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Analysis Process

What is the
company effort
to standardize?

What is the
trial gain for
standardizing?

Basic
standardization

Advanced
standardization

Full
standardization




Methodology — data gathering

Analysis of cost proposals across multiple sponsors/multiple CROs/across TAs
O Compilation of data since 2005
* Widespread Industry recognition of CDISC and EDC as a standards
O Exclude regional variability
» All labour done with ‘standard rate per profile’
U Exclude EDC hosting fees
O Assume SDTM was deliverable

e No post-trial conversion costs taken into account

Fixed parameters Comparator values
Phase Study complexity (# unique collection points)
# Sites Level of standardization
# Subjects

? Trial duration
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Impact of standardization on trial set-up effort
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Impact of standardization on trial set-up effort
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Conclusion 1:

Q Any level of standardization has a positive
impact on study set-up effort

O Impact of standardization on study set-up
effort is higher for complex trials




Impact of standardization on trial set-up effort

~ ==@==Complex Trial

«=@==Standard Trial

Conclusion 2:

Q A higher level of standardization has a bigger
impact in reducing the set-up effort
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Impact of standardization on trial set-up effort
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Conclusion 3:

O There is a finite benefit to
implementation of standards

“Effort will not reduce to 0 with 100%
standardization”
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Methodology - Analysis

m Determine Break-even Point where

+ Trial cost + Trial cost

+ |[nvestment -

+ Standards build

+ Governance

+ Technology Investment
+ Maintenance

+ Process Updates

+ Training




LEVELS OF STANDARDIZATION - NONE vs BASIC

«=@=— Complex Trial

e=@==Standard Trial . .
No Standardization

O
\
Basic Standardization
\ - Data Collection Modules

- Define conventions for
recurring Methods,
Computational Algorithms
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LEVELS OF STANDARDIZATION — NONE vs ADVANCED

EFFORT
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No Standardization

Advanced Standardization
- Study endpoints defined
- Provide expectations



LEVELS OF STANDARDIZATION — NONE vs FULL

No Standardization

EFFORT

Full Standardization
- CREF layouts / define.xml
- Provide study specifications
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BASIC STANDARDIZATION (Define Conventions):
Impact on Oversight and Quality Control

" Fffort
m Translate CDISC SDTM IG in Data Collection Modules

m Goals:

® Have consistent definitions across common domains

m E.g. Reference dates, controlled terminology

m Minimal standardization Effort (Cost and/or Time)

:"J‘ Innovion



BASIC STANDARDIZATION (define Conventions)

AE ADVERSE EVENTS Y DCM ID: AE_GL_001 N
STUDYID STUDYID Study [Free text] [Preprinted]
SITEID SITEID Site [Free text] [Preprinted]
SUBJID SUBJID Subject [Free text] [Preprinted]
Adverse Events
[Not Submitted| AEYN Were any adverse events experienced? [Radiobutton {Yes; No}] NY
AESPID AESPID AE number [Numeric field] [Preprinted]
AETERM AETERM What is the adverse event term? [Free text]
AESTDAT Start Date [Date {DD-MMM-YYYY}]
AESTDTC
AESTTIM Start Time [24 hr clock]
AEENDAT End Date [Date {DD-MMM-YYYY}]
AEENDTC
AEENTIM End Time [24 hr clock]
If Yes, AEENRTPT X . i
ONGOING AEONGO Is the adverse event still ongoing? [Radiobutton {Yes; No}] NY
AESEV AESEV Severity [Radiobutton {Mild; Moderate; Sgvere}] AESEV
AESER AESER Is the adverse event serious? [Radiobutton {Yes; No}] NY
If Yes:
AEREFID AEREFID SAE Number [Free text]
AESCONG AESCONG Congenital Anomaly [Radiobutton {Yes; No}] NY
AESDISAB AESDISAB Significant Disability [Radiobutton {Yes; No}] NY
AESDTH AESDTH Death [Radiobutton {Yes; No}] NY
AESHOSP AESHOSP Hospitalization [Radiobutton {Yes; No}] NY
AESLIFE AESLIFE Life Threatening [Radiobutton {Yes; No}] NY
AESMIE AESMIE Other Medically Important Event [Radiobutton {Yes; No}] NY
[Radiobutton {Not related; Unlik@y
Related; Possibly Related; Probally
AEREL AEREL Relationship to Study Treatment Related}] REL
[Radiobutton {Dose Not Changedj Drug
\EACN AEACN Action taken with Study Treatment A Withdrawn; Dose Reduced}] 4 ACN
SDTM CDASH CRF questions eDC build Controlled

instructions

terminology




Impact on Oversight and Quality Control
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Cost Break-even point for “Complex Trials”

No Standardization Basic Standardization

‘EFFORT

Trial1  Trial 2 Trial 3 Trial4 Trial 5 Trial 1 Trial 2 Trial 3 Trial 4 Trial 5

Standards
Development
Annual
Maintenance
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ADVANCED STANDARDIZATION (Define Expectations):

m Fffort

m  Define Standards for Study Endpoints and Disease Area assessments
m Store Metadata

m Goals:

m  Re-Use of library templates across studies

m Define Expectations - Unambiguous communication between Sponsor and Vendor
®  Submission preparation
m Consistency across trials

® Facilitate Data Pooling
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Example Standards Library - metadata

AE ADVERSE EVENTS DCM ID: AE_GL_001
STUDYID STUDYID Study [Free text] [Preprinted]
SITEID SITEID Site [Free text] [Preprinted]
SUBJID SUBJID Subject [Free text] [Preprinted]
Adverse Events |Dataset Description Class |Structure Purpose Key Variables |Repeating Reference Data
. AE Adverse Events EVENTS [One record per adverse event per subject [Tabulation  |STUDYID,USUBJID,AECAT,AEDECOD,AESTDTC Yes No
[Not Submitted] ARCTIV VVETE ATy dUVETSE EVETTTS EXPETTeTrTeuT ™ TTOTI TS, WUTT ™~T
AES Significant
AETIPataset ariable Label Data Type Length|Digits Format Mandatory ICodelist Origin Pages Method Predecessor Role IComment ICore
AE STUDYID Study Identifier text 12 Yes Protocol Identifier Req
AE DOMAIN Domain Abbreviation text 2 Yes AE.DOMAIN |Assigned Identifier Req
AESTAE USUBJID Unique Subject Identifier text 18 Yes Derived USUBJID Identifier Req
AE AESEQ Sequence Number integer 8 Yes Derived SEQ Identifier Req
AE AEGRPID Group ID text 20 No Derived AEGRPID Identifier Perm
AEEIaE AEREFID Reference ID text 20 No CRF Identifier Perm
Y AE AESPID Sponsor-Defined Identifier text 20 No CRF Identifier Perm
e('AE AETERM Reported Term for the Adverse Event text 200 Yes CRF Topic Req
AE AEMODIFY Modified Reported Term text 200 No Assigned Synonym Qualifier Perm
AESII\E AFLILT Loweasct Laval Tarm tavt 200 N MadDRA Accianad \Mariahla Nualifiar Exp
Data Extensibl Exp
ID Name NCI Codelist Code Type Order Term NCI Term Code Decoded Value e Req
ACN Action Taken with Study Treatment C66767 text DOSE INCREASED C49503 Dose Increased N EX"
ACN Action Taken with Study Treatment C66767 text DOSE NOT CHANGED C49504 Dose Not Changed N E:s
ACN Action Taken with Study Treatment C66767 text DOSE REDUCED C49505 Dose Reduced N Exp
ACN Action Taken with Study Treatment C66767 text DRUG INTERRUPTED C49501 Drug Interrupted N Exp
ACN Action Taken with Study Treatment C66767 text DRUG WITHDRAWN C49502 Drug Withdrawn N Eerm
. N i erm
ACN Action Taken with Study Treatment C66767 text NOT APPLICABLE C48660 Not Applicable N Perm
ACN Action Taken with Study Treatment C66767 text UNKNOWN C17998 Unknown N Exp
AE AEBDSYCD Body System or Organ Class Code integer 8 No MedDRA Assigned Variable Qualifier Exp
AE AESOC Primary System Organ Class text 200 No MedDRA Assigned Variable Qualifier Exp
AERIAE AESOCCD Primary System Organ Class Code integer 8 No MedDRA Assigned Variable Qualifier Exp
AE AELOC Location of Event text 200 No LOC CRF Record Qualifier Perm
AE AESEV Severity/Intensity text 20 No AESEV CRF Record Qualifier Perm
AEAAE AESER Serious Event text 1 No NY_YN CRF Record Qualifier Exp
AE AEACN Action Taken with Study Treatment text 40 No ACN CRF Record Qualifier Exp
AE AEACNOTH Other Action Taken text 200 No CRF Record Qualifier Perm
AE AEREL Causality text 20 No REL CRF Record Qualifier Exp
AE AERELNST Relationship to Non-Study Treatment text 40 No CRF Record Qualifier Perm




Impact on Oversight and Quality Control
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Cost Break-even point for “Complex Trials”

No Standardization Advanced Standardization

FFORT
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FULL STANDARDIZATION (Provide Specifications):

" Fffort
= /mplement Metadata Repository
» End-End data standards creation (CDASH/SDTM/Define.xml)

m Study Specific standards selection and modification Interface
® Goal:

m Data specifications 100 % defined
» Automation of study build and QC
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Example Metadata Repository

&) Dataset Designer 5.4.0 SOTM (Study - Version 2 [DRAFT))

BowE O

Properties [ Visit Schechde (1) [ Veit= () EFoms (3) [ Sections (13) wm Questiors (81)  [2) Terminckogies (20) [ Conditons (1) 4 Methods (1) as Units (14)

Search: &%

File Edit Library Pluging Build Compareto Publish Validate Help

aBb R0 &3O

& LU name

Data Acquisition D

Asmct group view 4+ —

Jetadata - somM1 3.2

~ | | Properties Datasets Terminciogies (37) Methods (16) Comments (1) Documents (1) Al Variables (114) A1 50s (0) AN Values (14)

Medbcal Hstory [F_WH_00Z) |+ *% -0
Vial Sigres [F_vS_002)
Demographics o L mame oI Type
mcﬂmlfmﬁﬂ {1 Cemegrophics bx) L] Rokes CLROLES text
Exchusion Criteris [F_IE_E002] @ DTERENTIONS L] Doman Abbreviaton (A€) e text
Concomitant Medication | Therapy [F_CM_00Z] 1] Cmmah[;l Hedications [04] ML yD . for Ragulatory Acthisas Taxt o ot
1 Exposure
B visit Editor - [SE_SCREEN] k3 5 @ evenTs L) Medical Dctinary for Reguatory Acthites CLMEDCRACODE intager
|| Adverse Events [45] LLJ severity/intensty Scale for Adverse Events OL.CE6769,ABSEY et
e € Thems are moved b [ the "> and "< buttons. References can be L Medical History [M] o LL] Mo Yes Response OLCEETALNY text
Inncwvion Eval A pmine kestemont = Shuty Seaateset GceaTeRACH ot
L] [prce Pesiod (MHENRF) CLMHENRF text
W Repository W swdy o ™ RS =
previation ¥ text
. o Studes | Study (Dram QL.C71620.u0IT text
= Q.CTIIAFREQ text
- : lofole
o B ® fraton Lces725 ROUTE et
— o e
CL.CEETALAGEY text
Narne Sty Datasets G) CLCBETI5EX beat
Vrsion QL.C7HST.RACE text
2 4 Files ® O COUNTR! .
Owner steveribanhan 0L.CEETRE i et
Forms ~
Description
Updsted Dec 4, 2007 30532 P10 Links Time and Events Schedule
- P— Termmnloges.
Medical History i Vistacheties
Wist 1
11 |Date of visit: | | gy il Abuntent L] 2] 151
1.2 |Was medical history " m No SOTM \‘wﬂﬁﬂﬂ 7
reported? O m Yes : i x
x
Event/Diagnosis: Body System I Currently Active e Frchaen Colena L3
2 | Test Congomitant Modicaton | Themgy ]
7 e Skin  m No Cm Yes ) Acteoro Evon HE
MHBODS d
7 wum Eyes o0V oo XAF
(7 yaswn Heart Expesry 3
{7 peoos Abdomen Ky [5] = Scheduled Visit [U] = Usschaduled Vis [C] = Common Visit [R] = Regeating Visll RF = Regeating Form
MHTERM (7 rmsen: Neurological
(7 oo Other
i —




Impact on Oversight and Quality Control
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Cost Break-even point for “Complex Trials”

No Standardization Full Standardization

EFFORT
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Summary: achieving Return-on-Investment

Basic Standardization Advanced Standardization Full Standardization

= /mpact
= Larger for “complex” trials
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Beyond the Break-even Point
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Conclusion

m Benefits of Standardization

m Shortened Set-up Timelines

] —  Reduced Cost
®m Reduced Quality Control

® ROl depends on

m Size of Portfolio and Complexity of trials

=--With any Standards implementation

m Ensure you have the right skillset and discipline
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