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:ﬂ]?"?‘*’psﬂ‘sc:@D Why Global Drug Development?

* Objective of ICH

- to ensure that safe, effective, and high quality
medicines are developed and reqgistered in the
most efficient and cost-effective manner.

— These activities have been undertaken to promote
public health, prevent unnecessary duplication of
clinical trials in humans, and minimize the use of
animal testing without compromising safety and
effectiveness.

* Drug-Lag Problem

- Simultaneous multi-national drug development, NDA
review, and approval etc...
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Q
MOD Why Global Drug Development?

e Participation of Asian countries in global
drug development
— Contribution to the global study
- Planning and conduct of Asian study

- More useful safety & efficacy data collection
of Asian population

- Innovative New drugs from Asian area
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Health Risk in Asian Region/Population

 Economic growth make people become
health conscious

e Specific Health Risk in .....

- Asian Region

— Asian Population
* Aging population — lifestyle disease
 Emerging (rapid and/or steady) diseases

Fast Asiammn Phharaynzacewgatical
e o agg Tl torprwn SN T2 FrarpST iy Tzn



Spread of H5N1 Influenza Virus
Russia

Asia as a Hot spots of Avian Flu (H5N1 influenza)

Time Line of Emergence of H5N1 Influenza Virus
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Cervical Cancer and HPV vaccine
Big |mpact N AS|an publlc health
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(D) Asian participation
In global drug development

 From the beginning of 215t century, East
Asian countries took part in the multi-
national clinical trials (MCTSs)

e Korea, Talwan, Hong-Kong, Singapore,
etc. have much experience in planning

and conducting the multi-national clinical
trials

e Japan is running after..... But!
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EAPRS ()
0% Current status of Japan
e |CH-E5 guideline (bridging study)

e |CH-E5 Q&A (Q11 for multi-national trials)
* Drug lag problem
e Basic principles on global clinical trials

(Sep. 28t 2007)

e Rapid increase In planning MCTs (including
Asian study)

* NDA approval by MCTs including Asian area
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Japanese version
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http://lwww.pmda.go.jp/operations/notice/2007/file/0928010.pdf
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Guidance document for global studies

English version

September 28, 2007
Motification Mo 0928010

Attention to:
Commiszionsr of Prefectural Health Supervizing Department

From Dhwrector of Evalotion and Licecing Dmasion,
Pharmacewtical and Food Safety Burean
Mimistry of Health Labowr and Welfare

Basic principles on Global Clinical Trials"

Up to the present accarding to “Ethme Factors m the Acceptability of Foreign Climeal Dat™
based on ICH-ES sndebme (Motficahon Mo, 762, Drector of Evalizhon and Licensmg Dinision,
Pharmmuaceutical and Foed Safety Buean Mimstry of Health and Welfare, dated Angust 11, 1998),
utihzng foreign chmeal tnal data in a new dmg application what 15 called “Brdzins” has been
accepted In Japan and post-marketing data m TUJSA and EU have been tzken mio connideration m a
review for regulatory approval where necessary.

http://www.pmda.go.jp/operations/notice/2007/file/0928010-e.pdf
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EAPRScb
"0~ Message of the document

« Both regulatory authority and industry
would like to participate global drug
development in a timely manner

« Recommends to participate earliest
nossible timing in clinical development

e Pro-Active, Constructive, Scientific, flexible
discussion with PMDA Is encouraged
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QO Global clinical trials consultations

—®— 9% Global Trial Consultation
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QO Global clinical trial consultations
EAPRS
(by therapeutic area)

2008
B others

B Ophthalmology

O Immunological

O Cancer
B Pulmonary

O Antibacterial

B Psychiatry

B Cardiovascular
O Neurological

O Hormonal
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%ng’o IND notification of MCTs

 FY2007: 508 IND notice (total)

e 18 company notified to conduct 38 MCTs

— Japan based 5 company 8 protocol
— Global pharma 13 company 30 protocol

 Development Phase
—P-1:1, P-ll:5, P-lll: 32

 Therapeutic area
—Oncology: 17, CV: 5, CNS: 4, Respiratory 3
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Example from approved NDA

Approved on Apr. 20t 2006

 Detrusitol (Tolterodine tartrate) (Pfizer)
- Korea-Japan study for bridging (n=600)
- OAB

* NU-LOTAN (Losartan potassium) (BANYU)

- RENAAL study as global study (n=1500)
— Nephropathy in Type 2 Diabetic Patients

Approved on Feb. 29t 2008

 Herceptin (Trastuzumab) (Chugai)
- HERA study as global study (n=3400 asian=400)
- Adjuvant therapy for HER2-positive breast cancer

Review report
http://www.info.pmda.go.jp/shinyaku/r07/0104/45004500 21300AMY00128 A100 1.pdf



http://www.info.pmda.go.jp/shinyaku/r07/0104/45004500_21300AMY00128_A100_1.pdf

Scientific/Practical discussions

e Ethnic similarities

e Ethnic differences
- Caucaslian vs. Asian
- Within Asian populations

e Various cultures, languages, religions,
medical practices

e Standardized practice between trial sites
(hospitals, medical institutes, etc...)
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Japanese genome look alike Chinese
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Ethnic difference in CYP2C19
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Relationship between SJS/TEN and HLA alleles

Table 1 Frequency of HLA alleles in patients with Stevens-Johnson syndrome

HLA allele CB7-SJ5 CBZ-tolerant MNormal .

B7502 44(100%) 5% B (6.67 Chinese
Cw 0801 41 (93.29) 17 (16.8%) 13 (14%)

ATT101 36 (81.8%) 51 (50.5%) 53 (57%)

DRB171202 33 (75%) 12 (11.9%) 18 (19.4%)

B*1502, Cw* 0801 41 (93.29) 3 (3%) 7 (7.5%)

B1502, A*1101 36 (81.8%) 2 (29%) 6 (B6.5%)

B*1502, DRB171202 33 (75%) 1(19%) 5(5.4%)

B*1502, Cw*0801,

A*1107, DRB1*1202 29(66%) 0 (0% 3 (3.2%)

Frequencies (by number and percentage) of individual or combined loci of the 87502 ancestral haplatype are shown in patients with carbamazepine-induced
Stevens—Johnson syndrome (CBZ-5JS; n=44), and in carbamazepine-tolerant (=101} and normal subjects (n= 93}, For methods, see supplementary information.

“0dds ratio (CBZ-SJS/CRZ-tolerant: 2,504 (95% C1, 126-49,522); corrected Pvalue P,=23.13x 1077

T0cldls ratio (CBZ-SJS/normaly: 895 (95% CI, 50-15,869); £,=1.38 x 107, WH Chung, Sl Hung, HS Hong, MS Hsih, LC Yang, HC Ho, JY Wu, and YT Chen
Nature, Apr 2004; 428: 486.

TABLE. Fraquency of HLA Class | Allisies In Patients with Stevens-Johnson Syndrome [SJS)yTowc Epidemal Necroiysis [TEN)
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*: Comected P is P after corection for multiple () comparisons.

M Ueta, C Sotozono, K Tokunaga, T Yabe, and S Kinoshita
Am J Ophthalmol, Feb 2007; 143: 367-8.



Ethnic difference in HLA-B*1502

Ethnic group prevalence

Chinese 1.9-7.1 %
Japanese <0.3 %
Thailand 8.5 %
Singapore 5.7 %
Korean 0.2%
Caucasian 0-1 %

= Difference exists within Asian populations



RSoabAsian drug development as global player

4 More experience & SC|ent|f|c research

s Develop best fit drugs for Asian populatlons 3
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Very near future style of Global
Development (Asia + US + EU)

e Asian drug development as a part of
global development is very important

* Positive dialog about Asian Clinical Trial
Network for information/experience
exchange

* Challenge to conduct Asia+EU+US Study
e Let's try for a win-win situation
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Z"OSODKey message to industry

« Join and contribute Global Drug Development
— Encourage to participate, plan, conduct MCTs

Patient Safety Ensuring (Vigilance system)
— Clinical Developing Phase (up to thousands, limited)
— Post-marketing Phase (up to millions, unlimited)

Patient Benefit Ensuring
— Ensure patient’s accesses to innovative products

Quality & Reliability of Data/Products
was not built in one day! (GLP, GCP, GMP)
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All the players in good harmony

“for the welfare of patient!”
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