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Background and Rationale

: analysis dataset datasets - Dataset structure
The use of real-world evidence (RWE) for regulatory bodies and health technology assessment (HTA) decision-making has grown over the past decade. o AE:Adverse Events y : L findings
o ADAE: adverse events - Variable derivations g
Numerous guidelines have been put forth by regulators and payors on the use of RWE in such submissions. ' - Flags

analysis dataset
While best practice recommendations for RWE exist, there remains a lack of a clear, operational framework to guide the preparation and transformation of ADaM = Analysis Data Model, CRF = case report form, eCRF = electronic CRF, aCRF = annotated CRF, SDTM = Study Data Tabulation Model.
real-world data (RWD) for regulatory use.

ADaM = Analysis Data Model, SDTM = Study Data Tabulation Model, XPT = SAS Transport File, a file format used to support data transfers, XML =
Extensible Markup Language.
Figure 1. Operational Framework for Preparing Real-World Data for Regulatory Submissions Contains information
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of files, file names

Objective: to present a structured framework for the use of RWD in regulatory decision-making.
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Reviewer’s Guide: A Brief Primer

What did the Literature Review of the What are the Regulatory Requirements What are Good Practices for RWD

Marketing A&R/'\O/:Eicgsoni for Datgu(;onrg::gilggsF;WD) m In Regulatory Submissions? e Asingle summary document that serves as a reference guide for the FDA reviewer, the RG should describe:
containing OW: ' o Available datasets (e.g., tabulation or analytic), special considerations or directions, conformance issues identified, hardcodes, and any other items that may facilitate the reviewer’s use of the submitted data.
e The Reviewer’s Guide also assists the reviewer in understanding the relationships between the study report and the data.

* In multiple submissions, RWD from « Regulatory requirements apply to data Sponsors should generate RWD in e Sponsors may use templates to complete the SDRG and ADRG.
rior studies was evaluated by the ' igati
fe qulators to support revised Y submitted for Investlgqtloqal New a manner that promotes o ADRG = ADaM Reviewer’s Guide, SDRG = SDTM Reviewer’s Guide.
_ I d/or additional Drugs, New Drug Applications, and transparency and reproducibility, to
brimary analyses anaior adationa Biologics License Application. enable regulators to analyze source Figure 2. Hierarchy of Required Supporting Documentation for RWE Submissions Figure 3. Key Steps and Best Practices for Submitting RWD in Regulatory Applications
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available for regulatory audits, to ' "1 adaition 1o transtorming the _ Submit RWD electronically for RWE contributing to regulatory submissions
the extent possible. Data should comply with formats datasets, Sponsors should generate Transform RWD into FDA-accepted standards such as CDISC SDTM - -
supported by the FDA Data Standards supporting documentation such as Transform and/or ADaM data standards 2
Catalog, including SDTM and ADaM. data dictionaries, Define XML files, RWD g
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datasets - files for metadata, and Reviewer’s Guides
This framework offers recommendations and should not be interpreted as mandatory or prescriptive.
This framework is intended for RWD used in regulatory submissions, although this may also be used as good practice for RWD/RWE used for other non-interventional o _ _
observational studies. Include Define files in XML format, which contain o 228  Ensure alignment with the FDA on data standards used for the RW study. Early
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This work offers a practical roadmap for aligning RWD with regulatory expectations - supporting transparency, reproducibility, and regulatory readiness. Generate the Reviewer's Guide. a = egulatory, and Biometrics) to gain alignmen
This framework provides a structured approach in delivering RWD that bolsters transparency and reproducibility. _ _ reference guide for the FDA reviewer. The g
Implementing these practices also enables regulators to analyze sponsor-submitted data. SENEELE 1D REHEErs EUES (MG RG may be generated for SDTM tables 2 e Allow sufficient time for CDISC conversions, metadata generation, and supporting
(SDRG) and/or ADaM tables (ADRG) < aa documents to be integrated into appropriate modules
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