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- Disclaimer

<. *The purpose of this webinar is to provide examples of

" <1 implementation and should not be considered official

. recommendations by the standards development teams or CDISC
= unless otherwise stated in the presentation.

¢t «This webinar is not considered to be an authorized CDISC course, Is
i not developed or delivered under CDISC procedures, and should
not replace a published CDISC IG or UG. Please refer to the latest
published standards documents for the most authoritative
Implementation information.
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Agenda

* Define-XML & Analysis Result Metadata
* How to create Define-XML

* Define-XML Inspection

* Implementation in China Studies

*FAQs & Panel Discussion
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Define-XML CdlSC

-+ e+ Transmits metadata that describes
. any tabular dataset structure. o e
e * Define-XML is required by the FDA :gpeermeeer savene s

Protocol Name CDISCO1

S e . Expand all VLM )
- Sé: . S an d P M DA for eve ry Stu dy I n eaC h = Metadata Name Study CDISCO01, Data Definitions
.. . : ‘MJ Metadata Description Study CDISCO01, Data Definitions

Datasets

e electronic submission to inform the

Dataset  Description

regula’[ors which datasets, o [meams |macoesion [onerecdoer  [Teousson | sToorD) e

planned Element ARMCD,
per Arm TAETORD

variables, controlled terms, and T [melsemens |rmoesioN | onerecordper | randaton| sTuo, =

T Trial TRIAL DESIGN One record per I/E | Tabulation | STUDYID, tixpt &f
Inclusion/Exclusion criterion IETESTCD

other specified metadata were
used.
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What is Define-XML? CdISC

« Data Definition Tables, accompanies FDA/PMDA submissions

* An XML File, present data with stylesheet

Reviewers

» Extension to the ODM foundation schema

Metadata
» Structured metadata on different levels

Programmer

L X X
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£ 23 % B D Annotated Case Report Form
-, @ e Edt View Window Help i x % Note to File XX for Study XXX
. . o I ~ ~ Note io File XXX Treatment
i BB EGE | 2eo2LBDLD < = | D ! | : & ! Keys
? o R e . ? : ¥ [ T/an ‘ k& ‘ =0 [ % ],' ‘ ] Toaliul vommeat] Slsre In sets Trial Arms TRIAL DESIGN One record per planned Element per Arm Tabulation | STUDYID. ARMCD, TAETORD
s Ve 3 = B Vellie Level Mersip Trial Elements TRIAL DESIGN | One record per planned Element Tabulation | STUDYID, ETCD
- . . | mor Q0 S t o
ce e oc@- - - e — ¥ D controlied Terminoiogy TI Trial Inclusion/Exclusion TRIAL DESIGN One record per LE criterion Tabulation | STUDYID, IETESTCD txpt
2 e : [ 8- oR B Criteria
. | ® —_—
>:® . | 7) r )%‘("““5 for Sty 5 . TS Trial Summary TRIAL DESIGN | One record per trial summary parameter value Tabulation [STUDYID, TSPARMCD. TSSEQ tex
|Datasets for Study )
g = =[P Code Names —— = T et TV Trial Visits TRIAL DESIGN One record per planned Visit per Arm Tabulation | STUDYID, VISITNUM, ARMCD tvxpt
i = I External Dictionaries AE Advetsa By b DM Demographics SPECIAL One record per subject Tabulation | STUDYID, USUBJID dm xpt
. [P supplemental ARC Adéua Eiiuss- Colad hes PURPOSE
z Bt Azcn AE Conconsrant Madic ow: Quesnosaiss e gt -
- Bac Breath Alcabel Conrentration Test bacm SE Subiect Elements SPECIAL One record per actual Element per subject Tabulation | STUDYID, USUBJID, ETCD se.xpt
-® B0 Concomitias Medicanon e xpt PURPOSE
R B3 Coocominiat wadicason: - Coded o 30
: o o 5,“,:;(, = ,: SV Subject Visits SPECIAL One record per actual visit per subject Tabulation | STUDYID, USUBJID, VISITNUM sv.xpt
. o Da Study Drvg Admunsuanes a2 0t PURPOSE
= B T e oM Concomitant Medications | INTERVENTIONS | One record per recorded medicati or Tabulation | STUDYID, USUBJID, CMTRT, CMSTDTC cmxpt
‘- - Ty S e constant-dosing interval per subject.
. ou Kacraatonal Ding Use History ot EX Exposure INTERVENTIONS |One record per constant dosing interval per subject Tabulation | STUDYID, USUBJID, EXSTDTC ex.xpt
B bun Recreanoaal Drug Use History Deil i
. EG 13-Lead Esscuocadiopnm .u: AE Adverse Events EVENTS One record per adverse event per time point per subject | Tabulation | STUDYID. USUBJID, AEDECOD, AESTDTC ae.xpt
2 g l":‘” ::;“*L“L — Z"’ DS Disposition EVENTS One record per disposition event per subject. Tabulation | STUDYID, USUBJID,DSTERM ds.xpt
1E Inclusien Exclusion el DV Protocol Deviations EVENTS One record per protocol deviation per time point per Tabulation | STUDYID. USUBJID. DVTERM. DVSTDTC dv.xpt
- =57 Dosieg 364 Avzesseents Phace Ine Exe et subject
) Climeal Laborasery e s34
15D Contral Laboratory Assay Data Tod xpt MH Medical Historv: EVENTS One record per medical history event per subject Tabulation | STUDYID, USUBJID, MHDECOD mh.xpt
E ® e DA Drug Accountability FINDINGS One record per drug accountability finding per time Tabulation [ STUDYID, USUBJID, DATESTCD, DADTC da.xpt
> e p PageLori0l point per subject
;) . ’ EG ECG Test Results FINDINGS One record per ECG observation per time point per visit |Tabulation | STUDYID, USUBJID, EGTESTCD, VISITNUM, |eg.xpt
. e per subject EGTPTNUM
. ®
® Pt
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= Define-XML - Elements CdISC

* Study Metadata
= . - Variable
...  Value/Parameter Level Metadata

 Controlled Terminology

* Methods (Computational Algorithms/Comments/Documentations/Derivations)

« External Supporting Documents (csdrg, adrg, acrf, hard coding memo and etc.)
« Analysis Results Metadata

cdisc
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Define-XML Elements by Examples

e SDTM Define-XML

« ADaM Define-XML

Demonstration by Files from CDISC

 ADaM Define-XML with Analysis Result Metadata

cdisc

2019 C3C Webinar Series



cee-@ .

Define-XML 2.0 Style Sheet

 Human readable when viewed with a stylesheet.

* Original: 2013-04-24

* Revised version with ARM 1.0: 2015-01-16

* Newest Version (published by PhUSE): 2018-11-21

* Download the newest stylesheet through the link below,

https://wiki.cdisc.org/display/PUB/Stylesheet+Library

cdisc
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https://wiki.cdisc.org/display/PUB/Stylesheet+Library

cdisc

e Key Components

e, * Class:

T 2 K - SDTM and SEND: SPECIAL PURPOSE, FINDINGS, EVENTS, INTERVENTIONS, TRIAL DESIGN, RELATIONSHIP
. i . « ADaM: SUBJECT LEVEL ANALYSIS DATASET, BASIC DATA STRUCTURE, ADAM OTHER

$....6 *Keys

HEI * Length: optimization?

« Data Type: integer, float, text, datetime, date, durationDatetime, parialDatetime

e Controlled Terms/ISO Format

* NCI Code/Extension

« External Dictionary

« Origin: CRF, Derived, Assigned, Protocol, eDT, Predecessor

cdisc
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="~ How to Create Define-XML CdISC

<. «Programming from Scratch

} :  eTools:
...« SAS Clinical Toolbox
* Pinnacle 21 Community/Enterprise

« XML Editor Tools:
« WYSIWYG Editors (by Dmitry Kolosov and Sergey Krivtcov)
* http://defineeditor.com/

cdisc
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http://defineeditor.com/
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Define-XML Creation Process

SDTM/ADaM Spec

SDTM/ADaM Data

Excel Define Spec

Annotated CRF

{  Pinnacle2l @
Community

Define.xml 2.0
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Reviewer’s Guide

CDISC Controlled
Terminology
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Input Document

Insert Page Layout

Farmulas Data

'-'D g{,cm |Calibri n R =E=2 2
=E Copy ~ _
Pa::te ~ Format Painter .I u- '|O'A' §§§|EE

Clipboard [P Font

FE B

4 | B |

1

AN AE Adverse Events EVENTS

3 Concomitant Medications INTERVENTIONS

L DA Drug Accountability FINDINGS

=1 DM Demographics

6 o) Disposition EVENTS

?_ EG ECG Test Results FINDINGS

R EX Exposure INTERVENTIONS

=N E Inclusion/Exclusion Criteria FINDINGS

10 JR= Laboratory Tests Results  FINDINGS

B8 MH Medical History EVENTS

12 B3 Physical Examination FINDINGS

WEN QSCG Questionnaire-QSCG FINDINGS

14 foi{e Questionnaire-QSCS FINDINGS

BN QSMM Questionnaire-QSMM FINDINGS

a8 RELREC Related Records RELATIONSHIP

17 gle Subject Characteristics FINDINGS

18 iart Flaman D Al DIIRDO) Nna
» Study Datasets Variables ValueLevel WhereClauses

cdisc

Review

[F] Alignment [F1

SPECIAL PURPOSE One record per subject

View

sdtm.xlsx - Excel

Q Tell me what you want to do

General @

$-% » %

Help

E? Wrap Text

=l Merge 8 Center =

Mumber F}

One record per adverse event per subje Tabulation

One record per recorded medication oc Tabulation
One record per drug accountability find Tabulation
Tabulation
One record per disposition status or pr¢ Tabulation
One record per ECG observation per vis Tabulation
One record per constant dosing interva Tabulation
One record per inclusion/exclusion crit¢ Tabulation
One record per analyte per visit per sub Tabulation
One record per medical history event pi Tabulation
One record per body system or abnorm Tabulation
One record per questionnaire per quest Tabulation
One record per questionnaire per quest Tabulation
One record per questionnaire per quest Tabulation
One record per related record, group oi Tabulation

One record per characteristic per subje Tabulation

Dictionaries Methods Comments

Codelists

2019 C3C Webinar Series
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Conditional Format as
Formatting = Table~

Good

Neutral

Calculation Check Cell Explanatory ...

g

Styles

STUDYID,USUBJID,AEDECOD,AESTL Yes
STUDYID,USUBJID,CMSTDTC,CMEN Yes
STUDYID,USUBJID,DATESTCD,DADT Yes
STUDYID,USUBIID No
STUDYID,USUBIJID,DSSTDY,DSSTDTt Yes
STUDYID,USUBIJID,EGTESTCD,EGDT Yes
STUDYID,USUBJID,EXSTDTC,EXEND Yes
STUDYID,USUBJID,IETESTCD
STUDYID,USUBJID,LBCAT,LBMETHC Yes
STUDYID,USUBJID,MHCAT,MHTERDN Yes
STUDYID,USUBIJID,PETESTCD,PEDT! Yes
STUDYID,USUBIJID,QSCAT,QSTESTC Yes
STUDYID,USUBJID,QSCAT,QSTESTC Yes
STUDYID,USUBJID,QSCAT,QSTESTC Yes
STUDYID,RDOMAIN,USUBIID,IDVAF Yes

Yes

STUDYID,USUBIID,SCTESTCD No
[ [ H [ [ MO W a
Documents ®

Chao Wang

— % @ > AutoSul
=5 Fill ~
Insert Delete Format

- - - & Clear~

Cells

DOMAIN.DM

DOMAIN.QS
DOMAIN.QS
DOMAIN.QS
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Demonstration

& Pinnacle 21 Community = O X

File View Help

# Home

) for SDTM, SEND, and ADaM datasets

Define.xml| Generator

" Validator
# Generate Define.xml
# Define.xml v

Excel Spec TSI
Generate Define I:l

& Converter

A ClinicalTrials.gov

® 2019 Pinnacle 21 LLC Followus: [ Linkedin ) Twitter 3 Facebook & Email

cdisc
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Beiler 2ziote 2 @
Dol -
A
=2 How to validate Define-XML?
- -_—
S B "
* :
TR
e : e
i ..-, : e O D M SCh ema 24 El <xs:attributeGroup name="MetaDataVersionAttribunteExtension">
. eu 25 <xs:attributeGroup ref="MetaDataVersionAttributeExtension"/>
?. TRy o ? 26 <®xs:attribute ref="def:DefineVersion" use="reqguired" fixed="2.0.0"/>
5 p 5 27 <xs:attribute ref="def:StandardName" use="required"/>
: _..' Wt 28 <®s:attribute ref="def:StandardVersion" use="required"/>
et $ ® C D I S C Stan d ard S 239 o </xs:attributeGroup>
o o 30
b4 % 31 = <xs:group name="MetaDataVersionPrelncludeElementExtension">
5 5 32 E <RI Sequencer
: : 33 <xs:group ref="MetaDataVersionPreIncludeElementExtension"/>
® o P21 24 <xs:element ref="def:AnnotatedCRF" minOccurs="0" maxOccurs="1"/>
& <xsielement ref="def:SupplementalDoc" minfccurs="0" maxOccurs="1"/>
36 <!—— moved to end of MetaDataVersion —-->
= €!—— «xs:element ref="def:leaf" minOccurs="0" maxOccurs="unbounded"/> -->
<!—— deprecated: replaced by odm:MethodDef -->
B €1—— «<xs:element ref="def:ComputationMethod" minCOccurs="0" maxOccurs="unbounded"/> —-->
5 <x5:element ref="def:ValuelListDef" minOcc "O" maxlccu "anbounded" />
41 <xsielement ref="def:WhereClauseDef" minbccurs="0" maxOccurs="unbounded"/>
42 - </X=:sequence>
3 = <R3 :group>
s @ 44
. 2E = <xs:group name="MetaDataVersionElementExtension">
.- a5 E <X=:sequence>
. 47 <xs:igroup ref="MetaDataVersionElementExtension"/>
. @ - 8 <xs:element ref="def:CommentDef" minOccurs="0" maxOccurs="unbounded"/>
. . 49 <xs:ielement ref="def:leaf" minCccurs="0" maxOccurs="unbounded"/>
. ’ S0 - </x=:sequence>
- 51 - </®3:group>
> S

cdisc
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Checking (1)

co

Date/Time of Define-XML document generation: 2013-03-03T17:04:44

Standard [SDTM—IG 3.1.;]
Study Name CDISCO1

[cmsc Test Stud\_.-']

Study CDISCO01, Data Definitions

Study Description

Protocol Name
Metadata Name

Metadata Description Study CDISCO01, Data Definitions

Standards
Development
Organization (SDO)

Data Exchange

Exchange
Format

Supported

Standard Version

Domain

Abbreviation| Parameter

[Define-¥ML version: 2.0.0)

Stylesheet version: 2018-11-21

Trial

Summary

Trial Summany Parameter Parameter Value

ISC

Supported
Implementation
Guide Version

Short Name
TS INDHC Trial Disease/Condition Indication RSO,
TS SPONSOR  Clinical Study Sponsor AR,
TS S5TDTC  Study Start Date FOH R
TS TITLE Trial Title EEEE e

FDA
Center(s)

Date Support
Beqgins
[MMIDDYYYY)

Date Support Date Requirement Date
Ends Begings Requirement
(MM/DDOYYYY) (MDD ) Ends

SOTH XPT CoISC 1.2

CDER, CBER

03/15/2019 [1]
03/15/2020 [2]

1217/2016 [1]

1013012009 12MTR2NT [2]
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cdisc
Checking (2)
 Dataset order should in logical grouping order or alphabetic order
» All datasets should have observations

« All datasets should have correct description

» Check all the internal and external links, to ensure the target locations/files are
correct

* Check the allowance value for Origin column. If multiple origins, should broke out in
Value Level Metadata

« All the variables mentioned in the method column should have traceability

cdisc
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7 Cross Checking CdISC

@ -

» 2 -
®-------@®
@~
<5
® . ®

% i+ aCRF Page Number
..  Bookmark section has links to external documents

.4« All the metadata information (MedDRA, WhoDD and etc.) should be consistent

A across all the Define-XML, Data Reviewer’s Guide and other study documents

cdisc
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=" Define-XML to Define-PDF cdisc

<1 e Converted by Tools

s «Output by SAS ODS

cdisc
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| I
=~ How to Update Define-XML Cd SC

-+ There are multiple ways:
e - Input file — Metadata in Excel Format

- « Define.xml directly

.‘. « XML Editor

cdisc
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NMPA Requirement

cdisc

E7R 278, 9IRS EIEEE ST 2 RV XAk S e S /RN

(P16)

o UTFIREMAIEARBEXXY - NAWASRUT DT REATRDAS -

cdisc

(1)
(2)
(3)
(4)
(5)
(6)
(7)

JRIR AR E ~ DT EERERFEMNZEEWRANH (MIEENISAS XPORT EHIET - xptig =)

ZUE D iz E

PEHLIE SR (SRS EER)
BAOBEZARY

78 1IE TR ST RS E AN BT 2R
SASHHTE ( LER )

GUH T AR R GRS ( ERT)
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China Study Implementation

SDTM-IG 3.1.2
IEFERRRE = -

FEEiER
RZHBE
BRI HESE
=EETHIE
FEAIE
HHAE

&= TiRRA

cdisc

ERARBVEEEE CDISCO1 (SDTM-IG 3.1.2)

COISC

TSR HER: 2013-03-03T17:04:44
=R 2013-04-24

HIEE | ok a3 =l H x@TE bt &= FiRiA
(5]
TA EaE | #38 | &7planned Elementfiarm—Z2 |F | STUDYID, ARMCD, TAETORD ta.xpt
EEE  [HEME | E =
L3 L3
DM AOFE | BHE | &E12aE—FcE [E | STUDYID, USUBIID dm.xpt ST TEEER
12 iRt = Section 2.1 AO%¥E
i ® 1EZFo
M BREfoE | TR |&rASSAEEESEERE—-%iC |F | STUDYID, USUBIID, CMSTDTC, CMENDTC, cm.xpt
OSEES] 3 L | CMCAT, CMTRT, CMDOSTXT, CMDOSU, CMINDC,
CMDOSFRQ
AE TESY |BH4E |STASFTREE—-&EE & | STUDYID, USUBJID, AEDECOD, AESTDTC ae.xpt
L
Vs S En{$OF | ETEE | One record per vital sign & [ STUDYID, USUBJID, VSTESTCD, VSDTC, vs.xpt
measurement per visit per & [ VISITNUM, VSPOS
subject
SUPPCM | BR{Efni¥ | %% |#E2IDVAR, IDVARVAL, QNAM, & |E | STUDYID, , USUBIID, IDVAR, IDVARVAL, QNAM | suppcm.xpt
fEFETA TA—FIEE &
E 3
iE[E]define. xmlf)EEf
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Preparation for China Study

* Chinese Version Stylesheet

» Validation Rule

» Balance Between English vs. Chinese
« Compatibility with NMPA eCTD System
« XPT Datasets with UTF-8 encoding

cdisc
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=2 Open Discussion

-+ i *When to create Define-XML?
*". «XPT V5, V8 or Dataset-XML?

cdisc
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S Discussion

s i+ Panelist
nas « John Wang, AD, dMed
. * Victor Wu, VP, Data Science Express

;I‘:;;s:‘f * Ruiling Peng, CEO, Improve Quality

cdisc
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o CDASH Implementation 22 Apr
SDTM Theory and Application  23-24 Apr
ODM Implementation 25 Apr
Define-XML 26 Apr
ADaM Primer 25 Apr

ADaM Theory and Application 26 Apr

For questions, please contact training@-cdisc.orqg.

cdisc

09:00-17:00
09:00-17:00
09:00-17:00
09:00-17:00
13:00-17:00
09:00-17:00

# CDISC Public Training in Shanghai, China

: | ..'.. E RegIStratlon
i Link

Lily Zhao

Zhijun Wel

Ruiling Peng

Ruiling Peng

Yanli Chanqg

Yanli Chang
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https://www.cdisc.org/education/course/cdash-implementation
https://www.cdisc.org/education/instructor/lily-zhao
http://www.cvent.com/d/t6q8bw
https://www.cdisc.org/sdtm-course
https://www.cdisc.org/education/instructor/zhijun-stanley-wei-0
http://www.cvent.com/d/t6q8bw
https://www.cdisc.org/education/course/odm-implementation
https://www.cdisc.org/education/instructor/ruiling-peng
http://www.cvent.com/d/t6q8bw
https://www.cdisc.org/education/course/define-xml
https://www.cdisc.org/education/instructor/ruiling-peng
http://www.cvent.com/d/t6q8bw
https://www.cdisc.org/education/course/adam-primer
https://www.cdisc.org/education/instructor/yanli-chang
http://www.cvent.com/d/t6q8bw
https://www.cdisc.org/adam-course
https://www.cdisc.org/education/instructor/yanli-chang
http://www.cvent.com/d/t6q8bw
mailto:training@cdisc.org

