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Real-World Evidence — What Is It and What Can It Tell Us?

Rachel E. Sherman, M.D., M.P.H., Steven A. Anderson, Ph.D., M.P.P.,

Gerald ). Dal Pan, M.D., M.H.S., Gerry W. Gray, Ph.D., Thomas Gross, M.D., M.P.H.,
Nina L. Hunter, Ph.D., Lisa LaVange, Ph.D., Danica Marinac-Dabic, M.D., Ph.D.,
Peter W. Marks, M.D., Ph.D., Melissa A. Robb, B.S.N., M.S., Jeffrey Shuren, M.D,, J.D.,
Robert Temple, M.D., Janet Woodcock, M.D., Lilly Q. Yue, Ph.D., and Robert M. Califf, M.D.
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harmonisation for better health

GCP Renovation  worrrooucts / &

ICH Reflection on “GCP Renovation”: Modernization of ICH E8 and
Subsequent Renovation of ICH E6

ICH is inviting public review and comment on a reflection paper on Good Clinical Practice (GCP) "Renovation”, which contains the ICH
proposal for further modemization of the ICH Guidelines related fo clinical trial design, planning, management, and conduct. The scope of

the proposed renovation includes the current ES General Considerations for Clinical Trials and further revision to the E6 Guideline for
Good Clinical Practice, which is already undergoing modernization with the recent production of ICH E&(R2)

00

The reflection paper is available for download via the following link:

* Refiection paper on GCP Renovation
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CDISC & Health Care

Achieving Interoperability

BRIDG

Controlled Terminoclogy
THERAPEUTIC AREA STANDARDS & QUESTIONNAIRES
CDISC SHARE

. Foundational Ssandands I Cata Exchange N serantics

2017/03/24 13
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reviews/p-drugs/0003.html
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» |jisedaiPT@pmda.go.ip

Mayumi SHIKANO, Ph.D.
E-mail: shikano-mayumi@pmda.go.jp
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@ Sharing Clinical Trial Data: A Proposal From the
International Committee of Medical Journal
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E8 Modernization & subsequent E6 Renovation
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..., these stakeholders conveyed concerns that the current ICH E6
guideline fails to sufficiently recognize variations in the level of risk
for participants in different types of trials and allow corresponding
flexibility in managing the risks.

SRBTYA O OMRICSINT HWMERE(OTT IRLBUANINDYRIE+RC
BHERSNTURW ! EDESBRYAVICHIRTIRREZHETETLRL !

Another major concern was related to E6’s limited scope.
It was felt that a guideline entitled “good clinical practice” should
more holistically address the planning and conduct of clinical trials.

GCPIZAI—T'hV3k\) | SBRDEHE PR EE E oL BIEMCIRIAEE !
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Randomized Clinical Trials —

Removing Unnecessary Obstacles

Christina Reith, M.B., Ch.B., Martin Landray, M.B., Ch.B., P.J. Devereaux, M.D., Ph.D.,
Jackie Bosch, M.Sc., Christopher B. Granger, M.D., Colin Baigent, B.M., B.Ch.,
Robert M. Califf, M.D., Rory Collins, M.B., B.S., and Salim Yusuf, M.D., D.Phil.

n engl j med 369(11): 1061—1065 (2013)
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CDISC: Overview, Strategy
and Roadmap,
Focusing on Academia

Dr. Rebecca Kush

Clinical Data Interchange Standards Consortium (CDISC)
Founder President and CEO



CDISC: Overview, Strategy and Roadmap, Focusing on Academia

AMED-UMIN-CDISC Symposium

Rebecca D. Kush, PhD
Founder and President, CDISC

Tokyo, Japan
24 March 2017

How Important is Metadata?

Time D F
9/23/99 02:01:00 121,900,000 143.878
9/23/99 02:17:23

Time D
19990923 05:01:00 | 196,200,000
19990923 05:17:23

Slide developed by David Christiansen, DrPH
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In this case $125,000,000
Mars Climate Orbiter

Scientists expected data

in S| Units (International Standards);
By mistake, they received data in
Imperial Units...

The Orbiter crashed.

Mars Orbit M/D/Y HH:MM:SS PDT | Distance (miles)
Insertion Burn (Earth Receive Time, 10 (miles/hr) | (Pounds)
min. 49 sec. Delay)
Begin 9/23/99 02:01:00 121,900,000 12,300 143.878
End 9/23/99 02:17:23 9,840

Mars Orbit YYYYMMDD EDT Distance (km) Speed Force

Insertion Burn (Earth Receive Time, 10 (km/sec) (Newtons)
min. 49 sec. Delay)
Start 19990923 05:01:00 196,200,000 5.5 640

Finish 19990923 05:17:23 4.4

Slide developed by David Christiansen, DrPH

11-11-11

05-17-14 17-05-14

@ cDisc
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What is Metadata? Why Metadata?
Why Standards?

What is CDISC? Why CDISC?

@cpisc

Do you need standards?

If you said Yes! to
any of these — you

need standards!

—me and

high quality '
saia [N —
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Do you need CDISC?

N vina nood to

Sl I you said Yes! to

acquired

another any of these — you
need |
community-wide
standards!

data to'the US PeSCAroT pauents and
FDA or to partners)? investigators?

PMDA?

@ cpisc

Clinical Data Interchange Standards Consortium

= Standards Development Organization (SDO) developing
global consensus-based standards focused on clinical
research and its link with healthcare

= Founded in 1997 (all volunteers); incorporated in 2000 as a
non-profit charitable organization 501(c)(3)

= Today > 420 member organizations of varying types

= Partner with other SDOs (e.g. ISO, IHE, HL7) through Joint
Initiatives Council for Global Harmonization

a CDISC Standards

= Support all types of research (academic, public health, interventional)
= Suite of harmonized standards, protocol through analysis and
reporting
Include links to healthcare through EHRs/eSource
Enable innovation and streamline research processes
Save resources and money
Enable data sharing/aggregation
= Facilitate data exchange among tools

= Now required by FDA and PMDA for eSubmisisons
@ cpiscC

‘WHEN CLIIIICM.‘RESEARCH
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Members by Industry

Academic Institution: 1%
BioTech: 5%

Consulting: 6%
Technology Service

Provider: 33%

CRO: 26%

Medical Device <1%

Government: 2%

Healthcare Provider: 2% — Pharmaceutical: 19%

NPO: 3% Other: 3%

@coisc ettt et ——————

The CDISC Vision: Informing patient care and
safety through higher quality medical research

Mission: To gm. i £+ 8 12 or e 2 bt places .. SRR M OMRERY < €O | st . joso
deveIOP and .chSC Strength Through Collaboration sibeclle  Cortat  Grestespccomnt Logh
support global, e 12
platfo”n- Mbout=  Standards+  Patnerships - Ressurces-  News-  Education -  Events=  Membership -

independent data

standards that
enable information
system
interoperability to
improve medical
research and
related areas of
healthcare

Standards bring order to complexity

® coisc e
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@ cDisc

» CDISC has established worldwide industry standards to
support the electronic acquisition, exchange,
submission and archiving of clinical research data and
metadata to improve data quality and streamline medical
and biopharmaceutical product development and research

processes

+ Consensus-based development

- Standards are freely availably at www.cdisc.org

* |P Policy ensures open standards

@cpisc

CDISC Standards Development Process

\ m:ep{us&u.ﬁnpm.w - ‘\ SHARE Metadata

\ Identity Review Team, Submit Examples
9, Infiste Education Course

High Level

of

IN— 3, Controlied Terminalogy
M \ Draft Standard

h— ‘\ Draft Education Materials
\— 9, Draft TA Specification

Stage 3a

MRC

'\’ Draft Standard & Edu Course
\ Copy Editing & Publication

\ Draft Standard Package & Edu

Committee Check \\
%\, Censider Transiation Requrements \ms ficat
\MEM_ ing & Publicaion
Committee Check

This task map is to be used in
conjunction with the Standards
Development Process Guideline.

06

\—\ﬁmws‘m \— 2\, JIRA Issue Tracker
[N %\, Confirm Comment Resolution — N, Discussien Forum
\— 3, Final Education Course

Governance Body = TLC-GC or TAPSC
MRC = Modeling Review Council
SRC= Standards Review Council
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Achieving Interoperability

BRIDG

CLINICAL & NON-CLINICAL RESEARCH

HEALTHCARE Healthcare Link
Submission/
Patie".t’ Protocol Data Collection 1‘:.‘!!1}22 F:m?r:
= BN
Healthcare Link udybesn pegy @BClab Define SN

Controlled Terminology
THERAPEUTIC AREA STANDARDS & QUESTIONNAIRES
CDISC SHARE

. C D I S C I Foundational Standards I D:ta Exchange I Semantics

Foundational Standards

* Provide support for beginning-to-end research

= Structured Protocol Development (Protocol Representation
Model — PRM and Study Design Model — SDM)

= Clinical Trial Registration - CTR

= Data Collection (case report forms and lab data) by individual
patient (Clinical Data Acquisition Standards Harmonization —
CDASH and LAB)

= Aggregation and Tabulation across patients (Study Data
Tabulation Model — SDTM)

= Analysis Dataset Representation Model (ADaM)

= Transport of clinical research data (Operational Data Model —
ODM, CTR-XML, SDM-XML and define.xml)

* Apply to common data across various types of
research (interventional, observational, etc)

@coisc -
—————————————————————————————————————————————— |
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o FAEBRD v I R QBETTFHTAITHESERY 31 FeubLEL
- 1~ 10 B %

7Y —7—FTEHR

Glossary

] 1|2 (|3]|[a
FRBBaL v
” =R P
o BEEOH IS
e 50 7 seiin ACFONYMS,
7)-7-FTHE & Ly = % s 0% 4R i H
» > & s . Abbreviations,
el x < I+ < =g=
L and Initials
[T e Srere
e = i : AT .
50 M Sl = £ mEBREN
Y I 2} Al (0] action letter.
& b3
Ix o & A |F FOF 4 —q
il | o o ® activation,
R ) £ $an A s
P [ admission criteria,
il R (= TR S R
SN = = EDAEFE
= adverse drug experience.
3 U &
N R E R (ADR)
23 U ook -BF-G8  adverse drug reaction (ADR).
ks A IERIEEE R E HEFE (AD
; \ 7 adverse event (AE).
Ll F G H 1
& K L (¥ N [} HEPR
adverse experience.
P Q R s i
Th7r<sb+8 U Y w X Y

@coisc —— O R Ol O S O OSSN D e

CDISC Protocol Standardization

3.1. Summary of Study Design

This is a prospective, randomized, double-blind, double-
dummy, placebo controlled, forced-titration, Tulticenter,
parallel group trial. Stage | or Il hypertensive patients, age 18
yearsiof age or older, who meet alf other inclusion and
exclusion criteria and successfully complete the placebo run-
in period will be randomized at the site level.

Degree of Structured
Configuration  Population Plind Metadata
) disease
SLI[JJHC:&IIQH description
description “Meta” Information Content

about Content
Subject age description |Age 18 years of age or

older
Configuration Parallel group trial
Population disease Stage lor ll
description hypertensive patients
Degree of blind Double-blind

Much More Useful!

® coisc e
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Protocol Representation Model

Key Sections
* Clinical Trial Registry Data (CTR)
* Inclusion/Exclusion Criteria
 Study Design (SDM)

= Time and Events

= Arms and Epochs

» Clinical Study Report, Publications and
Submissions re-use most of this

information
(See the SDTM Trial Summary Domain)
@coisc
CTR-XML
Registration Auth.
SPQ?sor — ////
Harmonized |
a Ql Message
Clinical Trial
“Write once; use many times." “Harmonise where possible.”

@coisc
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Basics of CDASH
| Harmonize with SDTM for traceability
|I Use CDISC controlled terminology

y

Provide best practices and implementation
guidelines ]

@coisc :
——————————————————————————————————————

CDASH Metadata

CDASH Version 1.1
SDTM or
CDASH BRIDG . CRF Completion
Question Text Prompt Variable Definition Instructions Information for Sponsors Core
Name
3 What 15 the Adverse Event AETERM PerformedObservation | Verbatim (1e., mvestigator- | Record only one diagnosis, | In most cases, the verbatim term | HR
adverse event Result value* reported term) descnption SIgn or symptom per line (1., mvestigator-reported term)
term? of the adverse event (e.g., nausea and vonuting will be coded to a standard
should not be recorded m medical dictionary such as
the same entry, but as two MedDRA, WHO ART, after the
separate entries) data have been collected on the
L CRF. The coded data will be
stored m field(s) not defined by
H Y. e
Standard data collection metadata for commonly s CDASH.
e asi r *See the BRIDG model for
uSed CRFS. . Ifadi it complete path.

Which questions should be asked on each CRF

How the questions should be asked £ form, eplaciag
Value lists used for responses -
Variables that are harmonized with SDTDM

et recorded as the
outcome of the event. The
condition that resulted m
the death should be

recorded as the event

Do not use abbreviations

@coisc i
———————————————————————————————————————————————— |
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Adverse Event Form (ACRO) P S s e

CID=F_AE, Repesting= Vs

e
D= FG_COMMON Subject 1D # l_ _
e | | oo
© Adverse Event Number 1
= e arisaced s advecss sverts o Uit: GLNGVES ] headache
== e Adverse Event Term
Adverse Event Erert o, —
[Repast: - Adverse Event Start Date 2005-10-11
low=1o_ae Adrerse evers |
- prd FEEE Adverse Evert Stop Date 2005-10-13
AESTOTC 1 Eljan = . .
Atore 0G| - Adverse Event Continues o
- - L -+
Mok gprvectin st contiing  [Code Ut CL_NOVES 3] Adv

T (oo o csoves sl
“s"'." — Code List: CL_NOYES
Code List CL_AE_SEVERTTY 3]

en maty

Basics of the CDISC Operational Data
Model (ODM)

Transport: Acquisition, archive and interchange of
metadata and data for clinical research studies

ODM metadata carries an audit trail (provenance)

for 21CFR Part 11 compliance

ODM-XML for CRFs, CTR-XML, SDM-XML,
define.xml, dataset.xml are all based on ODM,
which is based on XML (another open standard)

* Vendor neutral
* Platform independent
+ Flexible - organizations can add their own “extensions”

@ cpisc
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Modeled Domains - SDTMIG v32

|Ht‘_rv—nti__@ """'_ﬁncﬁnis_ﬁ \L Eﬂf[fclzile 1

[_—_—_—con —. —— p—— E ———— l [ _Dsath_Detatls = Demographics _j
[___Exposure___j ;Il;:flusion}Exclusion Criteria No _lizt ] r: _: Immunogenicity f:_ [_____ Comments ____j
%bﬂfz; UI% ___ Labs ___] [ Mlcroscoplc Findings [:Eh;ect Eleme :i]
xposure as Collecte —— — - — | ————
[__Procedures ___] — Physicai Exam — ] l _ Morphology [—__ _ Subject Visits
S — - Questionnaire ] [ _p_ ductive System Fmdmgs ———— —: —
Events j o SubjectCharacterlstics:_j | SubjectStatus | LRGI Ips }
_ [ VigSigns || Tumorldentification | | ——————— ;:_i
— - — | [ suepqua. |
Adverse Events L  Drug Accountability B ] r TumorResults | f_f—_—RE—LREC__—:_
E_—DISWTOH—_j E_E M:crobmlogy Speclman - } L _Dlsease Rasponsi__ _: _
- - Mlcmblology Susceptlhillty = I — T_ial DGSlgn
r Medical History j — — F | J
- PK indings About | —
—_— — —— M :J g r Trlal Elemanbﬁ —‘
[ Deviations | | PK Parameters | e — ———
e — Ti
e o] L] | -

— | SkinResponse | ~ TralVisits _
" Healthcare Encounters | _ 'I'rial Inclusion/Exclusion
_"_ ) Tnal Summary_ __

@ cpiscC

'_ il‘nal Disease Assassmentg

Critical Terminology Services

— FRE /" Loine

€ CDisC i
| l MedDRA

\_ MeSH

ENTERPRISE
E\,\[VVOCABULARY < Ds
/ = SERVICES :
NCI Terminology .
FoA |

Controlled
Vocabularies

EUROPEAN MEDICINES AGENCY q’hE

SCIENCE MEDICINES HEALTH

. C D | S C http:/fwww.cancer.gov/cancertopics/cancerlibrary/terminologyresources/cdisc
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CDISC Therapeutic Area (TA) Standards

« Extensions of Foundational Standards to support over
therapeutic areas, nutrition, vaccines, etc.

* Now developed through collaborative Coalition For
Accelerating Standards and Therapies (CFAST) Initiative

« Over 30 TAs affecting well over a billion people

HifTHEA ERGERREESHN

Pharmaceuticals and Medical Devices Agency

« PMDA participating through J-CFAST

Gathering public comments from medical societies such as
Japanese Circulation Society, Japanese Society of
Nephrology, Japan Diabetes Society, Japan College of
Rheumatology, Japanese Society of
Neuropsychopharmacology

+ To contribute to the globalization of the CDISC TA Standards
©coisc (_EA_S_I

ADAS-Cog Variability CRITICAL PATH

Across Organizations URL i

CDISC Alzheimer’s

Coalition Against Major Disease Standard Now
Diseases (CAMD) Available!

Nine sponsors with failed
Alzheimer’s studies of 100-200 & “It is all about the data and

patients each how you can gain maximum
: utility and insight from data. In
Data standardized and fiwh sk
aggregated (CDISC Alzheimer's 8 9 V!J’Of R ma-ny .a d _are
disease TA) being shared, but in differing
& formats, CDISC standards
Now over 6,000 patients worth of if. provide a faster path to gaining
data available for researchers those insights.” -Enrique

worldwide ;
Aviles, CTO, C-Path
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CDISC Shared Health and Research
Electronic Library

End Clinical Research S .
Users- E:'t;rarl:l mu:aps are SHARE pl"OVIdeS
Apps 3 ad  orr immediate access to
TN ) curated, computable
" XConfomen CDISC Standards to:
ac CDISC 7 ;

e X * |mplement standards in real
slibuil= = SHARE e time and/or as ‘packages’
EcosYStem .::;lmgen BC EVS JIRA
Tools ol @i = Enable exchange of health

research data

* Reduce costs through

canEEETE increased automation and
Therapeutic Areas, Questionnaires, CRF development
=2le o = Comply with eSubmission
: requirements for FDA
Foundational Standards !
PMDA

@coisc

CDISC - Standards from the Start
(quality, speed, provenance)

| 1=
CTRXML — e
_ " Protocol, CTR,

ST PRM, SDM

" — == SDTM

ODM-XML - — . = Tabulations

and Audit e
Trail : |

\\\\\\

Data Capture

e e e v

QolidulE ] Analysis
and Audit
Trail Datasets

Database

@cpisc
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Gartner-PhRMA-CDISC Project

* Business Case for using CDISC standards
Summary:

= Using CDISC standards can save significant time
and cost, especially when implemented in the
early stages of the study (case report form,
protocol)
= Opportunities for an additional impact on clinical research
* Increased data quality
- Data integration / enhanced re-usability
- Facilitate data exchange with partners
* Enable software tools
* Improve team communication
+ Facilitate regulatory reviews and audits

@coisc

Value of Using Standards Continues to Increase

Quantifying the Value of CDISC
Standards Implementation

1 (Cycle Time Savings) 2014 BUSiness CaSe

® AnalysisiReporting

= Study Conduct
o Study Stant-Up

Current Landscape
ST 2014

Study Complexity

15 4

Cycle Time in Months

# Datapoints

0+

and cost metrics will A

@coisc Gartner

2007 CDISC Business Case

Time/Resources

Cost of Research

@coisc
——————————————————————————————————————————————— |
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CDISC Global
Implementations

HEALTHY BIRTH,
GROWTH & DEVELOPMENT

USING CDISC TO SUPPORT THE HEALTHY BIRTH,
GROWTH, & DEVELOPMENT KNOWLEDGE INTEGRATION

Tom Peppard, Certara LP

Strength in standardisation: developing
CDISC standards for malaria

WorldWide Antimalarial Resistance Network
(WWARN) and CDISC are working in partnership to
develop the first malaria clinical data standard
which will facilitate alignment of electronic
acquisition, exchange, submission and archiving of

clinical malaria data collection.

@' CDISC Implementation at ACTG
NIH/NIAID/DAIDS Networks
Benefits of Standardization Heather Ribaudo, PhD MPAACT
Stephane AUGER Director of Biostatistics and Programming o HIV VACCINE

Center for Biostatistics in AIDS Research
Biostatistics Department at Harvard
TH Chan School of Public Health

PACTG Juncr

Head of Data & Information Management
Danone Research based in Paris, France

HPTN

HIV Prevention

QA

—  Tricls Network

mmm

Strength

| @coisc

Achieving Interoperability

Healthcare Link

. Protocol
||

Healthcare Link

PRM
Study Design

Controlled Terminology
THERAPEUTIC AREA STANDARDS & QUESTIONNAIRES
CDISC SHARE

I Foundational Standards I D:ta bxchange I Semantics

@ cpiscC

B CDISC 2016
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eSource Data Interchange (eSDI) Initiative

« Purpose: FDA initiative to facilitate the use of electronic technology in
the context of existing regulations for the collection of eSource data in
clinical research (2004-2006)

Note: eSource pertains to collecting data electronically initially through
eDiaries, ePatient Reported Outcomes, eData Collection, EHRs

+ Overarching Goals:
= To make it easier for physicians to conduct clinical research,

= Collect data only once in an industry standard format for multiple
downstream uses, and thereby

= Improve data quality and patient safety
* Product from multidisciplinary team:
= eSDI Document
= 12 requirements for eSource
= Available at www.cdisc.org/eSDI-document
* Formed the basis for the CDISC-Inspired Retrieve Form for Data
Capture (RFD) IHE Integration Profile

@coisc

Healthcare Link and eSource Data Collection:
Synergistic Standards Available

TR B

Healthcare Research

«EE

iHE

eS Integration | @ CDISC

Docu Profiles ODM
EH (e.g. RFD)

CDISC
SHARE

Learning Health System

) Feedback Loop
@ cDisc

CCDA or FHIR
SS-MIX

/

[ eArchive at Clinical Site ]

@ CDIsC oDM
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EHR to Electronic Data Capture (CDASH)
‘with IHE Retrieve Form for Data Capture (RFD)

LA T TY irs ] §o-
pemns ..

See the
keyCRF
video by
Landen
Bain

on the
CDISC
Website.

TEXT E@

T= —

=
Document "1
Paper Data Collection

LX)
questionnaire CDISC ODM Server
Qs

* CDISC ODM extended with GUI elements

* When an ODM is created, the QuestionType attribute is added to every

IltemDef object in ODM
¢ Platform-agnostic, rendered appropriately for each device
¢ Used in EHR-enabled research study in four EU countries

@cpisc

CDISC ODM
Extension
Enables

— eSource

Data
Collection
from Patients
Via

Smart Phones
or Tablets

——
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Information from healthcare
(private, aggregated)

Healthcare to enable research

Research

*Discovery of new therapies

*Understanding diseases

*Testing/comparing therapies (CER)

*Assessing efficacy

*Monitoring safety

*Understanding responses
(genomics, biomarkers)

*Public health/quality evaluations

*Post-marketing surveillance

*Quality healthcare
*Informed decisions
*Personalized medicine
*Patient safety and privacy
*Public health

*Improved therapies
sEfficiencies/reduced costs

Research findings

to inform
\edthcare deci;ioy

©coisc

.

CDISC is about “SMART Data”

« S uitable
P *M eaningful
NP - A ccesible
2 A
PAY R eusable
\ \(,
) -T rustworthy

Efficiency is Optimized by Using Standards from the Start

— 44 —
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Key Messages

- Standards streamline research processes from eSource
through reporting/submission, while allowing innovation and
creativity.

» CDISC has a full complement of research standards, from
Protocol (and EHRs) through Analysis and Reporting for
core data elements (Foundational Standards).

» The therapeutic area standards will augment/complete the
CDISC Foundational Standards.

+ The greatest benefits are reaped when CDISC standards
are used from the start of the research project (build quality
in at the beginning).

* The best standards result from having the most global input

during their development — please join in and get involved
with CDISC!

@coisc
I ————————————————————————————————————————

For more Information

* Websites

www.cdisc.org
www.unlockcures.org

« Annual Report, Standards, Profiles
* Education: Learn CDISC from CDISC

. “B2E Course” Developed with Academic
Research Organization Council (Japan);
. Classroom and Online Courses

« Japan Interchange: June 2017 in Tokyo, Japan
 International Interchange: November 2017 in Austin, TX

@coisc .
———————————————————————————————————————————— |
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Traceability End-to-End
Quality Improvement

Provenance
Speed o
P CDISC is more than
Standards! Enablers
Process Redesign
Patient-focused

Workflow Integration

Resource Savings

Fi

‘oY Jy ” - J I -

Y= 1alaFldal~™1aldallad~TalIalalalT—~dlals!

 lanaaras=-inspireaqd innovation
|

Strength (hrough Collaboration

@cpisc
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» CJUGHEE

- CDISC and CJUG History in Japan

> CDISC Japan User Group {&#%IX
CJUG*)JH%%I F—L5I/FrERl teE
- CJUG ADaMF— L

- CJUG CDASHF—Ls

> CJUG PRF—L

> CJUG SDSF—AL

> CJUG SDTMF—L
> CJUG SENDF—L

> CJUG@’HF&EEJQ*-}
» CJUGRWLYVEDHEE
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CDISC Japan User Group
(CJUG)#EE

CDISC and CIJUG History in Japan

Jun CDISC 11t Japan Interchange
m © P g Mar 13" CJUG Workshop

Jun  @cpIsC 10" Japan Interchange p1ar 120 cJuG Workshop

Nov @cCDISC JP Training Courses
Jun 8" CJUG Workshop

/\

2007

: rd

|~ May @CDISC 3 Japan Interchange .

2006 | CDISC ond Ja Dec 4" CJUG Workshop

pan Interchange

e €

2005 _ Dec 3 CJUG Workshop
|~ Jun  @cDISC 1st Japan Interchange

2004 Jan 2" CJUG Workshop
L

2003 | ., CJUG (JCG) formed Apr 15 CJUG Workshop

J3C formed

Inauguration
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CDISC Japan User Group & filE

(2017/2/1H]%E)

164

|| 50 s 108
consH_pe Jseno [ s0s o]

594 384 184 424 124 164%
63% 39% 20% 43%, 16% 169%
TPrimary 1

CUGBIER F—L3/FRA HE
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CJUG ADaMF— L jE St =2

Activities of CJUG ADaM team

S¥E (2016Q4~2017Q3) DiESEN XX > )\—60%88
i

T—Y1: BhERY - BRAE

> —<2: TA Standards

T—3: EFNY—)L - YOOREFE

T—X4: HEEENT/BHEEBICHITIREZR

T —5: BRARFEIEEREE R

T—X6: X< HDEEFTDADaM/(F—>

F—X7: BRI FEDOEFT —F1ERL - 12HE(CD

WT
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Activities of CJUG ADaM team

TDtiES)

» FEFFE (2015Q3~2016Q3) DREEYIICEIL T
- PhUSE SDE (2017/4/14) TERZXTFE

- SDTM vs. ADaM
- Oncologyf#tf (C45b LTz ADaMD#&5d

- ADaM IG v.1.0HA&3E:
- Public review (~3/3) #7, mLXIEH
- Translation Plan (COP 007(C#ES)
» Global Communication/& &}

- EEEBDOREYDS 5. RWEICIRD TLBREDICDULTIE. AEH
ADaM team (it F7E
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20174 E CDASH;ZEFHI =

AEBRECTOCDASHO—fLZ RIEA . 2017/04/01
CDASHF—L&AD4:# A L. COASHF—LDFEBDE L
FUUGEL T A DA LZE B IELI-EEZETI.

F—LBRRUSTF—LLEBBR

A7 Avi8— (* :CJUGEH RS ME)

Y—F—Ln #wE+ RE #Zx BH S@x hE #% BE  FER L5 f5*
mik = SHE IERS fER S5 Hep A&
Hep "1 BRE BEF WH A% B R#E

EMT—V . YIF—L

O CDASH#EMLDCRFZ173" DYERL E=E:FHSA ERY)—k: EHSA
O CDASHORMEM-EALOAvrDHE  EERBBSA EAY—F:AESA
O QART—i 3> &CDASHEE X JBHPSA ERV—F:EBSA
0O CDASHfZ:HE RE.BiacA ERY—F:BEEBZA

O CDASH Version2.08&R RE SESA ERY—F: EHSA

W . el ey
 CDASHEZHE &8

v — | ey

HL s

BUGEUTOEARMNRIEAEOHE MCDASHIWH I 2B MER _OMS/ER M REH
LE1-TD NEOIBIRFE AN —2AEOREELAILE -IERUNEE . IRIRER AT E R,
< d-H-JI—-TOHES -CDASHIF2/(— bDE L ROATYT % RIER I BB DOHREE
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CJUG PRF— L EEHEE

PRF—L®DES

CDISC CTR-XML Specification (Draft
Version 1.0)ICDUL\TDO#HZE

— CTR-XMLO BRIZETHATREMEIE ?
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e Sub-Leader: Manabu Mizobuchi

CJUG-PR team update 0 Novz0ie

» CTR-XMLO B RIZEITHAIREMEIZDLNTHR

- IWEDRIE

- Plan& & UResult&Paper (F&30) DR AT (+AEEL\RIRE (/3T
r—a - NAT7ADMBE)ERLVEHEIT HRNIC

- BERBEL AN DERATITANUFLLY

c PANEE BAFBRDIATOTOLIANEFLSh,
TEREBEEZEOHRALGT—ATIHERIEHTESIE

c EEBBARR PRF—LIZEITETA ANy avEEzED,
CT{I’H‘—)AI ZIRE(BATRELEDONAEBRFEML
Tob3 - LN

5 '7—7::%@] ;n?ﬁé.fi 1

=

- BEREXMLIEB & —
CTR-XMLIE B O LE iR 5t ] E.
* FIATILRE? _“"“" N, @

Figure 1: CTR Data Fiow
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CJUG-SDSF—L F—ALRBN

» CJUG-SDS

(CDISC Japan User Group — Submission Data Standards)

» 2014FEHE

eS| »| JCG-SDTM »| CJUG-SDTM
[ [ auc-
> JCG-CDASH | ek

CJUG-SDS

CIUG-SDSF— L sehili=

1-1) Pinnacle 21 JL—)LD%EHE
- $HIL—)L : PMDADCIRDIL—IL
- DROBR . T =0 ——2 I N\DFIA
a)7 — B [RETHRBINE)L—IL
b)T—H ANTTHRBIRE)L—)L

1-2) CDISCHEIZ & RIDIERL
FHRCDISCIESENDHBE BRI

- BRNE : BH1EHR (2016/10L1FDIRR) ZRIRULIZ/(—>32>
- WRE : Y0E (CDISCERAE(ICKIZER)

X ABF— L EDESE
- PRF — L& DERRARERER
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CJUG SDTMF— LaE)iHiEs

SDTMF—LEEN B /Y

SDTMEZEOREREIRH, BREEZRDS

-REEARORERMR
CGEBREBAHEEDILENSSDTMEEZTO—EDEEXEER

SDTMZEEIZHFE//\9%E&ET S
-SDTMZEE(CHTHRB A DR A EDHET
F—LRATORERE
- RO — % 22F (CDISC Portal)

CDISCIZB T A& FTBHMDUINEF
-FDA/EMAIZBITHEFT—FHER G
- CDISC essential standard, Therapeutic Area Standard D E#1R R %
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SDTMF—LEEIFHRE (201 65F )
wwsor~ w

B Avh—ILOREEER LR RETE TS

SDTM QC SDTM®D & 8 BRI d ATipsD st

PMDA FAQ®D#& T PMDA FAQTIMELLNVEIED I

Arm/Epoch/Visit®# &t AIBIZH T HHABRIEL -5

Custom Domains®#& st £4t THERLT ACustom DomainMIEME{E DR

Creation of SDTM for ex-study ARV AREES ERRBROSDTMIZEITHEEERECTipsOFEED
Value Level Metadata®# &t MEYARKES  VIMREDOERE. TipsOFELh

RITSDTM AR #EF 7Y —YIRRIZALN=SDTMOAERL, M

CJUG WSTHR ac

State of CDISC standard Barrie Nelson(CDISC) 20171 R &4
Overview of EMA, transparency of clinical study data, Fregus Sweeney(EMA)/Enrica 20178§28%£4&
and CDISC Alteri(EMA)

AEFORBERBEISS!TET—2ERA~RELFE~ ARFERERS LROFHE  2017F2A=6

4 ) L F—5ECDSIC(RER) AMED Mk 201743828

CJUG SENDF— L& S =

3N
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SENDF—LEBHE

¢ 20165FERYIF—AICH I TEEZFMHL

SEND IG 3.10#8ER SEND IG 3.10OcETHRDFAEEFERIESR.
RS MERK
SEND/USY4RE B OSENDM ECIGORRIRBEDFS DEZRE.

EATOETEITWMERDHT. (SOTBHRERTFE)
InterchangePHASHEF R THEEIREZFIE.

DART1.0:8& AhEtERXT IGDIG DART1.00FAERLE.

SEND IG3.1tD7 — &P RDEVVERET EERD
T—REDIYE S ZAERR R

BROR/FEERARIEVTRE FEERPRDIRF ZL TLGBIZE T, BRREDEVVEZRE.
T—IEEDELW, BFICDENVEFLD.
STDMF—LZ—-F1>) THRE(128).

PhUSE. EXSUS. BASIHF S THRREFIE.

¢ 20165 EDSENDEREE)

20165%682H CDISC SEND Updateftt
CDISC Japan Interchange

%PMDAY>CDISC SENDY—4Dtzy>3> 6N

201646H29H SEND — 2D Ehae SRERICRITRERERSE. CRO,
54300 BASMHF= TR —DEDFEH —

% SENDAYN-HRZERZE, CRO. ITACY-DENTE
NOIZ THHHAPRREZ FER

20164128 178BHBFDABEDSENDM IHEIBbAENZCET, B EED
TETVBIRRTHD, 201 7FEEHBBAYCHNEPFRERZEHML TLK,
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CJUGDLH&EH

HoME

PR

About - Standacds «

IR CRIFREHT

. C D I SC Strength Through Collaboration

Subscribe

Partnerships « Resources « News - Education = Events = Membership «

J3C-CJUGHERL B ¥

* 3¢, HELICIUGTHRRLL

AL TLE Y

- AL,

CIUGH

He (BHE & BmE)
2014 R O CIUG Workshop T

Healthcare LinkTATIR

Presentation Slide of 2014 CUG

Introduction of COISC SHARE

FFEREFIR
wEEH

w4
Workshop

201 IR CIVG Workshop T3 E

SHARET RS- Helthcare Lin

Presentation Slide of 2013 (UG

Introduction of CDISC SHARE

201 2ER) BT IUG Warkshop TS

SDM XML?

Presentation Slide of 2012 CUG
Introduction of SOM-XML

201 VIR B UG Workshop'
PRMTIREEE

Presentation Slide of 2011 CUG

Introduction of PRM

e

2013
Waorkshop
w01z
Waorishop
RER
2011

Workshop

e

CIUG_PR_2014Workshop.pdf

CIUG_PR_2013Workshop.pd!

2012J0G_workshop_PR_20120327.pdl|

2001_workshop_ PR 1L~ pdf

Contact  Create an Account  Login
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CIJUGDARESN

CDASH
— PURGE I ) i
TLOISCCDASHIL 1, T 2003 AR
LA ). A poster shawing Beture vishon around COASH, which was used in "CRC 2013 JCMI013PosterC UG pdf
Arikata Kagl®
EHSEE T~ fe1z0am.pdf

LI =HE R eRCnEYEE o —+Em

mz CNSCITRT S 77— el
2 Aquestionnalre and results in “CRC Arkata-Kalgi™
F012pat

CRFEE 20023 CRC)

mz I Mealomappt

L A paster i
[MISTICAIG:
COISC standards 7. COASHTCE
~ COASH_ iy
[Cagaat =5 (2]
[MISTICAUG
COMSCRR RN T COASH — L TG FH
¢ RO015. 047
A summary bor COASH and CDISC.
[MISTICAUG-COASH_drat@ao12-04-27_5
B pptx
COASH UGT BB AN
0=t m TR TAR IR ST CIUG-CDASH_fissen_LIGT R
G LG R w13
A DASH UG. This for COSEC for_Workshopd012.ppt
weskshap 2012,
WEL. OF CROGELO BRI TSN R
EEEDT A ETVCDASH_
A CDASH, whi d with Eat)
PN pat
collaburation Lo APUA srdd JROA
el
THEINLOT, BE
& COASH-HL—
CDASH COASHE —Z w0
Amateriats in Japanese can be wsed for COASH training. This COMSH- L —=
coAsH
for each domain.
COASHERA T M, H(ZSoTMERRITOIR

14, COASHVLL SOTMVELZ. SDTMVL:

CHIG

w0 Efeam W5 E_Fisalis
A document for anatyzing relation between COASH V1.0 and SOTM

V1.2, which b5 bocused on eress Somain comparksee in cach Class

CDASH Ver. 1.0 B 15
c Lo B TIkt 2010 /1 o) fueaoll 5

Alist of items translated in Japanese based on definition of COASH VL0

COISC COASH CRF V1 Oueks Progranss 8 popece cnacy cpr_va_pas (Z3B4EL7S Excel VBA Program (IS

Ll EMeAL TS CDISC_CDASH_CRF_Programs_SEReAS
A for COASH CRF Layout Images L Vi_opdt
showing detalled of Excel VBA the materl;

COASHIZ2E X T2 CRAAA— VD RIEM, F2A B BESHDCRF
A=UERE, Ef. SCRFLOIRE IZHE T SCoasii BORIR
ERE. 2-FUAME) B, 77 LT /0EELOT. IF

COASH CRF Layout Images DRARMICETT T Do S, 2009 CDISC_COASH_CRF_V1_0.ds

CRF layout based on COASH with annotation of COASH variable and

code list h i This fil and

it may depend on PC environment for running the macro,

COASHE SOTMDATETE (ERRIOIIT, COASH-SOTMDIRDEE G
L 2]

A document for analyzing relation between CDASH V1.0 and SOTM

VTATLAC S, COASH VL0 SDTM IG V3.1 200 IR

CDASHE SDTMC 2009 Bteam_Output_Final.pdl

V312, which is focused for comparison by each item in each domain

COASH VL0, Section]-53 T fRidie, —SEAIRT. CDASHES CDASH_STD-1_0_Secl_To_Secs,

CDASH w10 FISR LagE ot ) LR 2009 CDASH_STD-1_0_Sec1_To_Secs_IRIE—

8. paf

A supportive document for COASH VL0 section 1-5in Japanese Bi.par

COASH| BT SIREEE B2l ol AP

COASH < Fih

009 CDASH_C A S5ICDASH pdf

A guideline for CDOASH to beginner

COASHITEE 2

. BINBISHILT, SHTIRIRERLTLSCRFR

BEDMLEFTUAL 0G_CDASHZ008_FF.pdl

2008
Alist for comparing on each items in each domain between CDASH and JC6_CDASH2008_ERT40.xts

actual status in Japan pharmaceutical companies
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[LEE- =il Ea R 5]
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9 VARIABLE LENGTHS, File Size lssse. Spliting dataset, Data
slzing, Dataset-XML and Study Data Exchange Meeting In FDA
CINSC LAB Datafs LTHABRSAT Terminology. 5 € L] )
Ly TEF-IR

2012 lisas_02 _cdisc lab data paf

This docus
Terminology & $tandard Units

CIJUGDARESN

Terminclogy Mapping Method In SDTH

Hi CDISC Sl

SOTM for Analysls Besults

What is “Phi:

Heres to populate Visit Number for

Unscheduled Yisits

tudy Data Bevewers Guide

Horws to populate Trial Sumenary Parameter

Data Sicing Best Practices and Draft
SDEKML (Datazct- XML

Intreduction of FOA Review Tools

SOTMTEOCOISE Controdled Terminology ™ Mapping [~ -4 ' TRES
EfF-Io i

2013
This document describes how to pupulate the CDISC Controlled
Terminology in SOTM datasets.
SOTMICINSC [EMFLoEIINT
HEEiT-RH

2012
This document describes how to use COISC Submission Valwes In
SDTM for Anatysis esults.
“PRUSEELVIHMRIZ DO TEL AN

2013
This document describes what is “PhUSE”,
SOTME e R Vs
(LE @ LSS Ao EBRIL TMapping T S TEETR
1 2013

This document describes how to populate Visit Number for

Unscheduled Visits

Study Data Reviewer's Gulde 3
RS

Feedback of Study Data Reviewer's Guide Creation Trial and itseit.

Trial Summary Parameterl - 2L TED LM THUA L b EE
fra

This document describes how to populate the Trial Summary
Parameter

FOR/PHUSE C55 Working Group Data Sizing Best Practices

Recommendatiof £ 1 Draft SDS-KML (Dataset- XML AFLE
This document describes the introduction of Data Sizing Best

Practices Recom f FDA/PHUSE CS!

Dralt SD5-XML (Dataset-XML)
T Review Tools = U TELO B

Introduction of FDA Review Tools

-4
S

2013

lisas_03_terminology_mapping pdf

lisas_O4_submissionvalues_v1.0_Sup.pdf

lisas_06_phuse_for_distribution.pdf

s _07_visitnum svvs domain.pdf

Hsas,_09_sdrg_v1.1.pdf

Hisas_11_trial_summary_parameter_v1.1.pdf

Hisas_12_sctm file size isue updated_vl.0.pdf
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ADaMEADaM 1G0T 1) ADaM
. This booklet titled “ADaM for Beginners in Jap " (herelnafter called “this document™) Is a hand book on 2013 hendbook v.1.1.pdf
version 1.1
ADaM (Analysis Dataset Model) by Japan User Group ADaM.

SEND

cJuGHiH Simd (H&EE & 305

SEND G V3.0 B 155 (FRIEt LN
]

J Ton of SEND 1G V3.0(,

parallel)

SEND 16 V3.0 B #IEIR
SEND |G V3.0 A2EIR
Japanese translation of SENDIG V3.0

HFENEF
L]

and English are described in 2013

e

SENDIG v3.08 FIEIR (FRIEHEEAR) _Chapter
1-5.doc

SENDIG v3.0B #IBIR(FIRHHEZAR) _Chapter
6_l.doc

SENDIG v3.08 #IEER(FIEHHE2AR) _Chapter

6_Ldoc

SENDIG v3.00 #EEIRFEIEHHEZAR) _Chapter

T.doc
SENDIG v3.08 #1558 _Chapter 1-5.docx
SENDIG v3.08 #EEER_Chapter 6.docx

SENDIG v3.08 #1EER_Chapter 7-8.docx

CIJUGDARESN

» ERI=TELT7 IV EATEET
» FEEURLICTARKF

https://www.cdisc.org/j3c-cjug
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Else If OSEFSdata f% ) 2 % = "HR" and OSEFSdata. Bl{+ = * Then ARMCD = "INDFAIL" |Else ARMCD = SUBSTR{AML201_161209. JE8E3 ) S5 8Y,
Else If OSEFSdata /% ) X7 = “SR" and OSEFSdata.FI{$ = "A" Then ARMCD = "HR-02A" |1,1)|["-"||SUBSTR(AML201_161209.}6E 5 HER ,1,1)
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WBC, Hb, Pit, U>/ (R, FhER, aPTT, PT-INR, Fib, Alb, CK, AST, ALT,
ALP, yGTP, Cre, UA, #8L-Z50—JL, Na, K, Mg, Ca, iP, T-Bil, Glucose
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Y - Internet
, Stepd - Step5 ._
FW T 1
- Step2 .\I 0 Step3 --- : i
BFnL7 | |1 BcP | sprm : :
I Sy .
| ssmx |1 =22 :
' oo A i
] . 1
1 L 1
1 : '\ . 1
i o N _: ______ _} _| ________ il
Stepl -F=-=-==_ |
| : ) API: application program interface
a AN 1
APl : ZBAFTE : LOINC : BCP: business continuity plan
* SDTMIEDES 21—V : | | RYEXT | | PV: parmacovigilance system
ISR E ! =N | | FW: firewall
1
\ s
H U sxmpemin £smEmt> S5
URL -Mi
Lo SStoS (ss-Mix to SDTM)
Mesod Step 1:
URL Pa_sdr_ns HpBzd— R, JLAC10, LOINCORYE>DF—=T )
e R (%) —> ABFE
= patients[]=[string]
» loincs[]=[string]
Optional: Step 2

» page=[number] default:1
® per_page=[number] default:10,000
Example
patients[]=xxb222&date=2017-2-22&loincs[]=1751-7
Success Response
Content:
[ {"patient_id":[string], "Ibdtc™:[date], "Ibloinc":[string],
"Iborres”:[string], "Iborresu™:[string], "Ibomrlo™:[string],
*Ibornrhi”:[number], “Ibstresc™.[number], "Ibstresn”:[string],
“Ibstresu”:[string], “Ibstnrlo™[string], “Ibstnrhi*:[string],
"Ibnrind":[string], "order_number":[string]}]

Example:

[

{"patient_id": “"xxb222",
“lbdtc": “2017-82-22",
"lbloinc“: "1751-7",
“lbnrind": “LOW",
“lbstnrhi®: S,
"lborres": “3.8",
“lborresu®: "g/dL",
"lbornrlo™: "4.1",
*lbornrhi*: "s.1",
“lbstresc": 38,
“lbstresn™: 41,
“lbstresu®: “g/L",
"lbstnrlo™: 51,
“order_number": “0DR222"}
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Step 3:

SDTMHAES 1 —IRSTVICAPIY—)\—DSDTMF

—SERORE (F by E138)
LOINCO— R{3+5(LBLOINC). £Eifis - BisZz bk Lz

EBR - FIRMES SR EBURTOREEDOBHZSD

Step 4:

APIH—)\—Y 1 RDAPIRE (¥)

Step 5:

PV (Z2MWBEE> A5 L) ORE. BRTT.

HHEIREE
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