Law &
Compassionate use

AIFA Registry 
Label Combo

AIFA Registry 
Label Mono

Vemurafenib
Monotherapy

Vemurafenib
& Cobimetinib Trial results

Vemurafenib
& Cobimetinib

Case 2

Registry BRAF & 
MEK inhibitor 
combination
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Secondo Position 
Paper AIFA sui 

Farmaci Biosimilari



Thank you

entela.xoxi@unicatt.it
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Early access to medicinal products in France: 
HTA perspective

Potential for collecting RWD in Early Access to inform HTA/Payer decisions 

RWE4Decisions Symposium – 23rd November 2023 

Camille Thomassin, Head of the real-world evidence coordination unit, 
HTA department, French National Authority for Health
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Market access pathway in France – medicinal products

RWE4Decisions Symposium 2023

Early access authorisation 
(optional)

Marketing authorisation

Early access authorisation (optional)

HTA

Pricing negotiations

Decisions
registration and reimbursement rate

Patient access

Re-assessment
 (optional)

Request for RWD



Focus on early access – medicinal products

RWE4Decisions Symposium 2023

Authorisation procedure for early access reformed in July 2021.

Allow access and coverage before final decision on reimbursement.

• Can be granted by HAS before MA (MA must be submitted within 2 years) or after MA 

• Fast track process : 90 days maximum

• HAS = decision making body

5 eligibility criteria:

• Acceptable preliminary benefit risk ratio 

• Serious, rare or debilitating disease

• Responding to unmet need (no treatment or only unsatisfactory treatment available)

• Access to treatment cannot be delayed

• Assumed innovative, notably compared to current standard of care

More 
information 

here and here

https://www.has-sante.fr/jcms/r_1500918/fr/acces-precoce-a-un-medicament
https://www.has-sante.fr/jcms/p_3344115/fr/liste-des-protocoles-d-utilisation-therapeutique-et-de-recueil-de-donnees-en-cours-et-termines


2-year review of EAPs in France

RWE4Decisions Symposium 2023

• 98 positive EA initial decisions (oncology
is the main therapeutic area).

• 86/98 already evaluated for routine
reimbursment (with at least a minor
therapeutic progress recognized for 78%
of the dossiers => direct impact on price
negociations).

• Average time between EAA and
inscription on the list(s) for routine
reimbursment is 9 months.

Haute Autorité de Santé - Accès précoce des médicaments :
un bilan positif après deux ans de mise en place du
dispositif (has-sante.fr)

ASMR V =  no clinical added value

https://www.has-sante.fr/jcms/p_3470178/fr/acces-precoce-des-medicaments-un-bilan-positif-apres-deux-ans-de-mise-en-place-du-dispositif
https://www.has-sante.fr/jcms/p_3470178/fr/acces-precoce-des-medicaments-un-bilan-positif-apres-deux-ans-de-mise-en-place-du-dispositif
https://www.has-sante.fr/jcms/p_3470178/fr/acces-precoce-des-medicaments-un-bilan-positif-apres-deux-ans-de-mise-en-place-du-dispositif


Requirements on real world data arising from early access
• Mandatory real world data collection for each patient, defined by HAS (+/-

ANSM): 

Minimum data set with Patient characteristics,
Conditions of use; Efficacy, including impact on quality
of life/ symptoms/disability using a patient reported
outcome measure (PROM), Safety.

• The format of the data to be collected is standardized in the Protocol for
temporary use and data collection (PUT-RD).

• Data collected under care routine conditions. Not intended to replace
clinical trials.

• Pharma companies are legally responsible for data collection and support
the associated costs. Financial compensation for data collection are given
to the hospitals (based on a signed agreement).

• Data collection provide input for the assessment of the medicinal product
by the HAS for early access authorisation renewal and, eventually, for the
assessment for reimbursement (including re-assessment if applicable).

RWE4Decisions Symposium 2023

https://www.has-sante.fr/jcms/p_3433891/fr/modele-de-protocole-d-utilisation-therapeutique-et-de-recueil-des-donnees-version-2023


Integration of patients’ perspective

RWE4Decisions Symposium 2023

Almost 80% of approved PUT-
RD include a PROM (pre-

autorisation EAA).

Patients association 
involvement for the choice of 

the PROM, if necessary

Example of PROMs frequently
used in EAPs: 
• specific questionnaires: EORTC-

QLQ-C30 in oncology, DLQI in 
dermatology, …

• generic questionaires: SF-12, SF-36, 
PedsQL, …



How to optimize the data for their use in assessment?

RWE4Decisions Symposium 2023

Relevant RWD 
for HTA use

Early « enough » access, so that data are
available in the dossiers for the first
assessment for reimbursment (or for a timely
re-assessment)

Simplification of data collection for 
clinicians, pharmacists, and patients

Clinician’s expertise for drafting the
data collection

Patients association involvement
for the choice of the PROM

Re-use of data for research purposes,
in the context of post-autorisation studies
(linkage with other databases or use for
comparison vs an external control)

Data quality and exhaustivity

Adapted methodology for the analysis
of the data

Use of existing data sources, e.g. 
registries (see current work of HAS 

to enhance data discoverability)

https://www.has-sante.fr/jcms/p_3333630/fr/etudes-en-vie-reelle-recensement-des-sources-de-donnees-mobilisables-pour-repondre-aux-demandes-de-la-has
https://www.has-sante.fr/jcms/p_3333630/fr/etudes-en-vie-reelle-recensement-des-sources-de-donnees-mobilisables-pour-repondre-aux-demandes-de-la-has


Back-up slides

RWE4Decisions Symposium 2023



A unique cooperation for EA in rare diseases in France

RWE4Decisions Symposium 2023

• Collaboration between the French National Registry for Rare Diseases (BNDMR), HAS, ANSM 
(regulator) and French Ministry of Health.

• The BNDMR warehouse gathers data collected through the app BaMaRa, in the format of a 
Minimal Data Set for rare disease, already used by healthcare professionals. 

• In 2023, development of an additional Minimal Data Set to capture data on efficacy of the
treatments (Treatment - Minimal Data Set) that can be used for data collection in EA.

• A dedicated template of PUT-RD published by HAS in July 2023 for EA in RD (here).

• Improves predictability for manufacturers in terms of the format of data requested and optimizes
data collection. Enhance the re-use of data for research purposes.

• The systematic involvement of rare disease networks reinforce the relevance of the data
collected.

First EAs with BaMaRa data 
collection coming soon…

https://www.bndmr.fr/
https://www.has-sante.fr/jcms/p_3452778/fr/modele-de-protocole-d-utilisation-therapeutique-et-de-recueil-de-donnees-bamara-vf-20230621


www.has-sante.fr
Find all our work on 

Thank you for your attention!
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