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RWD for regulatory decisions

Nicole Mahoney, PhD
Executive Director, US Regulatory Policy & Intelligence
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RWD/E guidance & frameworks

Health authorities have issued frameworks and guidance on the use of RWD/E
for medical product development and regulatory decision making

HealthCanada is working to EMA Registry guidance finalized (2021)

optimize the use of RWE for Data quality ‘ramework (2022) Japan PMDA issued
regulatory decisions (April 2019) guidance on the use of
registries for approvals
(2021)

China NMPA issued draft
guidelines for real-world
research to support the
development and review of
pediatric drugs (2020), RWD

' used to generate Real World
creation of DARWIN and Evidence (2021), Design and
protocol development for real-
world studies (2022)

US FDA issues giiidance on

evaluating RWD from registries,
medical claims and EHRs; RWD

data standards (2021); Use of
RWD for external controls EMA/HMA recommends

(2023); RWD in regulatory _ e
submissions (2019) increased RWE capabilities as Taiwan FDA issues draft

part of its Big Data initiative guidance on use of RWE to
(2020-present), Data Quality support drug research and
Framework & Meta Data development (2020) and
guidance issued (2022) document submission (2021)

EMA, European Medicines Association; US FDA, Food and Drug Administration; TFDA, Taiwan Foﬁ!ﬂ . .. . .
2 and Drug Administration; HA, health authority; HMA, Heads of Medicines Agencies; RWD, real wor NOVARTIS | Relmaglnlng Medicine

data; RWE, real world evidence.



Expanded possibilities for RWD/E

The use of RWE for regulatory decisions is not new, but interest in potential
opportunities to expand its use beyond safety is being driven by:

— Greater availability of electronic healthcare information

‘ J’vo% Capability to analyze large volumes of data

@ Ability to link patient data across sources and care settings

@ Appreciation of the limitations of traditional trials

U NOVARTIS | Reimagining Medicine



Definitions*of RWD and RWE

Real World Data (RWD) are data relating to
patient health status and/or the delivery of
health care routinely collected from a
variety of sources

electronic health records (EHRs)

medical claims data
product and disease registries

patient-generated data, including in-home
settings

data gathered from other sources, such as mobile
devices, that can inform on health status

- i

Adapted from FDA presentation May 12, 2021
To be aligned as per icmra_statement_on_rwe.pdf

Real World Evidence (RWE) is the clinical

~ evidence regarding the usage and potential

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

Generated using different study
designs, including but not limited to
randomized trials (e.g., large simple

trials, pragmatic trials), externally
controlled trials, and observational
studies

U) NOVARTIS | Reimagining Medicine


https://www.fda.gov/media/148543/download
https://www.icmra.info/drupal/sites/default/files/2022-07/icmra_statement_on_rwe.pdf

Generating RWE

Reliance on RWD in representative types of study design?

RWD studies

eX I St O n a Randomized, Nonrandomized, Nonrandomized,
Interventional Study Interventional Study Noninterventional Study
t F Traditional randomized trial Trial in clinical practice settings,
C O NtiN uum using RWD in planning with pragmatic elements Externally controlled trial Observational study

RWD used to assess enrollment Selected outcomes identified using, Single-group trial with Cohort study
criteria and trial feasibility e.g., health records data, claims external control group
data, or data from digital health derived from RWD Case—control study

- d l . o
A V a.r I ety O f RV\(/}I{){:ZfSi:Ssupport e esioges Case—crossover study
RCT conducted using, e.g., electronic
St u d y ty p eS m ay ;a;:: ;i?;:?;?;tafor health records
g e n e r at e Generation of RWE
flt_fo r_p u rpose Increasing reliance on RWD

RWE

RCT, randomized, controlled trial.

U NOVARTIS | Reimagining Medicine

1.Concato J and Corrigan-Curay J. N Engl J Med 2022;386:1680-2.



Considerations for regulatory decisions

Important considerations when using RWD/E for regulatory purposes

0 Are the RWD “fit for use” in regulatory decision-

making?
Does the approach used in a particular case meet
e applicable regulatory requirements, including:

Can the study design and methods used to generate
RWE provide adequate and interpretable scientific
evidence to support a specific regulatory decision?

* Requirements for study monitoring
* Pre-specification of protocols/SAPs
» Established standards for data submission

MHRA guidance on the use of real-world data in clinical studies to support regulatory decisions - GOV.UK
(www.gov.uk); Framework for FDA’s real-world evidence program. Available from: . L. .
https://www.fda.gov/media/120060/download; Guideline on registry-based studies (europa.eu) (' N OVART I S | Rei magining Medicine



https://www.gov.uk/government/publications/mhra-guidance-on-the-use-of-real-world-data-in-clinical-studies-to-support-regulatory-decisions/mhra-guidance-on-the-use-of-real-world-data-in-clinical-studies-to-support-regulatory-decisions
https://www.fda.gov/media/120060/download
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-registry-based-studies_en-0.pdf

Framework for “decision grade” RWE

Data : Methods
Considerations Considerations
Is the real-world dataset Are the methodological
fit for regulatory purpose? approaches of sufficient
1.1s the data relevant? rigor?
* Representative of the 1. Are the methods
population of interest credible?
* Contains key variables * Appropriate analytic
and covariates approach

2.1s the data of adequate 2.Can the approach
quality? produce actionable

Clinical Context « Minimal missing data evidence?
Can the dlinical question be ! * Interplay of body of
reliably addressed with RWE? ! :ggf:r'\g'f%‘:"ce and
Prevalence of the disease uncertainty
Clinical equipoise

Expected treatment
effect size

Relevant prior evidence

Regulatory Requirements

) NUVAKIL 1D | Keimagining medicine

Adapted from: Characterizing RWD Quality and Relevancy for Regulatory Purposes (duke.edu)



https://healthpolicy.duke.edu/sites/default/files/2020-08/Characterizing RWD for Regulatory Use.pdf

Regulatory guidance: where are we now?

Several draft regulatory guidance documents on RWD quality exists, with
more to come

Real-World Data:
Assessing Registries to
Support Regulatory

Real-World Data: Assessing o 9!1»
Electronic Health Records and
Medical Claims Data To
DCCiSiO]]-Nlaking for Drug Support Regulatory Decision- Data Quality Framework for EU medicines regulation
and Biological Products Making for Drug and Biological
Guidance for Industry Products [ \ 5 e 71|

| 16 November 2022 |

RTINS Guidance for Industry ot
Yok it oo e A A el o i

—— s agaiing G e— S et s 0 day DRAFT GUIDANCE

ta sources, studies, metadata, study protocol, study report, Gata flows, data
ent, vocabulary, glossary, use cases, population

1% Orparsmet of Hesbh smd Samen Servbes
Voot wad (vug S damr wien

et el
Bt Vol Dk Mend Tl § sy (R TARW T ) September 2021
Real Warld Diata/Real World Exidence (RWI/RWE)

data-quality-framework-eu-medicines-regulation_en.pdf (europa.eu) U NOVART I S | Reimagining Medicine
Use of Electronic Health Record Data in Clinical Investigations Guidance for Industry (fda.gov)

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



https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/data-quality-framework-eu-medicines-regulation_en.pdf
https://www.fda.gov/media/97567/download
https://www.fda.gov/media/154449/download

ICMRA’s collaboration pledge on RWD/E

International Coalition of Medicines Regulatory Authorities (ICMRA) pledged to work
towards alignment on four key areas related to regulatory uses of RWD:

« Harmonization of RWD and RWE terminologies @
« Common definitions for RWD/E MA
« Convergence on RWD and RWE guidance and best practices
« Common quality principles; protocol templates; alignment on suitable use cases for
RWD/E in regulatory decision making
 Readiness
« Collaboration on RWD studies to address public heath
 Transparency
« Systematic registration of RWD studies in public registries

Implementation will happen through collaboration via ICH, meetings between
interested regulators and standard setting bodies

9 icmra_statement on_rwe.pdf U NOVARTIS | Reimagining Medicine



https://icmra.info/drupal/sites/default/files/2022-07/icmra_statement_on_rwe.pdf

Applying RWD regulatory frameworks

During the workshop, keep the regulatory purpose and frameworks in mind
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Basel Epidemioclogy Seminar

Real-World Data Quality —
Assessing data quality and demonstrating
fitness-for-purpose

BBS/BES Semunar
Wednesday 15% March. 2023 from 14:30-17:00 CET
Virtual meeting

BBS

AnulE-.

il
"l-EL.'-H-F:

i

What does data quality mean?

How can we assess and demonstrate
that RWD is fit-for-purpose?

Are there areas of regulatory uncertainty
need to be addressed?

What practical tools are needed in the
future?

U NOVARTIS | Reimagining Medicine
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Thank you
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