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

Devices: www.fda.gov/regulatory-information/search-fda-guidance-
documents/use-real-world-evidence-support-regulatory-decision-making-medical-
devices

• 60 - Day transition period allowed FDA and sponsors to perform activities to 
operationalize the recommendations in this guidance 

• Beginning on February 17, 2026, FDA generally anticipates that sponsors should be 
ready to include the newly recommended information outlined in the guidance in 
their submissions 

• Revised electronic Submission Template and Resource ( eSTAR ) content is now 
available
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Learning Objectives
• Describe purpose of the RWE Guidance update 

• Identify scope  

• Discuss considerations (such as relevance and reliability 
and methodological considerations) for use of RWD and 
the documentation recommended to support its use in 
regulatory submissions  

• Describe updates made to eSTAR forms
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Key Terms
• RWD = Real - World Data 
• RWE = Real - World Evidence 
• IDE = Investigational Device Exemption 
• PMA = Premarket Approval Applications 
• HDE = Humanitarian Device Exemption 
• EUA = Emergency Use Authorization 
• TPLC = Total Product Life Cycle 
• MDUFA =Medical Device User Fee Amendments 
• FDORA = Food Drug and Omnibus Reform Act of 2022 
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Background on 2025 Revisions to 2017 RWE Guidance

• Section 3629 of FDORA directs FDA to issue 
or revise existing guidance on considerations 
for use of RWD and RWE to support 
regulatory decision-making

• Also fulfills MDUFA V Commitment 
– Least burdensome general expectations 
– Methodologies and best practices 

• Guidance revisions based on FDA’s 
experience with RWD/RWE since 2017  

• 2025 Guidance supersedes 2017 Guidance 
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• General Considerations for the 
use of RWE

• Application of IDE Requirements 
in 21 CFR 812 to Clinical Studies 
Using RWD

• Assessing Data Relevance and 
Reliability

• Appendix: List of generalized 
examples of RWE use to support 
regulatory decision making

Expanded Sections

• Application of RWD from 
devices authorized under EUAs

• Considerations for 
Methodologies for Collection 
and Analysis of RWD to 
Generate RWE

• Documentation for FDA Review
• Appendix: Recommended 

Elements for Documentation 
and FDA Review

New Sections

2025 RWE Guidance compared to 2017 Guidance
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Background and Regulatory Context
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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.

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.

RWD RWE
Analysis

Definitions (FDA-Wide) (Section I)
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Some Potential Benefits of using RWD (Section II)

Obtaining information from broader clinical experiences than usually represented in traditional clinical 
studies

Evaluating outcomes that may not be feasible in traditional clinical studies

Capturing data generated over a longer period of time than would be practical in a traditional clinical study

Providing new insights into the performance of a device

Facilitating more timely completion of postmarket requirements and commitments
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Guidance Scope (Section III)
Applies to regulatory submissions 

including

• IDE
• PMA
• 510(k)
• HDE
• Submissions related to post-approval 

study requirements or postmarket
surveillance

• Clinical Laboratory Improvement 
Amendments (CLIA) Waiver by 
Applications (CW) 

• De Novo classification request
• Dual De Novo/510(k) and CW 

Submissions (Duals))

Does not address

• Use of non-clinical data
• Secondary use of data originally 

generated from a traditional clinical study
• Systematic literature reviews 
• All possible study design/conduct or 

analytical methodologies
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Electronic Health Records (EHRs) RegistriesAdministrative Claims Data

hre

Examples of RWD Sources* (Section IV)

Patient-Generated Data Device-Generated Data Chargemaster/and or Billing data

*Published literature may contain clinical data from a variety of sources, including traditional clinical study data and RWD. If a sponsor is 
proposing to use RWD from published literature to support regulatory decision-making, sponsors should specify the RWD source type (e.g., 
if a journal article presents a retrospective analysis of EHRs, the RWD source should be specified as EHR).
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To generate hypotheses to be tested in a clinical study

As a concurrent control group or a mechanism for collecting data to 
support marketing authorization when a registry, EHR, claims data, 
or some other systematic data collection mechanism exists

To conduct post - approval studies that are imposed as a 
condition of device approval, as well as to potentially preclude 
the need for or address postmarket surveillance requirements 
(i.e., 522 orders and special controls)

To generate evidence for expanding the labeling of a device to 
include additional indications for use or to update the labeling 
to include new information on safety and effectiveness

TPLC

Innovation

Proto-
type

Clinical 
Study

Market 
Release

Post-
Market

Examples of RWE Use for TPLC Device Evaluation (Section IV)
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IDEs and EUAs (Section IV)

Added clarifying examples of when an IDE may be required and 
recommendations on the use of RWD from EUAs 

Investigational Device Exemption (IDE):
• Expands on information from 2017 guidance 
• If data are being gathered to determine the safety and effectiveness of the 

device, and the process for gathering the data would influence treatment 
decisions, an IDE may be required 

• Includes 3 hypothetical examples 

Emergency Use Authorization (EUA):  
• Clinical data routinely collected from the use of a device authorized under an 

EUA may be considered RWD and may be used to support regulatory decision-
making, if determined to be relevant and reliable
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Assessing Data Relevance and Reliability 
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Relevance and Reliability (Sections V and VII)

• Study Protocol and Analysis Plan should be: 
• Created prior to analyzing RWD, regardless of whether the RWD 

are extant or if they are to be collected in the future. 
• Finalized prior to reviewing the outcome data and before 

performing prespecified analyses. 
• Developed incorporating relevance and reliability concepts 

• Relevance and Reliability Assessment - included in Study Report: 
• Address RWD source(s), study design, and analytic components 

of the study.  
• Assess key relevance and reliability factors for the study

Recommendations 

• Study protocol (including analysis plan) 
• Study report (for completed studies) 
• Additional information (such as case report forms)

Submission 
Sections
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Relevance and Reliability – FDA Review

RWE may constitute valid scientific evidence, depending on the study question, 
study design, regulatory decision, data source(s), and design and analysis of the 
specific dataset derived from RWD source(s). 

Submission should provide information to demonstrate: 
• Studies were designed to mitigate potential bias. 
• Sufficient precautions were considered during study conduct and that appropriate 

patient protections are in place. 
• Data are accurate, as complete as possible, and of adequate data quality to credibly 

address the question at hand.  

Additional details on Relevance and Reliability in Section V, Section VII.C, and Appendix A 
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Relevance Assessment (Section V.A)
Relevance considerations may include:

Data Availability

•Use of the device
•Outcome(s) of interest 

in the study 
population

•Covariates that may 
impact the exposure 
or outcomes of 
interest

• Longitudinality, 
including longevity 
(the length of time 
that data for an 
individual is captured 
within the RWD 
source) and continuity 
of care

Linkages

•Whether and how 
data from different 
sources can be 
obtained and 
integrated to address 
the study question

Timeliness

• Whether the time 
between data 
collection and release 
for research is 
reasonable and the 
RWD considered 
should reflect the 
current clinical 
environment 

Generalizability

•Whether the study 
sample is 
representative of 
patients in the RWD 
source that are 
reflective of the 
proposed intended use 
population
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Reliability Assessment (Section V.B)
Reliability considerations may include:

Data Accrual

• Adequacy of information and 
descriptors about data sources 
provided in the regulatory 
submission

• Adequacy of information about data 
accrual methods and procedures 
provided in the regulatory 
submission

Data Quality and Integrity

•Quality Control Processes
•Assessment of completeness, accuracy, and 

consistency across sites and over time
•Establishment and adherence to data collection, 

recording, and source verification procedures
•Adequate patient protections (such as methods to 

protect the privacy of individuals’ health data and 
adherence to applicable privacy and ethics 
standards) established in advance of executing the 
study protocol

•Prior demonstration of RWE generation from the 
data source
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Methodological Considerations
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Considerations for Methodologies for Collection and 
Analysis of RWD to Generate RWE (Section VI)

Methods for Study Design using RWD 

(not exhaustive)

Single-arm studies with comparisons to external 
controls, objective performance criteria, or 

performance goals

Non-interventional studies (observational studies)

Randomized controlled trials using RWD to supplement 
one or more study arms

Defining Study Design Elements

(not exhaustive)

Study Time, Relative to Index Date

Development of Conceptual and Operational 
Definitions for the Study Population, Device, 

Comparator, Outcome, and Covariates

Appropriate Integration of Data Elements within Study 
Design and Analysis 22



Documentation for FDA Review
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Documentation for FDA Review (Section VII)

• To support the use of RWD in pre - submissions, 510(k)s, PMAs, BLAs, HDEs, De 
Novos , IDEs, post - approval study PMA supplements, submissions in response to 
522 orders, CLIA Waiver by Applications, and applications utilizing the Dual 
Submission pathway  

• Recommendations cover RWD information included in: 
– Regulatory Submission Cover Letters 
– Study Protocol 
– Study Report (including the Relevance and Reliability Assessment) 
– Additional Information (such as Informed consent and IRB documentation, 

list of investigational sites, as applicable)
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Cover Letter (Section VII.A)

Purpose of Using RWE to support the 
Submission Study design using RWD to generate RWE

RWD source(s) used to generate RWE

Specific RWD source(s) and version, 
including the following, if applicable:
•Data source name
•Data source provider
•Version number
•Date of extraction and range of extracted data
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Sponsors should implement 
relevance and reliability 

concepts when developing 
their study protocol

Sponsors should submit the 
study protocol used to generate 

RWE and study report for a 
completed study with RWD

The study report should 
include an assessment of the 
key relevance and reliability 

factors for a study using RWD

Study Protocol and Study Report  
(Including R&R Assessment (Sections VII.B and C))
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Additional Information (Section VII.D)

ClinicalTrials.gov National Clinical Trial 
(NCT) Number, if applicable

Informed consent and IRB documentation, 
as applicable
-Initial and continuing IRB review and 
approval, and
-Initial and approved changes to informed 
consent

List of investigational sites, if any, 
including mailing address, contact 
information, and investigator name

Case Report Form templates, as developed 
by the sponsor, if applicable
-These templates may be helpful if EHR or 
claims data are not mapped to the dataset 
from the source
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Guidance Appendices
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Recommended Relevance and Reliability Elements for 
Documentation and FDA Review (Appendix A)

• Not intended to be a checklist, not one - size 
fits - all 

• Describes locations of relevance and reliability 
elements (such as in study protocol, report, 
sponsor internal documentation) 

• Serves as a guide to sponsors 

• Tables DO NOT need to be included in the 
submission to FDA 
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Examples Where RWE is Used in Regulatory 
Decision-Making (Appendix B)

• Six (6) new examples 
– New approval of PMA 
– Expanded indications for use 
– Submission in response to a 522 order 
– Control Group 
– Granting of De Novo 
– RWE obtained from use of EUA device 

• Each example includes a high - level 
discussion of some considerations for 
relevance and reliability 
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Updates to eSTAR Forms
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Overview: eSTAR

• Expected RWD - related documents/information are submitted 
within existing attachment questions (such as clinical section, 
cover letter) 
– No separate section for attachment of documents 

• New RWD section in eSTAR only includes questions that ask for the 
citation of the attachment and page number of where RWD 
information is found (similar to Reprocessing, Electromagnetic 
Compatibility (EMC), etc.) 
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Updated help text: 
• Lists recommended RWD information to 

include in submission cover letter  
• Option to directly open RWE Guidance

Cover Letter Updates (all eSTARs)
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RWD Section (Marketing Submission eSTAR)

• New RWD Section in non-IVD and IVD eSTAR

• If submitter answers “No” to first question: 
– Subsequent section not displayed 

• If submitter answers “Yes” to first question: 
– Subsequent fields must be completed 
– Indicate attachment(s) and/or page number(s) 

of previously uploaded document where each 
element of recommended information has 
been included 

• Help text corresponds to specific information 
recommended to be included in each 
respective document  
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Post-Market Study Plan Section Help Text (PMA eSTAR)

New Help text: 
• If Post - Market Study plan proposes to 

use RWD, recommends sponsors refer 
to Section VII of RWE Guidance for 
information to include in cover letter, 
study protocol, etc.  

• Includes link to RWE Guidance 
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RWD Section (IDE PreSTAR)

• New RWD Section under 
“Investigational Plan” 

• Same as marketing submission RWD 
section, except no prompt for study 
report (including relevance and 
reliability assessment), as that is not 
applicable for an investigational 
plan 
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RWD/RWE Topic Category (PreSTAR for Q-Submissions)

New Category 
for RWD/RWE 37



New Help text: 
• Notes that FDA can provide feedback on 

specific aspects of RWD in a submission 
• Includes link to RWE Guidance 

Help Text (PreSTAR for Q - Submissions)
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Resources
Slide 

Number
Cited Resource URL

4 RWE Guidance www.fda.gov/regulatory-information/search-fda-
guidance-documents/use-real-world-evidence-
support-regulatory-decision-making-medical-
devices

N/A Examples of RWE use in 
Regulatory Submissions 

www.fda.gov/media/146258/download
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RWE Policy Questions

Email: CDRHClinicalEvidence@fda.hhs.gov
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Pre-Submissions can be helpful!
• We encourage manufacturers to engage early with FDA by 

submitting a Pre - Sub to discuss RWD use in their regulatory 
submission 

• Pre - Subs can be a helpful way to obtain feedback on: 
– Proposed study protocol 
– Suitability of RWD source to address a study question 
– Approach to addressing human subject protections for RWD 
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Summary
• RWE Guidance was updated to address the FDORA legislation 

requirements, MDUFA V Commitment, and FDA’s experience with 
RWD since 2017 

• Assessment of Relevance and Reliability is key to determine if 
RWD is suitable for regulatory decision - making, and guidance 
includes recommendations for information to be included in 
regulatory submissions to FDA 

• eSTAR forms have been updated to correspond to guidance 
update 
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Additional Panelists
Julia Ward, PhD, MPH 

Chief Epidemiologist 
Office of Clinical Evidence and Analysis 

Office of Product Evaluation and Quality

Rebecca Torguson, MPH 
Associate Director, Evidence Generation 
Office of Clinical Evidence and Analysis 

Office of Product Evaluation and Quality
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Amanda Gaylord, MPH 
Epidemiologist

Office of Clinical Evidence and Analysis 
Office of Product Evaluation and Quality

Jennifer Lee, PhD 
Epidemiologist

Office of Clinical Evidence and Analysis 
Office of Product Evaluation and Quality

Center for Devices and Radiological Health 
U.S. Food and Drug Administration



Panel Discussion
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Thanks for Joining Today!
• Presentation and Transcript will 

be available at CDRH Learn 
• www.fda.gov/Training/CDRHLearn

• Additional questions about 
today’s webinar
• Email: DICE@fda.hhs.gov

• Upcoming Webinars 
• www.fda.gov/CDRHEvents
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