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Abstract

The World Health Organization identifies that the current regulatory landscape as having different
capacities yet duplicating work despite limited resources. As countries develop regulatory
capabilities a more risk-based approach in evaluation has been suggested instead of the common
prescriptive approach. Mature agencies have seen an increase in development of prioritized,
risk-based approaches to decision making. A risk-based approach can be implemented across the
life cycle of new medicines addressing both compliance and product risks from preclinical to
clinical trials, as well as the manufacturing process and inspection. Many emerging national
regulatory agencies (NRAS), especially those in low and middle-income countries (LMICs), do
not have the systems, skills and capabilities in place to provide effective and efficient regulatory
support. This results in delays in medicine reviews and approvals, an increased likelithood of poor
quality medicines entering the market, and delays in patient access to critical medicines especially
where there 18 an unmet medical need. This workshop builds on previous CIRS global research
data as well as the work being undertaken by groups in the area of Good Regulatory and Review
Practices and focuses on risk-based prioritization of the review process for new medicines. The
aim 1S to discuss the utilization of a risk based stratification evaluation approach in review and
decision-making, and what this means within an agency, across agencies and for regional
alignments. CIRS 1nvites national representatives or reviewers to discuss OpERA (Optimising
Efficiencies in Regulatory Agencies) in the 1st Annual OpERA Forum. The program will
provide appropriate tools to assist regulatory units in tracking the performance of the internal
review process of regulatory units in accordance with the preparation, task and timeliness,
reducing unnecessary procedures or wasting time, and enhancing drug review and management
effectiveness. At the meeting, National drug administration and review organizations, by
experience sharing, exchange of information, and developing an understanding the problems faced
by drug management, will discuss the future development of the OpERA program. The &th
Annual CIRS Regulators' Forum, which starts the next day, will consider the trend of
globalization of pharmaceutical research and development. WHO experts discussed national
regulatory units cooperation to avoid duplicating work and reviewing assistance to developing
countries, risk assessment, and the establishment of decision-making procedures. The third
workshop, " Facilitating the review of new medicines through risk-based evaluations: How can a
stratification process be utilised to achieve an effective use of resources?" discussed the priority
order of drug review and decision making, scientific basis for risk assessment, and the actual
operation of the decision-making framework. These topics all aim to promote more efficient
review processes and enhance the drug accessibility.

Key words : CIRS (Centre for Innovation in Regulatory Science) * OpERA (Optimising
Efficiencies in Regulatory Agencies)
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Scientific Advisory Council

Dr Fabio Bisordi, Global Head International
Regulatory Policy. F. Hoffmann-La Roche Ltd

Chair: Professor Sir Alasdair Breckenridge, Advisory Management Committee

Former Chairman, MHRA, UK

Dr Petra Dorr, Deputy Exec. Dir., Swissmedic
Prof Hans-Georg Eichler, Senior Medical
Officer, EMA

Dr John Lim, Deputy Director of Medical
Services, MOH, Singapore; Exec Dir, Centre of

Dr Jay T. Backstrom, SVP, Regulatory Affairs
and Pharmacovigilance, Celgene Corporation
Dr Tim Garnett, CMO, SVP_ Eli Lilly

Adrian Griffin, Vice President for HTA Policy
Johnson & Johnson

Dr Paul Huckle, Chief Regulatory Officer and
SVP, GlaxoSmithKline

Dr Carmen Bozic, SVP, Clinical and Safety
Sciences, Biogen-IDEC

Robin Evers, SYP. NovoNordisk

Paul Huckle, Chief Regulatory Officer and
SVP, GlaxoSmithKline

Dr Hilary Malone, Head, Global Reg Affairs,
Sanofi

Dr David Jefferys, SVP, Head of Global
Regulatory, Eisai Europe Ltd

Dr Ronald Robison, VP, RQS Regulatory
Affairs, R&D QA, and Patient Safety, AbbVie
Dr Joseph Scheeren, Head of Global Reg
Affairs, Bayer Healthcare Company Lid
Pam Smith VP, Europe and Emerging
Markets Regulatory Affairs, Astra Zeneca

Dr Ronald Robison, VP, Reg Affairs, Medical
Services, R & D, AbbVie

Dr Juseph Scheeren, Head of Global
Regulatory Affairs, Bayer Healthcare Company
Lawrence Liberti, Executive Director, CIRS
Dr Neil McAuslane, Director, CIRS

Prof Stuart Walker, Founder, CIRS

Regulatory Excellence, Duke-NUS, Singapore
Dr Richard Moscicki, US FDA

Dr Brian O'Rourke, CEQ and President
CADTH, Canada

Dr John Skerritt, Deputy Secretary for
Regulatory Services, Department of Health,
Canberra, Australia

Dr Tomas Salmonson, Chair, CHMP/EMA

Dr Mary Baker, President, European Brain
Council, UK

Dr Murray Lumpkin, Senior Fellow, Bill and
Melinda Gates Foundation

Prof Stuart Walker, Founder, CIRS
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4, Utilising Regulatory Science to Build Trust in Reliance Models
Dr. Lawrence Liberti (CIRS Executive Director)f 484! & HHREE R T EFFEAR » CIRS
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Year Location Topics

1 2009 Geneva Changes and challenges to the EM regulatory
environment: a 5-year projection

2 201 Tokyo Barriers and enablers to regulatory efficiencies
3 2011 Kuala Barriers and enables of GRevP
Lumpur

4 2013 Beijing Quality decision making: an EM perspective

5 2014 Lima Identifying and building GRevP
6 2015 Taipei Assessing agencies’ review processes, performance
metrics and BR assessment
7 2016 Kuala Using metric to measure regulatory processes and
Lumpur  practices to facilitate the licensing of new medicines
8 2017  Sao Paulo Using regulatory science to build trust in reliance
models
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5. Caribbean Community Regulatory Efforts Regional Approaches to Risk Based
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6. KEY OUTCOMES OF OpERA ACTIVITIES
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(Z) Facilitating the review of new medicines through risk-based evaluations workshop
1. Risk-based approaches to the evaluation of new medicines: What does this mean and
why should countries consider such an approach?
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2. What are the different risk-based evaluation models/approaches that agencies can
consider or adopt? What are their main advantages and possible barriers?
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: Review process Approval
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Pre-submission yreview Technical review Post-approval
meeting approach commitments and
] ] ] monitoring
Clarity on Risk-based review . Convergence on
requirements / ) international
check lists | standards
- Specialized review
ﬁ:gﬂg by product/country Better
workshops collaboration
Predictabi]ity » across agencies
structured process
& timelines

Source: CIRS Workshop,
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INTRODUCTION

Many emerging national regulatory agencies (NRAs), especially those in low and middle-
income countries (LMICs), do not have a robust complement of systems, skills and
capabilities in place to provide effective and efficient regulatory support. This results in
delays in medicines reviews and approvals, an increased likelihood of poor quality
medicines entering the market, and delays in patient access to critical medicines
especially where there is an unmet medical need. This problem has been identified by the
agencies and other stakeholders and CIRS is committed to building regulatory capacity
among these agencies.

However, in order to effectively embed these processes, the agencies need to not only be
given the tools, but need to be measured as to the outcomes of their implementing these
processes. To support these agencies in developing their capacity, CIRS have developed
a multi-year project initiated in 2013 with the input of regulatory agencies from Asia, Latin
America, Africa and the Middle East. The programme name, OpERA (Optimising
Efficiencies in Regulatory Agencies) is a global programme, available to all regulatory
agencies irrespective of their size, mission or maturity. The OpERA programme provides
the tools that help regulators integrate a practice of tracking and measuring regulatory
performance within their agencies. This promotes continuous improvements and
opportunities for work optimisation including potential reductions in review and approval
times.

As part of the OPERA programme, CIRS holds an annual forum with the regulatory
agencies participating to come together to learn about tools that will build their regulatory
capacity, through the mutual development and implementation of a metrics collection
process by which agency progress can be measured, and provides for mechanisms to
communicate results back to emerging NRAs to provide a continuous learning feedback
loop.

OBJECTIVES OF THE FORUM

e To provide a forum for discussion with and among regulatory agencies about the stated
topics
e To allow agencies to share their views and learnings

e To learn from and discuss the OpERA programme and to make recommendations on
developing the programme and next steps.

The agenda for this meeting is presented in the follow pages, and over two half days
starting on 6™ March with lunch at 1pm in the Jupiter Room.
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C I R CENTRE FOR INNOVATION
IN REGULATORY SCIENCE

1%' Annual OpERA Forum

Day 1. 6" March 2017
13:00 Lunch
KEY OUTCOMES OF OPERA ACTIVITIES
14:00 Chairman’s Introduction Lawrence Liberti, Executive
Director, CIRS
14:30 Introduction to OpERA Programme Prisha Patel, Manager, Global
15:00 Current status of OpEra programme Development Programme, CIRS
15:30 Feedback from OpERA regional meetings
Dr Charlie Preston, Advisor,
CARICOM Regulatory Systems Strengthening
for Medicines and Other Health
Technologies , PAHO/WHO,
ZaZiBoNA Trinidad
Gugu Mahlangu , Director
General, Medicines Control
Authority, Zimbabwe
16:00 Break

ASSESSING AGENCIES REVIEW PROCESS THROUGH KEY PERFORMANCE METRICS

16:30 Agency experience with the OpERA programme for  Ana Carolina Moreira Marino
monitoring their agency’s improvement initiatives Araujo, Health Regulation Expert,

ANVISA, Brazil

17:00 Summary of day one
Lawrence Liberti, Executive
Director, CIRS

17:15 Close of meeting

19:00 Reception and Dinner
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C I R CENTRE FOR INNOVATION
IN REGULATORY SCIENCE

Day 2: 7" March 2017

08:30 Summary from day one meeting Lawrence Liberti, Executive
Director, CIRS

MAXIMISING THE VALUE OF PARTICIPATING IN THE OPERA PROGRAMME.

08:45 Practicalities of OpERA data collection Prisha Patel, Manager, Global

- Introduction to data collection processes Development Programme, CIRS

09:15 Implementing an efficient and effective data

collection process: What are the considerations? All participants

09:45 Break

10:15 Examples of analyses and how they have been

. Neil McAuslane, Scientific
used by agencies

Directors, CIRS

10:45 Report output discussion Prisha Patel, Manager, Global

. . . Development Programme, CIRS
- Discussion on core analysis

- Identify additional analysis that are value to all

agencies
- Feedback mechanisms (regional visits, forums,
reports)
11:30 The way forward Lawrence Liberti, Executive
- 2017 OpERA programme Director, CIRS
- Long terms communications All Participants

12:00 Close of Meeting
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Workshop

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

8 - 9 MARCH 2017

PROGRAMME

Sao Paulo Airport Marriott Hotel, Sao Paulo, Brazil

The official language of the workshop will be
English due to the international representation of
the participants

CENTRE FOR INNOVATION IN REGULATORY SCIENCE
The Johnson Building, 77 Hatton Garden, London EC1N 8JS, UK, Telephone:

+44 (0) 207 433 4247 Email: ghepton@cirsci.org
Organisers

Neil McAuslane: nmcauslane@cirsci.org, Prisha Patel: ppatel@cirsci.org,
Lawrence Liberti: lliberti@cirsci.org

Draft: V8 — 210ct16
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Facilitating the review of new medicines through risk-based evaluations:
How can a stratification process be utilised to achieve an effective use of resources?

The current regulatory landscape is one of differing resources and capacities among agencies, yet a common
feature as identified by World Health Organization is their engagement in duplicative work despite resources
limitations. Indeed, the majority of the WHO member states do not have fully functional effective regulatory
systems, leading to regulatory gaps and differing practices and functions. As the development of new
medicines and advanced therapies becomes increasingly important, very few agencies have the needed
advanced skills and mature regulatory systems to conduct a relevant review of these. So the challenge over
the next 10 years will be the efficient evaluation of the same global products across many jurisdictions,
despite very different capabilities and overall socioeconomic development.

However, as countries develop their regulatory capabilities it is being suggested that they evolve more to a
risk-based evaluation approach and away from the more common prescriptive approach wherein every
agency repeats a full review. Indeed across mature agencies we have seen the increasing development of
prioritised risk-based approaches to decision making. Risk-based decision making is an area that addresses
both compliance risks as well as product risks and can be implemented across the life cycle of new medicines
from preclinical, through the oversight of clinical trials, as well as the manufacturing process and inspections,
addressing the type of evidence required and review conducted for marketing authorisation, through to
postmarketing compliance and review of variations.

In regard to the review of new medicines not only are countries looking to improve access through conditional
or accelerated approvals for products to address serious and life-threatening diseases for which there are few,
if any, effective therapies, but many agencies are also looking to leverage/rely on work undertaken by
reference agencies to help inform their own regulatory decision-making. This enables them to stratify the
evaluations of new medicines by using verification or abridged processes (which can be informed by prior
assessments), thereby focusing their resources on the benefit-risk and suitability assessment of the product
for their jurisdiction and on other value-added activities within their jurisdiction that only they can perform.

Indeed, the continuing limitations of adequate resources within regulatory agencies have the potential to drive
greater focus toward risk-based evaluation, focusing on what is locally critical (ie, value-added) vs. what can
be leveraged/relied upon from other trusted authorities, leading to improved allocation of scant local resources
and improved patient availability This can be seen in the increasing role of WHO prequalification and its
collaborative and joint review processes with NRAs, or where regional alignment or work-sharing initiatives
are being developed. These approaches allow agencies time to build their regulatory technical capacity in line
with their mission and funding, but at the same time enable patient access to good quality medicines that are
safe and effective. However, implementation of these prioritisation approaches face a number of challenges
including legal, political, methodological, cultural and organizational. These can be helped by having
appropriate decision making frameworks and practices in place.

This workshop will build on previous CIRS global development workshops as well the work being undertaken
by various groups in the areas of Good Regulatory and Review Practices and will focus specifically on the
risk-based prioritization of the review process for new medicines. The aim will be to discuss the utilization of a
risk based stratification evaluation approach to review and decision making, and what this means within an
agency, across agencies and for regional alignments.

Workshop Objectives

o Identify the current risk-based prioritisation evaluation models of decision making being used for
the review of medicines and what are believed to be the benefits and hurdles of utilising these in the
review of new medicines

e Discuss the frameworks and decision making practices that need to be in place to enable effective
and efficient prioritised risk-based decision-making

e Make recommendations on practical and acceptable review models to evolve and ensure success of
risk based evaluation approaches of decision making that allow agencies to focus on value-added
activities and provide timely patient availability to good quality medicines that are safe and effective. .

Style and Participation

Following the agreed practices for CIRS Workshops, the meeting participation is by invitation to maintain a
size that encourages a neutral environment that promotes productive dialogue and networking. We aim to
advance the debate and discussion around the subject of the Workshop and to produce constructive
recommendations based on the Workshop activities.

Organisers
Neil McAuslane: nmcauslane@cirsci.org, Prisha Patel: ppatel@cirsci.org,
Lawrence Liberti: lliberti@cirsci.org

Draft: V8 — 210ct16
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Centre for Innovation in Regulatory Science Workshop on

Facilitating the review of new medicines through risk-based evaluations:

How can a stratification process be utilised to achieve an effective use of resources?
8 - 9 March 2017 — Sao Paulo, Brazil

Day 1: 8" March 2017

08:30 Registration

Session 1: Models and approaches to risk-based review and decision making:

Advantages and barriers to stratification

09:00 | Chair’s welcome and introduction
Prof Hans-Georg Eichler, Senior Medical Officer, European Medicines Agency

09:05 | Country welcome and introduction
Patricia Oliveira Pereira Tagliari, Head of International Affairs Office, ANVISA

09:10 | Risk-based approaches to the evaluation of new medicines: What does this mean and why
should countries consider such an approach?
What are the underlying principles, policy tools and support needed to promote the stratified, risk-based
evaluation approaches? What aspects need to be considered (e.g. legal, cultural and organizational)?
Mike Ward, Coordinator, Regulatory Systems Strengthening, Essential Medicines and Health
Products, World Health Organization

09:30 | Discussion

09:40 | What are the different risk-based evaluation models/approaches that agencies can consider
or adopt? What are their main advantages and possible barriers?
Lawrence Liberti, Executive Director, CIRS

10:00 | Discussion

10:10 | Introducing risk-based evaluation methods into the review process — Practical experience
and key considerations
Agnes Chan, Director of Therapeutic Products Branch, Health Sciences Authority, Singapore

10:30 | Discussion

10:40 | Break

11:10 | Work-sharing versus information sharing — What are the practical consideration an Agency
needs to consider?
Adj Prof John Skerritt, Deputy Secretary, Department of Health, Australia

11:30 | Discussion

11:40 | Stakeholder perspectives: Why should agencies establish risk-based approaches and how
could stakeholders enable the process? NGO perspective
Dr Shyam Bhaskaran, Program Officer, Regulatory Affairs, Bill & Melinda Gates Foundation, USA

12:00 | Discussion
Country approaches to risk-based evaluation — Prioritisation based on reference agency
approval: What are the opportunities and barriers within their country?

12:10 | Agency Viewpoint - Colombia — Dr Javier Guzman, Director General, INVIMA

12:30 | Agency Viewpoint - Indonesia — (Path I, Il and Ill) — Togi Junice Hutadjulu, Director of Drugs and
Biological Product Evaluation, NADFC

12:50 | Discussion

13:00 | Lunch




C I R CENTRE FOR INNOVATION
IN REGULATORY SCIENCE

Centre for Innovation in Regulatory Science Workshop on
Facilitating the review of new medicines through risk-based evaluations:

How can a stratification process be utilised to achieve an effective use of resources?
8 - 9 March 2017 — Sao Paulo, Brazil

Day 1 cont: 8" March 2017

SESSION 2: What are the practical frameworks that agencies have or need to have in

place to adopt multiple pathways to prioritise medicines evaluation?

14:00 | Chair’s Introduction
Dr Petra Dorr, Head of Communication and Networking, Deputy Director, Swissmedic
Regional Approaches to Risk-Based evaluation — Rationale, considerations, opportunities
and barriers. How are these maximising capacity, enabling competence and improving
patient access to new, safe and effective medicines?

14:05 | European Centralised System (EMA) — Dr Tomas Salmonson, Chair CHMP, EMA

14:20 | Caribbean Community (CARICOM) — Dr Charlie Preston, Advisor, Regulatory System
Strengthening in Medicines and Other Health Technologies, PAHO, Trinidad

14:35 | zaziBoNa - Gugu Mahlangu, Director-General, Medicines Control Authority, Zimbabwe

14:50 | What do companies see as the advantages and barriers in regard to regional alignment
review models?
Dr David Jefferys, Senior Vice President, Global Regulatory, Government Relations, Public Affairs
and European Product Safety, Eisai Europe Ltd, UK

15:05 | Discussion

15:25 | Break
What tools and agency activities can be put in place to facilitate risk-based evaluation-based
approaches?

1555 | Utilization of a systematic structured benefit-risk or decision making framework to enable
consistency within and across agencies
Dr Neil McAuslane, Scientific Director, CIRS

16:15 | Communication and transparency of decision making by agencies - How can assessment
reports, inspection reports, and other work products of other agencies be used most
effectively?
Mario Alanis Garza, Director General de Asuntos Internacionales, COFEPRIS, Mexico

16:35 | Good Registration Management (GRP and GSP) as critical components to enabling agencies
to undertake a risk based review process
Joyce Wang, Director, Division of Medicinal Products, Food and Drug Administration, Chinese
Taipei

16:55 | Discussion

17:05 | Prioritisation: Balancing the evidence available within the submission and local
jurisdictional requirements — What are the practical/scientific issues that agencies face?
Claudiosvam Martins Alves de Sousa, Manager, Office of Safety and Efficacy Assessment of
Synthetic Drugs, ANVISA, Brazil

17:25 | Managing safety post-approval: What do agencies using risk-based approaches need to
consider?
Dr Lembit Rago, Secretary-General, Council for International Organizations of Medical Sciences
(CIOMS), Switzerland

17:45 | Discussion

17:35 | Introduction to Roundtable Discussions

18:15 | End Day one

19:00 | Reception

19:30 | Dinner
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Centre for Innovation in Regulatory Science Workshop on

Facilitating the review of new medicines through risk-based evaluations:

How can a stratification process be utilised to achieve an effective use of resources?
8 - 9 March 2017 — Sao Paulo, Brazil

Day 2: 9" March 2017

SESSION 3: ROUNDTABLE DISCUSSIONS

08:30

Roundtable Discussions. Each roundtable is asked consider both qualitative and
guantitative issues. Please review, debate and make recommendations for the following:

Roundtable A: What are main criteria utilised in defining “risk based” and what needs to be the key
considerations ?

Chair: Catherine Parker, Director General, Biologics and Genetic Therapies Directorate, Health
Canada

Rapporteur: Jorge Azar, Area Regulatory Director LA, AstraZeneca, USA

Roundtable B: What are the main internal considerations, policy challenges and opportunities for
individual agencies to incorporate a risk stratification-based decision making approach to the review
of new medicines?

Chair: Adj Prof John Skerritt, Deputy Secretary, Department of Health, Australia

Rapporteur: Dr Catherine Burgess, Senior Director, Head of Emerging Markets Regulatory
Affairs — Pipeline, Takeda, USA

Roundtable C: What are the main internal considerations, policy challenges and opportunities for
agencies need to address in order to take a regional approach to the joint/shared review of new
medicines?

Chair: Lauhouari Belgharbi, Director General, Center of Excellence For Regulatory Sciences
(RS), Good Regulatory Practices (GRP) and Good Regulatory Management (GRM), COFEPRIS,
Mexico

Rapporteur: Gugu Mahlangu, Director-General, Medicines Control Authority, Zimbabwe

Roundtable D: What are companies looking for in agencies or regions that might use a risk
evaluation based approach — what would a successful system look like?

Chair: Dr Janet Vessotskie, Head of Americas, Regulatory Policy and Intelligence, UCB, USA
Rapporteur: TBC

Roundtable E: Managing Risk Post-Approval: What are the roles and responsibilities of the
company, agency and other stakeholders?

Chair: Prof Hans-Georg Eichler, Senior Medical Officer, European Medicines Agency
Rapporteur: Lisa Ruiz, Senior Director, Latin America Area Regulatory Affairs, AbbVie, USA

12:30

End of roundtable discussions and Lunch

14:00

Chair’s Introduction - Prof Sir Alastair Breckenridge

14:05

Feedback by roundtable rapporteurs and discussion.

15:05

Panel reflection from roundtable session — What are the next steps in the implementation of
risk-based evaluations, by jurisdiction or regionally?
Viewpoints from:

Dr David Jefferys, Senior Vice President, Global Regulatory, Government Relations, Public Affairs
and European Product Safety, Eisai Europe Ltd, UK

Dr Charlie Preston, Advisor, Regulatory System Strengthening in Medicines and Other Health
Technologies, PAHO, Trinidad

Renato Porto, Director, ANVISA

Dr Petra Dorr, Head of Communication and Networking, Deputy Director, Swissmedic

Dr Shyam Bhaskaran, Program Officer, Regulatory Affairs, Bill & Melinda Gates Foundation, USA

16:20

Chairman’s summary and close of Workshop
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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
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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
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Goals of the APEC Good GRM roadmap and
each key element

* GRM:

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

 Goals of Roadmap:
— To promote the concept of GRM

Aﬁ;};ﬁe 0 p— — To enhance mutual trust for regulatory
s convergence among the APEC member

economies by 2020

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. | &
& ST LR

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) - Gap 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 GRM

« Assessing the Impact of Training and Implementation of
M (2017-2019) GRevP, GSubP and GRM

« Dissemination of GRevP, GSubP and GRM (continued)

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

- Follow-up measures and final assessment




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.
N & &£ 8 8 5
rppARENERE

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

Table of contents

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

4. Managing the review
* Project management ¢ Quality management
* SOPs e+ 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)

Table of contents

1. INTRODUCTION
2. PRINCIPLES OF GOOD SUBMISSION
3. MANAGEMENT OF SUBMISSION

* Planning for Submission

“’“"“&“‘éﬁ’!‘.‘-‘f‘“““ * Preparation and Submission of Application Dossier
Hnda o * Quality Check

4. COMMUNICATIONS

+ Communications with the Review Authorities

* Communication within Applicants’ Organization

5. COMPETENCY AND TRAINING

* Core Competency of Applicants

* Training and Capacity Building
6. GLOSSARY
7. REFERENCES
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< FDA Food and Diug Administration

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




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

Topic-focused CoEs
Hosted by Academic Institutions or
Organizations with Appropriate
Expertise

APEC RHSC
(oversight)
Champion Economy
(oversight and
expertise)
APEC Harmonization
Center
(coordination)

Quality -
Supply Chain
CoE

Biotherapeutics

(1)

Good Registration
Management
(60)

* Champion economies:

Clinical
Trials CoE

Pharmacovigilance
CoE

Cellular Therapy
CoE

Chinese Taipei & Japan Networ ks of CoEs f ora

»  CoE: (1) TFDA & RAPS Taiwan topic area are possible
Chapter, (2) COFEPRIS e EEEE
ArpaRBENERE

2016 APEC GRM Regulatory Science Center of
Excellence Pilot Workshop

Date : November 15-17, 2016
2016 APEC

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

e i:.',:,'.‘:'2::.;:.«9.:.eum..mn Session number : 14
o) et
o [ Speakers : 32
e et (FDAAA/PMDA/TFDA/CDE/APAC)
\ Facilitators : 3
el i (APAC/TFDA/CDE)
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Venue : Chang Yung-Fa Foundation, Taipei




Learning Objectives

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

What is needed for regulators to accomplish good review
Good — Conducting and managing the review

ReVieW — Good communication with applicants

. — Competency for regulators

What is needed for applicants to accomplish good

Good application
SmeiSSion — Planning and preparation of application dossier

— Good communication with regulators
— Competency for applicants

SR ELENR
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Core Curriculum

Curriculum developed based on GRevP guidelines and GSubP guidelines

GRM GRevP GSubP

Good Registration Management Good Review Practices Good Submission Practices

: 4D »
() n [ e
AT w e
Common Sessions Reviewers-Specific Sessions Applicants-Specific Sessions

Basic concept of GRM Managing the review Planning of Application

An Overview of Good Communication : Preparation of application

Review Fundamentals and Case dossier / Practice : How to

An Overview of Good Studies prepare application dossier

Submission Review personnel - Critical Effective communications

Case Study: Effective thinking Focusing follow-up actions

Communication for GRM Conducting the review during review period
Rolling out the GRM training Rolling out the GRM
program in each economy training program in each
Panel Discussion economy

(competencies) Panel Discussion
(competencies)




Group photo for all workshop participants

Workshop photos
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Lectures

Group discussion
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Participant Analysis (1)

Chile (1)

China (3)

Hong Kong (2)
Indonesia (3)

Japan (2)

Korea (2)

Malaysia (3)

Mexico (2)

Papua New Guinea (2)

Applicant-specific sessions

Applicants

Reviewer-specific sessions

REEVES

Peru (1)

Philippines (3)

Singapore (3)

Thailand (5)

Taiwan (23)

Vietnam (1)

56 APEC delegates

15 APEC member economies

China (3) Chile (1)

Hong Kong (2) ndonesia (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

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%)
5to 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




Effectiveness Analysis

General Satisfaction with the Workshop

Average response rate
Were level and amount of pre-training [:%E] 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.

SR ELENR
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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 evaluatigor()\

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)




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 (XY 33 4.21 33 4.27 33 424 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%)

SR ELENR
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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 23 447 23 4.47 23
training materials (76%) (76%) (79%) (79%) (79%)
The adequacy of the B 22 4.54 22 4.60 23 452 23 452 23
time allocation for this 7] 7] lzsl 7 ()

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 440 22 4.59 22 4.69 23 460 23 452 23
(76%) (76%) (79%) (79%) (79%)

SR ELENR
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Curriculum Analysis (3)

Rating for Applicant-Specific Sessions

Applicants-Specific Sessions | Session Al Session A2 Session A3 N o] WAV
Planning of Preparation of Effective Rolling out the GRM
Application application dossier / | communications training program in

Practice : How to Focusing follow-up each economy
prepare application actions during
dossier review

Response Responder Response Responder Response Responder Response Responder
Average (response  Average (response  Average (response  Average (response
rate) rate) rate) rate)
The adequacy of training 4.36 22 4.36 22 4.7 20 4.44 18
materials (76%) (76%) (69%) (62%)
The adequacy of the time 4.40 22 4.36 22 4.45 20 4.42 19
allocation for this session (76%) (76%) (69%) (65%)
Facilitation and presentation (B33 22 4.27 22 4.5 20 4.47 19
of the content (76%) (76%) (69%) (65%)
Total evaluation 4.47 21 4.47 22 4.55 20 4.47 19
(72%) (76%) (69%) (65%)
) 5 ® A B
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Curriculum Analysis (3)

Rating for Panel Discussion on Regulatory Professionals’ Competencies

Session A5/R6 Response Responder

Panel discussion Average (response

The adequacy of the time allocation for this session Wil 39 (69%)




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

Q) & 8 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




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 regulatory
sophistication and with focus in different review disciplines.

e Provide more opportunities for regulators 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

e 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.

e 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.

e 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
Tram;the- deliver local training in their respective
trainer : APEC member economies

. Dissemination of GRM to promote efficient
Objective registration process for medical products
and Goal and regulatory convergence in APEC
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Food and Drug Administration Ministry of Health and Welfare

Thank you for your attention!
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‘FDA Food and Drug Administration

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