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Key Themes Summary
Background

On December 12th, 2024, the Duke-Margolis Institute for Health Policy through a cooperative
agreement with the U.S. Food and Drug Administration (FDA) convened real-world data (RWD) and real-
world evidence (RWE) experts to discuss FDA’s approach to evaluating RWE for pre- and post-marketing
regulatory decision-making. FDA has strived to be at the forefront of this topic, issuing numerous
guidance documents for industry since 2018 as well as issuing a cross center framework for their real-
world evidence program. Topics discussed in this workshop included FDA’s approach to evaluating RWE
for regulatory decision-making, ongoing opportunities and challenges regarding RWE, and future
initiatives for promoting the appropriate use of RWE. The goals of this workshop included advancing
existing priorities and activities of FDA’s Advancing RWE Program and leveraging RWE and related
technologies to measure and convey the safety and efficacy of drugs and biological products.

Fireside Chat and FDA Opening Presentations

Past, Present and Future of Real-World Evidence (RWE): FDA leadership discussed their experiences and
perspectives on the past and current state of RWE to support regulatory decision-making and announced
their launch of a new center for RWE called the CDER Center for Real-World Evidence Innovation (CCRI).
= The 21% Century Cures Act has significantly supported the emergence of RWE.
= The passage of this act solidified the usage of RWD and RWE as technical terms in
clinical research.
= Several FDA guidance documents and publications on RWE have been published, and the FDA
has supported several RWD/RWE demonstration projects focused on:
= |mproving the quality of use of RWD (TRUST and OneSource).
= |nnovative study design (e.g. RCT Duplicate).
= The use of tools (e.g., targeted learning for causal effect estimation or evaluation of
confounded treatment effects).
= FDA approved a new Prograf (tacrolimus) indication based on RWE.
= The validity, relevance, and reliability of the RWD used in this approval was considered to
meet the standard of regulatory clinical trial data.
=  FDA determined this non-interventional study to satisfy the adequate and well-controlled
evidentiary standard.
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= This was the first approval of an immunosuppressant drug to prevent rejection in adults and
pediatric patients who receive lung transplants, making it even more significant that RWE
was used.
= FDA also added a new dosing regimen for Vimpat (lacosamide) based on RWE.
= The CDER Center for RWE Innovation (CCRI) has been formed, with the goal of optimizing RWD
to inform effectiveness and safety of drugs and biological products within CDER amid increasing
complexity in new submissions, data, and emerging technology such as artificial intelligence (Al)
and digital health tools. This will be done by advancing ways to address data evaluation,
regulatory science, and policy related issues.
=  RWDY/E is becoming increasingly integrated into day-to-day operations around CDER and

opportunities for using RWE and other digital technologies such as Al will expand with the
creation of this new center.

Key Themes and Takeaways Across Sessions

Innovative Approaches using RWD/E: Panelists discussed innovative approaches including using Al
solutions and innovative clinical trial designs to facilitate RWD/E use for regulatory decision-making. The
discussion focused on how Al can be used alongside RWD to rapidly generate evidence and accelerate
drug development, and how the same considerations used to turn RWD into RWE are the same tools
needed to make Al successful.

=  Panelists highlighted two key examples of innovative approaches used:

=  TRUST study: Al was used to curate variables relevant for inclusion and exclusion criteria,
exposures, and outcomes and was useful to ensure these variables were identified at scale.

= DAPA-MI: Being the world’s first indication seeking registry-based RCT to explore treatment
for common diseases (versus rare diseases and oncology), this trial saw high recruitment,
used two high quality population-based high-quality registries (i.e., only 2-3% of the data
were missing), looked at common diseases, and helped reduce trial operations costs by 15-
30%.

Ensuring RWD Quality: Panelists described the importance of ensuring RWD quality, and the role of
harmonization around fit-for-use data standards including RWD reliability (“data accuracy,
completeness, and traceability”) and relevance (“the availability of key data elements (exposure,
outcomes, covariates) and sufficient numbers of representative patients for the study”).
= Sponsors should engage proactively with regulators to:
= describe data sources;
= define variables as well as how those variables are being used and validated,;
= clarify data traceability;
= describe dimensions of data sources that demonstrate the data are of high quality.
= Collaboration to develop harmonized regulatory standards for RWE remains important to
ensure high quality approaches to generating fit-for-use RWD globally through best-practices
and standards.
= Regulators and sponsors should continue to discuss instances where regulator similarities and
differences in guidance provisions around RWE generation and implementation approaches are
necessary to support decision-making.
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RWD Access and Generalizability: Panelists discussed the importance of collaborative approaches for
facilitating data access and ensuring patient demographic representation within datasets to optimize
assessments of product efficacy and safety.
=  Multi-stakeholder collaboration must be permanent and ongoing to address challenges in
accessing patient-level data.
= Representative clinical trials by integration can be developed, implemented, and supported to
accurately evaluate product safety and effectiveness.
=  Access to registry data is an ongoing issue, though a potential solution highlighted among
panelists was to expand partnerships and networks with organizations who have existing access.

= |tisimportant to ensure registries are and remain, demographically representative to enhance
generalizability, and contain variables of regulatory, clinician, payer and patient concern.

Next Steps

RWE policy has advanced substantially since the release of FDA’s RWE framework in 2018, especially
with regards to using Al, registries and other technologies, novel methodologic approaches, and sources
of RWD to generate evidence. However, many issues such as challenges with data quality and
standardization, and a lack of international alignment remain. FDA posted a federal register notice for
this public workshop on the 13 of November 2024, including a request for comments which closed on
the 13" of January 2025. Those who submitted comments were asked to highlight research priorities,
critical issues, and guidance topics on which they would like FDA and the new CCRI center to focus. FDA
received 7 comments including from those in the pharmaceutical industry and at trade organizations.
During the public workshop, FDA encouraged attendees to sign up to their mailing list to receive ongoing
updates and information on CCRI.
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