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Presenter – Sergiy Sirichenko

› Co-founder of OpenCDISC
› SME on FDA JumpStart, coreDF, 

and eDATA projects
› User advocate



Submitting study data to PMDA
› Optional for now
› Required after April 1st, 2020

› For all clinical trials in application depending on “Basic Principle Chapter 2.2

› PMDA guidance documents
› http://www.pmda.go.jp/review-services/drug-reviews/about-reviews/p-drugs/0028.html
› https://www.pmda.go.jp/english/review-services/reviews/0002.html

› https://www.pinnacle21.com/useful-links
› PMDA guidance documents
› PMDA presentations
› Industry experience with PMDA data submissions

http://www.pmda.go.jp/review-services/drug-reviews/about-reviews/p-drugs/0028.html
https://www.pmda.go.jp/english/review-services/reviews/0002.html
https://www.pinnacle21.com/useful-links








PMDA Validation software
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Submission study data to PMDA
› Optional now
› Required after April 1st, 2020
› PMDA guidance documentation
› https://www.pmda.go.jp/english/review-services/reviews/0002.html

› https://www.pinnacle21.com/documentation
› PMDA guidance documentations
› PMDA presentations
› Industry experience with PMDA edata submissions

Hiromi Sugano, https://www.pharmasug.org/proceedings/tokyo2019/presentations/PharmaSUG-Tokyo-2019-01.pdf

Updated on Nov 1, 2019

https://www.pmda.go.jp/english/review-services/reviews/0002.html
https://www.pinnacle21.com/documentation
https://www.pharmasug.org/proceedings/tokyo2019/presentations/PharmaSUG-Tokyo-2019-01.pdf


PMDA data submission process
› Separate from submission of documents
› Several weeks before final submission
› Series of PMDA consultation meetings

› Preparation
› Data format
› Exemption

› Reconciliation of data validation results



Reconciliation of validation results
› PMDA validates with Pinnacle 21 Enterprise
› PMDA compares results with those reported 

by sponsor
› Focus on Reject and Error issues
› Missing or extra issues require investigation

› Version of P21 engine, how it’s configured
› Correct execution of validation
› False-positive results must be reported



Severity
› Reject

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

› Error
› Rules which, if violated without any prior explanation, will 

cause the review to be suspended until corrections have 
been made

› Warning
› Rules which, even when violated, will not necessarily 

require any explanation



Versions of PMDA validation rules
› Version 1.0 

› released in 2015
› for submissions before April 1, 2020
› additional 1 year optional “grace” period 

› Version 2.0
› published in September 2019
› for submissions starting April 1, 2020



Rules document structure
› Excel format
› Columns

› Rule ID (same as Pinnacle 21 Rule ID)
› Message, Description
› Domains, PMDA Severity
› Standards, PMDA Notes











Pinnacle 21 Japan
› New office in Tokyo
› Managed by Chikaaki Nakao
› Support for Japanese users



Pinnacle 21 support for PMDA rules
› Version 1.0 

› P21 Enterprise v3.0.5 or engine 1511.6 in v4+
› P21 Community v2.1.3 or engine 1511.6 in v3+
› “PMDA Legacy (1511.6)”

› Version 2.0 
› P21 engine 1810.3 in both Enterprise v4+ and Community v3+
› “PMDA (1810.3)”



https://www.pinnacle21.com/validation-rules/sdtm

https://www.pinnacle21.com/validation-rules/sdtm


https://www.pinnacle21.com/validation-rules/sdtm

https://www.pinnacle21.com/validation-rules/sdtm






What is new in PMDA rules v2.0?
› New rules
› Modified rules
› Changes in rule assignments
› No changes in Severity



Supported data standards
› No changes in v2.0
› SDTM-IG 3.1.2, 3.1.3, 3.2
› ADaM-IG 1.0
› Define-XML 1.0, 2.0



Summary of rules changes
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



ADaM OTHER
› Datasets with name AD*, but not ADSL, BDS 

or ADAE
› Now OCCDS is recognized and validated as ADAM OTHER in 

ADaM-IG 1.0
› Before OCCDS datasets were incorrectly validated as BDS

› Basic validation for common rules 



Examples of new rules
› Value-Level Metadata in define.xml vs. data
› TS domains rules
› New SDTM rules from CDISC
› Analysis Result Metadata (ARM) rules for 

Define-XML



Bug fixes and enhancements
› ADaM variables which include place holders

› TRTxxP, TRxxPGy, ANLzzFL, etc.
› Old: TRT*P – “*” means any value
› New: TRT#P – “#” means any digits

› Duplicate value for --SEQ variable
› Added SPDEVID

› Subject is not present in DM domain (Reject)
› The rule algorithm was tuned to cover cases if the same 

subject (USUBJID) is enrolled on multiple sites (SITEID)



Reject Rules

Standard # of Reject Rules

SDTM 9

ADaM 13 (+1)

Define-XML 14 (+1)



Reject rules (SDTM)



Reject rules (ADaM)



Reject rules (Define-XML)



Reject Rules (Exceptions)
› Violation of CT2001 for the following 

variable/codelist pairs will be considered part of 
Rejection criteria. All others will be considered Errors.

Variable Codelist

AGEU AGEU

COUNTRY COUNTRY

IECAT IECAT

RELTYPE RELTYPE

SEX SEX

--BLFL NY

--DRVFL NY

--FAST NY

Variable Codelist

--OCCUR NY

--PRESP NY

AESER NY

AESCONG NY

AESDISAB NY

AESDTH NY

AESHOSP NY

AESLIFE NY

Variable Codelist

AECONTR NY

AESCAN NY

AESMIE NY

AESOD NY

IEORRES NY

IESTRESC NY

--STAT ND



Reject Rules (Exceptions)
› Violation of CT2004 for the following 

variable/codelist pairs will be considered part of 
Rejection criteria. All others will be considered Errors.

Variable Codelist

TSVAL when TSPARMCD value is SEXPOP SEXPOP

TSVAL when TSPARMCD value is ADDON NY

TSVAL when TSPARMCD value is RANDOM NY



Reject Rules (Exceptions)
› Violation of SD0002 will be considered part of 

Rejection criteria, except for the following variables 
in DM domain that will be considered

Variable

ARMCD

ARM

ACTARMCD

ACTARM



New Reject rules
› ADaM

› SD0062: Incompatible data source
› Assignments of some Reject rules to other domains

› AD0005: '*FL value is not Y, N or null – expended from ADSL to 
all datasets

› AD0033: *RFL value is not Y or null – extended from BDS to 
ADAMOTHER
› ENRFL (used as Enrolment Flag) – an example of invalid 

custom variable (instead of Record Level Flag) which 
may create a Reject issue

› Define-XML
› DD0101: Missing define.xml file



New Error rules
› SDTM – 47 

› SD1233: Device is not present in DI domain
› SD1254: DTHFL does not equal 'Y' when AE.AEOUT = 'FATAL’
› SD1273: --TRT equals 'OTHER'

› ADaM – 12
› AD0253: Record key from SDTM AE is not traceable to ADaM 

ADAE (not enough ADAE recs)
› AD0011: *FL = N and *FN != 0

› Define-XML – 19
› DD0012: Missing MedDRA definition
› DD0008: Element in wrong position within Define.xml
› DD0092: Missing required ParameterOID



What engine should I use?
› Select your version of PMDA rules based 

on date of your submission
› Before April 1, 2020

› Rules v1.0, Engine 1511.6

› After April 1, 2020
› Rules v2.0, Engine 1810.3
› Rules v1.0 is still optional until April 1, 2021



Community validation
› Use Community version 3.0 or above
› Set up MedDRA
› Stay on-line with your Pinnacle ID 

during validation
› Look for potential problems on 

Validation Summary page
› Add AE, DM and EX domains when validating 

ADaM datasets



In Conclusion
› New PMDA validation rules should be 

used for submissions after April 1, 2020
› Pinnacle 21 engine 1810.3 implements 

new PMDA rules
› Correct execution of validation is critical



Questions

Sergiy Sirichenko
Director CS, Pinnacle 21
sergiy@pinnacle21.com


