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Outline

» Background (Questions #1 and #2)

» E-Sub: current (Question #3)

» What’s the e-Sub future? (Question #4)

» Opportunities and challenges? (Question #5)




Background - CSR

Clinical

Study Report: required as part of NDA

submission

ICH E3

16.2.
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Guideline (adopted by listed agencies)

PATIENT DATA LISTINGS

Discontinued patients

Protocol deviations

Patients excluded from the efficacy analvsis
Demographic data

Compliance and/or drug concentration data (if available)
Individual efficacy response data

Adverse event listings (each patient)

Listing of individual laboratory measurements by patient. when required by
regulatory authorities

CASE REPORT FORMS

CRFs= for deaths. other serious adverse events and withdrawals for AE

Other CRFs submitted
INDIVIDUAL PATIENT DATA LISTINGS (US ARCHIVAL LISTINGS)




Background — CRT/eCRT

Case Report Tabulations used in US FDA

= I [folder name] Eeplace with folder name. e g, m5
= i) Datasets
= I [study] Replace with study identifier, e.g., 123-070
= I analysis Contains analysis datasets and associated files
1 programs Contains program files
(1 listings Contains data listng datasets and associated files
) profiles Contains subject profiles

) tabulations  Contams data tabulation datasets and associated files




Background — History of US FDA Submission

» Presented at C3C 2015 Q3 Seminar by Henry
Wu

o The Paper Process (1962 —1992)
-« The CANDA™ Age (Roughly 1992-1999)
o E-Sub Era (Roughly 1999-20167)
» E-Sub Era -Enhanced (Roughly 2016-?)

» Slides available at

« "CANDA — Computer Assisted New Drug Application



http://www.cdiscchina.org/

Background — CRT/eCRT (2)

» Case Report Tabulations used in US FDA
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CDISC Standard (1): End to End

Foundational Standards
PLANNING DATA COLLECTION DATA TABULATIONS AMALYSIS

CDASH Products | SEND Non-Clinical

Protocol - Products

- ADaM Products
Products e | SDTM Clinical

Products

Define-XML

SDM-XML ODM-XML DataSet-XML

Solution Kits
CFAST Therapeutic Area Products

Medical Device Products

Pharmacogenomics/ Genetics
Other Specialty Areas
Questionnaires, Ratings and Scales
CDISC-IHE Healthcare Link Products

CDISC Controlled Terminology (powered by NCI-EVS)

CDISC Glossary
BRIDG Biomedical Research Domain Analysis Model

CDISC SHARE — Shared Health and Research Electronic Metadata Repository

WWW.cdisc.org



http://www.cdisc.org/

CDISC Standard (2): Integrated

Foundational Standards Program

Protocol Team
SDS/SDTM Teams
CDASH Team
SEND Team
ADAM Team

Other Teams Structural Layer
SDTM, SEND, ADaM, CDASH ...
XML Technologies Team

[

Data Exchange Layer
XML, RDF, ...

Semantic Layer
BRIDG/Terminologies/SHARE Metadata

.

Implementation Layer

Therapeutic Area Guides.
=== | Questionnaire Guides
Healthcare Interoperability
Kits
Therapeutic Areas (CFAST) Program
Health Care Interoperability Program

http://www.cdisc.org/technical-plan

SHARE Infrastructure
The Roadmap depicts evolution from siloed standards to an integrated stack based on BRIDG-aligned
concepts and SHARE

15 PPD



http://www.cdisc.org/technical-plan

CDISC Standard (3): Interoperability

Achieving Interoperability

BRIDG
HL7 RIM

CLINICAL & NON-CLINICAL RESEARCH

HEALTHCARE Healthcare Link }

A Submission/
Patients Tabulation Publication
R Protocol Data Collection & Analyses Reporting
o
I‘I %{EE CDASH S Dataset SRRV 1])
5> BEEEm 2 > SDTM

efi
g ADaM

Healthcare Link

Controlled Terminology

THERAPEUTIC AREA STANDARDS & QUESTIONNAIRES
CDISC SHARE

I Foundational Standards B Data Exchange I Scmantics

http://www.cdisc.org/cdisc-brochure

16 PPD



http://www.cdisc.org/cdisc-brochure

E-Sub in US FDA: Regulatory Documents

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

Guidance for Industry

U.S. Department of Health and Human Service:
ood and Drug Administration
Center for Drug Evaluation and Research (CDER)
Ceuter for Biologies Evaluation and Research (CBER)

December 2014

Electrouic Submissions

Providing Regulatory
Submissions
In Electronic Format —
Standardized Study Data

Guidance for Industry

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

December 2014
Electronic Submizsions

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 Electranic
Format — Standardized Study Data

For questions regarding this technical specifications document. contact CDER. at
cder-edatai@ fda bhs sov or CBER. at cher.cdisci fda hhs zov

U5, Department of Health and Human Services
‘00d and Drug Administration
Center for Drug Evaluation and Research (CDER)
Canter for Biologics Evaluation and Research (CBER)

December 2014

sBusiness &Decision

|

BINDING DOCUMENTS



http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/default.htm

Requirement of Study Data Standards

FDA Data Standards Catalogue v4.4

http://www.fda.gov/Forlndustry/DataStandards/StudyDataStandards/default.htm

FDA Data Standards Catalog v4.4 (08-17-2015) - 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, Froviding Regulatory Submissions in Electronic format-Standardized
Study Data (hitpAwww. fda.govidownloads/Drugs/Guidances/UCM2923 34 pdf).

Standards Date Support Date Su = Date Dale
Data Exchange Exchange Development Supported Implementation FDA Begins En dgpo Requirement Requirement Regulatory Reference and
Standard Format Organization Version Guide Version Center(s) (MM/DD/YYYY) (MM/DD. Begins qu“ ds Information Sources
(SD0O) ) (MMIDDYYYY)
Interchange
Clinical study Study Data Standards
) . org -

datasets Tabulation Consortium CDER, 03152018 [1] CDISC.org - SDTW

Model (SDTM) XPT (CDISC) 1.4 3.2 CBER 1710812015 03M15/2019 [2]

Clinical study CDER, 121712016 [1]

ERaTE R Fla T B B ot - -
datasets SDTM XPT cDIsC 13 313 CBER | 120012012 | coiscor-som
Clinical study Version 3.1.2 CDER, .
datasets SDTH XPT cDIsc 12 Amendment 1 CBER 08/07/2013 -'I Ell'-'l _IIII|IIE D -'I Ei [-‘I ] 1
Clinical study CDER, .
datasets SDTM XPT CDISC 12 312 CBER 30M0/2009 £
12/17/2017 [2] |
datasets S0DTM XPT CDISC 11 311 CBER Ongoing 01281200 £
Clinical study Analysis Data CDER, 1
datasets Model (ADal) XPT CDISC 21 1.0 CBER Ongoing o ) £
Standard for
Animal study Exchange of

Aatacate Manrlinieal Mata 121712016 [1] CDISC.org - SEMND

v O XPT CDISC 1.2 3.0 CDER 0gM32011 121712017 [2]

sBusiness & Decision \ -
CDISC standards included are SDTM, ADaM, SEND, define.xml, TA and terminology



http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/default.htm

FDA Submissions using CDISC Standard

FY2013, FY2014, FY2015(Q1-Q2)
Number (20) of NDAs with
Study Data Submissions in CDISC STDM*

# of % with
Fiscal Year Submissions CDISC SDTM

2013 223 55 %
2014 233 64 %
2015 (Q1-Q2) 112 71 %

*Source: Office of Business Informatics, CDER — One or more explicitly stated
SDTM studies (or study data structure that resembled SDTM).

sBusiness & Deasmn |i)




Benefits of JumpStart

JumpStart '

Purpose Benefits for the Reviewer

®Assess and report on whether data is -
fit for purpose
* Quality
* Tool loading ability

* Analysis ability

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

.

( Z ) { |
2 s

_— e

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

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

Points you to a possible direction for
deeper analysis

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

sBusiness &Decision |



http://www.fda.gov/Drugs/ResourcesForYou/Consumers/ucm397921.htm

E-Submission in EU EMA

Publication and access to clinical-trial data, 24 June
2013

CDISC standard to be used for IPD (individual patient data)

Publication of clinical data for medicinal products for
human use, 2 October 2014

first phase, the publication of clinical data will relate to
clinical reports only

second phase, the Agency will review various aspects in
relation to IPD, including finding the most appropriate way to
make IPD available the latter in compliance with privacy and
data protection laws.

Sharing clinical trial data/ data protection /de-
iIdentification/Transparency/Independent Analysis o



Presenter
Presentation Notes
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/06/WC500144730.pdf 
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/10/WC500174796.pdf 




Legal framework and available standards

i EU data protection legislation

i Article 29 Data Protection Working Party opinion of anonymization
techniques (Opinion 05/2014)

i Information Commissioner’s Office (1CO) Code of Practice. Anonymization:
managing data protection risk

i Sharing clinical trial data: Maximizing benefits, minimizing risk. Institute of
Medicine (10M)

i Pharmaceutical Users Software Exchange (PhUSE) de-identification
standards for CDISC SDTM 3.2

i Transcelerate BioPharma Inc., Clinical Study Reports Approach to Protection
of Personal Data and Data De-identification and Anonymization of Individual
Patient Data in Clinical Studies — A Model Approach

Recital 26 gives
a conceptual
definition of
_ anonymisation
Directive Opinion

e 05/2014 an
Regulation / o \\\\ Article 29 1, *TE
45/2001 \)& Working Partm

Article 2(a)
defines personal
data and
identifiable person

sBusiness & Decision

Clafca European Data (Upcoming)

Protection National Data General F)ata
Supervisor \ Protection _—Protection \&\

—ﬁ Regulation




Japan PMDA: Method of Submission

» Data standards for submission: CDISC
standards

» Format of electronic data required for
submission

- Individual study data
» Using SDTM with define.xml

« Using ADaM with define.xml and programs for creating the
ADaM datasets

—- Electronic data on ISS and ISE

» Using ADaM with define.xml and programs for creating the
ADaM datasets

» Recommended that the applicants individually consult with
PMDA regarding what to submit

sBusiness &Decision g I
Source: CDISC Interchange Japan — Yasunori Yoshida (PMDA)




Japan PMDA Implementation Plan
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China CFDA ‘
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hE SRR EIEEMER - TRFIFR

- BERITX - C3C/ITIRAR AR AP L

o RIBIRHERER

« Rtk ENTS

- I KRS 5 !

. INEFK : 1+2+3




Question #3

Requwed In Japan China

Patient
Data

Electronic
Patient X? ? ? X
Data

Electronic
Patient
Data
In Standard
Format

CSR
2004- 20157 2016- 2016-
Dec 2016 Mar 2020 20217
IPD??

“e-Submission with CDISC Standard”




Question #4: e-Sub Future - Globalized??

Requwed In Japan China

Patient
Data

Electronic
Patient X? ? ? X
Data

Electronic

Pgt&ilfgt Globalized e-Submission

In Standard Standard??
Format

“Globalized e-Submission with CDISC Standard”




Question #5: Opportunities and Challenges

» Challenges
- Chinese #1X
- Traditional Chinese Medicine (TCM)
- Talents
- Standard Eco including Tools

YDA E BRI ENESE8E TR

» Opportunities
- Late-development advantage g &L H
- From e-Source to e-Submission??




C3C/CDISC TCM Project Started

32

- Value Added

- CDISC Gap Analysis In
TCM trials

- Herb/Chinese patent
drugs/Acupuncture

- CDASH/SDTM
- TCM CT

» 2015-2017

» C3C/CDISC Fellow
Program

PPD
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Thank You!




» Backup slides
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® o o0 o Achieving Interoperability

BRIDG
HL7 RIM

CLINICAL & NON-CLINICAL RESEARCH
HEALTHCARE Healthcare Link

Submission/
i Tabulation Publication
Patients Protocol

- Reporting :

SEND

Healthcare Link

Controlled Terminology
THERAPEUTIC AREA STANDARDS & QUESTIONNAIRES
CDISC SHARE

B Foundational Standards I Otz Exchange I Scrnantics

o MU RIEMIF ( =E) - B ) cdiscchina@cdisc.org
36 PPD
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