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STUDY DATA VALIDATION – MEETING NEW 
REQUIREMENTS FROM INDUSTRY AND AUTHORITIES



DISCLAIMER

‣The views and opinions presented here represent those of 
the speaker and should not be considered to represent 
advice or guidance on behalf of the regulatory agencies or 
standards development organizations.



AGENDA

‣Overview of Study Data Validation
‣CDISC Conformance rules
‣Regulatory agency rules
‣Other

‣Ensuring Compliance
‣How to be compliant
‣Dispositioning issues

‣Areas for Improvement - Gaps in Validation
‣Therapeutic Area Specific data
‣Custom domains
‣Impact of gaps in validation



OVERVIEW OF STUDY DATA VALIDATION



DEFINITION OF STUDY DATA VALIDATION

*FDA’s Study Data Technical Conformance Guide, October 2022



WHY VALIDATION IS IMPORTANT

‣Goal is to make drugs available ASAP
‣ Increased automation is needed for this goal
‣Manual review process is inefficient

‣Data review time is limited
‣Data quality evaluation is difficult

‣Automation relies on high quality data
‣Value of standard reporting and analysis for Reviewers increases demand for 

data quality

‣Standardized data allows early evaluation and enforcement of 
data quality
‣Validation is the key to ensure standardized data



TYPES OF VALIDATION RULES

*FDA’s Study Data Technical Conformance Guide, October 2022



LOCATION OF CDISC CONFORMANCE RULES



LOCATION OF FDA ECTD REJECTION CRITERIA

*https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/electronic-common-technical-document-ectd



LOCATION OF FDA BUSINESS/VALIDATOR RULES

*https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources



LOCATION OF PMDA VALIDATION RULES

*https://www.pmda.go.jp/english/review-services/reviews/0002.html



OTHER SOURCES OF VALIDATION RULES

‣Other FDA requirements
‣ Bioresearch Monitoring (BIMO) Technical Conformance Guide

‣ https://www.fda.gov/media/85061/download

‣Domain-specific mapping guidance from other organizations
‣Uppsala Monitoring Centre’s “How to use WHODrug for compliance with CM 

domain in the CDISC SDTM standard”
‣https://who-umc.org/media/2940/how-to-use-whodrug-for-compliance-with-

cm-domain-in-the-cdisc-sdtm-standard-march-2017.pdf
‣This document describes how to map WHODrug data to the CM (and SUPPCM) 

SDTM domain.
‣This is important because CDISC does not provide much specific guidance on the 

mapping of this data.
‣While we don’t have rules specifically checking CM/SUPPCM against this 

document, the guidance listed in the document factors into the rule algorithms

https://www.fda.gov/media/85061/download
https://who-umc.org/media/2940/how-to-use-whodrug-for-compliance-with-cm-domain-in-the-cdisc-sdtm-standard-march-2017.pdf
https://who-umc.org/media/2940/how-to-use-whodrug-for-compliance-with-cm-domain-in-the-cdisc-sdtm-standard-march-2017.pdf


ENSURING COMPLIANCE



ENSURING COMPLIANCE

FDA Validation Requirements

*FDA’s Study Data Technical Conformance Guide, October 2022



ENSURING COMPLIANCE

PMDA Validation Requirements

*PMDA’s Technical Conformance Guide on Electronic Study Data Submissions, April 2022



Pre-NDA meeting
To confirm finalized 
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submission date

Drug Development

Submission Preparation
Submit data 

through 
Gateway

PMDA validation of 
submitted 
materials

PMDA review 
starts

Declare the 
submission 

date

Approval
Application Date

Sponsors 
should run validations beforehand and 
make sure no results of Reject found

SDTM
ADaM

Define

Reject
      Error
      Warning
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occurs
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3. Version of the validation rule not equal 

between the electronic study data system 
(Gateway) and Form A

4. Reject is detected

OVERVIEW OF PMDA SUBMISSION PROCESS



*https://www.pmda.go.jp/english/review-services/reviews/0002.html

PMDA VALIDATION RULES & SUPPORTED ENGINES



AGENCY-SPECIFIC VALIDATION ENGINES

Regulatory agencies manage their own validation criteria
‣ Example 1 – Differences in supported versions of the standards

‣ Agencies may differ in which versions of the standards they will accept

‣ Example 2 – Differences in validation rules
‣ FDA rule SD1071 (Dataset is greater than 5 GB in size)

‣ Description: Datasets greater than 5 gigabytes (GB) in size should be split into smaller datasets no larger than 5 GB.

‣ PMDA rule SD1142 (Dataset is greater than 5 GB in size)
‣ Description: Applicant should consult the PMDA beforehand if the dataset exceeds the file size specified by PMDA.



ENSURING COMPLIANCE IN ENTERPRISE

Always Use Latest Validation Engine Available
‣ Use P21 engine, but switch to agency-specific engine prior to submission

‣ Using an older (Legacy) engine will result in a warning message on multiple screens
‣ Don’t ignore these messages



ENSURING COMPLIANCE IN COMMUNITY

Always Use Latest Validation Engine Available



ENSURING COMPLIANCE
Dispositioning Your Data Validation Issues
‣ Common problems when explaining issues in Reviewer’s Guides

‣Poor quality issue explanations

‣ Internal Comments provided instead of actual explanations

‣Not all issues listed/explained in Conformance Summary section of cSDRG
‣Sponsors sometimes only include issues they deem important, not all issues
‣Validation configurations weren’t set up correctly/completely



GAPS IN VALIDATION – 
THERAPEUTIC AREA USER GUIDES (TAUGS) 



GAPS IN VALIDATION
TAUG Validation Doesn’t Currently Exist
‣ Therapeutic Area User Guides (TAUGs) extend the Foundational Standards to 

represent data that pertains to specific disease areas.

‣ There are currently no published validation rules for TAUG implementation

‣ Also, there is currently no (standard) way to know if:
‣ A TAUG should have been used, or

‣ A TAUG was used

‣ For validation purposes, we need answers to these two important questions, 
but there are issues with each…



GAPS IN VALIDATION
TAUG Validation – Should a TAUG Have Been Used?

How to know if a TAUG should have been used?

‣ Issue #1 – Use the Trial Summary INDIC (Trial Disease/Condition Indication) 
parameter?
‣ Problem - TS Indication should use SNOMED, but not always implemented 

correctly

Indication problem examples – 
Prostate Cancer:

Indication problem examples – 
Diabetes:



GAPS IN VALIDATION
TAUG Validation – Should a TAUG Have Been Used?

How to know if a TAUG should have been used?

‣ Issue #2 – If a study indication doesn’t have a TAUG, should one have been 
used anyway?
‣ For example, should the PAIN TAUG only be used for pain studies, or should they 

be referenced for any study that collects data on pain?

‣ Should a study potentially reference multiple TAUGs depending on the types of 
data collected?



GAPS IN VALIDATION
TAUG Validation – Was a TAUG Used?

How to know if a TAUG was used?

‣ Trial Summary parameter to indicate TAUG

‣ This is great, however the parameter is listed as Conditional



GAPS IN VALIDATION – CUSTOM DOMAINS



CUSTOM DOMAINS USED PER VERSION OF SDTMIG
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CUSTOM DOMAINS USED PER VERSION OF SDTMIG
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CUSTOM DOMAINS – MULTIPLE ENROLLMENTS

*FDA’s Study Data Technical Conformance Guide, October 2022

Regulatory Guidance:
Actual custom domains used in industry:



CUSTOM DOMAINS – ADDITIONAL LAB DATA

*FDA’s Study Data Technical Conformance Guide, October 2022

*PMDA’s FAQs on Electronic Study Data Submission, June 2022

Regulatory Guidance:

CDISC Guidance:

*https://www.cdisc.org/kb/articles/standardized-lab-units

Actual custom domains used in industry:



IMPACT OF GAPS IN VALIDATION



IMPACT OF GAPS IN VALIDATION
Lack of Validation for TAUG Implementation Results in Inconsistencies
‣ Example: Diabetes indication

‣ Hypoglycemia signs/symptoms data – same data mapped and collected inconsistently

Study A – Mapped to the FA domain

Study B – Mapped to the CF domain

For reference, this is how it is 
collected and mapped in the TAUG



IMPACT OF GAPS IN VALIDATION

‣Validation is too general on custom domains
‣Domain-specific checks not run and domain-specific codelists not checked 

properly
‣ Example: Additional Lab Data

‣ In SDTMIG v3.3, there are 155 validation rules run on the LB domain, but there are only 
144 validation rules run on a custom findings domain.

‣Variables such as –TESTCD and –TEST would not be checked against the LBTESTCD and 
LBTEST codelists, even though the controlled terminology should have been used.

‣Validation might not even occur on custom domains
‣ Custom special-purpose domains, such as for Multiple Enrollments
‣ This results in an unvalidated dataset being submitted to the regulatory agency

‣Similar data across the industry mapped inconsistently



IMPACT OF GAPS IN STANDARDIZED DATA

*https://www.pmda.go.jp/english/review-services/reviews/0002.html



CONCLUSION

‣Ensuring compliance to regulatory requirements is a critical 
part of preparing for a submission
‣Pinnacle 21, both Enterprise and Community, provide agency-specific 

engines for this purpose

‣To reach actual fully-standardized data across the industry, 
we need to fill the gaps that currently exist in validation



QUESTIONS?


