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Disclaimer Notice 

This views expressed are my personal 
opinions and not necessarily represent the 
views or findings of the PMDA

この発表は演者の個人的意見に基づくもの
であり、医薬品医療機器総合機構としての見
解を示すものではありません



Disease which spreads across the border
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Countries Reporting Avian Influenza during 2004

Hien, T. T. et al. N Engl J Med 2004;351:2363-2365



The New Era of Human Genome Project
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The International HapMap Consortium. A haplotype map of the human genome. Nature 2005;437:1299-320
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Correlation between 4 ethnic groups

The International HapMap Consortium. A haplotype map of the human genome. Nature 2005;437:1299-320
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Amount

Quality

Variety

Data
Increase
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Paradigm for Global Development

Plan・Conduct

Analysis・Review

Decrease

Local DevelopmentLocal Development Global DevelopmentGlobal Development



Let’s change the world!

From 
Bridging Strategy（Step by Step）

⇒⇒⇒⇒⇒

To 
Global Development/Study

（Simultaneous)
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Simultaneous global development

Therapeutic 
Use

Therapeutic 
Confirmatory

Therapeutic 
Exploratory

Human 
Pharmacology

← “possible” global study

PhaseⅠ PhaseⅡ PhaseⅢ PhaseⅣ
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Simultaneous global development

Original 
Area NDA

New Area1 NDA

New Area2 NDA

Global study



Oct. 13, 2006 The 2006 symposium of APEC network, Tokyo 

PtC for designing global study

Meet Global standards (High standard of Science)Meet Global standards (High standard of Science)
Ex. ICH-GCP compatibility, universal eligible criteria

Sample size estimationSample size estimation
1-global study VS. studies for every country/area

Proportion of specific populationProportion of specific population
Ex. Minimum number of Japanese patient

How to analyze consistency of dataHow to analyze consistency of data
Similarity or Difference between ethnic groups



Oct. 13, 2006 The 2006 symposium of APEC network, Tokyo

PMDA consultation about 
Multinational clinical trial
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Approved example of 
Multinational Clinical Trial
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Example from approved NDA
2 products approved on Apr. 20th 2006
Detrusitol Cap 2mg/4mg （Pfizer）

Korea-Japan study for bridging (n≒600)
Tolterodine tartrate
OAB

NU-LOTAN 25/50 （BANYU）

RENAAL study as global study (n≒1500)
Losartan potassium 
Nephropathy in Type 2 Diabetic Patients
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Detrusitol Clinical data package

Phase II

Phase III

Long term
study

JAPAN US-EU
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Example from PMDA review report

Clinical efficacy and safety
Japanese + South Korean ≒ Caucasians
Successful Bridging

Dose setting in Japanese patients is not 
made about PR capsule

Dose setting about IR capsule have failed
Long term western clinical data have 
extrapolated in Japanese patients
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Example from PMDA review report

Losartan (L)
Placebo (P)

Month

Risk reduction rate

Kaplan-Meier curve of cumulative incidence of primary 
composite end-point (doubling of CCr + ESRD + Death)

cumulative 
incidence 
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Example from PMDA review report

Total
Japan

HK
US

Losartan Placebo

Hazard Ratio

HR (95% C.I.) HR (95% C.I.)
country

Adjusted Hazard Ratio using protein in urine data
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Example from FDA NDA review report

Japan

HK

Useful

Useless

Harmful

US
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Usefulness of Global Clinical Data

Points to consider before planning 
The study should be Planned & conducted 
in keeping with ICH-GCP
Necessary to accept on-site inspection
Sub-group analysis among region and 
ethnic group should be available
Give a detailed description of the 
background of the study
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Pros & Cons of Asian studies

Low cost/High performance clinical 
development (except in Japan)
Rapid improvement in GCP 
compliance
Genetic similarity
Difference in ….

Medical practices, insurance system
Physician & Patient behavior, mentality
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Risk in the front line 
- First in Human Trial-
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Coexistence of a future view 
and bear scrutiny 

Unmet medical needs
innovations

+data

Signs of efficacy
Signs of toxicity

data

data data

research
development
NDA review

Post-marketing

“for the welfare of patientfor the welfare of patient!”



Very near future style of Very near future style of 
Global Study (Asia + US + EU) Global Study (Asia + US + EU) 

Asian Study is important for the global 
people of Asian decent
Positive dialog about Asian Clinical Trial 
Network
Let's try for a win-win situation



Thank you for your attention.Thank you for your attention.
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