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Background & Motivation for Extension

CORE Concept

* CDISC Open Rules Engine (CORE) __ srapary
e Useéazzc.f.c

» Open-source, rule-based dataset validation ﬁmS | — Ty — =
(SDTM, ADaM) | Eﬂaeﬁfata —

« Generates conformance reports to support Configure ! -
data quality and regulatory compliance t

* |nitial focus on clinical datasets validation - AP _________________

* Flexible architecture for broader clinical - COMMUNITY GOVERNANGE ---------+-------c--o-
applications ' . . cdisces

Spemﬂcahon
CDISC

Community

Conformance Data Standards
rules & rules

C ISC * CDISC Open-Source Alliance
®
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Background & Motivation for Extension

« CORE can be extended to support quality control of:
« electronic Trial Master File (eTMF)

* Medical Review
 Bioresearch Monitoring (BIMO)

« But why extend? \
« eTMF is critical for GCP and regulatory compliance
« eTMF quality reviews often carried out manually,
typically through periodic checks performed by several
stakeholders responsible for different sections




cdisc

Background & Motivation for Extension

/ Manual eTMF \

review are often

slow, error-prone
and resource-

Compliance
/ risks
— G\consistencieg

\‘ Delays in triag

progress

\ intensive /

» Need for automation [
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Background & Motivation for Extension
CConflicting [ ning )
dates
Missing
C Duplicates d;i?;:::;s
[ Incomplete Erafts uploadea
metadata as final
[Inconsistent Non-standard}
metadata naming

These types of errors, while often minor on their own, can accumulate
over time and undermine the integrity of the entire e TMF

eTMF
Quality
) Challenges

I%'
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CORE as a solution \

« Addresses the eTMF-specific challenges

« Can perform consistent, comprehensive, and repeatable quality
checks across the entire e TMF structure

 Maps TMF Reference Model requirements to rule logic
» Delivers strategic quality oversight

* |s a customizable solution for maintaining documentation
quality and readiness across the trial lifecycle




Exploring Validation eTMF
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Exploring Validation eTMF — How to...
eTMF Metadata Extraction

Home Study Info » Planning » Library TMF Homepage TMF Viewer Reports » Archive
S —
® =® -
TMF RM v3.0 - Q 1-25 of 259 1 1P e
X A Doowments Name Version Addtronal information Document Date Cl G‘ cSs\ >
» 01 Tral Management oV
- | G- Excel
» 02 Central Trial Documents L
’ 03 Regulatory
» 05 Sae Management ’ k. I Edn columns

aa Triad & Truncate Cell Text
' 06 IP and Trial Supples




Exploring Validation eTMF - How to...

Structured excel workbook — Metadata

STUDYID DOCNAME DOCID DOCDAT DOCTYP DOCSTAT

'Study Identifier | Submitted Name Document id |Document Date  Document Type Document Status

Char Char Num Char Char Char

, -0 : . -8 {8 - 100 -0 1~

'STUDY-001  |91233726-study-01.01.01-20210929-siraf-tmfr20211021.pdf 5281258 20210929 'New Study Info and Risk Assessn Final

'STUDY-001  |91233726-study-02.01.01-20211019-18-v1.0-tmfr20211021.pdf 536783220211019 (] Final

STUDY-001 | 91233726-study-01.01.01-20211019-CRO_TI Configuration Manual_v1.0-tmfr20211019.xisx 536801420211019 | TMF Configuration Manual |Final

STUDY-001  |91233726-study-01.05.02-20210930-CTMS Study Set-up (CTSU)-tmfr20211111.pdf 5412986 20210930 | Tracking Information Final

STUDY-001  |91233726-study-01.05.02-20211004-Phase1_Build_Qualification-tmfr20211111pdf 5412987:2021 1004 | Tracking Information Final

STUDY-001  |91233726-study-01.05.02-20211020-Phase2_Build_Qualification-tmfr20211111pdf 5412988 20211020 | Tracking Information Final —

|STUDY-001  |91233726-study-01.05.02-20211104-Phase3_Build_Qualification-tmfr20211111pdf 541298920211104 | Tracking Information Final Stru Ctu red excel WO rkboo k

'STUDY-001  |91233726-study-01.05.02-20211109-CTMSChangeRequest-tmfr20211111.paf 5412990/20211109 | Tracking Information Final

'STUDY-001 | 91233726-Study-01.05.03-20210927-SPONSOR Study Internal Meeting Minutes-tmfr20211122.paf 5445950'20210927 Trial Mgmt Meeting Material  Final eT M F Refe rence M Od e I

STUDY-001  |91233726-Study-01.05.03-20210927-SPONSOR Study Internal Meeting Agenda-tmfr20211122.pdf 5445952'20210927 Trial Mgmt Meeting Material __ Final

STUDY-001  |91233726-Study-01.05.03-20211005-SPONSOR Study External Meeting Minutes-tmfr20211123.pdf 5454517 2021 107 =

'STUDY-001 | 91233726-Study-01.05.03-20211012-SPONSOR Study External Meeting Agenda-tmfr20211123 pdf 5412520202110 STUDYID ETMFTREE

'STUDY-001  |91233726-Study-01.05.03-20211012-SPONSOR Study External Meeting Minutes-tmfr20211123.paf | 5454521 2021 10 y Identifier eTMF Tree Structure

STUDY-001 | 91233726-Study-01.05.03-20211012-SPONSOR Study External Meeting Presentation-tmfr20211123.pdf = 5454523 2021 10 Char

STUDY-001  |91233726-Study-01.05.03-20211019-SPONSOR Study External Meeting Agenda-tmfr20211123.pdf 5454525 202110 r200

TUDY-001 912337 -01.05.03-20211019-SPONSOR Stud al Meeting Minutes-tmfr20211123, 54545,

rs oY= S 0z PONS y Extem g Minutes 2123 pl g STUDY-001 Study\01 Trial Management\01.01 Trial Oversight\01.01.01 Trial Master File Plan
STUDY-001 Study\01 Trial Management\01.01 Trial Oversight\01.01.02 Trial Management Plan
STUDY-001 Study\01 Trial Management\01.01 Trial Oversight\01.01.03 Quality Plan
STUDY-001 Study\01 Trial Management\01.01 Trial Oversight\01.01.04 List of SOPs Current During Trial
STUDY-001 Study\01 Trial Management\01.01 Trial Oversight\01.01.05 Operational Procedure Manual

‘ /|STUDY-001  Study\01 Trial Management\01.01 Trial Oversight\01.01.06 Recruitment Plan

i Library __ Datasets metadataxpt _etmftreexpt - J/STUDY-001  Study\01 Trial Management\01.01 Trial Oversight\01.01.07 Communication Plan

" |STUDY-001  Study\01 Trial Management\01.01 Trial Oversight\01.01.08 Monitoring Plan

'STUDY-001  Study\01 Trial Management\01.01 Trial Oversight\01.01.09 Medical Monitoring Plan
'STUDY-001  Study\01 Trial Management\01.01 Trial Oversight\01.01.10 Publication Policy
'STUDY-001 Study\01 Trial Management\01.01 Trial Oversight\01.01.11 Debarment Statement
'STUDY-001  Study\01 Trial Management\01.01 Trial Oversight\01.01.12 Trial Status Report
STUDY-001  Study\01 Trial Management\01.01 Trial Oversight\01.01.13 Investigator Newsletter
STUDY-001 Study\01 Trial Management\01.01 Trial Oversight\01.01.14 Audit Certificate

cdisc

'STUDY-001
'STUDY-001
'STUDY-001

:Study\01 Trial Management\01.01 Trial Oversight\01.01.
| Study\01 Trial Management\01.01 Trial Oversight\01.01.
| Study\01 Trial Management\m .01 Trial Overslght\01 01.

15 Filenote Master List
16 Risk Management Plan
17 Vendor Management Plan




Exploring Validation eTMF - How to...

How can we make it work ?

TMF Reference Model Version 3.3.1 11-AUG-2023
Recommended Subartifacts - Core or
Documents/documentation recommended to be | Recommended for |
- v - - - - Definition / Purpose - filed to the artifact. - inclusion ~ |ICH Cod¢ ~
01 Trial 01.01 Trial Oversight 01.01.01 |Trial Master Fiie Plan |To describe how records for the trial will be managed and stored |Document Transfer Documentation Recommended 557
Management during and after the trial, including study-specific processes and |Evidence of QuaRty Review
documentation for archiving and destruction. To nclude TMF fiing |Request to Lock TMF
structure to be used. May include TMF content kist, filing structure |Trial Master Fie Plan
and chan of custody records. Artifact can include any evidence |Trial Master Fie index
of plan execution including, but not imeed to: plan, reports, Trial Master Fie Report
checiiists, etc
01 Trial 01.01 Trial Oversight 01.01.02 |Trial Management Plan |To describe overal strategy for timelines, management and Cinical Development Plan Recommended 22
Management conduct of the trial and typically makes reference to other Project Management Plan
artifacts. Artifact can include detais on contingency plan covering | Trial Management Plan
details for ste start up planning
H4 Teal 04 mﬁ 04 “_‘Mﬂ- To o sribe the and. s By )
Identi
ntifiers
Rule ID
Version | Related
(represents| Rule(s)
any change | [See Also,
tothe rule)| Compare | Scope Natural Language Rule
RulelD - _~| Against - | RuleSet - | Sectic - (Success Criteria) - Rule (Success Criteria)  ~
The version of the
document should be The version of the document is The version of the document is The version of the Fully
ETMF0003 | 1 v3.3.1 completed completed jnot completed jdocument is empty Vexecutable
[ X 0

ISC.

ETMFO0003 The version of the document should be completed
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Exploring Validation eTMF - How to...

Defined rules are written in YAML Code

Version: "'
Version: '3.3.1'
Check:
all:
- name: DOCVERSN
operator: empty

0
(s}

o
Q o

: ENOVA-000010
Status: Published
Version: '1'
Description: 'The version of the document should be completed'
Executability: Fully Executable
Outcome:
Message: 'The version of the document should be completed'
Output Variables:
- DOCVERSN
Rule Type: Record Data
Scope:
Classes:
Include:
- ALL
Domains:
Include:
- ALL
Sensitivity:

s
(4]
)
(o]
e
Q.




Exploring Validation eTMF - How to...

Issue Summary

All Studies 0 &£ Ibbe Borghijs
,‘:} Home > M

Study003 - ISSUES - 2025-09-24T14:58:57 * Issue Summary

Study003 - Issues Issue Summary  Issue Details  Rlules Report Q. Ses
+
i .
Dataset + RuleiD + Error message + Severity W lssues Explanation I SS u e D eta I | S
METADATA, ETMFO002 The document path should match the expected tree structure Ermor 1 &
| METADATA.  ETMFOO03 The version of the document should be completed Error 2 2 AI | Stud ies Qo 2 Ibbe Borgh W
ijs
=] Home > My Studies > Study003 > Repor
METADATA  ETMFOODM The date of the document should be completed Error 2 & C - e S il

Study003 - ISSUES - 2025-09-24T14:58:57 > Issue Details

METADATA  ETMFO005 The name of the document daes nat follaw the naming Eror 1 &
m METADATA  ETMFOO0D g«;::mg:;g;:e Document Titke should match the Document Brror 3 2 d"
METADATA  ETMEDOI0 ?gc:;‘ne{:‘;nv:(;g:é:'t:e Document Titke should match the Document Barer 2 2 | 6:[] .
Study003 - Issues Issue Summary  Issue Details  Rules Report Q. Search
METADATA, ETMFO011 The document version in the metadata should be numeric Error 4 & I||+
METADATA  ETMEOOTS The document status should be final Error 3 2 Rule ID + Emor message Severity Dataset USUBJID Record Sequence Variables Values
METADATA ETMFOO14 Document Type does not match correct document index Beror 1 2 ETMFO003 The version of the document should be completed Error METADATA ™ DOCVERSN null
ETMFO003 The version of the document should be completed Ermor METADATA 2003 DOCVERSN null
Total issues: 19 Shaw lines: 10~ ETMFO004 The date of the document should be completed Error METADATA, ™ DOCDAT null
ETMFO004 The date of the document should be completed Error METADATA 2003 DOCDAT null
m ETMFDO011 The document version in the metadata should be numeric  Eror METADATA 1242 DOCVERSN vi.0
ETMF0011 The document version in the metadata should be numeric  Error METADATA 1243 DOCVERSN 20
ETMFO011 The document version in the metadata should be numeric  Emor METADATA 1244 DOCVERSN 3.0
ETMF0011 The document version in the metadata should be numeric  Ermor METADATA 1245 DOCVERSN w40

. . i ETMFO013 The document status should be final Error METADATA 114 DOCSTAT Draft
ETMFO013 The document status should be final Emor METADATA 242 DOCSTAT Draft
® Total issues: 19 Show lines: 10~



Exploring Validation eTMF - How to...
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All Studies Qo 2 Ibbe Borghils
Study‘}DE - ISSUES vZIOZSDIQinTNSBS? Issue Details
&, Download Report
ajdyﬂﬂa - Issues Issue Summary Issue Details Rules Report Searc
Rule ID + Error message Severity Dataset ususJID Record Sequence Variables Values
ETMFO003 The version of the document should be complated Error METADATA ™ DOCVERSN null
ETMF0003 The version of the document should be completed Error METADATA / 2003 DOCVERSN null
ETMFOO004 The date of the documaent should be complated TN DOCDAT Aull
ETMFO004 The date of the document should be completed roe 2003 DOCDAT null
ETMFO011 The document version in the metadata should be numenc METADATA 1242 DOCVERSN vi.D
ETMFOO011 The document vergea ot
ETMFO011 The document ver 'RD, DOCVERSN
v20
ETMFOD11  The document verdel V1.0
ETMFO013 The decument stat l
ETMFO013  The document statfll v3.0
v20
Total issues: 18 Show lines: W
DOCID DOCDAT DOCTYP DOCSTAT  DOCINDEX DOCINDXN DOCVRD. DOCVERSN

®

v5 0
vi0

V20
january



Exploring Validation eTMF - How to...

Dataset - CORE-ID - Message v Issues  ~ Expli
etmftree.xpt BDLS-000127 [he folderjsempty b hould have been completed a< ger TMFE inde 182
The folder artifact is empty but should have been filled in for this Trial Level
etmftree.xpt BDLS-000253 Milestone 39
t matardata va QM ANNNNS YRG0 chALL S DAL | R T A AT a nala O DO

The folder artifact is empty but should have been filled in for this Trial Level
Milestone

Dataset Details Issue Summary |EETTEPRE

CORE-10

The folder artifact 1s empty but should have been filled in for this
IR BDLS-000253 Trial Level Milestone
The folder artifact is empty but should have been filled in for this

20241005, Stucy\01 Trial Management\D1.01 Trial Oversight\01.01.07
Communication Plan, 20240930, 01 First Country RA Approval

20241005, Study\01 Trial Management\01.01 Trial Oversight\01.01.07
Communication Plan, 20240930, 01 First Country RA Approval
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Conclusion - Key Benefits & Strategic
Impact




Conclusion - Key Benefits & Strategic Impact

Return on experience — the benefits we found in using the tool

)
« Delivers strategic quality
® oversight

Timeliness Efficiency Standardization

\

« Shift from reactive corrections to
proactive quality management

» Continuous, integrated process

* Enhances operational efficiency

Error Reduction  Cost Reduction Customization and regulatory excellence

cdisc
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“CORE can help find your e TMF
iIssues before auditors do.”




