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About Octagon

e Octagon Research Solutions

A development partnering organization that offers regulatory,
clinical, process and IT solutions to the life sciences industry.

* Octagon experience on topic:

600 studies converted to SDTM & ADaM (10,000+ domains) in
support of over 54 regulatory submissions to the FDA

CDISC SDTM Co-authors
CDISC SDS Team Lead

Current CDISC team membership: SDS, ADaM, CDASH, SEND,
SHARE, and Controlled Terminology

CDISC-authorized SDTM trainers
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Standards Governance

 What exactly is standards governance?
— Oversight
— Decision-making
— Development
— Maintenance
— Compliance
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Standards Governance

People Leadership Developers
Content decision-makers Data stewards

Standards Internal standards Interpretation
CDISC standards
Processes
Development Maintenance
Business Guidelines SOPs
Technical Solutions
Request system MDR
CDR
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Case Studies

Ladies and gentlemen:

The case studies you are about to see are true.
Only the names have been changed to protect
the innocent.

Any resemblance to real CRFs, whether ongoing or
legacy, is purely coincidental.
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Case Study 1 — Company Alpha
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Snapshot of the Starting Point

Background

* Responding to questions
from FDA reviewer

* Data mining difficult across
unstandardized databases

Standards Governance

* None, although mandate issued to implement CDASH and SDTM

* No accompanying authorization for standards governance

e Standards development performed by focused group of SAS
programmers, Biostatisticians, and EDC builders
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Proposal 1;: CE ™~

Centre: bject: 0006 Visit \ 4
) SqT%éI%Z *2 ususuio VISITNUM
AcBehr- Signs and Symptoms
CESTDTC | suppcE
Date of Assessment E‘
- QNAM =
Date of Application | SSAPPDAT =+ [f*ff===="""" Time E);"Ablpll;c-atlon ‘DSAPPTM" “‘a‘.::
Application Site V| CELOC ‘a‘" ::
CESEV RASHDM
CETERM =Rash Severity Diameter )
CEPRESP=Y CETPT RASHDMU
Post-application 8 hr v mm
Post-application 16 hr \ 4 mm
Post-application 24 hr \ 4 mm
None
CEOCCUR =N Mild I
CESEV is null Moderate | CEOCCUR =Y
CEOCCUR = U | <" J
CESEV is null Unknown
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Proposal 2: X1 ™

Centre: ( <--bject: Visit \ 4
) S-‘F%\élgz *2 ususip =20 VISITNUM
X1CAT = Signs and Symptoms
X1DTC | supPx1 |
Date of Assessment ’%
QNAM =
Date of Application | SSAPPDAT =+ [f*ff===="""" Time E);"Ablpll;c-atlon oSAPPTiUi
— X0
Application Site Vil X1TEST = Severity X1TEST = Diameter
X10RRES = <value> X10RRES = <value>
Rash Severity Diameter
X1TPT X10RRESU
Post-application 8 hr v mm
Post-application 16 hr \ 4 mm
X1TEST = Post-application 24 hr \ 4 mm

Occurrence of Rash

L None
_ Mild
HIORRES =N |/ M j | X10RRES = Y
oderate 1
Severe J
-l X10RRES = U g
Unknown
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Proposal 3: FA "=

_ STwdyyl Centre: 0Q]1 0 USUBJI‘I-:)L‘ ect: Visit \ 4
VISITNUM
CAFREAT - Signs and Symptoms
FADTC | supPFa |
Date of Assessment i
.~ QNAM =
Date of Application | SSAPPDAT =+ [f*ff===="""" Time E);"Ablpll;c-atlon oSAPPTiUi

FATEST = Diameter
FAORRES = <value>

FATEST = Severity
FAORRES = <value>

FAOBJ = Rash Severity Diameter
FAORRESU
Post-application 8 hr v mm
Post-application 16 hr \ 4 mm
FATEST = Post-application 24 hr \ 4 mm

Occurrence

L None
ORRES =N Mid |
FA = FAORRES = Y
Moderate l
Severe J
ﬂ FAORRES = U g
Unknown
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USUBJID
0010:0006
0010:0006
0010:0006
0010:0006
0010:0006
0010:0006

|_USUBJID | VISIT |

0010:0006
0010:0006
0010:0006
0010:0006
0010:0006
0010:0006

m

0010:0006
0010:0006
0010:0006
0010:0006
0010:0006
0010:0006
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The Discussion & The Decision

\ Proposal 1: CE
CETPT CETERM CESTDTC CESEV CMOCCUR CMPRESP
Post-application 8 hr RASH 2010-03-22 MILD Y Y
Post-application 16 hr RASH 2010-03-22 NONE N Y
Post-application 24 hr RASH 2010-03-22 NONE N Y
Post-application 8 hr RASH 2010-03-29 MILD Y Y
Post-application 16 hr RASH 2010-03-29 MODERATE Y Y
Post-application 24 hr RASH 2010-03-29 MODERATE Y Y

Proposal 2: X1
X1TEST

X10RRES X10RRESU

Post-application 8 hr Occurrence of Rash 2010-03-22 Y

Post-application 8 hr Severity 2010-03-22 MILD

Post-application 8hr Diameter 2010-03-22 1 mm
Post-application 16 hr Occurrence of Rash 2010-03-22 NONE
Post-application 16 hr Severity 2010-03-22
Post-application 16 hr Diameter 2010-03-22 mm

Post-application 8 hr
Post-application 8 hr
Post-application 8hr
Post-application 16 hr
Post-application 16 hr
Post-application 16 hr

FATEST

Occurrence

Severity
Diameter
Occurrence
Severity

Diameter

Proposal 3: FA

RASH 2010-03-22
RASH 2010-03-22
RASH 2010-03-22
RASH 2010-03-22
RASH 2010-03-22
RASH 2010-03-22
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Case Study 2 — Company Beta
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Snapshot of the Starting Point

Background

* Budget crisis

e Smarter use of resources
* Quicker study start-up

e CDISC standards

Standards Governance

e Small DM group managing company’ s collection standards

e Several internal resources with SDTM expertise from DM and
SAS programming performed original SDTM mappings

* Eventual highly-visible, strong mandate from senior VP
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Ijl MH The eCRF
0Sd MR
VISITNUM

Centre: 0803 s yBUID
T=Cardiovascular Medical History
ISUPPMH |

Prop

CBuREA

MHDTC
Date Medical History Taken e
Evaluation of subject’ s medical hiStI\c;IrlleECUR R
o, an
MHTERM No Yes Unknown '.‘.:’:.':'
Hypertension @ O i
* LA |
No Yes Unknown ’0" S ..
. o : ]
Ventricular arrhythmia @ O OO
o s ¥
No Yes Unknown MIDAT’; 2 .
Myocardial infarction @ O Date of most recent MI S |
Number of MI Y .
C:o) 5 Unknown :. .'.
No Yes Unknown LVEFDAT .
Date of most recent LVEF .
LVEFPCT
%

Coronary artery disease
Most recent LVEF

Left ventricular hypertrophy
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__Proposal 2: MH +°F

SqTUDYI Centre: O(L USUBJI‘I-:)L‘ ect V|5|:,I

MﬁleAT=Card|ovascuIar Medlcal Histo
MHDTC — FADTC

M‘ FATEST = Date of most rece

Date Medical History Taken

MHPRESP =Y FAORRES = <date value>
Evaluation of subject’ s medical hlstory BbCUR .
MHTERM No Yes Unknown

Hypertension @ O

No Yes Unknown

i i @O O
No Yes Unknown/y”
|- Myocardial infarction @ Q Q Date of most recent Ml

Qlumber of MI

No Yes Unknoyn

© O Findings

n
Q ﬁate of most recent L \EE.

s = Date of most recent LV \
FAORRES = <date value>

FATEST = Most recent LVEF _—"

FAO RRES <Value> © 2011 Octa bn Research Solutions, Inc. All Rights Reserved.
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Proposal 1: MH

Co
% The Discussion & The Decision

| usuBID | VISIT MHTERM MHDTC CMOCCUR

0005:0002
0005:0002
0005:0002
0005:0002
0005:0002

0005:0002
0005:0002
0005:0002
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Hypertension 2009-05-12 N
1 Ventricular arrhythmia 2009-05-12 N
1 Myocardial infarction 2009-05-12 Y
1 Coronary artery disease 2009-05-12 Y
1 Left ventricular hypertrophy 2009-05-12 Y

Proposal 2: FA (+ MH dataset above)
FATEST FAORRES
Date of most recent Ml Myocardial infarction 2009-05-12 2008-10-14
Number of Ml Myocardial infarction 2009-05-12 1

Date of most recent LVEF Left ventricular hypertrophy 2009-05-12 2008-11-07
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Case Study 3 — Company Gamma
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Snapshot of the Starting Point

Background C/o'ﬂ(“pa@

* Implementation of a CDR

* Need for standard metadata A A

for safety domains — ' “ H
* Foundation for TA domains ‘
U

Standards Governance
* Lightly-supported group of clinicians and statisticians for

purposes of centralized decision-making for SDTM mapping
e Standards governance group nearly paralyzed by workload

* Limited representation led to limited buy-in to standards

n
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Prgpnsalj : CM e

SEEY Centre: 0Q5°F USUBJID ject: 0014 Visit \ 4
8% ] . VISITNUM
ciCAT =Protocol-Restricted Medications
Date of Assessment PRMDAT ISUPPCM I

lllIllllIllllllllI-!" ()rqln\“n -
o @ prior to spirometry?

Did the subject take the following medications during th

CMPRESP =Y CMOCCUR _
CMTRT .  CMSTDTC

No Yes Unknown .

Short acting Beta 2-agonists @ O O Date /Time
No Yes Unknown .

Long acting Beta 2-agonists @ O O Date /Time
No Yes Unknown

Anticholinergics @ O O Date = /Time

No Yes Unknown _
Inhaled corticosteroids @ O O Date /Time
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v The eCRF

_Proposal 2:

A Centre: QQ5F ject: 0014 Visit \ 4
Swgfégi ®: ususuip _ _ VISITNUM
DVCAT = Protocol-Restricted Medications
Date of Assessment PRMDAT ===} ________""." I SUPPDV I
----..--..---‘--‘._ QNAM -_—
Did the subject take the following medications during the 24 hours prloc.to-sp1rometry7
If PRM_NYU=Y _
1 PRM_NYU - —— DVSTDTC —

CShort acting Beta 2-agonists @ O O Date @ Time
DVTERM = PRE-SPIROMETRY SHORT ACTING BETA 2-AGONIST USAGE DIVERGENT FROM PROTOCOL

No Yes Unknown 7'77‘
C Long acting Beta 2-agonists @ O O Date -/Time
NT

DVTERM = PRE-SPIROMETRY LONG ACTING BETA 2-AGONIST USAGE DIVERG FROM PROTOCOL

No Yes Unknown __
C Anticholinergics @ O O Date . Time
DVTERM = PRE-SPIROMETRY ANTICHOLINERGIC USAGE DIVERGENT FROM PROTOCOL

No Yes Unknown
Inhaled corticosteroids @ O O Date /Tlme
F

DVTERM = PRE-SPIROMETRY INHALED CORTICOSTEROID USAGE DIVERGENT FROM PROTOCOL
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The eCRF

P rgpnsaljj

J- -
SEUEWI Centre: 0Q5°F ect: 0014 Visit \ 4
USUBJID VISITNUM

COxé8ir - Protocol-Restricted Medications
Date of Assessment PRMDAT ====- I SUPPXC I

Did the subject take the following medications during the 24 hours prior to spirometry?

XCORRES :
CShort acting Beta 2-agonists @ O O Date Time
XCTEST = PRE-SPIROMETRY SHORT ACTING BETA 2-AGONIST USAGE DIVERGENT FROM PROTOCOL

No Yes Unknown _
C Long acting Beta 2-agonists @ O O Date E/ Time
XCTEST = PRE-SPIROMETRY LONG ACTING BETA 2-AGONIST USAGE DIVERGENT FROM PROTOCOL

No Yes Unknown

C Anticholinergics @ O O Date . Time
XCTEST = PRE-SPIROMETRY ANTICHOLINERGIC USAGE DIVERGENT FROM PROTOCOL

No Yes Unknown
C Inhaled corticosteroids @ O O Date . Time

XCTEST = PRE-SPIROMETRY INHALED CORTICOSTEROID USAGE DIVERGENT FROM PROTOCOL

“

No Yes Unknown
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The Discussion & The Decision

Proposal 1: CM

[ usueip | wvisiT CMTRT CESTDTC CMOCCUR CMPRESP

0055:0014 Short acting Beta 2-agonists 2010-08-09T11:22 Y
0055:0014 1 Long acting Beta 2-agonists N Y
0055:0014 1 Anticholinergics N Y
0055:0014 1 Inhaled corticosteroids 2010-08-09T21:01 Y Y
0055:0014 2 Short acting Beta 2-agonists 2010-08-23T10:15 Y Y
0055:0014 2 Long acting Beta 2-agonists N Y
Proposal 2: DV
| usuBIID | visIT DVCAT DVTERM DVSTDTC
0055:0014 1 Protocol-Restricted Medications PRE-SPIROMETRY SHORT ACTING BETA 2-AGONIST USAGE DIVERGENT FROM 2010-08-09T11:22
PROTOCOL
0055:0014 1 Protocol-Restricted Medications JPRE-SPIROMETRY INHALED CORTICOSTEROID USAGE DIVERGENT FROM PROTOCOL 2010-08-09T21:01
0055:0014 2 Protocol-Restricted Medications PRE-SPIROMETRY SHORT ACTINGf;g?g&ngNBT USAGE DIVERGENT FROM 2010-08-23T10:15
E—

Proposal 3: XC
USUBJID XCDTC XCORRES
0055:0014 PRE-SPIROMETRY SHORT ACTING BETA 2-AGONIST USAGE DIVERGENT FROM PROTOCOL 2010-08-09T11:22
0055:0014 PRE-SPIROMETRY LONG ACTING BETA 2-AGONIST USAGE DIVERGENT FROM PROTOCOL
0055:0014 PRE-SPIROMETRY ANTICHOLINERGIC USAGE DIVERGENT FROM PROTOCOL
0055:0014 PRE-SPIROMETRY INHALED CORTICOSTEROID USAGE DIVERGENT FROM PROTOCOL 2010-08-09T21:01
0055:0014 [ PRE-SPIROMETRY SHORT ACTING BETA 2-AGONIST USAGE DIVERGENT FROM PROTOCOL 2010-08-23T10:15

0055:0014 PRE-SPIROMETRY LONG ACTING BETA 2-AGONIST USAGE DIVERGENT FROM PROTOCOL
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Summary
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Conclusion

e SDTM implementation is complex, but ultimately
achievable given the following:
— Access to necessary expertise across functional areas
— Thorough consideration of downstream analysis needs
— Empowered standards governance

* No single perfect method
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