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Path to Electronic Standardized S
Study data Gl

* FDA Clinical / Statistical Sections
Guideline
* SAS Datasets or ASCII

* FDASIA
* PDUFAYV

* FDA Support for
SAS XPT

* CDISC-FDA
Collaboration

* FDA Support for Final 745A(a) Guidance

CDISC Submissions * Final eStudy Data Guidance
* Tech Conformance Guide
sBusiness &Decision
Source: FDA CDER Webinar — Ron Fitzmartin (FDA) Scrences
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Relationship between documents >
USE

Food and Drug Administration Safety and Innovation Act (FDASIA) (e/

, 3
Implementation

Guidance

eStudy Data
Guidance

Technical
Conformance
Guidance

38: Binding Document
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The documents

Providing Regulatory Submissions in
Electronic Format — Submissions Under
Section 745A(a) of the Federal Food,
Drug, and Cosmetic Act

Guidance for Industry

U.5. Department of Health and Human Services
vod and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Rezearch (CBER)

December 2014
Electronic Subinizsions

Providing Regulatory
Submissions
In Electronic Format —
Standardized Study Data

Guidance for Industry

U.5. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biclozics Evaluation and Research (CBER)

December 2014
Electronic Submissions

STUDY DATA
TECHNICAL CONFORMANCE GUIDE

Technical Specifications Document

This Document is incorporated by reference into the following
Guidance Document(s)

Guidance for Industry Providing Regulatory Submissions in Electronic
Format — Standardized Study Data

For questions regarding this technical specifications document, contact CDER at
cder-edstaiiifda bhs sov or CBER at cher ediscfi fida hhs gov

U.5. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologie: Evaluntion and Research (CBER)

December 2014

BINDING DOCUMENTS
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eSubmissions: How?

* Final published
December 2014

- Framework for
submissions on
electronic format

« Applicable to INDs,
NDAs, ANDAs, BLAS

« Exemptions can be
obtained

Restricted © Business & Decision Life Sciences 2015 All rights reserved.
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Providing Regulatory Submissions in
Electronic Format — Submissions Under
Section 745A(a) of the Federal Food,
Drug. and Cosmetic Act

Guidance for Industry

epartment of Healt] Human Se;
Food and Drug Administration
v Drug F: tion and Research (CDER]
iologies tion and Research (CBE!
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Study Data Standards: When? huse”’

« Final published December 2014

Providing Regulatory
Submissions
In Electronic Format —
Standardized Study Data

NDAs, ANDAs and certain BLAS

'Must follow details in | [Cta ey
the Data Standards Must use specified

C;O(;OlogUﬁ’] for (|]” : formats in studies Guidance for Industry
Stuaies witn edarlies with earliest

informed consent .

informed consent
date 24 months affer || y4te 34 months after
Federal Register Federal Register | |

nofice of final |l notice of availabilty T
guidance availability et

December 2014
Electrouic Submizzions

sBusiness &Decision
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Data Standards Technical

Specifications: How?

* Version 2.0 published
December 2014

« Specifications on submitting

standardized study data

e The document is a mix
between the CDER
common data issues an
new information (e.g. TA
standards

 New release always on |
March 20xx

Restricted © Business & Decision Life Sciences 2015 All rights reserved.
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STUDY DATA
TECHNICAL CONFORMANCE GUIDE

Technical Specifications Document

This Document is incorporated by reference into the following
Guidance Document(s):

Guidance for Industry Providing Regulatory Submissions in Electromic
Format — Standardized Stnudy Data

For questions regarding this technical specifications document, contact CDER. at
cder-edataii fda hhs. sov or CBER. at cher.cdiseifida hhs zov

FDA Data Standards Catalog v4.1 (04-09-2015) - and Req

This table contains a listing of the data exchange, file formats and terminology standards supported at FDA. These standards have gone through all the steps necessary to make this part of the regulatory review
process, including posting of regulatory guidance documents and associated implementation guidelines and technical specifications. The submission of standardized data using any standard not listed, or to an
FDA Center notlisted, should be discussed with the Agency in advance. This catalag is incorporated by reference in the guidance to industry, Providing Regulatory Submissions in Electronic format-Standardized
Study Data (htfp:/ww.ida. /CM292334 pdl). A separate catalog will be published in the future that will contain a listing of standards that are in the development, testing, adaption
o research & development (R&D) phases

Standards Date Support (o Date e
Data Exchange Exchange  Development Implementation FDA Begins e O Requirement oG8 Regulatory Reference and
Standard Format  Organization Guide Version  Center(s) (MMDDYYYY) .. -" Begins S Information Sources
(sD0) (MMDDYYY)  pivyyy)
Clinical Data
Interchange
Cloeasd | swoypaa Standards COISC ora-SDTU
Tabulation Conserium CDER, 121712016 [1]
Model (SDTH) | XPT (cDisc) 13 313 CBER | 12012012 1201712017 2)
Clinical study Version 312 | CDER, 272076 1)
datasets SDTM XPT coisc 12 Amendment 1 CBER | 080712013 1201712017 [2] CRISC org - SDTH
Glnical study COER, T2A7R0T6 1)
0-5DTH
datasets SDTH XPT cDIsc 1z 312 CBER | 3011012009 1201712017 [2] CbleCo- 20T
Ciinical study TOER, 27076 1]
9-SDTW
datasets SDTH XPT coisc 1.1 344 CBER Ongaing | 017282015 | 1211712017 2 SRISC.ra-S0TH
Clinical study | Analysis Data COER. 272076 1)
0- ADal
datasels | Wodel (4Da) | XPT coisc 21 10 CBER Ongoing 1201712017 2] LHisCom-ADal
Standard for
Animal study | Exchange of
CDISCorg- SEND
datasets  [Nonclinical Data 1201712016 [1) COISC.0r0- SEND
(SEND) XPT coisc 12 30 CDER | osnazott 121712017 [2)
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What Study Data Standards will be
Required? (2)

 FDA Data Standards Catalogue v4.1

-  http://www.fda.gov/Forindustry/DataStandards/StudyDataStandards/default.htm

FDA Data Standards Catalog v4.1 (04-09-2015) - Supported and Required Standards

This table contains a listing of the data exchange, file formats and terminology standards supported at FDA. These standards have gone through all the steps necessary to make this part of the regulatory review
process, including posting of regulatory guidance documents and associated implementation guidelines and technical specifications. The submission of standardized data using any standard not listed, orto an
FDA Center not listed, should be discussed with the Agency in advance. This catalog is incorporated by reference in the guidance to industry, Providing Regulatory Submissions in Electronic format-Standardized
Study Data (hitpdwww fda govidownloads/Drugs/Guidances/UCM252334 pdf). A separate catalog will be published in the future that will cantain a listing of standards that are in the development, testing, adoption
orresearch & development (R&D) phases.

Standards Date Support Date Su t Date Date
Data Exchange Exchange Development Supported Implementation FDA Begins En d:po Requirement e Regulatory Reference and
Standard Format Organization Version Guide Version Center(s) (MNM/DD/YYYY) (MM/DD Beqgins qu“ ds Information Sources
{SD0) YY) (mmDivyYY)
Clinical Data
. Interchange
Cllg;;::lsg}[:dy Study Data Standards CDISC.org - SDTM
Tabulation Consortium CDER, 12172016 [1]
Model (SDTM) XPT (CDISC) 13 313 CBER 12i01/2012 121712017 [2]
Clinical study Version 3.1.2 CDER, 12 712016 [1]
Libist.arg-stim
datasets SDTH XPT CDISC 1.2 Amendment 1 CBER | 08/07/2013 121712017 2] CDISC org - SDTH
Clinical study COER, 12 712016 [1]
Libist.arg-stim
datasets SDTH XPT CDISC 1.2 312 CBER | 30M0/2009 121712017 2] CDISC org - SDTH
Clinical study COER, 12 712016 [1]
datasets SDTM XPT CDISC 14 211 CBER Ongoing 0102812015 | 1211712017 [2] CDISC.orq - SOTM
Clinical study | Analysis Data CDER, 12 712016 [1]
datasets Madel (ADaM) XPT CDISC 2.1 1.0 CBER Ongoing 1201712017 [2] CDISC.0rg - ADaM
Standard for
Animal study Exchange of
datasets Monclinical Data 12M17i2016 [1] ChISC.org- SEND
(SEND) XPT CDISC 1.2 3.0 CDER 061132011 121712017 [2]
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Data Standards Technical
Specifications: Content

U

S

e

« Sections 1 to 8 provide an
overview of the following:

— Infroduction

— Planning and Providing Standardized Study
Data

— Exchange Format - Electronic Submissions

— Study Data Submission Format: Clinical and
Nonclinical

— Therapeutic Area Standards
— Terminology

— Electronic Submission Format

STUDY DATA
TECHNICAL CONFORMANCE GUIDE

Technical Specifications Document

This Document is incorporated by reference into the following
Guidance Document(s):

Guidance for Industry Providing Regulatory Submissions in Electromic
Format — Standardized Stnudy Data

For questions regarding this technical specifications document, contact CDER. at
cder-edataii fda hhs. sov or CBER. at cher.cdiseifida hhs zov

T.5. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

December 2014

— Data Validation and Traceability

Restricted © Business & Decision Life Sciences 2015 All rights reserved.
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FDA Validation Rules (1) huse”

« Purpose = Communicate FDA requirements
to the industry and help the industry to
Implement high quality data

« Based on OpenCDISC checks
« Additional rules

« Changes in Severity message
sBusiness & Decision
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FDA Validation Rules (2)

MESSAGE

DOMAINS

use

FDA Rule ID n

FDACDO1
FDACDOZ
FDACDOS
FDACDD4
FDACDOS

FDACDOG
FDACDO7

FDACDODSB

FDACDOS

FDACO1D

FDACD1Z

FDACDL3
FDACD14

FDACDLE

FDACDL7

FDACD1B

FDACDZ0

FDACDZ1

FDACDZ22

FDACDZ3

FDACDZ24

Missing DM dataset
Missing TS dataset
Missing DS dataset
Missing EX dataset
Missing AE dataset

Missing LB dataset
Missing V5 dataset

Missing 5E dataset
Missing TA dataset
Missing TE dataset
Missing MB dataset, when M5 dataset is

present

Incompatible data source
No records in data source

Dataset is greater than 1 GB in size

SDTM Required variable not found

MULL value in variable marked as Required
SDTM Expected variable not found

FDA Expected variable not found

Mo Treatment Emergent info for Adverse Event
Dataset is not present in define.xml

Domain referenced in define xml but dataset is
missing

DESCRIPTION n

Demographics (DM) dataset must be included in every submission
Trial Summary (TS) dataset must be included in every submission
Disposition (DS) dataset should be included in every submission
Exposure (EX) dataset should be included in every submission
Adverse Events (AE) dataset should be included in every submission

Lab Test Results (LB) dataset should be included in every submission
Vital Signs (V5] dataset should be included in every submission

Subject Elements (5E) dataset should be included in every submission
Trial Arms (TA) dataset should be included in every submission
Trial Elements (TE) dataset should be included in every submission
Microbiology Specimen (MB) dataset should be included, when a
Microbiclogy Susceptibility Test (MS) dataset is present

Domain table must have a valid format (e.g., SAS transport (XPORT)
v.5 or text-delimited)

Domain table should have at least one record

Large datasets should be split into smaller datasets no larger than 1
GB in size.

Variables described in SDTM as Required must be included in the
dataset

Required variables (where Core attribute is 'Req') cannot be NULL for
any records

Variables described in SDTM as Expected should be included in the
dataset

Variables requested by FDA in policy documents should be included
in the dataset. E.g., EPOCH and ELEMENT

According to FDA expectations, a treatment-emergent flag should be
included in SUPPAE according to SDTM IGv3.1.2 4843

Datasets included in study data must be described in the data
definition document {define xml)

Domains referenced in data definition document (define xml) should
be included in the submission

Restricted © Business & Decision Life Sciences 2015 All rights reserved.

oM
T3
D5
EX
AE

LB
W5

5E

TA

TE

MB

ALL
ALL

ALL

ALL

ALL

ALL

ALL

SUPPAE

ALL

ALL

3.1.3
SEVERITY 311 3.1.2
[ - | [ - | [~ | |- INERRYY - |

Error X X X
Error X X X
Warning X X X
Warning X X X
Warning X X X
Warning X X X
Warning X

Warning X X X
Warning X X X
Warning X X X
Warning X X X
Error X X X
Error X X X
Warning X X X
Error X X X
Error X X X
Warning X X X
Warning X X X
Warning X X X
Error X X X
Warning X X X
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Additional rules huse?

« Checks against MedDRA dictionary

« Validation rules for FDA specific requests
— Presence of standard domains
— Presence of permissible variables
— Dataset size checks
— Domain TS specific checks (39)

sBusiness &Decision
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Benefits of JumpStart

Purpose
|\:'_|_/J
Assess and report on whether data is
fit for purpose
*  Quality
* Tool loading ability
*  Analysis ability

N
9

2
Load data into tools for reviewer use
and run automated analyses that are
universal or common (e.g.,
demographics, simple AE)

Y
|

Provide analyses to highlight areas
that may need a focus for review

Restricted © Business & Decision Life Sciences 2015 All rights reserved.
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(2

TS

Benefits for the Reviewer

Understand your data, analyses that
can be performed, and identify
potential information requests for
the sponsor

Improves the efficiency of your
review by setting up tools and
performing common analyses, which
provides you with time to focus on
more complex analyses

Points you to a possible direction for
deeper analysis

sBusiness & Decision



JumpsStart uses SDTM Tabulations  sruse”

« JumpsStart uses the following domains:

— Data Fitness = all datasets submitted for a frial
— Safety Analysis > DM, DS, EX, AE, LB and VS

Actually collected May not exactly match

Analysis
eCRF
(Standardized) (ADaM Study Report
Preferred)

Qutput Report

I\~ 23Business & Decision

Sciences
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Data Fitness Findings Flow (Phuse

l SDRG/Define File | l Supplemental Info | 'ControlledTerminoIogy'

l Missing Data | l(DER Common Issues| ' Duplicates |

lTerm Matching | ' Standard Units | lSafety Population' ' Race/Ethnicity

=sBusiness & Decision

Sciences
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Review Questions (1) Huse”

+ SDRG SDRG/Define File

— Were the SDTM datasets used as sources for the
analysis datasetse

— If there are issues with the data, why did the sponsor
choose not to fix them?e

— Whg’r version of MedDRA/WHODRUG did the sponsor
uses

— Where is the efficacy data locatede

 Define File \—l

— How does the information in the annotated CRFs map
to the datasetse

— Does the sponsor provide an explanation of the
codes used?

sBusiness &Decision
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Review Questions (2) Huse”

« Supplemental Information i l

— What information is available in the supplemental
domainse

— How does the information contained in these
domains map to the parent domainse

— What information from the supplemental domains
could be useful for analysise

« Controlled Terminology Controlled Terminology

— How does the sponsor’s terminology map to the
conftrolled ferminology?

— Which domains do not use controlled terminology<

— Did a lack of conftrolled tferminology cause ambiguity
in the data?

sBusiness &Decision
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Review Questions (3) Huse”

« Deaths l—l

— How many deaths occurred during the study?
— Where is information about deaths located?

— Was the death information represented consistently
across domainse

« Missing Data | |
— What data is missinge

— How will the missing data impact analyses?

— Are there other variables that can be used in lieu of
the missing datae

sBusiness &Decision

Restricted © Business & Decision Life Sciences 2015 All rights reserved.



Review Questions (4) Huse”

« CDER Common Issues \—f

— Does the DM domain include start and end dates, an
actual arm variable, a death flag, and a date of
death variable?

— Are the domains missing the EPOCH variable?
— Did the sponsor include the trial summary domainse

— Does the AE domain include a treatment emergent
flag?

« Duplicates Duplicates -

— Do any of the datasets contain potential duplicate
recordse

— How will these duplicates impact analyses?

sBusiness &Decision
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Review Questions (5) Huse”

« Term Matching | [

— How can you efficiently review coding qualitye

— Was an adverse event mapped to the appropriate
dictionary term?

— Was the disposition term reported using the
appropriate dictionary term?

— Did the sponsor use the term “Other” appropriatelye

« Standard Unifs J

— Did the sponsor use standard units?

— Pidfghe sponsor use the same units for each type of
este

— Did the list of stand units submitted by the sponsor
match the data?

sBusiness &Decision
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Review Questions (6) Huse”

« Safety Population | |

— Are there population inconsistencies between the
SDTM data and the study reporte

— Are there any subjects who were randomized but not
treated?

— Are there any subjects who received a treatment that
was different from their planned treatment?

 Race and Ethnicity | 1

— How does the sponsor indicate race/ethnicitye

— Where is the detailed information about
race/ethnicity located?

— Are there any subjects who are missing race or
ethnicity data?

sBusiness &Decision
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Review of the Complementary
Capabilities of each AE Analysis (Pnuse

Identify possible safety signals by looking at risk differences and relative risks at
the PT and SOC levels

Drill down from the SOC level to see what PTs are driving each SOC and Jreview AE Risk

check to see if baseline characteristics have an effect on risk estimators Assessment

" Adverse

Event Easily follow a potential signal across multiple levels of the hierarchy in MedDRA at a
this combined view. Identify any DMEs that occurred in the study Glance

Flow

Drill down to the specific patients for which a signal exists and determine
if an AE coincides with any other events/exposures Patient Profile

Determine if similar AEs have been split across SOCs to identify specific medical
conditions or areas of interest

=sBusiness & Decision
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Thank you

London, UK, 19 MAY 2015

(Shuse”
sBusiness & Decision
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Peter van Reusel | COO | T. +32 476 545 917 | peter.vanreusel@businessdecision.com

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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