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OBSTACLES OF
CLINICAL RESEARCH IN JAPAN

* Lack of Interest in Patient-Oriented Research
(POR) of Physicians

* Lack of Supporting Staff
* Lack of Facilities for Clinical Research
* Problems of Regulatory Agency
* Problem in Health Insurance ;
Prohibition of Mixed Health Care
* Paucity of Research Grants for POR
* Misunderstanding of Translational Research
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PROBLEMS IN
TRANSLATIONAL RESEARCH (TR)
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Clinical

:> Practice

Basic Clinical
Life Science::> Research :>
l Translation l Industries
IP Publications
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CLINICAL RESEARCH :
FROM TR TO ICR

Clinical . . Clinical
Epidemiology Basic research Clinical Research Epidemiology
Epidemiology Basic Pre-Clinica First In Exploratory\|Confirmato Submit Oth%)lr_ne

/Registry Research /| Research Man Study Study Approval Economi

TR (Narrow Sense)

FDA Critical Path Research

NIH Roadmap

ICR

[ICR (Integrative Celerity Research) 1€5]
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RESEARCH TOOL KITS OF EACH
STEP OF CLINICAL RESEARCH

Industries

Clinical Practice

N 4

Clinical Research

Foresight .

ot Approval Phase 4

. .
%4 Clinical Research

.
“"‘ Clinical Research [ [ | 2623

T Phase1 Regulatory Science

Medical Economics

Pre-clinical Research

Genome

T PG and ADME || Proteome

SNPs
Micro-dosing Imaging

Humanized Mouse New Biomarker
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PLATFORMS OF
CLINICAL RESEARCH

* Medical Education
* Co-Medical Workforces
— Biostatistician, Data Manager
— Nurse for Clinical Research, CRC

* Clinical Research Unit in Hospitals and Clinical
Research Coordinating Centers

« Budgets for Clinical Research Initiated by
Clinical Investigators

* International Collaboration Networks
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Summary of Report of Discussions of
Council for Promotion of Clinical Application of Advanced Medical Research

Definition of Translational Research (TR)

“Basic research led by academics (researchers, physicians) in universities or other institutions, the outcomes of which lead to
pre-clinical research intended to apply the seeds of discovery to humans and to clinical research on humans (including non-
clinical), part of which shall ultimately be used in medical practice, thus forming a bridge to prospective commercialization

through the participation of pharmaceutical companies etc. in R & D.”

Translational Research (TR) - Current Status and Future Challenges

. Pre-clinical
Basic researc!

PAL-based
Early clinical

Translational research

07|
N » X

=

* Researchers and students assessed on research
outcomes per se — therefore negative towards
research for commercialization of research
outcomes.

* Requires “expert” judgment of the seeds to
select for development or that correspond to

development know-how. Suitable “experts  are

persons with experience of development and/or
reviewing.

* Requires establishment/expansion of
departments in universities to formulate and
support the R & D overall strategy.

* How to secure funds to conduct GLP-
based pre-clinical research or produce
GMP-based test substance?

Systematic use of university or other

institutional function required even for

outsourcing of GLP-based pre-clinical
research or GMP-based preparation/
formulation of culture or reagent.

« How to assess pre-clinical research with
different seeds giving completely
different reactions, as in regenerative
medicine etc.that is based on cells instead
of conventional synthesised compounds?

* Due to the infrastructure in the U.S. for strong
support to R & D in universities, just over half
of applications to the FDA are from academics.

« Conversely, Japanese medical schools do not
have adequate research and training set-up or
facilities and equipment.

« TR is project-based and requires institutions
giving expert practical back-up.

« Clinical research is time-consuming and costly
and therefore tends to be shunned as
prejudicial to university staff evaluations and
the use of research funds.

Concept of Translational Research (TR) Infrastructure
TR-Support institution
(example of function)
Support with formulation of
HUMAN development strategy
RESOURCES (1) Expansion and reinforcement of
TR-support institutions
Ar | Development of human resources
Development and regulatory h Y N
experts (2) Development of human resources
Intellectual property experts,
Biostatisticians etc.
N\ J
PAL-based A
clinicala ts:ial Establishment
as medical
TRANSLATIONAL RESEARCH "EV edmedical a1 greatment

Promotion of Basic researches

Corporate clinical tria

(3) Securing TR funds

N

(4) Promotion of clinical research
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(3) Dr. Gregory Campbell, Director of Biostatistics, CDRH/FDA
[Critical Path at FDA]
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JrCritical Path at FDA

Greg Campbell, Ph.D.
Director, Division of Biostatistics
Center for Devices and Radiological

Health
U.S. Food and Drug Administration

K-H/-JSTCRDS Workshop, October 24, 2006, Tokyo

Medical Devices In US

_|_

The nature of medical devices is very
different from pharmaceutical drugs.

Devices are developed differently and
regulated in a different manner.

The tradition and the infrastructure for
doing medical device trials in the US is
not as refined as are drug trials.




FDA'’s Critical Path
+Opportunities List

m A list of 75 Opportunities for
industry and academia to work in
concert with FDA to address to
speed the clinical research process.

m #36 Use of Prior Information or
Accumulated Information in Trial
Design

Bayesian Initiative

m The challenge was to use good prior
information in a scientifically valid way
to lend support to data from a current

medical device clinical trial in a
prospective manner.

m This initiative was undertaken by the
FDA's Center for Devices and
Radiological Health in concert with the
medical device industry.
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Why FDA’s Bayesian Initiative
in Medical Device Trials?

Mechanism of action is often physical and local.

Often a great deal of prior information on very
similar devices often exists: clinical trials

overseas, data registries, historical controls and
pilots.

Use of good prior information can appreciably
reduce the size and perhaps the length of a trial.
One can arrive at the same decision in @ much
more timely manner.

Bayesian Draft Guidance

» "Draft Guidance for the Use of
Bayesian Statistics in Medical Device
Trials”, released in May, 2006

http://www.fda.gov/cdrh/osb/quidance/1601.html

m Public meeting in Rockville MD in July, 2006

http://www.fda.gov/cdrh/meetings/072706
bayesian.html for document and slides from

meeting presentations.
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(5) Prof. Stephen W. Lagakos, Dept. of Biostaitstics, Harvard
School of Public Health
[Developing Clinical Research in Japan: Lessons from the US|
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Developing Clinical Research in
Japan: Lessons from the US

Stephen Lagakos
Harvard University

Quantitative Training

» Excellence in clinical research requires an
understanding of quantitative methods as they
relate to the conduct of clinical research

* Programs such as Harvard’s “Clinical
Effectiveness Program” have been very
successful in training bright young clinicians for
careers in clinical research

» Japan has the quantitative expertise to support
such a program
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Recognizing Excellent Clinical
Research in Academia

* In the US, clinical investigators that
conduct excellent research are
appreciated by research Universities

 Excellence in clinical research needs to be
recognized in promotion of young clinical
researchers in academia

» This will encourage the brightest young
clinical investigators to embark on careers
in academia

Governmental Support

* In the US, special NIH grant programs have
been established to support the expanded
training of clinical researchers and to support
time to undertake research.

» These include so-called K23 grants (small
grants, especially for new clinical investigators)
and larger Clinical-Researcher grants that
include multiple years of support

* Would such programs be feasible/helpful in
Japan?




Recognizing Excellence in Clinical
Research in Regulatory Agencies

* The success of drug development in Japan
clearly involves incentives for pharmaceutical
companies

* Yet a strong regulatory agency for drug
development is also essential

* Young and talented clinical investigators should
be encouraged to embark on careers at
agencies such as MHLW; this will require
recognizing the importance of clinical expertise
and providing incentives to physicians for
careers in government service
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[Japan Critical Pathl
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Japan Critical Path

Declan Doogan

Senior Vice President and Head of Development Pfizer
Global R&D

Visiting Professor Kitasato University Tokyo
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Tne role of parinersnips

_nl_n - [
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L 8Y2riys all resources (finzancial, daia 2l
Irformziion, scientific experiise) tovwzard cormmorn
Jozls

YWorlk rapidly

Expense of Clinical Validation Might Exceed Economic Return for
Any One Company
Need acceptance by Regulatory and Scientific Community of
New Surrogate Endpoints

WNovel Adzpiive Trizal Design




Impact on Druy Developrnens

u Pre=clinical P¥-PD models were
“validated” by correctly predicting dose-
efficacy relationship in clinical trials

o valuable information for pre-clinical
pharmacology
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u Provided more confidence in malking
decisions based on PH-PD data with this
drug class and disease
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Yinzi does Lis mezin for J2pzn?

Exploit Western xnowledge

Form Western Asian partnersnips

Create Japanese capability for TR
Create strong Clinical Research centers

Develop validation methodology

> Epidemiological cata bas

@
@©
(&)

° Data mining capapility

o Elzctronic rlealin Records

A National irnperative for academia/industry/regulators




(7) hEREKI S SE/RA R
[Issues in Clinical Trials in Japan from Industry/Sponsor
Point of View]
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Issues in Clinical Trials In Japan from
Industry/Sponsor Point of View

Kihito Takahashi
Banyu Pharmaceutical Co. Ltd

KH-JST/CRDS workshop ICR:
Integrative Celerity Research

"Roadmap and Critical Path for Japanese Clinical Research
and Development Strategies

The 7th Kitasato University-Harvard School of Public Health Symposium
Tuesday, October 24th, 2006

Pathforward-Study Sites

Improvement in infrastructure at study sites
1. Understanding and enthusiasm of top management
2. Sense of urgency at sites, by recognizing the progress in ex-Japan sites

3. Increase in resource (headcount and budget) to implement
dedicated resource for clinical trial management

4. Avoidance of bureaucracy (both at site and supporting organization such
as government) in the transformation at sites

5. Dedicated outpatient clinic for clinical trial (Formation of Clinical Trial
Center)

6. Employment of personnel with right mindset and expertise

7. Appropriate interaction/relation between study sites and sponsors based
on business relationship

*Bold indicates the initiatives requiring governmental or public support




Pathforward-Study Sites (cont’)

8. Efficient paperwork/administrative process for clinical trial
- Avoidance in pre-payment system in national university hospitals
- Dedicated personnel to interact with sponsors
9. Improvement in IT environment
- EDC
- Administration process

- Communication with sponsors

10. Continuous education on staffs regarding clinical trials

*Bold indicates the initiatives requiring governmental or public support

Pathforward-Investigators

Improvement in incentives for investigators
1. Appropriate assessment/reward system
2. Financial benefit

3. Opportunities for training/education for clinical trials

*Bold indicates the initiatives requiring government or public support
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Conclusion

*Many initiatives are on-going for the purpose of
improving the clinical trials situation in Japan. It is
absolutely necessary to consolidate all these efforts in
order to establish the clinical trial environment with

global standard.
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