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Submissions of NDAs to the FDA

« It is requested to submit clinical trial data (SDTM) &
metadata (Define.xml) according to the CDISC standards

« Data standards allow the FDA to use standard tools

« CDISC SDTM = standard structure for study data
tabulations
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SDTM FDA Tools: Patient Profile Viewer
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SDTM FDA Tools: Web SDM (1)
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SDTM FDA Tools: Web SDM (2)
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CDISC SDTM Conformance

+ Follow complete metadata structure
« Follow CDISC domain models
* Include all Required and Expected variables

+ Use CDISC-specified:
— standard domain names and prefixes
— standard variable names
— variable labels
— data types for all variables
— controlled terminology and format guidelines

« Currently, adhere to the SAS V5 XPT limitations
« Ensure that each dataset includes a set of keys

*  Ensure that each record in a dataset includes a topic
variable

« Conform to all business rules
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CDISC SDTM Submission Process

Data Tabulation Components:
« SDTM annotated CRFs
« SDTM datasets
* Define.xml metadata

SPONSOR

WEBSDM™

LOAD &
VALIDATION

SDTM™M

COMPLIANCE

ISSUE REPORT
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CDISC CRT Submission Process

WebSDM™ tool checks the CDISC SDTM data & metadata
before loading it into the FDA'’s clinical data warehouse
(Janus)

SPONSOR

WEBSDM™

LOAD &
VALIDATION

SDTM
COMPLIANCE
ISSUE REPORT
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CDISC CRT Submission Process

CDISC SDTM compliance issues are reported to the sponsor

SPONSOR

WEBSDM™
LOAD &
VALIDATION

SD‘I’M

COMPLIANCE
ISSUE REPORT
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http://www.fda.gov/oc/datacouncil/janus operational pilot.html
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WebSDM™ [Load & Validation

WebSDM™ V2.6 Validation Checks:

« 108 Checks
« Severity definition: High — Medium — Low

http://phaseforward.com/resource/whitepapers/Validation%20Checks%6202.6/WebSD
M2%20V2.6%20Validation220Checks%20FINAL.pdf




“sBusiness &Decision

Life\Sciences

SDTM Compliance Issues Report

« OBPS provides an SDTM issue list to the sponsor
«  OBPS = Office of Business Process Support

« Loading issues can be caused by

— Data & Metadata Inconsistency

— Non conformity with:

» SDTM Model
» SDTM IG business rules
» Controlled Terminology
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SDTM Compliance Checks

We have created an expanded & enhanced list of checks

« 108 WebSDM ™ checks
- Total check package:

SDTM 3.1.1 SDTM 3.1.2

Data checks 135 214
Metadata checks 68 85
Mapping checks 55 55

SDTM compliance checks list is still growing
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Categorization

« SDTM Compliance Checks Categories

— Data — Class — Timing variables
— Metadata — Domain — SDTM IG version
— Mapping — Controlled Terminology — Check version
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How iIs the categorization used?

BY

DATA STANDARD
VERSION

BY
CHECK TYPE

BY
DOMAIN TYPE

A subset of checks can be created :

SDTM IG 3.1.1
SDTM IG 3.1.2
Proprietary

All check types
Data checks
Metadata checks

All domains, one specific domain
All Findings class domains

All Interventions class domains
All Events class domains

All special purpose domains

All Trial Design domains
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Application Flowchart

DATA & METADATA ENVIRONMENT

Metadata definition of
the SDTM or sponsor
proprietary data
standards
CHECK

SCHEDULER - ' +

CDISC controlled
terminology

SDTM COMPLIANCE
ISSUE REPORT
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Application Flowchart

DATA & METADATA ENVIRONMENT

The SDTM
compliance checks
system reads the
folder with the
SDTM datasets &
the define.xmi
metadata file

CHECK

CHECK
SCHEDULER

SDTM COMPLIANCE
ISSUE REPORT
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Application Flowchart

DATA & METADATA ENVIRONMENT

CHECK
SCHEDULER

Metadata Cross Checks

« SDTM Compliance
Checks cross-check
for consistency
between:

" _ CDISC SDTM dataset
definition

— Metadata reported in

the Define.xml

— CDISC SDTM or

sponsor proprietary
data standards in the
metadata library

SDTM COMPLIANCE
ISSUE REPORT




“sBusiness &Decision

Life\Sciences

Application Flowchart

DATA & METADATA ENVIRONMENT

A job definition is
created in the

| application

ETH | interface

SCHEDULER

SDTM COMPLIANCE
ISSUE REPORT
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Application Flowchart

Identified quality
Issues are added to
an exception table

DATA & METADATA ENVIRONMENT

Quality check reports
are generated for
further processing

CHECK
SCHEDULER

SDTM COMPLIANCE
ISSUE REPORT
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SDTM VALIDATION CHECKER

‘Create Job) Run Job Parameter Database
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Application Interface

« Job Creation Screen

— Check Selection :
- Select Project and Study

- Select Checks based on
— Class — Events, Interventions, Findings, Trial Design, Special Purpose
— Type — Data, Metadata, Programming
— Individual

- Select from dynamically created list of domains
= Creates JobID

— Check Description :
- Detailed description of all checks
= Possibility of adding/modifying check descriptions
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Application Interface

» Check Selection :
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Application Interface

« Check Description:
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Application Interface

- Run Job Screen

— Job List :

» Lists Job ID, Job description, Job owner, Job creation date
» Select the job to run

— Job Description :

» Lists project and studyid for the selected job
» Lists checks to run for the selected job
» Lists domains on which selected checks run
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Application Interface
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Application Interface

« Job Description

m
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Application Interface

- Parameter Database
— Central table for project and study parameters
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Reporting Tool (1)

3 reports are created:

— Exception log

— Exception summary

— Exception report

« > 50 exceptions per check per domain: only 3 exceptions are reported

CHECK_LIST [EI ERROR_LEVEL

CheckOoO1
Checkiooz
CheckOoo3
CheckioDd
CheckiODs
CheckO00G
CheckOooo?
CheckOOOg
CheckioDg
Checkooo
CheckOO11
Checkoo?2
CheckOO13
CheckOot4
CheckiO14
CheckOO16
CheckOo??
CheckOo1g

CheckOo2
har NN

The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully
The Check Completed Successfully

The Check Completed Successfully
Tha Mharl Marmklatad Sncracefiille

Bl COMPLETION_TIME

2009-01-2779-55-00
2009-01-2779-55-00
2009-01-2779-55-00
2009-01-2779-55-00
2008-01-2779-55-00
2009-01-27T9-55-00
2009-01-2779-55-00
2009-01-27T9-55-00
2009-01-2779-55-00
2009-01-2779-55-00
20029-01-27T9-55-00
2009-01-2779-55-00
2009-01-2779-55-00
2009-01-2779-55-00
20028-01-27T9-56-00
2008-01-27T79-56-00
2009-01-2779-56-00
2009-01-2779-56-00

2009-01-27T9-56-00
INNAN1 237 TAER-NN
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Reporting Tool (2)

3 reports are created:
— Exception log
— Exception summary
— Exception report

« > 50 exceptions per check per domain: only 3 exceptions are reported

LIST OF CHECHKS 3 DOMAIN B3 VARIABLE1 3 EXCEPTIONS COUNT [ CHECK TYPE v
CheclklOo: LB LBORRES 73 DATA,

CheckldO LB LBORRESU 84 METADATA,

CheckOO10 W3 YEORRESU 56 METADATA,

CheckOo10 W3 WESTRESU 56 METADATA,

Checkdd15 o ID AR 73 DATA,

Checkd100 IE DIOAAIM 1 DATA

Checkl2Eg i COLUMNM 1 METADATA,

Checki2? WS COMPALGO 5 METADATA,
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Reporting Tool (3)

3 reports are created:
— Exception log
— Exception summary
— Exception report

« > 50 exceptions per check per domain: only 3 exceptions are reported

Reported Exception Record ldentifiers Exception Attributes
A

N N
~ ~ ~ ~

CHECKID ] ERRORMSG [ sTupyip EpomaiNE usuBiip  EKEvicDE KEvIEIvaricD [Evar1 Evarzcp Evarz H

An ORIGINAL RESULT is completed but the
El STANDARD RESULT (CHARACTERISTIC) is missing. | 1234-5678 LB 1234-5678-00002 LBSEQ 29 LBORRES 324 LBSTRESC

An ORIGINAL RESULT is completed but the
] STANDARD RESULT (CHARACTERISTIC) is missing. | 1234-5678 LB 1234-5678-00002 [ LBSEQ 13 LBORRES 19 LBSTRESC

An ORIGINAL RESULT is completed but the
9 STANDARD RESULT (CHARACTERISTIC) is missing. | 1234-5678 LB 1234-5678-00001 [ LBSEQ 52 LEORRES 1.1 LBSTRESC
9 TOO MANY FAILURES (73)

The value cannot be found in the codelist attached to

10 the variable. 1234-5678 LB 1234-5678-00016| LBESEQ 55 LBORRESU | 10/l
The value cannot be found in the codelist attached to

10 the variable. 1234-5678 LB 1234-5678-00027 | LBSEQ 54 LBORRESU | 1045/l
The value cannot be found in the codelist attached to

10 the variable. 1234-5678 LB 1234-5678-00003| LBSEQ 55 LBORRESU | 1045/l

10 TOO MANY FAILURES (54)
The value cannot be found in the codelist attached to

10 the variable. 1234-5678 WS 1234-5678-00024 [ WESEQ 16 |VWSORRESU kg
The value cannot be found in the codelist attached to

10 the variable. 1234-5678 WS 1234-5678-00020 [ WSSEQ 16 |VSORRESU kg
The value cannot be found in the codelist attached to

10 the variable. 1234-5678 WS 1234-5678-00012| WSSEQ 16 |VS0ORRESU kg

10 TOO MANY FAILURES (56)
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' Current Situation

© ~pplied SDTM Compliance
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« SDTM compliance will help us adhere to the data standards
« SDTM Compliance Checks will facilitate loading into Janus

* Running these checks do not necessarily solve all findings
but sponsor is prepared for FDA feedback

— Consider documenting confirmed issues in FDA Reviewers’
Guide

«  FDA will not reject your submission!
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Peter Van Reusel
Manager CRO Services
Business & Decision Life Sciences

Tel +32 2 774 11 00

Fax +32 2 774 11 99

Mobile +32 476 54 59 17
peter.vanreusel@businessdecision.com

Sint-Lambertusstraat 141 Rue Saint-

Lambert
1200 Brussels

Thank you
for your attention

DRIVE 90UR PERFORAMANCE



