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RWE4Decisions genesis: INAMI papers
Foundations for Consideration of RWE

The use of real world data throughout
an innovative medicine’s lifecycle

- Introduction and objectives

Tha challenge for health palicies is to provide high guality of care for all, within a sustainable
health system. Innovations In healthcara such as innovative medicines play a crucial role in
improving population’s health. Tha way these medicines are developed, their price and their
usage in daily practics can strongly impact on the guality and the sustainability of our health
systems. Improved policies are nesded 1o ansure timely patisnt access ta innovative therapies
aspecially in areas of unmel need. Initiatives such as the European medicine’s Agency's
Adaptive Pathways pilot | and ERlority MEdicinas (PRIME) | aim at achieving this ambition.
However, the generation of evidence for these innovaliens remains a challenge, especially for
rare diseases and for i tha patiant are often small i

Thare is an increased interest in the usa of real world data (RWD) to support the continuum of
avidence generation for innovative medicines.” Il is expacted for instance thal RWD should
anable tha generation of additional evidence post launch, inform dynamic price-setting in
relation to the valua of medicines and may oplimise appropriate use in daily practice. However,
several challenges emerge, such as how lo manage expectalions about the use of such data,
how to better understand their usafulness and their pitialis throughout an entire medicine’s
lifecycle (and not just postlaunch), and how to encourage their aplimal use. From the report
Review of currant policias/perspectives from the Innovative Medicine’s Initiative (IMI) Get Real
initiative, it becomes clear that thers is a need for common understanding, reaching consensus
on the relevance of RWD, and harmanising the requirements and improved mathods and
governance.

The purposes of this paper are

a. o discuss the usefulness of RWD throughout the lifacycle of innovative medicines, thereby
providing about thair nd pointing to thair limitations;

b. 10 list the current [ssuss in the collection, interpretation and implemantation of RWD;

©. o propose prinaiples of good practice and necessary actions to improve the use of RWD
thraughout the lifacycle of innovative medicines.

1.

Outcomes based pricing and reimbursement of
innovative medicines with budgetary limitations

Discussion document for the multistakeholders meeting on
pharmaceuticals ( Meeting DG GROW 12" September 2017)

Introduction

Health policies in the EU aim to increase the healthy life expectancy of citizens within
the limits of the available public resources. In order to achieve this objective, there is a
need to improve the quality, effectiveness, and efficiency of EU health systems.'

In addition, there is a conti need for i ive health gies, such as
medicines, that help to substantially reduce morbidity and mortality, and improve
quality of life.2 However, these truly innovative technologies® usually come at an extra
cost, and - given the requirement for efficiency and sustainability — it is of key
importance to establish appropriate methods and procedures for pricing and
reimbursement (P&R) of these technologies.

The increasing focus in our healthcare systems on outcomes that matter for patients
may create new opportunities in this regard. P&R decisions for innovative technologies
that account for the added value that those technologies deliver for patients and
society overall, will encourage the continued search for truly innovative technologies.
Walue can thereby be defined as ‘the worth, or of ing"*
It is recognised that the value of a new medicine is determined by both disease and
treatment related characteristics.® Indeed, if the impact of a disease on patients is high
(severe symptoms, disability, reduced life expectancy etc.) and the medicine provides
a substantial impact in reducing morbidity, improving quality of Iife or ife expectancy, it
can be considered of high value,
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Real-world evidence to support Payer/HTA
decisions about highly innovative technologies
in the EU—actions for stakeholders

Karen M. Facey' ©, Piia Rannanheimo?, Laura Batchelor’, Marine Borchardt’
and Jo de Cock!

“sher nsitute, University ofEdinburgh, ine Bioquartr,  Lite France Rosd, Edinburgh, EH16 AU, UK, *Finnish
Wedicines Agency (Fimes), Microkatu 1, 7210 Kuopio, Finland; FIPRA, Rue de 1 Loi 227, 1040 Brussls, Belgium
and “National nsitte for Health and Disably Insurance (RIZ/NAMY, Tenwurenlazn 211, 1150 Brussels, Blgium

Objectives, There are divergent views on the potential of real-world data (RWD) to inform
decisions made by regulators, health technology assessment (HTA) bodies,payers,cliniians,
and patients. This RW E4Decisions initiative explored the particularly challenging setting of
highly innovative technologis, which require Payers/HTAs to make decisions on a small
evidence base with major uncertainties. The aim wasto go beyond strategic intent to consider
actions that each stakeholder could take to improve use of RWD in this setting.

Results. Case studies of recent Payer/HTA decisions about highly innovative technologies
were considered in light of recent intemational initiatives about RWD. This showed a lack
‘of clarity about the Payer/HTA. questions that could be answered by RWD and how the qual-
ity of real-world evidence (RWE) could be assessed. Al stakeholders worked together to create
a vision whereby takeholders agree what RWD can be colleted for highly innovative tech

‘ulogies based on principls of collaboration and transparency, For each stakeholder group,

Karen M. Facey,
Emait karenfacey@ed sc 1k

ded actions to support the generation, analysis, and interpretation of RWD to
inform decision making were developed. For HTA bodies, this includes cross border HTA/
regulatory collsboration to agree RWD requirements over the technology life cycle to inform
initial recommendations and reassessment, data analytics methods development for HTA, and
‘promotion of transparency in RWE studies.

Recommendations. Stakeholders need to collaborate on demonstration projects to consider
how RWE can be developed to inform healtheare decisions and contribute 1o a learning
network that can develop systems to support a leaming health system and improve patient
outcomes through best use of RWD.

2019/2020

RWE4Decisions first series of

recommendations of actions for

stakeholders to support

payer/HTA decisions about highly

innovative technologies

24 SEPTEMBER 2026



HTA bodies, Payers

(Insurers / Health Ministries) Analytics
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Y @
”gaging in dia\o%“

HTA/Payer-led, multi-
stakeholder Learning Network

Horizon scanning systems that identify
medicines which are most likely to need RWE

Identifying what RWE is needed to inform
HTA/Payer decisions

Clarifying how RWE should be generated by
stakeholders and evaluated by HTA/Payers'

Aligning planning and execution of effective
Post Launch Evidence Generation (PLEG)
studies.

"Jaksa, A. A., Pavel, A. N., Aapro, M., Hedberg, N., Hodgkinson, V., Lambert, L. J., ... Facey,
K. M. (2025). Actions for Stakeholders to Develop Better Real-World Evidence for
HTA/Payer Decision-Making. /[JTAHC, 1-32. doi:10.1017/S0266462325100238
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REAL WORLD EVIDENCE
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RWE4Decisions

Sympasium

Principles of engagement

Meeting will be recorded for sharing on the RWE4Decisions website and in the report.

In the room, please raise your hand to ask a question or QR code.
Online, please use the Slido for questions, using this QR code.

Adherence to anti-corruption and anti-bribery rules

Participants must not make any direct or indirect promise or payment that could lead to a
governmental act or decision helping parties obtain/retain business or enjoy any kind of
preferential treatment.

Compliance with National and European Competition Laws

Participants must not engage in any discussion about or sharing of commercially
sensitive information, e.g. net prices (including discounts and rebates), future list prices,
customers, costs, strategic plans and output.

OPTIMISING RWE TO DELIVER VALUE IN HEALTHCARE 23 SEPTEMBER 2026 8



09:20 — 10:25 Navigating Europe’s Future - Opportunities for
RWE Innovation?

Hans-Georg Eichler

Chief Consultant Physician, Association of
Austrian Social Insurance Institutions

' BB q - ,,
Roisin Adams Kristin Thompson  Alexander Natz Harten

Head of HTA Strategy, Investment Director Secretary General, Chief Pharmacist, TLV, Research Group leader,
National Centre for (Life Sciences), Merieux EUCOPE Sweden Netherlands Cancer
Pharmacoeconomics, Equity Partners Institute
Ireland
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09:20 - 09:35

: Kéyhote address:
-~ Implementing the EU
- ,.HTA Regulatlon

i Roisin Adams
’:Chair of the EU Member State HTA
Coordination group

" "“‘Head of HTA Strategy, National Centre
for Pharmacoeconomics, Ireland




EU HTA — A Model
for Evidence
Generation and
Value

Roisin Adams
Chair EU MS HTA Coordination Group
National Centre For Pharmacoeconomics,

Ireland.



HTA & Value in Europe

The European HTA Story
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Since 2025: Joint Clinical Assessments

15 Joint Clinical Py
Assessments akk

4 Published  [ibtsivac

: : e 4 Oncology
4 Discontinued BERALGEEY

¢ 3 |nsufficient data




Since 2025: Joint Scientific Consultations

4

HTACG &
i
10 patients
and clinical

experts

3
HTACG

Workplan is to complete 8-12 JSCs for MPs in 2026



What does EU HTA offer?

Robust
evidence
generation

J

Transparency

J

Connectivity

J




Evidence Generation

* EU HTA provides the evidence framework (PICOs & Guidance)
* Policy questions that payers need to be addressed
* Creates aroadmap to the value proposition
* |dentifies populations of particular interest

* Joint Scientific Consultation can provide the earlier advice on how
this is addressed



MEMBER STATE COORDINATION GROUP TS
ON HEALTH TECHNOLOGY ASSESSMENT

Transparency

MEMBER STATE COORDINATION GROUP P
ON HEALTH TECHNOLOGY ASSESSMENT

15 Joint Clinical pEpycrees HTA CG | SR
Assessments [l

MEMBER STATE COORDINATION GROUP AR,
ON HEALTH TECHNOLOGY ASSESSMENT eaw®
e 3 Oncology

* 1 ATMP

@ 4Published

* 4 Oncology Joint Clinical Assessment Report

4 Discontinued BERAGGLET

¢ 3 Insufficient data Tovorafenib

Endorsed
2021/228:




Transparency —what else is published?

15 Joint Clinical

Assessments

@ :rublished

4 Discontinued

11 Oncology
3 ATMP

3 Oncology
1 ATMP

4 Oncology
¢ 1 Withdrawn

¢ 3 |nsufficient data

SIPSEN

Regulation (EU) 2021/2282 on Health Technology Assessment

Dossier of the Joint Clinical Assessment
(JCA) of a Medicinal Product (MP)

Tovorafenib (Ojemda®)

Ipsen Pharma
Code: JCA-MP-2024-06

Version 1.0

Date submitted: 4 June 2026

Pur. |

ANNEX TO THE JOINT CLINICAL
ASSESSMENT REPORT

ON

TOVORAFENIB

Factual accuracy check by the Health
Eridoread Technology Developer
2021/228; and response by the assessors

Endorsed by the Coordination Group pursuant to Article 12(2) of Regulation (EU) 2021/2282
on 30 April 2026



Transparency

15 Joint Clinical

Assessments

4 Published

4 Discontinued

11 Oncology
3 ATMP

3 Oncology
1 ATMP

e 3 |nsufficient da

Regulation (EU) 2021/2282 ™

JCA-MP-2024-03

8 May 2026

The table below lists the information, data, analyses and other evidence that were
requested by the Commission inits second request referred to in Article 10(5) of Regulation
(EU) 2021/2282 and that were not submitted by the health technology developer
Advenchen Laboratories, LLC in the updated dossier (V0.2) of the joint clinical assessment
of the medicinal product Catequentinib. Updated dossier submission date: 9 April 2026.

The dossier includes information on two therapeutic indications for the treatment of
synovial sarcoma and for the treatment of leiomyosarcoma, referred to as indication a and
indication b in the below table.



Transparency

15 Joint Cli
Assessme

4 Publish

4 Discontin

Regulation (EU) 2021/2282 ™

JCA-MP-2024-03

8 May 2026

The table below lists the information, data, analyses and other evidence that were
requested by the Commission inits second request referred to in Article 10(5) of Regulation
(EU) 2021/2282 and that were not submitted by the health technology developer
Advenchen Laboratories, LLC in the updated dossier (V0.2) of the joint clinical assessment
of the medicinal product Catequentinib. Updated dossier submission date: 9 April 2026.

The dossier includes information on two therapeutic indications for the treatment of

ovimnsinl anranman and fartha trantmmant af lainmvnonranma rafaread +a no indiantian A

Requirements of
Regulation (EU)

Section of the
updated dossier

Missing information, data, analyses and other evidence

2021/2282
Article 9(2) Section 4. Rationale: According to Article 9(2) of Regulation (EU) 2021/2282 W, the dossier shall contain complete and up-to-date]
Methods information, data, analyses and other evidence submitted by the health technology developer to assess the parameters|
Joint clinical assessment [Section 5. included in the assessment scope.
dossier “contains Results

complete and up-to-date
information, data,
lanalyses and other
levidence |[...] to assess the
lparameters included in
the assessment scope”

Missing for indications a and b:

1. Transparent and comprehensive identification of all available evidence, followed by a transparent and thorough
synthesis to assess the parameters defined in the assessment scope based on the totality of the evidence.

2. Justifications for the inclusion or exclusion of evidence, at a level which enables the assessment of whether the
methodological approach is acceptable and, consequently, the validity of the results.

Article 9(2)

Uoint clinical assessment
dossier “contains
complete and up-to-date
information, data,
lanalyses and other
levidence [...] to assess the
parameters included in

Section 3.
Assessment
|scope

e 3 |nsufficient da

Rationale: According to the dossier template ?, Section 3 shall:
- reproduce the assessment scope in the format shared with the health technology developer in the Commission’s|
first request;

- clearly identify any PICO(s), for which results were not submitted and explain the reasons for their omission.

Missing for indications a and b:

1. Presentation of the PICOs in accordance with the Commission’s first request;

2. Explanation for the omission of results on relative effectiveness and relative safety of PICOs, which would allow the

and



Transparency

* Publication and national implementation?
* Factual accuracy or something else?

Faster publication means

streamlined national
Implementation




Connectivity

* Evidence Scope
* Landscaping the treatment pathways around Europe
* |dentifying the outcomes that matter at face of healthcare provision
* Connecting evidence via indirect comparisons (and beyond?)

* Publication of relative effect metrics
* Across border, transparent record of relative effectiveness early
* Follow up data can be published and we start to see longitudinal evidence
* Connectivity to registry, potentially adaptive studies.

* Description of uncertainty and evidence gaps
e Absence of evidence or absence of submission
 Clear identification of the uncertainties can lead to better solutions



What should Evidence in the Real World look like?

7
R/

Randomise as early as
possible

Both sides prefer randomised

evidence. Where classic RCTs

are hard, use adaptive designs

to preserve randomisation.

1 April 2025
EMA/115125/2025

Use pragmatic & registry-
based RCTs

Randomised trials run in
routine care or built on disease
registries can extend evidence
beyond the tightly controlled
pre-approval population.

Joint HTAb-regulatory perspectives on understanding

evidence challenges, managing uncertainties and
exploring potential solutions

Outcome of a workshop series between HTA bodies and regulators

©

Adopt a shared estimand
framework

Regulators and HTAbs may
need different estimands.
Design trials that can estimate
several in parallel, agreed with
both audiences up front.



What bodies are jointly recommending

Ll

Capture non-primary
outcomes properly

Keep collecting disease
status, symptoms,
quality of life and
safety after progression
or switch to next
therapy - don't stop at
the primary endpoint.

Ensure timely access to
patient-level data

IPD, including baseline
covariates for both arms, is
essential for robust indirect
comparisons and confounding
adjustment.

&

Use real-world data where
it actually helps

e RWD is valuable for:
natural history and
comparator mapping.

* Post-hoc external
comparators built after
the fact remain
unreliable for
confirmatory decisions.



Novel designs are what make 'randomise early’ realistic

& ~ |

Seamless & platform

Master protocols .
designs

Bayesian adaptive designs



1| Investmentin healthcare

Is evidence
generation just about
a single technology
or can it serve many

needs

How can HTA help
direct that
Investment




09:35 -09:45

* Investing in life sciences
- - Kristin Thompson

In:\/estmeht Director (Life Sciences),
Merieux Equity Partners




09:20 — 10:25 Navigating Europe’s Future - Opportunities for
RWE Innovation?

Hans-Georg Eichler

Chief Consultant Physician, Association of
Austrian Social Insurance Institutions

' BB g - ,,
Roisin Adams Kristin Thompson  Alexander Natz Wim van Harten

Head of HTA Strategy, Investment Director Secretary General, Chief Pharmacist, TLV  Research Group leader,
National Centre for (Life Sciences), Merieux EUCOPE Netherlands Cancer
Pharmacoeconomics, Equity Partners Institute
Ireland
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Eric Sutherland

Senior Health Economist, OECD Ask your question []

¥

e
NienkeSchutte  Christian Dehlendorff =~ Dorota Religa Diana Sinkevich
Head of Unit, Innovation in Biostatistical Chief MD, PhD, Director, SveDem, VP Market Access EU &
Health Information Systems Unit,  Consultant, Danish Karolinska University International and Global
Sciensano, Belgium Medicines Council Hospital, Sweden HEOR, Chiesi
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10:25-10:35

' EHDS Implementation

" :.Nienke Schutte
Head .of Unit, Innovation in Health

Information Systems Unit, Sciensano,
Belgium




%lensano

CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

The Al future of evidence
starts with the EHDS

dr Nienke Schutte
24.09.2026 RWE4Decisions symposium



EHDS infrastructure

What are we building?

infrastructure for finding, accessing and

(re)using health data across Europe Third Countries
HDABs

Data Sharing ,,,,,,,,,,,,,,,,, | EMA, ECDC
Infrastructures | . .
> 7 4(sPE

governance framework for health data

D i 2 E e
oes EHDS deliver for RWE today = s

Is it ready for Al-enabled RWE tomorrow?

National
context



RWE requirements

Does EHDS meet the needs?
RWE requirements

Find right data
Assess data
Access data
Analyse data

Multicountry studies

EHDS contribution

(EU) Dataset catalogue

Data quality, utility, provenance

Permit acquisition through HDAB

Secure processing environments

HeathData@EU infrastructure

%iensano



EHDS implementation

What are the challenges?

EHDS contribution

(EU) Dataset catalogue

Data quality, utility, provenance

Permit acquisition through HDAB

Secure processing environments

HeathData@EU infrastructure

Implementation requires...

Rich, machine-readable metadata; support and tools for data
holders to create and maintain records

Tools and support for data holders to assess quality &
improving data quality

Clear, harmonized and predictable application processes

Flexible enough to support different types of health data and
analytical needs, while maintaining strong security

Aligned cross-border processes, avoiding duplication and

divergent workflows across HDABs ﬁ//
sciensano



Al changes evidence generation

Finding data Semantic search, dataset matching
"

Assessing data Data profiling, structuring, mapping, quality assessment Al augmenting

|
Accessing data Al-assisted permit processing
-\
Analysing data Data preparation, federated analysis/learning

evidence
generation

20 2N 2N AR

Increases demands on
data infrastructures
[ scalable ][ interoperable ][ trustworthy ]

%iensano



Harmonise the infrastructure

Towards
European
Health
Data
Space

Develops common guidance, practical
approaches and technical specifications to
support harmonized implementation of the
EHDS across Europe

ﬁ/sciensano



Harmonise the infrastructure

Data

Data

oreparation Finalisation

discovery

Guideline for data
WP5 holders on data
description

Data
permit
request

Guideline for data users
WP8  on handling research
outcomes

Guideline for data holders
WP6 on making personal and
non-personal electronic
health data available for
reuse
Technical specification for
WP5  Health Data Access
Bodies on the national
metadata catalogue

Guideline for Health Data

WPG6  Access Bodies on the
procedures and formats
Guideline for Health Data for data access

WP5 Access Bodies on WP7
minimum categories and Technical specification for
limitations on the reuse of WP7  Health Data Access
health data Bodies on data

minimisation and de-

identification WP7

Guideline for data users
on how to use dataina
secure processing
environment

Technical specification
for Health Data Access
Bodies on the
implementation of the
common IT infrastructure

Guideline for data users
WP6 on good application and

access practice Guideline for Health

Wp7 Data Access Bodies on
linkage of health datasets
Data Access Application

Technical specification
WP6  Management System WP7

for Health Data Access

Y3

Towards
European
Health
Data
Space

(DAAMS) — Technical
specification for Health
Data Access Bodies

Bodies on the
implementation of secure
processing environments

Z'sciensano



Harmonise the infrastructure

Data Data
discovery preparation

Finalisation

Data
permit
request

WP4 Guideline for Health Data Access Bodies on fees and penalties for non-compliance regulated to the EHDS regulation
WP4 Guideline for Health Data Access Bodies on collaboration with other parties

WP4 Guideline for Health Data Access Bodies on international and third country access and transfer of electronic health data
WPS5 Guideline for Health Data Access Bodies on enrichment of health datasets

WP8 Guideline for Health Data Access Bodies on data altruism in health

WP8 Guideline for Health Data Access Bodies on obligations towards natural persons

SEg s WP8 Guideline for Health Data Access Bodies on informing natural persons about the use of health data — "Citizen Information Point" iensano



Harmonise the infrastructure

Towards
European
Health
Data
Space

Develops common guidance, practical
approaches and technical specifications to
support harmonized implementation of the
EHDS across Europe

YQUANTUM

THE HEALTH DATA QUALITY LABEL

Develops a common approach to describing
data quality and utility in the EHDS, helping
users assess whether data are fit for use and fit
for purpose

ﬁ/é»ciensano



Harmonise the infrastructure

&
THE HEALTH DATA QUALITY LABEL

Data at origin

2 (™ XN

i
=

Data preparation

1. 2. 3.
Collection for Linkage, Metadata
secondary Standardization,  exposure
use Curation
¥4
QUANTUM

THE HEALTH DATA QUALITY LABEL

QUALITY AND UTILITY
ASSESSMENT

HDAB interaction with the user

4,
Publication
and
Discovery

5.
Access
application
and permit
issuing

6. 7.
Data use Permit
within SPE finalization
and
devolution
re
QUANTI.?M
FIT FOR PURPOSE
ASSESSMENT

%’;iensano



Augmenting the infrastructure

@ SHHARIFED

EHDS Dataset
demonstrates how GenAl can enhance EHDS Catalogue

dataset catalogues:

: RAG
For any research question, the system returns o .
. : Application L
a virtual dataset, a mapping to real-world data o
assets, and proposed synthetic data 2
Semantic @

Layer

Data
Services

%iensano



Services and functions provided by research infrastructures

Working groups, expert panels & advisory boards
Workshops, webinars & communities of practice
Best practices & guidelines

User & community support

Connecting the infrastructure ===

Pseudonymisation / de-identification
Synthetic data generation
Versioning & lifecycle management
Data curation

Research and datainfrastructures FAIRification support

Data quality assessments

European Research Infrastructures
Collaboration framework Regionalinfrastructures

Registries
for EHDS Seconda ryuse European reference networks

Nationaland regional data hubs

Data cleaning, standardisation & validation

Data integration & record linkage
Semantic interoperability services
Terminology & ontology services

Harmenisation to standards / common data models

\ Repository of analytical methodologies

Healthcare & pUblic sector Analysis scripts & scripting environments

Primary-care organisations APIs and developer tools

Healthcare providers Visualisation & reporting tools

Academic medical centers Custom software & domain pipelines

Statistical authorities Imaging analysis tools

EHDS Health data Public-healthorganisations B Al 7ML pipelinas
T e National/regional public data bodies Statistical analysis environments
f y k y — Monitoring & operational support
ra m ewo r a Cto rs Containerised environments
Industry HPC resources

Pharma/private research Data storage & archiving

CROs/technology providers Controlled output checking

SMEs and dlgltal health start-u ps Federated analysis environments

Platforms/intermediaries Secur mmote workspaces

TREs / Secure Processing Environments

Multi-country access coordination

Patientsand communities Contractual & legal support

Patient organisations Data Access Committee support

Professional/clinical communities Data access provision

Citizen-led initiatives
ELSI/Ethics bodies

O Public / restricted data catalogues

Eligibility checks & protocol review

Central data access portals & workflows

Study feasibility & cohort-count tools
Search and discovery services

Dataset and collection catalogues

Hinternal only = External only mBoth



Do we have the answers?

Does EHDS deliver for RWE today?

Yes, it is building the foundations. But a legal framework only creates
value when it is translated into an operational, usable infrastructure

[ scalable ][ interoperable ][ trustworthy ]

Is it ready for Al-enabled RWE tomorrow?

It can be, if we align ecosystems, enhance the infrastructure, and
connect it to the existing expertise and services

[harmonise ][ augment ][ connect ]

%iensano



%lensano

CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

dr. Nienke Schutte

Nienke.Schutte@sciensano.be

www.sciensano.be



Eric Sutherland

Senior Health Economist, OECD Ask your question []

¥

-
Nienke Schutte  Christian Dehlendorff =~ Dorota Religa Diana Sinkevich
Head of Unit, Innovation in Biostatistical Chief MD, PhD, Director, SveDem, VP Market Access EU &
Health Information Systems Unit,  Consultant, Danish Karolinska University International and Global
Sciensano, Belgium Medicines Council Hospital, Sweden HEOR, Chiesi

RWE4Decisions

symp.""‘SIum OPTIMISING RWE TO DELIVER VALUE IN HEALTHCARE 23 SEPTEMBER 2026
g



Coffee break
n———— . See you in 30 minutes!




11:40-12:20 Al for RWE Generation

i‘ ﬁ B FU =T @ Moderator

*“ Associate Healthcare Director Data Analytics,

NICE

-
Jing Wang-Silvanto Saunya Dover Tonya Winders
Member, Observational Health Director Science and President and Acting,CEO,
Data Sciences and Methods, Canada’s Drug Global Allergy & Airways
Informatics (OHDSI) Agency (CDA-AMC) Patient Platform (GAAPP)
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11:40-11:50

2 A-reasonable validation
- ..framework for Al in RWE
N " generation?
““§ . :Shaun Rowark
“ . " 'Associate Healthcare Director Data Analytics,
" NICE -




Al for RWE generation
panel

Shaun Rowark

Associate Director, Healthcare Data Analytics

23 September 2026

N I C National Institute for
Health and Care Excellence®




Al in the evidence lifecycle?

Disclaimer: Not NICE’s views

EHR / EMR

Claims
Data

- -

s
Surveys
& PROs

NICE

EVIDENCE
GENERATION

(e.g., Al for data collection)

!

<

Wearables
& Devices

Registries

- Al B -

Literature
& Public Data

EVIDENCE EVIDENCE EVIDENCE
SYNTHESIS SUBMISSION REVIEW
(e.g., SLR) (e.g., dossier writing) (e.g., Al summary of evidence)

Al-POWERED SYSTEMATIC c HTA DOSSIER

LITERATURE REVIEW Key Findings

7 Identify studies :_:,'_
v Screen studies
Benefits
v Extract data a [ ]

} Risks

Certainty of Evidence
% % %

Key Takeaways

v Assess risk of bias
@ Synthesize findings  [] D [l

50

DECISIONS BASED
ON EVIDENCE

(e.g., automated HTA)

AUTOMATED HTA DECISION

RECOMMENDATION

APPROVE

Decision Rationale
Clinical Benefit
Safety

Cost-effectiveness

Budget Impact

Equity Impact



Potential
decision
influence

Operational use

Evidence
summarisation for
committees

Language translation or
communication support

Movement of content
into new templates

Meeting summarisation

Booking meetings

Analytical uses

Economic model
structure

Synthetic data to
augment a control arm

Thematic analysis
Data extraction
Coding support

Synthetic data for
feasibility assessment

‘Reasoning’/adjudication

Draft recommendations

Committee support to
assess overall evidence
submission quality

Applying a critical
appraisal tool to assess
individual study quality

One information source
to support human
analyst day-to-day

.,

" As decision influence (and risk) increases, progressively stronger validation, auditability, and )
human accountability should be expected

o

*Wang-Silvanto et al (pre-publication)

NICE
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Problem statement

Evidence
synthesis

Data
analytics

@

A

Causal
inference

Document

creation/review

O

Economic
modelling

]

Predictive
modelling

Direct implications on HTA, guideline development and decision
making...

...Al brings...

Efficiency
Scalability
Novel approaches

...but with poor tools and lack of guidance...

Lack of transparency

Inconsistency across submissions
Downstream challenges for evaluation
Potential impact on trust and robustness

52



Scope

Principles-based framework with modular development aligned to evolving Al use cases.

o In scope

* Cross-cutting principles
 Specific Al uses:
* Primary evidence
generation
* Evidence synthesis
* Economic modelling
e Technical document
preparation and review

? Out of scope

* Al-enabled health technologies
* NICE business processes
* Appraisal of specific Al tools

* Regulation

coe-e
"Diﬁ‘ Intended users

All involved, directly or
indirectly, in an evidence
submission to NICE.




Governance

LT

ooeoo
"’D.ﬁ"’ Qo
i a®
External expert Internal task & Internal senior leadership
working group finish group steering group
* Rapid review of updates * Review surveys and analysis * Resolve blockers
* Participate in general surveys, e Ensure NICE operational * Identify risk
targeted reviews, roundtables alignment * Ensure NICE strategic
alignment

NICE 54



= FOUNDATIONAL PRINCIPLES :

'_:°| Data compliance | Responsible use

K . Y,
_——— | = ——— \
+ - "
GOVERNING THE USE OF Al ASSURING THE METHODOLOGY TRUSTING THE EVIDENCE
@ N 7 =\

@,

0 Validation

‘\/I Accountability @ Explainability
n” 000

5 ol <0 B o

Al lifecycle Fairness and
management  A] SYSTEM equity
8 Human oversight /\ @ Transparency

Reproducibility




Al Declaration (AID) checklist

o Purpose

Make Al use visible and
reviewable

* Declare Al use across the
submission.

* Show Al contributions, risk,
biases, controls.

* Support interpretation,
scrutiny, reproducibility
and audit.

* Developed iteratively
through the HTA Lab Al
submission pilot.

@ Application
o Map every
use of Al

List all uses and determine
influence.

When
applicable

Detailed
reporting

Explain and justify Al use,

including inputs, outputs and
human oversight.

e Alignment

Supports framework
reporting

* Mirrors principles and
terminology.

e Translates principles into
reporting checks.

* Supports consistent,
proportionate scrutiny
across submissions and
critiques.




Next steps

NICE

National Institute for
Health and Care Excellence®

57



Agile updates

ISPOR draft launch Public feedback

PUBLISH

REVIEW PRIORITISE

DRAFT
NICE 58



N I C National Institute for
Health and Care Excellence® Stay up to date

Thank you

* Sign up to our newsletters - scan the QR code or visit

nice.org.uk/newsletters

. . * Follow us on social media - visit link.tr.ee/nicecomms
ai@nice.org.uk

© NICE 2025. All rights reserved. Subject to notice of rights.



nice.org.uk/newsletters
linktr.ee/nicecomms
https://www.nice.org.uk/terms-and-conditions#notice-of-rights

11:40-12:20 Al for RWE Generation

ﬁ

Find out more
about GAAPP's

h " Al tool to
Shaun Rowark ELEGIC, support patients

“ Associate Healthcare Director Data Analytics, living with COPD
NICE

-
Jing Wang-Silvanto Saunya Dover Tonya Winders
Member, Observational Health Director Science and President and Acting,CEO,
Data Sciences and Methods, Canada’s Drug Global Allergy & Airways
Informatics (OHDSI) Agency (CDA-AMC) Patient Platform (GAAPP)

RWEADe::lsmns

symp SIum OPTIMISING RWE TO DELIVER VALUE IN HEALTHCARE 23 SEPTEMBER 2026



11:40-12:20 Al for RWE Generation

i‘ ﬁ B FUL R GEl '@ Moderator

*“ Associate Healthcare Director Data Analytics,

NICE

-
Jing Wang-Silvanto Saunya Dover Tonya Winders
Member, Observational Health Director Science and President and Acting,CEOQ,
Data Sciences and Methods, Canada’s Drug Global Allergy & Airways
Informatics (OHDSI) Agency (CDA-AMC) Patient Platform (GAAPP)
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12:20 — 12:55 RWE4Decisions Priorities to Support Better
RWE Generation for HTA/ Payer Decision-
Making

Karen Facey Sido [

- ¥ Senior HTA Adviser, RWE4Decisions Secretariat; Ask your question

[ University of Edinburgh
P s
k‘»’
Hans-Georg Eichler Ashley Jaksa Frangois Houyez Klaus Pugner
Chief Consultant Physician, Principal for Research Director of Treatment Head of Global Payer
Association of Austrian Partnerships, Information and Access, Evidence Planning and
Social Insurance Institutions Pedestal Health, USA EURORDIS HTA, Takeda

RWEADe::lsmns
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12:20 — 12:30 Ve

...~ Review of

" RWE4Decisions’ 2026
. activities
- Karen Facey

. Senjor HTA Adviser, RWE4Decisions
.". . University of Edinburgh




Rare Diseases: Improving RWD Quality & Availability for HTA/Payers

Limited clinical data leads to major evidence uncertainties

RWEADecisions International registries provide long-term follow-up of individual
patients to characterise disease, identify unmet needs, evaluate
patient outcomes (including quality of life) after intervention

WEBINAR REPORT

Improving Rare Disease Real-World Data
Quality and Availability for HTA/Payers

Wednesday, 8 April 2026, 15:00-16:30 CEST

Keynote speaker

RWD needs to be reliable, interoperable, decision-relevant to
support use in patient care and decision-making

Early collaboration and investment is needed to ensure that
relevant high-quality data are collected for various different
decision-making settings for care of people living with rare
diseases

RWE4Decisions
Symp:sium



Rare Diseases: Improving RWD Quality & Availability for HTA/Payers

Address data collection burden

il » Collaborate early to identify core outcomes

Improving Rare Disease Real-World Data

Quality and Availability for HTA/Payers » Use digital technologies for data capture?

Wednesday, 8 April 2026, 15:00-16:30 CEST

» Provide incentives for good quality data collection (funding and
feedback to clinical teams)
» Explore patient experience of data collection requirements
Feedback to
» Clinicians to improve data quality and inform patient care

> Patients to indicate how their data are used

s RWE4Decisions

ympasium



Can Real-World Data Explain Patient Benefit?

4Decisions

o HTA determination of added benefit focuses on “patient-relevant”
Reportotountabio - umonzs outcomes in clinical trials, but what about in real-world?

Table of contents

—— , Patient benefit can be measured by PROMs, which have clear

The challenge of using RWE to demonstrate patient benefit? Meni Styliadou

: process for validation, used by industry, clinicians, patient groups

Patient-led real-world data ion integrating with disease registry - Mark Skinner
(Institute for Policy Advancement Ltd) 3

i e e e e PROMs can be integrated into registries and combined with other

Schaler Kristensen (Pan-European

Honing patient-relevant outcomes for real-world use - Steven Harjes (Hematon).......

e RWD

Data quality challenges exist with use of PROMs as evidence in HTA
(even in clinical trials) — could digital tools help?

s RWE4Decisions

ympasium



Can Real-World Data Explain Patient Benefit?

4Decisions

o Are the PROs really patient-relevant?
e o ? Could data collection be real-world responsive, based on change
o in condition/experience of side effects (particularly in cyclical
i treatment)

Patient-led real-world data ion integrating with disease registry - Mark Skinner
(Institute for Policy Advancement Ltd)

P g o ot ot Think beyond PROMs that measure quality of life to establishment of

use of patient-reported outcomes in real-world evidence across Europe - Jargen
Schaler Kristensen (Pan-European

:zngpmisnl-ralevan.l autcomes forreal-world use - Steven Harjes (Hematon)...... C O r e O u t C O m e S et S ( P R O B E st u d y)

group di
from HTAr

e Data collection should create value for patients and clinicians, in
addition to developing a robust evidence set

s RWE4Decisions

ympasium



Alzheimer’s Disease: Planning RWD Collection to Inform HTA

4Decisions

Planning Real-World Data Collection to Inform HTA
Alzheimer’s Disease

Report of Roundtable - 18 February 2026

Table of contents

Case study p!

Overview of the SveDem (Registry for Cognitivie/Dementia Disorders) - Data
i d implications for clinical practice: Prof. Dorota Religa,

1 and irr
Karolinska Institutet (SveDem)

The role of NICE in the ConnectD project informing development of a national AD
registry: Shaun Rowark (NICE)

How can RWE complement RCTs to demonstrate the burden of Alzheimer's Disease
and benefits of treatment to patients and carers?: Matt Dixon (Bristol Myers Squibb).4

Q&A
Breakout group
&

s RWE4Decisions

ympasium

Over 100 medicines in development

To treat specific aspects of dementia — substantial patient and
carer burden — large RCTs possible

Pre-diagnosis “mild cognitive impairment”
» Potentially large population — hard to identify
» Patient relevant effects will be longer-term and difficult to
measure

RWD could support identification of relevant population for
health system planning, when to initiate treatment, dose
adjustment, discontinuation etc




Alzheimer’s Disease: Planning RWD Collection to Inform HTA

S RWD could address wider aspects such as self-care, behavioural
Planning Real-World Data Collection to Inform HTA Sta bility’ CriSiS epiSOdeS’ ad miSSion to hospital Or SpeCialiSt Care

Alzheimer’s Disease

Report of Roundtable - 18 February 2026

Requires data collection across primary, social and specialist care

Table of contents

Kuvnm meanLamgfrthMNEMAwukhp n Patient Registri
AD: Kelly Plueschke (European Medici

Case study

CNBNIEWU' SVaDem(Hgi fngnM ie/Dementia Disorders) - Data
cllmcelpmm e: Prof. Dorota Religa,

e : Minimize burden on patients and carers (who are generally older)

ysﬂ’ySha in Rowark (NICE)

How can RWE complement RCTs to demonstrate the burden of Alzheimer's Disease
and benefits of treatment to patients and carers?: Matt Dixon (Bristol Myers Squibb).4

ca : Given slow progression of disease, collect data annually

Breakout group
&

Limit core dataset with addition of items, only if another taken out

RWEAD!: slma multi- sla

Include medicine modules in registries

s RWE4Decisions

ymp2sium



Horizon Scanning to Support Early Dialogues & RWE Generation?

IHSI supports Payers to plan for products coming down the
pipeline and predict their reimbursement indication

WEBINAR REPORT

How Can Horizon Scanning Support Early
Dialogues and RWE Generation?

Wednesday, 15 July 2026, 15:00-16:30 CEST i It cou I d be use d to id e nt |fy

» Products with evidence risks (decision-relevant evidence
gaps) and support collaborative planning and early conduct
of RWE studies

» Need for additional RWD collection in existing sources (e.g.
novel endpoints, genetic testing, etc.)

» Classes of products where new RWD collection mechanisms
need to be organised

s RWE4Decisions

ympasium



Demonstrating transportability of real-world
evidence: what do HTA bodies and health

technology developers need?

A strategic view of transportability

Technical execution detail

f Needsattentin ) e ESEEEREee—
N N 01 When is transportability warranted?
Emma Hernlund®, Vandana Ayyar Gupta”, Melinda Hanisch®, Jing Wang-Silvanto’ and Role in the evidence package.

25 Does this address a key uncertainty?
Karen M Famf What is the return on investment?

Ashley A Jaksa' @, Blythe Adamson”®, Robert Szulkin®, Christian Dehlendorff’,
Assessment of assumptions
Consistency, positivity,
conditional exchangeability

“Pedestal Health, USA: '\I_‘nrrumtyn:\d'h'uhmgh:\n, US4: “Dienial and Prarmaceutical Benefits Agency, Sweden;: “Danish
Medicines Council, Denmark: “Mational Instibste for Health and Care Excellence, UK: “Merck & Co Inc, USA: 7 Astellas
Pharmacestical A/5, Finland: "RWE4Dedsions Secretariat, FIPRA, Belgiam and 1'li.ln.rl.'verslr.g.' af Edinbargh, United

e

P
(S

Gap: no threshold criteria

Vv If assumptions met

| |
1 I
I |
1 |
02 How to perform transportability well . Transportability adjustment :
Abstract Methodological execution of analysis. > " Quantitative methods to transport !
Real- i evidence (RWE) is ing how healtl hnology ¢ (HTA) bodi Where the field currently focuses. : effect estimates to target population |

evaluate therapies, veta critical gap persists: while transportability methods enable researchers to L ) N J

adapt treatment effect estimates from RWE studies in another jurisdiction to local contexts, the i

field rernains unclear on when these analyses impact decision-making. This article synthesizes 2 3 .

insights from HTA bodies, health technology developers (HTDs), and methadologists to clarify 03 How will HTA bodies evaluate quality?

what is missing from today’s transportability conversation. We find that methodological Standardized frameworks for assessment. Assessment of validity

progress has outpaced guidance on its atility; HTDs risk investing in transportability anahyses Capacity building within HTA bodies. Evaluate impact of bias on

without clear evidence that they reduce key uncertainties or affect recommendations. We Transparent reporting requirements. transported effect estimates

identify three fundamental gaps: the ahsence of objective thresholds for determining whether L )

transportability assumptions are adequately met; limited guidance on when quantitative trans- L y o
is needed versus qualitative assessment; and variation in HTA bodies evaluation and

l.pPLlﬂﬂ-ﬂﬂ Df mﬂﬂi evidence. These gaps creaie a critical “ﬂPﬂﬂf where HTDs must . Strategic gaps — need further development

decide whether to invest in such analyses, while HTA bodies lack standardized frameworks for
their assessment. We argue that transportability cannot transition from academic exercise to a
decision-making tool without explicit early dialogue between stakeholders, transparent repaort-
ing standards, and capacity building within HTA bodies. We present actionable recommenda-
thons to build HTA expertise, create a case study repository, and define contexts where
transported RWE demonstrably impacts patient access. As evidence dossiers increazingly rely
on noilocal data, addressing these strategic and operational gaps becomes essential to help
patients.

. Methodology — more developed; current field focus

Figure 1. Pivoting the focus from transportability methods to their strategic use.

sRWEADeCISI,;ns
: OPTIMISING RWE TO DELIVER VALUE IN HEALTHCARE 23 SEPTEMBER 2026 71
ymp2sium



12:20 — 12:55 RWE4Decisions Priorities to Support Better
RWE Generation for HTA/ Payer Decision-
Making

Karen Facey Slido [

#.. W Senior HTA Adviser, RWE4Decisions Secretariat; Ask your question

[ University of Edinburgh
P s
k‘»’
Hans-Georg Eichler Ashley Jaksa Frangois Houyez Klaus Pugner
Chief Consultant Physician, Principal for Research Director of Treatment Head of Global Payer
Association of Austrian Partnerships, Information and Access, Evidence Planning and
Social Insurance Institutions Pedestal Health EURORDIS HTA, Takeda

RWEADe::lsmns
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Existing or non-existing data sources to be ALWAYS discussed during SA - JSC,
EHDS to accelerate access to data (not 2 years!)

Developers should create real-world data when they don't exist, and not
rely on published evidence (often uncomplete or unfit)

Contradictions between RCT and RWD. Which control data truly
support a comparison? We don’t understand everything

\
Patients in the governance of data sources! Even for sources
\ of data that don’t see patients

For 2027 é’

&
N
‘Jﬁg

y Larger scale training / upgrading of data analysts; (SMEs)
,,pj}:’-f struggle to perform high-quality rigorous analysis

Standardisation +++, particularly from public data sources
(heterogeneity between different hospitals)

F. Houyez - Information and Access Director | EURORDIS \


http://www.nealanalytics.com/neal-creative/templates/

~ Thank you for your
attention

L4

Francois Houyez

francois.houyez@eurordis.or



http://www.nealanalytics.com/neal-creative/templates/
http://www.nealanalytics.com/neal-creative/templates/
mailto:francois.houyez@eurordis.org

12:20 - 12:55

RWE4Decisions Priorities to-Support Better RWE
Generation for HTA/ Payer Decision-Making

Karen Facey

Senior HTA Adviser, RWE4Decisions Secretariat;
'~ University of Edinburgh

“‘ %
Hans-GeorgEichler Ashley Jaksa Frangois Houyez Klaus Pugner
Chief Consultant Physician, Principal for Research Director of Treatment Head of Global Payer
Association of Austrian Partnerships, Information and Access, Evidence Planning and
Social Insurance Institutions Pedestal Health EURORDIS HTA, Takeda
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12:55 -13:00

0 Cloéiﬁg rémarks

. Laura Batchelor
: '.I\/Ianag-ing.Partner, FIPRA International




RWE4Decisions Learning Network co-creation

Stakeholder Actions to Generate Better RWE for HTA/Payers

Sy

Nov 2024
ISPOR

Improving healthare decisions

RWEADe::lsmns

International Journal of
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Actions for stakeholders to develop better real-
world evidence for HTA bodies/payers decision
making

Ashley A. Jaksa' @, Alina N. Pavel’, Mat ro’, Niklas Hedberg
Victoria Hodgkinson™, Laurie J. Lambert’, Francois Meyer’, Matias Olsen’,
Pila K. Rannanheimo'” and Karen M. Facey™'*
“Acten Inc. Boston, MA, USA, RWEADeckons Scrarit, FIPRA, B, Belg
m Whmedebdiemiee
Agency
Brin o, Univerty of oy g, AR,
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Abstract
Objective: In 2020, RWEADecisions, a mult-stakeholder initiative commissioned by the Belgian
k generation, analysis, and Imnpm.mun of

 health

e it and advancements in RWE have created
mpetes 0 upde dabche ctions o the E) d el
NakedS RROREES Srul i ok Smviral i b ot (114

Results: Detailed new actions fos each stakeholder group are presented. Key themes identified
are the need to address interorganizational fragmentation regarding secondary data use and
‘methodologie o buld robust RWE. HTA bodses/payers need to develop a common vision
St he ptenl we of KW The ke o e el ikl e a ey dota cllcos
tcal. Opportunitiesforscintifi advice acrossthelfe ycle ofamedicine are essental, and the
mnph'wnmlnn of RWE guidance related 1o HTA is paramount. Progress requires specific
S D
s Carying e
p.mn.,.mm.nwzmmm.«umm ‘medicines and buil trust
between stakcholdersin the use of RWE.

Background
In 2020, RWEADecisions, a multi-stakeholder initative commissioned by the Belgian payer (the
National Institute for Health and Disability Insurance [NIHDI]) (Box 1), published stakeholder
actions o mpport the geerto analyl ] erpesatio o s wordevdene (RWE)t0
inform the decision making of health technology L (HTA) bolpeyee o Mgy
enovaie techealogies i the Europesn Unio (EU) (1) NTHDI b ben hosin E
e bl i et v g e o, f EWE o it e
medicines. In 2019, a key conclusion was that other st the pharmaceatical
industry (ic, linicians, patient groups. n.;myrm«\.nmmmamu groups, a
Iators) had a role in generating robust RWE for decision making, This conclusion led to the
development of the 2020 stakeholder actions using a multi-methods approach (1). When the
actions were published, RWEADecisions received feedback from Canada’s HTA body, patient
80, i ity bldas e s i o o et T he s
Soce e publcation of these sakehokdr acions, thee have ben changs i b e HTA
40d declon making eavironment 0d Advancernets 1 the s of RWE fot decson sakiog i
the EU. For cxample, in the EU, the Regulation (EU) 2021/2282 on Health Technalogy
Assessment (2), mandated that from January 2025, Joint Clinical Assessments (JCAs) will be
veloped for all new oncology medicines and petic medicinal products and
be extended toall new orphan medicinal products in 2028. JCAs will deliver an assessment of the
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New Actions launched at
RWE4Decisions Annual Symposium

and ISPOR RWE Summit
New paper publication July 2025 (IJTAHC)

STAKEHOLDER ACTIONS TO GENERATE BETTER REAL-WORLD EVIDENCE FOR HTA/PAYERS

24 SEPTEMBER 2026

RWE4Decisions

Our work ~

Stakeholder Actions to
Generate Better Real-World
Evidence for HTA/Payers

The RWE4Decisions Learning Network has developed a new
set of Stakeholder Actions to support stakeholders across

the ecosystem in better RWE generation and use that

respand to HTA/Payer needs.

We want to hear from youl

Now: Get
Involved!

Share your implementation story >

Share
on the

our im
WE4

Stakeholder Actions ~

Events Newsletters

lementation story
ecisions website!



https://doi.org/10.1017/S0266462325100238

R B R ﬁ :

Thank youl

Save the date and secure your place at our upcoming Do you have any questions?

RWE4Decisions meetings and events. Registration is now open:

e Email us: secretariat@rwed4decisions.com
7 October 2026: Webinar on “Clinical Teams’ Role in Real-World «  Follow us on LinkedIn: @RWE4Decisions
Data Generation for Healthcare Payers’ Decision-Making”

18 November 2026: Roundtable on “Learning from the first Joint
Clinical Assessments - What is the potential role of Real-World

s RWE4Decisions
Evidence?” (invitation only)

pasium
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