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FDA Business Rules
Ø Help ensure that the study data are compliant, useful and will support meaningful 

review and analysis

Ø Applicable to SDTM formatted clinical studies and SEND formatted non-clinical studies

Ø Human readable

Ø Reflect current FDA business practice and regulatory review requirements transparently

Ø Updated regularly

Ø Aligns with Study Data Technical Conformance

Ø Used by FDA validator in CDER and CBER
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FDA Business Rules Version1.5, June 2019

FDA Business Rule ID – This is a unique 
FDA-assigned code for the FDA Business 
Rule.

FDA Business Rule – This is a human 
readable description of the FDA Business 
Rule. 
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FDA Validation Rules
Ø Used by FDA to ensure data are standards compliant & support meaningful review and 

analysis

Ø Applicable to SDTM formatted clinical studies and SEND formatted non-clinical studies

Ø Human readable

Ø The validator rules accompany the business rules which provide details regarding FDA's 
assessment of study data for purposes of review and analysis. 

Ø Updated regularly

Ø Aligns with Study Data Technical Conformance

Ø Used by FDA validator in CDER and CBER
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FDA Validation Rules Version 1.3, October 2018
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Validation Rules Content
Ø FDA Validator Rule ID - This is a unique code assigned to an individual FDA Validator 

Rule.
Ø FDA Validator Message - This message displayed by the FDA Validator when the data 

being validated triggers a specific check.
Ø Publisher - Publisher of the content being validated by a specific FDA Validator Rule.
Ø Publisher ID - The unique code assigned to a specific rule (ex. business or conformance) 

by the publisher.
Ø Business of Conformance Rule Validated - Human readable description of the Publisher's 

rule being validated by a specific FDA Validator Rule.
Ø FDA Validator Rule - The description of a specific FDA Validator Rule.
Ø Domains – The CDISC SDTM and SEND data domains referenced by the FDA validator 

rule.
Ø SDTM and SEND Versions – Indicates that the FDA validator rule applies to this version of 

the standard. 
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PMDA Rules

Ø Submission of all clinical trials study data to PMDA (Pharmaceuticals and Medical 
Devices Agency) before 1st April 2020 should follow PMDA rules v 1.0, anything 
beyond 1st April 2020 should follow PMDA rules v 2.0

Ø PMDA rules versions
– Version 1.0 released on 18 November 2015
– Version 2.0 released on 27 September 2019
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PMDA Rules Version 2.0
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PMDA Rules Version 1.0 vs 2.0

Rules SDTM ADaM Define-XML

New 115 15 33

Removed 4 2 4

Algorithm Change 38 9

Description/Message 22/7 4/2 10

Rules Assignments +76/-4 +4/-3

Other Medical 
Devices

ADaM Other
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FDA vs PMDA

Ø Except for severity, rules are consistent across FDA and PMDA

SEVERITY

Reject Error Warning

Rules which, if 
violated, will cause 
the review to be 
suspended until 
corrections have 
been made.

Rules which, if 
violated without any 
prior explanation, will 
cause the review to 
be suspended until 
corrections have 
been made

Rules which, even 
when violated, will 
not necessarily 
require any 
explanation
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FDA vs PMDA

Ø Even though PMDA has Reject criteria, FDA rules are far more stringent

FDA PMDA
Pinnacle 21 Engine 
2010.0
uses rules from 
October 2018

Pinnacle 21 Engine 
1810.3
uses rules v 2.0 from 
September 2019

Number of rules 314 326
Severity

Reject 4 9
Error 201 128

Warning 113 189
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FDA vs PMDA
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FDA vs PMDA

Ø Below is a screenshot of Issues Summary from P21 Enterprise for Adverse Events 
domain
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FDA vs PMDA
Ø Even though PMDA has Reject criteria, FDA rules are far more stringent

Ø More important, the expected handling of findings differs between PMDA and FDA.

Ø The FDA expects sponsors to either correct any discrepancies between study data and 
the standard or the business rules or explain meaningful discrepancies in the Reviewer 
Guide. 

Ø The PMDA has specified the impact of violations according to severity.

For example, if a rule categorized as “Reject” is violated it will cause the review to 
be suspended until corrections have been made. [2] In consequence, it is recommended 
to resolve as many violations as possible and to agree in e-data consultation what is 
acceptable if anything is left
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PROS

Ø Data Integrity & Quality

Ø Efficiency 

Ø FDA and PMDA expectations

Ø Significantly reduces the review time for regulatory agencies
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CONS
Ø Significant amount of time and resource investment initially

Ø Ambiguity of rules at times leading to error in judgement
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CONS
Ø Not all issues can be fixed

Ø Frequent updates to the rules
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Recommendations

Ø Early planning and strategy is important if the same submission package is submitted 
to FDA and PMDA. 

Ø Communication with the authorities as early as possible is highly recommended. 

Ø A subject matter expert for submissions supporting the submission teams can be very 
helpful. 

Ø A high level of harmonization across regulatory agencies is already in place. Further 
harmonization would be helpful. 



www.vitadatasciences.com               

Recommendations

Ø The better understanding of how e-data are processed facilitates a smooth review 
process.

Ø Always use the latest available validation rules and latest version of Pinnacle 21 tools 

Ø Fix all issues that are fixable and explain the rest 

Ø Follow “Continuous Compliance” approach, catch and fix data issues as early as 
possible
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