FKETOTEREVWIBERHY | BEN
REBECOBRBRRROBEREE LTV,
F7o, KEERRERBRSFOLTHD T
CToHRELRRY, BOHAERERREY
TV, BEROEZDOAEZREL TR
LWH T KRRV T—UEFLTWS, Bl
FAEICREENPFET D2EMOFE TR
EEZ bR, BEMICEAANEEEILTY
L7 THEICRTOHAELECK L IXRER
STWAHHEEERE N, 20T b, 7
CTIERTAREREE T VT BRAICEBN
TIFH &tk v, 7V7 AOREIZERR
THILERKTHDEEZOND, ZDT
TR RIT D AEREICHE L TOIRR
ERA BAR EEH RS THITT5 2
ERFRETH D, ABRREDFIEILITIVD
W5 RAERERRUINC, EHELRZEDS)
BaER, 25 BR, POC (proof of concept)
RERENEEN, SOIEDAREELHRE
5 BRI ROERAR b HEREICEH
RERZEMET S, ZhHORBBEICE
B EBREFRBRRRP RSP EOBETS
MEDOOES>THDEEX D, BHERIC
BTSRAERED-DICEERRFDO—D
ICEHBEE 35 5, HEEMRBRTHWOH
4 FEPR I E B L E OFHEE B O & Tk,
OB LESRF TERVEEN LV E
FHREIN, 20X ) RBIITEMRIESY
HINRTG A= A~v—T—& UTHEH
TAHAMNERDHD, A ~v—I—OFEIT
HEBEHRABROBEEN SRS T LNEE
n3, BPEOEBEFD L-)VIEHED T
B, BERRBRICERS NS A~ —h—D
BZRIZ S a— L OBENDL, B’OSEICE
EoHhIEMTHS I,

B BB O E BN RFERRBR O EIT D

36

HOENA 7 FEETTIRFEL TVD B,
R SIIEMROEB D RNZ ETH D,

FR VISR~ HE 2 — A R RRRRR
DEEa—REMX D EEZRELTV,

k., TUTHEICBT D BRARREME
OEMICEBRT 272011213, RFEFEEZHW
ERHEE VAT LABERATH D LBbID,
[E B FRRBR O ST IZ 1L IETE O F A3
THY, HELEETITO Z L HBEHNT
HBHL. EREBFEIVATAIZEY, BEAD
HTRL T OTHENLOZHENFREL 2
5, TDEHIIERIRO X 512, diploma X
PNERETEDI—ADRENLETH
%, BARTREALT V7 #HEOEMEIL,

kDT OTERBEARICKNTHAE D
HEFREEL, 7TOT ADTOBEEREY
BIEORSL~ORBRPHFEND,

E. fbah

T E DORRRABR - MO & B,
SHDOFREICOWTIRERZTTo T2, BEE
S RIFTEBA IRV CERBE O F A,
7FVT 4 LRREICHDBEBEXLNDNR,
TTIA 7 TR EBREBICHY, LB
RbOIXEE TH D, HHHIITIZ CRC.CRA
OHEVEHTH Y, PRIAITITHER
BDY—F— T AMOERKLE,
BAERNDA TR TV THELR Y —F
& LTSRN REBE VAT LOWALNE
BThdEEDbNS,

F. BFFesEk

L ECREE

1) # L&, AEAHEIR. Shawn M. Heidei,
Affodk, HHAR, ABKE, N LEEFL
NEFFIEE, EEfR, BIEES,. P8



WL, PetbsCRR. (LIRFERE, b A
AERHOREMFHEC OV TDE T —
ICH #4 RIAORELIZHITT—, &
ABFZE, 40(2) :80-89, 2009.  (Ff) BAL
EEHR
2) REAHER : FRE M QT ERIER
B RERO A &3 L. 6 . Intensive
Phase 1 3%, Bridging QT 5~ [HERAVBAFE
DHTH QT FHli~ BRI —Fb,
45(4) :111-114, 2009.

2. FERER
1) Yuji Kumagai: Challenge from Japan to
Asian clinical trials. 17th Asian Pacific
Congress of Cardiology, 2009,5.22, Kyoto
2 ) Yuji Kumagai: An approach to Asian
clinical trial utility of PK/PD  concept. DIA
BT T HEREL T 7 VA,
5.29,2009, M (iayE)
3) Yuji Kumagai: Current Situation of Early
Clinical Trials in Japan. %5 6 [B] DIA B A4,
2009. 10. 23, HH GLFJIEAYE)
4) Yuji Kumagai: Experience in certification
system for clinical trial experts in Japan.
KoNECT International Symposium 2009,
2009.11.11, Seoul, Korea.
5) Yuji Kumagai: Important aspects of site
interaction by sponsor/CRO. Clinical Trial
Magnifier 2009 Conference-Hong Kong,
2009.Nov.13-15, Hong Kong.

37



* India —the magnet

» South Korea — the runner up

* China —still in transition

* Taiwan — already in the mainstream

* Philippines, Thailand and Malaysian — moving ahead
* Japan —inisolation

KLT7OT Mo RI-BARDERKRHER

Clinical Trial Magnifier Vol. 1:5, 2008

« FRIRE\ERIE S =R

- BREKREREFES

— BREREEFS

- BRERBEFR

- BAEREREEETS
* CRC

—- BREBEKREREER

— SMO &

— SoCRA (The Society for Clinical Research Associates)
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%3. KRBERZBEZRTIODTE

300—
[774 China(CN/HK/TW)

250 . South Korea

200

150

100

50

0 2 < Rl E L EN Bt e Ed Kl 3| o ==
2000 2001 2002 2003 2004 2005 2006 2007

China(CN/HK/TW) 88 96 88 152 178 258 260 235
South Korea 16 20 34 17 48 53 61 84
Japan 148 150 144 167 182 204 246 194

Year of publication (Medline)

E1. 505 LERERRSCH O ER LR
Clinical Trial Magnifier Vol. 1:5, 2008 —&BTH %
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Country Country

s 14 e
India Al N\ 227 India
China 489 [Eia .. 176 China
Korea, South 244 \\\\\\\\\\\\\\\\\\\\\\\\\\ 234 Korea, South
Taiwan 21.0 \\\\\\\ 210 Tz:\;van
Philippines \ 102 Philippines
Malaysia &\\\\\\\\ 99 Malaysia
Thailand m\\\\ 99 Thailand
Hong Kong . ‘ 121 Hong Kong
Singapore . \\\\\\\\\\\ 107 Singapore
Indonesia . “ Indonesia
Pakistan Pakistan
100.0 75.0 50.0 25.0 o 100 200 300
Local protocols(%) Study protocols(N)

K2. 7OTFREBICSITAERERAEORESEE
Clinical Trial Magnifier Vol. 1:5, 2008 — &Rt ZE

Long term

Character building of safety studies

drug
Confirmatory studies

Dose fmdmg studlqs
\
PK/PD studies z}
Ph I studies /;’ tQT studies

A

Y. e-IND studies Speci.al population
; 1 POC studies -~ studies
: MOA jtuehes
\Dﬂlcrodose studies : ,,,a/ Drug interaction studies

B 3.ERIREAERDIERR
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Death rate

T «— long term effect

Decrease in BP

<— confounding factors

Decease in
vascular resistance

T <« target tissue sensitivity

Concentration of
antihypertensive

ya N

administration elimination

4. EYEREERRIE DREE

Global PK Study

(consider to include PD evaluations)

— T

Impossible to adjust differences ' Adjustable Differences

(Including cases to show PK
similarity and correlation of PD
and clinically relevant PD)

|

Global Dose Finding Trial Global Confirmatory Trial

(Dose-Relationship comparison)

e

M5, ER L RRRICH T DEYERE ENPURBOERE
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% 1. BA~OHRFEORN HAL: A) EHEMRSCHERT I EROBROTOMR (1]

Variable Model 1 {OLS) Maode! 2 {OLS) Model 3{25L5)

Fum nationality: Japanese

Mon-Japanese 36697 (1368} 40.55%% {1255} 3047 (18.6%
Alliance status: own development

Codevaiopment —-9.53{18.6% -387{2167}

Cut-licensed 48665 (14.78) 5349%7*{13.81} 46.84%%% (15,16}
Bridging:No

Yes —27 58+ {10.25) ~25.28%* {9.20) ~3.86{39.83}
Nsubject) ~0.004(0.007)
Therapeutic area: (espiratory

Others ~4.32(17.613 —10.73{20.29%

Alimentary tract & metabolism ~9.55(21.22} -7.19(20.20}

Cardiovascular system 14102081} 10.35{21.80}

Anti-infactive ~29.04(19.03) -24.03*%{8.67) ~33.15*(20.09)

Antineoplastic immunomaodulating agents -11.57(1%8% —17.43{2275}

Central pervous system 18.17 (1863} 2483 {11.69) 16.40{18.35)
Medical needs: standard

Priority butnot orphan -0.85(15.34) 4£8{15.70}

Qrphan -1913013.16) —1535% {967} ~7.07(19.35)
Drug sales ~0.25{0.31 ~0.32{0.31}
Reguiation change: NDAin and before 2001

NDA after 2001 ~7.32{8.70) —7.16{8.34)
Constant 39.08{24.36) 18.74{11.84) 35.96%(21.62)
N 129 129 129
Adj-R2 0.1668 02032 0.2266

Standard ettors afe in parentheses. Baseling category is underlined.
MDA, new diug application; OLS, ordinary least squares; 2515, two-stage least squaras.
PO P 005, P <001
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