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Disclaimer

« All information provided in this slides is provided for
information purposes only

* Views expressed in this presentation are those of the
speaker and not necessarily of Novartis
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Agenda

« eCTD

« Data Standards
« Deliverables

« Meetings to Discuss Data Standards With the HAs

e Submission Process
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Acronyms

ICH

FDA
CBER
CDER

(0]]
BIMO

EMA
CHMP
PRAC

CAT

MAA

CP
DCP
MRP

NP

PMDA
MHLW

International Conference on Harmonization of
Technical Requirements for Registration of
Pharmaceuticals for Human Use

Food and Drug Administration

Center for Biologics Evaluation & Research
Center for Drug Evaluation and Research

Office of Scientific Investigations

Bioresearch monitoring

European Medicines Agency

Committee for Medicinal Products for Human Use
Pharmacovigilance Risk Assessment Committee
Committee for Advanced Therapies

Marketing Authorization Application

Centralized Procedure

Decentralized Procedure

Mutual Recognition Procedure

National Procedures

Pharmaceuticals and Medical Devices Agency

Ministry of Health, Labour and Welfare
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CFDA

CDE
eCTD
NDA
ANDA
BLA
IND
DMF
SEND
SDTM
ADaM
SDSP
ARM
SDRG
ADRG
GCP
GLP

China Food and Drug Administration

Center for Drug Evaluation

Electronic Common Technical Document
New Drug Application

Abbreviated New Drug Application
Biologics License Applications
Investigational New Drug

Drug Master Files

Standard for Exchange of Nonclinical Data
Study Data Tabulation Model

Analysis Data Model

Study Data Standardization Plan
Analysis Results Metadata

Study Data Reviewer’s Guide

Analysis Data Reviewer’'s Guide

Good Clinical Practice

Good Laboratory Practice
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eCTD
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CTD: an ICH Harmonized format
for submission to Competent /

Regulatory Authorities

. Not part
\_ of the CTD
Regional ‘
administrative
information

Module 1

'
.
.
.
L]
.
i
) Non-clinical ]
/ overview : it
Module2 / : Cllnlc?|
/ 1 overview
! \
T R \_The CTD
Quality overall E Non-clinical E Clinical )
summary ' summary X summary
1

Quality Non-clinical Clinical study
study reports reports

Module 3 Module 4 Module 5

The CTD triangle. The Common Technical Document is organized into five modules. Module 1is

region specificand modules 2, 3, 4 and 5 are intended to be common for all regions.
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eCTD advantages

« Supporting a better, more comprehensive review
* Providing for a more effective review process
* Promoting standardization

* Promoting operational efficiency
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eCTD in US =TD)/A\

« The eCTD is the standard format for submitting

applications, amendments, supplements, and reports
to FDA's CDER and CBER

« After the dates listed below, eCTD requirements for
submissions to CDER and CBER will go into effect
and submissions that do not use eCTD will not be
filed or received

v’ May 5, 2017: NDAs, ANDAs, and BLAs
v’ May 5, 2018: INDs and DMFs

Please refer to the eCTD Guidance for the complete details to meet the eCTD requirement
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eCTD in EU G

« Since June 2003, applicants have had the option of
submitting an eCTD in parallel with the paper
submission

« Timeline of implementation of mandatory use of

eCTD format for regulatory submissions

Jan 1, 2009: Centralized Procedure (CP)

Jul 1, 2015: New MAA* in Decentralized Procedure (DCP)

Jan 1, 2017: New MAA* in Mutual Recognition Procedure (MRP)

Jan 1, 2018: All regulatory activities in European procedures (DCP/MRP)
Jul 1,2018: New MAA* in National Procedures (NP)

Jan 1, 2019: All regulatory activities in National Procedures (NP)

NN

*MAA=Marketing Authorization Application
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eCTD in Japan 'ﬂnda

« Japan began accepting eCTD submissions for
marketing applications in 2004. Paper copies of the
submissions were also required

« Regulations changed in 2009, and paper replicas of
Modules 3, 4 and 5 were no longer required if
applicants submitted an original eCTD

* With the requirement to electronically submit clinical
study data, all necessary documents and data in an
application, in principle, should be submitted in

accordance with eCTD
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eCTD in China

e 20104E09 H 25 : = THECTDRE AR G225 miE M IR & Bl
FFmp)EE  (EeZihiE[2010]387 %)

e 2010509 H30H: HxEE M4 mNEEH kM (UbFZMRCTD
BB R BOEHE B ER))

« 2010-10-11: SFDA issues Requirements on Application
Dossiers in CTD Format for Pharmaceutical Products

o 201743 H23H: (b, SEmhelEr, SEZGMEFEME B T/ES
WAE AT
..... DU et BRAR S, INRHESEEE B EARSTRY (eCTD) R4 E WA LI LT #4518
W LR ...
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Data Standards
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Study data for submission [FD/A
to CDER and CBER

« CDER and CBER strongly encourage IND sponsors and NDA
applicants to consider the implementation and use of study data
standards as early as possible in the product development life
cycle so that data standards are accounted for in the design,
conduct, and analysis of studies

« Sponsors whose studies start after the dates listed below must
submit data in the data formats supported by FDA and listed in

the FDA Data Standards Catalog

v’ Dec 17, 2016: NDAs, ANDAs, BLASs, and subsequent submissions to these types of
applications

v' Dec 17, 2017: INDs

For exemptions and the definition of “study start date”, see the Guidance for Industry, Providing Requlatory
Submissions in Electronic Format—Standardized Study Data (PDF - 131 KB)
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Current versions of data ST9)/A\
standards
* Currently supported study data standards:

v SEND
v SDTM
v' ADaM

v' Case Report Tabulation Data Definition Specification (Define-XML) for the metadata that
accompany SEND, SDTM, and ADaM datasets

 These study data standards were developed as part
of a collaboration between FDA, CDISC, and other
stakeholders

For detailed CDISC submission instructions, see the Study Data Implementation Guides

PhUSE Single Day Event 2017 U NOVARTIS
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Updates of data standards [FID/A

« FDA has the following procedures for updating
standards

v" FDA will periodically publish its intent to begin supporting new standards and new
versions of current standards

v FDA will give at least one year’s notice before a new version of a standard is required
v For entirely new standards, the notice will be at least two years

v" FDA is supporting efforts to develop clinical terminology standards for particular
therapeutic areas within the SDTM. The SDTM will be updated periodically to include
new and revised standards for specific therapeutic areas

To learn more about how FDA identifies and develops study data standards, see CDER Study Data Standards
Research and Development.

PhUSE Single Day Event 2017 U NOVARTIS
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There is a need to define data
formats

« CDISC recommended but not mandatory yet

v Data shall be published in the format they have been submitted and evaluated - no
conversion of formats

v" Data should be human readable and searchable, with consistent formats

v Patient-level data should be accompanied by associated documentation that allows a
rapid and clear understanding of the data and how to process it. This documentation,
which includes metadata, should ideally be machine readable

v" Formats should be chosen so that data is readable with open source, non-proprietary
software: It would be easier for Industry in general if these requirements are the same as
FDA’s

To learn more about the EMA’s recommendation of study data standards, see Final advice to the European
Medicines Agency from the clinical trial advisory group on Clinical trial data formats

PhUSE Single Day Event 2017 U NOVARTIS

18  Business Use Only



Formats recommended

. SDTM, ADaM and Define-XML is recommended is for all these to be submitted
to the Agency

. SDTM-annotated CRF would also be very useful for data re-analysis

. Harmonization of formats such as CDISC SDTM and ADaM is desirable. This
exercise shall be progressively implemented in a collaborative way between
CDISC and EMA to ensure consistency and versioning control

. It was acknowledged that CDISC implementation guides can be interpreted in
different ways by Applicants, therefore EMA and FDA requirements in relation to
these guides should be consistent

. EMA guidance on formats may not follow the evolution of CDISC modifications at
the same rhythm if it imposes too much burden on applicants. This will reduce
the potential for re-formatting should a newer version be required

PhUSE Single Day Event 2017 U NOVARTIS
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Initiation timing of £rda

submission of e-study data

« The initiation date of submission of e-study data is
October 1, 2016

 There is a transitional period of 42 months from
October 1, 2016 to March 31, 2020

v" PMDA accepts the legacy submission and partial data submission (hybrid submissions)
during the transition period

2014 | 2015 | 2016 | 2007 | 2018 | 209 | 2020 | 2021 | 2022 | 2023-

Apr 27 Oct1 Mar 31
AN EE N EE NN E NN N N
42 months of the transitional period

Notification on Practical . o ,
) i This notification will apply to products for
Operations of Electronic Study _ S
Data Submissions bublished on which a new drug application is made on
P or after October 1, 2016.”
Apr 27,2015

PhUSE Single Day Event 2017 d NOVARTIS
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After April, 2020 £rda

« All required study data need to be submitted in
CDISC format

 No waivers are allowed on this point
« Studies in legacy format need to be converted

« Closed or completed studies will require data
converted to CDISC-compliant if study meets e-study
data submission criteria

PhUSE Single Day Event 2017 U NOVARTIS
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Data Standards

e 20164207 H29H : BERT RAImK IR E B TIE
HARIEFEAES (20164E561125)
v EPR ORI EANMIANEEFDA, H AREZ IEIT e ZE A (PMDA) CRF5s il R 13842
%6 CDISCHRERI 4048, 7] WCDISCHRME Bk Sk S 2INY I IA TR0 32, ol
I AR I e E R B ES”

V'O T R iR IR A B LA M Gt AT RO R RN, AR AR G BT, AE
B2 B RS R, ISR F CDIS CHn s A2 i A Bt e Fn o3 A £5c e g

To learn more about the CFDA’s technical guide of study data standards, see 2016455112 5 £ 5
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Deliverables

focus on data and programming related deliverables
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Deliverables

SDSP

Annotated CRF (pdf)

Source and Analysis
datasets:
SDTM/ADaM (xpt)

Pinnacle 21 checks

SDRG/ADRG (pdf)

FDA

v" Should

Mandatory

Mandatory since

Dec 17, 2016 for
NDAs/ANDAs/BLAs

Mandatory since
Dec-17, 2017 for
INDs

FDA specific rules
(FDA rejection
criteria not yet
implemented)

v" Recommended

PhUSE Single Day Event 2017
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EMA

v Not routinely
requested

v" Not routinely

requested but
CDISC format

recommended

v Recommended to
use FDA rules

v" Not routinely

requested but
recommended

v

PMDA

Preferable

Mandatory

Mandatory since
Apr 1, 2020

PMDA specific
rules (PMDA
rejection criteria
implemented)

Mandatory

CFDA

v' Mandatory

v" Recommended

v Recommended to
do the same as for
FDA
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Deliverables

FDA EMA
Define-XML v Mandatory v" Not routinely
requested but
recommended
Programs v" Should for the v" Not routinely
programs used to requested
create the ADaM
datasets
v' Should for the
programs
associated with
primary and
secondary efficacy
analyses
Site inspection v OSI BIMO clinical v Listings (PDF)
data and listings (similar to FDA) and
(PDF) corresponding data
in XLS

PhUSE Single Day Event 2017
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PMDA CFDA

v' Mandatory v Not yet Required

but require a text
file containing brief
introduction of the
deliverables to
describe what is in
the package

v Mandatory for the

programs used to
create the ADaM
datasets
Mandatory for
programs used for
analyses

Listing summary of v' Self-inspection
# of patients having  v* Source data listings

at least 1 AE with by site on-site
suspected inspection
relationship to study

drug by site
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Meetings to Discuss Data
Standards With the HAs
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Meetings with FDA

« Type A Meeting

v
v

Help an otherwise stalled product development program proceed
Occur within 30 days of FDA receipt of a written meeting request

 Type B Meeting

v

<N X

Pre-IND meetings

End-of-Phase | meetings

End-of-Phase Il and Pre-Phase Il meetings
Pre-NDA/BLA meetings

Occur within 60 days of FDA receipt of a written meeting request

« Type C Meeting

v Any meeting other than a Type A or Type B

v

Occur within 75 days of FDA receipt of a written meeting request

PhUSE Single Day Event 2017 U NOVARTIS
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Data standards discussion [EPy/A

« Sponsors and applicants may use established Type B
meetings to discuss the SDSP and to raise data
standardization issues (if any) related to NDAs and
BLAs

v" Initial discussions about which data standards to use for study data should take place as
early as possible during drug development, especially for safety data, but should in any
event occur no later than the end of phase Il

v Discussions about nonclinical SDSP may be initiated at the pre-IND stage and should
continue throughout development

v In general, Pre-NDA/BLA meetings is considered too late to initiate data standardization
discussions

PhUSE Single Day Event 2017 U NOVARTIS
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Data standards discussion [EPYA

« Sponsors and applicants may also request a separate
Type C meeting to discuss substantive data
standardization issues for NDAs and BLAs

v' E.g., a sponsor’s desire to use a therapeutic area standard in SDTM format that is not
currently supported by FDA

v The request should include adequate information to identify the appropriate FDA staff
necessary to discuss the proposed agenda items

« Sponsors and applicants may submit technical
guestions related to data standards at any time to the

technical support team

v Contact CDER at cder-edata@fda.hhs.gov
v" Contact CBER at cber.cdisc@fda.hhs.gov

PhUSE Single Day Event 2017 U NOVARTIS
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Meetings with EMA G

« Pre-submission meeting (6-7 Months before
submission)

v Discuss final practical & regulatory aspects of upcoming application

v’ Clarify application-specific issues not addressed on the EMA website

v Useful step to ensure that application will meet all requirements for validation

v' Strongly recommended, even for experienced users of the centralized procedure

v' Reconfirm various administrative/procedural/legal issues; requirements may have
changed

* Pre-submission meetings are the best opportunity
for applicants to obtain procedural and regulatory
advice from the Agency

PhUSE Single Day Event 2017 U NOVARTIS
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Meetings with PMDA £rda

« The applicant must discuss and confirm with the
PMDA on the scope of the submission of electronic
study data and the planned date of a new drug
application, in principle, at the meeting prior to pre-
NDA consultation and also by utilizing clinical trial
consultations and consultation on data format of
the submission of electronic study data, if necessary

PhUSE Single Day Event 2017 U NOVARTIS

ssssssssssss



Meetings with PMDA £rda

«  Clinical trial consultations (roughly $1,400 to $70,000)

Pre-Phase | consultation
Pre-Early Phase Il consultation
Pre-Late Phase Il consultation
End-of-Phase Il consultation
Pre-NDA consultation

N N N SR

 Pre-NDA consultation
v PMDA will not discuss the contents of the data

v PMDA will confirm whether the results of the consultation on the data format for the submission of
electronic study data correctly reflected

» To confer with the PMDA on the scope of the submission of
electronic data of ISS/ISE, applicants must use the clinical trial
consultation, not the consultation on data format of submission

PhUSE Single Day Event 2017 U NOVARTIS
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Meetings with PMDA

« Consultation on data format meeting (free)

v Anytime from beginning of Phase |l to a few months prior to NDA

v" Provide the necessary explanation for violations for the submission of electronic study data
v' Confirm the details of such datasets, including file types to be submitted, etc
v

Sponsors or applicants can request multiple consultations until data submission

+  Preliminary meeting (free)

v Usually 1 to 3 months before NDA

v" Final version of Attachment 8 (Supporting Document on Consultation on Data Format of Submission of
Electronic Study Data) has to be submitted

e Attachment 8

v' Reflect the results of the consultation on the data format for the submission of electronic study data

v Should be submitted when sponsors or applicants apply for the Pre-NDA consultation
v" When the NDA is submitted, the PMDA will check submitted data based on the Attachment 8

PhUSE Single Day Event 2017 U NOVARTIS
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Meetings with CFDA

o P LG AR IR AT — R T 4 B LA
v NEWARIB BRI
- I E= ARG
v R AL
v FHEIEEAE

o WAL EIHEAZ TR G, RIELMPEIFEERRFN M G Y
ANEIRT B AT o3 9 LA T Ay

G RAT (Pre-IND) HE—REARSERIFIG RIS ZE, E3 AR H 15 AR 72 BI5GB BeAY FR G

IR (IND) i -- L H I A 5 R 13 i B ) HR 1

SERIIEIRE (End of phase 1) HE--CHLHEEATIGIRAFJE, JF 4 FERIIIG PRAFF JE M B2 A HR 1

seak NGRS (End of phase 1) HE--CtHETIRIRAISE, FH O 5k I HIE RAFFE M BE Y R 1

A72 (NDA)  FRIIE--SERIEIRAFZE,  FF4 AR P T FR i B Be i FR 1S

SR N N NN

24 bt o PE O -3 Y R A Y0 A i i B BG4 T) .doex
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Submission Process
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US Submission =ST9)/A\

Application  Filing/Planning Meetings Mid-Cycle Meeting ‘Ia"ap':’g Meeting  action 1'33“’
y 0 Day 45 Month5 onths oAt
T (Day 30 for Priority) (3 for Priority) (5 for Priority) (6 for Priority)

- | 9
| Pre t | 1§
Submission 1
Activities J Process | |4
- v, Sub- 1
| mission
) A 5

Conduct Review Take O.fﬁcial
| Action

B [
1 2 3 4 5 6 7

> 6
Post

| Action

Feedback

8 9 10

month month month month month month month month month month
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EU Submission

Timing Action Objective
18 to 7 months before Submission of eligibility request Provide justification and find out whether a product
submission of MAA can be evaluated under the centralized procedure
7 months before submission of Notification of intention to Notify the Agency of the intended submission date
MAA submit an application according to EMA procedural timetables
Appointment of rapporteurs The CHMP and the PRAC appoint (co-)rapporteurs
to conduct the scientific assessment
6 to 7 months before submission Pre-submission meetings Obtain procedural and regulatory advice from the
of MAA Agency (Marketing authorization application pre-
submission meeting request form)
Submission of MAA Submission and validation of Applicants should use the eCTD format and submit
the application the application through the eSubmission gateway or
web client
Up to 210 active days of Scientific evaluation The CHMP evaluates MAA submitted through the
assessment centralized procedure. The PRAC provides input on

aspects related to risk management and the CAT on
advanced therapy medicines

CHMP scientific opinion After the evaluation, the CHMP must issue a
scientific opinion on whether the medicine may be
authorized or not. EMA sends this opinion to the
European Commission, which issues the marketing
authorization. The Agency then publishes a
summary of the committee's opinion

Within 67 days of receipt European Commission decision Legally binding decision
of CHMP opinion

PhUSE Single Day Event 2017 U NOVARTIS

37 Business Use Only



Japan Submission 'ﬂnda

MHLW ( PMDA \( Applicant jy

Submission of application for marketing approval

Initial meeting

| Inquiries on important issues
\

©jep % dDO/d' 1D

"
E»'
g
2
g
g

suondadsur JINO

Expert
discussion
Complete preparation of
review report

}

Reviews by
. Drug Committees
)

Marketing approval

. N
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* The review time from receipt of an

application to approval is

v" 12 months for standard review products
v" 9 months for the “Orphan Drug Designation”

« During this review, there are two big
periods of PMDA questions

v' The first one is after Initial meeting
v" The questions received are mostly of general
nature (e.g. clinical)

v" The second one is after GCP compliance
check but before the Expert discussion

v' The questions received require a substantial
programming involvement which should be
planned ahead
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China Submission

upon compliance+

Timing

5 days from the date of receipt of application dossiers

30 days from the date of acceptance

90/80" days from the date of application dossiers transferred to CDE
30/20" days for supplementary dossiers?

20 days from technical review by CDE
extension of 10 days with competent leader’s consent

10" days from decision by CFDA

- Only working days is counted
- 1: Days after slash is for products approved of special approval process

Fomat examination Technical Review Decision
ina, by-CFDA review by delivery by
A‘t’ig'r'ﬁ? Administrative CDE+ dei::i’on CFDA
Acceptance Service ; IO | Administrative
P! Center: acceptance by CFDA Acceptance

Service Center«

Actions
Acceptance by CFDA

Application dossiers transferred to CDE

Technical review by CDE

Review and decision by CFDA

Decision delivery by CFDA

- 2: Supplementary dossiers should be submitted within 4 months from the notice
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Guidances and Support ED/A

 Development & Approval Process (Drugs)

v" Guidance Documents for Drug Applications

v' Formal Meetings Between the FDA and Sponsors or Applicants of PDUFA Products
v’ Electronic Regulatory Submission and Review

v' FDA Review Desktop Guide

« Electronic Common Technical Document (eCTD)
Submit Using eCTD

eCTD Guidance

eCTD Resources

eCTD Important Notices

eCTD Submission Standards

eCTD Technical Conformance Guide

Specifications for eCTD Validation Criteria

Recent FDA eCTD Presentations

AN N N N U N NN
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Guidances and Support ED/A

« Study Data for Submission to CDER and CBER

v" Guidance for Industry — Providing Requlatory Submissions in Electronic Format —
Standardized Study Data

Study Data Standards Resources

Data Standards in the Drug Lifecycle

Data Standards and Terminology Standards for Information Submitted to CDRH
CDER Data Standards Program
CDER / CBER Study Data Standardization Plan Recommendations

Study Data Standardization Plan Checklist Recommendations (SDTM, ADaM and
CDASH)
FDA Data Standards Catalog

Technical Rejection Criteria for Study Data

<N X X X X

Study Data Technical Conformance Guide
FDA Business Rules
FDA Validator Rules

AN NN N
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Guidances and Support

e eSubmission
v" Final HMA eSubmission Roadmap

v eSubmission Roadmap (visual representation)

v Annex 2 to the HMA eSubmission Roadmap on the implementation of mandatory use of
eCTD format for requlatory submissions

Guidance for e-submissions to EMA

The CMDh Best Practise Guide for use of eCTD in MRP/DCP
eCTD Validation Criteria

eCTD Validation Criteria Q&A

Variations in eCTD format Q&A document

AN NN N

« Marketing authorization

v" Final advice to the European Medicines Agency from the Clinical Trial Advisory Group on
clinical-trial-data formats

PhUSE Single Day Event 2017 d NOVARTIS
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Guidances and Support 'ﬂnda

 Electronic Data Promotion

v" Basic Principles on Electronic Submission of Study Data for New Drug Applications

v Question and Answer Guide Regarding “Basic Principles on Electronic Submission of
Study Data for New Drug Applications

<

Notification on Practical Operations of Electronic Study Data Submission

<

Question and Answer Guide Regarding “Notification on Practical Operations of Electronic
Study Data Submissions”

Technical Conformance Guide on Electronic Study Data Submissions
PMDA Data Standards Catalog

Study Data Validation Rules

FAQs on Electronic Study Data Submission (Excerpt)

<N X X
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Guidances and Support 'ﬂnda

 Regulatory submission

v" On the Standard Review Timeline for New Drug Applications

 Recent Presentation on CDISC by PMDA Staffs

v PMDA Update

CDISC Implementation in PMDA

Advanced Review with Electronic Data and CDISC Implementation in PMDA
Our Way to CDISC Submissions - An Update 12 Months Later

CDISC standards and data management-The essential elements for advanced Review
with Electronic Data

Overview of CDISC Implementation at PMDA
Japan PMDA and CDISC Standards

D N N NN

<

(\
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Guidances and Support

 Regulatory Guide

v Approval for clinical trials of imported (incl. from Hong Kong, Macao and Taiwan)
chemicals

v KT CTDR ARG 24 i Y A i BRI DG 35 T A 1
v B R T RAT IR R B B TAEBORIE ) IE s (20164E451125)
v 2 VPO G A A VA0 AT B FRAE (A7)
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Q&A
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