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Disclosures and disclaimer statement

¢ The viewpoints and perspectives shared within this presentation are exclusively my own. They should not be interpreted or
cited as representative of, or reflecting, the stance or official policy of any institutions or corporations with which | have
previously been, or currently am, associated.

e Any references to commercial products, their sources, or utilization in the context of the material discussed here should not
be construed as either actual or implied endorsement of such products by any public department or healthcare and payer
services.

¢ Overthe past years, | have had the privilege of providing scientific advice to: AbbVie, USA; Acadia, USA; Acumen, USA;Aicure,

USA; Alexion, ltaly; BCG, Switzerland; Astra-Zeneca, ltaly; Boehringer Ingelheim International GmbH, Germany; Compass
Pathways, UK; EDRA-LSWR Publishing Company, Italy; Ferrer, Spain; Gedeon-Richter, Hungary; GH-Pharma, Ireland; GLG-
Institute, USA; Immunogen, USA; Inpeco SA, Switzerland; Ipsen-Abireo, France; Johnson & Johnson USA; LB-
Pharmaceuticals, USA; Magdalena BioSciences, USA; MSD, Italy; NeuroCog Trials, USA; Novartis-Gene Therapies,
Switzerland; Sanofi-Aventis-Genzyme, France and USA; Lundbeck, Denmark and Italy; NapoPharma, USA; NetraMark,
Canada*; Otsuka, USA; Pfizer Global, USA; PharmaMar, Spain; Relmada Therapeutics, USA*; Takeda, USA; Vifor,
Switzerland; WCG-VeraSci/Clinical Endpoint Solutions, USA. *Shares/Options

e The field of medicine is continuously advancing, and many data may not be included in this document/presentation. The
information provided is intended as general suggestion and the reader/attendant is advised to independently verify the
information herein, as this is not a definitive source of medical / regulatory / payer guidance and may not reflect the most
recent evidence or practices at the moment of its perusal.

¢ Theseslides are both original or have been modified from previous presentations/videos quoted accordingly.

¢ Please consider this disclosure as we proceed, particularly if | present or mention data that was obtained from Relmada or
NetraMark. Nothing contained herein is, or should be relied on as, a promise or representation as to the future performance of
these Companies in any stock market. :‘:’? Last update: Jan 25,2028
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Demystifying the EU Data Sharing Space
Content Overview
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Healthcare Data Sharing Key Institutions & Opportunities &

inthe EU Roles Challenges
Understanding the evolving Exploring the roles of key Examining the potential benefits
landscape and its global and players in shaping the data and hurdles of data sharing in
localimplications. sharing ecosystem. the EU. The case example of the

FACILITATE IMI-2 Project.
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EU Key Institutions on the present topic

v' European Commission
o Proposes and implements legislation like
the Data Governance Act and Data Act;
coordinates EHDS.
v EMA
o Central authority for drug approvaland
pharmacovigilance in the EU.
v IHI

o Successortothe Innovative Medicines
Initiative (IMI), focusing on cross-sector
health innovation.
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The Benefits of Data Sharing in
the EU are clear.

Larger Datasets Real-World Evidence

Combining data across EU Shared data can drive
member statesyields more  faster drug approvals

robust, representative and post- marketing
informationforclinical surveillance.
research.

Al & Innovation

Better data access fuels advanced analytics, including

machine learning algorithms that improve diagnostics
and treatment plans.
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EU Data Sharing Landscape

The EU has established a comprehensive data sharing landscape, built on foundational
legislation and initiatives.

* General Data Protection Regulation (GDPR): Protects personal data.

« Data Governance Act (DGA): Fosters trusted data intermediaries.

 Proposed Data Act (PDA): Clarifies data usage rights.

 European Health Data Space (EHDS): Dedlcated to health data sharlng @ l

N . 4TSS intemationsl W jork
The European Data Act: new rights and obligations \\\ . "
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Intentions of the European Health
wnovarion  Data Space (EHDS)

innovation.

Prioritizes privacy and
security.

@ Facilitates research and

POLICY

Enhances data interoperability across
systems.
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However, there are many infrastructural hurdles to ensuring
that the EHDS Intentions could be executed

0 SILOED DATA THAT REQUIRES NEED FORDE-CENTRALIZED 04
HARMONIZATION & HYBRID STUDIES

RWD currently exist in different siloes, including EHRs, Studies that are completed atthe point of care and

patient and physician registries, claims databases etc. incarporate RWE allow patients to receive treatments

Integrating and harmonizing these disparate sources from their community providers while ensuring data
offers opportunities to expand RWD analyses' collected is accurate and reliable®

0 UNCERTAIN DATA QUALITY
AND PROVENANCE

EHR is not organized with the goal of supporting

research and the accuracy / reliability of data gathered

by many personal devices and health-related apps are

uncertain?

DIFFICULTIES IN EXTRACTING DATA 05
FROM UNSTRUCTURED SOURCES

Extraction can be difficult in retrospective data collection,
which is often based on unstructured texts like discharge
letters or medicalrecords?

0 POOR DATA INTEGRITY & SECURITY
& NEED FOR DE-IDENTIFICATION

Attacks on RWD are prevalent due to security vulnerabilities,
particularly in emerging economies, challenging a desired
level of data integrity®

caps INTECHNICAL EXPERTISE ()G

Shortage of researchers with adequate methodologic savvy
could resultin poorly conceived study and analyticdesigns
that generateincorrect or unreliable conclusions?

Abbreviations: RWD: Real world data; RWE: Real world evidence; EHR: Electranic health record.

1. Natio nal Institute an Aging {NIA). 2022. Gaps and appartunities far real-waorld data infrastructure. 2. Sherman etal.2016. Real-warld evidence — what isit and what can it tell us? 3. Pertacci et al. 2021.U se of real-warld evidence
for oncology clinical decision making in emerging economies. 4. Loda etal. 2019. Exploration of artificial intelligenceuse with ARIESin multiple myeloma research. 5. Gattlieb. 2019. Breaking down barriers between clinical trials and
clinical care: incorporating real warld evidence into regulatory decisio n making.
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The higher the quality of RWE, the higher the requirements
for data collection infrastructure

SR Registry-based
Patient regist Registry networks®’ o e
gistry? ElRShy randomized trial®>®
* Electronic system to collect * Organized systems that * Linkage of registries and a » Trials that use registries as
and store patients’ medical collect uniform data on a diverse range of other a platform for case records,
information’ population defined by a datasets® data collection,
* Enables quick access to part(';,:lfllar SR, i * Facilitate knowledge ranadomlzatlon, and follow-
patient records and more contition orexposure sharing, standards for P
reliable prescription? * Plays animportant role in improved interoperability * Requires well-established
el monitoring the safety of and registry practice nationalregistries, with
other healihinformation medicines* professional communities’ standardized end points

systems' + Challenges in data sharing + Challenges in data and little missing data®

and transparency* harmonization / sharing due
to divergent national rules’

Infrastructure requirement

Abbreviations: EHR: Electranic health record; RWE: Realworld evidence; RCT: Randomized contralled trial.

1. Ehrenstein et al. 2019. Obtaining data from electranic health recards. 2. Health| T.gov. 2023. Wh atar eth e ad vantages of electranic health records. 3. Li etal. 2016. Registry-based randomized contralled trials- what are the
advantages, challenges, and areasfor future research. 4. EMA. 2023. Patient registries. 5. Sedrakyan et al. 2022. Advancin gthe real-woarld evidence for medical devices through caar dinated registry networks. 6. Daherty etal.202 3.
Regdistry randomised trials: a methodological perspective. 7. L&M Palicy Research, LLC.2018. Registries far Evaluating Patient Outcomes: A User’s Guide.
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Remember that People are a Continuous Source of
Health Data

Vital signs
ECG

Contact lens
ntraccular pressure

Sweat analysis Glucose
Breast ca
Risk assessment at detection .
all stages of life Witétbad ooy
:;talsgwst compounds
Movemen! L cel detect
P Integrated health portal Glucose SR
{ ok (s:hag:rs\ce Electronic skin
1 i i Vital signs
x ; Data analytics Intervention 's";f’;ni' e!ovca e
K 7 . Contact time/ Sweat chemistry
4 S distribution
4 Implantables
v. Cardiac monitors
Family history . - i
Genetic screening ?_::rt'?t'::iz:d § )
Socioeconomic g Pattern recognition )
factors /\ 2 Automobile Smart home
Machine learning Vital signs
approaches Stress
2 = Environment
Implantables Pre@ctwg modeling
Wearzbles Digital twin ﬁ
Smart home Actionable response
Biomarkers determination Doctor visit BERGREAE
; in Medicat
Imaging Craching e e
Specific testing Urine
1 =0 Stool
Precision medicine (ammmon
Behavior changes
Wolan
Learning and
adaptation
ECG = electrocardiogram; NO = nitric oxide; O2 = oxygen; UV = ultraviolet.
Gambhlr SS et Al. Toward achieving precision health. Sc Transl Med. 2018 Feb 28;10{4 30}
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On RWE, the EU and US laws and, therefore,
actions diverge
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In EU one early workshop (about 2018) 5

EUROI’EAN MEDILI NES AGENCY

C1EN( MEDICINES HFAITH

Real world evidence — what have we learned recently at EMA? -

An agency of the European Union

Kieran Breen, Jamie Wilkinson, Courtney Coleman, Isabel Proano, Sofia Marcha, Birgit Bauer
RWE sub-group

Variances in populations  Whatimpacts access to data?

utilizing technology
versus the populations

The cone of evidence development is changing!

e | « GDPRregulations
. g);fg?;rr\i:)gegmups (elderly,
" Race, ethnicy & gender * National and local guidelines

" condions * Role of anonymity

= Differing concomitant drugs
{including OTC)

« Lifestyle variances including * St O ra ge a n d S eC U r ity

smoking, dietary habits

Populations Studied

» Ditferences in disease
severity

* Varying levels of comnliance

Phases I-lI Post-approval Research

(3 l)
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In EU: 1 Strategy, 1 early Guideline (oct 2021

Paper
Real-World evidence (RWE) is the evidence derived from the
analysis and/or synthesis of Real-World data (RWD Pme—

¥
EUROPEAN MEDICINES AGENCY
SCIE N MEDICIN TEALTH }
. regnlarory pacmers. This werk 4
H MA EUROPEAN MEDICINES AGENCY Real-World Evidence in e e e e WU ek :
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s ot EU Medicines Regulation: S ) b e
ittee for Hu . P Acknowl different famewarks
Committee for Human Medidnal Products (CHMP) Enabllng Use and Estab"sh'ng S “,,,L:y::fl": J.“\jdk::‘_, and
o o RWF, we helieve the 3
value main pey s orthe En opeas Unonare  §
Guideline on registry-basad studies : Ebhabchc  §
Peter Aclets™, Jesper Kjiee?, Karl Broich® and Emer Cooke® o wiiking o Sl i E ”“Pn;mm 5

dhosgh < collsboracive gparoach whe.: we
We outline our vislon that by 2025 the use of real-world evidence 1mu,< che bert dhae differenc mkuk
will havo been cnabled and the value will have boen dwherett
P 25 Mey 202¢ actass the spectrum of regulatory use cases. We are warking to \m}u"v“"f i {fdm“l role of indus-
e deliver this vision through collaboration where we leverage the " 3*</#aeridence:
best that different stakeholders can bring. This vision will support  enABLING USE
the development and use of better medicines for patlents. Te enable use, we aze working en maltiple
fronss wath our szakeholders, 1zcluding
paticars, seakbcace professionals, induse
ndrealwarkd T Decerber 2078, the US Fand and - and public health sgencies,
Deug Administrarion (FDA) published. assessment bedics, pay
work for KWE underpnned by ers, and scadknic. We arc in
o, and superviion of meclizines in the  thres il wherer BT ane i fornee, o establih 3 daea qualiey
Europecn Usion. Their plce in safets  whether the sudy dasign sn provide ade ot use for RWD but o ol daca wied 12
7 Sestember 2021 menitoring and dise quate svidence. and whathes the study con ..5‘.|" wy decision waking Wi
wellosraslished wh dier mers wegn arory wequizmennt T improve the diseoverabils

proved by the Cross-Committee Task Force on

Draft sent to the EU Regulatory Network for consultation
0 EMA committaes, Patients' and Consumars’ Warking Qluy 2000
Party snd Healthcare Professionals' Warking Party

European medicines agencies
network strategy to 2025

Reabwrld dors (R
svidence (RWE) are slres
wegultion of the developeent, authotiza- its fr

Start of public consultation 24 Sentember 2020

i v oy

€nd of consultati 31 December 262

Protecting public health at a time of rapid change

line agreed by the Cross-Committee Task Force on

Reyisties

UNIMORE

Final guideline adopted by CHMP

16 Santamber 2021
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Most recently a larger and more DARWIN
y g SEUAT

coordinated effort

The European Medicines Agency (EMA) and the European Medicines Regulatory

Network established a coordination centre to provide timely and reliable evidence on the use,
safety and effectiveness of medicines for human use, including vaccines, from real world
healthcare databases across the European Union (EU). This capability is called the Data Analysis

and Real World Interrogation Network (DARWIN EU®).

~130 million 140+ ~40

Patients providing Studies delivered per Data partners

data year by end of 2025
Darwin EU supports regulatory decision-making by: i 2024 by 2025

» establishing and expanding a catalogue of observational data sources for use in medicines regulation;
* providing a source of high-quality, validated real world data on the uses, safety and efficacy of medicines;

» addressing specific questions by carrying out high-quality, non-interventional studies, including developing
scientific protocols, interrogating relevant data sources and interpreting and reporting study results.
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Establishment of EU full RWE and registries
iImplementation for data sharing (and re-use?)

What may impact access to data in EU
« GDPR-GDPR-GDPR!!! (butis true???)

* Challenges of development of RWE data including provision of informed consent
* Clear communication with appropriate stakeholder involvement at all stages

* Inclusions of outcomes relevant to patients

* Collection and analysis of meaningful data
* Impact onwillingness to take part
» Data acquisition
* Motivation/reward {patient and clinician)
* Accuracy, quality and point of entry
* Collected in a “real world” setting {e.g. community or primary care)

» Data protection and custodianship

i UNIVERSITY
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In US: 10 Guidance Documents (aug 2017; sep. 2021: Oct. 2021; &
Dec. 2021; Sep. 2022, Aug. 2023, Dec. 2023, Dec. 2023; Jul. 2024, Sep. 2024); 1 Paper

Contans Nowsinting Recmendatons
Real-World Data: Assessing
Electronic Health Records and
Medical Claims Data To
Support Regulatory Decision-
Making for Drug and Biological
Products

Use of Real-World Evidence to
Support Regulatory Decision-Making
for Medical Devices

Guidance for Industry and
Food and Drug Administration Staff
Document issued en August 31, 2017,
Guidance for Industry

DRAFT GUIDANCE

The druft of this document was ssaci an July 27,2016

jrding CORI!-regrated o Offis of
7064907 o CRHE 308

Otihe e

P e e, i
....... Do

T R 1061 Rackou
dxke camba taic n e oo

jo e
wilbiley baepulishe o fe Frkeol Rt

Seprmrr 321
R Wb Pta Rl Voutd Eubbemae (RADFWES

U, Degartmen; of Heah b ane Hurar
Feod arml Drug Adi

(1Y U.S. FOOD & DRUG

Use of Real-World Data and Real-
World Evidence to Support
Effectiveness of New Animal Drugs

Data Standards for Drug and
Biological Product Submissions
Containing Real-World Data
Guidance for Industry

Guidance for Industry

DRAFT GUIDANCE

LS. Department of Health and Human Services
Food and Drug Adwinsstration
Uenter for Veterinary Medichie (CVM)
Ociober 2021

Octoter 2021
Rk Wbt Dote Rl Wor b Bk e (FWDEWE)

Considerations for the Use
of Real-World Data and
Real-World Evidence to

Support Regulatory

Decision-Making for Drug

and Biological Products

Guidance for Industry

S gttt e St

o
Center P Peabion a4 Reseanch (COER)
ool Do Braenisoned vk (CBE)
Onologr Center

Submitting Documents
Using Real-World Data
and Real-World Evidence
to FDA for Drug and
Biological Products
Guidance for Industry

an Dz Adainistrati

»f Excellence (0C!

Angist

Rt Yok Dot Peatyoorks Exilones RVRWE)

"
ATM NISTRATION

Center for Biclogics Evaiasoe ad Reseach

Keal-World Data: Assessing
Registries to Support
Regulatory Decision-Making
for Drug and Biological
Products
Guidance for Industry

Data Standards for Drug

and Biological Product

Submissions Containing
Real-World Data

Guidance [or Industry

U Dottt sk s i St
nd Drug Adwinistration
Cente Dy Fualonion abd Reearch (CDER)
Center for Bickogies Exaluativn and Research (CBER)

Oncology Cener of Exzelence OCE)

December 2023

Decer Real World Dats/Real World Fxicence (RWIVRWE)
Keal World Uat/ieal Workd LysSence (KW O/KWE)

UNIMORE

Real-World Data: Assessing
Electronic Health Records and
Medical Claims Data to Support
Regulatory Decision-Making
for Drug and Biological
Products
Guidance for Industry

Controlled Trials for Drug
and Biological Products
Into Routine Clinical
Practice
Guidance for Industry

DRAFT GUIDANCE

for comment b
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fied
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LS. Department of Health and Hama Serviees (CBRy Otk Compricato. Duresthant Bvekomet B 435-470 e 040210
Fooc ard Drug Administration
Center for Drag Evaluatin and Research (CDER)
Center for Biolegies Evawaticn and Resexrch (CEER) LS. Departmeat of Heslth and Human Services
Oncology Certer o’ Exedleace (0C7) Fool and stration
Center for Drug Exal
Center for Boleics Es

July 2024
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Global Context & FDA Connections

v' Comparisons with the U.S. regulatory
environment (FDA).

v" Cross-border research challenges. 0%

Europe

v" Potential harmonization or conflict

areas. Data

Europe
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Global Context & FDA Connections

O FDAfocuses on drug safety and efficacy.

EU adds data governance frameworks like the
DGA, Data Act, and EHDS.

N Ongoing dialogues aim to streamline data-
sharing protocols.
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Ilustrative Examples of How US DHHS Agencies Are Using the
Building Blocks of USCDI, FHIR, and TEFCA to Standardize the
Capture, Transfer, and Exchange of Health Data s wi0.1001jama 2025 ooee

Agency

Example use case

National Institutes of Health (NIH)

Health Resources & Services
Administration (HRSA)

Centers for Disease Control and
Prevention (CDC)

Agency for Healthcare Research and
Quality (AHRQ)

Centers for Medicare & Medicaid
Services (CMS)

US Food and Drug Administration (FDA)

Advanced Research Projects Agency
for Health (ARPA-H)

NIH is leading a coalition of federal partners to develop technology capabilities for USCDI+ implementation guides for
cancer research, which could be used in NIH-funded research.

HRSA is transitioning the federal Health Center Program’s Uniform Data System from manual data entry to automated
FHIR-based reporting, leveraging a USCDI+ program that includes deidentified patient-level data. ALl 1400 HRSA health
centers will be expected to report at least in part using FHIR in 2025.

CDC is working with state, territorial, local, and tribal public health agencies to improve the timeliness and efficiency
of public health data exchange using FHIR, USCDI, and TEFCA.'* For example, 60 jurisdictions have already received
electronic case reports through TEFCA.*®

AHRQ in partnership with NIDDK, building on USCDI, has developed a set of FHIR-based open-source applications and
an HL7 Implementation Guide to facilitate collection, aggregation, and sharing of EHR data to support shared care
planning and care coordination.1®

CMS is working across its quality programs to move to digital quality measures and is pursuing quality measure data
submission on FHIR, including through a new USCDI+ quality measurement domain.

FDA is supporting collaborative regulatory science projects to evaluate the use of FHIR and USCDI to capture data from
routine practice to support various clinical study designs.'”:18

ARPA-H programs require the use of FHIR, USCDI, and TEFCA where applicable. For example, the PRECISE-AI program,
which is developing capabilities to detect and mitigate Al model degradation, requires solutions to adhere to standards
established or endorsed by DHHS including FHIR.*®

Abbreviations: Al, artificial intelligence; DHHS, Department of Health and Reliability Evaluation for Continuous Modifications and Useability of Artificial
Human Services; EHR, electronic health record; FHIR, Fast Healthcare Intelligence; TEFCA, Trusted Exchange Framework and Common Agreement;
Interoperability Resources; HL7, Health Level 7; NIDDK, National Institute of USCDI, United States Core Data for Interoperability; USCDI+, United States Core

Diabetes and Digestive and Kidney Diseases; PRECISE-AI, Performance and Data for Interoperability plus.




European Interplay & Potential Tensions (1 of 2)

v Shared Goals

o Improving patient outcomes and research
innovation.

v" Governance & Collaboration

o Clear governance structures and collaboration
can alleviate overlaps.
v" Regulatory Scope
o Eachinstitution hasits own specific regulatory
scope.
v" Potential Friction

o Clinical trial data might be regulated under EMA
guidelines but also require alignment with EHDS
for broader sharing.
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European Interplay & Potential Tensions (2 of 2)

* The EU data sharing landscape Cross sactoraltiste
involves various institutions with ~ oevemanceframenerk 228,
overlapping mandatesand om0
potential conflicts. B BN

data use in line with FAIR

* Synergiesexistinthe B
coordinated push for e n gl
innovation and patient-centric ~~ *®*T*
solutions.

* However, complexities arise e e
from differing scopes and PO g DEDANE bl

investing in data literacy.
« Capacity-building for SMEs.

potential conflicts in resource
allocation, compliance, and
duplicative requirements.

o00
7 innovative @
UNIMORE D s 5‘::‘%

EU DATA
STRATEGY

Enablers

Key actions:
- Investments in data capabilities

and infrastructure.

+ Creation of a European data-

sharing ecosystem.

« High Impact Project on data

spaces and federated cloud
infrastructures.

Common European
Data Spaces

Key actions:
« Establishing data spaces in

strategic sectors.

« Promoting data sharing and

interoperability.

dataleaders.net

UNIVERSITY
OF MIAMI

Ll



FACILITATE

Framework for Clinical Trial Participants Data Reutilization
for a Fully Transparent and Ethical Ecosystem

To facilitate the process of patient
access to clinical trial data and to
manage re-use of data

Mission:
» Build a trusted, patient-centric ecosystem for ethical and legal reuse of CTs data.

 Enhance study participants' access to their health data during and after the trial.
 Develop flexible, actionable solutions for RolPD to encourage adoption.

Who Should or

When Should or Patient choice:

can return can individual Making the

individual paticipant data choice of
participant data be provided to accepting or

and study study participants declining to

results or their delegate receive iPD.

RolIPD = Return of Individual Participant Data.

CTs = ClinicalTrials :e}' UNIVERSITY
Fo RS innavative ° d x : 5 OF MIAMI
UNIMORE NUL 2 eoce Ref: joan.blom@unimore.it g3



FACILITATE Challenges & Considerations

Cross-Border Collaboration

LegalUncertainties Navigating distinct

regulatory frameworks.

Varying GDPR implementations, Respect for persons
overlappingregulations. and community

Confidentiality Empowerment Accountability

Health system and Trad|t|f> m.“ Eifitcal
atient burden reduction princlples
Utility P

Newer Ethical
Reciprocity principles

Beneficence
oty 4 T

SR
|
\ o

, Justice
N

Non-Maleficence Transparency, Public Interest Additional ethical values

Responsiveness Trustworthyness

Additional considerations

Sustainability

Patient benefit
Interoperability Data Quality & Security
Differing standards across Ensuringdata is accurate,
EU member states. i de- identified, and secure.
AmD s sves i
UNIMORE A s 34 -

seee Ref: joan.blom@unimore.it 3



FACILITATE Horizon Target: “Simplify Complexity»

 Achievements * EMA noted that meaningful engagement with

« Ethical framework guiding the Return of DPAs is unlikely in the near term

Individual Participant Data « Roadmap for 2025

* RolPD by design process outlining flexible * |terate pilot programs and gather participant
uptake by sponsors according to the feedback.
individual sponsors’ resources « Advocate for RolPD by Design

* Pilot study testing the ethical framework + Consolidate learnings, scale processes and
guiding RolPD by design prepare for EU adoption.

 Key Challenges * Finalize guidance documents facilitating

* Fragmented national legislative EU landscape uptake.

« Limited Engagement with National DPAs: » Extension of the FACILITATE ethical framework
without clear guidance from DPAs, sponsors to data sharing

face challenges in determining a suitable legal
framework for RolPD RolIPD = Return of Individual Participant Data.
’ DPAs= Data Protection Authorities

0009
S e aese

mediane 4 5 . 3
UNIMORE Il e sess Ref: joan.blom@unimore.it g
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In conclusion, if you really want to demystify the EU Data

Sharing Space please consider:
5 N\,

Evolving EU Landscape Institutional Interplay

DGA, Data Act, and EHDS  EMA, IHI, and EC are key
are shaping the EU data ~ Players, with both
sharing space. opportunities and

tensions.
Qo

Global Dimension

Coordination with FDA
is crucial for bridging

Action Items

Stay informed, investin
projects with compliance

legal frameworks. and interoperability.
.:..
UNIMORE Nt :\./,:

0. &N
o)

UNIVERSITY
OF MIAMI
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Framework for Clinical Trial Participants Data Reutilization

for a Fully Transparent and Ethical Ecosystem Th a n k yo u fo r

To facilitate the process of patient yo u r a tte n tl 0 n

access to clinical trial data and to
manage re-use of data

Contact Us

Prof. Dr. Luca Pani - coordinator

Luca.Pani@unimore.it

Prof. Dr. Johanna Maria Catharina Blom - vice coordinator

Department of Biomedical, Metabolic and Neural Sciences J_O_a_n_‘_B_lQm_@u_mm_QLe_JI
Via Campi, 287 - 41125 Modena

I https://facilitate-project.eu/contact/
UNIMORE

Universita degli Studi di Modena e Reggio Emilia

If you have any questions or would like to share some feedback or criticism with
us, please feel free to contact us. We would be glad to assist you.

UNIMORE JML) e csce v

FACILITATE
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Disclaimers

e | am an employee of Roche

e Views expressed are of mine, on behalf of Roche and EFPIA

e | don’t work for the European Commission so will explain the EHDS as |
Interpret the text



Agenda

Introduction to the EHDS

Role of Health Data Access Bodies (HDAB)
Pharma’s roles in the EHDS

Policy Considerations

Where do we go from here



Introduction: What is the EHDS and why Is it
needed?



The EHDS is part of the Rapidly Evolving
and Connected EU Data and Digital Policy . — -

THE EUROPEAN [ |30

Landscape | DATA STRATEGY b

Data Governance Act (DGA) = General Data Protection Regulation (GDPR)

= Awaiting formal adoption by EP and Counci
« Rules to apply 15 months after adoption

= Unifying data privacy laws across the EU and approved in 2016
Artificial Intelligence (Al) Act

= Proposal published in APril 2021
European Health Data Space (EHDS / « Discussions ongoing in EP and Council

= Rules to apply 15 months after adoption
= Part of the Pharma Strategy for the EU
« Result of public consultation (Q1 2022) Digital Service Act (DSA)

= Draftadoptedon S Apr. 2022 = Proposal published in Dec. 2020 and adopted in Jul. 2022
=« Expected to be implemented in 2023

Digital Market Act (DMA)

= Proposal published in Dec, 2020 and adopted in Mar, 2022
m Expected to be implemented in 2023

Data Act

« Draft legislation published on 23 Feb. 2022
» EP and Council debating proposal

EMA/HMA Big Data Steering Group DARWIN

|
I
» Review of Network and Information Systems (NIS2) Directive - in trilogue | = Focused on utilising big data to improve the regulation of medicines
|
I

Cybersecurity

(negotiations between EP, Council and Commission)

« European Cyber Resllience Act (released Sept 2022) level data pilots and EMA guidance oN Al

Connected to many other EU initiatives: Revision of the EU Pharmaceutical Legislation, Europe’s Beating Cancer Plan, EU
Medical Devices and IVD regulations, European Digital Identity initiative, DARWIN, TEHDAS...

» Key components include DARWIN EU, data quality framework, patient



What is the EHDS?

European
Health Data

Space

#EHDS
#HealthUnion

e

First and foremost: a piece of European
Legislation (legally bindingi.e. itis not a
choice to comply!)

More broadly defined as: an “EU Wide health
specific ecosystem comprised of rules, common
standards and practices, infrastructures and a
governance framework”

Considered as: one of the key enablers of future
innovation in Europe

Once again Europe as a first mover: as with the
GDPR, EHDS will be world’s first regional data space
of this size

33



The EHDS will be one of nine Common European data spaces
created in strategic sectors and domains of public interest

A common European Health Data Space +os)

The EHDS




Why is the EHDS needed?

Individuals have difficuity
accessing and controlling
their health data

Heaithcare
professionals
have difficulty

accessing

health data

Policy makers and
regulators cannot
easily access health
data

Image is an official European Commission Reference

N,

lu\

2 Limited research and

() innovation takes

v , place on the basis of
health data

Providers of digital
health services and
products face barriers

Three points to note :

1. Individuals do not have appropriate
access and control to their health data

2. Insufficient health data exchange
negatively impacts on the direct
provision of healthcare (primary use)

3. Secondary re-use of data in the EU is
very low creating barriers to developing
and delivering healthcare innovations



Some Key Proposals within the Legislatio_n __________ GBoche)

Increasing Individuals
autonomy and control over
their health data

Additional rights of individuals to
complement the rights provided under the
GDPR in relation to their electronic health
datae.g.

Right to request an immediate copy of
health record

Right to control which HCP look at the
record

Ability to access and transfer data within
the same Member State and across
borders

Improving The Delivery of
Healthcare through better
Primary Use of data

My Health @ EU
Electronic cross-border
health services in the EU

The MyHealth@EU is an infrastructure
that enables the sharing and receiving of
electronic health data processed for
Primary Use (i.e., providing health
services) and other supplementary health
services (e.g., telemedicine and mobile
health) by healthcare providers and
pharmacies

All Member States will be required to
participate in this cross-border digital
infrastructure for the exchange of health
data for healthcare delivery

SN EEN I EEE B B B S B B B B B B S B S e S ey

K consistent, trustworthy and efficient set;
up for secondary use of health data for
better R&D, innovation and policy-making

L R L

e Creation of a new and decentralised EU-
infrastructure for secondary use of health
data (HealthData@EU)

e Mandatory set up of health data access
bodies in all MS which will govern access to
health data within their country

e Dataaccess bodies to be connected as
nodes in HealthData@EU

e Data users can request access to various
types of health data from data holders
facilitated by the data access bodies

e Permits can be granted for processing ]
\ health data B o
N _ e Highlevelsoftransparency @~



How will secondary data access work in the EHDS?

(at a high level!)

m Health Data Access Bodies (HDAB):

All EU countries will need to establish a HDAB with ability to
govern access to health data within their country

All HDABs will connect in a new secondary use infrastructure
called Healthdata@EU

Required to catalogue all health data sets and make searchable

m Process for gaining access to data

Data users search data catalogue
Data user requests access to data via permit application
HDAB assesses legal grounds and conditions and grants/rejects

If granted, HDAB works with data holder locally to curate data and
provide access via secure processing environments

Users have 5 years to conduct research

Only anonymous data is provided unless access to pseudonymised
data can be justified

HDAB will have to ensure transparency: information will be
published about data access applications




Which data types are in scope for Secondary use/access?
17 categories of (broadly defined) health data

(a) electronic health data from EHRs;

(b) data on factors impacting on health, including socio-economic, environmental and behavioural determinants of health;

(ba) aggregated data on healthcare needs, resources allocated to healthcare, the provision of and accessto healthcare, healthcare expenditure and financing;
(c) pathogen data, impacting on human health;

(d) healthcare-related administrative data, including dispensation, claimsand reimbursement data;

(e) human genetic, epigenomic and genomic data;

(ea) other human molecular data such as proteomic transcriptomic, metabolomic, lipidomic and other omic data;

(f) automatically generated personal electronic health data, through medical devices;

(fa) data from wellness applications;

(g) data on professional status, specialisation and institution of health professionals involved in the treatment of a natural person;

(h) population-based health dataregistries (public health registries);

(i) data from medical registries and mortality registries;

(j) data from clinical trials, clinical studies and clinical investigations subject to Regulation (EU) 536/2014, Regulation [SOHO], Regulation (EU) 2017/745 and Regulation (EU) 2017/746, respectively;
(k) other health data from medical devices;

(ka) data from registries for medicinal products and medical devices;

() data from research cohorts, questionnaires and surveys related to health, after the first publication of results;

(m) health data from biobanks and associated databases
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Secondary use

Implementation timelines as defined in the EHDS regulation )
rules come into

6 years of implementation process before the EHDS is fully operational force in 4-5yrs
time
8 April 2024 Q4 2024
ENVILIBE Committes ENVIILIBE Commitiee
viote on final text adopt cormigendum Sind 2028
. # — «  Application of
2 . End 2024 delegated acts for
15 March 2024 24 April 2024 o4 2024 Publication amendments of the
Puolitical agreement on Flenary approval of the Plenary adopts in QJEL ana End 2026 main characleristics
the EHDS final text comgendum entry inlo »  General application of of personal electronic

force the EHDS reguiation health data
= Adoplion of
implementing acts

] " . . .
. . . . . N\
: . . : End 2030 \
. . . - « Application of speciic categornies for
secondary use (reseanch cohorns,
22 March 2024 a2 2024 Q4 2024 End 2028 genomic data...)
COREPER sign Finalisation of lawyer- COREPER confirms 1% - Application of Chapter IV «  Application of specific calegonies of
off on the final linguist procedure reading {secondary use of data) EHD for primary use (medical
text : * Application of specifiic categornes imaging studies and related imaging
. of EHD for primary use {patient repors... )
Q4 2024 summaries, elecironic « Application of Chapter IIl 1o EHR
Council confirms 18 PrESCrponS...) gyslems used within health
reading = Application of implementing acts institutions and EHR systems offered
\| asasenice

N

o



What does this mean for industry?



Pharma will have Two key Roles in the EHDS (for secondary use)

ITEV‘

Q

1. As a Data Requester

Access health data types (faster) to help
support the future discovery, development
and delivery of innovative medicines,
vaccines and associated health technologies

2. As a Data Holder

We will be mandated to share data we
collect (including data types we currently do
not share broadly)




In practical terms some requirements include....

Industry as data user

(Once system is up and running)

Search health data catalogue
(once live) & identify data
sources we would like to
access

Go through permit application
process

If granted, conduct research
Meet transparency
requirements

Industry as data holder

(before system is up and running):

m Catalogue all our data sets which meet
one of the 17 health data definitions and
contain EU patients

m Foreach data setin scope send a
description of the data set to relevant
EU Health data access body for entry
into the searchable catalogue

(once system up and running):
m Manage data access requests



Policy considerations



Industry Considerations Throughout the Debate

efpia

1. Lack of clarity on the broad definitions of data types in scope
2. Lack of clarity on the format of data to be shared

3. IP/CCI considerations - no time gated mechanisms could reduce incentives to conduct
research in Europe

4. Opt out / Opt In mechanism - major discussion, we as industry did not see any need for
additional layers

5. Questions over consistency with other EU legislation e.g. GDPR, Al Act etc. in terms of
definitions and terminology etc.

As aresult, many questions remain in the final text, and efforts are needed to shape so called
“secondary legislation” e.g. guidance designed to help further interpret the regulation



EFPIA co-signed Multiple Joint Stakeholder Statements on the EHDS (we all want

the same thing?!
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clinical care, defiver Be-saving innovations, and strengthen |
Centry

Joint Statement: heaith orpanisations define EHDS opt out ¢
research

O 6 Jene, EFPLA joued together with 33 other health stakf
spocibe recvaunendations for s potential opt-oet mechans

These orgazasations and tratzatrves have yutd Sorces becatise ooy i MEE A0 eyt i s S
that bhealth data are poecsons and renewable resounces that can power decisson-
makng for chrscal care, deiver Iife-saning mmovations, and strengthen health

st n the 217 cantim:

Seakabolder coaltion cals dor legislativn refrnement ¢

A Deconder U5

The ugonm of B Lowewrt e by Libebold orpamastion repry
rotrny, Trwarchen ind ediral 300 @ e bedthCr Wi
U0 and Vhamber Yo el Collection itabwholder exgertng and Gvwee o
Inprditor ) At (omylen (hulenget 3 T 3 g of the Repdarce
Souce [EHOS, We redenite Dt adegiate resouce wil de teguined b e
inghemttion of e (0% 2 o levh, b sgpon of Se sgniicant legeld
9% the takahokder Coanon's £7 i 0000 ONE Temenns 00 B Wl
rovdes refection i weommendation, ' Lokate B techifion of vy
Cofirw e gt of the THDS s s sty 1 seach the imtondind iy 4

3 The En0r mat st o clewr sd cobarent dekeaticns

T wmsre bl cvtimty. e [0 dhoukd chrfly cortin by Sefniions ind]

o The defintion of ‘persondl teconc heath 623 should be
e wde e GO o wel i oot Dt eten|

o Mhe defintion of ‘viecone health £1" ould Ceady delneste
Kope, 1 adten % peronsl decyanc bl e s the ey
andy there & fepal anowey ot B deflotions of oo
et Seat Gy

o D defintion of ‘G holder” houd dlow Cear dmeicaten of

PESS RELEASE

The drak teat of the Eropean Mealth Data Space (£MD4] In triogues
WP deep ConCens i the Earopean heathcare ecoryiten

126 Febesary 220

5 Lage bl et ke e TR et bl 0 AT, e e,
Odanial sy I The beatha sconptem 2t borh (umogen Union L) and Mnder Sute ol
0 ogreaag Dev Dured Cooonnt Do Be Wed rngotanon o e propoued Tepdston oo e
Burcpman Wedth Dats Souce 901 The D085 & cummeetly beng aoponined &8 sowed &y BV
entution 1 ot £ 'Over The e’ Selore D e of s polineal e

There 5 2 rod desty By B Daslth sbabobier commmndty for S propoond epelition %9 be &
st D potentiud beoeles ofend by 4 wel hawtionng D0 woulkd b sgniicant. The [904 &
wteaded 15 make B Anccneg of Lumpean Mt Tptnen more #Scert, (ootrbute % befter
S cticme, et gt S el and e e and mrovaton s e w the (1)

Fowwwn, Segte trpeated (A By Sl ilebolder orpannations Yom soou te Turpean
Meekhcae ecosren ko ogt g mCeLeL Nl Riong e DO5, o 20 Dgen
glerantng o He e gt [ ogt e mechaven w e (V05 and on teurg dum Jeb
A i ki Nrineg ad peeno £ 20 U5 S (o m
Aadawatd o Nave Wt teen 200 Pt vy 8 O bpdatve patom Mt ham e
D L (Wiaguey betwres A, S Surogein Parkament st
e Lusagean Comewon

o ercare el comssdency wih ot U gl ity

1 The EXDS should cartly

PR ——————— ]

26 Feb 2024

June 2023

4 Dec 2023

efpia *




Where do we go from here?



We must now focus on 1) implementation of the Regulation

Preparation for Implementation
~4 years for secondary use

A

‘i

Compliance

2026 2027 2028

|

EHDS released as a draft EHDS entered into the
QIEU (becomes law)

[ Stakeholders prepare for
implementation and compliance

efpia *



We must now focus on 2) Shaping of the secondary legislation

652 Upcoming public consultations
Frojeay Fackages Partnecs Gat lavelved Publie sonsulvatiens Lxents SEP-OCT “25
TOPIC: Processes to manage permits or data pseudonymisation

Public
consultations

use of

TEHDAS2 in
Mlhmm(mmmm.ﬁm Mbo.low(‘nolk Ewoh
mummonmmwmwwntw the final outputs moet the

hoalth pr "

neods of




IPD Data Sharing in the EU

) -

A 4 ‘4 ,
y I

/" | 1A
' /// P T (L

Moderator: Aaron Luca Pani Peter Mesenbrink Thomas Francis Crawley Cécile Ollivier
Mann Chief Executive Professor of Executive Director of Brookland Executive Director, Vice President of
Officer, Pharmacology, Biostatistics, Regulatory GCPA, Chair, IDPC Global Affairs,
CRSDA University of Modena Novartis, Board Science Policy Critical Path
and Reggia Emilia, Chair, CRDSA Lead, Roche Institute

Professor of Clinical
Psychology, University
of Miami

% CRDSA

Clinical Research Data Sharing Alliance



CRDSA

Cllnlcal Research Data Sharing Alliance

Thank you! @

For additional resources and II
iInformation, please visit:

https://crdsalliance.org/resources ®
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