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FNTIL, trackoverview &£\ 9 Z & T, BaE% 384 Tw/z/2& £9, track overview Tid,
early stage of development & v*9 = & T, non-clinical phase #*% phase 1 ~®OBfTOMYP O
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#£1 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

#F 2 Issues to be 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
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% 4" ethnic difference T¥ 4%, ZHIZICH-ES A FF4 VICHTWABL DT, L Tk
WhPBPnwTtwas tBnit,

#1 2 i, drug metabolizing enzyme T poor metabolizer DIHBEHEOREEE Zollik
ZERNARLTVERTT, TN OR—EETH-oTHBIME, SEMAE, &5V IIHERENE
RELTEHELLIMESHECHEGLLIE, BALZESHENSRLVIT, T bbb 7V TAMT
IRRERHE, —F, BKAATIHOHBHEE ST Lo 8vidd ) 4, FoMiz, b
IBLBVEVELLOOTTY, BERFREVIBVEHNF LT, IAMVHEBRT A%
NEFEHZTVEEIKBVET,

T 7z, EYHHEBEED poor metabolizer DIEF, #2 i CYP2C19 DA TIZ, BEALH
2 #l® poor metabolizer '8 1 ¥, ZHhid proton pump inhibitor CRIEIZ 2 L b T, F
o CYP2D6, ZOHSHAEATIE, 13& A L poor metabolizer 380 FHAH, BARE
5~10%DHETHIAL T4, TR L TEEEBICERLRIZLTVENE ) i,
PFLOBOITIEBD TRAN, RO E-THTTE, FAIZI1970 FI28HE S 17z UGDP
fFE VI bDAH Y F¥. ZHid University Group Diabetes Program & v 7 A1) DK
FOYN—THToRTTY, FZCRESTIHA FROEWTHL 705032108
WT, cardiovascular death W77t KL ) bEh ot I BEALHY 3, Eix. 2o
Txyhl I iECYP2D6 THBMENIEY T, MR, BFL(HAATH-EBVYE
To

Fho0 KR TTIE, 1989 I8 & 1L 7- CardiacArrhythmia Suppression Trial
(CAST) LW I FBLBEKIABRSH N T+, CCTRIVAAFA FBIUTZ A A+4
FEwvd CYP2D6 TR SN IZEYVAVLRELT, THEDETR TS +HICERLT,
PLIERNECEIFGL T EVIRREEBETEBN 4. b5 A, ZOBRMACYP2D6 & BHHE
HHEPEDPRE{HLP TSN TEAY, SEERITREATHAIERVE T,

EHIUE, SEMFECERE L TETHBREMEORENHKIZL T, H2VEFHAFERK
XOMTRZLZLSFHD T4, MATBEE i EROREBWNLEZHRTH D ALET
O L, 7 AU D OMBRMICAH K% Framingham IR B L $4 &, REZIBXRON
M3~ 4 EEENRHVOTY,, —F, BOOEBTIIEEL CWwWAbiFTt,. Framingham
HMEQFBAILE L D b 3~ 4 EHEFRVLEVI I DB ) T4,

BRBRIEZETOAXAORKTRAS &, 1970 4K, 1980 £, wWFhomMESHAEILLS
REPYFETT. 20ORR AT T L, BFR2, BmfE0ESB, BED, K&K 18181
EVI)BRICH D F9.

Tik, 72 ADEFE%H% Joslin Clinic DA TA T E T T4, KEOBMREBRED 3/4 13
MEEHHEICL->TE { 2>TEN$3d, £L T, heart disease P 0% L E¥ EHTWVE T,
@l —#HBTH->TD outcome IIRLLEVWHIT ETT,

KIZEWORRT, HIIERBRERELLHBRLA-OOTT (B3). ANKFZVREDHK
EHLREWTHL SV 253F, ZUsSTF, ZYAEYFE, +57)=F, BERE
FHELEITE, 24 21 131 FN2LUEY7H4 FROEDA PRV A2 E-TIE
445, RETIZ2,5508FVHL LAFRADT, TOL) LENRTITIISBEN—RG»E L
nNEITA, £OM, THVE—ARZR—TTH, ZHEIAZVOBBREI-L-TZINLED
2o TWwadbirTd,

FNDOCAYF U FOER, TIRNASF L, VINRAFFTIR2ETT (F|A), f-
blocker D70 73 Ju— LTl 2#, 77/ 0—- VTRt -sEMUBEETY, LAL, B
BT 25mg BELHIZLAEVTHAHIERVET, AP TonD—i33.348Ct, £h
#2565 ACE inhibitor @72 b ¥ A4 TOHATF7INTHZ2E, =5/ InTidd4fgicneb
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# 3 Comparison of Doses in Japan and US/EU (mg/day)

Ratip of Max Dose
(US, EU/Japan)

Japan US/EU

glibenclamide ~10 ~20 4
glicazide ~120 ~240 2
glimepiride ~B ~8 1.3
nateglinide 270 360 1.3
metformin ~1750 ~3000 4
acarbose ~300 ~300 1
voglibose ~09

troglitazone ~400 ~600 15
pioglitazone ~45 ~45

¥ 4 Comparison of Doses in Japan and US/EU (mg/day)

Ratio of Max
Japan US/EU Dose
- (US EU/Japan)
Pravastatin 10-20 ‘ 20-40 2
Sinvastatin 5-10 ~ 1020 2
' Propranolol 30-60 80-120 2
Atenolol B 50 50 ¥
Metoprolol 60-120 100-400 33
Captopril 37.5-75 25-150 2
 Enalapril 5-10 5-40 4
Nifedipine 20-40 10-40 | 1
| Amlodipine | 255 5-10 ‘| 2

Y. Ca BT, 27V ERELCTTS, FLOVEI TRIBERTEBY T,
Z0iliz, EFEERIFAGRGLTwE00b LA,

R, ARERECMLTIE, LTLLAREOER. &2\l biological ZER/ATXTT
B, LA OMNENnEHICBwE T, BlAITHATIR, BIERARRMM 2R
1, RARLBEFVEW) ZEERABANTVWA LS ICBVETL, —F, XBE, I
Oy 3Tt BICBHERSHLDIEERT, PUEHREVEVIERTT. HRLEDHEEXRT
FREYRELLIVEVAZEE—BBPLREZHDL I TY,.

%> ethnic difference Tid % { ethnic similarity 29 Z iz TRl EBVwIEd,

HikF oA —XEHEATHBR LA 7ANRCFATTE, Bt affwThb i3t A
FRLTY, BAEAOAOKEH TILEE TRITADL LATHAN, WFhicLTHiZ
LAEEDLN T A, SHICB(ZLRFBETT, 1 A% cancer, 2 {4 heart disease, 31
HBEEE S, 4 {4t pneumonia, 5 AT accident T, ZOMEFRZEDLSLLVWOTED, HIIRE
BEDLLLVEWI ZFTRET, COBREPIERIEBLTEBY 4, cancer #* 3%

MERER22% 75 (7 H) 2006

-

_TD_



