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Origines du projet

* FDA : Critical path Opportunity #45
- Continuité de l'initiative du groupe ACRO

* Octobre 2006 : début du projet
« Groupe collaboratif de 17 organisations
« 16 domaines développés

« Mai 2008 : publication du document pour revue
publigue

» Octobre 2008 : publication de CDASH v1.0
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« Clinical Data Acquisition Standards Harmonization
* Objectifs:

— Décrire les standards de base recommandés pour la collecte
des données dans les études cliniques

— Développer un set de ‘contenu standard’ (nom des
variables, définition, métadonnées) pour chague domaine

— Verifier que toutes les variables requises dans SDTM aient
eté abordées ET que toutes les variables CDASH puissent
étre mappeées dans SDTM

— Rendre la collecte de données plus efficace
* Focus sur le contenu des CRFs, pas sur la mise en
page

www.cdisc.org/standards/cdash/downloads/CDASH STD-1 0 2008-10-01.pdf
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Béneéfices pratiques

- Elimination d’une part de la diversité dans les CRFs

« Simplification de la formation et du support

» Collecte des données clés uniqguement

« Reéduction de la collecte de données redondantes

» Reéduction du risque d’erreur

- Reéduction du temps de cleaning et des ‘data queries’
- Simplification de la création des CRFs

« Reéduction du temps de lancement d’une étude
 Augmentation de la qualité des données

- Simplification de la conversion SDTM




“sBusiness & Decision

ife\Sciences

Alignement de CDASH avec les autres standards

« Study Data Tabulation Vodel

— CDASH remonte en amont dans le flux
de données

— CDASH est basé sur le SDTMIG version
3.1.1

— CDASH ne contient pas de variables
dérivées

— CDASH contient des champs destinés a
faciliter le cleaning
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Alignement de CDASH avec les autres standards

« CDISC Controlled Terminology

—En production et en developpement
continu par I’'equipe CDISC Terminology

— Référencée dans la colonne ‘Definition’
des tables domaines CDASH quand
applicable

— ldentique a celle utilisée dans SDTM et
dans les autres standards CDISC
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Intégration

globale de CDISC
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Etapes de developpement de CDASH
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Prochaines éetapes

* Mise a jour de CDASH v. 1.0.

- Deéveloppement et publication de
meétadonnees dans un format lisible par
un ordinateur (CDASH-ODM)

- Developpement des champs de collecte de
données de base pour les appareils
medicaux

* Publication du guide d’implémentation
CDASH
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Suggestion de processus de déeveloppement d’'un CRF

(Stable)
Draft
Protocol

Review with Changes
cross functional Needed?
team-

Draft CRF
based on
standards®

Modify (e.g., to be
protocol specific)

In-study
version changes

Approved
Protocol

Approved CRF? Cross _.
CEREEC T functional .F_l_r!_ah_ze
approval® draft CRF

High Level Overview of CRF Development Best Practices:
« !Develop as early as possible with a stable draft Protocol, based on CDASH and internal
standards
« “Develop as a cross-functional team, reviewing from the perspective of the respective
disciplines, including:
- Is all data for analysis collected?
- Is it possible to collect this way at the site?
- Are we collecting appropriate data to address safety?
« 3CRF is approved after Protocol is approved
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Bonnes pratiques

* ldentifier les domaines CDASH utiles pour I'étude
* Inclure toutes les variables ‘Highly recommended’

« Ajouter les champs ‘Recommended’ et
‘Conditional’ utiles

* Revoir le protocole et identifier les données
nécessaires

« Comparer avec les analyses statistiques planifiées

« Veérifier que toutes les données nécessaires sont
collectées
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Bonnes pratiques

» Faire des gquestions explicites
* Collecter les dates au format DD-MMM-YYYY

* Preferer les questions du type ‘Oui/Non’ aux
‘cocher tout ce qui s’applique’

» Eviter de collecter des données qui peuvent étre
calculées a partir d’autres données collectées

» Collecter une Iindication afin de savoir si une
evaluation a éte realisée ou pas

« Collecter la localisation anatomique d’une
évaluation uniquement si il y a plusieurs
possibilités et que c’est utile pour réaliser une
analyse significative
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Structure des tables CDASH

@ cDisc

Clinical Data Acquisition
Standards Harmonization (CDASH)

Prepared by:
CDISC CDASH Core and Domain Teams

o CDASH y 243
A

CDASH_STD-1.0 01/0CT/2008

D}_;:.:Ccl-t‘-- Definiti Cqu::Fn-C_phf- Additional Ieformation for Spemsors | CDASH Core
1 Were amy Adverse Geeral prompt question regarding Indicae if the subject ! any Thei umg this field is | Optonal
Events experienced? ‘whether or not any AEs were adverse avents. If yes. include the to belp with data cleaning and monitoring.
experienced during the smady. This ?mpwemnswmmum It provides verification that all other fields
provides verification that all other fields | CRF. oz the CRF were deliberately left blank.
o the CRF were deliberately left blank. Note: AEYN will pot be included as part of
he SDTMIG AE Doman for submission.
{NY} (See Section 2.2)
Lipe# AESPID A sporsor-defined refersnce number sRecord sequential oumbers for each Spozsor-defined refersnce pumber. Perhaps | Optional
associated with each urique AE record. | adverse event, begiaming with *1”. wmmm;mmm
«Number saquence for all following pages | I0eEufier of - " :
e e
For paper AE CRFs, it can be beneficial to
‘use a sequence pumber in 2 data query 1o
clearly commumicase to the site the specific
record in question.
1 F 3 4 L h
Diata Callection Variable Nanme D finition Cawe Report Adbditional CDASH Core
Field {CDASH variable From Infarmatian for
manme shaded) Completion Spensars
linstructions
Basic data to Describes the . How o
be collected.. purpose of the implement
data collection the CRF
field data collection
SDTM-IG based variable
variable name
(CDASH) CRF CDASH
. Completion Core
(Variable namea pre .
Instructions Designations
shaded) i
for Sites

www.cdisc.org/standards/cdash/downloads/CDASH STD-1 0 2008-10-01.pdf
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xemple de domaine CDASH : AE

clearly commanicats to the site the specific
record = guestion.

C o} E F G H |
Codelist |C00elist ) . .
Code Code Extensible | Codelist Hame CDISC Submission Walue  |CDISC Preferred Term CDISC Synonymi(s) | CDISC Definition HCI Preferred Term
- * |(YesHo) * hd hd * * hd
CEET42 Mo Mo Yes Response Uiy k' Mo “es Response A term that iz uzed to indicate & guestion with permizsible  |(CDISC SDTM YYes Mo
walues of yes/no/unknoveninot applicable. Unknowen or Mot
Applicable Response
7 Terminalocy
818|C49487 |CEET42 Mo Yes Response 4] I Mo The non-affitmative responze to & guestion. (NC1 Mo
C45660 |CEGT42 Mo Yes Response & MOT APPLICABLE & Determination of a value is nat relevant inthe current Mot Applicakle
219 ciontext. (MCN
C17998  |CEGT42 Mo Yes Response u LIMKRIChT Ly Unknavwen Mot kniowen, not ohserved, not recorded, or refused. (MCI) | Unknown
g20
521 |C494585 |CEGT42 Mo Yes Response hd hd Yes The affirmative response to a gquestion. (MNCID Yes
CES047 Yes Lahoratary Test Code LBTESTCD LBTESTCD Laboaratory Test Code | Terminology used for Lahoratory Tests of the CDISC COISC SDTM Laborstory
Dara Cﬂ Standard Data Tabulation Model. Test Terminology by
Field g22 Code
— C74797  |CES047 Laboratory Test Code AMISO AMISO Anizocytes A measurement of the inequality in the size of the red Anizocytosis
1 Wars amY AF23 blood cellz in & ywhole blood specimen.
Eveass -p‘ C79602 |CES047 Laboratory Test Code POIKIL POIKILS Paikilocytes A measurement of the odd-shaped erythrocytes ina Poikilocytozis
24 whole blood specimen.
C38037 |CESO47 Lahoratory Test Code BILI BILI Bilirubin A measurement of the total bilirubin in s biological Tatal Bilirubin
25 SRECImEen.
T, T P T S N S A e ANQIR. SLC 1Iv Wi DOT 06 ZCIUGed 35 Past o
tae SDTMIG AE Derzain for submzssion.
T [Lime= AETPD wRecord secaental mumbers 52 each Tpomsor-dedined refarence mumber. Pechaps | Uptonal
adverse event, begizning witk “1™. pre-prnted cz the CRF 25 an sxplicit lins
«Number seqence for ol Sollowing pages | 90ifies or daSued = the sponsor’s
should not be sestasted cparational datsbass (derived) (e.g. line
rumber on on Advwerse Evert pagel.
For papsr AE CRFs, i can be beneficial 1o
use 2 sequence munber i= a daey quary to

A J

CDISC Controlled
Terminology

www.cancer.gov/cancertopics/terminologyresources/CDISC
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Exemple de domaine CDASH : AE

Dara Collection

3 Advezse Event

Formiat recoimmandé par
CDASH pou

- C F i - .
Defiziticn m o Completion Addirional Isformasion for Spousers | CDASH Cere
Vecbasim (Le., bventipasar-reparted eReceed only one dagnosis, sign or In most cases, the verbatin: s%erm (Le., Hhghly
term) description of the adveme et | symptom per ke g nawses and levestigator-reported ferm) will be coded to | Recomumsnded
vomitiag showld sk be recorded le the a standard medical @ctionary sach 25
sawe ensry, but as 1 separate entrivs). MpdDRA, WEHO ART, after 2e dem bavs
«Using accepted madical sermizolegy, sxter best collcted oz & CRF. The coding data
the & i (if3 ). otharwise entar 2 g&m-ﬁdﬂ:}mww
I d t sign or sy=peom. If 2 @agnosis
subssquently becomes avadabls, thes 25
ries ates dizgnosis should be eztred on the AE
fiorm, replacizg e origina] sutriss. whare
proprate.
«Death should not be recorded 25 2z svent
bt should bs recorded 25 26 outcoms of
ths evsnt The condition that resulted in
ths deark should be recorded as the eveat
- O
De whit e 2dvene svent Racord e date 1he: ibe AE bege= wens ey For fbe SDTAL based dataces, the Highly
CDASH-recommended date formoae fe.g., varishls AESTDTC & derived by | Recomamsnded
8- ALG-2008), Fer mors deta] see the Sast ing CDASE Seart Date and Time
| Pracsce sscticn, (i£ tinme is collscted) into AESTDTC using
e ISO 8601 formae
Tuze wiso the advesse eveat sturted. I appregeiats, rec 0% (25 compless | Cellectng the tune 2z AF was starsed 15 Rascomamsnded’
as possible) tat e AF began. Formors caly appropriats of it can be realistically Cozdsional

detzil ses the Bast Practice secticn.

deternuzed and if there is 2 sciextiSc reason
for zesdizg to kzow this level of detazl. Az
axample wonld bs iz an sarly phase stady
whaes the subject is under the dizect cars of
25 site 2t the oxus the svent stazted and the
stady design is such thae & is importast o
koow the AE star: tims widk respect to
desizg.

For the SDTAL-bazed dacacee, the
SDTMIG variskls AESTDTC & derived by
concatecating CDASEH Start Date and Tims
(if tizze 15 collected) inse AESTDTC using

e IS0 8601 format
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CDASH/SDTM aCRF

TAE]| [[CO]|[/SUPPAE]

ertocsuayenter [ veteme [ ] G S—

AEYN] =

Blank

Comment [ |

ADVERSE EVENTS

m AE ; AEENDTC

[AESPID [AETERM| “,“ B .... .. |:| EENORE| iﬁbﬂ .
(O OO O OO 0 O (L OO O O
(OO0 O 0 (OO 00 (D 0
O 0010 (0 (0 (000 (0 O (0
(0O 00 OO0 O (0 OO OO0 (0 0 O
(OO0 O (OO0 OO0 OO0
(OF OO0 OO0 O (CF OO0 0 O 0
0o 00 [0 [0

AEENRF =

"AFTER"




“sBusiness &Decision

Lifé'\§_cgences

‘ Introduction

‘ Recommandations

' CDASH en pratique

© coAsH dans oc/RDC




“sBusiness & Decision

ife\Sciences

Objectifs de I'intégration CDISC

- Intégration globale des standards CDISC
dans OC/RDC

— Utilisation de la nomenclature dans I’ensemble
du systeme
« Cohérence des métadonnées
« Utilisation de la CDISC Controlled Terminology
« Diminution des étapes de conversion supplémentaires

— Géneération des datasets SDTM a partir du
début de I'étude
* Production des documents SDTM en temps réel
- Simplification de la génération des datasets ADaM

« Veérification de la cohérence CDISC des le début du
processus
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Set-up de l'intégration CDISC dans OC/RDC

* Au niveau RDC:
— Encodage des données

— Utilisation des variables
CDASH

EXTERNAL 1
DATA CDASH METADATA
(g LAB) DEFINITION
= SDTM

« Au niveau OC:

— Utilisation des variables
CDASH/SDTM

— Extraction des données

CDISC

- D
«ﬂ< | ﬂ

STANDARDS
LIBRARY

* AU niveau du

convertisseur SDTM: ‘ |
— Librairie de standards

CDISC (CDASH/SDTM) f } '

B 5 I - REPORTS SDTM
— SDTM ANNOTATED
usiness rules _som | meeomrs

.. -
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Conversion SDTM appliguée au domaine AE

Fonctionnalités Input SDTM Output
Transformation des dates au AESTDAT, AESTTIM AESTDTC
format ISO 8601 AEENDAT, AEENTIM AEENDTC
Transformations globales basées | STUDY STUDYID
sur des business rules STUDY, SUBJID USUBJID

AEONGO AEENRF
Transformations spécifiques (QG NAME) DOMAIN
basées sur des valeurs par
défaut
Génération de la variable SEQ AESEQ
Création des data sets “AEFUPOUT” QONAM
SUPPQUAL AEFUPOUT QVAL
LABEL OF AEFUPOUT QLABEL
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Conversion SDTM appliguée au domaine AE

Fonctionnalités

SDTM output

Création du data set CO DCMDATE CODTC
AE_COVAL COVAL

Création des data sets SDTM AESPID AESPID
AETERM AETERM
AEDECOD AEDECOD
AEBODSYS AEBODSYS
AESEV AESEV
AESER AESER
AEACN AEACN
AEOUT AEOUT
AESCONG AESCONG
AESDISAB AESDISAB
AESDTH AESDTH
AESHOSP AESHOSP
AESLIFE AESLIFE
AESMIE AESMIE
AECONTRT AECONTRT
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CDISC dans OC/RDC - Adverse Events pg 1

[AE]] [rcoj|[IsuPPAE]]

protocorsucy aentter [ vithame [ paman L1
Visit Date

patert 1 wer [ .
Visit Time

ste 1

Investigator 1 Blank ] [AE¥N] = CDASH variable only

Comment I I
[AESTDTC [AEoNGO] [AEENDTC
AE Line Number Event Start Date Start Time AE Ongoing? End Date End Time —

BEEEEEH
BEBEHEH
BEBEEEE
BEBEEEH
BEEEEEH
BEBEEEH
BEBEEEH
BEEEEEH
HBEEEHEH

BEBEEEH

AEENRF =
"AFTER"

= AEYN: variable uniquement présente dans CDASH = non convertie

« AESTDAT et AESTTIM sont utilisés pour dériver AESTDTC (i.e. format 1SO 8601)
= ldem pour AEENDTC

= AEONGO: converti en AEENRF sur base d'une business rule standard
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CDISC in OC/RDC - Adverse Events pg 2

[AE]] 5] [pEurrAz)

Pronooct Sy ereier ek e g L1
e F— - C e L
. os .._.l:
Irvsutgaior

Cammas [

| | "
At Tl
Hisinipriansdy  Thee Tomatmmrg  Culcome Sancous® S bR
[FE=EV) [FEeT) 1234 88
1= in Death —
P " Lite Th -
]
rapaciy
a
5 L
- rital A th
T
i
[AESDISAE whare
AESHESE Wwiane 4,5
AESLONG wihars 6
[AEEHIE wh

« Toutes les variables CDASH sont converties directement vers SDTM
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CDISC dans OC/RDC - Adverse Events pg 3

ProtocollStudy Identifier vsithame [ Domain :
e s 1 A
Visit Time
Site
Blank
Imvestigator :l
Comment [ I
Causal Standard Toxicity ‘Comment AEs the end of trial
Relationship* COVAL where IDVAR) F-up satisfactory
[AEREL =AESEQ
[ [ s

between the event and the trial drug? (Medical
judgement considering all relevant factors, incl.
pattern of reaction, temporal relationship, positive
dechallenge or re-challenge, confounding factors
such as co-medication, co-diseases and relevant
history. )

Grade
IA_.ETOXGRl
0= Mo
*Is there a reasonable causal relationship

= SUPPAE: les variables non-CDASH, non-SDTM sont automatiquement transposée
par le convertisseur SDTM dans un domaine SUPPQUAL
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CDISC dans OC/RDC - Adverse Events pg 3

ProtocollStudy Identifier vsithame [ Domain :
e s 1 A
Visit Time
Site
Blank
Imvestigator :l
Comment [ I
Causal Standard Toxicity ‘Comment AEs the end of trial
Relationship* COVAL where IDVAR) F-up satisfactory
[AEREL =AESEQ
[ [ s

between the event and the trial drug? (Medical
judgement considering all relevant factors, incl.
pattern of reaction, temporal relationship, positive
dechallenge or re-challenge, confounding factors
such as co-medication, co-diseases and relevant
history. )

Grade
IA_.ETOXGRl
0= Mo
*Is there a reasonable causal relationship

= COVAL est converti dans le domaine CO
= Le convertisseur remplit automatiquement les valeurs de RDOMAIN, IDVAR,

IDVARVAL sur base d’'une business rule
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Flux des données : exemple du domaine AE

OC/RDC OC EXTRACT

REPORTS

BUSINESS RULES, WARNINGS

DEFAULT VALUES,
PARAMETER PATHS

STUDY SUBEVE

SUBJID QUALIFYV

VISNAME
VISNUM
INVID
INVSITE

STUDYID
DOMAIN
USUBJID
AESEQ
AETERM
AEDECOD
AEBODYSYS
AESER
AEACN
AEREL
AESTDTC
AEENDTC

AESTDAT
AESTTIM
AEONGO

AE_COVAL

REPEATSN
INV
DCMDATE

AESPID
AEENRF
AESEV
AECONTRT
AEOUT
AESDTH
AESLIFE
AEDISAB
AESHOSP
AESCONG
AESMIE

AEENDAT
AEENTIM

AEFUPOUT

STUDY
SUBJID
VISNAME
VISNUM
INVID
INVSITE
INV

SUBEVE
REPEATSN
AETERM
AESER
AEACN
AEREL
AESPID

STUDYID
DOMAIN
USUBJID
AESEQ
AEDECOD

AESTDAT
AESTTIM
AEENDAT
AEENTIM
AESEV
AECONTRT
AEOUT
AESDTH
AEONGO
AESLIFE
AESDISAB
AESHOSP
AESCONG
AESMIE

AEBODSYS

AEENRF

ISO 8601, BUSINESS RULES, SUPP VARIABLES, 1-ON-1 CONVERSION

CDISC
STANDARDS
LIBRARY

SUPPAE

STUDYID IDVARVAL
RDOMAIN

USUBJID

IDVAR

Cco

STUDYID IDVAR
DOMAIN IDVARVAL
RDOMAIN

USUBJID

COSEQ

METADATA

TABLE METADATA

VARIABLE METADATA

REPORTS
WARNINGS

REPORTS
WARNINGS

REPORTS
WARNINGS

CONTROLLED TERMINOLOGY [l

VALUE LEVEL METADATA




“sBusiness &Decision

Life"\§_cgences




&1 Business & Decision

LifeiSciences

Merci pour votre
attention

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



