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[ V5 v 7 Z8E 80mg]
OB TEAREA B 2 2006 42 A 20 H
MR YENGEAEA B 200646 H 9 H
FoeEH H : 2006 -6 H 9 H

SEAM BB HAE A H 2199945 A TH
FIEEH A :19994 5 H 7 H

[7 V5 > 27 % OD % 80mg]
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FoeEH H 12013412 H 13 H
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A IF 1% 2022 # 3 AWGTORM CEOFTHFHIZHE ST UG L,

7 e 74N ba—T 4 78, ODE : FiE (AN

[EZEHE 935 B(FRK 12 FE 9 A 19 BMDIZRDERFEREERI]
G - i AKERAEH | RERFE4 « B YT v 7 A§E
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URAESL ORI ZAT 5 DI EREIIFRI S L Tl W e v A B a—T +—
Lz, RN 63 A HAYRNEEEAIRS (LUT, HIWEEENET) NS 2 /INEESD TEIESR
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SOV HRLIE S D RERATE VBRI ORI 2 L T D 54T R SALEATT B,
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1. $Z(ICEIY 5IHE

1.

2
(

IR DRZE

BEP R B GRT A R PRBE) 1E 1980 FERAIENCEEE T, Hrdiikai e L AER A
B & L TR LIALBoIC, Hi7 v Ra 7 gtz otz 2 &b, BN EE
FORE U COBRICER Uiz, AFMRE <, BOTEEEZ/RL, 1 H 1[G TRE/RIER T
oA R > Ra 7 U FIoBISEE BEE L. 2000 LA EOLEME AR L TRig 21710, 1982 4
eV E I RAEITINT,

FENCIW TR, 1984 4 X 0 AFIOIEERARBR D BHAA S, 1986 4L 0 ERARERDSBHAR,
1995 FFICHEA TRINZ IR A i) & L CORRBE T T,

AFUNZIFBNTIE, 1991 LV RINZAMERE x5 & U TR BRAG Sz, i< At
K OMEIER T AHFRER CRINZAREREA & L TR A HER S 4, 1999 FIZim N AEGE 252 ) 7=,

FIAFRCBNTEH L VGRS TWD EILEZ 2 RORFNTT 4 v ba—T 4 TEET
HY . FEEE SO FEREME T L QDD EBE TIILT L AT WRIBI L 13 2 ey, £ 2
TH LW Lo W SOV TR AT 72 R, 2009 4R AR TR 2 L TH AR ATHE
72 RN AEESE ORIFN LI HL Y fH A, 2018 4F 8 AlT&RE T T,

HROFHRUARM

1) 1 H1E1EEREGOIERATaA FHEGLT o Rl AT, NOWIRIED L 723554 &

LT, 15 AR DR EA LT D,

(2)  ANZEEEEE TR T, IRIIAE S 72 AENAEEE (OD §B) b L, (1.

2B 2EE 1. BAEORSE] OB

MY e B ISEAE (n vitro) . BT a7 AEE (T v )| SUlEgRh R
(7> b)) Zad, (VL SRR 2HA 2. SEER (2) Eha AT 5
Brpkis) OESM)

(4) FARFE C UL D ORIGEEITRINIMEICRT L, ARG T 61.0%*! X TN 64.4%*2 D

FhRam Ulo, (VO IRRICET 2B 3. BRRRE (1) ERE) omESR)

FIBEEA TR ST % LH-RH 7 2 =2 + & OfffEE (Combined Androgen

Blockade: CAB#%) 12, LH-RH 7 5= A FEUIRS- L i U C @5~ —7— (PSA)

DIEFALE COMMEZARICTNE L, MBI & AR 2 A BICIER L7,
(TV. 1RFRICBET 2HE 3. BRAGE (5) TRIRANEH ) DIESH)

(6) EWEROFBIRIL 24.2% (951 f41/3,927 fi) *4

FREWER : FUBEMEIR 211 £ (5.4%). FUEHIR 193 {4 (4.9%). AST L5 162 {4
(4.1%) . ALT E5-150 14 (3.8%) . AI'P k5118 {4 (3.0%) . LDH 5-89 4 (2.3%) .
ITTY 8814 (2.2%) . v-GTP L5 84 14 (2.1%) . ¥a=2 L AT m—/L |5 52 14 (1.3%) .
KT 4418 (1.1%) (F5EAH TH)
BERZEWER & LT, BYENTFR, TGRS, sa, ik, ks, R
filige, AR, CFFRZENHRIE S TND, (AR TP
(VL. 22tk (BEH EoEES) (2R3 5HE] OESH)
: [EIPNATIIES T1FERtR
*9 : [EIPNIIAS T AR
*3 1 [EPNES I AERRBR M O BB
4 GRS O AR

*
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1. BR5E4
(1) #0 4 BT w7 AEE8Omg, BT v A OD & 80mg
(2) * % Casodex Tablet 80mg, Casodex OD Tablet 80mg
(3) A&MHOHEE caso : EB castration
dex @S dexterity
(0))) : AZENAREE  Orally Disintegrating

2. —fg&

(1) #4 (@&E v xIR (JAN) (H/m)
(2) *#% (@44%) Bicalutamide (JAN) (HJm)

o

/ o HO cH3 iﬁg

3. BEANILRIER

4. PFARUHDF=
C1sH14F4N204S : 430.37

5. L2 @EE)
(2R9- N[4-Cyano-3-(trifluoromethyl)phenyl]-3-[(4-fluorophenylsulfonyl]-2-hydroxy-2-
methylpropanamide

6. ER%A. B4, BBE. &S
15T ICI 176,334

7. CAS &ix&5
90357-06-5

. 3R 2R SR E

1. BRI DEHRSY
1P

2. YEEeERItE
(1) 58 - 1BIK
AT ACOMASUIHEREDOIR T %,
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AEETE R ATTETROTL . AR ) —JUTRRRTFIT <, =& ) —) 99 BITIRITFIT L
<L KITIFEE A ETET RN,

(3) TEtE
25 CHHXHZIE 90% DIRAFEA: T T B IRRD biign o7z,

(4) B (DR, R, HER
il 192~197C

(5) BUEEMERTEN
HHOT I FifA L0 RrX oo pKa i3, TNEN 113 & 11.89 TH 5,

(6) HEERE
SRR (ogP) 1 2.35 (-4 % ) —1UKR)

(7) ZDMDELRRIEE
et AREROTE b AAEQ-1003 2 R S 7220,



3. BN DFEFUTICETHREN

I\ AeEL

Tini. R ERA)

HIEER - PRk, fefalBn, B, Koy, &,
2SR PRITSA: TRATHAR RAFIRE b= 7=
, o ) Ty A= KT LH -
EWRERE | 25°C 60%RH 36 # H N Bir L
_ o o 77 A "= G hif "
SR ER 40°C 75%RH 64 H Y T L e L
60°C 6 % H BT T AR () AL
25°C 90%RH 6 % H BT A (BEke) X |#298
SR | R, AR O
ITERANER — HI A ¥—L el
150 5/ Z-hr

4. BRSO OHEERERE
HE Te s 2R OfESABRIAC X %,

5. BUMSDEE:

HJE Teng IR OFEREILD,
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1. HiRs
(1) FRORBIRTHER
FE  [(h VT o7 AbE 74 bha—T 4 T8
(1727 20D &gl #bE (DPENARESD)

PR
ERES =]
e 78 4 St ﬁ [EKES =X _
(mm) (mm)
B b KA Hi i 3
T o A
%76 | #43 | #9021
some = | B
NI e~ | ( (
110 | %930 | #9903
oD §somg | \3083) |80 ) | == lprine| © % %

(2) SHxIOME
YT w7 288 Z4ERa L
(Y7 v 720D &E AR - BRFRERBRAC LV RBRA1TH & e T 5,

(3) #EHlo—F
(V57 288 ZNC302 : 80
(V5> 27 20D §E AZ303 : OD80

2. HFIDKER
(1) BsES CEERD) OE=
18EHRICE VS 2 K% 80mg &4

(2) &
[T w7 Z8E HMAKFW, T 77 ) a—igh b oL, RERY, ZATT Y
e~/ %7 h, B Ao—A, ~w7ua=—/11300, BT 2EhHT 5,

(BYF w7 20DsE vFmAn—RA HLAT—RABLT A, L —R ik
U UBRKENIN S T L, IV AT—R T AT —Ih, TRALVT 7 00 75, GK
WAL A3, ALV, AT T U SR AR EAT D,
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e TRAFaRAT: PRAFHH] TRAFIRE it P'S
B8 | 25°C 36 » A PTP A% b7z L
NImEERER 40°C 75%RH 6 % A PTP ik il
60°C 6 »H piiFEIR S 2L
25°C 90%RH 35 H HETIEE Zb7x L
HRAER 25°C
Sty w4 — pilak b7 L
150 Ji/L7 A « hr
[ V5 v 27 % 0D gl
BEEHE MRk, meataliR, witE, fEErE, 5%
(e, RHICRARER & OISR O 230 E)
ZTEM AR (ESESSUE TRAFHIMH TRAFIHE it ES
FEWR TR 25°C 60%RH 24 4 A PTP /it e L
JIBETEV TS 40°C 75%RH 6 A PTP % Zb7x L
40°C 3 A 1t 7 A e L
25°C 75%RH 6 H MRS i L
190 FL 2 % e + - pilE b7 L
200 W-h/m2 }J |-

BAY DRIREMED & 53

RIRRAT O 53R 353

BHEAER
A LS

HHITURLY,

O7ik) HRHRERE (N WE) IZX 0RETT S

ESEINRRE LT
BRI

50rpm

70V VilET b U T LR

(FEHY) 45 M OHEERIE. 80%LL ETH -7,

(Y5> A 0D &l
U715 B estiadgis O WE) ICk 0alRa1T 9
E SR [y 75rpm
BRI

1.0%AR Y VL~_— | 80 IAIK

(FER) 60 mDEH=RIX, 70%LL ETH -7,

BERIP OB S DHESRAERE
SEANATHIIN AT R L




7. HEDOBEIESDEEE
[ VT 7 AEE
Wik v~ 797 4—IZ LV EET D,

[ V5> 7 % 0D g
Wik o~ 797 4—Z LV EET D,

8. BHDHME
[ﬁy;‘l‘yyxﬁﬁ’{] PTPﬂ'\QU 701111?.01/:/\ 77/1/‘:75
[7Y7 v 720D & PTP: KU Tub L BRI A LT (7 4V TVIHE



V. ARICEY 5IEE

1. EERIITHR
(1) BREXILNR
HISLARSE

(2) MBEXITHRICERET HEE & TDEH

5. PEEXIIHHRICERET ZFE

5.1 AHNC L BIEME, RIBRE TRV LIClE L. AAS 12 1814 2 HUEEsh R
BEODE L LT, REREGIZE VT 23RS OGS, B DWW
HEATDFEO DIVIGEITIE, FIRESE MO UE 2 ZE T 52 &,

5.2 AFWHIZL Y MO LR LE N EE X DNDEWERI I LIZ5A1,
1R EOFIMEABED b, MEITR U, REESUIEFANRIRE L & OTRIRIEICZE T
T5Z &,

(i)

5.1 —fRICHINZ B 6T 2 N WIREITE WO EIRARTA, bE&b & NIRIEIR
P29 DN 20%1F(ET D & Wb T a,

F7o, AH| 80mg/ H 1 GREDORIN M B 13T 2 288h30%, BiEs IAHER T
61.0%, ZIE AR ClX 64.4% CTh o7z, V2

ARG L0 HFT 2NENESNRVES . B D WIIREDEITHZED B3
HITIE, MO UE A B ET DB B D,

728, PUBEZNROBERENIL, AFIOENA ORGSR K O ORI ARSI D
EERRBR O G A 25812 12 % L LT,

5.2 AAFEHIC X | LeMEOmE» LA L EE 2 NS RIWEREE L5/,
1B LOFIMEEZZBREO b, RIS FHRIR: SIRREAER T 2013 5 5,
2B, ENTOARE CORKRRI T 2BWERIC X 285-F 5L, 197 #id
2 TH-T-, FOWNRIE, BUN 161 IEER 1HITHY . ZnbopTiEEhn
GRS, TR TR Hiviz, V9

2. FHERUVHAE
w. RAIZIEESLZ T FELT1E80mg 2 1 A 118, RA#EE59 5,



3. BREREHR

(1)

(2)

ERERZHIR
1) EMERREAER
HAGRIRFE CITHINZ eSS (R C/D) Zxig e L CEW 47 figk THat 197 FillzounT
FEfin S A7 BB IR HERER A B o RRRERER O IR D £ B8 1 '(3%;%6 1234
R4 Behik P51 FEBL | AR AR L)
55 1 FHRSR 80mg/H 12 J[H] 3 66.6% (2/3)
RITHASE T FERASR 80mg/H 12 [ 41 61.0% (25/41)
FEHER T AHRASR 80mg/ H 12 J8H 59 64.4% (38/59)
R G 80mg/ H 48 JHfH 26 76.9% (20/26)

2)

FRPREEHEEER

BIVERIE. AFIOAGEHAE (80mg/H) (2B T, % 1 #3674 3 61 (100.0%) 2
OB, ERRWERIX, B (66.7%). FEEIE (33.3%). 1TV (33.3%) TH
7=, B ITARRRERTI% 41 60 25 61 (61.0%) (23R B, FREWERIZX. LR
(41.5%) . FLUEEIE (36.6%). 1ZTY (12.2%) & Th -7, U IHRABR Tl 59 1
H 38 5] (64.4%) IZFBDHBIL, EREWERIL. HBEHM (33.9%). FHEMEE (33.9%) .

PERRIEGE (11.9%) & Th -7z, RWREHAERTIX 26 FiH 12 41 (46.2%) (1Z38H B,

F2REWEHIZ, HEEIR (38.5%). HEHM (34.6%) HFTholz, (KR

ESERPRERER

WM T, AR & L CRABBIZ UIRIBHTEEE  (HEHEE, AR ERERIT)
ANt T U7 PRI B 8,113 BilZ& x5 & L= AAl 150mg/ P (2 L DM ER(L 7T
AR R T SRR I E ST D, AR SRR CEEEAFRIIA E
\E L= (HR=0.79. 95%(=#EX[H 0.73-0.85. P<0.001) 73, &EfFRICHOWCITTT
TARREE OETFRD DT (HR=0.99, 95%(SHEX[#] 0.91-1.09, P=0.89), JriiiBlfiEsT
BN T, BRRMERN M ORSRBIER 21T - T BB TR AR SRETIE, Siataanrs
BEAEIRNS OO T T2 REE L il U CRAFROBAMEAED iz (HR=1.16,
95%(EHHX[#] 0.99-1.37) GBI IAE 7.4 FFRER) . AFIFRGHE TR bvcE o fE
HRIL, AR (73.6%., 2962/4022 fi) MOLMALILE (68.8%. 2766/4022 f) 2T
Holz, D

) AFNOBINIEEE T D ERENTWA VL - A&IZ 1 B 115 80mg ThH D,
DRSS

(56 1 AHaR)

AR R BRI C/D) 16 Billox L CAKIZ 12 EERE H #:5-(1 H 1[5 10~100mg)

BOUTRER, BIVERIT 16 il 8 BllCiRd ALz,
DEMFTRIZINT S, BRR ERJE L 725 X5 70805

E)  AHIO

WTIVHIREECh o7, BERBRAA,
FTRIERD bveinoTz, 9

HEREE, . WIRESEHCEL 1996;42(2):143-153
NIRRT D AGR STV D HYE - HEIZ 1 H 18] 80mg Th D,



(3) FRMHER . AERIGIFRAER
(RITEHVER T AHRRER)
AN AREAE (AR C/D) 122 Hliox L CAAIZ 1 H 1[0 50mg ™, 80mg &% T 100mg
W & 12 5T 2 WEAIEERERZ IE LT, OSSR, Aok, ZerkicknT3
HERNCAH BT A DAIVTORND, 80mg & GHEDZZNHRIORE R TH D | FOHESE
HEIZ1 A 1F80mg &Y ThH LYW, v

WRECE, . WIREFFHCEL 1996;42(2):155-168
) AANOBIN T 2 AGRI N T DY - &IZ 1 B 15 80mg ThH D,

(4) tRAEAIGHER
1) BEAETFITRERIGHER
AR [(3) PRRAGARR) 224252 L,

2) LEEGERER
(% 5155 T AHRRER)
RITRE R (BAPH O/D) 109 ikt LCAKI 1 B 18] 80mg & 7 L~ /) LR
T 27/ 1 A 28] 100mg/ A OF% 58 % 12 #HE & LT EEREGER % It L7,
ZOFER, AANIRNTARE 5 U CHHRIEAICH D Lk Sz, 2

HEIEUE, fth WIRESEL 1996:9(3):243-256
3) REMHAR
(B 500)
AINZASE G (FEPAREN /D) 78 filZ %4 & L AH 1 H 1 [[] 50mg ™, 80mg 3¢/% 100mg
B 48 JERE O P 512 X D BRI 5RO G O M Z OV TRE LTz, T OfER,
AFNIREIN DT D RINAEIRRICE L= 38K - B 2 b, 9

HEREUZ, . WREIMEL 1996;9(4):343-355
1) AFNOBINIIEEE T HERENTWA VL - A&EIZ 1 B 115 80mg ThH D,

4 BE - FEBIHR
LR L

10



(5) AmrER
1) FERBIERE - FHRIRE - TIRERERREAER

(THR I R AR M ORI BB A
RIGHRSEITRNI ISR (R C/D) 25U, AFD 5N T 7B R 2 B EALEI L,
LH-RH 73=2 k (L) UFHEEH LI =2—7 0 LU UFEEE) L OffHIck
LR AR Lz, AFlE LHRH 7 2=2 b & Of#E S LH-RH 7 2 =2 kB
A et LTz E7efE I L T o LB Th D, 9179

AFI K OV LH- LH-RH PfiE
RH T I=2A (95%(EHHIX. | ~H— Rk
7 = MIFH Hh i)
PSA IE# v 79.4% 38.6% <0.001 B
(Feh5- 12 7R (81/102 #1) (39/101 1) (27.6-52.0)
PSA IEF#AEE D E TR . . <0.001
(D) 8.1 24.1 (2.77-5.66) 3.96
B SRS 77.5% 65.3% 0.063 B
(e 12 ) (79/102 11) (66/101 141) (-0.3-24.1)
TTTF *2 . . <0.001
(o) 117.7 ¥ 60.3 18 0.38-0.77) 0.54
TTP *9 . . <0.001
(frsfafi) AEIE 96.98 (0.26-0.63) 0.40
Cox [FUFHT -
N 0.0498
ifg . 75.3% 63.4% (0.60-0.99) 0.78
Log-rank test :
0.0425
£ 1) PSA=<4ng/mL
¥ 2) TTTF : Time to treatment failure  (EHEREH)
£ 3) TTP : Time to progression  (HEHITEHAR])
TTTF. TTP [ JEHHAR AR 127 8, A TEHHR R 5.2 47

A BRI T,
EREIERIX
ECTHoT,

BIWERIIAAI KL O LH-RH 7 2= MEFHREERET 66.7%Z588 B,
AFTY 16.7%) A7 A Y 7 27 7 X —PEHN0(10.8%) . 21 (8.8%)

Usami M, et al. Prostate Cancer Prostatic Dis. 2007;10(2):194-201
Akaza H, et al. Jpn. J Clin Oncol. 2004;34(1):20-28
Akaza H, et al. Cancer. 2009;115(15):3437-3445

GO

11

2) AREMHE LTERTFEDAERRIEENR L 1=HEROHE




VI ZEhZEE(IZR Y 4IER

1. FEBPHICEEHHLEYRITILEMEE
INE IR

2. ZEIBEA

(1) YEFREML - VEFARERE
MANZ W ENDT 2 Ra o d 95%i3, FRTEMINDT A MAT 1T, 5%I3EIEH
KOT v RaF U ThD, BIRHEKROT v Ra i U ATIEEET, RECRNIIRRE C7 A
N AT 0 ATERAS VD, BINTSERRCRGE U727 A b AT 1 %, BISEARHIIN O 5 o -850
BRI L VIRN 7T v Ra U iGEE oY Resr A k27 (DHT) T8I n5,
Z @ DHT 1L, BINZIEHIRND T o a7 S5 RITHES L, RIE DB s - OEREIE 2 T
S, FERANCAZ AR A B S5 720 O BEOEANEA SND,
EAH I RIiE, DHT &7 0 Rar Uik e O E5atl i iE T2 2 kv v
R AR ZSRE L, T R A AR EOlESE BISIR - K528 K ORISR O/
SEA I 5,

(2) ZEhERMFITHHERMAE
1) fEEHR (in vivo)
Dunning R3327 BINZARERBIET ~ MK LT, EHLZ 2 K 5 KU 25mgkg &#ZN2E
1 H 1 RIERNE G AT, PUBERR AR LT, EO0F I R, RILE
B & e U CH RIS OHFEZH L, 7 v NOAFHMAIER S, F72, M
TARAT R NONLH O EAOREIZXZ{E)HTh o7, 9

{cm?2)
40 1
MEALE AL .
T TS LR
351 ToA TN /25mglkg
Smglkg |
e 30 { EHAL K
Hi'% . -7 25me/kg
5 N LR
20 Smefke
151
10 1
5 -4
0

0 2 4 6 8 1012 14 16 18 20 22 24 yoon i

2) BUESBSIR (in vitro)
7y Ra s URRIC LD e MRS RS (LNCaP) K OV~ & & FLAR I Hl i
(Shionogi S115) DOHGFE A L7z, 101D
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) TrrRAF U RB/REDIEERE (in vitro)
Z v MEINIART > Ra 7P 2wk E WA, B 2 Ridk, Y8 KT A hAT
2> (DHT) O 50 {5OMRECARKT > Ku v ([BH] -R-1881) OT > Rua /LU
IR D8 % B0O%IHE LTz, F7-. 7% I FOTEERHYm THSH OH-7L %2 3 R
ORI AfEDT > Ra 7 e BifmEz2 R Lz, 9

T v BRI v R e RIS DGR

Hl ICs0 (nM) FERSHEBURE (%)
DHT 3.8 100
B IR 190 2
OH-7/L % K 700 0.5

ICs0 : [3H] -R-1881 % 50% &3 2 W B DILEE
RS AEFE - DHT @ ICs0 % 100% & L TReH7-,

13



VI ZEMENREICEI I HIEE

1.

e REDRER - Ak
(1) BB AT mPRE
AL L

(2) mEIMARERERE

I T(3) WFEHETOMTRE] 227528,

(3) BEAETOMFRE

1) BERACSITIMERREE (hYTvo X 0D fEZE/Kig LTRALEES)
TEEERR N B2 H VT 7 Z8E 80mg (K 150mL THRA) XitA V5 27 A OD £ 80mg
Ok72 LCHRA) &7 1 A4 — S —EICCEEIRAC R 5 5- Lo, R-EAAVH IR (0

PEAR) oML, 54 36 Bl

e

CHRIR)

AR L, HAREEINE 4.9~5.2 H Th-

T7o Fi2. BT 7 AOD SEIHN VT v 7 ABEE EWFAINCRETH D LEZ Bz, 12

HAWRE O GRO R- V2 X ROFENE T A —4  (CPEEFHERE)

AUC»
n Cmax tmaxa) ( T/ml, tie
(ng/mL) (h) - (R)
BT 7 ABE 80mg 23 | 1.21£0.23 |36.0 (24.0~72.0)] 280£80 52+14
BT w7 A OD $E 80mg 21 | 1.26%+0.21 [36.0 (15.0~72.0)] 28669 49+1.1

a) R ()

[ (ug/mL)
o

SRR
N

08 8
0.6

0.4

miFpR-EALE

0.2

0

—-o0-HYT v A0DEE 80mg (n=21)
—e- AYTYHYREE 80mg (n=23)
[FHE - EERE]

0

HARLE AR GO Mg R- e 2 3 NREHER

il (B)

14

21




2) BERBANIZHITHMBFRREE (AVT VI RXODfigxd/KeEELITRALIES)
TR NS VT 7 AGE80mg XidH VT 7 A OD $E 80mg & 7 1 AA—/—E|C
TZEERATAK 150mL & & HICHEREOEE- Lz, R-ELZ IR (EMEER) O3ERe <
F A —4 KOS IREHERI ILL T Ol ) CTho71z, £z, KE & IR L72EE T
Th, WYT w7 20D SEIH VT v 7 AGEE AW FNRETH D E5z2 Hidz, 12

HARIE OGO R-E VS X ROIYENRE T A —2 RS+ FENERA)

AUC.
n Cmax Pmax ) ( T/ml, tie
(ug/mL) (b " (")

B VT 7 Ak 80mg 22 | 1.25+0.27 | 36.0 (9.0~72.0)| 262+78 | 4.6%0.7

A1V w7 ZA0D#E80mg | 22 | 1.29%0.25 | 36.0 (5.0~72.0) 277186 4.8+1.2

a) I (iR

16
T 14 t
E I
212
{E LT TS —o-NYT w9 RAODEE 80mg (n=22)
fb'_E 1 - YT VY REE 80mg (n=22)
g 0.8 [P fE B R E]
R
3 0.6
E}‘ 0.4
i
0.2
O L L L L L L 1 L L L L L L 1 L L L L L L
0 7 14 21
BERE (B)

HAEHR O 54 OIMAET R-E /L2 3 NEEHR

3) FNIBREREIZHT AIMighERE
AR I E L2 X R 80mg 2 A%ICHER ARG L= L = A, #E#%6, 12, 24
R OMAEF R- 02 I N (GEEER) IREIXIZE—E (1.5~1.7pg/mL, n=3) Th-o
7=, 9

IR OO R EA LS S FOMEHIRE (ng/mL)
Beh e f 12 R 24 B
1507£214 1651123 1537£235
THESE n=3

AIIYEEREICE L Z 2 R 80mg # 1 H 1 [BEBICIERO#FE LizE 24, it
R-E v 3 REEEIL, 8B TEFIREE (18ug/mL, n=37) (ZiEL7-, V
FAERR O P 5RO M ET IR EEHES ) DHEE L= A0 T OWMEEI1% 8.4 A TH-7-, 2

15



R N GO R-E /0 2 X RO M RE (ng/mL)
B4R (0=39) &G 8MHE 0=37) x5 12JFE% (0=37)

15905+808 1831141022 18683+1453
W+ SE.
7ok, ERIREEIZBIT A 1ER S- e 2 IR GREMER) JREIXR- B LF I RRED
1%L T CTh-oTz,

4) BEDFE
SMNE B BNE 15 flioxt L, MEL 7 0 24— —RBRIZTE /LA 2 K 50mg ™ & H
[t 4G L, ZEiER ST RO MAIREHRERE 2 727z, T ORER, BARIHTIBWTEMEA
Th D R-EW/NVH I RORHE- LR HRRR T ifg (AUC) | Sl R EEREREH (bmax) |
I AP EE AR A B a7 < . BV H 2 ROAEMPFIRIFSRICH I 2R FIC X
LR ORI 727>, 13

1) ARSI T 2R STV D HIE - FEI3 1 H 1171 80mg Th b,

5) FRRUEHIEOFE
(5% . WS oOHwE)
FAGH GO MAEEE L, b D\ NE7 LT F =07 U T T 0 A L ORISR %
RS pIoTz, 19

6) AFHREIEEERE
(ZE O
IPPRRERE A Tl R-EV 4 X FOTHRFEN R < 22 DBRD580 b T\ 5, 19

(4) hEERERES SIPiRE
HERERH L

2. EULRERRRINT A —4
(1) RILREFES
&5)
in situlZBWT, T v MEE/L—7NIZ 1.45pg/mL OFEETE L2 2 ROAPREHKEE
WAEAL, B4 I RORGERIGERE 2 E UIckER % Fitlord, 19

WSGEEEES, (hh)

Z2h5 S 2.98
Zem TR 2.77
[ T 2.11
il 1.16
WL V) 2.62

16



(2) N MATRAZE) T«
(&%)
MEEZ -~ Me 2 I R (1, 10, 50, 250mgkg) & HEHEOEE L7- & & DA 4T
AT 4 (%) & Flord, 19

(Hlml, O

Beh& 1mgkg  10mgkg 50 mgkg 250 mg/kg
HerEZ > b 72.0 71.5 35.7 104
HEPEZ > B 875 72.9 30.2 12.0

HEMEA X Z 2 RogER] (0.1, 2.5, 10 X1 100meke) ZHEHRAKE L-L XD
PRAFT ATV T 4 (%) % Fatlord, 10

(H[E], #RA¥E)
Eiaen ¥ 0.1mgkg 2.5 mgkg 10 mg/kg 100 mg/kg
TtA X 100 66.5+40 57.9*157  30.7+4.9

(3) HSEEEH
MBI L

(4) 9VF7IUR
(B3E)
MEZ ~ Mz uC-E L Z 2 K (0.5, 20mgkg) ZHEERMNIES LIz Enr7 ) T7F
2 (mL/minkg) % Frolowd, 10

B hE 0.5mgkg 2.0 mgkg

HeMEZ > b 0.80 0.79
MEHEZ > bk 0.67 0.61

HEMEA XIS MC-E L2 X R HERE RS (0.1mghkg) KOHEIEHRNTZ S (0.25,
2.5mgkg) LicL&d7 U7 7% (Wminkg) % FRCIIRT, 10

b 0.1 mg/kg 0.25 mg/kg 2.5 mg/kg
J==A Y ¢ N N s N

GG u)) (B[], #E) (B[R] )

A X 74.4+6.6 82.5+2.6 54.6+9.2

(5) HMEiE
&%)
MEREZ » MTUC-ELZ I R (0.5, 2.0mgkg) ZHEIFRNEE- LTz & & D%
fi (Lkg) % TRCIRY, 10

b 0.5mgkg 2.0 mg/kg
HEZ > b 1.23 1.33
M= > b 1.12 1.29
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HEMEA X2 UC-E v I REEEREO#RE (0.1mgkg) K OHEFEHRNELS: (0.25, 2.5
mg/kg) L7=& ZDnfstE (Ukg) % Filllrnd, 10

L 0.1 mg/kg 0.25 mg/kg 2.5 mg/kg
=R N 4 NVt o NV v
CHERzqm) (HA[AL, ) (B[, 5
TEPEA X 0.874+0.033 1.19+0.14 0.852+0.194

(6) MIFEEHEEER
(Z% M OHE)
invitro\ZB\T % & MIBERAREE (T& ) 1296%ThH-72, 10

3. MR

(BE)

WAL /MR OKES (> k) 1

WU D R AP GRE & BRI G D SRR R A b UL L7 o 7 ATk

UC-E 4 2 ROWINHRITKI 80% CTh 72 (Tv b, ~TU A, U¥X), 1D

4. o
(1) Mik—RxREFT @&

&EE)

SH-E V2 X REHEET » MSEEL, Sk 2% 51, 5, 10 RRR S RERE &
HELTZE ZA, KRIMBZE, HUR FEICRIT DIRET, 54 10 Rfloh7= v | g
JE & P U TR AN i kB A il LIZ < W2 LRk Sz, 19

(2) BRRE~DFATHE
REERR L

(3) BtthADBTE
MBI L

(4) BER~DFEITIE
BRI L

(5) ZOfthDiBEEA~DIITHE
(B3E)
SH-E V4 I REREMET v MIEHEL, g, TEEARRTEE, SR NI, KIMECE, I, AT
Bk, B, RSB, BONZER. FEEER ORI DG 1, 5. 10 REEIR ORI N R E
ZHE Uz, ZORER, KM, 7R Fia 02 MR CL MIEH X0 @y RED
TR DAL, FHTTE « B IC W CEREEIZ i Lz, 19

18



5 R
(1) REEMIR UHBEHRE
(B%E W OHRE)
EHVE 2 RIFECERICRE S, B MBI DAFIORENE, KL O L7 a
A Chh o7, MIERIZIIRERDS, JRPIZITRENRD 7 v 7 v AR R OOKEE
{LIED 77 v ARG RD, BRI IR R OKE LSRR bz, EALZ IR
50mg #& A 514% 9 H B £ CORFIRP L OFEPPRIRIL, i 36% K% 43% Th >
7=, 19

TR (B )

Ho Hoy
HOK], S0, \%( N U Ch  wpurorEhs GmCUI’Oﬂide-Om, 50, N \@: CFs
_
0 0
F CN F CN
M MII

mﬁt{tT
Glucuronide-O

H H
H N CF:
/@,SOZ\/{O\”/N\@CFa Yo ging OSOZ\/*\r( \@ ?
> 0
F CN
F o CN M

EANF IR

(2) KHIBEEI HBR (CYP450 %) D7FiE
AFET in vitroi B8R C, F N7 m— LA P450 e (CYP3A4) #[HEL., £/ L FEE
TR, DT 7 m— 24 P450 % (CYP2C9, 2C19, 2D6) (Zxt L CHIEEMRZTR
T L OWENH D, 0WIMERRBRIZIBV T, BV I R 150mg £ TR G- BE T,
TUFEY AGHBEET B F 7 10— P450 FERITH LIF & A EEENTIRD HIL TV
VY, 208 HLZ X RIFERR O ClF O S 2 364 & I AVER 2R3 rTREMR R & 35
ZHD,
VI Zeaete (EA EoESs) (B4 25HE 7. fHAMER) OESH

) AFIOBINIIMEIC AT DGR SNCTWA ik - H&EIX 1 B 1[5 80mg TH D,

(3) NEBEHROERRUZOHE
HEERL L

(4) REMIDFEDEERUVLLE
&E)
ENE I RKBAUROHTT o Ra 7 A, e 02 X RIZH LG MNIR) -T2
(7> b, mvvo) GENEED,

(5) FEERBIMDEERI 5 A —4
HEERH L

19



6. HEH

(1) BEHEML

(2) Hese

(3) HEHHEE
(B35 W OHE)
TR A 7 5 Bllck L, 4% 2 K 50mg ZHEEO#&G Lzt &, BE5% 9HET
\ZBEG-ED 36%NRHIC, 43% A FEHIZHRI ST, MEINERITH 80% Tho7-n3, i
IZE NS I ROMBEN D OWEISHEEDN BN LIZL D EEZ b, 19

1) ARSI T 2R STV D AL - FIEIX 1 B 1[5 80mg Th 5,
7. BINFICKBBRER
(1) IS
HERR L

(2) mi&EH
M ERR L

(3) EEMEER
AR L

20



tt (ERELDIEES) ICBT4EE

=®

HRB L ZDER
BE SHUTUZRU

=*a

ZIS 0N

Wﬁ): ZDHEH
. BE ROBEIZEEELGENIE)

2.1 AFNDRGIxE UUE DREAED & % B

(fiest)

AFNOFEAT L0 EUER 2 2 U7 EBE TIEER G K VIERDPER T 28N H 5,

a7

2.2 /NG ASEOIFERIT IS % | B N AR O IR B RE S
B, Fie, ATOBERER (5 1) (SB0T, MHED b OTHOMBIEH:
BHHLN TS, ]

(30

AFNZ, NS U TR 2 < | ZaPEIREL L TR0y, AFHINE
AERICE Y . B NROASERE OIEF B IR 2 MET RN H 5,
AR OFMEERTIE, HET » FOBEHABRI IV TGO ZEHFE0 TN D,

F7-. MET > hO 2 FEBOR O 5RBRCB T, TEICEEIEE L ST D, 2

NEVAE

2.3 et [AREROEMRRR (T v ) 1B, FEOIBENEZ L OMEE OMEME LAt

ST, ]

(figtsn)

AFNL, Lebhioser U TR 2 < . 2T LTl

AFNOFMFRERTIL, MEZ ~ b O 2 FHOROEGRERTIBN T, FEITBEEE L5

HOHNTWD, £, 7 v NEFEE OB GBI T, HEHAE R OMEE L5

HHILTND, 22

3. MEENITHRICEHEY HEE L TDEH

(V. BRI 2B 220552 L,

4. RERUVRAEICEET IR EEDEH
BE SHUTUZRU
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5. EERQERMIE L ZDEH

8. BEELEARNTE

8.1 AMEDEGHHERICIN T, AAFI GBI CAR & OBREMENEE CTE 220> TR
PISOFEL BN S TN D, TD 9 Hils - JEBReRIRERIC K DT 9% ATl T
0 ZOFERFERNTOAAE, DFHEE, M ERES CH o7, 2 HIMNEDRKRARR
TS SN0 - TEERASRIRBRIC L DAEIERIT, AIROEBRE (16%A500) L V1K
<. ElE T RIS T SN D ROFPANTH o723, AFIZEEHT 25513+
INTBIERZATO, EEICRET D2 L,

8.2 AFNINDUWFEERITH Y . DU D FIRE DN T o372 0% - #RA FFo
ERIDH & T, ARANZ K DIBHRIEY) &l S D BFITHOWTOIMERT L Z &,
8.3 BMENTFZ, NFRERERSE, SEAH Hbd Z L3 DT, AFHEG-FIXEMIIT

FEREME 21T H 7 L, BB OREE Holcligi T2 2 &, [11.1.1 7]

(figan)
8.3 VI Z24tt (BEH EooykES) (B4 5TE 8. BIWEA (1) EAAREWER &y
JER 11.1.1) DIESM

6. HEDERZAI HEEHICHT IR
(1) BHHE - BIEEFEDHHEE

FRIE SIUTUVRW

(2) BHaIEERE
FRIE SIUTUVRU

(3) FFHRElEERE

9.3 FFiaeiEEEE
AFNIIFIE CIRZTZZRIME A Z T D720, EFIREEREO MR R < 72 2 ATREM:
NdHb, [16.6.2 0]
(fiFtn)
AFNT TR CRI SN D 19720, HEEREITH L TRE LIG6 . RETOEIEIC &
V. MR E < 72 D AREMED B D,
WM I1T DERASERE Cld, BN D R EEOFREE 249 2 B (FFEZE, 572 &)
ICEHLEZ I R 50mg P ZHERR OG- LizE 24, Sl (IFEER L) LHE LT,
THAE 72 & OSBRI C TR0 DR o T2 L OFENRH DM 2, —J7, HfEED
B 14 ) (FEEOHEERE 4 HlEETr) 12, BELVZ R 150mg P 25 L2 2
7. RIFRRE L Hl U TSN 1,75 (I ER Lz LG S Tun g, 1

TE) AFIOFINI MBI T AR I TWND HEE - HEIX 1 A 18] 80mg TH D,

(4) HIEREZEARY HFE
BE SAUTUZRUY

(5) yEhw
BOE SHTUVRW

22




(6) =7liw
FRIE S VTR

(7) IMNRZH
BRIEIN TV

(8) =l

9.8 SHNE
R ~OBG- OB TBE OREZBIEE LS DEEICRGT 5 2 &, AFIOERK
AREBRAGE D ElinE & IEEEE RO TR K ORIWER OB T A B
TRV, — RIS ERE TIE, D« TEERAROBSEEIME T L TV D Z ML e
TEER R DA EHR OB DT L0 @,

7. HE{ERA
10. FBE{EA
AHENT, E& LTSS CYP3A4 #[HET 5, [16.7 2]
(figan)

VIL SpEhielcB5 2 5. G (2) RENCBIG3 2EEE (CYP450 %) D41
filfi| DOIESE

(1) HREZEENER
BE SHUTUZRU

23



(2) HREELZDEH

10.2 FRERE BHRISEET S L)

A HRAIEIR - HEEDT 15 P - SERRIR T
IS SIE S 7~ RGUERMIEONER % | in vitro SR CE EAE N

U7y L

HT 58N 013D D,
ZA=RN =g i el e
5. XL, herATA &
FEfid D7 L, MREEHERERR
B HIMAE PR A 02TV D
O, EEEREDOZENIIER L.
A OIRBZBIER L7273 DIE

ICBWTU LT 7 U b iE
T2 LEOREDH D,

HIRETLZ L,
M7 H IR V72 X ROVER ZHE583 | AR, in vitrofABRT bV
LREND DD, 3 FONGEZHE LI,

AL, FAEERICEST 285
JEBNEAR N,

FEXA T A MLT 7

FHA R A M7 7 O
HAEERTHBFNNH 5,
B, FHEERICEET 28
FEBNEZRV,

AN, in vitroFRER TFT % A
rax L7 7 o OREERR

=z,

FIZ CYP3A4 (T L~ TG
SNDHIEY)
TNV v raR
RV NIT VT LE

FIZ CYP3A4 |2 &> TR
SNDFEMOIVERM &S5
BEhDHD,

fBL., FHAESERICEET 2
FEBNEZR,

AKX, in vitro BT
CYP3A4 (2 BT A NART
7 6 B -KER SR E A TR

=z,

(i)
7= ) 2RI :

AFNOMIEE ARG GRITE <L K9 96% & #MiE ST D Un vitro), 9ET-. in vitro#k

BCARNTER B GRS RBNT IV T 7 U o LB 5 L OREDRDH D, 0T,
AFIPMIERR LAGE LIEU VT 7 ) o LB, BBV 7 U o ERINSE, i
ERMAE 2R SE 5 TREMEN B 2 D, 29
HGRRFE COENERAR T, 2 BICTARIL UL T 7 U U BRI STV, 2
D5 HIPNZIBNT FGATE R L T7'r b e o B RHHOIER D8O b, £,
NIRRT, U7 7 U B EHOBEICARZHRE LIZEE, 7'a ha B Uk
[HAEE) L7558 T D,

M7 HI R
AR ST Z IR EOFHBELERIZEET DRIV, In vitro 3R TAAI b
FF 27 a—AP450 1285 M7 % I RORHZIET L Z L0 LTS, 2

TEARTAMLT 7
AHNETHRA br A M7 7 2 & O EAEINC BT DRIV, 1n vitro 38R
TAAIDE FFh7r—AP450 12 L DT XA M X M7 7 ORI ETHZ &
DERDHIL TN D, 2D

FIZ CYP3A IZ L » TRE S5
AHIE CYP3A4 TREI S DY) & O AN BT 2 AR L7220 25, 1 vitro#
BRCAKNE CYP3A4 (KD T A M AT v 68 -/KEMLEARIEME A PHET 5 & OWEN
bH572, FIZ CYP3A4 TR SN HFM A ORI E L TRIELT, »
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8. EEMA
RIVER O 2
FRERIE K OV FHRSGRE AT L 2 381 D #ERT 3,927 #ilh 951 f1] (24.2%) (CRIWEFRNEED B
7eo FREWEHOWNRIZL, AEEIR 211 1 (5.4%). FLFEHIE 193 1 (4.9%). AST b5
162 {4 (4.1%). ALT E5- 150 4 (8.8%). Al-P L5 118 {4 (3.0%). LDH -5 89 {4
(2.3%). 1ETY 881 (22%). v-GTP E&F-841F (2.1%). #a=a L AT n—/L EH 52 14
(1.3%) . KT 441 (1.1%) Tho7-, (FEEK TH)

11. 2ER
WOREWERD S 5o s Z EBHDHDT, BIERETITITV, BEIRO LN HAITIE
e 5 Ikd 57 PO LE AT O T L,

(1) EXLEWER & MEIEK
1.1 EXGEWERA
11.1.1 BUERF2¢. FMEREREE. BE (WIThEEETH)
BERT/. AST. ALT. Al-P. v-GTP. LDH O L5541 5 IPHREREE . Sy
HobNDHZ ENRBHD, (8.3 5]
11.1.2 gEkEd (1.0%). m/MRED (1.9%)
11.1.3 RIEMRR GREAEA)
11.1.4 D2, DFEE (WIFhEEERH)
(fi#Esit)
11.1.1 BUERF2¢. FHEEEREE. BE (WIHEEETEH)
BERTS. AST, ALT, Al-P, y-GTP. LDH @ _FF%5%£F 5 FFRER 2, M
HoONHZ LB D,
PR - BB RR, L - Na, BRI, T O, BB, S
AFI 544513, EHINAFSRERAE O EE BIET 5 & & bic, BEE 0T
Z k. BESRDLNIEGAICE, BEERIET A7 S EETTY Z &,

11.1.2 gmekiEd (1.0%). Mm/MqREL (1.9%)
FHERPR DO : O E O, HE, ONK, NHIERTEDWVE
(/IR OFIIE: = i Loy (B <& ol « Sufn/e &) i3k E v
W2V, BBHINTE D%
FEPRD ONT-HAITE, EGEHIET 570 EEUe @ 2179 Z &y

11.1.3 B MR GEET)
FIGELR « WPIRIREE, RorEnmk, FEEE
RO NI EIIE, G2 PR 572 DEOIMLEET O Z L,

11.1.4 D72, DHEZE (WFHHIRETEH)
ODARE, WFZER D HDILD 2 EN D D,
FIELR - S5 R D B0, BRTRE,. PRI ORY 5 - MAER, ik, > =

v 5%
AR EHIL BIZA2 01TV, BEDZRD DN SAII3d& 52 it 570 8
TERAEELTH Z &,
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(2) ZottnslER

11.2 ZDObDEIER

5%LL L 1~5%Aii 1% A A
NG FLENEIR
(44.7%) . 357
[ (46.6%)
EFTH
Ahbigs PEINKT
Jilik AST E&H ALT | v-GTP L5
F&H. AP 5 | LDH E&H
WhpRes RERREREE (7 | MJR. &ESER
v 7F=>F
.. BUN L5)

Fef& ZOFE B | FEIT BRI,
e, £E.
FRAEE

FEAHRCR PERRIBLE fEEHR UER, OFE,
NN SRNN
e

TEBR DB H

TH{bas f5Ehu 178 BACRIR, T,
HD, WErE, H
N =N3
Jet, MR

iy - BHER e B

WEEE AR, SR

Z DA ol zro—| Stelf A, HE, &

VS R
i b5

BT, e,
{REEHIIN - J8)

1) RIWEFBREE JRERIN £ COEINERARRER 2 AR LT,
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O EIEFIFEIE 3R RGRIRE L OV H ok
FGRIE K OV P RS L 2361 D RERT 3,927 il 951 5] (24.2%) (CEIWEFIANED HiL
7o EZREWEROWERIL, FUEMERR 211 14 (5.4%) . FUE/E 193 1 (4.9%) . AST |5 162
4 (4.1%) . ALT E5-150 {4 (3.8%) . AI'P 5118 {4 (3.0%) . LDH E5-89 4 (2.3%) .
IFTY 881 (22%), y-GTP 5§ 84 1 (2.1%), ezl 27—/ E5H 52 (1.3%).
MK 4414 1.1%) Thotz, (A TR

il R A O S
AGRRHZOME | (1999 4E 5 A~2005 4 2 At
H)

FRAEREL 197 3730 3927

BIWEFRZ DR BHER I 138 813 951

RIWERSE OB HEL 310 1483 1793

RIVEFSE DR BUERIR 70.05% 21.80% 24.22%
RIVERS g BIWERSEOTER PREBUER] (140 = (%)

RYYER L O A HUE 0(0.00) 4(0.11) 4(0.10)
PR 0(0.00) 1(0.03) 1(0.03)
Jifize 0(0.00) 1(0.03) 1(0.03)
PRSI 0(0.00) 1(0.03) 1(0.03)
FETI IR 0(0.00) 1(0.03) 1(0.03)
MR L O o SRk 0(0.00) 40(1.07) 40(1.02)
2 0(0.00) 38(1.02) 38(0.97)
PR I A2 P ] 0(0.00) 1(0.03) 1(0.03)
Hi M ESEIK 0(0.00) 1(0.03) 1(0.03)
(A IPSENOV S | = 1(0.51) 31(0.83) 32(0.81)
BAAR 0(0.00) 11(0.29) 11(0.28)
o L AT a—UIE 0(0.00) 9(0.24) 9(0.23)
& K e 0(0.00) 1(0.03) 1(0.03)
PRI E 1(0.51) 1(0.03) 2(0.05)
BARIBOER 0(0.00) 4(0.11) 4(0.10)
Tl e 0(0.00) 6(0.16) 6(0.15)
Tt 11(5.58) 34(0.91) 45(1.15)
#5557 0(0.00) 1(0.03) 1(0.03)
2 O¥p 0(0.00) 2(0.05) 2(0.05)
ARHRE 0(0.00) 4(0.11) 4(0.10)
U B R—jEak 11(5.58) 27(0.72) 38(0.97)
PR PR 1(0.51) 24(0.64) 25(0.64)
USIREES 0(0.00) 1(0.03) 1(0.03)
Jibd . 0(0.00) 1(0.03) 1(0.03)
Jibdt5igE 0(0.00) 5(0.13) 5(0.13)
FEEGERE 0(0.00) 1(0.03) 1(0.03)
VAL 0(0.00) 1(0.03) 1(0.03)
FEEDF 0(0.00) 8(0.21) 8(0.20)
G IR RY 0(0.00) 1(0.03) 1(0.03)
G 0(0.00) 4(0.11) 4(0.10)
R 0(0.00) 1(0.03) 1(0.03)
B RRE 0(0.00) 1(0.03) 1(0.03)
fEHR 1(0.51) 0(0.00) 1(0.03)
AR 0(0.00) 1(0.03) 1(0.03)
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TG AR D 2T

HAGEARRZOFAE | (199945 )? ~2005 4F 2 At
A
AR 0(0.00) 1(0.03) 1(0.03)
R 0(0.00) 1(0.03) 1(0.03)
D 0(0.00) 12(0.32) 12(0.31)
Bl MiE 0(0.00) 1(0.03) 1(0.03)
N2 Sk 0(0.00) 1(0.03) 1(0.03)
DAE 0(0.00) 3(0.08) 3(0.08)
DS 0(0.00) 3(0.08) 3(0.08)
E)ieS 0(0.00) 5(0.13) 5(0.13)
AR 20(10.15) 73(1.96) 93(2.37)
TR 0(0.00) 2(0.05) 2(0.05)
eI 0(0.00) 2(0.05) 2(0.05)
FERYA L3 AR 0(0.00) 1(0.03) 1(0.03)
FTY 20(10.15) 68(1.82) 88(2.24)
e as, HEREs K OMhEhmbeE 1(0.51) 5(0.13) 6(0.15)
i . 0(0.00) 2(0.05) 2(0.05)
BaEEEY 0(0.00) 1(0.03) 1(0.03)
N PR 1(0.51) 0(0.00) 1(0.03)
VR R 0(0.00) 1(0.03) 1(0.03)
fitiZfE 0(0.00) 2(0.05) 2(0.05)
B ks 3(1.52) 48(1.29) 51(1.30)
N 0(0.00) 1(0.03) 1(0.03)
R 0(0.00) 2(0.05) 2(0.05)
{5 2(1.02) 5(0.13) 7(0.18)
T 0(0.00) 6(0.16) 6(0.15)
+ I AR 0(0.00) 1(0.03) 1(0.03)
Ztafs 0(0.00) 1(0.03) 1(0.03)
Shis > 0(0.00) 1(0.03) 1(0.03)
=P 0(0.00) 6(0.16) 6(0.15)
=il 0(0.00) 1(0.03) 1(0.03)
HRAH 0(0.00) 2(0.05) 2(0.05)
I 0(0.00) 14(0.38) 14(0.36)
A 1(0.51) 6(0.16) 7(0.18)
HhEE 1(0.51) 0(0.00) 1(0.03)
IR LA 0(0.00) 1(0.03) 1(0.03)
Mgr- 0(0.00) 5(0.13) 5(0.13)
e 0(0.00) 42(1.13) 42.(1.07)
kR R 0(0.00) 31(0.83) 31(0.79)
JrpesE 0(0.00) 11(0.29) 11(0.28)
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TG A D S

TRGRIRBZ OFRA (1999 4F- 5 H~2005 4F- 2 aF
H)
R &5 KOz PRk 3(1.52) 37(0.99) 40(1.02)
Iz 0(0.00) 2(0.05) 2(0.05)
Fe &g 0(0.00) 2(0.05) 2(0.05)
BTES 0(0.00) 4(0.11) 4(0.10)
PHIREAE 0(0.00) 1(0.03) 1(0.03)
ZIHE 0(0.00) 8(0.21) 8(0.20)
BT 0(0.00) 1(0.03) 1(0.03)
Z D PEIE 2(1.02) 9(0.24) 11(0.28)
ISP 1(0.51) 5(0.13) 6(0.15)
ZERE 0(0.00) 3(0.08) 3(0.08)
AEYHIBE 0(0.00) 1(0.03) 1(0.03)
EEVEE 5 FEIE 0(0.00) 2(0.05) 2(0.05)
SN E 0(0.00) 1(0.03) 1(0.03)
ERSRE KON AR 0(0.00) 11(0.29) 11(0.28)
ESIEE] 0(0.00) 5(0.13) 5(0.13)
T EmR 0(0.00) 1(0.03) 1(0.03)
B 0(0.00) 1(0.03) 1(0.03)
AR 0(0.00) 2(0.05) 2(0.05)
VAN 0(0.00) 1(0.03) 1(0.03)
i 0(0.00) 1(0.03) 1(0.03)
F RS L 0(0.00) 4(0.11) 4(0.10)
s L OYRES PR 1(0.51) 11(0.29) 12(0.31)
PR R 0(0.00) 1(0.03) 1(0.03)
IR 1(0.51) 1(0.03) 2(0.05)
EZS 0(0.00) 1(0.03) 1(0.03)
B 0(0.00) 1(0.03) 1(0.03)
PRIEE 0(0.00) 1(0.03) 1(0.03)
R hERE 0(0.00) 6(0.16) 6(0.15)
AR K ONLAREE 120(60.91) 173(4.64) 293 (7.46)
HFETIR 95 (48.22) 98(2.63) 193(4.91)
A CHLE 98(49.75) 113(3.03) 211 (5.37)
HLEEm 0(0.00) 1(0.03) 1(0.03)
A 10 (5.08) 34(0.91) 44(1.12)
HEER X O G RPTRE 3(1.52) 38(1.02) 41(1.04)
Fasea 1(0.51) 1(0.03) 2(0.05)
e 1(0.51) 0(0.00) 1(0.03)
A 0(0.00) 2(0.05) 2(0.05)
%1 0(0.00) 1(0.03) 1(0.03)
TR 0(0.00) 1(0.03) 1(0.03)
E& 0(0.00) 6(0.16) 6(0.15)
AT 0(0.00) 1(0.03) 1(0.03)
(s 0(0.00) 17(0.46) 17(0.43)
THIE 0(0.00) 3(0.08) 3(0.08)
AR 0(0.00) 5(0.13) 5(0.13)
FEEL 0(0.00) 1(0.03) 1(0.03)
) 1(0.51) 1(0.03) 2(0.05)
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ARG A O G
HAGRRHZOFTE | (1999 4F 5 H~2005 4F 2 aF
H)

BN A 36(18.27) 413(11.07) 449 (11.43)
ALT 8/ 9(4.57) 141(3.78) 150(3.82)
A/ G HHE 1(0.51) 0(0.00) 1(0.03)
AST #4/n 7(3.55) 155(4.16) 162 (4.13)
M7 27 —EHn 0(0.00) 1(0.03) 1(0.03)
M e Y e 1(0.51) 21(0.56) 22(0.56)
ML = 2T o — /LB 4(2.03) 48(1.29) 52(1.32)
1L CPK 540 0(0.00) 1(0.03) 1(0.03)
7 V7 F = 0(0.00) 11(0.29) 11(0.28)
A" R o7 RN 0(0.00) 1(0.03) 1(0.03)
1fi LDH #4hn 2(1.02) 87(2.33) 89(2.27)
i K #4500 0(0.00) 4(0.11) 4(0.10)
e == 1(0.51) 1(0.03) 2(0.05)
1.4 Na J8zb 0(0.00) 2(0.05) 2(0.05)
ff vV 27 )& U REgN 5(2.54) 30 (0.80) 35(0.89)
M HpREHN 1(0.51) 26(0.70) 27(0.69)
1R PR IN 0(0.00) 5(0.13) 5(0.13)
C — R e 0(0.00) 1(0.03) 1(0.03)
JHHE X AR S 1(0.51) 0(0.00) 1(0.03)
(NI T 1(0.51) 0(0.00) 1(0.03)
U RAERESEIN 0(0.00) 1(0.03) 1(0.03)
v -GTP B4 2(1.02) 82(2.20) 84(2.14)
PR RO HERGE 1(0.51) 2(0.05) 3(0.08)
~ 7Yy Mg 2(1.02) 13(0.35) 15(0.38)
~< 7Yy RN 0(0.00) 1(0.03) 1(0.03)
~NES | B LR 1(0.51) 14(0.38) 15(0.38)
IHHSRErR A L 5 0(0.00) 2(0.05) 2(0.05)
U 2 ERE D 1(0.51) 0(0.00) 1(0.03)
HAERSEN 3(1.52) 0(0.00) 3(0.08)
A HREREEIN 1(0.51) 0(0.00) 1(0.03)
ifns MRS 3(1.52) 9(0.24) 12(0.31)
AR ImERE D 1(0.51) 16(0.43) 17(0.43)
ARIMEREHEIN 0(0.00) 1(0.03) 1(0.03)
(REHEIN 0(0.00) 1(0.03) 1(0.03)
i ERE > 1(0.51) 7(0.19) 8(0.20)
i EREHE N 4(2.03) 5(0.13) 9(0.23)
i MRS N 0(0.00) 1(0.03) 1(0.03)
PRIBIMESE 0(0.00) 4(0.11) 4(0.10)
PRAE ARG 2(1.02) 5(0.13) 7(0.18)

FT AT 2 F—E LR 0(0.00) 1(0.03) 1(0.03)
i AL-P #50 7(3.55) 111(2.99) 118(3.00)

(MedDRA Ver7.1 12k 0 a—F 1)
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SEIERFEBUE — T3k (MR

RIEHREITRNZ Y EE 2R RIZ, Ao D2WT7 7 B R 2 B EA LI L, LHRH 7 2=
Z K (TR VY UEHEESH DT 2 —7 0 LU ) & OGP K D8R ARG LT,
AFl&E LHRH 7 2= b LOFHI L7HE (DFREERD) &7 7 bR a&G LI (FE5EIh

) OREMEHRE LICRER, WIERICEITRRO o7z,

(AAN ORI A - 106.1 )

OFHRERE (N=102) FEEUIEE (N=101)
AEFS | A | mETR | e

WTDDEET B FILL IR DN AEFSR L ORWER  REEG] (%)

SHHERS 29 284 | 1 (100 | 26 257 | 1 (1.0
ExQ) 18 (176) | 17 (167 | 3¢ (337 | 33 (327
R 6 50| 2 20 |13 129 | 3 B0
1 HLER K SRR N 12 (11.8 | 7 (6.9 8 (7.9 3 (3.0
A 11 (108 | 9 88 7 6.9 6 (5.9
i AL-P #80 11 (108 | 11 (108 | 6 (.9 5 (5.0
IR 10 9.8 2 (2.0 6 (5.9 0 (0.0
Z D FHIE 10 9.8 1 (1.0 3 (3.0 0 (0.0
y-GTP £/ 9 (89 5 (4.9 6 (6.9 4 (4.0
ALP #90 8 (7.8 3 29 | 14 (139 | 10 99
AST H#4)in 8 (1.8 4 (39 | 13 (129 | 11 (109
IREEHIN 8 (7.8 6 (5.9 3 (3.0 3 (3.0
HHTE2S 8 (7.8 5 (4.9 3 3.0 1 (1.0
fiEhK 7 6.9 1 1o | 12 (119 1 (10
L 6 (5.9 4 (39 7 6.9 0 (0.0
AR 6 (5.9 3 (29 5 (5.0 5 (5.0
HEED FN 6 (5.9 2 (2.0 4 (4.0 0 (0.0
L 6 (5.9 0 (0.0 3 3.0 1 (10
TR 5 (4.9 1 (1.0 4 (4.0 0 (0.0
GRS 5 (4.9 1 (1.0 4 (4.0 2 (2.0
FIPRE 5 (4.9 0 (0.0 2 (2.0 0 (0.0
FHEE 5 (4.9 0 (0.0 2 (2.0 0 (0.0
JREIRGE 5 (4.9 3 (29 2 (2.0 1 (10
Jifige 5 (4.9 0 (0.0 1 (10 0 (0.0
F L EREEN 5 (4.9 2 (2.0 1 (1.0 0 (0.0
2T 5 (4.9 4 (3.9 0 (0.0 0 (0.0
AR HIBAER 4 (3.9 3 (2.9 5 (5.0 2 (2.0
JHiRe R 2 (2.0 1 (1.0 7 6.9 6 (5.9
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9.

10.

1.

PR ERRICRITTHE
HIE SR TR
BEEE
FRE ZFUTUM R
(B5)
CKE PDR KL v 05[]
E V4 X R 200mg/day F CTO#EG-EORWERRER) T, ZOHEIZIT 5855
RO DT RIZZe o T, AEMIZDb D LB DN AERGOIERE X T3 B
X ROHRE GBI /2 > TV, REBIZR RN T /e -, e G DALE & L
TITAHEREEIT ), EHLH I ROBEHRGOEHL LT, BEOERNPHIUL, S
BTH L, WERGEF BN TR, EROFEM AR L T D RIEEEDRH D 2 & 25
TOMENRD D, EHVH I RITEABERNEL, a2 5720, BindaHcen
EEZDND, N LANAA BRI L, BEE BT D7 E ke
EDNHEIG SND,
(%[ DATASHEET v 05| )
BED & Z ABRICBIT D Eh /LA 2 ROW\BERSIX, HEIhQeny,
B 2o L7 BB G D ALE & U CIIRHERIEATT ), ELZ 2 NITEA
FEEFENPE L, RPICKRZEBIBR E LRI E e ed, BNIAEHTRnWEEB I L5,
I B NAA T BB AR D 7 &7 BRI DS S D,
WHLEDEE

14, FRLOZFE
141 FHIRATHEDFE
(BiF|Hm)

14. 1.1 PTP e DAL PTP > — DLV H L CIRAT 2 L 548552 &, PTP &~
— FORRRIZ LU . SO EIEREA~A L, ISR fL2 38 2 L CHiEhRER
REOEERAINEZIRT 5 Z 0305,

(OD $&)

14.1. 2 AFNTTH O _EIC OB TR AR S5 T D592 LIk W BT 5720, K
72 L CIRAAIRECH B, Fio, KTIRATZZEHTES,

14.1.3 AFNXE-F FORRETIE, AR L TIRASERNT &,

(i)

P T PAREDRRARESES 1ED7-8, TP T PRAICHHRIZOWT) CERL 843 H 27 B H¥kE
JE55240 5) 1ZHIY | BE LT,

12. ZOHDEFE
(1) BRERERICEDIER

15. 1 BREREERIZED < fE¥R
SMNENZIRN T, PR IEEL LT & OfRED H D,

(2) FEBERPREERIZE D < EHR

=4

BB ZIUTUR0
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IX. JEERPRERERIZRE9 SR E

1. —HREE »

—ARHEERR & LT ARIEIR M O AR, B HEERER R ONHR . PER,

(N

THbER, ARROEMFEIE, NOMWR, MHREEELR, SeRSRIIHT DRI ZMRE L, IRED
FBRIE H RO TAAIDIERATRD 7,

SRERTE B W R FERE R
LTy b in vitro 105M OEJERE T AR N U S RIRICRT L
(1) SV S ER AT LT
AR in vitro 105M O EJEEE T, 5-HT S 59RI o3t LishT
P (B VR O WEBMER %7 7=
% (ﬁ;ﬁ% EALEY R i | LM OERET, 7 KLU 52k
! (B8 (kLB EBER AR LT,
- 10°M OEBE T, a7 LU USRI
k) in vitro R UASPUEZ R L, a7 RLFHU U
e AT LB WEBNER 27 LT,
P A .
T’ﬁ;}ijﬁt I 14 AR | 50mgke FECHEEC, RAHEOHIN, PR
oo | ROBS | BBORRETRD b,
AR e 50mglkg RO 5T, BRSNS DT>
sk | 00| TEERES e e
. L 79,10 HE | 50mg/kg #A#5-T, 5 JLrf 2 PUiZCThHR
PR WIRZ 2 b s PRI S5 PR R R S U,
2. %ﬁ 27)
(1) BEEESSHRAER
B W MEOB | B | BIKECTE (ngke)
| >2,000
2 ek
& TErEA ~2,000
® 0 2,000
5wk e L -
Hefze >2,000
4 X 1k S| >2,000
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(2) REHESHHEHER
1) B2MSH
7 v MZ 25, 100, 500mg/kg/H % 4 HREOHE Lic & 2 A, HHEFHEEIRED b
7, MEEERIE 500mg/kg/ H Ch o7, HERECAIEOIIERICER LIzpiniif, #
FEOZEHEEZ e EDRD B, AREOBEETFE/ERIER U7 s &0, #ED
JHBRERERR A E D 2 b7 ENRFED BTz, ZHHOZ kL, HEEIZ LV [FEMDSGEO B
Too A XIZ 25, 75, 150mg/kg A% 6 WERRN#HEGLizL 24, 2HEH CLEXZE L
(P-R MIBEORAE) M OVSHEROHMAGED DL, M EIE 25mg/keg/ B Al T -7,
AIEOPLT v R 7 AP R OWHEFHEERICER U722 b b S ER TR b,

) S

F v M2 5, 15, Tomghke/ A% 12 » ARENEE L=k 25, SHRECAKOIIE
FNZHEEIA U7=Aini iR, FEREOZENMEINA L/ EAGERD B, 15, 75mglkg/ B & 5EETAIED
AR LR LA TR BRI L 53800 BALT=, 2R C ELMEFHRIIRIT,
ONEATE BT AT Bz, Thmgkg/ & 5HET, 24 B OARIIIRIE Ty

\CFEARREORENRD BT, A X1, 2.5, 50mgkg/ H% 12 » HEEO&E Lz &

Z A, 2.5, b0mg/kg/ H I GHETLERNZ N (P-R MIFROFME) 255860 bl Ll ZmEE
S R0 ST, BRI & 0 B LTz, ASEORT > Rr s Ak
FRNCIERRR L7 25 R CRod D, ISR IR L7 25{1Y 50merke F #%
HRECRO LI,

(3) HEIERESMHAR
HEMEZ ~ M2 0.25, 5. 250mglkg/ H#5- L= & Z A, 5. 250mg/kg/ H & 5HE CTLRHE « 5285
BEDIK TR Bz, 7 v MOZFETEAINIZ 0.1, 1, 10, 250mg/kg/ H 2 &5 Li=& =
A, 10, 250mglkg/ H &5 U= BHAD B A T HEHAE RIZIS T JT- A5G ETEEE O,
P E O RENDHEMA LA BT, T v FOEREM MR OFZAMNC 0.1, 1, 10, 250mg/kg/ H
ZRRAE- Lok 2 A, 10, 250mg/kg/ B & GREOREHAE T3 T, JLPS- GRS EiFRRE O
D PRIE TR EOMEEAL, AEFRREDZE LU MK T 23538 BT,

~

(4) ZOfhn4kEHE
1) Rt
LTy MEROZEOMEZ AV, 25T 7 4 75—k, SHETF7 4 TF
— IR OV BRI Z K o CHURME A B2 L 72y, W osBRiz s W T bRt
TGRS BRI TE,

2) ZERMAE

LR %&Uﬁ?lﬁ”ﬁ%ﬂiﬂ’j W i vitro R, T v RO~ U 2% Wz in vivo i
Eﬁ*’c\‘\ Eﬂﬁ‘ ntu 25?) %ﬂfib)o 71:_0
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3) HAREME
<~ A% W 2 ER O AEMER (5. 15, 75mgkg/H) (2B T, 75mgkg/ Hi&5-
REOREME~ 7 AR OBENNNTRD BTz, Mt~ v 2281 2 FFBAEE 692
TR 15mglkg/ B EHEE SN2, 7 v b & W 24RO AJEERRSR (5, 15, 7T5mg/kg/
H) (Z3BW\WT, BURER, 75 R OWERUCIEEEA LR HivTe, BHERUIRIEEOFEL
it AREOEEEFEERIC LB R SR LT 7 U 75 v AOIEEICRIKT S O L #E 2
DAz, F e K O S E M IASE DI ERI RS 2 b0 LB 2 bz,

4) BErRIEE
0 Y3 % V2 B M ORISR 30U C L BTN 3RE D B e o7,
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X B EOFEFICEIT HEE

1. B3EARXIIEEREAR
34
(V. BFNZBET2EE 3. BRI OSFEEM: TICBT &N DHESMH)

2. P& - REEH
R IRAT

3. EFIEERLNEDIFER
G 53
BIE, WEZEHENY Th 2,
) EE—EEFEONGZEIC L VT2 &

4. FEREMH
%Y LR

5. @i
(hYT v REESO0mg)
100 $€ [10 &£ (PTP) X10]

(hVTv4 R 0D £ 80mg)
100 &£ [10 &£ (PTP) X10]

6. E—m% - R
[AEhdE : 712 IR

7. EFSEEFAR
199542 A 23 A

8. i - MARRFEABRUVEARES

SOERGEAGEEA B TR
T VT v 7 A8E 80mg 2006 4-2 H 20 H 21800AMX10346
<IHWRFE4 « VT v 7 AEE> 199943 H 12 A 21100AMY00095
BT w7 A OD §E 80mg 201348 H 15 H 22500AMX01532

9. FEMESEIEFEAAR
BT 7 AEE80mg  : 2006 4E6 A 9 H
HYT w7 A0D§E80mg 20134512 A 13 H
<IBHFEL « YT w7 ABE>
199945 H 7TH
(RO ERE T - 2007 4E 3 H 31 H)

10. fRE - BREM. FE - AEEEENFDOFABRUEZORE
%Y LR
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1.

12.

13.

14.

15.

BEEHRR. BiHRRAREABRUVZORE

OB VT w7 ABE
FRATFESRAFHEA B - 2008410 A 3 H
FEARER « [2hhe - 20 THIE - HE] 10RGENA LRIT

BEEM
OB YTy 7 AfE 199943 H 12 H~200543 H 11 H Gl 1)

REIRSDRIE
R L7

EAFEaEEEENEERRI—F
VT 7 AFE80mg  : 4291009F1039
YT w7 20D EE80mg  : 4291009F2027

RISHAT EDEE
R LR
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X 1.3k

1.

5| FXCER
1) [ML-2002-JP-0639]
2)  [ML-2002-JP-0504]
3)  [ML-2002-JP-0640]
4)  [ML-2002-JP-0638]
5 [ML-2002-JP-0662]
6)  [ML-2002-JP-0107]
7 [ML-2002-JP-0039]
8  [ML-2002-JP-0284]
9) [ML-2002-JP-0636]
10)  [ML-2002-JP-0503]
11)  [ML-2002-JP-0002]
12)  [ML-2002-JP-0479]
13)  [ML-2002-JP-0508]
14)  [ML-2002-JP-0500]
15)  [ML-2002-JP-0644]
16)  [ML-2002-JP-0501]
17)  [ML-2002-JP-0001]
18)  [ML-2002-JP-0496]
19)  [ML-2002-JP-0502]
20)  [ML-2002-JP-0679]
21)  [ML-2002-JP-0505]
22)  [ML-2002-JP-0507]
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