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Caro obtained her masters in Biomedical Science with a
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« The author has no real or apparent conflicts of interest to report.
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What is a Define-XML

. Definition:

.+~ Define-XML transmits metadata that describes any tabular dataset structure.
... When used with the CDISC Foundational Standards, it provides the metadata
<+ for human and animal model datasets using the SDTM and/or SEND
standards and analysis datasets using ADaM.

SDTM-IG 3.1.2 Date of document generation: 2013-03-03T17:04:44
Y Annotated Case Report Form ‘Stylesheet version: 2013-04-24
Reviewers Guide
sisloioll complex Algorithms R .
. Tabulation D

* Tabulation Datasets ADaM-IG 1.0 Date of document generation: 2013-03-03T14:47:00
» Value Level Metadata
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# |5
i
g
5 =
|ﬁ_“

» Controlled Terminology Analysis Data Reviewer's Guide Stylesheet version: 2013-04-24
» Computational Algorithms * Analysis Datasets
e * Comments = T~ Parameter Value Level Metadata )
= —~ > Controlled Terminology Analysis Datasets for Study CDISC-Sample (ADaM-IG 1.0)
Irial
b4 mae > Analysis Derivations
Crite » Comments . . N "
- ADSL Subject-level | SUBJECT LEVEL one record per subject Analysis | USUBIID adslxpt Screen Failures are excluded since they are
® TS Trial Analysis ANALYSIS DATASET not needed for this study analysis
ADQSADAS | ADAS-Cag BASIC DATA One record per subject per Analysis | USUBJID, adgsadas.xpt | See referenced dataset creation pr
Analysis STRUCTURE parameter per analysis visit per PARAMCD, AVISIT, Analysis Data Reviewer's Guide, Secti
analysis date ADT
® ®
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Define-XML Creation at OCS Life Sciences

« CDISC Data Conversion projects in different trial phases
« Personal experience with phase | trials

« CDISC conversion projects from start to finish

» Case ReportForm (CRF) annotation through Define-XML creation
* Prior knowledge

* Check and update existing Define-XMLs from clients
* Not involved in data conversion
* No prior knowledge
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Creation of a Define-XML

Creating a Define-XML
Updating an existing Define-XML




Creating a Define-XML

anananan

Define.xml Generator

« Starting from ‘scratch’

Drop your files here to select them

* Involvedin the CDISC conversionprocess -
""" ‘ «  Annotating the CRF '
: «  Creating mapping specifications
* Do the actual programming

L | Eemsen -

& | ExDelete -

o « Have all information needed to create our “H> ¢ e 5
N own Define-XML e el Rt L i ol [Tl el

» [€]

i ) ) ) e —— — — i — — — T— — — — ———"
. « Pinnacle 21 Community Define.xml = =
£ i Generator B
£ Generate Spec
s « Populates Datasets, Variables, Lengths
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Creating a Define-XML

« Starting from ‘scratch’

. But-Community does not complete your Define!

Add CRF pages
* Need to add CRF page when variable is collected within CRF
Add value level metadata
* Need to describe differing metadata attributes for subsets of cells within a column
Add derivation methods
* Needed for all variables that have a derived origin
Determine the correct origin

« Tipsto prepare

cdisc

Write mapping specifications that can be used as Define-XML Methods
*  No use of source dataset for SDTM
*  Details how data transitions from SDTM to ADaM
*  Use of sections to be able to split specifications for value level
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s:-;-;;:-ff Creating a Define-XML

« Starting from ‘scratch’

« IfExcelis completed
. - can generate the Define-XML

.. [ Pinnacle 21 Communit - [m]
: - File Edit View Help
0 # Home

Deﬁ ne.xm ‘ Gene r‘ator create compliant Define xmi 2.0 and 2.1 for SDTM, SEND, and ADaM datasets
v Validator

# Generate Define.xml
# Define.xml v

® Create Spec Define Standard 20 v

Generate Define Excel Spec

A ClinicalTrials.gov

[ ]
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Creating a Define-XML

« Starting from ‘scratch’

» Firstchecks can be done by-
»  Variable order and label check
+ Check data types and lengths
« Correct linking of Variables and their Methods and Comments
* Correct linking Variables and Value Level
* Codelist
*  Values
*  NCI Codelist Codes/NCI Value Codes

« Make sure all resolvable- iIssues are resolved

. Define-XML
e Define-XML + SDTM/ADaM datasets
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Creating a Define-XML

e 0CS Project Number “Sdigicodes | Clieat Project D: client references
. Chent C OC S
e . Project Name: ‘project name= /NI N P 1
£ omi ° € ’ Documeat ersion 1
Py arting from ‘scratc
Lo Other issues and comments Siga-off
Seas®) v Description of other checks or findings: Pass |Fall |NA Reviewer Developer
3 . - - - By signing I confimn that [ have exeeuted all | By signing 1 confinm that there were no findings or that [
s A 28, Decoded Value is present for abbreviated terms only and conrectly chedks cn i form. ndfhat dhere mere na | hace sescbved allfndings,
@rrrvese . describes them. findings or all findings have been resolved.
29 All messages in the validation report are as expected. Date: Date:

ot « Next step: validation — —_—

Description of issues identified to be resolved, or rationale for selecting N/A

« Validator ensures that s | |
programmer resolved .
all P21 issues :

« Validator need to check e e s s
what P21 cannot R

©OCS Life Sciences 2021 Page 2 of 2
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Creating a Define-XML

J I3 PEORRES VLM Verbatim text Result 82
* % - Examinat tion Qualifier
. Findin,
3 T €eCK In EXce :
- PECAT = "PHYSICAL text 82 | Peorres Value For Rest | Derived
il 3 EXAMINATION” and + "NO" = "No" Set to "NORMAL" when result collected on acrfis equal to "No". Otherwise, copy
/) " PETESTCD = "ABD" (Abdomen) H o from notes when result is equal to "Yes Note™, removing "1:" when present.
3 - "YES.NOTE
[ D [ ] “YesHote”
text 20 | Peorres Value For Derived
Breast Set to "NORMAL" when result collected on acrf is equal to "No”, Otherwise, copy

« "NOT DONE" = "Not | from notes when result is equal to "Yes Note”, removing “1:” when present.

« Key Variables match sorting variabl
. programs

. *e ® . . . . . * "NO.NOTE" =
E A » Structure |Og|0a| and in line with ke» “roorer
’'e veo . - PECAT = "PHYSICAL text 20| Peorres Value For Rest | perived
W Varl ab |e S EXAMINATION” and « "NO" = "No" Set to “NORMAL” when result collected on acrfis equal to *No”. Otherwise, copy
BFIESTCD = "CNS” (Central . VESNOTE" - from notes when result is equal ta “Yes Note”, removing "1:" when present.
nervous system) .
"Yes.Note"

* Class matches specificationin
Implementation Guide

 Format of datetime and other numeric
variables

* Number of significant digits are correct

« Mandatory column matches required
variables in Implementation Guide

« Scroll through HTML page to find ‘ugly’ things:
+ Same method present at Variable and Value level
* Lack of interpunction
« Strange values in codelist
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Creation of a Define-XML

Creating a Define-XML
Updating an existing Define-XML




Updating an existing Define-XML

Make sure an existing Define-XML is ready for submission

* Look at the submission package as a reviewer would do
* No prior knowledge

No accessto executable programs
* Connected with Data Reviewer’s Guide (DRG)

* Finding out what is meant / what is done

« Sometimes easier to fix’update what is not yours
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......

Define-XML is Submission Ready

All P21 resolvable issues resolved

 Remaining P21 issues described in cSDRG/ADRG
« Large derivations are described in cSDRG/ADRG or separate document

« Correct stylesheet is present
» CDISC datasets are present in XPT format

» All referenced documents are named correctly and present
aCRF
cSDRG/ADRG
Protocol/SAP

[ X
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Updating to Define-XML V2.1

What's new in V2.17?
Challenges Define-XML V2.0 vs V2.1




What’s new in V2.1?

¢ "+ SDTM domains annotated but no data collected may be identified
Sosit:
: Wad SUPPDM [SDTMIG 3.1.2] Supplemental RELATIONSHIP | One record per Tabulation | STUDYID, suppdm.xpt 7
il Qualifiers for DM IDVAR, IDVARVAL, RDOMAIN,
I (Demographics) and QNAM value USUBJID, IDVAR,
o per subject IDVARVAL, QNAM
SUPPVS Supplemental RELATIONSHIP | One record per Tabulation | STUDYID,
[SDTMIG 3.1.2] [No Data] | Qualifiers for VS IDVAR, IDVARVAL, RDOMAIN,
(vital Signs) and QNAM value USUBJID, IDVAR,
per subject IDVARVAL, QNAM

« SDTMIG version identified and referenced by dataset (domain)

« CDISC controlled terminology identified and referenced by codelist

* ® Datasets
@ Dataset Description Class Structure Purpose Keys Documentation Location
2 TA[SDTMIG 3.3] | | Trial Arms TRIAL DESIGN One record per planned Element per Arm Tabulation | STUDYID, ARMCD, TAETORD ta.xpt &
El
TE [[SDTMIG 3.2] | | Trial Elements TRIAL DESIGN One record per planned Element Tabulation | STUDYID, ETCD te.xpt &
G TI [SDTMIG 3.3] Trial Inclusion/Exclusion TRIAL DESIGN One record per I/E criterion Tabulation | STUDYID, IETESTCD, TIVERS ti.xpt &
. Criteria
v °
.?‘ Age Unit in Years [C667811 [CDISC/NCI SDTM 2020-12-13]]
= ° Permitted Value (Code) Display Value (Decode)
YEARS [C29848] Years
L L
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Peoglhed
o , - 2
= What’s new in V2.1%
o
i o . Datasets
' ' Dataset Description Class - SubClass Structure Purpose Keys Documentation Location
. ADAE [ADaMIG 1.1] Adverse Events || OCCURRENCE DATA | one record per subject | Analysis | STUDYID, See SAS program adae.xpt &
.. Analysis Dataset ||STRUCTURE per adverse event USUBJID, adae.sas &7
. Lt - ADVERSE AETERM, ASTDT,
2 EVENT AESEQ
L H
..
PR O
.+ The Class concept has been adjusted to support the addition of SubClass
2

... e Initial use cases are:

« Identify Adverse Events Analysis datasets within ADaM Occurrence Data Structure class
* |dentify Time to Event datasets within ADaM Basic Data Structure class

[ X
Cdlsc CDISC 2023 Europe Interchange | #CDISCEU #Clear DataClearImpact 20



What’s new in V2.1?

* Representation of SDTM Origin metadata has been enhanced
* |dentify the source in addition to the origin details

* To support multiple origins

* Origin on variable level is changed

* CRF and eDT are no longer available - Origin is now 'Collected’

e Source is added to support Origin

* Subject, Investigator, Vendor or Sponsor

L
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What’s new in V2.1?

Source
Origin Notes
Subject | Investigator | Vendor Sponsor
Collected ePro CRF Lab data, X This term should be used for clinical data that were
ECG actually observed or recorded by a person or received from
an instrument: it should not be used for data that have been
interpreted, calculated, or derived from other information.

Derived X X Lab data, SDTM Derivation examples include calculations performed

ECG during data collection (e.g.. --DY). Other derivation
examples: calculations within ePRO (e.g., questionnaire
section scores) and calculations within EDC (e.g., BMI,
BSA).

Assigned X X Adjudicator| SDTM Examples of this include third-party attributions by an
adjudicator, coded terms that are supplied as part of a
coding process, and values that are set independently of
any subject-related data values in order to complete SDTM
fields such as DOMAIN and --TESTCD

Protocol X X X SDTM An example would be VSPOS (Vital Signs Position),
which could be specified in the protocol and be provided
by other means (e.g. CRF, eDT).

Predecessor | X X X X Use when a value is an exact copy of another value in an
SDTM dataset.

cdisc

CDISC 2023 Europe Interchange | #CDISCEU #Clear DataClearimpact

NOTES:

o Cells that include X
indicate that the
combination of
Origin Type and
Source is not valid

o Origin 'Not Available
is not valid
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What’s new in V2.1?

{7t NOTES:
. : - o Cells that include X
- : indicate that the

combination of
Origin Type and

Source is not valid
.. Source o )
Origin Notes o Origin 'Not Available'
S is not valid
Derived ADaM For sponsor-performed analysis derivations in ADaM o Source is always
Assigned ADaM ‘Sponsor' for ADaM
i _ — Derived and
Predecessor X Use when a value is an exact copy of another value in either SDTM or Assigned origin
ADaM dataset.
types. For
Predecessor, Source
is not used.

eoe
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What’s new in V2.1?

= A def:Context attribute has been added to the ODM root element to indicate that
=N Define-XML is for a regulatory submission

ot = Define-XML Context: Submission
= Define-XML Context: Other

<ODM
xmlns:xlink="http://www.w3.org/1999/x1ink" Date/Time of Define-XML document generation: 2022-09-26T11:26:15+02:00
xmlns="http://www.cdisc.org/ns/odm/vl.3"
xmlns:def="http://www.cdisc.org/ns/def/v2.1"
ODMVersion="1.3.2"
FileType="Snapshot"
FileOID="CDISCPILOTOL.SDTMIG.3.3" Study Name CDISCPILOTOL
CreationDateTime="2022-09-27T09:18:47+02:00"
SourceSystem="Pinnacle 21 Community"
SourceSystemVersion="4.0.1" Protocol Name CDISCPILOTOL
def:Context="Submission"> h

<5tudy 0OID="CDISCPILOTOl.SDTMIG.3.3">

Define-XML version: 2.1.0
Define-XML Context: Submission
Stylesheet version: 2019-02-11

Study Description  Study Data Tabulation Model Metadata Submission Guidelines Sample Study

Metadata Name Study CDISCPILOTOL Data Definitions

Cd Isc CDISC 2023 Europe Interchange | #CDISCEU #Clear DataClearImpact 24



Updating to Define-XML V2.1

What's new in V2.17?
Challenges Define-XML V2.0 vs V2.1
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s .0
"

$ e

N Anial |l AR 3 General
Paste BT U Vo A | = .%o W
Gpbosrd ot =l Jr— © Humber
A1 - f | WHERE DS.DISPOSITION_EVENT WITHDRAWAL BY_SUBJECT
IS 8
1 [-]
2 WHERE DS DISPOSTION_EVENT COMPLETED. 05
3 WHERE DS DISPOSTION_EVENT COMPLETED oS
4 WHERE DS DISPOSITION_EVENT FALLURE_TO_MEET_RANDCMUATICN_CRITERW os
5 WIERE DS DISPOSMON_EVENT FAILURE_TO_MEET_RANDOMZATICH CRITERIA os
6 WHERE DS DISPOSIION_EVENT RESERVE_SUBJECT os
7 WHERE DS DISFOSITON_EVENT RESERVE_SUBJECT os
B WHERE DS DISOSITION_EVENT SCREEN_FALURE os
8 WHERE DS DISPOSITION_EVENT SCREEN_FALURE os
10 weRe o5 DsPoSTON evenT BY suRIECT os
Shiide T Toataest | nriabias | Uslist sl | Whmratlamms | Frdalicis | irfnnst

Challenges Define-XML V2.0 vs V2.1

=  Getting used to the new definition of origin and source

= Assigned vs Derived

= Subject vs Investigator vs Vendor

= New Excel sheet no longer contains Where-Clause tab

= Create own SQL where-clause at Variable-level tab

cdisc

K

DSCAT
DSDECOD
DSCAT
DSDECOD
DSCAT
SDECOD
DSCAT

OSDECOD

DSCAT

g
% | Conditonal Formatas Cen
Formatting = Table -

- A
zv p
Sont& Find &
Styles * Fitter - Select -
Edkng
o E
DEPOSITION EVENT
GOMPLETED
DEPOSITION EVENT
CRITERI
DSPOSITICH EVENT
RESERVE SUBJECT

DSPOSITICH EVENT

SCREEN FALURE

DSPOSITICH EVENT
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~

w

DSTERM

DSTERM

LI TIPS

. Define | Datasets

ol I

N_EVENT.COMPLETED
WHERE DS.DISPOSITIO
N_EVENT.FAILURE_TO
_MEET_RANDOMIZATI
ON_CRITERIA
WHERE.DS DISPOSITIO
N_EVENT.RESERVE_S
UBJECT

Varlables | ValueLevel

text

text

Methods

Conditiona| Formatas Cail
Formatting © Tabie -

Delete
Som b Find &
* Filter - select -

Insert - E—%Yp
&

Format ©

cets Edting ~
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Tips




Tips

Developer should also use P21 Validator for
* Define-XML
* Define-XML + datasets

If developer has prior knowledge of CDISC conversion then get an
independent validator

Only use a comment when needed
« Do not add information from Implementation Guide in comment section

Support your Define-XML with the Reviewer’s Guide

Make sure which version of the Define-XML is needed

L
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