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• December 2018: FDA provided the Framework for 

the Real-World Evidence Program2, includes 

information on how RWD/RWE will be incorporated 

into regulatory decision making

• Applies to Center for Drug Evaluation & Research 

(CDER), Center for Biologics Evaluation & 

Research (CBER), and Oncology Center of 

Excellence (OCE)

– Does not apply to Center for Devices & Radiological 

Health (CDRH)

Regulatory Guidance and Resources

1 https://www.fda.gov/downloads/guidances/ucm073139.pdf
2 https://www.fda.gov/downloads/ScienceResearch/SpecialTopics/RealWorldEvidence/UCM627769.pdf
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FDA has published several draft Guidances related to Real-World Data and Real-World Evidence1:

• Assessing Electronic Health Records and Medical Claims Data To Support Regulatory Decision-

Making for Drug and Biological Products

• Assessing Registries to Support Regulatory Decision-Making for Drug and Biological Products

• Considerations for the Use of Real-World Data and Real-World Evidence To Support Regulatory 

Decision-Making for Drug and Biological Products

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

• Submitting Documents Utilizing Real-World Data and Real-World Evidence to FDA for Drugs and 

Biologics

• Use of Electronic Health Records in Clinical Investigations

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

1 https://www.fda.gov/downloads/ScienceResearch/SpecialTopics/RealWorldEvidence

Regulatory Guidance & Resources

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-registries-support-regulatory-decision-making-drug-and-biological-products
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-use-real-world-data-and-real-world-evidence-support-regulatory-decision-making-drug
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/data-standards-drug-and-biological-product-submissions-containing-real-world-data
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/submitting-documents-utilizing-real-world-data-and-real-world-evidence-fda-drugs-and-biologics
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-electronic-health-record-data-clinical-investigations-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-real-world-evidence-support-regulatory-decision-making-medical-devices
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External Controls Guidance

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-design-and-conduct-externally-controlled-trials-drug-and-biological-products
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External Controls Guidance

1https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-design-and-conduct-externally-controlled-trials-drug-and-biological-products

• Draft Guidance for Industry published February 2023

• Sections I and II of the guidance provide an introduction and important 
background information, including the parameters of what the guidance does 
and does not address
– Discusses types of external controls (e.g., historical or concurrent controls)

– Discusses suitability of such trials, and comparability of treatment and control arm 
populations

– Does not address external controls such as using summary-level estimates instead of 
patient-level data

– Does not discuss reliability and relevance of various sources of RWD

• Section IV provides considerations to support regulatory review (such as 
access to patient-level data)
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External Controls Guidance

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-design-and-conduct-externally-controlled-trials-drug-and-biological-products

• Section III of the Guidance provides key considerations for design 

and analysis of EC Trials

– Design considerations

• Protocol should be finalized before initiating the externally controlled (EC) trial

• Can consider estimand framework to aid design (and analysis plan)

• Prespecify plans for measuring and analyzing on confounding factors and sources of 

bias

– Data selection for the external control arm, including a comprehensive 

table describing comparability considerations

– Analysis plan should be prespecified, thorough (sensitivity analyses, 

missing data plans, etc), and include a formal evaluation of comparability
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Data Comparability

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-design-and-conduct-externally-controlled-trials-drug-and-biological-products
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Acknowledgements and Next Steps

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-design-and-conduct-externally-controlled-trials-drug-and-biological-products

• Guidance is a joint effort, lead by FDA CDER. Individuals from the 

following Offices (from CDER) and Centers contributed: 

• Public comment period has concluded on May 2, 2023

– FDA will consider submitted comments while editing and reissuing as final 

guidance

• Office of Medical Policy

• Office of New Drugs

• Office of Regulatory Policy

• Office of Strategic Programs

• Office of Surveillance and Epidemiology

• Office of Translational Science

• FDA Center for Biologics Evaluation and 

Research

• FDA Oncology Center of Excellence

• Center for Devices and Radiological Health




