Food and Drug Administration Ministry of Health and Welfare

Facilitating the review of new medicines through risk-based evaluations:
How can a stratification process be utilised to achieve an effective use of resources?

Good Registration Management (GRP and GSP) as
critical components to enabling agencies to

Chao-Yi (Joyce) Wang
Director, Division of Medicinal Products, TFDA

Sao Paulo, Brazil
8 March 2017

) ® £ i@ M I
EmZEYERZE

C/ DA Food and Drug Administration

http://www.fda.gov.tw/



Outline

-------------------------------------------------------------------------------

® Promotion of Good Registration
Management (GRP and GSP) in APEC

® GRP and GSP are critical components
to enabling agencies to undertake a
risk based review process

Future Direction



Goals of the APEC GRM roadmap and each key
element

« GRM:

— A concept to promote efficient registration
bt process for medical products by promoting
Submission GRevP and GSubP cooperatively

Practice
(GSubP)  Goals of Roadmap:
— To promote the concept of GRM

“ Applicants — To enhance mutual trust for regulatory
convergence among the APEC member

economies by 2020

Good Registration Management

Good Review Practices (GRevP) Good Submission Practice
(GSubP)

To strengthen the performance, To enhance the quality and efficiency
predictability, and transparency of of the medical product registration
regulatory agencies through the process by improving the quality of
implementation or enhancement of submission as well as its

GRevP and quality measures stepwise in  management.

each interested APEC economy. I
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Specific Activities and Timeframe of the GRM Roadmap

Gap Analysis Survey for Setting the Foundation for Stepwise GRevP Implementation

Step 1 - Set up a technical working group

(2011-2012) BEENSE analysis survey for APEC economies
Prioritize needs and strategy for improvement based on result of the gap analysis survey

Planned Solution to Address Gap in GRM
- Training: workshops and CoE Pilot Training Program
Step 2 - Development of normative GRevP/GSubP documents
(2011'2016) - Dissemination of GRevP, GSubP and GRM
Establish a network of GRevP and a network of GSubP

Assessing the Impact of GRM

Step 3 - Assessing the Impact of Training and Implementation of
B (2017-2019) GRevP, GSubP and GRM
- Dissemination of GRevP, GSubP and GRM (continued)

Step 4 Reaching the Goal for Implementing
(2018-2020) ekl

Follow-up measures and final assessment

To reach the same end: better functioning agency
through regulatory convergence by 2020
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Milestones of the GRM Roadmap
e e

2011 Good Review Practice (GRevP) was endorsed as a priority work area (PWA) by
APEC LSIF-RHSC. Chinese Taipei was endorsed as the champion.

2013 APEC 2020 Roadmap for GRevP on Medical Products was endorsed by RHSC.

2014 Good Submission Practice (GSubP) was endorsed as a PWA by RHSC.

2014-2015 Good review practices: guidelines for national and regional regulatory
authorities was adopted and published by WHO.

2016 Good Submission Practice Guideline for Applicants was endorsed by RHSC.

GRevP and GSubP were merged as a PWA entitled Good Registration
Management (GRM). A combined roadmap was endorsed by RHSC. Chinese
Taipei and Japan were endorsed as the co-champions.

RAPS Taiwan Chapter was endorsed as a Center of Excellence (CoE) for GRM
pilot program by RHSC. A CoE Pilot Workshop was held in Taipei in Nov 2016.

Mexico Cofepris was endorsed as a CoE for GRM pilot program by RHSC.

2017 TFDA in partnership with RAPS Taiwan Chapter was endorsed as a formal APEC
GRM CoE by RHSC.

Q\\b & 4+ B’ A
I EEEE——. < FDA Sodnc?n%rf? Aﬁiniis%c%m

5



Good review practices: guidelines for national
or regional regulatory authorities (WHO)

Annex 9

Good review practices: guidelines for national and
regional regulatory authorities’

Background
Th view
i

"

Table of contents

1. Introduction
2. Glossary
3. Principles of a good review

4. Managing the review
* Project management ¢ Quality management
* SOPs ¢ Review process stages

5. Communications
* Intra-agency ® Interagency ® With applicants
* With external experts * With the public

6. Review personnel
* Reviewer expertise, competencies and training
* Critical thinking

7. Conducting the review
* Key elements in defining a review strategy
* Applying the review strategy

Bibliography
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GSubP Guideline for Applicants (APEC RHSC)

Good Submissfon Practice «
(GSubP)
Guideline for Applicants+

APEC RHSC +

!\)I—\

Table of contents

. INTRODUCTION

PRINCIPLES OF GOOD SUBMISSION
MANAGEMENT OF SUBMISSION

* Planning for Submission
* Preparation and Submission of Application Dossier
* Quality Check

. COMMUNICATIONS
* Communicationswith the Review Authorities
* Communication within Applicants’ Organization
. COMPETENCY AND TRAINING
* Core Competency of Applicants
* Training and Capacity Building
. GLOSSARY
. REFERENCES



APEC Center of Excellence

A sustainable platform for promoting regulatory
convergence, capacity and cooperation in areas of
medical products

Science and best practice focus

: Partnership of academia, regulators and industry to
The deliver and maintain educational programs

Approach Benefit must be realized by all 3 partners
: Oversee & certify performance via APEC RHSC and AHC

Sustainable
Benefits of Offloads execution to training experts

CoE Model
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Concept Model for APEC Training Center of
Excellence for Regulatory Science (CoE)

Topic-focused CoEs
Hosted by Academic Institutions or
Organizations with Appropriate
Quality - Expertise Clinical
Supply Chain APEC RHSC Trials CoE
CoE (oversight)
Champion Economy
(oversight and
Biotherapeutics expertise) Pharmacovigilance
CoE APEC Harmonization CoE
Center
(coordination)

Good Registration Cellular Therapy
Management CoE
CoE

 Champion economies:

Chinese Taipei & Japan Net_works of CoEs f O'ICIa

« CoE: (1) TFDA & RAPS Taiwan topic area are possible
Chapter, (2) COFEPRIS Q\/ B £ i@ A O
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2016 APEC GRM Regulatory Science Center of

Excellence Pilot Workshop

10

2016 APEC e

Good Registration Management (GRM)
Regulatory Science Center of Excellence Pilot Workshop

rred 2016.11.15-11.17
Taipei / Chang Yung-Fa Foundation

A 3-day program focusing on Good Review Practices (GRevPs), Good Submission Practices (GSubPs),
and GRM with lectures, group di i d applied dies.

1) Regulatory professionals from regulatory authority or industry,
2) with at least three years of hands-on experience in the management of regulatory reviews or

regulatory submissions,
3) who are interested in understanding guidelines such as GRevPs or GSubPs, @
4) who are actively involved in training of regulatory staff within their organizations

A

« Available from 14 September to 14 October via e-mail ONLY. No registration fee required Y
- P is required by form with on hands-on <
in the of review or ission. Please contact b g
rapstaiwn@tcfst.org.tw for the form.
« Limited seats are available (approx. 50 in total; 25-30 each for Reviewer-and Applicant-Specific
Sessions)
« Priority will be given to the nominated representatives of APEC member economies

Travel & me
Funding for travel eligible economies may be available.
Contact information
Dr. Yu-Hua Huang Email: yhhuang@tefst.org.tw
iwan@tcfs

r.
RAPS Taiwan Chapter Email: rapstaiwan@tcfst.org.tw

@A Bnda Mon @

Date : November 15-17, 2016

Session number : 14

Participated Trainees : 56

Speakers : 32
(FDAAA/PMDA/TFDA/CDE/APAC)

Facilitators : 3
(APAC/TFDA/CDE)

Venue : Chang Yung-Fa Foundation, Taipei
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Learning Objectives

-------------------------------------------------------------------------------

The principles of Good Review Practices (GRevP) and Good
Submission Practices (GSubP)

What is needed for regulators to accomplish good review
— Conducting and managing the review
— Good communication with applicants
— Competency for regulators

What is needed for applicants to accomplish good
Good application
SU bmission — Planning and preparation of application dossier
— Good communication with regulators

— Competency for applicants
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Core Curriculum

Curriculum developed based on GRevP guidelines and GSubP guidelines

GRM

Good Registration Vlanagement

Common Sessions
Basic concept of GRVI
An Overview of Good
Review
An Overview of Good
Submission

Case Study: Effective
Communication for GRM

GRevP

Good Review Practices

AP
W

Reviewers-Specific Sessions

Managing the review
Communication :
Fundamentals and Case
Studies

Review personnel - Critical
thinking

Conducting the review
Rolling out the GRM training
program in each economy
Panel Discussion
(competencies)

GSubP

Good Submission Practices

Applicants-Specific Sessions

Planning of Application
Preparation of application
dossier / Practice : How to
prepare application dossier
Effective communications
Focusing follow-up actions
during review period
Rolling out the GRM
training program in each
economy

Panel Discussion

(competencies)
B £ w® M

),
Q(FQ EREYSE S

O : DA Food and Drug Administration




Group photo for all workshop participants




Workshop photos

Case studies

Lectures

Group discussion
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Participant Analysis (1)

Total GRM Trainees

Chile (1)

China (3)

Hong Kong (2)
Indonesia (3)

Japan (2)

Korea (2)

Malaysia (3)

Mexico (2)

Papua New Guinea (2)
Peru (1)

Philippines (3)
Singapore (3)
Thailand (5)

Taiwan (23)

Vietnam (1)

56 APEC delegates

15 APEC member economies

Applicant-specific sessions

Applicants

China (3)

Reviewer-specific sessions

Reviewers

Chile (1)

Hong Kong (2)

Indonesia (3)

Japan (2) Malaysia (1)

Korea (2) Mexico (2)

Malaysia (2) Papua New Guinea (2)
Philippines (3) Peru (1)

Singapore (3) Thailand (2)

Thailand (3) Taiwan (14)

Taiwan (9) Vietnam (1)

29 APEC delegates 27 APEC delegates

9 APEC member economies

9 APEC member economies
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Participant Analysis (2)

Question: How many years have you worked on the

management of regulatory review or regulatory submission?

Reviewers Responders (total 27)

about 3 years or less 11 (41%)
3 to 5 years 8 (30%)
5 to 10 years 3 (11%)
more than 10 years 5 (18%)

26 were from regulatory authorities and 1 was from academia.

Applicants Responders (total 29)

about 3 years or less 3 (10%)
3 to 5 years 1 (4%)

5 to 10 years 5(17%)
more than 10 years 20 (69%)

* 28 were from industry and 1 was from academia
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Effectiveness Analysis

General Satisfaction with the Workshop

General Satisfaction Response Responders
Average (response rate)

Were level and amount of pre-training EE 42 (75%)
materials adequate?

Did the workshop enhanced your 4.49 42 (75%)
understanding of GRM concept?

Were your expectations for this 4.33 42 (75%)
workshop met?
Overall satisfaction 4.48 42 (75%)

Scale 1 = Poor and 5 = Excellent
Average rating score is above 4. The pilot is considered with good satisfaction.

C\ & 5 B A B
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Curriculum Analysis

e Onsite survey was conducted to rate each session in terms of
— The adequacy of training materials
— The adequacy of the time allocation for this session
— Facilitation and presentation of the content

— Overall evaluation
0.00 1.00 2.00 3.00 4.00 5.00

Session 1

Session 2

Session 3

Session 4

Session Al

Session A2

Session A3

Session A4

Session R1

Session R2

Session R3

Session R4

Session R5

Panel Discussion (applicants)
Panel Discussion (reviewers)
Overall satisfaction (applicants)
Overall satisfaction (reviewers)
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Curriculum Analysis (1)

Rating for Common Sessions

Common Sessions Session 1 Session 2 Session 3 Session 4
Basic concept of An Overview of Good | An Overview of Good | Case Study: Effective

GRM Review Submission Communication for
GRM

Response Responder Response Responder Response Responder Response  Responder
Average (response Average (response Average (response Average (response
rate) rate) rate) rate)

The adequacy of training 3.96 33 4.03 33 4.18 33 4.21 33(59%)
materials (59%) (59%) (59%)

The adequacy of the time 4.27 33 4.30 33 4.24 33 4.27 33(59%)
allocation for this session (59%) (59%) (59%)

Facilitation and presentation Y] 33 4.21 33 4.27 33 4.24  33(59%)
of the content (59%) (59%) (59%)

Total evaluation 4.15 33 4.24 28 4.34 32 4.27 33(59%)
(59%) (50%) (57%)

C\N & &£ B A B
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Curriculum Analysis (2)

Rating for Reviewer-Specific Sessions

Reviewers-Specific Session R1 Session R2 Session R3 Session R4 Session R5
Sessions Managing the Communication : Review personnel - | Conducting the Rolling out the

review - an Fundamentals and | Critical thinking review GRM training
Overview Case Studies program in each

Response Responder  Response Responder Response Responder Response  Responder Response Responder
_ Average (response Average (response Average (response Average (response Average (response
rate) rate) rate) rate) rate)
The adequacy of. 4.36 22 4.45 22 4.60 23 4.47 23 4.47 23
training materials (76%) (76%) (79%) (79%) (79%)
The adequacy of the 4.40 22 4.54 22 4.60 23 4.52 23 4.52 23
time allocation for this (76%) (76%) (79%) (79%) (79%)
session
Facilitation and 4.40 22 4.59 22 4.69 23 4.52 23 4.52 23
presentation of the (76%) (76%) (79%) (79%) (79%)
content
Total evaluation 4.40 22 4.59 22 4.69 23 4.60 23 4.52 23
76% 76% 79% 79% 79%
(76%) (76%) (79%) (79%) (79%)

C\N & &£ B A B
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Curriculum Analysis (3)

Rating for Applicant-Specific Sessions

Applicants-Specific Sessions | Session Al
Planning of
Application

Response Responder
Average (response
rate)

The adequacy of training 4.36 22
materials (76%)
The adequacy of the time 4.40 22
allocation for this session (76%)

Facilitation and presentation [E2 22
of the content (76%)

Total evaluation 4.47 21
(72%)

21

Session A2
Preparation of
application dossier /
Practice : How to
prepare application

dossier

Response

Average

4.36

4.36

4.27

4.47

Responder
(response
rate)

22
(76%)

22
(76%)

22
(76%)

22
(76%)

Session A3
Effective
communications
Focusing follow-up
actions during

review

period

Response Responder

Average

4.7

4.45

4.5

4.55

(response
rate)

20
(69%)

20
(69%)

20
(69%)

20
(69%)

QI

A

Session A4
Rolling out the GRM
training program in
each economy

Response
Average

4.44

4.42

4.47

4.47

Responder
(response
rate)

18
(62%)

19
(65%)

19
(65%)

19
(65%)
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Curriculum Analysis (3)

Rating for Panel Discussion on Regulatory Professionals’ Competencies

Session A5/R6 Response Responder
Panel discussion Average (response
rate

The adequacy of training materials 4.26 37 (66%)
The adequacy of the time allocation for this session [Risiy; 39 (69%)
Facilitation and presentation of the content 4.25 39 (69%)

|
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Feedback from Trainees (Applicants)

Topics/presentations of the 2016 pilot Topics/areas trainees would like to see in
workshop most useful to trainees the future GRM workshop
Communication Effective communication

Planning for submission More case studies: implementation of
QC & Dossier Preparation GRM, submission to regulatory

Case study & group discussion are authorities among Asia/US/EU

very good. Interactive sessions between

All topics reviewers and applicants

The tools, the exercises. Others: tools for improving quality
Section A3. Effective communications of submissions, project management,
- Focusing follow-up actions during risk management, critical thinking
review period / Practice: Case study

of how to handle inquires

(N @ 5 B A B
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Feedback from Trainees (Reviewers)

Topics/presentations of the 2016 pilot Topics/areas trainees would like to see in
workshop most useful to trainees the future GRM workshop
Critical thinking, Communication Critical thinking in risk/benefit
Rolling out the GRM training program considerations, different product
in each economy areas, review disciplines and post-
Case studies approval modifications
Group discussion Communication
All topics Interactive sessions between
Conducting the review reviewers and applicants
Managing the Review Others: effective tools and
approaches used for GRevPs, key
aspects to perform a review
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Challenges from Organizers’ Perspectives

e Provide a curriculum which meets the need of all individual
trainees with variability in background.

— For Applicant-Specific Sessions, case studies were provided
based on the experiences of well-resourced companies which
focus on registration of new drugs.

— For Reviewer-Specific Sessions, participants are from different

APEC member economies with different levels of requlatory
sophistication and with focus in different review disciplines.

e Provide more opportunities for requlators and applicants
to efficiently interact with each other.



Conclusion from the Pilot Workshop

e It was a successful CoE pilot with
— good partnership and collaboration,

— significant interactive elements, such as interactive
discussions, group discussions, case studies, and practices,
and

— good rating and overall satisfaction.

e For the future training program, we plan to

— create more collaborative sessions to allow trainees from
industry to talk to regulators,

— provide more case studies and interactive discussions, and

— put more emphasis on the topics of “communication” and
“critical thinking” .
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Expected impacts of GRM to enabling agencies

to undertake a risk based review process

Good submission practices enable applicants to

understand the principles of a good submission,
strengthen their core competency in understanding of risk-benefit analysis, and

clarify the nature of benefits and risks of the products when preparing for
submission.

Good review practices enable regulators to

understand the principles of a good review,

strengthen their knowledge and skills of risk-based analysis for reviewing a
medical product application,

strengthen their competency in critical thinking when granting authorization,
determine if the application permits a conclusion about benefits and risks, and

apply the review strategy to understand the benefit-risk profile of the medical
product.

Good Registration Management (GRP and GSP) could serve as critical
components to enabling agencies to undertake a risk based review process.
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Future Direction

® Become a formal APEC GRM Center of
Excellence (endorsed by RHSC in Feb 2017)

® To host annual training events for APEC
member economies

: . ® Trainees are expected to develop and
Tralq-the- deliver local training in their respective
trainer : APEC member economies

Dissemination of GRM to promote efficient
registration process for medical products
and requlatory convergence in APEC

Objective
and Goal
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Thank you for your attention!
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