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Disclaimer

The views and opinions expressed in the following PowerPoint
slides are those of the individual presenter and should not be
attributed to Drug Information Association, Inc. (“DIA”), its directors,
officers, employees, volunteers, members, chapters, councils,
Special Interest Area Communities or affiliates, or any organization
with which the presenter is employed or affiliated.

These PowerPoint slides are the intellectual property of the
individual presenter and are protected under the copyright laws of
the United States of America and other countries. Used by
permission. All rights reserved. Drug Information Association, DIA
and DIA logo are registered trademarks or trademarks of Drug
Information Association Inc. All other trademarks are the property of
their respective owners.
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Pharmaceuticals and Medical Devices Agency
Date of Establishment : April 2004

. Major Activities —|—

e Scientific Review for
Drugs & Medical Devices

e GCP, GMP Inspection

e Consultation on Clinical
Trials

e Safety Measures
e Relief Services
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PMDA Forum as the 10" Anniversary

2014. 2. 8. Tokyo

PMDA Forum
MDA

Globalization of F

W

Guest speakers: Prof. Guido Rasi (EMA); Mr. Jung H. Schnetzer (Swissmedic);

A/Prof. John C W Lim (HSA); Dr. Chung Seung (MFDS);

Dr. M. Hayatie Amal (NADFC); Mr. Kees de Joncheere (WHO);
Dr. Margaret A. Hamburg (FDA, video presentation)
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Strategies and Measures for PMDA Innovation

Issues with PMDA Basic policies to
(past 5 years) '
€ Shorten review time € Philosophy
-Reduce drug lag (Mission Statement)
-Reduce device lag
€ Regulatory science
€ Strengthen and
enhance safety @ Global partnership
measures (Win-Win Relationship)
-

Pharmaceutical affairs are the ultimate
medical ethics, and regulatory science is
the underlying science.
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Increase staffs

Enhance training program

Academic cooperation

Science Board

Joint Graduate School Program
Human resource exchange program

Industry-Government-Academia
collaboration

Pharmaceutical affairs consultation
Cross-sectional project within PMDA

IT-based safety measures

MIHARI Project

Project for developing medical
information database infrastructure

Risk Manager(RM)
Risk Management Plan (RMP)

GLP, GCP, GMP ,QMS inspection
programs

Adverse health effect relief system
International strategic plan
International liaison officers to US and EU

Global partnership with US, EU and Asian
countries (ICH, IMDRF, PIC/S, etc.)




Japan’s Performance on NDA Review

Japan authority have achieved the target on review, 12 months for standard
review and 9 months for priority review as median, in the mid-term plan of
PMDA for 2009-2013. Now it has the world’s highest performance.
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Japan Revitalization Strategy - JAPAN is BACK -

(Cabinet Decision on June 14, 2013)

Extended national “Healthy life expectancy”

<Future vision of the society>

The society where people can receive necessary healthcare services at the most
advanced level in the world

Foster the industry specialized in extended healthy life, by developing innovative
pharmaceuticals, medical devices and regenerative medicines first in the world,
and by introducing these products to the market through speedy review process.

— S

(Strengthen PMDA organization both in size and in quality )
While maintaining a keen attention to post marketlng product quality and safety,

further reduction of review time (achieve “0” review lag ) and improved quality will
be pursued.

- Establish control tower function (Japanese version of NIH)
Build systems where integrated research management, bridge between research

and clinical practice, and world-class, high-quality clinical research/trial will be
securely carried out.

*Reform of regulation and system to accelerate generative medicine research and
K environmental improvement for practical use of regenerative medicine products are required. /
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Health and Medical Strategy

(Agreed by Chief Cabinet Secretary, Minister of Health, Labour and Welfare
and other related Ministers on June 14, 2013)

Basic philosophy (Three philosophies)

® Realize extended healthy life society
® Contribute to economical growth
® Contribute to the world

K Establish organization to promote research and development \
~ Prepare "All Japan” support system ~
® Establish Japanese version of NIH

® Streamline and enhance the consultation program, in close cooperation with
drug discovery support network

Strengthen PMDA

® Expand and enhance the pharmaceutical affairs consultation on R&D strategy
program ~ Provide better perspective for development, promoting
speedy implementation ~

® Promote PMDA's own analysis and study of clinical data, etc.

\ X Development of the security evaluation system using iPS cells is required for better new drug development /
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Amendment of Pharmaceutical Affairs Act

¢ Strengthen Safety Measures regarding Drugs, Medical Devices

«  Specify relevant party’s obligation to ensure quality, safety, and efficacy of
drugs and medical devices.

«  MAH’s obligation to notify revised Package insert reflecting the latest
findings

€ Regulation considering Medical Devices Character
 Independent Chapter for “Medical Devices”

«  Third party certification system

«  Quality Management System (QMS)

*  Other revisions related to medical devices

 Regenerative and Cellular Therapy Products, and Gene Therapy Products

€4 Regulation considering Regenerative Medicines Character
«  Creation for Regenerative Medicines regulations
» Introduction of approval system with condition/period
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3rd 5-year mid-term plan of PMDA (FY2014-2018)

Major challenges
Shortening the time
from early development
to approval

“Zero” review time lag Support for
elimination of development time lag

Specific ’

measures
Accelerated review process
(Improvement of approval predictability)

assessment
(substantial acceleration of approval review
process)
Enhanced overseas
inspection system

[ Improvement of prior J

Drastic improvement of

consultation service
Active involvement from the early
development phase
» Improvement of pharmaceutical affairs
consultation service on R&D strategy

» Improvement of clinical trial consultation

service V.

High quality
review/consultation
services

Enhancement of regulatory
science research and
human resource
development

» Development of advanced
review/consultation
framework using
innovative
assessment techniques

Cross-products analysis of
accumulated large data
sets by PMDA using
innovative techniques

» Ultilization of Science Board
(cooperation with the
academia)

Enhancing
safety
measures

~_=

Utilization of
medical
information
database

J

Readiness\

for introduction
of risk
management

plan )

Globalization

&

Goal
®Development )
of Japan’s Activation of
original the industry
innovative _
drugs and Extending
medical ealth and life
devices span of
Japanese
people
®Marketing of
cellular and Contribution
tissue-based to global
products medicine
J

Appropriately accommodate the most advanced technologies
|nclud|n ersonallzed medicine and regenerative medicine

p—

—_— a1~

PrereqU|S|tes

US/EU-equivalent system and human resources with excellent skills

Responding to social needs
such as Japan Reconstruction
Strategy and Health/Medical
Care Strategy

J




Pharmaceutical Affairs Consultatlon
Valley of Death on R&D Strategy

-Shortage of funds, Knowledge on Regulation and development strategy

fAinda

Strategic Consultation

Basic Research

. Pharmaceutical and ﬂ \7 PraCtlca! Use
us Medical Devices Innovative

| candidates i Non- Clinical Products
&( j_l QSl:IidI:/y Clinical Trial origirJated from
= Up to the level
Study of POC studies” apan

Introductory
Consultation

Face-to-Face * Eurther

Pre-Consultation Consultation

————————————————

1
1
1
_______________ o studies are
E Explain N - Sort out issues - Scientific discussion handled by
I procedure - 30 min, No Charge, - 2 hours, Charged, the Regular
! - No Charge | Not binding Binding, Minutes -
_______________ ! Consultation
1 1

669 T 158

Consultations Consultations
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Reinforcement of Prior Assessment Consultations

Application -

P
N

Non-Clinical LS
(TOXiCOIOgy, ——————————— N |
A 4
______ Pharmacology, and ADME) -
a”
PR

Front-loaded

Clinical Clini Application review in practice
INi icatl .
assessment

»

More smooth reaction
by applicant

Gradual evaluation
based on each test result
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3rd 5-year mid-term plan of PMDA (FY2014-2018)

Major challenges

Shortening the time
from early development
to approval

“Zero” review time lag Support for
elimination of development time lag

Specific ’

measures

High quality
review/consultation
services

safety

~_=

Enhancing

measures

Globalization

&

Accelerated review process [/ Enhancement of regulatory™\ A Goal
(Improvement of approval predictability) science research and Utlllzat.lon Of \
human resource medical ®Development
( Improvement of prior development information of Japan’s Activation of
assessment iqi the indust
- . : > Development of advanced database original ry
k(subs.tantlal accelg:g(t;ggs())f approval review review/consultation ) e e
framework using drugs and Extending
Enhanced overseas innovative alieal ealth and life
inspection system assessment techniques (Te ca span of
( . Cross-products analysis of N\ evices Japanese
Drastic improvement of accumulated large data Readiness cople
consultation service sets by PMDA using or introduction _ peop
Active involvement from the early innovative techniques of risk ®Marketing of L
development phase > Utilization of Science Board cellular and Contribution
> Improvement of pharmaceutical affairs (cooperation with the management tissue-based to global
consultation service on R&D strategy academia) p|an medicine
» Improvement of clinical trial consultation J products
\service )
Appropriately accommodate nologies Responding to social needs

|nclud|n ersonallzed medicine and reeneratlve medicine

e ——

PrereqU|S|tes

US/EU-equivalent system and human resources with excellent skills

such as Japan Reconstruction
Strategy and Health/Medical
Care Strategy

J




Outcomes of the Science Board

Current Perspective on Evaluation of Tumorigenicity of Cellular and Tissue-based Products Derived from

induced Pluripotent Stem Cells (iPSCs) and iPSCs as Their Starting Materials (Aug. 20, 2013)

% Tumorigenicity of Cellular and Tissue-based Products

% Assessment on the Undifferentiated Cells/Tumorigenic Cell Contaminants and Tumorigenicity in Cellular
and Tissue-based Products Derived from iPS cells, etc.

% Assessment and Management of Tumorigenicity of Human (Allogeneic) iPS Cells Used for
Manufacturing iPS Cell-derived Products

Summary of Discussion on Non-clinical Pharmacology Studies on Anticancer Drugs (Nov. 15, 2013)

& Current status of non-clinical pharmacology studies on anticancer drugs and the concept of evaluation in
regulatory review

% Role and expectations for non-clinical pharmacology studies in future development of anticancer drugs
(role of non-clinical pharmacology studies and their contribution to the development of anticancer drugs,
taking into account of the recent advancement of personalized medicine)

Summary of the discussions on assessment of the current status of personalized medicine relating to drug

development and review

% (English material is in the make and will be up when ready)
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Initiative to facilitate development of
innovative drugs, medical devices, and
cellular and tissue-based products

® support establishment of evaluation system for safety and efficacy with R&S as the basis at

research facilities researching latest technology
® exchange human resources between universities, NIHS, PMDA, and train resources adept in RS

Univ with RS lecture first in Japan HOKK?IdO
Human resource development Univ
by personnel exchange =~ ................. .
E E July 2010

Pharmacy

Dispatch reviewers Pl < = Engineering : YarS?ig\;lata
PMDA NIHS. etc. Accept researchers Academia = Kandpawa
Pharmaceu Upiv
_ ) tical Univ Tsukuba
Letarnhmnlovatwe Develop regulatory Gifu Univ -
i Kyoto
Accelerated, higher Promote proper R&D Pharmace Chiba Univ

quality review

utical Univ \.\

Osaka Univ |

Teikya Univ

Musashino
Univ

Early development of standards
and/or guidelines, etc.

P g
Promote implementation of

innovative technologies
. . Okayama Nagoya
(Eliminate drug lag and device lag) e Kobe Univ City Univ Yokohama
City Univ
Shuijitsu Univ of
Univ Shizuoka
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Advanced Review/Consultation System

Analysis by PMDA Cooperation with Practical use of Innovative
Academia Medical Products
Giving additional =
scientific value to

A rational & effective evaluation
process for regulatory decision

Effective and High Quality Review

submitted data

‘ Regulatory Science

NDA Sophisticated NDA review D

etc.
e-Submission mEach reviewer utilizes innovative - More predictable
of study data ssessment techniques > efficacy/safety after approval
e ﬁ » Reduction of applicant’s work
= Cross-Products Analysis load
©c —
n‘&' g = |nnovative evaluation methods » More scientific regulatory
o = Active utilization of Modeling & decision
O

¢

Database

» |dentifying AE-related factors etc. .
‘ e « Epoch-making proposal

G leading the world

Sophisticated Consultation * Proactive publication of
= More evidence-based guideline

Simulation
| > Disease model Effective and Successful
> Objective B/R assessment :: Development
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3rd 5-year mid-term plan of PMDA (FY2014-2018)

Major challenges
Shortening the time

from early development High quality Enhancing
to approval review/consultation safety Globalization
“Zero” review time lag Support for services measures

elimination of development time lag

Specific ’

~_=

measures
Accelerated review process Enhancement of regulatory N
(Improvement of approval predictability) science research and Utlllzat.lon Of \
human resource medical
( Improvement of prior development information Activation of
assessment the indust
: : . > Development of advanced database ry
k(subs.tantlal accelg:g(t;ggs())f approval review review/consultation ) novative
framework using rugs and Extending
Enhanced overseas innovative dical ealth and life
inspection system assessment techniques edica span of
( . Cross-products analysis of ™\ evices Japanese
Drastic improvement of accumulated large data Readiness conle
consultation service sets by PMDA using for introduction _ peop
Active involvement from the early innovative techniques of risk arketing of -
development phase > Utilization of Science Board ellular and Contribution
> ImprO\I/terglent of pharmalggtglc?l z?[ffalrs (cooperation with the management to global
consultation service on strategy A o
» Improvement of clinical trial consultation clezleluls) plan J roducts medicine
\service )
Appropriately accommodate the most advanced technologies Responding to social needs

|nclud|n ersonallzed medicine and regenerative medicine

PrereqU|S|tes
US/EU-equivalent system and human resources with excellent skills

such as Japan Reconstruction
Strategy and Health/Medical
Care Strategy

J




Initiative to Develop Infrastructure for
Medical Information Database

Catch line: Provide safe and secure medical care by collecting 10 million patients scale medical information

e Build database hubs at 10 cooperating medical institutions nationwide such as university hospitals.
® Target is to make more than 10 million patients data ready for use in 2015.

< Expectations >
Faster and more appropriate safety measures by utilizing the database for safety study.

Utilization by PMDA

Cooperating medical

institutions and researchers
(10 University and group :
hospital sites) Data collected at 10 hub medical

_ _ institutions will be retrieved and
Associated medical studied for analysis and evaluation of

i institutions of hub adverse reactions
medical group
Tohoku U.
Kyushu U. | | - e~ NTT Hospital (group)
Saga U.

Kagawa U. Hamamatsu U.

Sch. Of Med. Kitasato U. (group)

26™ ANNUAL EUROMEETING VIENNA 2014

www.diahome.org




Priority Issues to be Consolidated for
Post-Marketing Safety Measures

1. Strengthening of information gathering on adverse drug reactions and
malfunctions

2. Organization of information on adverse drug reactions and systemization of
evaluation and analysis

3. Establishment of the medical information databases
4. Establishment of a post-marketing safety system through information feedback

5. Fulfilling information distributed to general public related to Pharmaceuticals
and Medical Devices Safety

6. Appropriate safety measures based on the Risk Management Plan

7. Reinforcement of safety measures adapted to new review system as well as
consistently monitoring the safety of drugs from the clinical trial stage to post-
marketing stage

8. Strengthening and improvement of follow-up on implemented safety measures

9. Organizing, evaluating, and analyzing information gathered from Vaccine
Adverse Reaction Reporting System
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3rd 5-year mid-term plan of PMDA (FY2014-2018)

Major challenges
Shortening the time

from early development High quality Enhanci
to approval review/consultation safety Globalization
“Zero” review time lag Support for services measur

elimination of development time lag

Specific ’

measures

&

Accelerated review process |f/ Enhancement of regulatory\\ (" .. . Goal
(Improvement of approval predictability) science research and Utlllzat.lon Of \
human resource medical ®Development
( Improvement of prior development information of Japan’s Activation of
assessment iqi the indust
- . : > Development of advanced database original ry
k(subs.tantlal accelg:g(t;ggs())f approval review review/consultation .
framework using drugs and Extending
Enhanced overseas innovative alieal ealth and life
inspection system assessment techniques (Te ca span of
( . Cross-products analysis of evices Japanese
Drastic improvement of accumulated large data Readiness cople
consultation service sets by PMDA using for introductio _ peop
Active involvement from the early innovative techniques of risk ®Marketing of o
development phase > Utilization of Science Board cellular and Contribution
> Improvement of pharmaceutical affairs (cooperation with the management tissue-based to global
consultation service on R&D strategy academia) plan e
» Improvement of clinical trial consultation products
\service Y,
Appropriately accommodate the most advanced technologies Responding to social needs
|nclud|n ersonallzed medicine and regenerative medicine such as Japan Reconstruction
=T i Strategy and Health/Medical
Prerequisites: N are Sty

US/EU-equivalent system and human resources with excellent skills J/




Roadmap for the PMDA International Vision

Five Important Areas Where RMs are needed

/
1) Response to advanced science and technology

- Proactively provide information about the policies for review and scientific consultation of cutting-edge products and
recommendation for relevant guideline developments.

k-lntroduce progressive analyzing and predictive methods.

/2) Improvement of international operation basis
)
<

Improve the organizational structure enabling wide range international activities and cultivate new internationally minded
personnel* in a prompt manner.
*A personnel who has 1) good command of foreign languages, 2) an international human network, 3) abundant knowledge of his or her

related area of expertise , 4) ability to make appropriate decisions under the given circumstances domestically and internationally, and 5
\ trustworthy international relations.

/3) Dissemination of English information on regulatory review of medicinal products,

especially publication of review reports in English

-Increase the number of English version of review reports (aiming to cover all the necessary review reports in English in the
_ future).

N

/
4) Dissemination of information and international cooperation on safety measures

* Enhance exchanging information and establish a system to share evaluation reports with our overseas counterparts.
W Enrich the contents related to safely information in the English website.

A

/ Ll

5) Increase of the leverage of Japanese Pharmacopoeia (JP)
*Publish the newest JP version simultaneously in English and Japanese.
U Enhance cooperative relationship with the USP, EP, WHO and each Asian pharmacopeia.

Note) As we have been committed to emphasize the activities with ICH, IMDRF and other foreign regulatory
agencies, the effort should continue for the future development.
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Current Global Activities

ICH IMDRF PIC/S

and more...
ICH International Conference on Harmonization
IMDRF International Medical Device Regulators Forum
OECD MAD OECD Mutual Acceptance of Data
PIC/S Pharmaceutical Inspection Convention and

Pharmaceutical Inspection Co-operation Scheme

APEC LSIF RHSC APEC Life Science Innovation Forum Regulatory
Harmonization Steering Committee

ICCR International Cooperation on Cosmetics Regulation
PDG Pharmacopoeial Discussion Group
IGDRP International Generic Drug Regulators Pilot
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PMDA and the World

. Confidentiality Memorandum of Resident Joint .
Arrangement Understanding (MOU) Staff Symposm_m
(Forth Coming) (Forth Coming)

N
7 Pnda

PMDA
Tokyo & Osaka,
Japan
gTaiwan FDA,
DA,/ “Taiwan

\ﬁha' d ’

P

i

CBG:NEB,

™

S, Mo lethe: A
b :\(l;-lR,f\, UK Netherlands "

)

<

) _,:' ?

ANVISA, Brazil  vg|ireland " | " ‘
Yo PRswissmedic,

C witzerland .

ANSM, France * | [

oo = \ Y e A ‘ /) \ 143:_ ;‘

| (E§31

o i
TGA, Australia

* MOU between the Chinese SFDA (present CFDA) and the Japanese MHLW, under which PMDA supports cooperative activities
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Training for Foreign Regulatory Officers

Pharmaceuticals:

1st (Nov. 2010) Reviewing of New Drugs

2nd (Dec. 2011) GMP inspection

3rd (Jan. 2013) Post-Marketing Safety & Relief Services
4th (Feb. 2014) Reviewing of Generic Drugs

Medical Devices:
1st (Mar. 2014) Review and Safety

AN /

Individual Training (including OJT)

/\/ NADFC (Indonesia) officials: 5 days, 2013

v FDA (US) analyst: 6 months, 2014-2014

v NPBC (Malaysia) officials: 1 month, 2014 (forthcoming)
v' Thai FDA (Thailand) officials: 5 days, 2014 2014 (forthcoming)

\ etcj
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Dissemination of Information

Review Report

Review Report

rio - Pharmacopeia

PMDA Updates

February, 2012

PMDA Updates

PMDA NEWS RELEASE NeWS Release

And more...
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Home > Services of PMDA > Drug and Medical Device Reviews >  Approved Products > Review Reports:

Drugs
About PMDA
Services of PMDA
© Drug and Medical Device Reviews
~ Outline.
- Approved Products

. List of Approved
Products

- Review Reports: Drugs
_ Review Reports: Medical
Devices

_ Package Inserts (in
Japanese

~ Regulations and Procedures
» Good Review Practice

 Projects Across Muli-
Offices in PMDA

Record of Constitations on
- Pharmacogenomics /
Biomarkers

® Post-marketing Safety
- Outline
~ Safety Information

. PMDA Risk

(o i atione
AR,

Il Review Reports: Drugs

ContactUs | Access | Links | SiteMap | Search

The following English translations of review reports are intended to
be a reference material to provide convenience for users. In the
event of inconsistency between the Japanese originals and the
translations, the former shall prevail. PMDA shall not be responsible
for any consequence resulting from use of the English versions
The review reports were selected for translation among those of
drugs with a new active ingredient that recently recsived marketing
approval, in consideration of relevant factors including the novelty
and priority

EN: English, JP: Japanese

tocilizumab (genetical

Acternra
recombination)

Apr.2008 || B

Sorbed Milienza
Vaccine

(HEN1) "HOKKEN"
Adsorbed Influenza
Vaccine

(H5N1) "BIKEN"

adsorbed
vaccine (H Oct. 2007 || &
adsorbed inf

vaccine (HSN Oct. 2007 ||

bevacizumab

Avastin (genetical 2007 | &
recombination)
Bridion sugammadex sodium 10

Review Report

‘The results of a regulatory revicw eonducted by the Pharmaceutieals end Modical Deviees

Agency on the following phammacentical products submwtted for registation are as follows,

[Brand name] Actemra 80 mg for Intraverous Infusion
Actemra 200 me for Intravenous Infuston
Actenua 400 me for Intravenous Infusion

[Nonpropmiclay nans]  Tocilizumed: (Gevetical Recombination)
[ame of applicant] Chugei Pharmacentieal Co. Lid,

Iate of application] Apnil 28, 2006

Plurmacsuticals snd Madicel Devices Agency

[Dosage fornyStrength] A concentrate for solotion for inttzvencus infusion containng 50
mg, 200 mg or 400 mg of Tocilizumab (Geneieal Recombination)
‘per vial

Lapplieation classificetion] Preserption drug (4) Drugs with naw mdications, (6) Drugs with
new dases, (7) Diugs with adcitional dasage forms, (9) Ofher drmgs

EoIA

www.diahome.org




To Improve Public Health

REGULATORY INTERNATIONAL
SCIENCE COOPERATION
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Thank you
for
your attention!
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