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DHEEMEZEIHIZOITALE DS, =
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B350 - hEDALR ST, bAEHD
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DIAMRE T — 73y 7 EELERER
REEMOERBEILEFRF & H AR

REREKERNAS Engs sl E

FITIE, trackoverview £\ Z & T, BEZ IETWE& 9, track overview Tid,
early stage of development & \»9 & & T, non-clinical phase %*% phase I ~OBITOME D
BB, 15 late stage & LC dose finding ™%, conformatory study ~\» { Bfg, #hhp
% postmarketing stage, ZHIZICH-E2E # B x @R TbhEd. 2L T, Zhbo3
DEFRLYETH, AFBEBEOFEETHAIREGHICOVWTDOTFA A Sy ra v el E
WELE (1)

BT, BEERKOSO—WHEL WA ZEPMHEN TV A DITTTY, FREERIITIE
WEOSPBETANEMEAYHLLHICEVET, CALEDWTHEBIARERZT
review % L CAWEBWE T,

BELTAZIELE, T0457TY (382), 1D ethnic difference, #hb L {Ebh3
Z ETYhS, BEED speed, cost, quality T¥ . 3% HIZH proof of concept study, Zhdsh
DBETEDF VR EINTVLRVESIBWET, 4FHIZCRO, SMO, 561X ARO 22w
TAhLBRTALVERWET,

%21 TrackB

(1) Early stage of development fromnonclinicalphase
to phase 1

(2) Late stage of development after dose-finding
study to confirmatory study

(3) Postmarketingstage after confirmatory study.
Each of these stages is important to confirm the
direction of development and to make decision of
go/no-go.

(4) The development of combination products is a hot
issue, and is added as a topic

# 2 Issues tobe Solved in the Global Drug Development for Japan

1. Ethnic Difference

2. Speed, Cost, and Quality

3. Lack of Proof-of-Concept Study
4. CRO/SMO, Evolution of ARO

FERREFR 22875 (7 H) 2006
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% 9 ethnic difference TTAY, ZHIXICH-ESHA FI A4 YICHTWAE L DT, X< THR#
Wiz BEwWTwas EBWET,

#1712, drug metabolizing enzyme T poor metabolizer DIHBEFFEORIEE, Z DBILXK
BHWRLTVWERTT,, TNPOF—ERTHo THBME, BEILE, H5WIdEREORE
BELTELUIMEEHEDGEL LR, BELZEHEFRLZVET, $bLT7IVTAET
BBEERBS, —F, BRBATRIHEESSVE Vo BWIZS N T, £OMIZ, b
FALBNENELALDOTTY), ERBELVIEVEHNELT, IASHERTICOZ
DEEELE 2 TwA LI IBEVWET,

¥ 7z, FCEEESE @ poor metabolizer MHEE, BT CYP2C19 DFETIE, HEAKLH
2 810 poor metabolizer A8 Y ¥ 3, Zhid proton pump inhibitor THEIZ 5 DI TT, €
Ao CYP2D6, ZOBAHRATIE, 1EE A Y poor metabolizer 1380 AL, HAZIE
5~10%DHEETHELTWE T, NAEL L THERKEICEEZ RITL Th A0 E ) i,
FLABEOLTRDY TEAD, TRV E-THETE, HlXIT 1970 FI128HE E iz UGDP
Bigel w3 dohd b £, Zhid University Group Diabetes Program &2 7 A1 DK
QT N—THFoZETTE, FITRETTIHA FROBEYTHL 720 NI B
W, cardiovascular death 75 BL Y b EDP o2 EWIBENH Y T3, Fik, D
72 vENIIECYP2D6 CREENEGEY TS, WRIZ, BFL{AATHo BT
To

FNo bR EIT T, 1989 F12#H% & iz CardiacArrhythmia Suppression Trial
(CAST) L WIHIHFLLBRABRPH Y FTH, CITHIVIAFAFBITZ VA1
FEwv) CYP2D6 TRE SN AZEMEAVONE LT, IN6OBETE S ERICEEL T,
PEUNEEEIEISTZEVIFRFIBETBEYIET., bbAHA, ZOERNFPCYP2D6 LHE
BHEPEPEELHALDPTRH ) LAY, SBRERTREHATHA)LBVET,

BINE, SRIEOKREL L TETAHRBICEDEENHRIZL T, H5VEAFERK
KOBMTELRBZ DD I T, AIAEHESE, THhEIBEAORENLEEMETH S AW
OFfge L, 7 AU A OMRIIIESR % Framingham FfE82 bE L $9&, REZRALAOS
NI~ 4 BEEENBVDOTY, —F, BIEGREERTILEEL W5 bIFCF, Framingham
MEDHFDFAWLIT LD S 3~ 4 BHEEFENEVI ZERH D T3,

ERFREETOARAOFRETRES &, 1970 £48, 1980 £48, Wb mESHEICL 3
LD TT. TORAREZAETT L, BAE, B GEE BES, KE 181591
EVIBRIZH D ET,

TIX, 7 A A DFE%% Jostin Clinic DA TATWE T L, REDERKBEED 3/4 1%
MESHEIZL o TELZ>TBN T, #L T, heart disease ¥ 50% LU LR EDHTWE T,
Fl—&ETH o Th outcome IXBL L LWVH T L TT,

RICEYOHET, THITERFERRZLBELILDTT (R3)o AN NVREOR
ERWLEBEWTHATIRYISIF, ZYZSTVF, FYAEYF, +5779y=2F, BEHE
PHEBLITE, 248 24 138 FThrLES7H4 FROBOX PRV VIZEoTR
448, RETIE 2,550 8580 LLETADT, FDL) LERTIZISEN—RILD L
nNEFA, TOM, THANVKE—ARE—TTH, ZhiINAZVOBEERBIZL->TINES
122 TWBDITTT,

FNDHRYFUROER, TINAGF, VUNAFZFUTRIETT (R4)o f-
blocker 7075 JOa— VTR 28 77/ 0—-VClRELIRECHEECT, LarL, H
FECE25mg BEEZEI ZLPLVTHLILBRVET, A MO0 -VE3.3BTT. Z1
726 ACE inhibitor D72 I A TOA TP FYNTHE2E, = FS5T7INTR4BIckY T

fERESR 225 7% (7 RA) 2006



593 (5)

23 Comparison of Doses in Japan and US/EU (mg/day)

Ratip of Max Dose

Japan  US/BU e Ei/apan)

glibenclamide ~10 ~30 2
glicazide ~ 120 e 246 2
glimepiride ~G ~8 1.3
nateglinide 270 360 1.3
metformin ~750 ~ 3000 4
acarbose ~ 300 ~ 300 i
voglibose ~(.9

troglitazone ~ 400 ~ G300 i5
pioglitazone ~45 ~A45

24 Comparison of Doses in Japan and US/EU (mg/day)

Ratio of Max
Japan US/EU Dose

(US EU/ Japan)
Pravastatin 10-20 20-46 2
Sinvastatin 5-10 10-20 2
Propranclol 30-60 80-120 2
Atenolol 50 50 i
Metoprolol 60-120 100-400 3.3
Captopril 37.5-75 25-150 2
Enalapril 510 5-40 4
Nifedipine 20-40 10-40 i
Amiodinine 2.5-5 5-10 2

T, CaBi#iTIl, =72 VEVTREILTTA, 7AulEr Tl 2L koTBY £,
ZoiiE, BERBEVRKGESL T30 LT A,

B, HEBRSRBELTE, LTLINEECER, &5\ biological ZERPSTXTT
B, GLAYBLZIONFENEHICBWE T, FIZIETHATIE, BHERSEA R
I, BARBTZVENS ZEZERIBIN TS LI ICBEVWET L, —F, XKE, 3—
0y T, SEICEWERD S A DIRRRT, PUERLVWEVIRETYT, HRE2ESYHRT
HABFRBELIDEVI ZES—BHREZFTOL) T,

1= ethnic difference Tl3 7 € ethnic similarity &9 2 &2 0WTHNTWEBVWE T,

FEF A - AL HEATHB LS4 7A Sy EATTE, B, XEWThdEsAa
FRILTT, SEHEOEKECIZE BRI TCETTVAEDPD LRLEFFAD, WTFRIZLTHIZ
EAEEDLYEFA, SHICEBZLEBETT,, 1 {Ld% cancer, 2 {7 heart disease, 31
PN, 4 fIA% pneumonia, 5FAfaccident T, COPHFEZEDLLLVOTYED, BEIJEEF
BELLRWEVI BT TRL2LT, ZOEEFEFIGEBLTBY £9, cancer #333%IC

BRER2%7E (75) 2006
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LT 31%, EEAT16.3%IIK LT 15.3%, MEPH 105%IcH LT 13.6%, HMiksh 8.9%
KR LT8.8%L V) Z&T, BOTEBLTWTEW :bITTY, SETTHARALEEF v
A= AORELR L2232, TREZHOBEIADPLVLTZ VAT L FETa, =
DRBEZRTCHEBERLEET Lz 2ZFETITAT7ANVHIVEEESELL TWADTHN
W, ZOL) R TITAE, HETToBRARLS I VBRI LIS IEEZONLOT
BanhtBuniEd,

REELOT—F T, BE, AEIIBVT, WTFRIHITHRELENZVEVS T LD
bhrhET,

cardiovascular death 129 282 ATV E 3¢, BmMOER, HEOTIZREND
DET, HEOLPHEOREHEWS ZETT. FEFICILIMTBY I3, dEOLERT S
YATY, 77 VAR, FAICEROECEREEL VO TTH, Wwhwb French paradox
LI HDT, RIA X ODIRBETREZVPEVDRTWEDITTY,

=77, MEPEEELITE, HEPLATISTRDBADVEEFEBCTT, RiIhESEILFE
FIZIABPTNBEDTT, /2, FEORHBEBEZRETL L, WIFROBMEFICBELT
BRHARL O RGEEFEH L) TT,

RiZ cost, speed, quality W) Z EIZDoWTAH LR WE BT,

RENAAL &FHEN B 2BIBRBEHRE LT v VFF vy - SHREEREaY LY o~
WELEEDOREE - #BOFH & 75 R ERBELAHBERIIOVWTIE, 48, 20BN
BFIZOWTIHELBAY FEAD, RENAAL B8R EN2 1,513 A0S B, LH0546%,
TITNEFLT%, €055 %6 AFHEALWIRETT,

TORREAZETE, BRADGBA, FEEFRAEVIDIT, $FHEDLLRVOTT
A, HEREE R A L HAH 36 Mk, —F, FHROLEP2MBETT, 1HBEYS ) 0RRED
B3 A, EHIZWIEZ2E6ACHWTLE I FBIE ALV LT, HRITH=R
BLAln)ltFnisetBunid,

& 52 PROGRESS &MHENARMEROZRFH BT LEREBREREF A TVWE T T,
Z N ACE inhibitor DR ¥ FAYVEFHW 7S5 R E0BE LR T, 22 TidH
i, PRYEEoTWT, BMHETEISA, 1HRLLD2BARZEHLTVEY, —F,
HPEA 1 MERYZ) 58 ATT . Z20Ml, #MD 0 ATHETTOT, TORNBTCELTIHEAR
BN THD R Y LRZEBRABRY 2 N8 n) 2 LThHAI LBVET,

BEEIEBEDE (overactive bladder) ZHEE L bV FO 74 > & n 3 BoikE, Hidt
BT BRI BVT, BETIE 2B TC5ARBELTWIETOCT RN~ 26
Bl, —F, BHRESTRBET2BHTTOT, 1HESLhTHREALVI LT, BEE
HELTH BADBRABRODFRIZL VL) ZEMRRENRTVS LTI,

%I T, REZDS ethnic similarity WA T &R Z 2705 L VOTRRWAEWVI 2 &
ThEd, ERP S ethnic difference E W) Z &I, X Vb F 4, B ethnic difference
BHbH I LIEEEVRVDITTTY, ethnic difference 25% 284, ethnic 12 similar 72 & =
STHRERLTo TV o726 L vTERVwRL VI T,

Z LT, b L ethnic % similarity ®$» 27 7 OELZ I B 2BEABOEREESBET
HH%HE, BEARSA =V 7T 1 7hE-T, TUVFDICHE WS dodthonE, =0
L) BRBRLEBEEOHLbDETITTITFI I LN TELOTREVIPEE L TVE
To ZHITHIEEES, BEPAZITTFA7hE-7T, ¥E EULLELTEE T
WS ZERTEDLLIILBVET,

KIS, CREIETECHHEZEDTTTH, €I b HAED clinical pharmacologist £ v
X, phase I &) T EXhL Y NEAZBEVTCWAKE, proof of concept study &5 = ki

WREE22%7% (7TH) 2006
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HEHVEHRLTVEZWI I, ARBEABRIIEL TV T, BRI, ZHIFEE clinical
pharmacologist DL V) T L X b, HX, EUOHELSEONHERIILIZONS LT
FAD, ZD L HITEEL proof of concept study 13, ABKE EUTRZENRTVAE LI ICE
WET, ZOBIFESHE, HEITREZLTIEEPLEEVET,

E5IZCRO, SMO oW TTTA, ZHIIEBERSABROEHEHEXHERET A-DHIZE, HER
BHECRI S ZIThEL2bhnwEBvnEd, LiL, SBETHTITEBWTAIEER
compound P*EE EN7-EIZ, VW5 translational research 2979 &9 L9 RBEAICE,
CRO, SMO &, »AVidFNLLEOBELIERHLZ 7 AROD, HHFETOIELELTLS
CEFEEINTWELEZTBYET, F0OLIKTHI LI THEDOTIES LVWESE
BOBEPAL-XIfTbNEDTHSH ) EBVET,

BRI, BEZPFELRIPLETEEDEF T % 3, ethnic difference 64 L
ethnic similarity £ VWA 2 EZHAL TS LW TRV EN) 2 ETT,

2% B2, SBbHPETD proof of concept study FEH L TV RETUELLA ) L
3 Z & TF FNA S ethnic similarity DFEDONDE 7 IV TIIBITHEHRBEBR L V) BR T,
R Y ERBROBEREOERLVIERT, TV7OEA BT 5 ICHALETEZ»S
AT, FLT, #OT7VTOEAEVSIOI, TENTHEREMNELLAEZ AL D
BT, BECRZPRPELVWED LATGA, LL, HEEFEIEEMEZ 2ITN
WTEEGPENTHA ) EBVET,

FePREREE22 %75 (7T H) 2006
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OIRFRARZESWREREDZEFEPDIETERDSNTND,
QEMTWRRERET IBAICE, FEERETSERELS ATEOA
ETHD.
OPEGITROERITEICET 3 PSS VOUEIDEENI.
CEFFEREOCIERREO, v ISBIAZESE, IBET2HENGS.

FRBTIE, EMFEMRED S bERAROERICH
HLTRHRHEN TV L EEORDEHRTA FI4 %
BHT5. FRELOFMEAFOHLTVEEED I A
Fo4 VICRER LRV,

T/, LPENIBY 2 BRARICHEE L 2368, 74
FI4 23, BokodHic, TORPE2bHEF(EL
KEEPFEFELZVWIEREELTBLERS S,
KEOSE, R (National Research Act), B
FRWIFEHEE S (Clinical Research Enhancement Act),
EHITHE, WhWwa T V-V (Ed L OWREE
B CB I b BRMEICBT 2 BRERES
HBE L7124 (Code of Federal Regulations, Title 45
Part 46)° L\Wio b OFFEEL, BN T, EMILE
tF EaBRERERIE 4 (Directive 2001/20/EC of the Euro-
pean Parliament and of the Council of 4 April 2001 on
the approximation of the laws, regulations and admin-
istrative provisions of the Member States relating to
the implementation of good clinical practice in the con-
duct of clinical trials on medicinal products for human
use)? BAFAEL TnE I E L RESBELDLHTH S, &

T, BRBIEICST 2 HEBREOREY, EHETH
HENBEFETCORAERMICIREINTEY, B3Hh0
W BRRFZIZ OV TN LR O W L3R & 2
METHH, &%, ORI TERRBIE - BIRR
BICELAREFEERICLT, 20OLERZ R FHEII
FA T LERHLLEbNS,

EMFERRELD A RS1v

TR 15487 30 0 % 3 o TIREH: M USRI U
B ot ABRRFEO 3% WIET 5 5EHE CER 14 iR
965 DYWL WEREEPWTL Y, EWL
EHRBOEENTEE Zol., EOBHERFEIIS VT
W, B ERRBA— -, ESEBAICREL T
RER (RERE 2 LI ER SN 2B 22 BAIC
W, TR 9 HEAESE 28 BT EEROBRRBROEM
DEMEIZET L E 4 (GCP) OET % &4F12, REBD
Y - BB ETERBEICRET A b EEE D
OoNTW, LPALEMPITEEE o TE I K
FADEICE LT, B - BEFREBS A — 7 —2RK
BOEY - BRBAEL ZOEMFICEMT S 2 LT3
LRTniehols, EITEMSEELIIMILTBI%
TWAHERBIAORRECEESR - BERBHRORITEI 4

#FUJIWARA Yasuhiro/E1ID A 22§ —himbnabamz 5 —
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2 BER—-RElD A RS54
PEEMOBBRIZOWTIE, BBIFET IS %L ICH

(International Conference on Harmonisation of Techni-
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