(&R

] 5 e [] Sl B 2 ) oD HLAR & RV

AL

Ca

I

il
W
N
A
I

& R

\
/



510

[JRERD
HYHICET H1EE
=]

E |
E;%%x%%A
on ﬁzﬂﬂﬁ;éz




KIZ35112BA5 DI A

FHAEAE—FHIEN

BT FHREEMNDI N —EIE,

EEEH - fRERE DS MERHEL,
AL—XTLREBHEENZ oG F) )
+

v

FAEBERDIEX

v

RERDEN KT (ERNBERDZRE)



tion of Clinical Trials @
by Japanese Companies PvA

B First/Only overseas
O Concurrent domestic/overseas development

B First/Only domestic

No. of compounds

100%
18.3 %
90% (23 compounds)
80% 43.2 %
20% (70 compounds)
(]
60% 46.0 %
50% (58 compounds)
40% 36.4 %
30% (59 compounds)
(0}
20%
0% |

1993 2000
Source: December 2000 JPMA
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o Stand Alone Study in Japan
 Bridging Study
* Global Study (Multinational Trial) for

Simultaneous NDA

o Asia Study for J-NDA
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1980 1985 1990 1995

2000

Drug Lag/Development
In The West and Japan

2005
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JPMA

Compound B

Compound C

Compound D
Compound E
Compound F
Compound G
Compound H

Compound |

Source: DIA 1st Multitrack Workshop 2005, Katsuyoshi Shimatani
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11.2% 11.2%

10.4%

798 841

1988 1989 1990 1991 1992 1993

11.7%

904

314

1994

12.0%

1,100

355

1995

11.8%

10.6%

1,411

1,272

318

14.3%

305 295

1l

1996

1

1997 1998

380

1999

2,490

2,310
——12.99

2,656

12.7947”"

1.4%

2000

11.39 1.19

442 469

2001 2002

3.8%
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3,115

14.39

13.3
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2003

20%

1 18%

16%

14%

12%

10%
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0%
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Source: JPMA DATA BOOK (2004), Annual Report (2003)
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Sourceld DIA 39 Annual Meeting 2003, Tetsuto Nagata

12



BIFEOLLE (EMHRAOTIAL) ©

AHM
180 120.0
160 98.9 %
1 100.0
140 =
120 | 1 80.0
100 | mmm SMO Z
80 | 600w 555 % PR
= = ZF s 3E
60 40.0
40
1 20.0
20 |
0 0.0

JPMA2005& ¥}



] R 2 [R5 B 0D SE

Q)

PMA
2005.11 8 B
A1 2t B psskn | EO =
a4 LA (AT1HRE) 28 I BYFEFR I 1% B e B &R 96/1513
Il I o3 i 27 o 3 (3 — 38 4 fidd R 1
I 1)L vIib -
’(\AJC/E%;%)[:/V) : - REOBREBEDMER | H5F 815/6105
= BEMKL
Carvedilol (B -Blocker) £ CHF
Pimobendan(PDE lll inhibitor) | R—IJ>H— CHF
Fulvestrant (Faslodex) FANSERA | BA
N SR EIRE
DX-9065 Xaxl £— =
a(fuXa#l) £ (RR D) SE i
T24F=T ALy IR AED | TRNERD | JE/MlIRafHE K 102/209
Ximelagatran ($u1in%& & E#l) FANSERS i;)%éﬂ]ﬁ?]ﬁf%%ﬂﬁwﬁﬂﬁ =R | 250/4000
Lasofoxifene (SERM) 74— Eé}ﬂi%;ﬁ ABA ILRE = | 330/7500
MLTROY GREBIBEMARE) | 97— FR& 25 BER 293/608




X| 5 2

FEtERBOMREE O

AR (BREEEER) =z B EL =158

Hulgi ] LE R  FERIRHI IR EZ2 5 ARV EZHERR
 Extrinsic FactorM i (EFEIRIR)
e Intrinsic FactorM Ll (ZFE#XEH)

— PKELBR

—

A= G EUER

x

PR Rl ER

FFERIADNCDSH

15



| meos

KT RETE

RBIEER (CYP) ., PO RIR—E— LETE2—ZFNDE
EFIZLBERERE

SN EHETE

HEEEDEEDE . EFHOABRRGL AL,
=L KR (B BB (BHRANE.
_‘1-]*41: %)

TDWHEMYE ]%:

)'d¢|'
B >
E'w
At
X

EFREREEROERICERL T, BITO&/IME. BEIRED

EFIEELTRIAI7AM—ILOEE




5o 5% 0D el FE Bk B ]%L

I——=1| =
' I

I ——=1| =
' I

=== =
|

= |1—--=1| =

"Time
Ph. I E-Ph. II Dose—respoinsei Ph.lll Submission
R—7aka—)L  Fo—/LERER
PP
Hhigk = &) FA 2 5 Ei Al BE
Gt S fEMTIC &Y B D4 FE M ol BE
JhigfEE . BiEBIZE (MHAMNER) REIFNIE, Ph.IIXZWVT h i THERE AT §E
FARL—avICBET A EDEBAIEM



Options for Simultaneous Developmentyy
and Registration JPMA

Global POC NDA Approval

P I PIIa -- * Probability

------------------------------------------------------------------------------------------------------------------------------------------------------

Japan Bridging NDA Approval
Op-tion 1 PI * Low
Appioval
Option 2 . PI Y Verylow
Bridging Global App%roval

2
Option 3-1 P! ).

Approval \tigidle?

e

Option 3-2

Source: DIA 1st Multitrack Workshop 2005, Katsuyoshi Shimatani
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