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SEND

1 Standard for Exchange of Nonclinical Data

1+ CDISC SDTM model v1.2 and SEND Implementation Guide 3.0

1 AIM:

— Define a global standard for study
data tabulations
— Standardize regulatory submissions

+ Focus on study data tabulation content

+ Will be requested by FDA for all submissions from
December 2016

http://www.cdisc.org/send
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SDTM versus SEND

* Developed by the CDISC SDS Team
 Final v1.2 posted 2009-03-26
» 35 Pages

Study Data Tabulation Model - “Umbrella Document”

SDTMIG V3.1.2 - Submission Data
Standards

* SDTM Implementation Guide: Human
Clinical Trials

* Developed by the CDISC SDS Team
* Final v3.1.2 posted 2009-03-26
* 298 pages

SENDIG V3.0 - Standard for
Exchange of Nonclinical Data

* SDTM Implementation Guide for
Animal Toxicology Studies

* Developed by the CDISC SEND Team
* Final v3.0 posted 2011-05-19
* 256 pages
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SENDIG V3.1 draft

+ Based upon SDTM v1.4

» To support data from different type of studies

— Single-dose general toxicology

— Repeat-dose general tfoxicology

— Carcinogenicity studies

— Respiratory and cardiovascular testing done during safety pharmacology

studies

» New domains added:

— Cardiovascular domain (CV)
— Respiratory domain (RE)

1 Expectedrelease: Q2 2016
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SENDIG-DART V1.0 draft

i Developmental and Reproductive Toxicology
+ Based upon SDTM v1.5

1+ Purpose:
— Embryo-Fetal Development (EFD) toxicity studies

— Pre-mated females are treated with protocol specified tfreatment
during fetal organogenesis
— Study to check for fetal abnormalities

+ Future versions
— Fertility studies
— Postnatal Development
— Multi-generational studies

1 Expectedrelease: Q2 2016

mED
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SENDIG Model Concept
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Special-Purpose Domains

» Demographics
+ Comments
» Subject Elements

Observation Classes

« Interventions
« Events
+ Findings

Relationships
+ SUPPQUAL

+ RELREC

« POOLDEF

Trial Design

« Four Tables (TA, TE, TS, TX)

@ Within these structures there are fixed
variable (column) names and
suggested order

@ Type of variables:
- Identifier variables
- Topic variables
- Qualifier variables
- Timing variables

@ Variables have defined attributes
(e.g., data types)

@ Within the variable names, there may
be confrolled terminology

@ Treatment and Demography
information is not duplicated on
eachrecord

SEND: Details (1)
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SEND: Details (2)
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Formats

i SEND require that all date/time values are submitted in the ISO 8601

format

» YYYY-MM-DDThh:mm:ss
— 25Feb 2011 - 2011-02-25

— 25Feb 2011, 11:00 am - 2011-02-25T11:00

Comdi ellid T,
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Controlled Terminology (1)

i CDISC Controlled Terminology (hitp://www.cdisc.org/terminology)
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Controlled Terminology (2)

1 Specific SEND Controlled Terminology
— Comparable with SDTM but some significant differences
— Updates on aregular base

1 Sponsor-defined Controlled Terminology
— Codelists
— Coded terms

+ Notes
— CDISC Confrolled Terminology should always be used when applicable
— Project consistency
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Special-Purpose Domains

1 SENDIG
— Demographics (DM)
— Comments (CO)
— Subject Elements (SE)
i+ DM is the central domain in the model

— SUBJID refers to a human being in SDTM
— SUBJID refers to an animal in SEND

— No RACE and ETHNIC variables but SPECIES and (SB)STRAIN

» All comments are stored in CO

i SE describes the ACTUAL trajectory of a subject during a trial
1 The concept of VISITS is neglected in SEND

— Only planned study day is used: VISITDY

Z1Business &Decision
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General Observation Classes (1)

i+ Interventions

— Investigational freatments, therapeutic freatments, and procedures
administered to the subject

— One record per constant dosing interval per treatment per subject or pool

— Topic variable: --TRT

i+ SENDIG
— Exposure (EX)

Restricted © Business & Decision Life Sciences 2016 All rights reserved.

General Observation Classes (2)

» Events

— Occurrences, conditions or incidents independent of planned study
evaluations occurring during the trial or prior to the frial

— Planned protocol milestones such as randomization
— One record per subject

— Topic variable: --TERM

» SENDIG
— Disposition (DS)

1Business &Decision
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General Observation Classes (3)

# Findings
— Observations resulting from planned evaluations
— One record per finding result or measurement
— Topic variable: --TESTCD

» SENDIG
— Body Weight (BW)
— Clinical Observations (CL)
— Food and Water Consumption (FW)
— Macroscopic Findings (MA)
— Laboratory Test Results (LB)
— Pharmacokinetics (PP & PC)

Restricted © Business & Decision Life Sciences 2016 All rights reserved.

Trial Design Domains

i Data that is contained in the protocol
i ‘Planned’ data

i SENDIG
— Trial Arms (TA)
— Trial Elements (TE)
— Trial Summary (TS)
— Trial Sets (TX)

+ Trial Sets = a collection of subjects that have a common path of
parameters defined in the protocol

— Arm Code
— Bedding
— Diet
— Housing Humidity
— Light Cycle
1Business & Decision
Sciences
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Trial Sets (TX)
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Relationship Datasets

i RELREC: Related Records
— Used to link data collected in separate domains

» SUPP--: Supplemental qualifiers
Addition of sponsor-defined variables is not allowed
Data that does not belong in an existing standard variable

Only for General Observation Classes

i POOLDEF: Pooling
— Only used in SENDIG

— Used when single finding records are captured for a group of
subjects: for example cage-based observations

— POOLID and USUBJID are mutually exclusive

Data is linked to the parent domain via a flexible linking mechanism

— Unique for given set of subjects iBusiness & Decision

Restricted © Business & Decision Life Sciences 2016 All rights reserved.
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Example POOLDEF

 FW (Food and Water Consumption)

Hew | STUDVID | DOMADY | USTBJID FWTEST FWOREES | FWORKESU | FWSTRESC | FWSTRESN
1 [FIE) F Faod Conspnpoes ] '] 20 pi]
[ITH EW Fasd & 43 = a5k Hia
[ETH] F Faed 178 X i s
13438 W Fapd Caesmnphion % i 1% 10
+ POOLDEF
Baw [Foocm | [ [wermam
1 CLIR-10T ABCI-191
] C100-103 ABC1-103
] [ETE ] ABC1-201
4 C1.200.002 ABCI.21 f
3 eIt T ABCL o Animals 301 and 302
[ TR AR 331
7 L B ABC1-332 Animal 301 died: new POOLID

assigned to animal 302
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TUMOR.XPT

1 Guidelines by FDA for submission of carcinogenicity data

» Domains required for creating tumor.xpt:

— DM (Demographics)

— DS (Disposition)

— EX (Exposure)

— MI (Microscopic Findings)
— TF (Tumor Findings)

— TX (Trial Sefts)

1 Specific assumptions need to be completed to be in order with FDA

1Business &Decision

Sciences
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FIGURE 1: MAPPING OF SEND VARIABLES TO TUMOR.XPT VARIABLES
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Creation of Custom Domains

+ When?

Collected data that does not fit in any of the domains published in
SENDIG

i How?
— SDTMIG: well-established procedure
— SENDIG: ongoing activity of both the SDS and SEND team

“A formal process for the creation of additional domains other than the
ones specified in this SENDIG will be developed”

Restricted © Business & Decision Life Sciences 2016 All rights reserved.
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Define.xml

» Describes the content and structure of the included data in a
machine readable format

— Both SDTM / SEND and ADaM

' z((I)V\DI.ARI)e structure is based on the CDISC Operational Data Model

+ Referenced by FDA in the eCTD
(electronic submissions) guidance

Case Report Tabulation Data
Definition Specification
(define.xml)
Froparc by the
coise de -

+ Needed for all electronic submissions

+ Versions of Define.xml
— Define v1.0
— Define v2.0

http://www.cdisc.org/define-xml

Z1Business &Decision
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Define.xml v1.0 content

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 Role
Comment
Code Value Reference Name
Code Text Computational
Method

Restricted © Business & Decision Life Sciences 2016 All rights reserved.

Origin Metadata: SDTM vs SEND

Restricted © Business & Decision Life Sciences 2016 All rights reserved.

CRF Collected
eDT Derived
Derived Other
Assigned Not Available
Protocol

1Business &Decision
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Origins SEND
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Collected
— Manual or electronic data collected in nonclinical settings
— Observed or recorded by a person or received from an instrument

Derived
— Calculated by an algorithm or reproducible rule
— Not for derived lab test results performed by labs

Other
— Values from protocol
— Values defined as part of Trial Design
— Values for creating dataset: STUDYID, USUBJID, DOMAIN, --SEQ, or --TESTCD.

Not Available
— Origin of the data is not available
— Data from another lab without sufficient information

Define.xml v2.0 example
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Anne-Sophie Bekx | Line Manager Data Standards | +32 478 21 85 38 | anne-sophie.bekx@businessdecision.com
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