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Background

Why CDISC is interested in standards for RWD / Observational 
research.



Background

• Historically, CDISC standards were primarily developed for use in studies of regulated 

medical products

• Increased recognition of the value in using CDISC standards has led to increased interest in 

using standards in other areas of medical research and other areas of healthcare 

• CDISC continues to be approached by research organizations/institutes and members 

asking for guidance on using our standards for these use cases.

CDISC Mission :

“…enable the accessibility, interoperability, and reusability of data, 
helping the entire field of clinical research tap into—and amplify—its full 
value.”



RWD and the Regulatory Environment
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http://www.cde.org.cn/news.do?method=l

argeInf o&id=23a2b4cbe0807f e2

https://www.f da.gov /media/120060/do

wnload 

All are exploring and promoting the use of high-

quality RWD in decision-making as a strategic goal

https://www.ema.europa.eu/en/document

s/regulatory -procedural-guideline/ema-

regulatory -science-2025-strategic-

ref lection_en.pdf

China’s NMPA US FDA EU EMA Japan’s PMDA

https://www.pmda.go.jp/english/about-

pmda/0004.pdf
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Project Framework and Overview



• One of 8 COVID projects funded by the Innovative Medicines Initiative (IMI, 

via IMI2- Call21)

• 18 partners from Belgium, Italy, the Netherlands, Switzerland, UK, US

• Goal: Apply artificial intelligence and machine learning to deliver a decision 

support system for improved and more rapid diagnosis and prognosis using 

imaging and associated clinical care data. 

• CDISC was sub-awarded funds to help guide mapping of RWD

• With remaining funds, we produced the considerations document we are 

discussing today 



Considerations for SDTM Implementation in Observational 
Studies and Real World Data

• To publish a CDISC-endorsed approach to working with observational research 
data

• Provide a “stake in the ground” for future expansion

Goal

• Observational Research Studies

• Cross-sectional studies
• Cohort studies

• Clinical trials: external control arm (ECA) using RWD

Limited Scope of Use Cases

• SDTM for now

• CDASH, ADaM could come in subsequent version

Limited Scope of Standards Considered

Funding is provided by the IMI DRAGON project



Teamwork Process

• Identified interested parties to participate in development

• Surveyed members about their experience/issues using CDISC in 
these areas

• Two groups, two weekly calls

• Japan Group: primarily research-focused

• US/Europe: Primarily clinical trials/External Control Arm-focused

• Developed document using CDISC Operating Procedures (COP-001, for 
standards development process)
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Other Relevant Resources
Considered
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Considerations for Using SDTM for Observational 
Studies/RWD - Overview

Discussion on common issues encountered when implementing 
SDTM in observational data

Provide implementation strategies or guidance to address these 
issues.

• Reuse existing standards; create new domains and variables only if necessary

Provide examples illustrating these strategies (where applicable)

• New conformance rules as needed

• Note irrelevant conformance rules for validation checks of observational studies.

Discussion on adjusting conformance rules to better fit these data

Resulting document will be CDISC-endorsed by having gone through our 
development process.



What the document does not address…

• SDTM implementation basics
• The document will supplement SDTMIG knowledge

• How to handle dirty or missing data, such as imputing missing values

• Source-to-target mapping guidance
• Legacy data/RWD are too highly variable

• How to improve a “validation score” on third-party validation software 
like P21

• We focus on impact of CDISC conformance rules

• Any changes proposed may eventually be incorporated into such vendor software
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Please also be aware…

This document is NOT a standard.

It is a white paper discussing how CDISC proposes to address commonly 
encountered issues implementing SDTM when working with observational 
data.
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Contents
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• Most common issues identified from 

community input
• Presented in table format, addressed by 

use case

• Conformance rules likely to be broken by 

working with observational data
• Coping strategies and proposed changes to 

conformance rules discussed

• Minimal examples provided

• Section 2 discussion of how to arrive at SDTM 
is more informative



Sample Content

(Conformance rules and SDTM example content 
is part of the document but not included here)



Example of Issue Discussion Table – EX vs CM

• Issue(s) are summarized, and challenges are discussed by use case

• Recommended strategy for implementing in SDTM is provided

• Where useful, SDTM examples are provided.



Example of Issue Discussion Table – TS
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External documentation is an integral part of the 
strategy

• The use and derivation of some variables will need to be explained
• For ECA studies / regulatory submission:

• A study data reviewer’s guide 

• Define.XML

• For basic observational research:

• Something like a study data reviewer’s guide will be necessary and helpful
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Status and Conclusions



Timeline

Kick-off: 6/29/22

Public review
Completed 

09/2023

Development 
phase:

OCT 2022- MAR 
2023

Publication by 
end of year

62 issues reported in Jira from 

beginning of internal review to end 

of public review



Lessons learned

Most conformance rules can be followed. Some failures will have to be 
explained in an external reviewer’s guide or define.XML

Existing SDTM domains cover what we need for the use cases we’ve examined.

Existing variables can also be used as-is or repurposed

• e.g., ARM can be used to represent cohorts

SDTM Examples are less informative than discussions of considerations

• Examples look like normal SDTM examples

• Discussing how we arrived at the modeling, and how to explain that to reviewers is more impactful
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Conclusions 

• The “Considerations for SDTM Implementation in Observational Studies and 
Real World Data” document is on schedule for publication by end of 2023

• It was produced with limited funding and has a limited scope.

• It is not an “implementation guide” (terminology reserved for standards) It is 
not a standard but was developed using COP-001

• This document could serve as the foundation for future development with 
expanded use cases and broader input

• With input from regulators, it could evolve into a standard in the future, but…

• As of today, no follow-up project is planned.
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Thank You!
jneville@cdisc.org
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