dWNVIUANENSSUNSDIMISIAEN 4
Food and Drug Administration
LU Pharmacy Lentennial

2018 Good Registration Management
Regulatory Science
Center of Excellence Pilot Workshop

Planning of Application

Speakers:  Krisana Winitthumkul , Roche/PReMA
Kanokwon Prasitporn, Siam Bheasach /TIPA

Date: 27 June 2018



- - A3
Disclaimer Ry Sub_

The training information and views expressed in this presentation are derived from APAC,
we have adapted the case study and do not reflect the views of any other organization.

Thank You for all original source of data and presentation from APAC members

- Sannie Chong
Head, APAC Technical Regulatory Policy,Roche

- Thean Soo (TS) Lo
AP Lead, Global Regulatory Policy & Intelligence,Janssen J&J

- Rosa Fu, Eli Lilly

Thank You for our Thai working group
Wadcharaporn Pothisorn

Head, Regulatory affairs, Mega Lufescineces public co., Ltd.,, TPMA

- Thongchai Chomsiri
Assistant RA QA Mgr., Sriprasit Pharma Co.,Ltd, TPMA

- Pongparyom Pahulrat
Research and Quality Assurance section officer,Defence Pharmaceutical, TIPA

- Duangkamol Tipkate
Senior RA Specialist, Baxter manufacturing (Thailand) Co.,Ltd., TIPA

- Supattra Chirarutsami
Regulatory Affairs, RAPAT



Agenda

8:30~8:40
8:40~9:00
9:00~9:20
9:20~9:40
9:40~9:50
9:50~10:00

10:05~12:00

introduction
What do we want
What do we need
How do we do it
Q&A

Break

Case study

Krisana
Krisana
Kanokwon
Kanokwon

Krisana, Kanokwon

R sub =



Glossary

* APEC
* APAC
GSubP
IND
NDA
NGDA
POC
TPP
 TPL

* GRL

e CMC
 DCDS
* CCDS
* R&R
* CoPP

Asia-Pacific Economic Cooperation

R sub =

Asia Partnership Conference of Pharmaceutical Associations

Good Submission Practice
Investigational New Drug Application
New Drug Application

New Generic Drug Application
Proof of concept

Target Product Profile

Target Product Label

Global Regulatory Lead

Chemical Manufacturing Control
Developmental Core Data Sheet
Company Core Data Sheet

Role and responsibility

Certificate of pharmaceutical product



APEC GSubP Guideline =

2. PRINCIPLES OF GOOD SUBMISSION

1. Strong Scientific Rationale and Robust Data with
Clarification of Benefit-Risk Profile

Compliance to Up-to-
Well-Structured Submi 3. MANAGEMENT OF SUBMISSION

w N

Appropriate Cross-refe
4. Reliability, Quality, Intd
Submission Document

5. Effective and Efficient
| ———

2 P/ann/ng for submlssmn

Vith review authorities

» Provide general instructions on report/summary writing, of pre-/post- submission

compiling and submission

’ > Encourage creating SOPs nd response appropriately

»nv"m-‘c-fu“k"“ @ Quality Check timeline management
» Provide instructions on QC at writing/revision/translation for, .
v Study reports and summary documents pmongst appllcants

V' Submission dossier, Electronic dossier g model, role and responsibility of
N
m & members

=oreorerror—swerrrererral WOrking procedure and
communication platform

A ia Partnership Conference




APEC GSubP Guideline e D5

3. MANAGEMENT OF SUBMISSION

@ Planning for submission

» Start discussion on submission strategy from early stage of
product development

» Use support tools effectively e.g. check-list, template, glossary

Preparation and Submission of Application Dossier

2. PRINCIPLES OF GOOD SUBMISSION

» Provide general instructions on report/summary writing,
compiling and submission

1. Strong Scientific Rationale and Robust Data with o » Encourage creating SOPs
A Y : Quality Check
C/ar/f Ication Of Benef It-RISk me I/e » Provide instructions on QC at writing/revision/translation for,

2. Compliance to Up-to-date Regulatory Requirements v Study reports and summary documents
v__Submission dossier, Electronic dossier S |

3. Well-Structured Submission Dossier with

Appropriate Cross-references 4. COMMUNICATIONS

4. Reliability, Quality, Integrity and Traceability of € Communications with review authorities
Submission Documents and Source Data > Make effective use of pre-/post- submission
meetings

3. EffeCtive and EffiCient Communications » Manage inquiry and response appropriately

— e.qg. clarifications, timeline management
€ Communications amongst applicants
‘ p IU)AC > Confirm operation model, role and responsibility of
Bl el the submission team & members

» Establish standard working procedure and
communication platform

() APAC

Asia Partnership Conference
of i




Planning of submission = D

Purpose of planning
Give clear strategic direction for submission
Prepare necessary tools for submission

In compliance with regulatory requirements



Planning of submission
(prior to dossier preparation)

*What do we want?
*\What do we need?
How do we do it?

R sub =




Planning of submission (prior to dossier s S
preparation)

What do we want?

*\What do we need?
How do we do it?




R sub =

2018 Good Registration Management
Regulatory Science Center of Excellence
Pilot Workshop

Planning of submission
What do we want?

27-Jun-2018

Krisana Winitthumkul , Roche/Prema
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When do we start the planning for e O
submission?

Investigational New Drug Application (IND)

Discovery Pre-Clinical Phase II
Development (POC)

D6 édd -

Full Team
engaged'’
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When do we start the planning for e O
submission?

Investigational New Drug Application (IND)

Pre-Clinical Phase ||
Development (POC)

NDA
Submission

12

Discovery



o
Target Product Profile (TPP)

* Definition
* ATPP is a format for a summary of a drug development
program described in terms of labeling concepts.

* Beginning with the goal! Set the “goalposts” for what
we believe will be required to be successful in the
marketplace and thus informs our clinical development
program / other evidence-generation activities for
specific indications.

* Purpose

* Can be developed as early as the pre-IND phase

* ATPP could be prepared by a sponsor and then shared
with the FDA review staff to facilitate communication
regarding a particular drug development program.

13



o
Target Product Profile (TPP)

* High-Level TPP
e Can be developed as early as the pre-clinical stage

 Information about what any new product would have to aim to deliver to
demonstrate meaningful clinical benefit in support of a differentiated value
proposition in a disease state

* Global TPP

* The Global TPP that would apply to any new drug in an indication will be
required prior to Phase Il

» Reflects the targeted commercially viable profile
* Cover all key regions in the world

* Should change only when substantial environmental or competitive events take
place

14



o
Target Product Profile (TPP)

* Regional or Country TPP

Support Clinical and Commercial decision-making, and informs forecasts based
on current data about the asset

Defines expected local attributes of an investigational drug candidate

Based on existing pre-clinical, clinical, epidemiologic and other data available at
the time

Reflect the profile of the product most likely to launch, incorporating the latest
local information available

Be informed by the continuously growing body of clinical evidence, and may
change over time

15



TPP generation process

» IND
Discover Pre-Clinical Phase Il
v Development (POC)

Global TPP

N

Regy Country T

Early clinical data PoC study data

1
1

P —

ot el —
I

16

Full Team engaged*



R sub =

EXA MPL E

Date Completed:

Target Product Profile (TPP) Template

PARAMETER Expected Profile of Target Product

EFFICACY
Reflects the profile
SAFETY/TOLERABILITY of the product most
likely to launch,

DOSING & ADMINISTRATION incorporating the

latest data from all

MARKET ACCESS, -
REIMBURSEMENT & PRICING f unctions

OTHER PARAMETERS

17



p—
Key consideration of TPP 2

* Can include low, mid, high case in the global TPP for different potential
clinical outcomes.

* Possibility for regional/country specific ones

* Global TPP will not be changed frequently unless significant change
happened such as regulatory environment change

* Regional/Country TPP can be changed based on the accumulation of
clinical evidence



o
Target Product Label (TPL)

* Begins by capturing categories of claims, but, does not define exact
language to be used, supported by proposed and/or completed clinical
protocols

* Evolves into claim language representing the best understanding of what
to expect to use in materials based on prospective label

* Ends in claim language which is “ready to use” in materials- refined and
specific based on anticipated label

e Used to create the Developmental Core Data Sheet (DCDS), then, the
Company Core Data Sheet (CCDS)

19



e O
TPP/TPL generation process

y IND
Discovery Pre-Clinical Phase Il
Development (POC)

N

Regiﬁcountry TP

Early clinical data PoC study data

ANDA

Submission

20



Organizational preparation

» Key regulatory related functions:
* Global regulatory lead

Submission management

CMC

Regional/Country team

Regulatory strategy team

* Labelling

* Other important functions:
 Commercial, Safety, Medical, Clinical, PM

R sub =

* The level of involvement is increasing with the progress of development

21



Pre-Clinical Phase Il
Development (POC)

Submission

Global Target Product Profile
N N
| |
Regional/Country TP

All regional teams

Core team members are
driven by the clinical and
regulatory activity

1
1
I
1
! Target Product Label (TPL) Approval
i Core team E Full team i
Lo GRL e GRL !
Global '+ Submission Lo Submission Management !
‘ Management \ +  Regulatory strategic team !
Regulatory . CMC * . CMC !
1
Lead (GRL) *  Selected regional team *  Labelling !
y |
1
1
1

Full Team engaged

1

Activity Level

22



i
Organizational preparation

Global Target Product Profile
N

0 0 IND A NDA
Pre-Clinical Phase Il i
Development (POC) : *
| Submission

N
| |

All regional teams

Core team members are
driven by the clinical and
regulatory activity

I
|
: Regional/Country TP Claims for
| Target Product Label (TPL) Approval
i Core team E Full team i
0 GRL  +  GRL i
®@oigatal - i/tljbmlssmn ! *  Submission Management E
Rdedliatoey i C'\:réagement * *  Regulatory strategic team !
Lead (GRL) *  Selected regional team : (L:a'\gglling i
I
. \

Full Team engaged

1

Activity Level
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o
Apply the concept to New Generic

* Prioritize Potential Medicine
* Prioritize Target product ( Patented expired)
e Capability of the Manufacturer equipment
e Capacity of the Marketing and sale team
* Plan for Bio Study required

( BE Study, Biowaiver)
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Organizational preparation for NDA

M

IND 4+ NDA

Pre-Clinical phase Il ;
Development : *

Global Target Product Profile
I I

| | H
Regional/Country Claims for

| Target Product Label (T| Approval
| Coreteam ! Fullteam v ;
= GRL GRL
Glabal *  Submission Subm M
Regulatory . mﬁmﬂm Regulatory strategic team
Lead GRL) Selected regional tzam oMC g

| Core teamn members are
| driven by the dinical and

Full Team engaged

Activity Level
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i
Organizational preparation

NGDA= New Generic Drug Application

New Drug New Generic MPA T APatent
A ’ . expired
:
Submiss'ion
and
. . . q Aprroval
Organizational preparation for NDA Global Target Product Profile
i IN # NDA N N
" ——
< e Launch Regional/Country TPP
GIobaIJarget Prodgct Profile 3 g PrOdUCt La u n C h
Regichal/Country Th i for »

Target Product Label (Tl
v Full team Approval

. Company Strategic team ( Owner, R&D,MKT, PD,QC/QA,
Purchasing, RA etc.)

*  R&D formula & analytical dev

*  Country Regulatory Leader

* CMCTeam

*  Submission Management

*  BE/PE study team ( if applicable)

Global " Smimnbsion * Submission Management
Regulatory .
Lead (GRL)

Full Team engaged

Activity Level

Target Product Label (TPL) &Claims for

S © B

Full Team engaged

Activity Level

26



R sub =

Planning of submission (prior to dossier
preparation)

*What do we want?

*What do we need?
How do we do it?
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2017 Good Registration Management Regulatory Science
Center of Excellence Workshop

Planning of submission

What do we need?

27-Jun-2018

Kanokwon Prasitporn
Director, Regulatory Affairs
SiamBheasach/TIPA Thailand




s O

Good Submission Practice

Good Registration Management

Expedite access of safe, efficacious, high quality new medicines for patients

Enhance efficiency of NDA review

*NDA & New generic drug

Good Submission
Practice

(GSubP)

Review Authorities . Applicants

® Improved transparency, predictability and ® Reduced number of critical deficiencies
timeliness of review ® Decrease rejections




Good Submission Practice = o &

The goal of

Good Submission Practice is to
enhance efficiency and quality
of medical product registration
process which leads to
enhance early access to these
products by patients.

“When you put it like that, it makes complete sense.”
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Good Submission Practice Guideline 3=

Section 2 - Key Principles of Good Submission

= (Clear story, Strong Scientific Rationale and Robust Data
with Clarification of Benefit-Risk Profile

= Compliance to Up-to-date Regulatory Requirements

= Well-Structured, Clear & Concise Submission Dossier
with Appropriate Cross-references for ease of review

= Reliability, Quality, Integrity and Traceability of
Submission Documents and Source Data

= Effective and Efficient Communications

(with FDA & internal organization)




Good Submission Practice Guideline 3=

Key Principles of 8 Good Submission
Clear Story and Rofionale of Bergfit-Risk Profile Besed on Scientfic Evidence:

A good submizsion has clear story and rationale with robust scientfic evidence as well as
integrity, relevance snd completeness of technical data.

The nature of the benefits and types of risks shoald be clarified with sound evidence.

Good Subnussion Practice
(GSubP)
Compliores to [p-fo-dare Regulotory Reguirements: Guideline for Applicants
A good submizsion is mads in compliance with the op-to-date regulations nationally and

regionally. In addition, it should keep reazonable conzistency with internationally
harmonized regulatory standands.

Well-Storucrured and Reviewser Friendly Submission Dossiar:

A good submission will e made with well-soacmred dozsier complying with the reguired
format in that econanry. For ease of review, 1t 1= encouraged to make each technical amd
sunumary document clear, concize and use appropriate cross-refersnces in the dossier.

APEC RHSC
Reliahility, Quality, Incegrity and Traceability of Submicsion Documients and Sonrce Dada:

A good submizsion is mads ensuring the raliability, quality, mtegrity, and traceability of

information snd data described in submizzion docoments and source data.
e ot
3 : L B . . o ERAQ IR LN
Effecmve and Eficient Communicaions (with the Review Auwthorifier and within the ‘&?ﬁ%‘%ﬁ%ﬁ
Applicants’ Organization): i ‘.-?E{%\zéﬁ‘}
RO AP S
A good submizsion can only be achisved by keeping affective and efficient ',(“‘ W R§é‘\‘;y§
. - . - - W DS AST
communications with the review authorities throughout the product development and w
registration process. In addition, good communications within the applicants”
organization(s) are exzential for successful submizszion and spproval.
“When you put it like that, it makes complete sense.”




Good Submission Practice Guideline ¥~

Section 3.1 - Planning for Submission
= |n order to plan and manage an application submission
efficiently, applicants are recommended to prepare and
use the following tools.
= Checklist
= Glossary
= Template
= Timeline Table




Good Submission Practice Guideline 3=

31 Planming for Submivion

Proparatics for application nobesizzion usmlly starts with plineorg phago. As noded,
sabmaission for prodisct regitration genarally takoes place in tha last stage of langthy prodoct
devalopment process. Even 5o, applicants need to inftixde discussions on submission strategy
from am sarly stzge of product developenant and establish 2 clear srategy for submission.
Clamficazion of prodwet profils is 2 critical part of such srategic discossions. For that porposa,
S0mE cOmpaniss MEe 3 documant so-called “Targed Produs: Profile’, 2 summary formma: of a o ]
drug dsvelopment progress dsscribed & temms of labaling concepts Good Subnussion Practice
1t & alen impartas for applicants o smdy and odarstand the wp-to-dade regalatory standamds, o (GSubF) .
swidelines and reglations in sach stagp of product developmant, and coaduw:t clinical and Guideline for Applicants
mox-clinical sudic: in compliance with tham. 1 chould e noted that progress has heen mada
in ragulxiory conmergancs and barmonization by regiceal axd imematiceal cooparztion
scheme ameong the reguiztory aothortios, 4.2 I10H axd ASEAN pharroacaetizal
karmponization. It is necessary that applicants keep @yes on not only lecal bot also regicnal
and internztiomal stzedards, guidelings and regulatons, and updaie thed cwn submission
sratgy accondizgh:

In.ordert plan and masaps an applicetion sobmission «Sciantly, applicants arm
mcoemeaded fo prepars and mee the folloving tools.

Chock-Gee

Applicants ara encouraged 1o maks e of 2 kind of check-Hst which covars all reguired
campaeants to ba incorporated o submiscion dossier. Sock st & neednl not cely o
chock if tharg is amy missing compomant bt also to marage the whole proces: of
sobmaission proparation efficisathy

Glossary:
It & impartant 10 kesp comsirtancy of tarminnlogy used thromghomt a sobmission dossier.
Applicants are recommemdad to craate a Bt of ganomal glossany befors i=stixting I
pewperation of fechnical decumands and summarias. RRes) me"sg“' o)

Tampilase:
Tamplate: help the anthor to prepars sach coppozant document in suctored axd St =
consistent manngr. It will 2leo snhamce efficemcy of praparation. Bubexdssios with defned E >§r?ne “P‘%‘m‘é
format of technical decuments and soamaries also emabliss reviawss b parform revdew ’W‘a\.«u de

\‘
smoathly. wﬁ? §§\ab

Timeling table:
Dwelopraest and mamzgamant of timali=g iv coa of the peost importaet tacks in subsision
planning phase sspecially when the submission is perfomed by collaborabions among
Iﬂ‘ﬂ]ﬁ.pk- FEI'DDE leﬂ]]]lll.lil.ﬂﬂ It is recommemded teat HPP].I.IH.H.E Eaneraiw and hﬂip “When you put it like that, it makes complete sense.”
updating 3 tenelng table or a Gestt chart to mamegae the whels process of submission
proparation

APEC RHSC




Developing your GSubP “Needs”

Planning Your
Submission

Strategic
Planning

whers do we
want fo be?

Build/Develop
Your Tools

Your Needs: Identify

Submission Specific
Plan Needs




Developing your GSubP “Needs”

Planning Your Submission Methodology

Your Needs: :
L dentify Build/Develop
Submission Specific
Plan Your Tools
Needs
Review your product Identify your specific Needs How should you proceed to meet
development plan these needs?

Product Development Plan




Developing your GSubP “Needs” D

Planning Your Submission Methodology

1. Reference Your Product Development Plan

2. Identify Your Submission Needs

3. Specify Actions to Meet Needs
4. Identify Activity List for Each Action

5. Your Final Submission Plan




Y Commercial

+ Regulatory @« Finalize strategy ® . Plan for L e 3 .
Strategy i for health i submission i : Ve, Supply Chain
1 I
« Regulatory : ﬁ::g:ggtit%ns .« Prepare for : !
Intelligence | . Advisory I !
1 . | H |
2+ Health T hentor ,  Committee | B POST-APPVL
2 Authority 1 SUDMISSIO '« Phase Il | B POST-DEV
S meetings '+ Phasell ' deliverables ! :
> . Draf . Deliverables ! ! |
< raft : o fl  CMIC Process validation [ l
. Phase | . investigational ! ! & APPROVAL
) | plans (PIPs) : l
Deliverables . | .
1 . | [ J
: manufacturing : + Maintain License/
CMC Process : : L Lifecycle Management
development : ® : Activities
1
i : * Maintain Labels
: Align submission : + Support Phase IV
| plan with launch : commitments
® ° strategies :
EARLY DEV i * File registration |
to PH1 | i
| * Plan for health X
: authority questions !
|
: « Plan for launch i
|
° * Negotiate labels ¢



2. Identify Your Submission Needs S

/\ Your Specific Needs

1. Regulatory Strategy

Your Needs: ww -
Submission 2. Regulatory Intelligence ﬁ EE
: B

Plan 3. Draft Labeling — Safety & Effcicacy . D)

4. Health Authority Meetings
5. CMC - Quality Consideration
6. Input from Business Partners

7. Final Submission Plan

8. Health Authority Engagement Plan



3. Specify Actions to Meet Needs S

1. Review Regulatory requirements & guidance

2. Review Regulatory intelligence database
List 3. Understand Competitive intelligence
Activities . _
( ) 4. Planning for HA meetings
to 5. Form Project teams

achieve 6. Develop SOPs, WIs, processes
Your

Specific 7. Finalize requirements, request for document, samples, others

Needs 8. Finalize Dossier structure & checklist
9. Finalize Timeline Table/Tracker

,::’ *\ Strategic
Planning
Model




4. Identify Activity List for Each Action ="
| ourTeoks JBamplesotAduites

1.

Review Regulatory requirements

& guidance.

Review Regulatory intelligence
database

Understand Competitive
intelligence

Planning for HA meetings

Form Project teams

Develop SOPs, WIs, processes

Finalize requirements, request
for document, samples, etc

Finalize Dossier structure &
checklist

Finalize Timeline Table/Tracker

Review list of guidelines. Review relevant GL for project — eg pathways
(expedited, accelerated, standard, abridged, full review, specific GL)

Country specific requirements, soft intelligences, past experiences,
timelines, market information

Competitor list, competitor strategies, define own strategy (timelines, TPP,
etc..)

HA meeting template. Gathering what you need to prepare for a pre-
submission meeting, relevant GL, TPP, tentative strategy

Cross functional, communication, consulting, collaboration with project
team members to define strategy — marketing, medical affairs (RA),
logistics, CMC

Prepare, review relevant SOPs or Wis, internal GL, develop project specific
SOPS, if necessary

Using generic template, define product specific dossier structure, review
product profile, module 1, 2, 3, 4 data, country specific CMC, GMP
certification, CoPP, samples

Dossier structure & checklist to ensure all requirements compiled,
references

Prepare GANTT charts, MS project, MS excel tracking sheets



Summary - What do we need? O

Examples of Tools/Activities

List of Regulations & Guidelines

List of Country Specific Requirements
Competitors database

HA Meeting template

Project Team composition, R&R

List of SOPs & WIs

Dossier structure template

Timeline Table/Tracker

O NOUnhAEWNMRE




4a. Timeline Table/Tracker O e

Elements in a Timeline Table/Tracker

=  Management decisions

= Project teams

= HA Pre-submission meeting

= C(Clinical trial programs or BE study plan for NG
= Market definition, market intelligence

= Product profile (indications, spec)

= Logistics planning

=  Artwork, labels & inserts

= Dossier structure & development

Develop SOPs, WIs, processes

Core dossier availability

Finalize requirements, request for document, samples, etc
Country specific CMC

CoPP requirement

GMP certification — manufacturing, packaging sites
Registration samples

= Finalize Timeline Table

= Post submission elements

AN N N N N



What do we need?

“Needs” | “Tool” | “The Activiies’

¥ Review relevant GL for project — eg pathways

1. Regulatory Regulatory
Strategy requirements &
guidance
Sample strategy
du:Llnent content *  Regulatory intelligence
Executive summary database
+  Product background
information
J P'I'ﬂJEﬂ EIEC'ﬂ'E - CE-T' Etiti'U'E
regulatory strategy } ”F_.
*  Project specific plan intelligence
fior risk assassment .
& mitigation *  Planning of pre-
+ Global support plan submission meeting
+  Global climical
development
*  CMC regulatory *  Project teams
strategy
+ Listof core
docurnents
required. = S0Ps

*  Dossier structure &
checklist

2. Regulatory = Regulatory ¥ Review relevant GL for project — eg pathways
Intelligence requirements & (expedited, accelerated, standard, abridged, full
guidance review, specific GL

* Regulatoryintelligence ¥ Country specific requirements, more subtle types of
database information, soft intelligences, past experiences,
timelines, market information

s O

(expedited, accelerated, stamndard, abridged, full

review, specific GL

Country specific requirements, more subtle types of
information, soft intelligences, past experiences,
timelines, market information

Competitor list, competitor strategies, define own
strategy (timelines, TPP, etc ..)

Gathering what you need to prepare for a pre-
submission meeting, relevant GL, TPP, tentative

strategy

Cross functional, communication, consulting,
collaboration with project team members to define
strategy — marketing, medical affairs, logistics, CMC

Review relevant SOPS, internal GL, develop project
specific SOPS, if necessary

Using generic template, define product specific
dossier structure, review product profile, module 1,

2,3, 4 data

3. Health =
Authority
Meetings

Regulatory
requirements &
guidance

Planning of pre-
submission meeting

SOPs

v Review relevant GL for project — eg pathways

(expedited, accelerated, standard, abridged, full
review, specific GL

Gathering what you need to prepare for a pre-
submission meeting, relevant GL, TPP, tentative
strategy

Review relevant SOPS, internal GL, develop project
specific SOPS, if necessary



What do we need?
e 5 e i

4. Draft Labeling * Regulatory ¥

requirements &
guidance
* Regulatoryintelligence v
database
= Competitive v
intelligence
*  Project teams v
= SOPs v

e O

Review relevant GL for project — eg pathways
(expedited, accelerated, standard, abridged, full
review, specific GL

Country specific requirements, more subtle types of
information, soft intelligences, past experiences,
timelines, market information

Competitor list, competitor strategies, define own
strategy (timelines, TPP, etc ..)

Cross functional, communication, consulting,
collaboration with project team members to define
strategy — marketing, medical affairs, logistics, CMC

Review relevant SOPS, internal GL, develop project
specific SOPS, if necessary

5. Plan for *  Regulatory
submission requirements &
guidance

* Project teams

*  S50Ps

*  Dossier structure &
checklist

¥ Review relevant GL for project — eg pathways
{expedited, accelerated, standard, abridged, full
review, specific GL

¥ Cross functional, communication, consulting,
collaboration with project team members to define
strategy — marketing, medical affairs, logistics, CMC

¥ Review relevant SOPS, internal GL, develop project
specific SOPS, if necessary

¥ Using generic template, define product specific
dossier structure, review product profile, module 1,
2,3, 4 data

6. Finalize Strategy = Regulatory ¥ Review relevant GL for project — eg pathways

for Health requirements & (expedited, accelerated, standard, abridged, full

Authority guidance review, specific GL

interactions * Regulatory intelligence  + Country specific requirements, more subtle types of
database information, soft intelligences, past experiences,

timelines, market information

= Competitive ¥ Competitor list, competitor strategies, define own

intelligence strategy (timelines, TPP, etc ..}
*  Planning of pre- ¥ Gathering what you need to prepare for a pre-
submission meeting submission meeting, relevant GL, TPP, tentative
strategy
*  Project teams ¥ Cross functional, communication, consulting,

collaboration with project team members to define
strategy — marketing, medical affairs, logistics, CMC

= 50Ps ¥ Review relevant SOPS, internal GL, develop project
specific SOPS, if necessary



e O
5. Your Final Submission Plan

Dossier Plan

Final
Submission

Plan

s Timeline Tracker

— -

"B

Pl i
v



Example: List of
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Example: Dossier Checklist
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Example: HA Meeting Template

Guidance for Industry
Formal Meetings Between the
FDA and Sponsors or
Applicants

TU.5. Department of Health and Human Services
Food and Drug Administration
Center for Drog Evaluation and Research (CDEE)
Center for Bialogics Evaluation and Research (CBER)

Mlay 2009
Procedural

Revision 1

OMB Control Number 0910-0429
Expiration Date: 123172018
See additional PRA statement in Section XTI of this swidance
{(Note: Expiration date updated 3/21/2006)

*From US FDA Guidance

A3
*! Ry Sub
Meeting Package Content

1. Product name and application number (if applicable).

2. Chemical name and structure.

3. Proposed indication.

4. Dosage form, route of administration, and dosing regimen
(frequency and duration).

5. An updated list of sponsor or applicant attendees, affiliations,
and titles.

6. A background section that includes the following:

a. A brief history of the development program and the events
leading up to the meeting.

b. The status of product development (e.g., the target indication for
use).

7. A brief statement summarizing the purpose of the meeting.

8. A proposed agenda.

9. A list of the final questions for discussion grouped by discipline
and with a brief summary for each question to explain the need or
context for the question.

10. Data to support discussion organized by discipline and question.
For example, for an end-of-phase 2 meeting, this section should
include the following, if not already provided in the background
section (refer to item #6 above): description and results of
controlled trials conducted to determine dose-response
information; adequately detailed descriptors of planned phase 3
trials identifying major trial features such as trial population, critical
exclusions, trial design (e.g., randomization, blinding, choice of
control group, with explanation of the basis for any noninferiority
margin if a noninferiority trial is used), choice of dose, primary and
secondary trial endpoints; and major analyses (including planned
interim analyses and adaptive features, and major safety concerns).




Example: Dossier Checklist e S

GUIDANGE ON THERAPEUTIC PRODUGCT REGISTRATION IN SINGAPORE MOVEMEER 208
— APPLICATION CHECKLIST 2A (ICH CTD - NDA AND GDA)
APPENDIX 2A APPLICATION CHECKLIST (ICH CTD — NDA AND GDA)
This Application Checklist should be used b GUIDANCE ON THERAPEUTIC PRODUCT REGISTRATION IN SINGAPORE NOVEMBER 2016
and GDA applications only. — APPLICATION CHEGKLIST 2 (ICH GTD - NDA AND GDA)
All documents required under Module 1 mus Module 1 - Administrative Documentation
Colour scanned copy of the original docume
However, HSA reserves the rights to requey Appiicaton Type & Bvaluation Route HSA Screening
submitted scanned document is not an accu o
[Section Docusments MDA GOA
E v A v Subrrlned.;? B ks
To use this Checklist, check against the dos: Acceptable?
10 | PRISM Apphication Form [ | O 0O O
_ 1.0.1 | Section 1: Company Particulars
Note: O|lo|o|o|oOo
= Company shall be based and registered in Singapore
= Cells with [] indicate that the documents 102 | Section 2 Applcant Particulars
; -1 0 O O O O
. 3 i sek * indi = The applicant of a product registration refers to the local company that is
Cells with [] with an asterisk * indicate th applying for the product registration. The applicant company may authorise
_ - oficars, permanent employess, or desipnated external parties, all of whorn ane
= Celis without [] indicate that the docume: refemed fo as the “applicant representative”, to submit the application for
. i . product registration in Singapore.
= If a mandatory document is not included i = The NRIC/FIN of the applicant representative entered must be the same as that
for the omission must be provided in the wsed to login to access the PRISM application.
= Mote: Section 24.5 of the PRISM cation fo t entry of
Please refer to the Guidance on Therapeut] “u;p‘zm add EEE: appfication form does not support °
documents for a submission in ICH CTD for 103 | Section 3 Application Detals
Pre-filled syringes of different strengths (total weighticoncentration) are to
be subrmitted as separate product applications
Injectabde products i the form of solid powder for solution are to be
HEALTH SCIENCES AUTHORITY — HEALTH PRODUCTY submitted :I'E separate :mducn_ a::p-:.mmns if the amount of powder in
each container closure system is diffierent
ai Type of Application ] O O [m] m]
3z Type of Product O O O O O
3z Reference Product . . .
= Al GDA appfications — specfy Singapore reference products SIN O O o o
numiber.
= | GDA-2 application not submified at the same time as GDA-1
application, speciy both the Singapore reference product's and the
GDA-1 product's SIM numbers.
= Applicants should ensure that data protection is not infringed on.
HEALTH SGIENGES AUTHORITY — HEALTH PRODUGCTS REGULATION GROUP Appandix 2A - Page 3 of 34

*From Singapore HSA Guidance
** Can create timeline/project tracker from HA Application Checklist



Example: Guideline & Checklist ) O
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Example: Guideline & Checklist O s
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*From Taiwan FDA Guidance *English translation
*Checklist for bridging study evaluation

AProprietary



Example: Dossier Preparation Guidange

AProprietary

iMPRO 2 E PES

Enm#EYEEEESENEET T F/EHER
(Integrated Medicinal Product Review Office, &#8 iMPRO )

iMPRO &

2011 ¥ 6 B 1 HEREMERERSBRRFE LIE/VM (Integrated Medicinal Product Review

Office, &#& IMPRO ) IEX{M 1 - FEUARSFIEMT :

1. BEEHDNAKRREREALIY . BE2THRRERANE EmENEEE B
i - XEZ%E_% EmEYEEZESRME -
WNENBEEREZER 'eniEYEESE ) S "HEEABERERPDL,
. ﬁB&Bﬁ%’Ii%ﬁﬁ%%fﬁﬁﬁmm : 115-61 it EEEE161-255
2. PEEANK "HEERAESE  BHEETE -
3. BEEFANL "EAERE, - "EAEAENE, - DUEBCCZIES -
(AR 1005 9 H 19 HEE &S 1001405584 Si /0 &5
4. A HEIRA -
W ERALERER AN E | —1E/E -
W EARGRBEARER  —EAE -
B EAARPEAEER . —Fr=&l -

SR#HE P

*From Taiwan FDA Guidance - Guideline for dossier preparation
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RESPONSIBLE »c1yimiEs DuRATIO EY
Local RA DOSSIER SUBMISSION FROJECT DURATION

Review Regulatory requirements & guidance. 30 01-Jan-19 31-Jan-19
Review Regulatory intelligence database 20 01-Jan-19 31-Jan-19
Management decisions 30 01-Jan-19 3-Jan-19
Project teams
HA Pre-submission meeting
Clinical trial programs
Market definition, market intelligence
FProduct profile [indications] 15 14-Feb-19 01-Mar-19
Logistics planning
Artwork, labels & inserts 15 14-Feh-19 0i-Mar-19
Dossier structure & development

Develop 50F s, Ws, processes

Core dozsier availability

Finalize requirements, request for document, samples, eto

Country specific SRS

CoP'F requirement

GMF certification - manufacturing, packaging sites

Feqgistration samples 30 H-0e:e-13 30-Mow-19
Finalize Timeline Table 30 02-Dec-18 01-Jan-19
FPost Submission Elements 20 02-Dec-18 01-Jan-19

TARGET SUBMIS SION DATE @ 20-DEC-2020







R sub =

Planning of submission (prior to dossier
preparation)

*\What do we want?
*\What do we need?

‘How do we do it?




2018 Good Registration Management
Regulatory Science
Center of Excellence
Pilot Workshop

Planning of submission

How do we do it?

R sub =

58



How to interpret the intelligence into G
strategic plan
How do we do it?

Discovery Pre-Clinical Phase II
Development (POC)

Submlssmn
X months before submission

Strategic plan at various stages:

(1) Point C: Planning for submission: Consider a selected list of countries on top of ICH countries
(Factors to consider include e.g. indication, etc.)

(2) During/after Phase II: Decision to expand (consider e.g. local trials, operation feasibility, etc)
(3) X Months before submission *

(Factors to consider — see next slide)

59



Interpret the intelligence into strategic plan i
How do we do it?

X months before the submission *

1. Strategic fundamentals
(a) ICH countries’ requirements
(b) Local clinical data result/analysis
(c) CPP
(d) Country specific requirements
(e) Samples and Sourcing scenario

60



Interpret the intelligence into strategic plan i
How do we do it?

X Months before the submission *

1. Strategic fundamentals
(a) ICH countries requirements
 Why ICH? (Transparent, science-based, prior approval required (CPP), etc.)
(b) Local clinical data and/or results/analysis
(c) CPP — Exercise 1

61



Interpret the intelligence into strategic plan , __ o=
How do we do it? v

Exercise 1
(i) Trainee to list out CPP requirement in the country
* How many?
Preferred country?
Issued by country of origin or..?
At the point of submission?
* Language?
e Others?

(ii) Trainee to share the CPP requirement with two other Trainees. Is there any
specific requirement?

(iii) Together, plan the submission priority based on CPP requirements in these
countries
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Interpret the intelligence into strategic plan , .9
How do we do it?

Exercise 1 Discussion:

CPP requirement differs from country to country. Use the intelligence when
planning for submission.

____________________________________ Pbase Il data available

ICH Country Ph3 /

I EM: Ph3 non-CPP ‘
I EM: Ph3 + 1 CPP ‘

IEM: Ph3 + > 1 CPP ‘

63
|:| Submission <>A pproval dates




Interpret the intelligence into strategic plan , __ 5=
How do we do it?

Exercise 1 Discussion:

CPP requirement differs from country to country. Use the intelligence when
planning for submission.

____________________________________ Pbase Il data available

ICH Country Ph2 /

I EM: Ph2 non-CPP ‘
I EM: Ph2 + 1 CPP ‘

IEM: Ph2 + > 1 CPP ‘

64
|:| Submission <>A pproval dates




Interpret the intelligence into strategic plan , a3
How do we do it?

*

X Months before the submission
1. Strategic fundamentals

(d) Country specific requirements
(e) Samples and Sourcing scenario
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Interpret the intelligence into strategic plan Pz
How do we do it?

Exercise 2: Country specific requirements (CSR)

(i) Trainee to list the CSR in the country e.g.

- Electronic platform versus e-CTD

- CMC information e.g. formula, full stability data

- Artworks: Wording of indication, actual carton box
(ii) Trainee to share the CSR with two other Trainees

(iii) Together, share the points to consider when planning the submission
based on the CSR

(iV) Practice with the submission priorities decided and apply the CSR.
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Interpret the intelligence into strategic plan i
How do we do it?

Months before the submission *
1. Strategic fundamentals

(e) Samples and Sourcing scenario
e Ordering samples
 Shelf life remaining
e Others considerations

67



Interpret the intelligence into strategic plan , __ o=
How do we do it? v

1. Strategic fundamentals

2. Operational effectiveness

 Success factor: Two-way engagement with affiliates and cross-functional
partners

* Formal resource allocation: country specific requirement can be planned for and
requested earlier

* Improved tools and processed: Support in place for country specific
requirements

* Publishing and operations process (HQ/Affiliates)
* Pre-approval inspection

* Intent to file tracker

* Q&A/Approval tracking

* Pre-submission meeting

68



Interpret the intelligence into strategic plan , __ a3~
How do we do it? 15

Planning for pre-submission meeting
* Meeting materials availability
* Module document ordering

* Capacity awareness: Team can only address questions after responses have been
provided to ICH country

» Experience (affiliates)
 Communication plan

e Estimated timelines

 Points to consider due to limited data
» Regulatory pathway

69



Expected output — How do we do it? e

What kind of information do | need to gather?

What activities do | need to perform?

How do we do it? Case study

Strategy planning Communication with strategy planning: how to survive?
- Ways to expedite local filing
- Consider local critical impact data requirement ( COA, stability data)
- CMC review ( Chemical, Manufacturing, control)
- Country specific requirements ( monograph)
- Samples and sourcing

Operational Communicate to achieve operational effectiveness:
effectiveness - Locked in global resources of API, Excipients, Mfger/infrastructure to
support

- Ordering samples

Sourcing Readiness to market:
- Consider the manufacturing site to supply
- Pre-approval inspection

Pre-submission meeting Y, N? Communication with Health Authority
- Ways to expedite local filing 6mths accelerate& LT?
- Ways to overcome hurdles



Planning of submission
(prior to dossier preparation)

*\What do we want?
*\What do we need?
How do we do it?

R sub =




hank Youl!

R sub =



Q&A

R sub =



Case study

R sub =



o
Ms. SAKURA

Nation:

GREEN Country

Company :
Flower pharm co.

Local subsidiary
Under the Asia region head of multi-national company

SAKURA graduated from the university two years ago,
She joined the company in order to fultfil her dream
that patients access innovative drugs early in her
country.

She has worked hard and learned the role of regulatory
affairs. Now she is appointed regulatory leader of the
project(s).
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F
Case Study 1 Plan for new product submission

* Global development project:

 Cardiovascular product (anti-hyperlipid)
* Novel product with superior efficacy and safety profile

* Developed by multi-national company with global support and global
TPP available

* Ongoing global pivotal phase Il study (Asia countries are not involved in
this global study)

* Target NDA submission in US in Nov 2018, EU submission in Dec 2018.

* Conducted PK in US/Japanese subjects living in US and no ethnic
difference observed in PK profile

* Manufacturing site: US, UK
* US/EU submission package available according to US/EU requirement
* Target to launch in all Asian countries

76



o
Case study

e Breakup to 6 team (~10 per team)

* Designate a lead and a scribe

* Discussion time: 15 minutes

use the concept “What do we want?” and “What do we need?” and “How do we do it?”

* Questions to answer
* What kind of information do | need to gather?
* What activities do | need to perform?
* What best practice to recommend to HA?
* List one improvement you will implement in your submission planning?

* Report back: 10 minutes group 1,3,5
* Group 2,4,6 to add on

77



i
Duration

* 60 min for case 1
Discussion time: 15 minutes 15

Report back: 10 minutes for group 1,3,5 30
Group 2,4,6 to add on 15

78



Az

Expected output — What do we want?

What kind of information do | need to gather?

What activities do | need to perform?

What do we Case study

want?
TPP Review Global TPP and determine country TPP
TPL Check whether we can follow the global TPL

Organization Establish country project team

80



What do we need
Identify Activity List for Each Action

R sub =

1.

Review Regulatory requirements

& guidance.

Review Regulatory intelligence
database

Understand Competitive
intelligence

Planning for HA meetings

Form Project teams

Develop SOPs, WIs, processes

Finalize requirements, request
for document, samples, etc

Finalize Dossier structure &
checklist

Finalize Timeline Table/Tracker

Review list of guidelines. Review relevant GL for project — eg pathways
(expedited, accelerated, standard, abridged, full review, specific GL)

Country specific requirements, soft intelligences, past experiences,
timelines, market information

Competitor list, competitor strategies, define own strategy (timelines, TPP,
etc..)

HA meeting template. Gathering what you need to prepare for a pre-
submission meeting, relevant GL, TPP, tentative strategy

Cross functional, communication, consulting, collaboration with project
team members to define strategy — marketing, medical affairs (RA),
logistics, CMC

Prepare, review relevant SOPs or Wis, internal GL, develop project specific
SOPS, if necessary

Using generic template, define product specific dossier structure, review
product profile, module 1, 2, 3, 4 data, country specific CMC, GMP
certification, CoPP, samples

Dossier structure & checklist to ensure all requirements compiled,
references

Prepare GANTT charts, MS project, MS excel tracking sheets



Expected outcome - What do we need? =% O s

Identify Elements to create a Timeline Table/Tracker

Management decisions

Project teams

HA Pre-submission meeting

Clinical trial programs

Market definition, market intelligence

Product profile (indications)
Logistics planning

Artwork, labels & inserts

Management update, When? Decision on TPP

Market access, sales, marketing, logistics, etc.
What decision required?

When? Identify issues. Time to discuss & resolve
issue

Local data requirement for submission, for
access

Market access consideration on TPP. What
decision required?

Timeline for decision on TPP
Supply chain, artwork approvals

Approvals

82



Expected outcome - What do we need? =% O s

Identify Elements to create a Timeline Table/Tracker

Dossier structure &
development

Finalize Timeline Table

Post submission elements

Develop SOPs, WIs, processes

Core dossier availability

Finalize requirements, request for document, samples, etc
Country specific CMC

CoPP requirement

GMP certification — manufacturing, packaging sites
Registration samples

HA communication plan, tracking progress of review
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Expected output — How do we do it? e

What kind of information do | need to gather?

What activities do | need to perform?

How do we do it? Case study

Strategy planning Communication with strategy planning:
- Ways to expedite local filing
- Consider local clinical data requirement
- Reference Agencies’ approval/CPP
- Country specific requirements
- Samples and sourcing

Operational Communicate to achieve operational effectiveness:
effectiveness - Locked in global resources/infrastructure to support
- Publishing

- Ordering samples

Sourcing Readiness to market:
- Consider the actual manufacturing site to supply
- Pre-approval inspection

Pre-submission meeting  Communication with Health Authority
- Ways to expedite local filing
- Ways to overcome hurdles
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s O
Case study 1 (Importation) Timeline

e | 2018 2019
2ok Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4

New Drug Plan US/ EU approval submis Approval

sion
Evaluate/check gap of US/EU 2 X
Submission package and generate
evaluation report
-CMC
- Stability Zone IVB
- Formulation/ Batch Size
- In-vitro BE study (PE)

™
(12117

Communicate & Follow-up the X X X X X
lacking documents (ie.,stab zone
IVB)
Apply GMP .clearance for all 2 X Prepare in advance and
manufacturing plants ( US & UK) B renew the cert ( GMP cert
before expire 6mths)
Package Insert Translation 3 X
ey
Prepare mock-up labels 2 X
e
7) | Check CPP X Get CPP after approval in
- Manufacturer name & US/EU
address
- Expiry date
- Market in country of origin

Apply Import permit(ua8) for 5 & X
registration sample
E Budget Planning for submission 5 X

ﬂ Prepare Administrative document X

‘1 Submission to Thai FDA submissio
n
Official application number X New Drug review :240 (WD)

H First comment and correspondence X

Approval Approval New Drug review :240 (WD)
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Case study 2 Post Approval Variations

Tangl Workshop — Planning for Variation

NRANINIUANIENIINEINTUAZEN THFNLsrys INBTUAT “919 ANAINTENIWABITUTAT uaT $19 UszniAdnineu
ADIZNITNNTRNUNTUAZEN 6589 NTUA lanzidaunnfuanmm visdu (Cetirizine Tablet)”

TPaIa T899 AZIDEARINIANATULL

$9 AAINTENTNAIEITUGY

BAEBNUNIARNINANNIUNIRNTT 86 117 WA WLL8N W.A. 2510 WA kAN IAg Wou.en (917uf 3) w.A. 2522 ... JAda....

1. 15wt lansidauninfueemn 1visdw (Cetirizine Tablet) Miduldnndanimmninnnsnean USP40 visa BP2017 visaaiiuludingn
2.n5uA 0. hduldmnuudaninnet 33017 warRenlanes. Auus (S18aZRaARINBNE17979 UsyniF«)

3. e lameiauanFuennieluy 180 41 duusdudnaindsznialusiaiaanyiinen IWaRuANUUALEINIENINAIS1IGTAY

o a a = L% dl My o a % 1
pHunNadinneunzlieusifueidlEAniunsufilanunguanaseld

Hint : dsnaaulun) wuan impurities Tasinu

13 Aneideuniuen Cetirizine Tablet Gadunansusinannene (Top 5) 1BINIILEEN
anLAN FPS 118961518 Cetirizine Tablet Tunziileuaadiizsv In-house method
RA Faaniniaissananunianlidanaaaaiuluing An494 way ¢ Usznidd fanann
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Case study 2 pian for Post Approval Variations e

randsUlsenautnuLay

Current Formulation

____ Ingredients | Function | Quantity per tablet
Cetirizine Hydrochloride API 10.0 mg
Diluent 100.0 mg
Diluent/ Disintegrant 30.0 mg
Binder 4.0 mg
X soivent 10.0 mel
Disintegrant 3.0 mg

Talcum Glidant 1.5 mg

Lubricant 1.5 mg

*To be removed during process

Current Finished Product Specification

SPECIFICATION LIMITS
White round tablet In-house method

150 mg £ 7.5% In-house method
Assay 90.0-110.0% LA In-house method
Content uniformity 85.0-115.0% In-house method
Dissolution Not less than 75% LA in 45 minutes In-house method
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Hint : impurity

Case study 2 Post Approval Variations

- ®A3
e

Table 1
Relative Relative | Acceptance
Retention | Response Criteria,
Name Time Factor NMT (%)
Cetirizine lactose
ester? 0.56 1.0 0.5
Cetinzine 1.0 — —
Cetirizine ethanol 1.67 1.2 0.4
Any unspecified
degradation product B B 0.2
Total impurities I
3 §-0-[2 2-{4-[(4-Chlorophenyl) phenyl)methyl]piperazin-1-yl}
ethaxy)acetyl]- E -D-galac ﬂpw§m${£4 Ez mﬁpyranns{

b 2-[4-{{4-Chlorophenyl)phenyimethyljpiperazin-1-yl]ethanal,
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i
Duration

* 60 min for case 2
* Discussion time: 15 minutes
use the concept “What do we want?” and “What do we need?” and “How do we do it?”

* Questions to answer
* What kind of information do | need to gather?
* What activities do | need to perform?
* What best practice to recommend to HA?
* List one improvement you will implement in your submission planning?

e Report back: 10 minutes group 2,4,6
* Group 1,3,5 to add on
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Az

Expected output — What do we want?

What kind of information do | need to gather?

What activities do | need to perform?

What do we want? Case study 2

Regulation /standard  Compliance to regulation
compliance

Target product profile  QSE concern => follow to monograph
(CMCQ)

Strategic plan Survive in market
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What do we need
Identify Activity List for Each Action

R sub =

1.

Review Regulatory requirements

& guidance.

Review Regulatory intelligence
database

Understand Competitive
intelligence

Planning for HA meetings

Form Project teams

Develop SOPs, WIs, processes

Finalize requirements, request
for document, samples, etc

Finalize Dossier structure &
checklist

Finalize Timeline Table/Tracker

Review list of guidelines. Review relevant GL for project — eg pathways
(expedited, accelerated, standard, abridged, full review, specific GL)

Country specific requirements, soft intelligences, past experiences,
timelines, market information

Competitor list, competitor strategies, define own strategy (timelines, TPP,
etc..)

HA meeting template. Gathering what you need to prepare for a pre-
submission meeting, relevant GL, TPP, tentative strategy

Cross functional, communication, consulting, collaboration with project
team members to define strategy — marketing, medical affairs (RA),
logistics, CMC

Prepare, review relevant SOPs or Wis, internal GL, develop project specific
SOPS, if necessary

Using generic template, define product specific dossier structure, review
product profile, module 1, 2, 3, 4 data, country specific CMC, GMP
certification, CoPP, samples

Dossier structure & checklist to ensure all requirements compiled,
references

Prepare GANTT charts, MS project, MS excel tracking sheets



Expected outcome - What do we need? =% O s

Identify Elements to create a

Management decisions

Project teams

HA Pre-submission meeting
CMC Adjustment programs
Logistics planning

Artwork, labels & inserts

Management update, When? Decision on TPP

Market access, sales, marketing, logistics, R&D,PD,
QC,QA, RA etc.
What decision required?

When? Identify issues. Time to discuss & resolve issue
Local data requirement for submission, for access
Supply chain, artwork approvals

Approvals
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Expected outcome - What do we need? =% O s

Identify Elements to create a

Dossier structure & development

Finalize Timeline Table

Post submission elements

Develop SOPs, WIs, processes

Core dossier availability

Finalize requirements, request for document,
etc

Country specific CMC

CoPP requirement ( import case :if change
formula)

GMP certification — APl source, manufacturing,
packaging sites

Registration sample -- ( if change formula)

HA communication plan, tracking progress of
review, submit ongoing stability study
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Expected output — How do we do it? e

What kind of information do | need to gather?

What activities do | need to perform?

How do we do it? Case study

Strategy planning Communication with strategy planning: how to survive?
- Ways to expedite local filing
- Consider local critical impact data requirement ( COA, stability data)
- CMC review ( Chemical, Manufacturing, control)
- Country specific requirements ( monograph)
- Samples and sourcing

Operational Communicate to achieve operational effectiveness:
effectiveness - Locked in global resources of API, Excipients, Mfger/infrastructure to
support

- Ordering samples

Sourcing Readiness to market:
- Consider the manufacturing site to supply
- Pre-approval inspection

Pre-submission meeting Y, N? Communication with Health Authority
- Ways to expedite local filing 6mths accelerate& LT?
- Ways to overcome hurdles

o



fanssu niaanuilinaadag TTETLIAT fvun NANHLNR
3
1a59

1234 56 7 8 9 10 11 12

Gundszgumbanuiifiendies Wefumsuisznidt RA, QA, QC, PD, X 15 Proposed FPS
uwazlifiayaaaziBeaiovun sautvanld4andes  SCM, BD (USP, BP, In-
U house)
' dszifinaniunisnizesn@ndneilunne A QC, PD nelu 30 X
- Stability and Impurity profile #u
- APl source available
ﬁﬂnﬂizﬁwﬂqm’mﬁtﬁ'ﬂﬁm L‘Wlﬂﬁg‘ﬂlim waziaue  RA, QA, QC, PD, 2 fu X
fismaiesndula SCM, BD,
. Management, CEO
n uﬁyﬂmimmgm ThnAy SCM 30-60 4  x X
n 1 Analytical Method Verification/  QC, QA 30-60 4 x X
Validation
ﬂ Formulation Development PD 30-60 4 X X
(Experimental scale)
Comparative DS profile between old PD 10 4 X
and proposed formulation
71 Pilot Scale 3 batches PD 20 4u X
(optimization)
' Stability study PD 3-6 \Aau X X X X X X
= Accelerated
- Long term
= Stress test
“ Process validation 3 batches Production 2-3 ifau X x X
sauganfinan uazmsragauAINATLEoL RA/ QA 7 $u X XX X X X X
ﬂ@zqmgﬂlﬁﬂéwLﬁumiﬁ‘uﬁwmlﬁhmuﬂi:mﬂ RA, QA, QC, PD, 1 5u X
SCM, BD,
H Management, CEO
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e
Wrap Up B

* The planning of application should start as early as possible.
There should be proper organizational preparation and
resource planning.

* Necessary documents and tools are the key success factors.
Those documents and tools include but not limited to TPP,
Regulatory Intelligence Database and Checklist etc.

e Strategic plan will be the guidance document for the
application preparation.

* The same principle can be adapted for all kinds of applications
including post approval variations.
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