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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 SDTMIG V3.1.2
standards

- It is highly recommended to submit analysis data (ADaM)
and metadata (Define.xml) according to the ADaMIG V1.0
standards

- Data standards allow the FDA to use standard tools

- CDISC SDTM
tabulations

standard structure for study data

- CDISC ADaM = standard structure for analysis datasets
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SDTM FDA Tools: Patient Profile Viewer
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SDTM FDA Tools: JReview (1)
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SDTM FDA Tools: JReview (2)
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SDTM FDA Tools: WebSDM (1)
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SDTM FDA Tools: WebSDM (3)
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CDISC SDTM versus CDISC ADaM

- SDTM is very prescriptive
- ADaM is more flexible

- SDTM structure, variables, and variable names are pre-
specified

- ADaM can include sponsor-defined derived variables

- SDTM Findings structures will be vertical

- ADaM Findings structures will be either vertical or
horizontal
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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 CRT Submission Process

Data Tabulation Components:
« SDTM annotated CRFs
 SDTM datasets
+ ADaM datasets
- Define.xm| metadata

SPONSOR

W'igigg"m REVIEWER
VALIDATION TOOLS

SDTM
COMPLIANCE
ISSUE REPORT
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CDISC CRT Submission Process

WebSDM™ tool checks the CDISC SDTM data & metadata to
ensure standard FDA tools can be used

SPONSOR

W'igigg"m REVIEWER
VALIDATION TOOLS

SDTM
COMPLIANCE
ISSUE REPORT
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CDISC CRT Submission Process

CDISC SDTM compliance issues are reported to the sponsor

SPONSOR

W'igig';"m REVIEWER
VALIDATION TOOLS

soTm

COMPLIANCE
ISSUE REPORT
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Janus layers
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WebSDM™ Load & Validation

WebSDM™ V3.0 Validation Checks:

« 154 Checks
« Severity definition: High — Medium - Low

http://www.phaseforward.com
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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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CDISC Compliance Checks

We have created an expanded & enhanced list of checks

« 154 WebSDM ™ checks
- Total check package:

SDTMIG SDTMIG ADaMIG

V3.1.1 V3.1.2 V1.0
Data checks 141 219 45
Metadata checks 68 117 51
Mapping checks 56 57 12
Project consistency 20 20 20
checks

CDISC compliance checks list is growing continuously
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Categorization

— Data
— Metadata

Sub
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CDISC Compliance Checks Categories
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Metadata definition of
the data model or
sponsor proprietary data
standards

CHECK +
SCHEDULER CDISC controlled
terminology

SDTM COMPLIANCE
ISSUE REPORT

DATA & METADATA ENVIRONMENT
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The data model
compliance checks
system reads the
folder with the
p— SDTM, ADaM
SCHEDULER datasets & the
define.xml
metadata file

SDTM COMPLIANCE
ISSUE REPORT

DATA & METADATA ENVIRONMENT

/
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Application Flowchart

DATA & METADATA ENVIRONMENT Metadata Cross Checks

- Data Model
Compliance Checks
cross-check for
consistency
between:

— CDISC SDTM or
ADaM datasets
definition

— Metadata reported in

SCE:EEEER the Define.xml

— CDISC SDTM, ADaM
or sponsor

™ proprietary data
!STSASEOQ”EPPL&NTCE standards in the
metadata library
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A job definition is
created in the
application

CHECK interface

SCHEDULER

DATA & METADATA ENVIRONMENT

SDTM COMPLIANCE
ISSUE REPORT
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Application Flowchart

DATA & METADATA ENVIRONMENT Identified quality

issues are added to
Ilg;ﬂ

an exception table

Quality check reports
are generated for
further processing

CHECK
SCHEDULER

SDTM COMPLIANCE
ISSUE REPORT
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DATA MODEL COMPLIANCE CHECKER

Create Job Run Job Parameter Database
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Application Interface

- Data Model Selection Screen

— Select Data Model
Possibility to add proprietary data models

— Select Controlled Terminology
«  CDISC Controlled Terminology
« Possibility to include sponsor-defined controlled terminology
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Application Interface

Check ¥Yersion Selection Screen |
Choose check version Choose Control Terminology Version
7 /ADaMIG W1.0 |2']']9'"]"]ﬁ |"'|
) SDTMIG ¥3.1.1
) SDTMIG ¥3.1.2 Version Description  SDTM Terminology 2009-10-06
a . ..
=8 Business & Decision
LifeiSciences
Next &
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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 Job ID

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

« Check Selection

eck Selection Form

Check Screen | Check Screen
Choose Project Enter Joh Description
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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

B

b Selection Screen

Job Description Screen

Job_ID | Rep_ID Study_ID Joh_Owner Job_Description Job_Creation_Date VERSION
1 1865 1160-0025 rbanga 25 Data & Metadat 2009-06-22709 35 2 -
2 65 1160-0024 a 24 Data & Metadata withouth . |2009-06-22709:50
65 1160-0025 rhanga 25 DatadMetadata without 15...[2009-06-22T09.51 2
& 11600025 ‘mg TEST 06-06-2271110
5 865 1180-0024 ndedonder LF_malmn 2009-06-22T12:4
5 1160-0028 {gﬂ Final run 09-06-22716:24
7 865 1160-0028 scid Final Run2 2009-06-237094 2
1160-0024 ;ndeuomr 24 - Final run 9-06-23T13.31
1 1160-0025 [ 25 - Final run 2009-06-23714:14 2
1160-0048 Indedonder 48- Final run 09-06-23T14:15
E 1160-0026 | testho 2009-06-23716:13 2
3 1160-0026 athielemans 1 09-06-23T16:27
Ft 1160-0042 doaele dataimetadata 42 2009-06-23716:33 2
15 1160-0026 lg\p_n__a)! DATA CHECKS 9-06-23T16:43
1 1160-0019 Inded 19- Final run 2009-08-25T09:34 2
[? 1160-0001 Lm_gﬂo M3 checks 9-06-29T08.07 §
F 1160-0001 [ , Mapping checks 2009-06-29708:12
19 1160-0026 |a|aahmsns [checks_apbice 09-06-28710:39
20 1160-0026 | checks_oeevst 2009-06-29T10.46
1160-0020 Fgg Data and Metadata Checks 9-06-29711:22
22 1160-0050 ndedonder 50 - data & metadata 2009-06-29T16:21
3 1160-0026 Pﬂ! RELY - AP BT,CE,OE,EV,SC,... [2009-06-30T17.59 2
24 1160-0075 hdevioye [Final run 2009-07-01711:42
1160-0006 |dbaele [mapping checks 1160-0006 _[2008-07-02T14.07
26 1160-0026 | rely_c_to_m 2009-07-02T15:46
7 1160-0026 |mmmns rely_ae_dm_test 09-07-02T1557
28 1160-0026 lathi rely_events_test 2009-07-02T16:03
1218-0032 ndedonder Mapping checks 09-07-03708:59 2
30 1218-0032 ndedonder Mapping checks 2009-07-03T09:32 2
1160-0026 athielemans |rely_selectdomain 09-07-03T14:07
32 1160-0026 | rety_selectdomainalichecks  [2009-07-03T14.11
1160-0026 “|athielemans Qﬂez 6domains_data 9-07-06T1513
34 11160-0026 [athiel Rely 5 2009-07-06T15.53 ]
l11an.0n2n 1 d DO Finaleharke ] >4
“sBusiness &Decision
Life\Sciences
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Application Interface

* Job Description

Job List * Job Dascription |

}' Jub_ID \— Rep_ID Study_ID List_Of_Checks Lixt_Of_Domains
6 065 1160-0028 Check00d! A L
N ECES 1180 UU2E CheckUUuz L
6 1065 1160-0020 Check0003 AL
{2 [RES {160-0028 Chrckiling AL
& 1160025 Cheekinnp L
8 1160-0026 Check0007 AL
1160-0025 BCk0006 G
4 1160-002¢ Check0004 AL
1160-0028 Checkonio ALL
13 1140 0028 CheckUult L
1160-00; ck0012 AL
£ 11600028 Checknn 2 L
: T160-0020 0074
i 11600078 Cheekinl s 14 |
G 1160-0028 CHECkOO1E ALC
6 1160-0026 Check00 7 L
b TT40 D028 ChEtk01E
6 1160-0028 Check00ls L
I 1150 02E Checkuu2o AL
|6 1160-0020 Check0021 AL
{3 11801028 Cherkiin22 WL
8 160-0028 |Check0023 ALL
160-0N78 RkNN24 AL
8 1160-002 izt AL
6 1160-0025 Checkno2s L
g 1140 0028 [CheckU10D AL
5 1160-0028 Checko10] L
i 1160 UU2E CheckU102Z WL
5 1166-0020 K010
£ 1160.0N28 Checknio4d WL
i1 Hek0105 WL
“sBusiness & Decision
LifexSciences
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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

LIST OF CHECHKS
Check1001
Check1002
Check1003
Check1004
Check1005
Check1006
Check1007
Check100G
Check1009
Check1010
Check1011
Check1012
Check1013
Check1014
Check1015
Check1016
Check1017
Check1018
Check1019
Check1020
Check1021
Check1022
Check1023

[ ERROR LEVEL

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

B COMPLETION_TIME

2010-02-12718-57-58
2010-02-12718-57-58
2010-02-12T18-57-55
2010-02-12T18-57-55
2010-02-12718-58-00
2010-02-12718-58-00
2010-02-12718-55-01
2010-02-12718-58-02
2010-02-12718-58-03
2010-02-12718-58-19
2010-02-12718-58-20
2010-02-12718-58-37
2010-02-12718-58-37
2010-02-12718-58-40
2010-02-12718-58-41
2010-02-127158-58-41
2010-02-12718-58-43
2010-02-12718-58-43
2010-02-12718-58-44
2010-02-12718-58-44
2010-02-12718-58-44
2010-02-12718-58-45
2010-02-12718-58-45

[ ELAPSED TIME

0:00:00
0:00:01
0:00:00
0:00:01
0:00:00
0:00:01
0:00:01
0:00:01
0:00:16
0:00:01
0:00:17
0:00:00
0:00:03
0:00:01
0:00:00
0:00:02
0:00:00
0:00:01
0:00:00
0:00:00
0:00:01
0:00:00
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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 CHECKS E4 DOMAIN B4 VARIABLE1 B4 EXCEPTIONS COUNT [ CHECK TYPE
Check0009 LB LBORRES 73 DATA
Check0010 LB LBORRESU g4 METADATA
Check0010 V3 VYSORRESU 56 METADATA
Check0010 V3 VSSTRESU 56 METADATA
Check0015 co IDVAR 73 DATA
Check0100 IE DOMAIN 1 DATA
Check0268 CM COLUMN 1 METADATA
Check0271 V3 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 Identifiers Exception Attributes
A

A< A
' N -~ I

CHECKID ] ERRORMSG 2 sTuDYID I DOMAIN S USUBJID B KEY1CDE KEY1EI vAR1CD B vAR1 EIvArR2cD Evarz B

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

An ORIGINAL RESULT is completed but the
9 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 B2 LEORRES 11 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| LBSEQ 55 | LBORRESU | 10%6/ul
The value cannaot be found in the codelist attached to

10 the variable. 1234-5678 LB 1234-5678-00027 | LBSEQ 54 | LBORRESU | 10%6/ul
The value cannot be found in the codelist attached to

10 the variable. 1234-5678 LB 1234-5678-00008| LBSEQ 55 | LBORRESU | 1076/l

10 TOO MANY FAILURES (B4)
The value cannot be found in the codelist attached to

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

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

10 the variable. 1234-5678 VS 1234-5678-00012| WSSEQ 16 | VSORRESU kg

10 TOO MANY FAILURES (56)
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‘ Current Situation

‘ Applied CDISC Compliance

‘ Summary
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« CDISC compliance will help us adhere to the data standards

+ CDISC Compliance Checks will facilitate the use of FDA
tools

*  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
Business Unit Director
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
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