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Summary Report

4 Swissmedic Roundtable Innovation (RTI)

Real-World-Evidence for Regulatory Decision-making: Promises,
Limitations and Challenges

Friday, 18. October 2024, Hybrid 09:30-12:30

Welcome and Introductions:

Dr. Eveline Trachsel, Head of Medicinal Product Authorization and Vigilance, welcomes

all participants on-site and online.

Key messages

¢ Introduction of the institution Swissmedic and its core responsibilities as well as the
RWE Working Group at Swissmedic.

e Qutline of the purpose of today’s meeting as exchange on RWE, open dialogue, and
making progress towards evidence-based regulatory approvals of the future

Philosophical perspectives: Michaela Egli, Philosophy of Medicine, University of

Geneva & ELSI project manager SPHN

Key-messages

¢ Benefits and risks of RWE need to remain balanced after risk-minimization measures.
The quality of RWE depends on the reliability of data quality assessments. As fitness-
for-purpose already allows for less reliable data, there must be zero tolerance for
unreliable data quality assessments RWE is unlikely to reach the same level of
scientific agreement as Randomized Controlled Trials (RCTs).

Academic perspectives: Prof. Dr. med. Lars Hemkens, Lead Pragmatic Trials and Real-
World Evidence, University of Basel
Key-messages
o RWE not limited to a specific type of study design
o Confounding as main problem of non-randomized real-world studies
o Treatment effects estimates in non-randomized studies may exhibit a high
variability and treatment effects can potentially be overestimated compared to
randomized studies
e Presentation on the concept of randomized clinical trials using RWD to illustrate
the potential of RWD in enabling new study design, focusing on the pragmatic
platform trial MultiSCRIPT

Industry perspectives: Dr. Gracy Crane, RWD policy and chapter lead, Global

Regulatory Science, Roche

Key messages

e Spotlight on various global regulatory initiatives around RWE (e.g. ICH, ICMRA)
including the FDA framework published in 2018.

e Presentation on a case study where RWE was used for label expansion in a rare
disease setting

e Presentation on a case study where the approval of a COVID-19 treatment (label
expansion) was based on a pragmatic randomized trial
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e Underlining of the industry perspective that RWD and RWE enhance clinical research
through a variety of new study designs with 3 examples of study designs. These
include:

o Pragmatic trials
o External control arms
o Network studies

e Presentation on a case study where a RWE observational study was used as
standalone evidence for submission. RWD submitted was considered reliable and
relevant for regulatory decision making

e The importance of a Swiss RWE framework for optimal RWD use is emphasized.
Industry seeks collaboration with Swissmedic to establish and align with international
guidance on RWE in order to expedite patient access to safe and efficacious drugs.

Regulatory perspectives: Lorenzo Hess, Biostatistical Assessor Swissmedic

> Key messages
e Presentation on the Swissmedic RWE working group and the key messages from the
Swissmedic position paper on the use of RWE Presentation on the general legal
framework in Switzerland
o Differentiation between interventional and non-interventional studies and the
increasing inclusion of RWD elements in interventional studies by pointing out on the
recent developments of ICH guidelines
¢ Randomized pragmatic trials and its continuum between explanatory and pragmatic
¢ Harmonization activities will take time, and case-by-case assessments of
submissions containing RWE remain complex and controversial
6. European Regulatory perspectives: Dr. Patrice Verpillat, Data Analytics and Methods

Task Force (TDA), Head of Real-World Evidence (TDA-RWE), EMA

Key messages

¢ Presentation of possible pathways to use RWD for generating RWE at the EMA,
which are EMA studies using in house databases, studies procured through EMA
framework contracts, and DARWIN EU, the Data Analysis and Real-World
Interrogation Network.

e High-level presentation of the results of the 2" report on the EMA experience gained
with regulator-led studies covering the period from Feb 2023 to Feb 2024

o The EMA vision is to enable the use and to establish the value of RWE by 2025

7. Open discussion: Moderator: Dr. Eveline Trachsel, Head medicinal product
authorisation and vigilance

Various aspects concerning the use of RWE in regulatory decision making were
discussed, including the question where the greatest challenges with RWE are perceived

e Compliance with GCP standards is raised as a first challenge

e Academia perceives the heterogeneity of RWD, the many types of available RWD
as a main challenge

o EMA adds that data quality standards, reliability as well as a “fit for purpose”
definition of data will require international harmonization. Secondary use of data
as the mainsource for data quality concerns.

e Swissmedic mentions that there are even in the established and structured RCT
setting potential major concerns during review. From a regulatory point of view,
RWE provides more challenges for the adequate assessment as the GCP quality
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system is missing and the reports are less structured. As some of the speakers
outlined, future direction might be to include RWD in a “GCP like way” in order to
obtain better structured data.

¢ Industry suggests to introduce similar templates as developed under ICH M14 to
provide better structure for RWD reports.

e Academia mentions that the adequate study design is depending on the setting:
While many traditional RCT are designed to show the maximum efficiency for
market approval considerations, observational studies and pragmatic trials with
RWD can provide evidence on the treatment benefit in clinical practice.

o From the patient’s perspective, RWE can help patients to get faster access to
treatment, especially for rare diseases. Data privacy is considered a major point,
which needs to be ensured. Communication with patients and transparency are
considered key, as most of them are willing to participate in research.

¢ In clinical settings, management of general consent and ensuring data
interoperability for research use is often lacking. On the other side, many patients
are willing to give consent, if informed appropriately.

¢ In pediatric settings, RCTs are often not feasible with marketed drugs, therefore
RWE trials e.g. with data from registries are frequently used to generate further
evidence for marketed drugs to support decision making in clinical practice.

The discussion is closed with a question from Swissmedic to EMA whether there are any
legal restrictions on the use of real-world evidence in NAS applications submitted in the
EU. EMA responded that initial approvals always require GCP compliant randomized
clinical trials. RWE supplements in special circumstances like rare disease settings.

Eveline Trachsel adds that from Swissmedic perspective, one of Swissmedic’s main
requests for submissions would be to initiate early discussion and to increase
transparency on the data sourcing when submitting RWE.

Closing remarks and next steps: Dr. Eveline Trachsel, Head medicinal product
authorisation and vigilance

Eveline Trachsel thanked all speakers for presenting and all participants for the good
discussion. She concluded stating that Swissmedic accepts applications with RWE and
encouraging to contact Swissmedic at an early stage of a planned submission with RWE
as major source of evidence.

Together with other regulators, Swissmedic is actively involved in developing harmonised
guidelines within ICH as well as following international initiatives within ICMRA.

Eveline Trachsel draws attention to the planned Regulatory & Beyond meeting:

e Nov.26.2024 Regulatory & Beyond at Kursaal Bern Swissmedic information event
«Regqulatory & Beyond»
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