
 
 
June 23, 2025 
Dockets Management Staff (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Rm 1061 
Rockville, MD 20852 
 

RE: FDA-2025-N-0287: Exploration of Health Level Seven Fast Healthcare Interoperability Resources for 
Use in Study Data Created From Real-World Data Sources for Submission to the Food and Drug 
Administration; Establishment of a Public Docket; Request for Comments 
 
To Whom it May Concern: 

The Duke-Robert J. Margolis, MD Institute for Health Policy (“Duke-Margolis” or the “Institute”) 
appreciates the opportunity to provide comments on the U.S. Food and Drug Administration’s (FDA) 
request: Exploration of Health Level Seven Fast Healthcare Interoperability Resources for Use in Study 
Data Created From Real-World Data Sources for Submission to the Food and Drug Administration; 
Establishment of a Public Docket; Request for Comments. We are encouraged by the FDA’s commitment 
to advancing evidence generation including through the use of real-world data (RWD) and real-world 
evidence (RWE). 

Established in January 2016, Duke-Margolis is both an academic research center and a policy laboratory 
where stakeholders can come together to analyze, propose, and evaluate ways to improve health in the 
United States and beyond. The Institute’s mission is to improve health and health care value through 
practical, innovative, and evidence-based policy solutions. By catalyzing Duke University’s leading 
capabilities, we conduct research and convene activities focused on biomedical innovation and 
regulatory policy. Thought leadership on the regulatory acceptability of RWD and RWE is a dedicated 
goal for our team. 

Duke-Margolis has two complementary programs dedicated to advancing RWD and RWE science and 
policy for regulatory use. First, under a cooperative agreement with the FDA’s Center for Drug Evaluation 
and Research (CDER), Duke-Margolis has held several expert workshops and public conferences related 
to RWE and RWD regulatory acceptability. Second, the Institute has formed a multi-stakeholder 
collaboration (“RWE Collaborative”) with the intent and goal of strengthening the development and 
potential applications of RWD and RWE. RWE Collaborative Advisory Group members and their 
respective organizations are comprised of leaders from health care industries, academia, and others who 
are developing practical approaches to support the generation and use of regulatory-grade RWE. To 
date, Duke-Margolis’ RWD and RWE activities have spanned several public and private meetings, the 
convening of multiple working groups, and the publication of fifteen major white papers available on our 
website. 

Duke-Margolis, as part of Duke University, honors the tradition of academic independence on the part of 
its faculty and scholars. Neither Duke nor the Margolis Institute take partisan positions, but the 
individual members are free to speak their minds and express their opinions regarding important and 
pertinent issues. The Institute’s comments herein are informed by RWE Collaborative members but may 
not represent the opinions of every RWE Collaborative member. This comment letter is not intended to 
limit the ability of RWE Collaborative members to provide their own comments on behalf of their 
independent organizations. 
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Overall Comment 

The Institute appreciates FDA’s goal to improve clinical study data submissions involving RWD sources in 
alignment with broader HHS and ONC health IT strategies. The movement toward HL7 FHIR is 
encouraging due to its flexible data model and compatibility with RWD systems. We believe this 
movement could be an indication of FDA’s attention to our and others’ comments submitted in response 
to the FDA’s 2021 request for comments on “Data Standards for Drug and Biological Product 
Submissions Containing Real-World Data.” 1 Our comments in response to FDA’s request mentioned that 
“FDA could prioritize and accelerate the process of updating the data standards catalog with standards 
outside of CDISC that are specific to and closely aligned with RWD, including the Health Level 7 (HL7) 
Fast Health Interoperability Resources (FHIR) standard. We are encouraged by initial steps taken so far. 
For example, we commend the joint effort between HL7 and FHIR on a “descriptive guide” to 
conceptualize mapping considerations for three CDISC standards and seven clinical research domains, 
e.g., adverse events and vital signs.2 We continue to support the development of this FHIR to CDISC Joint 
Mapping Implementation Guide and offer further considerations below.  

Specific Comments 

While we note that FHIR is a useful mechanism for data exchange, FHIR lacks a built-in analytical 
framework and is not optimized for large-scale data handling. Its implementation across health systems 
is varied, and essential data elements may be inconsistently available. The Institute recommends further 
testing of FHIR outputs across institutions to assess quality and consistency, and encourages FDA to 
consider public-private partnerships toward shaping implementation strategies. For instance, a 
structured query language (SQL)-based tool is under development3. In this comment letter, we discuss 
and provide our high-level recommendations to FDA’s questions in the request for comments.  

• What challenges do you see for the pharmaceutical industry regarding the current state of 
submitting clinical study data collected from RWD sources to FDA?  

The pharmaceutical industry faces several challenges in submitting clinical study data derived from RWD 
sources to the FDA, primarily due to the structural and contextual differences between how RWD is 
collected and the regulatory standards currently in place for clinical trial data. RWD will vary in structure, 
format, and completeness, and lack of RWD standardization makes it difficult to integrate datasets from 
different sources and verify data quality, reliability, and relevancy. 

Transforming RWD into regulatory submission formats such as CDISC’s SDTM and ADaM poses additional 
challenges.4,5 ,6 These standards were developed for randomized clinical trials and do not always 
accommodate RWD. Key information is not easily represented, and important variables may be missing 

                                                      
1 https://healthpolicy.duke.edu/sites/default/files/2022-05/Duke-
Margolis%20Comment%20Letter%20to%20FDA%20on%20Data%20Standards.pdf  
2 https://build.fhir.org/ig/HL7/fhir-cdisc-mapping/ 
3 https://build.fhir.org/ig/FHIR/sql-on-fhir-v2/  
4 https://www.cdisc.org/standards/foundational/sdtm 
5 https://www.cdisc.org/standards/foundational/adam 
6 https://www.fda.gov/regulatory-information/search-fda-guidance-documents/data-standards-drug-and-biological-product-submissions-
containing-real-world-data 
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or misclassified. In some cases, this data transformation process risks data loss or misinterpretation. 
Sponsors sometimes must make subjective mapping decisions that can vary widely across different 
groups and study processes. 

In addition, the size and capacity of RWD sources create logistical challenges. For example, submissions 
derived from claims/EHR data can involve large numbers of both patients and records, which may exceed 
the capabilities of current FDA submission and review systems. Though possible to use tools meant for 
clinical trial data with RWD sources, it can take significant time, resources, and documentation to 
accomplish both for sponsors and regulators. In addition, the absence of controlled terminology and 
consistent variable naming increases the complexity and burden of reviewing such submissions. 
Collectively, these challenges underscore the need for updated, fit-for-purpose regulatory frameworks, 
technical guidance, and infrastructure that support the transformation and submission of RWD in a way 
that preserves data integrity and ensures interpretability. Furthermore, any updated or new frameworks 
will be most impactful when they are readily accessible and complement FDA’s existent Study Data 
Standards Resources.7 

• What opportunities and/or challenges do you see for the pharmaceutical industry on reaching a 
future state of clinical study data submissions collected from RWD sources using HL7 FHIR ( e.g., 
business processes, technical considerations)?  

The use of HL7 FHIR for regulatory submissions of clinical study data derived from RWD presents 
significant opportunities for the pharmaceutical industry. FHIR offers a flexible, widely adopted 
framework already in use across U.S. health care systems, enabling more direct integration of diverse 
RWD sources at or near the point of care.8 This can reduce data loss, enhance traceability, and 
streamline the data transformation processes. Standardizing RWD using FHIR from source through 
submission could minimize redundancy, improve interoperability, and enable more efficient data 
tabulation and analysis. Leveraging cloud-based infrastructure and existing FHIR implementations also 
allows for scalable and cost-effective data management. There is opportunity for FDA and industry to 
collaborate on defining submission standards, developing FHIR-compatible review tools, and creating 
training resources. Establishing a submission package framework would further support regulatory 
review.  

While these stated opportunities are meaningful, a full transition to HL7 FHIR presents several challenges 
for the industry that should be noted. Mapping heterogeneous RWD formats to FHIR can be complex, 
particularly given variations in structure, terminology, and data quality across sources. Interoperability 
with existing CDISC-based systems and standards remains a significant hurdle, especially when navigating 
differences in controlled vocabularies (i.e., SNOMED, LOINC, MedDRA, and WHODrug).9 Additional 
challenges include the need for robust data governance frameworks, data privacy and security 
safeguards, and the ability to scale systems to manage large volumes of linked and unlinked RWD. 
Addressing these technical and operational challenges will require coordinated efforts among sponsors, 
regulatory authorities, and standards organizations. 

                                                      
7 https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources 
8 https://www.cdisc.org/standards/foundational/sdtm 
9 https://www.cdisc.org/standards/foundational/sdtm 

 

https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources
https://www.cdisc.org/standards/foundational/sdtm
https://www.cdisc.org/standards/foundational/sdtm


 
• What are your suggestions on how, from a data standards perspective, FDA might reach a future 

state of clinical study data submissions collected from RWD sources that aligns with ASTP/ONC 
health IT goals for HL7 FHIR-based exchange? 

To support a future state where clinical study data submissions derived from RWD align with ASTP and 
ONC health IT goals for HL7 FHIR-based exchange, FDA should encourage standards development 
organizations including CDISC to establish comprehensive, harmonized data standards for RWD/E. FDA is 
well-positioned to build upon complimentary initiatives underway in clinical research (see Table 1). 
These standards would allow sponsors to transform diverse RWD sources into consistent, regulatory-
grade datasets. A critical step is the adoption of a common RWD model for RWD, particularly EHR data, 
to enable the application of data standards throughout the full provenance and transformation 
pathway. If widely implemented and supported by clear implementation guidance, FHIR-based exchange 
can serve as the mechanism to collect, standardize, and share structured RWD in a way that aligns with 
both clinical care and regulatory requirements. 

Table 1. HL7 Interoperability Efforts for Research 

Project Focus Advantages and Applications 

HL7 Vulcan Accelerator: RWD FHIR 
Implementation Guide1011 

Standardize and facilitate RWD accrual and 
curation for clinical research—primarily from 
EHRs 

• Assist researchers to build patient cohorts 

• Support EHR data transformation into 
regulatory submissions 

HL7 Vulcan Accelerator: FHIR to 
OMOP FHIR Implementation 
Guide12 

Convert EHR data from FHIR to OMOP 
common data model format 

• Unlock the clinical research opportunities 
presented by OHDSI-ready data 

CodeX Accelerator13 Community-wide interoperability resources 
(including FHIR-based standards) to facilitate 
domain-specific research  

• Targeted information for oncology, 
cardiovascular, and genomics research 

• Leverages data expertise to supports patients, 
providers, payers, etc. 

• Does USCDI version 3 provide enough information for collecting RWD for research purposes? Is 
there information that USCDI version 3 does not sufficiently address? 

USCDI Version 3 alone does not provide enough information to collect RWD for research purposes. The 

standards lack sufficient detail, granularity, and depth to guide accrual of fit-for-purpose RWD in a 

research context.14 A great variety of activities exist to collect RWD and generate RWE needed to study 

patient outcomes and treatment efficacy/safety. While USCDI Version 3 is helpful, these standards do not 

provide comprehensive or widely applicable detail to support diverse research goals. The system would 

benefit from greater disease-specific information. For example, oncology research would be better 

facilitated through the inclusion of data elements concerning tumor size and grade. In addition, more 

                                                      
10 https://www.hl7.org/vulcan/index.cfm  
11 https://www.devdays.com/wp-content/uploads/2023/08/230609_ScottGordon_VulcanRWD-FINAL.pdf 
12 https://build.fhir.org/ig/HL7/fhir-omop-ig/index.html 
13 https://codex.hl7.org/ 
14 https://www.healthit.gov/isp/sites/isp/files/2022-09/USCDI-Version-3-July-2022-Final%20%281%29.pdf 
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nuanced tools will be more useful to support specific research questions across treatment areas 

including but not limited to oncology. Also, dates may not be adequately captured by USCDI Version 3. 

Timing is essential context for all health care research, but it is especially important for RWE studies. 

USCDI will be more complete and more fit to serve RWE research if greater USCDI+ elements are 

incorporated. 

• Under TEFCA, a variety of “Exchange Purposes” are authorized. If “Research” was added as an 
“Exchange Purpose,” what role could TEFCA play with using RWD for clinical research? How 
could TEFCA support more efficient collection and exchange of RWD for clinical research 
purposes? What challenges might exist with this approach? 

There is significant potential to enhance RWD in clinical research if “Research” were added as a seventh 

TEFCA exchange purpose.15 This would allow researchers easier access to secure, trusted health 

information, which can inform study feasibility assessments. If investigators struggle to directly access or 

obtain sufficient fit-for-purpose data, then a TEFCA-supported connection to RWD could reduce the time 

and cost of purchasing or collecting secondary-use data. A “Research” TEFCA exchange purpose could be 

further supported with FDA-specific implementation guides that include secondary-use validation 

standards and output requirements. Secondary use requirements could particularly help facilitate 

research on post-market surveillance and population-based studies.   

 

One significant challenge that remains across the entire scope of our recommendations are matters of 

patient consent, privacy, and security. Any time a third-party accesses personal health information, 

federal and state laws/regulations and administrative complexities regarding institutional data sharing 

must be considered. Ideally, any researcher that is provided access to health data through TEFCA 

mechanisms should comply with relevant legal and ethical standards and local institutional policies and 

have support to navigate financial and operational challenges associated with updating and integrating 

new IT tools and processes. 

 

Closing 

Overall, we are pleased to see FDA’s goal to improve clinical study data submission from RWD sources 

and exploration of using HL7 FHIR to receive clinical study data and continue to support this timely work. 

We thank FDA again for the opportunity to comment. 

Sincerely, 

Nora Emmott, Policy Research Associate, Duke-Margolis 

Matt D’Ambrosio, Policy Analyst, Duke-Margolis 

                                                      
15https://www.healthit.gov/topic/interoperability/policy/trusted-exchange-framework-and-common-agreement-tefca 
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Molly Shields, Policy Research Assistant, Duke-Margolis 

Rachele Hendricks-Sturrup, Research Director of Real-World Evidence, Duke-Margolis 

 

 


