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Introduction - History of Define.xml  sruse”

« February 2005: CRT-DDS Final Version 1.0 released for implementation
(Define.xml v1.0)

« March 2013: Define.xml v2.0 posted on CDISC website
— http://www.cdisc.org/define-xml

Ll
‘ Strength Through Collaboration

ABOUT CDISC | STANDARDS & INNOVATIONS | RESOURCES | NEWS | EDUCATION & EVENTS | MEMBERSHIP | @ MEMBERS ONLY

Define-XML Become a CDISC Member (Fee
Define-XML 2.0 now available for use Based)

Become A Member
The CDISC XML Technologies team is pleased to announce the release of the Define-XML 2.0
specification. Define-XML 2.0 is a major revision of the Define-XML standard for transmission of
metadata for SDTM, SEND and ADaM datasets. The model has been extensively refined in Member Log-in

response to implementation experience with Version 1.0, evolution of the SDTM, SEND and ADaM
standards and best practices by SDTM and ADaM metadata experts.

luser name |

loooooooo ” Log In ]

Key changes to the model include: Forgot my password
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Introduction - Define.xml at BDLS ~ sruse”

« Since 2007, BDLS has gained extensive experience in
converting data for FDA submissions

« Define.xmlis a deliverable for any conversion project:

SOURCE CONVERSION
CRFs? carslﬂ
ANNOTATION
ANNOTATION | /= sotM | “adoe
:Jld Ny
CLINICAL CLINICAL
DATABASE DATABA!
- _ SDTM CONVERSION Jl
J

n
i
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Introduction - Define.xml at BDLS (Phuse

DI STUDIO ENVIRONMENT

MAPPING
SPECIFICATION
SHEET

PROCESS
DESIGNER
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Metadata Definitions (Phuse

Table Metadata Variable Metadata Value Level Metadata

Dataset Name Variable Name Source Variable
Dataset Label Variable Label Value
Class Type Label
Structure Controlled Terminology Type
Purpose Origin Controlled Terminology
Keys Role Origin
Comment Comment

Controlled Terminology Computational Algorithms

Code Value Reference Name

Code Text Computation Method
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Define.xml

(Pse

Concomitant it One record per ded

=

lati STUDYID. USUBJID.

per subject

Medications occurrence or constant-dosing interval CMTRT, CMSTDTC

AE Adverse Events

Study Identifier

EX Exposure it One record per constant dosing

|Tabulalion STUDYID.

Protocol, CRF

IDENTIFIER |The STUDYID variable has a fixed format: ' XXXX-YYYY",
where 'XXXX' indicates the 4-digit compound code and the
‘YYYY the 4-digit study code

DOMAIN

Domain Abbry Siee Er e (ValueList.VS.VSTESTCD)

I Ir --—---_

See Computational
VSTESTCD |BMI BODY MASS INDEX integer Derived Method:
VS BMI
VSTESTCD |DIABP DIASTOLIC BLOOD PRESSURE integer CRF
VSTESTCD |HEIGHT | LEICHT - LT
VSTESTCD | PULSE POSITION, Reference Name (Codelist. POSITION)
VSTESTCD | SYSBP
VSTESTCD |WEIGHT
STANDING STANDING
SUPINE SUPINE

SEX, Reference Name (Codelist.SEX)
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VS BMI Equals to WEIGHT DIVIDED BY HEIGHT SQUARED

Computational Algorithms (VS.VSDY)

Equals to (VS.VSDTC - DM.RESTDTC) + 1 IF VSDTC is on or after RESTDTC Equals to (VS.VSDTC - DM.RESTDTC) IF VSDTC
precedes RFSTDTC
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Define.xml (Pnuse

« Define.xml has greater potential than to be used for
submissions only

DESIGN

STANDARDIZE

v VALIDATE

DOCUMENT
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Define.xml v2.0 (Fhuse”?

@ cpisc -

ABOUT CDISC = STANDARDS & INNOVATIONS = RESOURCES = NEWS EDUCATION & EVENTS MEMBERSHIP = @ MEMBERS ONLY

Define-XML

Bacomea a CDISC Mamber (Faa
Basad)

Become A Member

Click here to view the Te3

Define-XML 2.0 no

Member Log-in

A major revision of
the Define-XML
standard transmission

of metadata for bscribe to our RSS Feed
SDTM, SEND and Bse
ADaM datasets.

The CDISC XML Techn
specification. Define-

user name

metadata for SDTM, §

response to implem rgot my password

standards and best

Key changes to the

Support for CDIY

.

* Flexible definitio

Enhanced docume

.

.

Improved handling (

Please read the PDF documen

organization of the release packWg.
Use this link to download the Define-2

Use this link to view the XML Technologies team responsee s received during the

draft comment period: Public comment dispositions
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Major Changes (ohuse?

Documentation
« SDIM and ADaM covered by examples

 The way in which we handle Value Level Metadata
— Value Level Metatdata can be attached to any variable

« XML Namespace
— Now aligned with ODM 1.3.1

« Comments
— can be added on dataset level
— are referenced
— can be re-used

« Beftter support for split domains
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FDA announcement (Phuse”

Study Data Standards for Regulatory Submissions
Position Statement

FDA recognizes the investment made by sponsors over the past decade to develop the expertise and infrastructure to
utilize Clinical Data Interchange Standards Consortium (CDISC)[1] standards for study data. The submission of
standardized study data enhances a reviewer’s ability to more fully understand and characterize the efficacy and safety of
a medical product.

The Prescription Drug User Fee Act (PDUFA V)[2] Performance Goals state that FDA will develop guidance for industry on
the use of CDISC data standards for the electronic submission of study data in applications. In the near future, FDA will
publish guidance that will require study data in conformance to CDISC standards.[3]

FDA envisions a semantically interoperable and sustainable submission environment that serves both regulated clinical
research and health care. To this end, FDA will continue to research and evaluate, with its stakeholders, potential new
approaches to current and emerging data standards. FDA does not foresee the replacement of CDISC standards for study
data and will not implement new approaches without public input on the cost and utility of those approaches.

September 13, 2013

For more information: http://www.fda.gov/Forindustry/DataStandards/StudyDataStandards/default.ntm
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Define.xml v2.0 (Phuse”

« FDA Study Data Standards Catalogue v3.0 effective
2014-01-17

FDA Data Standards Catalog (v3.0 20140117)

This table contains a listing of the data standards supported by FDA. The submission of standardized data using any standard not listed, or to an FDA component not listed, should be discussed with the Agency in advance.

The standard terminology code sets are listed in a separate tab of this worksheet. Please look at the “Terminology™ tab to find standard terminology information.

T Standards cunnoren e Date Support Date Support Date Date
Use Standard g Development pp . .p FDA Center Begins (yyyy- Ends (yyyy- Requiremen Requirement Regulatory References
Format e Version Guide Reference .
Organization mm-dd) mm-dd) t Begins s Ends
Clinical & Non-
Clinical Study
Datasets
g:'t’;‘;“e't:‘”dy SDTM XPT cDisc 13 313 CBER, CDER 2012-12-01 http://viww.cdisc. ora/sdtm
Ciinical study SDTM XPT cDisc 12 312 CBER, CDER 2013-08-07 http://v v cdisc.ora/sdtm
datasets Amendment 1
g:“‘;gt:'“dy SDTM XPT coisc 12 312 CBER,CDER | 2009-10-30 http:/ivevew.cdisc. ora/sdtm
Clnical study SDTM XPT coisc 11 314 CBER, CDER Ongoing | 2015-01-28 http://vw wew. cdisc. ora/sdtm
Cinical study ADall XPT cDisc 2.1 10 CBER, CDER Ongoing http://vviws.cdisc.ora/adam
datasets
foma) study SEND XPT coisc 12 312 CDER 2011-06-13 hittp:/ivwewiwi.cdisc ora/send
Clinical study data Define XML cDISC 20 NIA COERCOUR | 2013.08.07 http://ve v we.cdisc.ora/de fine-xml
| definition CDRH
Clinical study data " . i .
definition Define XML coisc 1.0 NIA CDRH Ongoing http:/fww w.cdisc.ora/define-xml

THE FDA IS NOW ACCEPTING DEFINE.XML V2.0!
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Define-it (Fhuse”?

* Translates metadata specifications info Define 1.0
and Define 2.0

- Reads legacy Define.xml files info metadata
specifications

 Main features:

— Generates Define.xml vl and v2 from metadata
specifications

— Converts Define.xml v2 to Define.xml v
— Converts Define.xml vl and v2 info metadata
specifications
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Define-it @@?

L
— > DEFINE. XML
v1.0.0
METADATA
REPOSITORY - ) ;
[ i a8 ,_,;“] DEFINE.PDF
- ] TATEMENT
-— . -2 ) | eroc i S v1.00
METADATA z ERMINOLOG | TEMPLATE : —
SPECIFICATIONS — -
v1.0.0 — aRin l i
| e i
) I
R i | L.
e 3 L <@h>  DEFINEXML
[ ——] — v2.0.0
METADATA
SPECIFICATIONS
v2.0.0 :
,_,‘—“']' DEFINE.PDF
v2.0.0

Adobe
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‘ History of Define.xml

‘ Define-it Software Demo

‘ Define-It versions
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Define-it (Fhuse”?

+ Key features:

— Generate Define.xml vl and v2 from metadata
specifications

— Convert Define.xml v2 to Define.xml v1

— Convert Define.xml vl and v2 info metadata
specifications
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Define-it (Fhuse”?

 Benefits:

— “Define-it” provides :

Deliverables that are fully CDISC compliant

A proven technology
— the Define-It solution is SAS and XML based

A user friendly solution

A highly customizable solution
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Define-it versions Shuse?

 Stand-alone desktop version:

— Presented version is the stand-alone desktop edition; it will run on SAS PC

— It will not run on SAS or file servers and is intended for use by a single user

 Enterprise version:

— Q2-2014: planned release of the Enterprise version; it will run on SAS and file
servers

— Pricing will be based on:
» Server license (first year & renewal)
Number of end-users
Number of studies
Implementation & Validation Services required
Customizations required
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Potential future functionalities (Phuse?

« The tool will be enhanced with ADaM metadata
« Define file structure validation functionality
« Selection of the domains you want to report in define.xml

- Read metadata specifications v1.0 to pre-populate (where possible)
metadata specifications 2.0

 Read dataset structure to pre-fill the metadata specifications

« Pre-filling of metadata spreadsheets with published CDISC metadata
and Conirolled Terminology

 Reading electronic metadata from SHARE
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Product features and roadmap (Fhuse”?

Current Software Features
Convert SDTM Define.xml (V1.0 or V2.0) into SDTM metadata specifications J

Convert SDTM metadata specifications into SDTM Define.xml (V1.0 or V2.0) J
Potential Future Functionalities

Convert SDTM metadata specifications into SDTM Define.pdf (V1.0 or V2.0)

Convert ADaM Define.xml (V1.0 or V2.0) into ADaM metadata specifications

Convert ADaM metadata specifications into ADaM Define.xml (V1.0 or V2.0)

Define format validation functionality

Domain subsetting

Metadata extraction from SAS datasets to pre-fill specifications

Specifications pre-filling with published CDISC Controlled Terminology

AN
CALOCCLCLS LK«
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Product features and roadmap (Fhuse”?

Deployment Options

Desktop Client/PC SAS v
SAS/File server hosting
Multi-user

Quality and Regulatory Compliance
Testing by worlwide community of users J
Validated software
GxP and 21 CFR Part 11 compliance

Support

Community support forum J

LS KL« L«

E-mail and telephone support
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Thank you for your attention.

Join us for a coffee at the our stand.

London, United Kingdom, 14 OCT 2014
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Anne-Sophie Bekx| Line Manager Data Standards | T. 0032 2.774.11.00 | anne-sophie.bekx@businessdecision.com
http://bdls-define.it/

Business & Decision Life Sciences
Sint-Lambertusstraat - 141 rue Saint-Lambert
B-1200 Brussels
T:+322 774 11 00
F: +322774 11 99
lifesciences@businessdecision.com
http://www.businessdecision-lifesciences.com/
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