phuse virtual EU ConneCt 2021

The Clinical Data
15th-19th November Science Conference

Electronic Study Data (eData) Submission
experience to PMDA and collaboration
between Japan submission and global team

Shubhramoy Mandal
(shubhramoy.mandal@novartis.com)

Novartis




Disclaimer

» The views presented are the views of the presenter, not necessarily those
of Novartis.

» These slides are intended for educational purposes only and for the
personal use of the audience. These slides are not intended for wider
distribution outside the intended purpose without presenter approval.

» The content of this slide deck is accurate to the best of the presenter’s
knowledge at the time of production.



Agenda

> eDATA submission to PMDA - overview

» Novartis strategy for New Drug Application (NDA)
» Scope of work and challenges

» Project/Deliverable management
= Time
= Resource
= Quality
= Risk

» Key milestones of actual submission
» Learning and recommendation

» Acknowledgement
» Q&A



eData Submission to PMDA - overview

No. of eDATA submission to PMDA by Industry

Current
Year No. of submissions
‘ by Industry
12th Nov, 2020 2016 (1t Oct-) 10
Novartis project under discussion 2017 31
1%t April, 2020 2018 33
2019 42

eData submission mandatory
@ 2020/21 91 (31Dec, 2020)*

15t Oct, 2016
Start of eData submission * Including no. of planned submissions



Novartis strategy — roadmap to submission

Define regulatory strategy and scope of work —Jan, 2020

Resource and Cost Estimate — Feb, 2020

Team formation and alignment on roles & responsibility

Deliverable execution — Mar, 2020 ~ Nov, 2020

Data format consultation with PMDA — Sep, 2020

New Drug Application — end of Dec, 2020



Scope of work — components of a typical package

Metadata files are created to facilitate define document creation. These are not submitted to PMDA.




Scope of work — submission under consideration
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Scope of work — submission under consideration
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Challenges/concerns

» To achieve New Drug Application (NDA) by Dec, 2020

» Resource availability, allocation and cost management

» Largest ever data package preparation for any Novartis project submission
to PMDA

» Multiple data format and studies were conducted in different periods/years

» Multiple teams and stakeholders from different geographic locations

» Deliverable preparation risks

» Quality and Risk management



Project/Deliverable management




Time management




Time management — why so important?

-

~3 months ~6 months ~1 months ~1 month ~1 month

- Drug
: - committee  Approval
preparation reVlew '

Novartis submission scenario
Start point

Sep Oct Nov Dec
Scenario 1:

Scenario 2: X

Jan Aug Sep Oct

®
+ ¢

¥ - eData submission; < - Drug Committee meeting; 3 - No Drug Committee meeting; <) - Approval

Best case scenario: *



Time management — how?




Resource Management
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Programming and submission team
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Resource management - concern
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Resource challenge — mitigation




Quality management




Quality management - concern




Quality assurance




Risk management




Associated Risks
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Risk mitigation




Actual submission

We achieved NDA ahead of initial plan!!!

Consultation* Preliminary o Acceptance of New Drug
on data meeting for S eDATA by Application
formats NDA PMDA (Y,

Share P21 ERROR Submit final
SDTM/ADaM/Define Form A

_ _ 260¢t2020 2INov2020 12Nov2020

* 15 Apr, 2021 onwards P21 error and resolution (Form A) need to be discussed at pre-NDA meeting.




Learning and experience




Learning and experience - examples

Error explanation example

Domain/ Error

Dataset

CM

ADLB

no.

SD0035

AD0124

Issue

Dose unit
missing

Different
category
for same
parameter

Explanation

X

Eligible unit to be
selected is not part
of list of values to be
selected in CRF.

PARACAT1 has
different values to
identify Serum and
Urine pregnhancy
test.

Detailed explanation

v

For few records, the eligible dose units were not part of
codelist in CRF. Hence from site the unit variable
(CMDOSU) was reported as missing. Dose unit was not
part of any analysis and hence no impact in analysis.

Pregnancy test was performed using Urinalysis and
Chemistry. For both these tests at

source PARAMCD="HCG’. The records for these test
results were differentiated using PARCAT1="URINALYSIS’
and PARCAT1="CHEMISTRY’ respectively.



Learning and experience - examples

Form A SDRG
T4y b BT 2L DICF = v IRE([ELTAHREICF 20D Table 3-1 List of SDTM Subject-Level Domains
Dataset L ERT A~ T e LT FRELE
A A ACERFRA I T e ] .
VEREHCIE A A R L F A 4 SUPP ® S
BT 5 &, suep | B4R | Datasat - Datasot Label - i 38 1
Need to check for dataset to {28 g § &8 & g % 83
submitted % 3 8§ 3 & 3B 38
AE ® ® 0 0 AE - Adverse Events X X Events
[SE (8] 0 0 FAAE - Findings About Adverse Events X X Findings
Ig g a g g CM - Concomitant Medications X Interventions
External Dictionaries
SDTM MedDRA Dictionary (CL.MedDRA) MedDRA (151 |
define WHO Drug Dictionary (CL.WHODRUG) WHO DD (NovDTD) version 12.3, based on WHO-DDE Varsion March 2012
External Dictionaries
ADAM Reference Name External Dictionary Dictionary Version
define MedDRA Dictionary (CL.MedDRA) MedDRA (160 |

WHO Drug Dictionary (CL.WHODRUG) WHO DD (NovDTD) version 12.3, based on WHO-DDE Version March 2012




Recommendation

* Form A is a document (in Japanese) that details key summary of study/pool (e.g. compound,
study name, endpoint, population etc), data standards information (dictionary versions, list of
datasets, explanation of all error messages), data package sizes, Operating System and
Software versions used to prepare data package.
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