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FDA and PMDA NAS median approval times converged in 2007-2016, with PMDA the fastest

of the three agencies for a third year in a row
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Number of NASs approved by ICH agencies by apprgya
year by approval year 2007-2016
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In 2016, PMDA approved the greatest number of NASs (48) of the three ICH agencies , approximately
double the NASs compared with EMA (28) and FDA (22).
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International ranking on major basic and clinical research pape@’

1993-1997 1998-2002 2003-2007 2008-2011 rank country number | rank  country number
0 1 USA 2,674 | 1 USA 2,011
3 3 2 Germany 442 2 Germany 386
5
4
6 3 Japan 369 3 England 284
Basic research
10 4 England 314 4 Japan 266
5 France 269 5 France 230
15
< No. of major clinical research paper>
20 18
. rank  country number | rank  country  number
Clinical research
25 1 USA 2,677 1 USA 2,105
25
2 England 873 2 England 685
30
15 China 102 16 China 97
(Resource) 18 Japan 74 18 India 88
Ministry of Health and Welfare prepared material
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About AMED 7S

AMED

@ . EimEREEA BAEERMZHE RS

Japan Agency for Medical Research and Development
AMED

¢ Founded on April 1%, 2015
<Background>
- Japan Revitalization Strategy (June, 2013)
- The Healthcare Policy (May, 2014) President
- Headquarters for Healthcare Policy Makoto Suematsu, MD, PhD

- The Plan for Promotion of Medical Research and Development (July,
2014)

# The core institute to support and conduct Medical R&D and improve

Research Environment in Japan
Copyright 2015 Japan Agency for Medical Research and Development. All Rights Reserved.



Purpose of Establishment of AMED, Agency ACtiViti‘?’

AMED

BPurpose

Promote medical R&D and improve the
environment for such R&D and
implement subsidy activities based on
“the Plan for Promotion of Medical
R&D” for the purpose of integrated
promotion of medical R&D from basic
research to practical application, smooth
application of outcomes, and
improvement of the environment for
medical R&D in a comprehensive and
effective manner.

B Date of establishment
April 1, 2015

[1] Promotion of medical R&D and improvement of
environment
e.g. Support for and preparation of research equipment
necessary to perform researches of regenerative
medicine using iPS cells in Kyoto University as a contract
project

[2] Dissemination of outcomes of activities described
in [1] and promotion of use of the outcomes

e.g. Promote application development by introducing the
outcomes of basic researches in drug development to
pharmaceutical companies.

[3] Subsidy for medical R&D and improvement of
environment for healthcare R&D
e.g. Subsidy for the development of biopharmaceutical
manufacturing technologies, subsidy for the maintenance of
the system for performing clinical researches

[4] Services incidental to the activities described in
[1] to [3]
e.g. Survey about the trend of R&D/technology development
inside and outside Japan, publication of research outcomes,
international cooperation through research

Copyright 2015 Japan Agency for Medical Research and Develo
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New System for Promotion of Medical R&§'®

AMED
[ Headquarters for Healthcare Policy (HHP) ]
TB The Plan for Promotion of Medical R&D
dh.) Coordination of allocation of overall
c Opinion about selection of Opinion about mid- budget demand
(<)) 'E' president/auditor flong-term goals Coordination of progress with the
oo o) coordination cost
\m o =
L = o0 !
g £ £2| | Cabinet Off |
t =S 25 abinet Otfice ‘ MEXT/MHLW/METI
= 8=
O o
T Y .
o Appointment/dismiss = L of Payment of subsidy/administration
v al of president/auditor mid-/long-term ym ubsidy
= ¢ avmep O
8 Consolidation and integrated execution of budget based on HQ’s policy J
)
% o Allocation/management of research grants to reséarch centers and
o
= OE) researchers
= o0
L ©
8 S |l O One-stop service relating to research grants
S E||O Integrated research management from basic research to practical application
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AMED Budget

(FY2018)

FY2018 FY2017 +
a;%tt?:]t 126.6 bil. yen 126.5 bil. yen + 0.1 bil. yen

[adjusting cost] [17.5 bil yen] [17.5 bil yen] [0]
(@ Project for Drug Discovery and Development 20.9 bil. yen >
@) Project for Medical Device Development 12.9 bil. yen >
3 Project for Japan TR and CR Core Centers 8.6 bil. yen >
@ Japan Regenerative Medicine Project 15.7 bil. yen >
®) Japan Genomic Medicine Project 10.4 bil. yen >
®) Japan Cancer Research Project 16.0 bil. yen >
(@ Project for Psychiatric and Neurological Disorders 7.1 bil. yen >
Emerging / Re-emerging Infectious Disease Project of Japan 7.0 bil. yen >
© Rare / Intractable Disease Project of Japan 12.4 bil. yen >

COpyTIgNt ZU15 Japan Agency 10T IVIEdiCal Researcn and Development. All RIGNS Reserveda.



<o
AMED’s Program Management System % 7

The program management system is established under the supervision of Program
Director (PD) in each of the nine collaboration areas. PD is appointed by the president
with input from the competent ministry for the program in the collaboration area.

Program Management System in each collaboration area

PD (Program Director)
» Decides the management policy for the collaboration area (within the range of the subsidy guideline).
 Coordinates the policy and decision for the allocation of funds to each program.
* Inter-PS coordination

Program management system
Program Supervisor (PS) in charge of management of individual

Each Each Each i i ;
orogram . orogram programs is ?55|gn'ed under PD an.d engaged in program management
in collaboration with Program Officers (PO).
4 N\ [ N\ [ )
PS PS PS Roles of PS

PS is engaged in the management of programs based on the
understanding of the purpose and themes of the program PSis in
charge of.

000
D00

Copyright 2015 Japan Agency for Medical Research and Development. All Rights Reserved.

Roles of PO
PO executes practical operations for the management of prograﬁ

an assistant for PS.
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Strengthening the AMED/PMDA Partnership @

AMED

€ To accelerate the creation of innovative medical products

=

v Connecting project adoption by AMED with
Pharmaceutical Affairs Consultation on R&D Strategy
by PMDA

v Cooperation of PMDA in project evaluation by AMED

v Support by PMDA for activities by AMED to improve
the clinical research/trial infrastructure
(e.g. dispatch of lecturers to training courses)

v" Information sharing (e.g. AMED; medical R&D trends, state of projects, PMDA; trend
of the regulation on medical products, state of the Consultation and clinical trials)

Copyright 2015 Japan Agency for Medical Research and Development. All Rights Reserved. "



Project for Japan TR and CR core centd&

AMED
Current 0 ,"\f! \
i I \ 1) e # |
V.~ i “
/ q» U Y
Develop seeds from basic phases to . prove the environment for implementation of clinic
practical application l - oqration researches and clinical trials of the glo-bal standards
Translational Research Network Program for the maintenanceof
—~ Program — cal Trials Co ital
. . .
—_— Japan TR and CR core ab o5
FUtU re | ‘ nt r 8 (
.. . ..
Seeds originating icture l MRS K\
from universities, etc* Develop seeds and conduct clinical researches and - Clinical trials,
- Medical devices by clinical trials of the global standards advanced medicine
collaboration between O Unify the structure to implement various programs such as PD, infrastructure survey, meeting to - Transfer of intellectual
medicine and engineering repo_rt r?S_UItS' et_C' _ o ) property rights to
 Completely new treatment O Significantly improve and expand professional human resources: Specialists related to intellectual companies
hod property rights, development and strategy, project managers, biostatisticians, clinical research
methods, etc. § \ coordinators, data managers, monitors, etc. fcal
AN | O Significantly increase and expand the R&D expenses " practical use
v O Support for verification studies of orphan drugs, etc. . asmedical care

/

“,‘\——- Broader pipeline with innovative seeds, seamless and consistent suppaort

—

Pre-clinical studies Clinical studies

Copyright 2015 Japan Agency for Medical Research and Development. All Rights Reserved. 19



Project for Japan TR and CR core centers 00

Promote to integrate the Support Centers for Translational Researches(TR)

and Clinical Trials Core Hospitals(CR) in order to build a system that leads the
results of basic researches at universities, etc. to practical application in a
consistent manner.

Also, further promote to reinforce the functions of the center including the
securing and development of human resources, networking, expansion of
seeds, etc.

In addition, conduct high-quality clinical researches and clinical trials according
to the ICH-GCP and improve the structure to support multicenter researches by
making use of the functions of ARO.

[Targets of achievement by FY2015] [Targets of achievements by FY2020]

O No. of notifications of investigator- O No. of notifications of investigator-
initiated clinical trials: 21 trials per year |[]initiated clinical trials: 40 trials per year
OFirst in Human (FIH) studies OFirst in Human (FIH) studies (including
(including sponsor-initiated clinical sponsor-initiated clinical trials):

trials): 26 trials per year 40 trials per year

Copyright 2015 Japan Agency for Medical Research and Development. All Rights Reserved.



Japan TR and CR core centers & @

AMED

Asahikawa Medical College

Sapporo Medical College

National Center for Child Health
&Develop.
National Cancer Research Centers

\\\

, , National Hospital Nagoya Medical
Copyright 2015 ¢ gency for Medical Research and Development. %gﬂ%éeﬁerved.




2. Public — Private Partnership (PPP)
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Case 1 (PPP)
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[From Personalization Medicine to Precision Medicine

O US President HE Obama’s initiative (2015/01/20) .

O 215Million USS

O Researches especially for Cancer and Orphan diseases related to Genomic
Information, environment, and lifestyle etc.

O Diversity of drug R&D A
Various modalities - protein, cell, nucleic acid, regenerative
Y medicine, with companion IVD etc. D

O Designation of disease (vs) drug R&D

O Procedure of evaluation for innovative drug
_

/

VAN

VAN

US AMP; Accelerating Medicines Partnership
____EU IMI; The Innovative Medicines Initiative )

GAPFREE

~ EFEDERERT ~
Academia

Copyright 2015 Japan Agency fo



Basic concepts of GAPFREE ¢

AMED

To fill the “gap” among G (Government), A (Academia) and P

(Private/Pharma companies) and to facilitate drug discovery to

meet unmet medical needs

<Solutions>

© Adjusting the wish from P and the proposal from A by
“matching scheme” supported by G(AMED) before

application.

© Participation of P in planning of the study design including
clinical resource collection.

© The comprehensive data acquisition from clinical samples
using the cutting-edge technology, mainly “multi-omics”
analysis.

© Big budget available by dual funding from both G(AMED)
and P.

Copyright 2015 Japan Agency for Medical Research and Development. All Rights Reserved. s



GAPFREE

AMED
Funding for Research to Expedite Effective drug discovery
by Government, Academia and Private partnership

Public budget

Contract Contract

Private Total
budget budget

Co-research

Private companies _ Academia




Japanese GAPFREE @”

~ EFEDERZERLT ~ AMED
/ Funding for research to expedite effective drug discovery by Government, Academia and Private partnership
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Funding for Research to Expedite Effective drug discovery by Government, Academia and Private partnership

>

-~

. : : )
Research on drug discovery and development for autoimmune bullous diseases

with imatinib as a tool

PI: Kenji KABASHIMA

(Kyoto Univ)
Academia
A
Understanding of tumor immune-environment at single cell level in patients with PD-1 A
immunotherapy treatment
255 | P Toshitiko DOT O G
research . 1osniniko 7c
(NCC) Daiichi-Sankyo
Academia
A
Efficacy of inhibitors for microglial activation in the patients with neuroinflammation i
evidenced by PET
PI: Yasuyoshi WATANABE T ctollac
(RIKEN) . . astelias
Academia JRILEL )
Research on drug discovery and development projects
survei- | by government, academia and private partnership

llance

e 4

PI: Shunsuke ONO (Univ of Tokyo) WK

<
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Case 2 (PPP)
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Establishment of Clinical Innovation Network (CIN)
(Preparation of Clinical Development Infrastructure by Use of Patient B&gis

" [Background and Issues]
R&D cost is increasing worldwide.
These days, use of patient registries are attractive as a new clinical development
method.

[Abstract of the measures]
- Establishing the network to use patient registries

. ~Usage for clinical trials based on regulatory science (RS) 4
Consortium

National Center, participation

. . . M \J J C v
Clinical Research Core Hospital, etc. R —
Submit data .9

g
#I

A

Stimulation of R&D
Attract foreigh manufacturers

Copyright 2015 Japan Agency for Medical Research and Developm .




Project related CIN supported by AM EI%

New Development and Improvement of Patient Registry System*

Industry-Academia Collaborated Registry System Establishment using Atsushi Otsu National Cancer
National Cancer Genome Screening Establishment to contribute to the Center Hospital East
development of new cancer drugs (SCRUM-Japan)

Patient Registry System Research and Development of Amyotrophic Gen Sobue Nagoya University
Lateral Sclerosis

Construction of Patient Registry System to Promoting the Clinical Harumasa National Center of
Innovation Network in Drug Development for Intractable Diseases and Nakamura Neurology and
Rare Diseases Psychiatry

*Patient Registry System for Medical Devices Research is also being conducted.

Research on Measures to Promote Clinical Innovation Network by using Shinichi National Center of

Patient Registry System Effectively Takeda Neurology and
Psychiatry

Study of Clinical Research Design to Improve Clinical Development Kunihiko Graduate School of

Efficiency by Using Patient Registry Data Hayashi Gunma University

Establishment of Registry Information Hub for the acceleration and Norihiro National Center for

promotion of CIN concept Kokudo Global Health and

Medicine



SCRUM-Japan: a nation-wide, multi-centric
cancer genome screening program

SCRUM-Japan Participating
Hospital Network un 2016) Hokkaido

Qe

L C-SCRUM GI-SCREEN
Luna Cancer (Gastro-intestinal
Sl ) Cancer)

214 O20 core

Hokuriku

Chugoku/Shikoku
Kyushu/Okinawa "

 Tokyo/Kanto/NCC-HQ

x h ..

EHR system SSMiix-1l covers SCRUM-J apan HQ

hational hospital groups and (National Cancer Center

major university hospitals -Kashiwa)



SCRUM-Japan: A successful academia-industrial collaboration program
incentivising data sharing among pharmaceutical sectors@ O

Central Testing at CLIA Labs: Oncomine Cancer Research Panel

2 S @
o S 2 Advisory board ’ § g
c © £ c 0
Q O £ 0 °
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ol 1= SCRUM-Japan 2l 1=
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LC-SCRUM-J NCC Management EPOC-TR = =
g n Office Data Center Japan Q n
© © ©
° E C 62) FP (" G'?f's:.fFE N g §
g 5 * 0 - 7 o B A T - ENE% l\i\J g é
< Contract, COI Clmlco pEE= CU’?E F r Gastrointestinal Can < =
Accounting database
%0 o o
5 o 8 £
c c S ©
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Ll (&) v
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Participating Centers U @ Ea G@ B c%
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Case 3/4 (PPP)
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Biostatisticians incubation program

AMED

Steering
committee

*MHLW
-MEXT
-AMED
-JPMA
- Scientific

society

&specialist //

assist

graduate school

.

Endowed course

Cooperation

Cooperation
—

Credit earning
Lecturers

Core Hospital

Cooperation

Training course

Fostering
incubation
and
improvement
of
biostatisticia
ns

Society

_____________________

’

Medical doctor

CRC

. Pharmacist

/7
—-—————
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Image of “Medical Pediatric Breakthrough Prograr"

(tentative name)

Ex#zmEA BAERMZF S

Japan Agency for Medical Research and Development

%1

Lending
support
(]}
develop

ment
costs

after completion
of the project,
payment of
annual payment
(no interest )

% 1AMED [EEMERARE

HEREBIRER (CiCLR

" Promote drug development in
pediatric field in Japan

Research grant

Research group for pediatric drug investigation

%

Creation of a priority list
requiring development of
pediatric efficacy,
pediatric dose, etc. in
each medical field

Japan Pediatric Society

eneidene e Collaboration
Collaborative Research on demand
Assistance Secretariat

Global pediatric
network

Domestic pediatric
network

I V Request for requested items
velopmen e

Pharmaceutical companies

P ——

Approval for pediatric indication

Cooperate in developing

.2 National center for child

International
clinical trials

health and developmefé




Conclusion { Patients }

4 . ) 4

Academia Industry
" From basic to clinical research " Development of pharmaceuticals
¢ Human resource development Qnd medical devices p

Japan TR and CR core centers

‘ NC

AMED

" Powerful management
@ ® * Cooperation and integration among projects
~vmeo "Promotion of industric-academic

cooperation * International strategy:
competition and cooperation

Copyright 2015 Japan Agency for Medical Research and Development. All Rights Reserved. [ M ]
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Thank you for your attention ¢
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