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• Challenge our existing structures

• Occur due to re-enrollment or unplanned multiple 
enrollments

• SDTM mapping can be similar across scenarios 
while ADaM design depends on analysis needs

Introduction

Multiple Participations

Image from https://learnstore.cdisc.org/?category=20&keyword=on-
demand&cond=advand&search=%EF%80%82
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Introduction
Multiple Participations – USUBJID 

FDA Study Data Technical  
 Conformance Guide (TCG)

Clinical Data Interchange Standards 
Consortium (CDISC) SDTMIG v3.3 

• A unique SUBJID should be assigned for 
each participation

• SUBJID should be included in all related 
domains

• DM domain should contain the primary 
enrollment/screening

• Additional enrollments or screenings 
should be included in a custom domain 
structured like DM domain

• Add explanation in the data reviewer’s 
guide along with a table showing all 
SUBJID for each USUBJID in the study  

• USUBJID must uniquely identify a participant 
across all studies for all applications and 
submission involving the product

• USUBJID will remain the same throughout the study 
while SUBJID identifies each unique participation

• CDISC multiple subject instances team proposed a 
custom domain, Demographics for Multiple 
Participations (DC)
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• First STUDYID, SITEID and SUBJID should be 
collected

• More complicated for multiple prior participations
• Difficulties arise resulting in incorrect USUBJID 

assignment when sites
– Deviate from CRF completion guidelines
– Enter the data late
– Do not understand the criticality of collecting the required fields

• Unplanned multiple enrollments when sites are not 
aware are more challenging to track

• USUBJID changes between interim data cuts 
supporting submissions is a challenge

Data Collection
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Scenario One – One Participation 
     Summarized
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• Single enrollment is summarized
• Occurs when planned re-enrollment or un-planned 

multiple enrollment with one participation is 
analyzed

• Two approaches can be considered:
– A subset can be applied to include the participation of 

interest
– Cumulative domains can be created but will introduce 

additional challenges. 

• Example: A participant enrolled first to the 10mg 
study drug, then returned and enrolled again in the 
30mg study drug 8 months later. 

Scenario One – One Participation 
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• DM domain examples if individual participation is summarized, repeated for each 
participation

• If second participation is analyzed
– RFICDTC, RFSTDTC and RFENDTC will be from later SUBJID 
– USUBJID is mapped based on individual’s initial participation  
– ARMCD = ‘C’ and ARM = ‘STUDY DRUG 30 mg’

Scenario One – One Participation 

SDTM: Single Participation Approach 

Image from https://www.investopedia.com/terms/d/demographics.asp
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• Retain all participations creating cumulative SDTM domains, use ADaM datasets to flag 
analysis records

• Set DM.RFSTDTC from first participation and DM.RFENDTC from latest participation
– Add alternative SUBJIDy* variable 

– Mapping prior participation for RFICDTC, RFSTDTC and ARM variables can be cumbersome 
– Proposed DC domain will be useful to contain participation data for traceability

Scenario One – One Participation 

SDTM: Cumulative Participation Approach 

* Nonstandard Variable (NSV)
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Scenario Two – All Participations 
     Summarized
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• Includes a record for each participation (SUBJID)
• DCSEQ provides the order of participations

Scenario Two – All Participations Summarized

SDTM Approach – DC Domain
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• One record per USUBJID
• TCG: primary participation
• Considerations when selecting participation for DM domain:

– Analysis focus
– EPOCH and study day variables
– Pinnacle 21 (P21) conformance issues (records before DM.RFSTDTC/RFICDTC or after 

DM.RFENDTC)

• Below example summarizes both participations into one record

Scenario Two – All Participations Summarized

SDTM Approach – DM Domain
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• All participations included, SUBJID required to distinguish
• Study day variables relative to DM.RFSTDTC (first participation)
• EPOCH and AETRTEM defined within each participation

Scenario Two – All Participations Summarized

SDTM Approach – AE Domain
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• VSLOBXFL defined relative to DM.RFXSTDTC

Scenario Two – All Participations Summarized

SDTM Approach – VS Domain
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• Participation-Level Analysis Dataset
• ORDER (NSV) identifies the order of the 

participations
• Can be used in place of ADSL to create other 

ADaM domains

Scenario Two – All Participations Summarized

ADaM Approach – ADPL Domain
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• TRTxxP/TRTxxA/TRxxSDT/TRxxEDT can be used to represent each distinct treatment 
period

• MULENRFL (NSV) identifies participants with multiple participations
• SUBJIDy identifies each participation

Scenario Two – All Participations Summarized

ADaM Approach – ADSL Domain
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• AE merged with ADPL to calculate variables within each participation
• TRTEMFL and ONTRTFL defined within each participation

Scenario Two – All Participations Summarized

ADaM Approach – ADAE Domain



20Research and Development  Global Biometrics and Data Management

• ADY defined within each 
participation

• ABLFL defined within 
each participation, 
BASETYP distinguishes

• Having single ANL01FL 
across both participations 
provides flexibility

Scenario Two – All Participations Summarized

ADaM Approach – ADVS Domain
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• Example of both participations summarized in the same table
• Frequency counts grouped by treatment arm

Scenario Two – All Participations Summarized

Tables, Figures and Listings
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• Example of multiple participations within the same treatment arm summarized in the 
same table

• Frequency counts grouped by treatment arm and SUBJID get correct counts

Scenario Two – All Participations Summarized

Tables, Figures and Listings
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Submission Challenges
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Submission Challenges 

Scenario One – One Participation       
Summarized

Scenario Two – All Participations       
 Summarized

• Trial Design Models include all 
participations while subject level SDTM 
domains contain a subset

• Prior participation traceability is not 
possible 

• Proposed DC domain recommended but 
requires discussion with regulatory 
agencies

• SUBJID is essential in subject-level 
domains, needs to be explained in the 
cSDRG.

• ADPL dataset should be clearly 
described and explained in the ADRG.

• Care must be taken upfront to ensure USUBJID is unchanged between submissions
• If USUBJID does change, it’s the sponsors responsibility to inform the regulatory 

agency
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• Multiple participations pose challenges
• Accurate data collection to assign the correct USUBJID is critical
• With more complex study designs evolving, updated standards are needed 
• Proposed DC domain is recommended but requires downstream considerations
• Implementing the proposed DC and ADPL will give flexibility

– Increased traceability 
– More complex to implement 
– Challenges our existing structures and standards
– Requires discussion with regulatory agency ahead of time

Conclusion
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