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@ CDISC MISSION STATEMENT:

CDISC is a global, open, multidisciplinary, non-profit organization that has established
standards to support the acquisition, exchange, submission and archive of clinical research
data and metadata. The CDISC mission is to develop and support global, platform-
independent data standards that enable information system interoperability to improve
medical research and related areas of healthcare. CDISC standards are vendor-neutral,

platform-independent and freely available via the CDISC website.
http://www.cdisc.org
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“*Why Define.xml is important?

“*Standard for providing Case Report Tabulations Data Definitions in an
XML format for submission to a U.S. Food and Drug Administration (FDA).

“*define file as a container of metadata (and table of contents) that describes all of the data and analysis that a
submission contains. While it is a machine readable file

**Describe the format and content of the submitted SDTM,SEND, and AdaM datasets

“*Avoids unnecessary queries.

“*To increase the level of automation and improve the efficiency of the Regulatory Review process, define.xml
can be used to provide the Data Definition Document in a machine-readable format. The formal name for this is

the Case Report Tabulation Data Definition (CRT DD)specification.
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XML Technology?

“*There are three different types that work together in XML Technology

+*Schema
*Definition and declaration of elements and their attributes file with extension: .XSD

o XML file

s Description of data and metadata in machine-readable format using the elements defined in
the schema file with extension: XML

+*Style sheet

s Definition of the layout in a browser tool for the human readable representation of the XML
file, file with extension: .XSL
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@ Specifications for Define .xml

% Dataset definitions

% Dataset variable definitions

% Controlled Terminology definitions
% Value list definitions

% Links to supporting documents

< Computational method definitions

s Comments definitions
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Define.xml contains metadata and is machine readable
Define.xml opened without using XSL

ZZx=xml versionNn="1.0" encoding="ISO-8859-1"" 7=
= Zxmil-stylesheet type—""textSfxsl1™ href—"define 1 - 0O0-0O.xsl1"7 =
= D~
<smins — ""Thttp: Ff fveveorve cdisc.org/ nsSJodm Ffwv 1 _ 27
xmins:-xsi “http:-Fffveveve v . orgS7 200 1L /< MLSchema-instance ™"
<mins:-=<link Thittp:- A Afvevevr v o33 orgFf 19O99  Ff<link”™
s<xmins:-def http: F fveoveve cdisc.org/ nnsFdef/Sfwv 1 O™
xsi:schemal ocation— ""http:-/f fvovewvrw cdisc.org/ nsSFodmf v 1. 2 define 1 - 0O0-0O.xsd”™
FilleOID - "Study 1L 234"
ODMYersion -a.=T"
FileType —""Snmnapshot™
CreationbDateTim e TZO0O0O424-0O07F7-28T7T 1 2: 341306007 =
—Study OID A1 o>3a" =

<~ Globalvariables =
—StudyName > 1233 < FStudyName -
— StudyDescription >~ 123234 Data Definition— /SfStudyDescription —
<~ ProtocolName = 1234 < SProtocollName >
<~ FGlobalvariables -
<~ MetaDataversion Oi1D TCDISC.SDTM_.=2.2.07
Namss TStudy 1 23432, Data Definitions ™
Description  "Study 123234, Data Definitions ™
defi:Defineversion—"1L.0.07
def:StandardNName TCDISC SDITRMM™
def:StandardvVversion—""32_1_0" =
~~def:-AmnnmotatedCRF =
~—~—def:DocumentRef leafiID “*blankcrff™ 75 =
— Fdef:AanmnnotatedCRF =
~—~def:-lea¥f 1D "blankcrf™ x<link:-href "blankcrf.pdf"™ =
~—~def:title ~Annotated Case Report Formm— JSdef-title =
< Fdef:leaf =
—~—def:SupplementalDoc ==
~—def:-DocumeentRef leaflD ——""SupplilementalDatabDefinitions ™ =
~ Ffdef:SupplementalDoc>=>
—~—defr-lea¥f ID -  "SupplementalDataDefinitions™
<link-href— ""suppileameaentaldatadefinitions_.pdf™™ =
~—~def:title ~Supplemental Data Definitions Document—- JSdef:-title
-~ Fdef:leaf =
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@ Controlled Terminology :

:@pummwmmmw

P el 3 ) gf‘
] A2 - 1

T ad k a D T

.- z -2l ll" ‘.. e ': Tumes New Roman

B /U W W WS % A4 kK -

- ] I c | D
1 O FORMAT CODE VALLE
[_3 1 555 r FEMALE
3 2SEX M MALFE
B 3|SEX U UNEKNOWN
s 1[NY Y YES
6 2INY N NO
7 1 |MoleCodeliat OROUPING QUALIFIER MIROLPING QUALINIER
] 2 [RoleCadelist IDENTIFIER IDENTIFGR
- 3 RoteCadeliat RECORD QUALIFIEER RECORD QUALIFER
10 4 |[RoleCodaliat RESULT QUALINIER RESULT QUALIFIER
11 s |RaeCadelist SYNONYM QUALIFER SYNONYM QUALTFTER
12 6 |RodeCadeliat TIMENG TIMENO
13 7 [RoleCodalist TOMC TOMC
1; 2|RodeCadelast VARIABLE QUALIFIER VARIABLE QUALIFIER
1
16
17
18
19
20
F 3
2
23
24
25
%
27
28
2
0
E))
b -]
b )
3a
3%
5
k14
o4 o Shoets
Hemle

Derive value from excellence. ..

f -

-

¥

B

J

”

L

M ! N E—

AN

GCE sownons@




@ Value Level Metadata

E24
A =] C D E F G - _

1 VARIABLY VALLE LABEL TYPE CONTROL TERMINOLOGY ORIGEN ROLE =
2 BlOCHEM BIOLABRESC BIOLASRESC TEXTY CRY PAGE 1

3 BIOCHEM EXTRA [HIGHVAL HIOGHVAL TEXT CRF PAGE 2

4 BIOCHEM EXTRA |[VALSTRX VALSTRX TEXTY CRY PAGE 2

5 CEREATCLR ORICRES ORIOEES TEXTY CRF PAGE 4 s
6 DLAO BLASTS BLASTS TEXT CRY PAGE 5

7 HAEM BANDSRES BANDSRES TEXT CRY PAGE 6

B HAEM ORIORES ORIOBRES TEXT CRY PAGE 6

9 HAEM POLYSRES POLYSRES TEXT COr PAGE &

10 HAEM EXTRA CNTSTRX CNTSTRX TEXT CRr PAGE 9

11 HAEM EXTRA LOWOCNT LOWCONT TEXT CRF PAGE 9

12 HAEM HCT HAEMPLABRES |HAENMPLABRES |TEXT CRF PAGE 11

13 LIVER ORICRES ORIORES TEXT CRF PAGE 12

14 MTXHPLC DAMPRESC DAMPRESC TEXT CRr PAGE 13

15 MTXHPLC MTIXRESC MIXRESC TEXT CRF PAGE 13

16 NON HFLC MIXMEASC MIXMEASC TEXT CEr PAGE 12

17 SRCREATIN ORICRES ORIORES TEXT CRY PAGE 18

18 TOXORADE TOXORADE TOXORADE TEXT CRF PAGE 17

19 VITALS DIASTOLIC DIASTOLIC TEXT CRF PAGE 18

20 VITALS PULSE PULSE TEXT CRF PAGE 18

21 VITALS RESPIRATORY |RESPIRATORY |TEXT CRF PAGE 18

22 VITALS SYSTOLIC SYSTOLIC TEXT CEr PAGE 18

23 VITALS TEMPCEL TEMPCEL TEXT CRr PAGE 18
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Define-XML Document Structure

<?xml version=—"1_0" encoding="UTEF-—-8" 2>

<ODM =cmin=—"httpr:://www_ _cdisc.org/ n=s/odm/~1 _3"
stmiIns:xl1ink—""httpr:://vwww._ w3 _ oxrg/ 1999 /1 ink"™
xmiIns -—_—def—"httpr -/ /www_cdisc._org/ n=s/def/~2_0"
FileTvyvpe=—"Snapshot" ODMVersion=—"1_3_.2"
FileOID=T"StudycdiscOl Define—XMI. 2_0_0"
CreationDatelime—"2012—-06—217T11:-07:-23—05:-00"
Originator="CDISC XMI. Technologies Team'™™ >
<Studywy OTITID—"cdi=scOl1l ">

<GlobalVariables>
<StudyName>CDISCOl</StudyName>
<StudvDescription>XCDISC Te=st Study</StudvDescxription>
<ProtocolName>CDISC Ol</ ProtocolName>

</ GlokralVariable=s>>

<MetaDataVersion OITD=—"MDV CDISCOlL _sSDTMIG.3.1 _2Z2_sSDTM_1
Name—"Study CDIsSCOoO1, Data Definition=s"
De=scription="Study CDISCO0O1,
def - DefineVersion=—"2_0_.0"
def - StandardiName=—"CDISC SDTM™
def - StandardVersion=—""3_1L _2"">

_21!

Data Defindtion=s""

Annotated Case Report Forms (def:AnnotatedCRF) >
Supplemental Data Definitions (def:SupplementalDoc) >
Value Level Metadata (def:valuelListDef) >

Where Clause Definitions (def:WhereClauseDef) >
Domain Level Metadata (ItemGroupbDef) >

Variable Level Metadata (ItembDef) >

Controlled Terminology Metadata (Codelist) >
Computational Algorithms (MethodDef) >
Comments (def:CommentDef) >

I < Referenced Documents (def:leaf) >

AAAAANAAA
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@ **Difference between V_1.0 and V2.0 of define.xml

Version : 1.0

“+CDISC Study Data Tabulation Model Implementation Guide (SDTM-IG)

“*Non- complaint structure.

“*Missing or incomplete value level metadata(CRF, controlled terminology and derivations)
“*Many deficiencies are due to limitations in Define.xml version 1.0

Version : 2.0

“*Version 3.1.2 of the CDISC Study Data Tabulation Model Implementation Guide (SDTM-IG)

% Version 2.1 of the CDISC Analysis Dataset Model (ADaM)
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@ Open CDISC Validator - Pinnacle 21

In this example, we are now ready to start the validation of the AE SDTM file. Click the start
button.
When the validation is complete, you will receive an information window providing you with
how long it took for the Validator to run, the number of records read, the number of datasets
validated, the number of messages generated and the number of checks performed:
At this point, you may choose to view the report or start a new session. Choose “View Report’.
The report

will consist of 4 tabs within the Excel document:

a) Dataset Summary

b) Issue Summary

c) Details and Rules.

—The Dataset Summary tab provides a brief overview of what was encountered by the
e ——— GCESOLUTIONS@
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Open CDISC Validator - Pinnacle 21

continued...
+VALIDATING SDTM and ADAM FILES

% Open the ‘opendisc-validator” folder

< Double click on the client.bat file. This will bring up the OpenCDISC Validator window:

“* Browse and select Validate Data.

% Choose the Format the default is XPORT. Note that the SDTM files must be in SAS Transport. or a
delimited file.

% Choose the source data by clicking on the Browse button on the right hand side. The following
window will appear once you change the directory to a location that contains SAS XPT files

% Highlight the SDTM file or others files you want to validate.

% Click to Open, The OpenCDISC Validator window will appear with the files or files you have selected
in the Source Data field

% Choose the configuration. The default for SDTM files is sdtm-3.1.2.xml.

% Choose the report format. The default is Excel
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Open CDISC Validator - Pinnacle 21
continued...

<+ Validation against SDTM 1.4 model and SDTMIG v3.2
+Validation of Define-XML v2.0

“*Support for Dataset-XML format

“*Updated SEND config for FDA compliance

“*Various bug fixes and minor engine enhancements.

“*Various updates to SDTM 3.1.3, 3.1.2, 3.1.1, and SEND 3.

" | Pinnacle 21 Community BEIE
! File View Help

# Home Could not establish a connection
«~ \alidator A
an open source toolkit for the CDISC professional

PINNACLE?2 COMMUNITY | aer - ’

& Define.xmi <

&2 Converter VWhere would you like to begin?

A ClinicalTrials.gov ° o @ e

Validator Define.xml Generator Data Converter ClinicalTrials.gov Miner

Check compliance with SDTM, Create compliant Define.xml Convert data between SAS Aggregate clinical outcomes
SEND, ADaM, and Define.xml 2.0 for SDTM, SEND, and XPORT, Excel, CSV, and and site info across trials and

ADaM datasets Dataset-XML therapeutic areas
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