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.| 100 82 (10 BEX 10 : BHEHFIAD),
VA T F 0 N 7y
;égﬁg;?gézﬁ‘1mﬁﬁu4ﬁxm:%@ﬂﬂwx —
. ULk omg 700 £ (14 £ X 50 : EARFIAD)
(3) PHEE
Y L
(4) BROHE
Hr7e 44 PTP w3t INT plEk

11.

12.

VYT F T any g
YabE 2.5mg [HIET)

VYT xFvransmg
¥isE 5mg THEDL)

PTP: RY 7Xu b L7 4 )L AXITR
Vb= 7 4V, TILI =T L

el

AL RKV=FL v
Xyv 7 T7UF

NRyFr :R)zFL v
FEOW RV =F L

VIV T =S vranymg
i OD §E 2.56mg HETL)

VYT xF Yy ang g
#; OD 4 5mg [AE T

PTP: RV b=/ 4L, TV

= A

re—: 73 =mghR)F LT

NE Sl N PPN

AR SN ZEHE
EELRAR

Z0tt
BRI L




V. AEICEET 5EB
1. PHEEXIIHR
TR BB B IREDNARK, SER K OWa MR I 2k

2. PREXIIHRICERET HFE
5 ZHEEXIIZHRICEAET HFE
51 AKF AT 28, +o72fM2Ic X0 ERIERZ#RT 2 & &b, FUofERzE 27

DR (RIBEYYE, RIS A, BEME-CRINIIE 7 & O TE RIS 2 H4EmE)

WD EICHEL, RREFEIZX VBRI L E T 52 L, Ik, HEIZSUCTH

e mELZET L2 L,

5.2 TEIRIEPAZERE (IR RIES) 260 L TWDEE TIE, ZHUTKT D76%

(o W) ZEESED 2 L,

5.3 ETHENEEHE O REIR - BIHE I ZFEFR T & 72 W ERFAE S TFR E I RE R 5 B 1A A 0 1 5% f

BT BN,

[figas]

5.1 iiEENEEME (Overactive Bladder : OAB) & TR E U A M0 & LT SERIEMRE T
SO, WEEITHRE OCEBBEREZED O TH D, UHAMEREEIIVNETIE RV & ER
INTEY 2, IEEEDEOZW 2 D 5 FRI2IE, WIEEIEEE & FER 7 EIR 2 TR R
RN D 2 EDNKRUITH S & FEIRFIC, EEEIEMORKEEOHIZIE, LV #EtRE
WO OIZ—EIIHFEMEORREEZ T HREENDH D Z LITEET D, B ISR
A (e, miciREs), IREEHEA (BEDERS A, REREGA), TEHREORIEMERE (Gl
WPEREESE, AINIRRZE, JRIEHR, MIEMEREMR) & Eh, BFIE, TEIREHZER]
SERRAE KE) K O FRIZ K 2T It s & £ 5 9,

5.2 WETEENENCEE O FICIE FEIREPAZERE (IR ES) 26072885 F
NTW5b, K{lZZ 0 X5 RBEICRE LGS, KFloft= U AERIZ X0 B
i DOUAESINE S 4L, ZORERDPEIZEALL72Y, JRAZFHRT D AEENGE T 22
WA, 1Eo T, FERIREEPAZEREBGINIIRIEKIES) 2 5 0F L TV D BE T, ARFIO#
H5%EZETDHENC, 9 a1 EWrER S X AR IRERIESEOIRRE B T52 L,

5.3 BIEENEIE D ERIHE > TR Thivs (i 5.1 ZR) 20T, @THEIEEHEDIER
Z B L AR C & AR W EREE TR AR RE R RS T, IS EE Mt O TE v
Zlln, AAOEEMLEHOTZDICH, EIHEBIEEMOMEIRZ IR T E Wik
FE TR RE IR BT I I AR OB G535t L 1370 B e W R Z REICHFL L 7=,

3. AZERUVHE

(1) RERUVHAEDOHES
WE, RAKIZa 7By ) 72Fv L Thmg % 1 H 1EEAKRET D,
¥, i, ERIC KV ETEET 52, 1 Bkm&RS5EIX 10mg FTET 5,
(fifsn)
fEE R N BVEICAA 24 A THERR G- L&D t1/2 12V V) 7 =F 3 bmg T 38 I,
10mg T 40 B TH Y, KEHRGTHRBEORETH 722 & (IVIL1.(Q2) K iE# 535k
DHESM), £, YV 7 =F v bmg #RBZICESE Uiz & & Ofg @ i iR E (Cmax) i O3
Wy EERER Eh AR T EAEAUCHTHME R L IZIEFRETH Y, BEORENEO LNhoT- 2
EMB 1R LERRAOKSE L (VMLL@DEBFOKE ] OEBMH),
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(2) RERUVAEOHRERER - 1HHL
EWNE DFHRBRICBWT, 7T 8RBIcY ) 7 2F 0 2.5mg, 5mg, 10mg ##&5-L7-
& 25, 10mg THIMEN R bE<, WIC bmg, 2.5mg DIETH -7, AEFELKOENEH
WCHEIRFERFRD b=, EEREWERITRS Doz Z E bl ®iT bmg &
L, 1 AxEHEIZX 10mg £ TE L (TV.5. QFEMGEZRER] OEBM),

F) ARBINTWEHERCHER HEE, A ZBEY Y 7250 LThimg % 1 A 1 ERO#KS
T2, 728, 4, JERICEVEEEETS2, 1 HxERGET 10mg £TET5.] THD,

4. BERUVAEICEET HEE

7. AERUVARICEET 53FE

7.1 FEEORHERERE EEE (Child-Pugh 7938 B) ~0O#&% 50X 1 A 1 [8] 2.5mg 7 5 B4k
L, HEICHREGT S, H#E5EEOERIZ1 B 1 5mg £ TET 5, BEOITHERERE B
(Child-Pugh 77¥H A) ~O# 5131 B 1[0 5mg 7 HBMA L, HEEICE L CIXRIERR
BUCEE L, BEOREZ F/0ICBIR LANLIEEICIT) 2 &, [9.3.2, 9.3.3, 9.8 2]

72 EEOBMERERSE (7L T7F=2 2 U7 T A 30mL/min K ~OF50%L 1 H
118 2.5mg " HEAME L, HEICEGT 5, HEEOLERITZ1H 1A 5mg £ TLT 5, #&
JER N OB REEERE (7 LT F =227 U7 T A 30mL/min LA Eo
80mL/min LA F) ~DO#513 1 A 11 5mg 7»HBAA L, HEICE L CITRIERARHICE
BEL, BFEOREBLHSICBE LN OEEIZITY 28, [9.2.1, 9.2.2, 9.8 &H]

7.3 @A TIEZ 1 H 1 bmg b EGZFA L, MEICE L QUXEWEARILUCEEL, &
FHOREE H/CBE LR LEEICTY 2 L, [9.8 8]

(A ]

7.1 SMETTEM Lz PR REREERE X A a T Bk Y U T =) U EED IR RER IS
BT, KKl 10mg Z HERE O &G L7ofER, % (Child-Pugh 53 B) O HERERE 5 4
BT 5HEETIE, BEERAIHERTAUC S 1.6 fFm <, Mot/ 2356 2 (5 L
729, PLEDOFER LV, T2 (Child-Pugh 7338 B) O iFHRERE E A 1C & > TIXAA] 5mg
OF5ENEFEBEFEDO LR THD 10mg ([ZFHYS T2 EHEHI SNz, ZHuahz, AKAIDH
RBFUOIAITH D Z & b E 2, T2 (Child-Pugh 257%E B) D IFHEREREE O & 5 B~
OFGITEEIZITV, AFOBBARIZ 1 H 1A 2.5mg & L#E5EERITZ 1 H 1[0 5mg
FTETHIENEE LV EEZFE LIz, £z, HE(Child-Pugh 7338 C) D AFHERERE =
DHBHEFIHONWTL, AFIOTRGEHEEETIEEHE L TWH( VI2HERNEL ZD
i) oEZM), —J, #&E(Child-Pugh 538 A)DOIFEERERRE O &H 5 BE 2OV T,
AFN OB EIT@E S RO 1 B 1E bmg b L2250, AFlOELGEZIEET H R
WITBRFOREE+SICBE L, RERORBUCERET 52 & & L=( TVIL6.()IFHERERE
EHERF ] OHEBM),
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7.2 HMETIHEM LB ERE I T2 a g iRy Y 7 = v U ROEKRBRICBWV T,
AAKl 10mg ZHEREOEG LR, SEEOBHEERE(/ L7 F=0 2707 7R
30mL/min Ajif) & 7 5 BEH TIE, KA REBITEER AN THRICHEML, AUC
DK 2 @ WFERZS O 0, LEOFER IV, EHEOBREREBREIZ L > TUIAA
5mg DG EHEBED LR TH S 10mg (TS5 LHEM S, it-> T, BEOE
BEREREE D B D BE ~OF GITHEEITITV, AFNOBBHEIX 1 B 1R 2.5mg & LES
HERIZ1IH1IE Mg EFTETDHIEREE L NEE R, —JF, BELOPHEEDOR
BERERERE ~O®RGIZHOWTIE, AFIOBRMEHAREIZESR & [FAEO 1 B 18] 5mg 6 &
2B, REORGEEZHE S NDBICITBEEOREZ +olc8lg2 L, BEHAORBLIZE
BT 5 &b Lz( IVIL6.(2) B F AL ] OHSM),

7.3 fEHE S T (65~T5 1%) & FHmlh B (21~34 ) AR BRI a sy ) 7 = Uik
il U7z K E#RG-RBRTlE, EiiE © Cmax KON AUC IZIEE A 12T 1.5~1.8 %
B, tU21X 1.4~16 fFITIER L7= 7, £7=, Eld Tl —MRICIFHRE, BHERE R L%
FEAFRSREDNME T LTS Z ENZNENDbIL TS T, ansiy ) 7 8
% R O TR RERE 55 B (Child-Pugh 438 B) X OVEE OB R E BT I E Lo
ALK FEEYENE T A — X (TEERTED LN TV DH( TVIL6.(2) B HE & A,
[VIL.6.(3)IFirErE H A ] KO VIL6.(R)E g | OHBM), Lo TAAIOEGIZHT-
TiZ 1 H 1[0 5mg oG L, BHMEICEL QOIRMERARBICEE L, BEORE
EHOICBE LR HEEREIITYI L L,

5. ERERAUE
(1) BRT—R2/1\vF5r—
1) anyigpy ) 7y U8

<A R >
o3k | Hulse P s, B S [Aps | BT ya
. 7T & AR %) T 4
/flrI LB Eﬁ:w X
85 1 A B i 53R ASA1 7545 o
= 75 & Rt R
1 AR 53R 2415 ‘
- BEHEH 4 1 st | | PCRRTRB | ASA2 ] s
I DR EP R - SRR | Akil 64l | EEM
il A RO EEAR Aki2 986 | 7o AA—r—
: H Ek ’ %ﬁjw 5
i A ER SR CLoss | ssm | FERZEAT
o | B (2.5mg#E vs 5mghE) — N
k| R [BRE A B A b -
) T | RO — A e | 5 TR oDs1 | 8206 | L CUT
@J J—d_ Eﬁﬁiﬁﬂtb%ﬁ
i PESLE
o 5 75RO
% W — QT ARBIRNT | 5 TIFHRR OCT1 | 2,049%1 | SExiie " EER
He FEfE P
| TR O s OLN1 | 29061 | FExtIesreste
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S| i ES AR ARRE S | MAGE | BTV A
v AN AR CL-008 4451 FEER
~— iy >
S B R U7 1 R e
S - s | CLozo |t | oo
- E;;ig“% TR croz1 | 2am | Bk
T PIERIRIPRER Cpmsnacousr | | o | FEREHH
i YBHER P
B 4 hary—a200mg | CL-010 | 1761 | FEH
% 44 “HERT T
S Tz CL-011 244 R R2MFH 7 o
% A==,
HE vakxrr CL-025 2401 | FEWPIEES
%ﬁ TR B AR _HEMREFES
L7 5 & AR5 R
N7y CL-028 19261 | 7 o A —
—, U777l
v DOHIEEM
7 k3 —1400mg | CL-036 244 | HEW
QTe ~DZEARFT L7oik | QTcalli CL-022 60%1 | FEE RN
B T AL
QT 5 FREABR CL-043 914 B EER
i
TR EEREM| L 77 AR
" HkR AR ODSL | 82000 | i e e
B
% T 7 TR R OE
fi% I %4;_ *ﬁ%‘ﬁﬁﬁ M;ij; | e OCT1 | 2,04901 | HxHE “HEH
B o RER L
R
a4
% S TR B Rt EH 5% OLN1 | 2906 | 3EAfEIEEM
G
B
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<

SE G R >

D Hulgk [ E e
— R AR FLERGE T = Bk —
FEMERA 2 R OB S 2 Sy AT ik o
et e £
A RERE Tee < &k} B S 0
i R B9 2t DAL
IR 72 2t O3
ZRVEOFE TS e BRMNZ I3 1) B 2 OB b i s =
Qs %L:%ciéQTcﬁEL:Eé@ L7-3E
R PR - B AR SUBRARE 2L
47 Atk EMEBIERE K [ 5 I AE AR
5 A K[ 5 TLAEFABR K [E 5 M AEFABR [CL-013] [CL-014]
WRPH 55 T AH FASR MR 55 AR EABR [CL-015] [CL-018]
e KEE W& 5H5R KEE #5305 ([CL-016]
RIBGRR PR B 1 P -2l RN & 11 35 53 BR [CTL-019]
2) anygy V7 o)y OPENRREE
<A R >
sy | P A, ik | B | BT YA
YMOO05( U 7 = F 3 ) %)
angmpEy V7 - @Jﬁé‘ﬁg% . .. | CL-060 2445 2X?7HXZL
gL any (a sy ) 7rorakE — =
e o U | P A A L & b IR
g | D[R T T O 005(5 U 7 = T2 )i
ARENRAESED L]
L cLoet | 2ap |27 EAA
(@Y ) 7=l — /=
PNAREESE & /K 72 L CHRRH)
(2) BERFIEGER

1

) BN I REEHBEER [ASA1], ENE I AREHREHER [ASA2]

fEERERR N B PEICARKI(5, 10, 20, 40, 80mg, 4% 12 f)ZH[ARRO&KSE L, Zattz iR
L7z, T OFER, AANC X0 33 UZ@WEAIL, OWNEE(40mg #58F 12 6+ 2 #i, 80mg
Fe5RE 12 B 11 B, FEAR(40mg e 5-7F 12 Bl 1 61, 80mg % 58 12 B+ 3 #1), ALT
HIN(emg F5-8F 12 4 2 #1), AST #N(5mg #5812 Fld 1 4), fmPe ) e 8
m, A mERER D (10mg e 58 12 FIF 4 1B TH Y, LA2AH Y > MsZHREFEHERIC
O EFEZ BN D DN OCFERITIAKI O 40mg L EOHETHED b, 80mg {5
7 12 il 11 1R O 12 fil 3 BilICER D STz 9,

F 7, AR B PRI AH A BE O #% 5-(10, 20mg, & 9B L7=1% 3 HREMASK L, #&5
5HENS 1 H 1A 14 HREKEROES L, et Lz, ZO/RE, RAICLY
FHLUZRIERIL, DWNEER(10mg £ 5-8F 9 B 1 41, 20mg B¥5-8F 9 il 8 #1), T
(20mg 58 9 Bl 5 B), PERAEE(Q0mg $e5-8% 9 Bl 4 41), 89w, TH, ALT E&H
(10mg B 5-8E 9 B4 1 451)), MHEERR(20mg BEGRE 9 BIF 1 ) Th o7, L AH Y 1E
RIZESL B2 oD O, FH, JERNE IR AERICB O TEWIEBIEZ R L
729, (WVTHORBRTHLa Iy ) 7 oF 2 U8R )

) AEENTWSHEROHEIT DER, mAEan7iBgy ) 7)o LThomg % 1 H
1ERE NG9 5, 72k, Fn, ERIC KV EERT 225, 1 HEm&5&1E 10mg £ TET 5,
Th b,
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2) QT/QTc e BEER [CL-043] (SFEIANT—%)10

AR EFRGREO QT MBI KIETELRETT 02 2B E LT, #ER AL 91
Bl xR —EHER T T 1R & OSSR R e 2 S0 L 7=,

AHK| 10mg £ GREOEFIRREIZB W T, QT HBOE(IIT 7R EFRBETCHoT=, —
75, Al 30mg FEFEOEHFIRRE, KOEF T 7 v %4 0 400mg O H A RIS
T QT [EIFEOHINAZRD Hivl-, GBI, a ViY77 = F U Ea ) TVIL6.(1)
HOHE - BEEEEO H 5B | OBEfiEH 9.1.3 M

% BEX 7 rFH T2 400mg X, Thorough QT study (28T, B@HFHW LD BME

PO
EEREIZE T2 ATHRORN—XS4 UDLDELE (TS EREDE)
QTe ™ 90 %15 4 X [#]
P
A (msec) TRR PR
ansgEy V7 =) 10mg/ A 0 -5 5
ansEy Y7 =) 30mg/H 6 1 11
EXF 7o F Y 400mg/ H 10 6 13

TE) BB RIS IE L 72 QTe OHEEE, #URHA (2 QT A O RR bR O F2HIME 2 R El7 AU 2
TiE®, QTe R 7=,

) KB SN TV ELOHEIE DEHE, MAZEa7iRY ) 7 =728 LT omg # 1 H
1 ARG %, ek, Fp, ERIC KV IEEHEBT 525, 1 HiEEG8IT 10mg £TET 5,
TH D,

(3) HERIGERHER
ENEE O+858% [0DS1] W
EBTEENEEEAN S B 320 B &2 x4, AFI2.5, 5, 10mg@)HHWMEITT7®AR%E 1 H 1106
RO EE Ule, RBTZadtF —EEmAHERERABRE L TER L, TORE, F
PIHER BN T, AT T OB GEIZB W TH 77 BRI L THEE 2D 2338
DO, FFZ 10mg B CREYEEEE L OEEL QOL KAAL Y AaT7iiB\W 77k
REECH L CHAERBD RO N2 8 L0, 10mg OFIMHERN K BE L, RWT 5mg,
2.5mg DNETH D Z ENRBINT, o, AFFG K ORWEHORELRICH BRI
DoNN, BEZRWERALOCEEORIERITRD bNRho2Z 0 h, WTho&k 5t
IZBWTHARFIOLZEMEICHIEIT RS AW Uiz, —J7, BE5FIEE25&ED Li-AEFS
DOFRBIERIX, 77 vAFEICH LT 10mg #2855 <, 2.5mg LT bmg #1377 B4R & [F
BETH-T-, GRERICIL, Ty Y 7 =) b4 )
PLEX Y, X0fEsieshRam L, BEFIE & RRRE T2 N EOFEDRIFFCTX 5 5mg
KN 10mg 2 HEZRHOHESE L TRE LT,

) ARENTWHHHEROCHET NEH, AZiZansgy ) 7=Fv 2L Tmgax 1H1

BRGS0, b, Fin, ERICE D EEHERT 525, 1 Afm&EGEIT 10mg £ T 5, )
Th 2,

15



(4) HEEIMBER
1) BAEREERER

® ERFEMIEHEE [0CT1] 12 1®
IR EEME AL B E 2,049 B2 RIS, T RERERNBEL TV Y 7x2F v bmg &
10mg D MEAEZo (b — B F RO THERM] EIGERER 21T o 7o (R 7' 1 XU (384 BiDIZ-DW\ T
AW, YU 7 xF 56, 1I0mgKkOTT7R%E 1 H 1012 BFEEOES LAk
RO EREF LIz, @RI, a~viy Y 7 oF o U ErfER)

i) BEBEBRICE T SFERICHT IR (REFERICESITHIELRE) 2 B
YU T7xFrbmg D50 10mg 2 1 B 1 [RRRO#KG L & & OFERIL, EEFAMGE
HToh s 24 Wb 7- © OFEHPEIREHEOZ R, BIRAGHMEEE Th 5 24 R H 72V
OI¥REOREEEE D2 LR, 24 Bl & 72 0 O FHULAME IR REEE S O L8 K O 24
iR &b 72 0 O JRAR S DL BICBAL T Y ) 7 =) bmg &, 10mg FEL &7
TR LEERBO BB O L, 1EH7-0 O PR EOE(LEEZ A REICHE NS

NEAV i
=EELFHMAFD 24 BrfE 1= Y OFHEREIMELE

‘ U o e AR 95 % 15 5 X [H]

Bt JEGIEL | FIE | R g o
7R 395 -0.94 | 2.286 -1.164 -0.712
anJgy V7 =) bmg 383 -1.93 1.974 -2.133 -1.736
anygmgy ) 725 10mg 371 -2.19 2.090 -2.406 -1.979

BEREIHDOZEILE

TaeR NI NN Tt

(n=395) 5mg 10mg
6§ (n=383) (n=371)
% erelss T [
iy ] S = SR S e —_—
b
oS Jiog [ -
H +£1.97 j.l!’
2k Tk -1 £200 - -.
ek
25

FHli+SD

F3xap<0.001 (vs 77 L AREE HE)

IEFHERF D 24 Brff &= Y O FYREVEBREIRELLE

\ v | o . T 95 %15 151X ]

B 57 SEPIE|CPE| RRE L
IR 395 -1.28 2.899 -1.563 -0.989
anJgy V7 =) bmg 383 -2.41 2.877 -2.697 -2.119
anygmgy ) 75 10mg 371 -2.78 2.819 -3.072 -2.497

REVEREHOELLE
TIEH DRI IR

(n=3%) 5mg 10mg
o (n=383) (n=371)
os5F--| b F---- ---
£ oar[28
§ 15}
P S Y | R _
H 2 :ggé 278
25F TS +2.82
3 FET]
FH{H£SD

#ekekip<0.001 (vs7FEAHRE, tiRrE)
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IEETHERFD 24 FrfE = Y O FHYEMREIXZERUELLE

\ e | . R3] 95 % (A<

By R SR PN RS L
77 &R 260 -0.69 2.002 -0.932 -0.443
anJgy V7= bmg 235 -1.45 1.886 -1.688 -1.204
a gy ) 7 =) 10mg 255 -1.52 1.771 -1.735 -1.298

UBMREAZEHOEILE
TR IVENTF NN TR
(n=260) Smg 10mg

(n=235)  (n=255)

0
069
g 05|20 7| [T I
ik
) VUSSR [ - -
145 B
“ as| |43
R . il
% TIHESD

#kkip<0.001 (vs 75 LHRE, tHSE)

IEFHEIRF D 24 B 1= Y O FEYREAERBEILE

e WA 95 %15 #E X [#]
ElaoR it SEGIEL TEME | AR R
TR ERR
7T R 283 -0.72 1.951 -0.950 -0.493
anNgEEY V7 xF T bmg 274 -1.59 2.117 -1.843 -1.339
anJgEy ) 7 =) 10mg 270 -1.60 1.810 -1.817 -1.383
FREZERIMDELLE
TR DRIt RNt
(n=283) Smg 10mg
o (n=274) (n=270)
2 05| 4§
1t
e I e s
7 150 160
H 5b—-cmmmmmmo 2212) £181)__
2
FHfi+SD
Hk4:p<0.001 (vs 75 L HEBE, tHE)
RIZFHMEBFO Y 1 BE#HIREELE
e i {H] 95 % HE X ]
5# JiE 1% EEE | AR R
e genit e FEE Yl 2= IR R
7T R 393 11.67 33.740 8.328 15.020
anyEy ) 7 ) bmg 381 35.78 43.385 31.406 40.147
anJgEy ) 7 =) 10mg 369 43.59 44.519 39.037 48.151
1 E#IREDEILE
3; ok i3
A | B K| -
B of---—] - -]
(mL) 15
WE-fert [ ]
5 +3374
O Tk oy R
(n=393) Smg 10mg
(n=381)  (n=369)
FIELSD

*33:p<0.001 (vs 77 EHBE, )
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i) EERBBEIS S SHERICHT INE (ELEOREHE) 2
VY TS, PRI, THREOBEL, TR, THIHEER
RAERA WD S, 1D O PR AR S,

(3] 438 8 1230 BRI
O 77t (n=395)
O-ansi 7t v
Smg(n=383)
by Eag=tab il PDOVES S70d
’Omﬁzg 10mg(n=371)
BEPR E1% TH40iSD
"""""""""""""""""""""""""" cetge | **p<0.001
'“'jbli’,’* (V7T
............... thiE
219209
Ciad
BAE AT
075+ (n=395)
O-anzpen) 7ot iy
""""""""" Smg(n=383)
Deans@@ )7ty
1284200 10mg (n=371)
xr iy = 3 a
FRE Y18 B [E1% TAf=SD
s p<0.001
SAIE2ES e
O (\'57‘_7%:*#15)
hEE
LTRELED
A*.‘
03 43 818 1218 REHEREAINE
0 O 7544 (n=283)
o Lo S=rAb . YU ES oy
f‘E 5mg(n=274)
w 05r - D INFRES)TF vy
$ 0:72£1.95 10mg (n=270)
P73 3
FR& 2 [E1 5 = ~{ Fi=SD
% 159212 wsip<0.001
P . - S O (vs‘fjf#ﬁ)
1 1602181 tHE
Ll
-2
031 438 i 128 FEASFEATIRG
L 75+E (n=260)
= O-anz@ ) r=Fs
I 5mg(n=235)
‘ e e Drany® T
% 'U-Wﬁ“" 10mg(n=255)
> P 3 A
{j] Jﬂ'f?ﬁﬁ'ﬁi = IE é& llélj PHELSD
% -145+1.89 ax:p<0.001
Vo —— A Qo (vs‘f'ﬁ-kﬂ'»ﬁ)
H RENE N
A
O 754 (n=303)
-1155)'?14 52 O ansg 7=+
S 5mg (n=381)
Q Danrf@ vy
% 95.78+43.39 10mg(n=369)
it
| EHRE Eoaoo T
m o werp< (1001
T 57 Fb A
116723374 ;’%}L J
00 1 ) 120 iy
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i) BEBBERICE T IFERICHT IHR (REFMFFICHSFSHERIEE) 12
VU Tz roREICEY, HERER, REUTREEER, RIEEEEO SO IEF RN
b BT,
*ES{LE RRITFENC  HIRERSEE/BA R

FRE Y08 BL O EA 0m]
REZEE#AHOE (CHESERIOEEEHE

or HEIRE L REDasEY | | RERE
e —————— Lo e —— N
= : | 596
| ' 56.2
e R s e sy B G
: i |
['rﬁ A0 - il . - e
it 36.9 ) 372 : 371
W oy [ e R 320} e e B ® R | e
(%) 285 ! ;
I |
20 ===21.0F - "__E“__-ZO.S h | ____i_____ h i T
10--- = = F-—— 1 = 1 - = - S
i i
: :
TR g7t TR RN TR BN
(n=395) 5mg 10mg (n=395) 5mg 10mg (n=283) 5mg 10mg
(n=383) (n=371) (n=383) (n=371) (n=274) (n=270)

iv) QOL FAAS X7 DELE 2 ¥
B ERERNCIIT D QOL KA A v 2R a7 B LED A 1T - 75558, [EIE~DEE [{t
# e FHEOBIR [HEIEEOHRIIR] TH2EBIOHIIR) LOORSE) THER - 35/ [H
FEFE) IZBWTC, YU 7 =)y bmg FEAO 10mg BRI, 77 BARBEE L CTHER
RAA 2227 ORAQOL A =27 OBFE) &R Lz,

S EEANO HE-RE GENEE 4E0EH EANE OORME EE-EH  FEE
RERE 2 DR OEIR OFIFR  AmREE

I
Q 5| -t -- --L
O
L
&
P SGEe et B B BEmaa--aamesaasmel  Emma ===
75
t L
L | s ST el v
i
[ZR
— 20 - e - e
#p<0.05
- i o . - desk:p<0.01
sl DZZ;;; D?:é%j')?x'}'/.ﬁmg .:(Ilfz\gbi‘f))'}71'}‘//10mg Fk k<0001
I L i (vs 75 EHE, thi)
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v) BIMER (RBAE 2%LLE) 19
BIVEHORBRL, YU 7 =) bmg BT 33.6%, 10mg # T 52.8%, 77 REET
16.8%THY, YU 7xF T 10mg #EL D & bmg FEICBWTIRWMEZ R LT, F7z,
WTNDD Y U T =2 R GEICE WD TIHBLED 2% L, ETH S T2 BIERIE, O NELE,
s, L, PERANEECTH -7,

bl anyggEy ) 7oy | anygEy ) Ty
77 %R
(n=405) bmg 10meg
(n=396) (n=381)
ot 68(16.8) 133(33.6) 201(52.8)
T 4(1.0) 7(1.8) 15(3.9)
55K 15(3.7) 41(10.4) 71(18.6)
1 PNz A 22(5.4) 66(16.7) 130(34.1)
PR [R5 2(0.5) 6(1.5) 15(3.9)

vi) BRERIREERTLEE (RB|E 2%L1E) 19 19
BEMEANG E T & RV BRI R AB R IRIL, VY 7 =73 bmg FET 11.2%,
10mg #£C 12.6%, 77 ERHET 14.1% Th -7z,
E72, DPFRD VY T = F U U ERRCEB W TRILERD 2% 8L ETH o 7 FE A R
WABIE, ALT R, CK B5, miRFEHRBUN) L5, RICEBETH -7

I (%)

S5 AT T2 F T | anIBEY Y TS
R AT TE 5mg 10mg
(n=405)
(n=394) (n=381)
G 57(14.1) 44(11.2) 48(12.6)
ALT k5 10(2.5) 9(2.3) 7(1.8)
CK -5 8(2.0) 2(0.5) 8(2.1)
BUN k5 11(2.7) 8(2.0) 7(1.8)
PRI 4(1.0) 5(1.3) 13(3.4)

Vi) MBI

I (%)

VY T xF L OB EMENEE T WSS, Z Y BT ENL, AArE B - T
W M ORI BT o 7= BAIMETFREIZ Y U 7 =F 22 10mg BEO 1 IS H B T-D

HTHoT,
T A 5 R aANIEEY Y T xF Ty | ang@gEy U T F
5mg 10mg
LIBSE R 405 394 381
AL 5 1(0.2) 3(0.8) 2(0.5)
1L+ s 0 0 1(0.3)
LIBSE R 405 393 381
WRise | ER 1(0.2) 0 1(0.3)
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viii) 12 & HER 19
BPEHFIZBWT, DEXORFEEESHBERITIZERETH -,

S ANV Tl | and@Ey Ty
5mg 10mg
(n=405)
(n=391) (n=381)
INCEARIE e/ ) 10(2.5) 7(1.8) 7(1.8)

FEBBE (%)
QBXMIZE 1+ HERRHE (STAREAER™) [SMEAT—42] 10
WTEBEEBES B 1,200 Bl & RTEIC, anTBEY Y 7o v EE VT a Y IR BRA
DIFLMEEIRFET 2 BT, AMER LML ERE Lz, anZ@gy ) 7 =)o U8
bmg XX FAT B U U REAl dmg D 1 H 1 [RGB L, 506 4 BRI R K
CHAREERE O B, BEOHAIZLY, anIigy ) 7 o) U 8EiX 10mg ~DOH &% 7]
AE& Lo M7 m U RBEANZ W TR GBS 1 AR KHELZ KRG L TWD T
OHEEZ AL LTBE LT 78R 2H& 5 Lo, HE2HMELEEBERAE, a7y )
T =SV UBET 48%, AT YU RIEEEIT 51% Th o 7,
AZPERHmE A
[REFEE ] 24 FEf & 72 0 OHPEIREIERGES )
[RIKEHEE B ] 24 B &7 0 OREUNERERL, OhaMERIEERS, RSy R
LAEMRIEE - AEFZ L OZNITERT &5 1kR
% STAR # B : Solifenacin (flexible dosing with 5mg and 10mg doses) once-daily (OD) and
Tolterodine ER 4mg once-daily (OD) as an Active comparator in a Randomised
trial
i) FEFMBEEICEITHHR 9
ANTEEY Y T 2 F v UBEITRAETHIIZ VT, HEREEE N—RX T 1 L0 2.45 [E]E
IR,
E7o, BEFHON—=ZF A b OPREBEMBEICIBNTansiEY U 7 =) v
FED bVT 1 ¥ AR BERAIRE 5T D IEBPEDRGE S L7 (PPS 12381 D HERIEH D 95%
EHEX [ —0.48 : 0.10]),
BEPREI%/24 BERIDELE

AN MLFOYY
T2 URE ﬁ%m%@ﬁ”

0 (n=525) (n=524)
,&
t o5----{  |----{  [-----
=
SN N I I I I
¥ !
% 154-=-- |- |-
o L Er I e 224 |--=--
e 245

+J G e s e e i s i e

[t] -

3=
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i) BIREMEIEB ICHITHHR

a) BEEEROBREKICHT HER 1©
aANTEEY Y T =) VRIS BV T, REDREKRIER, R RS, Uha
PEPR IS A2 R— AT 4 L0 Zh 21 2.85 8], 1.60 [F] K& N 1.42 [AED 7,

FRE U8 2 [a] 41 PR ZE A% PEREIZE A Ik
SR SN V1% o= Zh7BY Y pLrayy 2B puvy
7TV TETEIRE ) TETVVR g
(n=578) (n=5%) (n=378) (n=397) (n=315) (n=321)
0 0 0
£ 051-- R —— B A
L L t ,
o L0777 7 B N
. ] Bis| 083
8 45t e e B i danf— %g T ;| 0 R Mo SN
7 7 7
.E‘lﬂr 2071 o cme éfl fl_]).ﬁl .42
j 242 F  LE—agp oo R e e
W o5l | I " ] a8
285
-3.0- * -20- -2.0-
#:p<0.05
**Zp*(0,0l

(vs PLT OV AAERCMAITE, ANCOVALR)

b) REEMNBIRITHK L-BEDEIG ©
ANTEEY Y T =TT CEEITRAEFHEFRFIC W T, REEEAGT 2BED T4% TRE
& 50% UL B S, 59% DEBE TIRKEEZHL S ¥,

FREXZEE A PREZEMN
500 L LB LI-EBEDEIE HELE-BEDIE
(%) (%)
807 707
1 B
74
70. __________________________ 60. _________ tf _____________________
59
e [ il B [
604--——-{ - |- sof--——-—- -
49
L et I et I S 2 e I SEEE I S
504---—---{ |} |- o R e T
0 MLFads GT MLFadys
angEgy Y ~ angEgy Y -
7 xF vk e sl T fr i Al
(n=378) (n=397) (n=378) (n=397)

#p=0021  **p=0006(vs M7V AR IEHA B, ANCOVA)
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c) /Ny FERBDEL ©
ATV Y T 2B MVT B Y UARBEANC I L, BRREEEIRRIZ BV T, RN
v RERAKE =T 4 L0 172 Kb S8,
FR/8y R{E A%

NIV R——
JxForge PYTUI
(n=307) f:f.b{(ﬂfm
B0 0 .. (n=314)
Vi1:2 SR [ WO [ -
g
1 O8p====q4  [====r  |=====
i
o e N e T
]
B asleed  [ewesd  [Basss
;—; -1.19
T s e I e
Iy
L QE Y- | PR G RO ——
172
o ¥ T #3:p=00023
200 o (vs MLF R iR i BAIT ., ANCOVA )

iii) BEER®
aANTEY Y 7 2 F U UBEREO ER A ERFRIIONTE, B, FETHY, ToEIN
WE~HEETH T,
Flz, anZ@Ey V) 7= U URICBITOAEERFRICL GBS IERT 3.5% ThoT,

ANy Y 7 S LT v Y AR S
(n=593) (n=607)

(235 A HE L9 A HE

1 P Bz 4 17.5% 10.8% 1.7% 14.8% 7.7% 1.5%

5K 3.2% 2.7% 0.5% 1.3% 1.0% 0.2%

R 0.7% 0.0% 0.0% 0.7% 1.0% 0.0%

HEFELICLD . .
b e 3.5% 3.0%
2) REHHE

ERE#HRSHEE [OLN1]
i@iﬁbﬂ%%%%%% 252 il %G, a @Y ) 7=F L Uk mg A 1 H 1EQ B 1H
10mg [ZHAREFTRE) B 5-(28 UL |, & 52 MM, HEEAFIZOW T 60 B L, Z4
PR OV 5 i%@aaﬁ L7c, EORER, AMETIE, FHPEREE, R EY BRI, ¥
BIGIEMEIR REEEEC BT, 8 IR :taéz%mu&b%nto B GRS TR
7‘:0 TR FE L, RHEGICXD Eﬂzﬁfﬁ%mﬁﬁ% WO oTlz, £72, bmg %Er
WCBWTHEDNRENA T THSTIERTH 1I0mgIZHEETAZ EICL Y, WEIRERL,
DAL EIX bmg HEFFRE & [FIREE CTh o 7=,
BIEHFEBLERIT 61.1%(154/252 ) TH - 7=, dbmg HEFFREDIEHLI T 58.8%(90/153 i),
10mg HERE Tl 64.6%(64/99 i) TH ¥, 10mg I EREICE LWREERO FHITED S
Do T, ARA & O BEEUE DA TE T & 72U O R AR A il B A B RS Bl 1T 18.9%(35/252 i) TdH
> 77, 5mg MERFE DR BT 13.1%(20/153 %), 10mg B &= TlE 15.2%(15/99 B TH Y,
10mg HEEFEIZE LWRBLRO EHITFRO bivehho Tz,
PLEX Y, i@iEEEEEERE I D AK] bmg & O 10mg O EHI#E: 528 MM UL EixE 52
M, HEFIZOWTITERE 60 HEDIZH T 2 H0ME R e N R S iz,
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(5) BE - WEAIFER
M ER e L
(6) AR
1) EARERE (—REARERE, STEEAMERE, GRARELERE), HERTE
T—AR—RARE, RERFTERERABROANE
M ER e L
2) BREHLLTREFEONEXIIREL-HE - RROME
M ER e L
(7) £0it
MBI L
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VI. E3¥EE(CEEY HIEHE
1. EEPHICEESHSIELEMITILEYMEH
XTI TR, TRy UERE, M T a YU EARE, (XX T Fvy,
Al = RN A ¥ 5y
HE  BEEOH DB ORESIIRNREFL, EFORMNIELSRTLZ L,

2. FEBE#ER
(1) ERERL - EFEF
BEMEEE IR W T, LAAT Y o M ZFERETUERH 273 2 L2 k0, BEptomERIREE
ZEEIL, WISEIEREIC I 1T D IRE DB, SR & OULAMEIR KRS E UET D,
1) LRAAY) URBERITHT 8K (/n vitro)1® 19
[ 1%]
t AR D Y R X E 72 Chinese hamster ovary(CHO)-K1 R 45 2 v
T, BHIN-2F NV RAaR T I VAT 2 Y ) 72 U KOO A AT U V2 5 R
PUEROIER # R LT,
[ 5
VT2 F T OEATY My, Mz, Ms, My XU Ms K7 2 A 712645 KifE
%, FhEFh 26, 170, 12, 110 KO 31nM TH Y, LAH U 2 MsZFEITx LT Eifg
IV BLRITE 2 7R LT,
T2, VT2l DV TH A TEREFIA T T F o OB L REETH T,
—J7, "AT RV, AAD D CREEY T A I LRI AR S o T,
BENRYDOLADY Y MsZRIRIZHT D Kifliz A AH Y > My O Ms 2 54K & [Af
ETHY, MsZAERICHT HBMEIZIN TN YY) 7=2F v K0 IERETHH- T,

EFLRDY UZBESFTEZATM, Mo, My, MBET M) 23T %
VIV URUMDLRN ) UEBHREREORMNME

i Kifl (nM, M) L AT) Y M S EIME
M, M: Ms % Ms Mi/Ms | Mo/Ms | MyJ/Ms | Ms/Ms
N A4 26 170 12 110 31 2.2 15 9.1 2.6
X TF= | 6.1 21 3.4 6.6 18 1.8 5.9 1.9 5.1
MTrY Y 2.7 4.2 4.4 6.6 2.5 0.61 0.96 1.5 0.57
A=V 490 | 1400 | 350 900 490 1.4 3.8 2.5 1.4

(2) EDEEMFTLERAE
1) BRTEEHIREIIT SEMER (/in vitro)
DS v FEBR B ©
[F51%]
R T > NEEDCEEASIZ BT, AR a— VI L ANEICRT A V) 72 F v
J UMD LA T3 ) o 2 ARSI DA E 2 fat LTz,
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[ 5

VU7 =G (30~300nM) X HEHH 7~ BB O A oS 2 — VHIRIC K 2 IUHE
WZxf LG, R OB ENRIETUERZ R L, £0 pAflix 7.4 Th oz,
77, X TF=, MLTuPy, T havy, Faobt’™Y U EREICH LN —
VR & DIEIC R U CHBUER 2R L, £0 pAx fBEIXZNnEi 7.8, 8.6, 8.5, K&
6.0 ThH-oT-,

BHZ Y MERFEEHOAIIL/AAD— LRI K HIRMEIZXT S
VI F OV ORUHMDLRDY) VRBRHREREDER

LTS pAfE Slope
VA Ry 7.44+0.09 1.11+0.06
FxXTF = 7.844+0.06 1.224+0.07#
A= 8.61+0.13 1.03+0.07
T havr 8.47+0.06 1.73+0.16%
Tr Ry 6.03+0.04 2.14+0.12%

n=5, ¥ +SE
#:schild 7oy FOHEEN1 LAEED Yt HRT)

QfEHEILTEY FEBETER 20

[Fik]

FHELE Yy MEWRTFEBHICBWT, A a— Vil L5 IEICRd2 Y ) 7 =)
T ROMMD DA T ) R TEGEOE R MR LT,

2R ]
VU 7 =) (100~1000nM) (34§ HEVE > BB O VoS 3 — L filgic
DRI R U C, IREARAFI DO AR U ER 2 7R L, £ O pAfiliiE 7.1 U@oto
F72, AFvTF=r, MrTuvy, T ha b rbEERICH AN — LRI X DI
Ml L TR 277 L, £ 0 pAsfliZTN £ 7.5, 8.1 K83 Th o7z,

BHEEILEY FEREBHFOAILAAD—ILRIEIZ & DUIEEIZT S
YYD F I ORUMDLRAAY) USREEREDER

PRI PAfi
VY7 xFvr (n=h) 7.1+0.20
FFv T F=r (n=3) 7.5+0.15
rLTFr Yy (n=4) 8.1+0.19
7 herEy (n=4) 8.3+0.15

FH)E+ SE

2) ERFEEHEUVETIROMBERN Ca’ BEIZXHT 4R (/in vitro)
®5 w b o2v 22)
[ 5]
Z v TS R K OVER TSRS BT, b o — VRIS L AN Ca2t
BEEDO FFICHTEZ ) 72TV RO L AT ) U2 KRS OEH 2 E L
7~
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[ 5
VU7 2 F 2 (0.1~1000nM)IE 7 v MEBECEEMIIZ IV T, IS — LIl (10
p MIZ K DM Ca2 R 0 EH- 2 R EKRAFIIZHHEI L, €O pKifEI£8.1 Th o7z,
[FkkIZ, VU 7 =7 (1~10000nM) X 58 T REGHALIZ 3V CH IHIER 2 78 L7223,
Z® pKifEIZ 7.6 TH Y, 3.6 FDOEEMHMERMEZ R LT,
F 72, BEEEHMIL OB PRI RB W, AT F=r, hrTaevy, 7k
oy, bRy y, KO X T o7 b AR Ca2 B E o E5H & I
L7228, ORI =2 2.1, 2.0, 1.8, 1.3 KN 1L1ETH-7,

v MERTEHMARERUVETIRMED
AL a—)LREIZ K BN Ca* T BE ERIZXT S
YYITIFIURUMDLRAAY USRERERZEOER

pKifii
BRE I pwrmmae] W R = Bl 3 2

V)7xFvy | 812+004% | 757+006 36 |

F¥I7F=Y | 875005 | 843+008 21|

MFayy 855:005" | 8265007 | _2._0_| _______________

FhoEy 8.97+0.21 8.72+0.09 18 |

SO 6.61£0.07 650004 | 13]

A 727V | 8762004 874x010 | 11

n=4—5, PHMLSE +xp<00l (vsH TR i) O 1 2 3 +
®-|j- JL 23 29
(5]

Al — (B D> & HEE L 72 0 = 27 A POV RV AR IE K OVER T AR C BT, vz
— VR XD MaN Ca2 RED EFICHT 5V ) 72 F v KOO LA ) V5
BRAEGEEDOIEN 2 Fat LTz,
[ 5
V)7 2+ (0.1~1000nM) 13 7 = 7 A POV R BV T, ua—r
FIL(10 2 MIZ L DA Ca2 B IE O L5H 2 R EERFHICHIH L, £ o pKi i 8.5 T
Hotz, FRRIC, YU 7 =722 (1~10000nM) X% FARAALIC BT HEHIER 277
L7228, 20 pKifEIX 8.2 THV, 2.1 fFDEMMMEIRMEEZ R LT,
£ 72, BEREE AR K O%E FISHIIIC B W, A% T F =, MTa P RONT
b e B AR Ca2" RED EF 2l L7z2s, eI TR S 720
77
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h =9 A FIVEEBFBHMREUSE FIRMEED
A= )LREEKIC K B MR Ca?HEEERICNT S
VYT FIURUTMDLAANY) USREEREDER

pKif#
BB ‘ BB ® R B
I v AR | R T A
Ty 8.5+0.05 824005 2.1 }——4-
FESTSFZY | 87006 00001 | 051
MFaYy 85+0.04 874004 | 0.65|-<
FrOYY 0.3+0.03 9.5+0.04 061
0 1 2 3
n=5, FHEi+SE

*p<00l(vsAF T F =B, ML FOY VB, TIOESRE 36 03 A TukeyD % BHIEHE)

3) BRAELFRUVERD BIZHT BER (/in vitro)
5 Wy F 21, 22)

[ %]

RV E R VIREET v MZERWT, S — VRIREIC K D REIE N B R OV
TSI T B Y 72 F 2V RO D DA S ) VS RAREHER O 2 at L=,
[t 2R

V)7 x2F 3 (0.01~1mg/kg iv)i%, 0.03mg/kg iv LA ETH A a2 — Liili4(10 u glkg
I X DT EF-2 &g Lz, 72, YU 7 xF v 0% 0.3mglkg iv
YL BT S a— ) VHIRIZ 1 2 e 53 W6 & B B HNH L7223, & OERIFEN £ 5
PHER LY 990 o 7=,

T3 N a— VIR X 2 BN E B3 OWERR 23 % 30% K OY 50% 32 Y V) 7 =
F o O EIDs & O IDso 1%, 41241 0.023 O 0.15mg/kg iv, W N 0.11
KO 0.41mg/kg iv TH Y, KANIZNZI 6.5 (5K 3.7 {5 DOREPALREIEZ < L
770

M7 Y03 0.01 KT 0.1mg/kg iv THEFE 7MWK 0 S IENEPE RHIS5 L TR
FIERZR L, ZOBERRRIEIZENLEN 24 G224 TH -T2, —J), 4%
VI7F=y, Thavy, IaveRyy, RO X T o IR A R
It
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RUMNIVESZ—ILEFES Y FOAINTI—ILFIHIZ L BERRAELERY
BRI THEV) 72 F RO LR DY) UZREEREC/ER

100~ 100+ o
o EEMNE E 5 - -0 A 5
80 v - 80 g
e i i 534 J# e il 533
60 0
il il
4 40+ ¢ 40
(%) 20 (%) 90
04 0
’20 T T T T 1 ’2(} T T T 1
001 003 0.1 03 1 0.01 0.03 01 03
YW ZxF i (mg/kg iv) FF7TF =¥ (mg'kg iv)
100 100 sk
a0 o H%P?E:W{ji 5t iy %0 - o ﬂ'ﬁ’f%l’\]ﬂ.%ﬁ
O W 5T ]‘”’ O N 4T
60+ A 6o
il il
4 40 4 40-
(%) - (%) 20
04 04
-20 T T T 1 -20 T T T 1
0.003 0.01 0.03 1 0.001 0.003 0.01 0.03
M7y s (mg/kg iv) Tha¥r (mg/kg iv)
100 A 100 - o
54 O AT B A 80 O kA A
O W 57 o W
W 60 g0
il ]
= 40 B 40
(%) 20 (%) 204
04 04
‘20 T T T 1 ‘20 T T T T 1
03 1 3 10 0.0001 00003 0001 0003 001
FOEA > (mg/kg iv) A3 72+ (mg'kg iv)
n=6 ‘FHHLSE

*P<0.05, **P<0.01, = h—/L L OFEEEEOAEMEIC LS Student’st HIE)
#P<0.05, ##P<0.01, BEBEPE LS OINH & MRS OH EZEGHET 5 paired Student’s t-F7E)

IDso fil. (EAREFIEIC LV EH)

(n=6)
ID3ofili (x102mg/kg iv)

BRE o on | e AR
72ty 23 15 65]
FFVTFY 27 30 E
Mvrads 1.0 24 j ___________________
Thaey 022 022 E _____________________
TaE~) 68 7 El
A T7=2F ¥ 0.043 0.07 j’ ____________________

0 3 1 Py 3
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IDsofil (ERREIFEC KV FH)

(n=6)
IDgofiti (x102mg/kg iv)
e B K = = i e wE 4R PR
T I 1 4= | WS i
VL b g 11 4] 37
FFTF= 6.7 6.5 I 097
|3 Pl = 26 5.8 . 22

Trary 056 048 | 086
TOEARIYY 160 160 | r;s;9|

A3 T2} 012 014 | 12 |
1

4) BeRBrEISHT D4R (/in vitro)

DEESY k1
(5]
LA VREET v N ORI AR K Z RISEAT D & & BTN &2 JlE (S
ARARISL, YU T2F P ROAF VT F = OBEMARR OPEREICT 5
TER Z st LT,
B
V7 x2F 2 (0.1~1mg/kgivV M A ¥ 7 F = (0.1~ 1mg/kg iviE, FEEFIC
fEE AR EA IS, EdERIEZ RTS8, BAEEE 30%MsE5 YY) 7o
VRO X TF =D HEED )X, FEN 0.35(95% FHEIX M : 0.17~0.83)
% 0.30(0.21~0.43)mg/kg iv TH Y, WFEMORNIRRE TH -7,

DL VKRBT Y FOBERBERVHIREICRT S
YTz F I OoRUVAFOITFUDOER (FHE+SE)
VAL S FFRLTF=
LAl (A ul)
500 500+
s
400 ok 400 '|'
H% 200 }V I]J; 300
15 i
7 200 T 7 200+ 1
R 00 " 100
0 0
) 7 ) T
100- -100=
#4101 03 1 Eﬁ'ﬂ 01 03 1
FHR (mg kg iv) fesil (mg kg iv)
(AemHz0) [AemlI=0)
104 10—
54 5]
— —
w0 B
[ M 5
iR ox :'.h IT. L J*-
-104 .10 i
15+ 154
1
-20- 20 =

n=6 #p<0.05, #:p<0,01 (vs L FHE A S5-FE, Dunnettdd % i FEEERSE)
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QBEHEMRETILS Y b

[Fik]

SRR ZE 7 o MITBEREA B 35720, BiREEE T v 1 2L LTHWS
NTW5, FZT, EHEINEET » PO Z R A R —I2BWT, BEAE, Y&,
FIR B OHEIRIEIZHT 2 YU 72 ROMMD A A D Y U BRSO ER %
Rt L7z,

[ 5

HEFRIPEAMAEJE Z b CTlIfE TATEE & bt U CREE S B K OMEIR B o I DN IR IR &
OEMMARBR D Bz, YU 725 2(0.01~0.3mgkg iv), h7 1Y (0.01~
0.1mg/kgiv), K7 1w XY 2(0.03~1mg/kg iv)iE, HERITER OEREICEEL KT
T2 &2 < HEERAFITIEEA & & OHER B AN S ¥ 72,

BERPBNEES Y FOBERESE, HRE, ERERUVEHREICHT S
VU71+VJ&UMGAZtU/g@%#ﬁiwﬁﬁ
(mL) (mL)
1.57 1.5
4 ok FE
& 1 -
RE 1.0
7 R T
4 i
ﬂ” W
o BT et& 001003 01 03 001002 01 003 01 03 1 g e @i 001003 01 02 001002 01 003 01
(mg kg iv) (rng kg 1\}
VIES ) 0% s b Fo¥AI) VU ES v Moy FugAl)y
(mL) (mmHg)
154 40
%, B 301
R R
5t E 2
0.5 H oy
L= CLECCO T Al
A &2 001002 01 03 001003 01 003 01 03 1 AFER £F 00100301 03 00100201 00301 03 1
(me kg iv) friliA (mg/kg iv)
VUNES 5 MyFady Fo¥-1)y VUFES g MyFaYy Fa¥A)y
n=8 #4:p<001 (BT EEvs L3 AT AL 585, o)

EMEESE #:p<0.05, #¥:p<0.01 (vs L H F IR AF% 5 B, Dunnett® % FHEHE)

(3) {ERSTUB - FER
BB L

31



VI. EWMEIRBICREI HIEH
1. MPREDHERE
(1) ABRLENGOLPRE
M L7en
(2) BERFBRCTHEAIA-LDRE
1) BHEEE5HER®
e Rk N B 60 511(20~32 W2, AHI 5, 10, 20, 40, 80mg % #if T HAEIRE M#5H L
72 & % ® Cmax XN AUCInf 1%, A&EICIZIZHB LT EA L7, Tmax, t1/2 O CL/F
OEWEIISHAEM TIEE —EThH o7, GRBRIZIL, oIy ) 7 ) 8% H)

{ng/mL
160 -
140: & IR Y 7 =) 80mg (n=12)
il i -0- aANIEEY Y 7)) 40mg (n=12)
e 120 —h— INTEEY Y 7 =) 20mg (n=12)
fij b —O- IAZEEYY 7 xF Ty 10mg (n=12)
i) . —— a sy V7 =) bmg (n=12)
Z 80 THIELESD
¥ I
¥ 60 A
2o ey
ﬁ 40 1
20 4
0
0 20 40 60 80 100
IR¢ ) (hr)
5 & % Cmax Tmax AUCinf t1/2 CL/F
(mg) (ng/mL) (h) (ng * h/mL) (h) (L/h)
5 12 6.54+2.41 5.50+1.17 314.57+£110.61 38.03+7.48 13.68+5.81
10 12 14.87+3.41 5.67+0.78 751.65+255.96 40.28+9.21 11.04+3.46
20 12 25.94+4.01 5.67+1.15 1191.594+316.94 36.94+8.51 13.57+£3.74
40 12 53.09+9.18 5.33+1.23 2535.55+613.92 40.55+13.17 12.54+2.89
80 12 100.31+27.54 4.08+£1.78 4144.65+1571.57 34.20+4.79 16.43+6.17
AUCInS : R = CTHME U 72 i 5E i B — WRERT dh AR T ifl FEEESD

CL/F: &z V7%

) ARENTOWAHELROHET EE, FAZIZa~siBgy ) 7= L Thmg a1 H 1
BIfE O 532, 7k, Fn, ERICK VBEEERT 52, 1 BRkE& 58T 10mg T35, T
H5,

2) RIEEBESHERY

fEEER B PE 18 #11(20~31 MIZ, A 10mg i 20mg 2% 1 H HICHERE O#5- L,
3 HMOWREZ =%, FESHENLOHE ISHHE CTLH 1A 14 HMMKERO&ZS L,
10mg X% 20mg H[E# 5% & T 14 A MR EG-% OAHA|O Cmax KT AUC 1%, Wi
NORAEIZEBWTHEREEICS U TG B Lz, —F, Tmax XTOVt1/2 1%, WTho
RAEIZBWTHERGICE DB Lo tz, MEETREREL, FEERE CIIRE5% 1~
2QEMTEFIRIBICELZ, GRECIE, a Ty U 7o) U8R
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(ng/mL)
130 -

f[L 58_ —&— Uy 7Ty 20mg (n=9)
4 wod O AAZERY YU T =TT 10mg (n=9)
el A £SD
1] 80
7 10
o o
¥
40
i 30 -
BE 20 -
10 -
0_

T T 7T 1T 1T "7 "7 "7 "7 "7 "7 "1 "1 71
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22(H)

B R

Cmax Tmax AUC» t1/2 CL/F

(ng/mL) (h) (ng * h/mL) (h) (L/h)
?f’lis) 14.23+2.96 6.33+1.58 699.20+226.71 37.76+£7.93 11.86+3.92

10mg 18 p

(n=9) 42.15+15.38 5.89+2.32 825.07+339.41 46.46+11.41 10.39+3.57
?I%lis) 26.13+£5.00 5.78+1.79 1537.36+537.50 44.43+9.21 10.90+3.62
(n=9) 94.01+£28.52 4.56+1.74 1930.23+649.61 | 48.14+10.46 8.59+2.72

a) 1 H : AUCinf, % 18 H : AUCaan ¥ = SD
AUCinf : SEFRRFRE] & CHME L 72 M5 b B — RERD dh g oAl
CLUF: oz U770 *

3) BEBERBEICE T SEMEIE

IEE AR E 320 HillC, AKI2.5, 5, 10mg & 1 H 1M 6 @EMKEO&KG LZEZ A, B
RSB REARATIZ & 0 HEE ui mﬁbﬂﬁﬂfn%%‘ 229 Bz HRHEMAEEMEL D T4
b 10mg BHGFREOEFRIEIZE T S AUCun 1%, HPEA 1,085ng « h/ml, ﬁi#
1,309ng * h/mL ﬂ@oto zliﬁu 10mg B b UTe & & o Mg R B T pd R = e & 13
U L& bivlc, ERIRAE TONE ML P R LARIR EE ORRER A A XHEEME & A 20 é@ﬂi
BEIIE B T DB & R FMR D 24 B & 7= ) O SEHER ES D 2 b B (R EE
MRFHE PR B 502 b &) & D BIR 2 RER AR L7 3, E i R AR R IR 23 & <
72 51F E AT ER L DIR TR & < e 2B vz W, GRERIZIE, =
74 VNS R - i)
TR BB ERE 252 B, a TRV ) 7 =) 8 bmeg(l H 18] 10mg (ZHEEFHE) %
1 H 1 EEHEE28 ML iR 52 M, #EFIZOWTIZ60 HE) L =4, B
Bz L 2 BB e o7z 17 20,

E) ARSI TV HELROHEZ M@, RAFZas@gy ) 7L Thmg % 1 H 1
FIRE OG5, 72k, Fhn, ERICEVEEHEBT 225, 1 BkmE5®X 10mg £ T&¥5,] C
BH5,
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3) EMEHRSERER 2

DuUuzzFrirvanyBglEtk TBEI] ¢V FrorvanyBED &E TBET)
(k& EHICIRA) DEMFEMRERR

e R A B PE 24 #1(28.8+5.76 HIT, 2X2 7 1 AA— "—{E|2T 20 HELL B
ORIEMRMGE 1 MR E5FRA~F 2 WE a2 E, YU 7oF v ansii oD
Pebmg THIET) 188 VY 7 =F v anyighie bmg [HET] 184 FNEhK
(150mL) & & HIC 228 FHERE DS L,

Cmax O AUCt ICBILTY U 7 =F v anyiise smg THET] (645 VY
7z any il OD 8 5mg [HIE T OKMFEEME(GMRNE TN Z D 90% 1514
X &R LZMEER, Cmax XY AUCt OREEMED 90%EHEX MY 0.8~1.25 O
HHENTHY, KEEBITRALEY Y Z72F v anyigd OD §E smg [HE T IX

VU T = F v rany BiEiE bmg TAEL] SAEMTFRICFRETH D LHE LT,

(ng/mL)
16.001
14.00 1
1L
# 12,004 —@—V U 7 =S ranygtfioDiEbmg THETL] (n=22)
H —O—Y U7 =) ans Bl smg TAET) (n=22)
J 10.00 SR +SD
7
T 8.001
o
¥ 6.001
v
4001
J&
2.00
0.00 1 , . , ‘ : :
0.0 24.0 48.0 72.0 96.0 120.0 1440 (R
PG RER
Cmax | Tmax AUCt AUCInf t1/2 CL/F Lpa
(ng/mL) (h) (ng * h/mL) | (ng * h/mL) (h) (L/h)
Y T=T 7.35 3.8 321.98 380.43 48.3 12.68
a7 FpifE ODEE . ’ ) . . . Cmax : 1.028
+2.19 +1.2 +104.68 +170.68 +18.2 +10.22
5bmg [HET ] (0.940-1.125)
VDRSS V4 AUCt : 1.091
:,/\)7 E;iﬁfié')m 7.46 4.1 310.45 358.23 47.7 14.88 (0U923-1 2012)
o g +2.73 +1.2 +107.53 +133.57 +11.6 +18.50 ’ ’
THEET.
(n=22, ‘F¥Jfi+SD)

a) YU Z7xF v rany@EE oD $Ebmg (HET] /YU 7o)y ranyighiE smg [HET)

D RATVfE (90% 15 X )

AUCE : K] 0 25 t F T MSE R — R HER T i
AUCinf : SERRIER FE THME U 7o e b B — Ry g i
CLF:RUZ VT TR
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@YUz rirvanyiglEk THEI] &V I7xFrorvanyBED&E THET)
(K% L TIRA) OEYMFHRSRER

BEEERR A B 24 $11(26.944.45 5812, 20 AL EOKREEIIRICGE 1 i 53 0~ 2 1
BEHERIMAZBE, YV 727y ranyiiE OD 8 THET) 5mg 1 8813k LT,
VU7 xFranyiEsE smg THET) 1 8£13K0A50mL) & & & IZZ2[E T AR 0

Bh5 L,

Cmax L OYAUCtIZBIL TV Y 7= F v ranylightg THE L] 12T A Y0 7=
rans g OD #& THET] OBMELFEGMRINE N ZE D 90 %[5 FE X [H 4 5 HY
L7458, Cmax MUY AUCt ORMEHMED 90%(EHE X2 0.8~1.25 OHEFANTH
D, KRLTRHALEY Y 7)Y rangBgEEoD s THET) dkeE EHICRAL
72V 7y ranyigiflE THET] EAWFICFESETHD EHE LT,

(ng/mL)
16.00+

1400,
12001
1000
800,
6001 |

4004 |

FEEEV VY BN SNBSS

2004

0.00

—@— Y V7 =Fvrany i OD # bmg IHIET] (n=23)
—O—V V7 vrany it 5mg TAHET] (n=23)
FHfE+SD

00 480 720 960 1200 1440 (BERD)
P G- #%RER
Cmax | Tmax AUCt AUCInf t1/2 CL/F Lpa
(ng/mL) (h) (ng - h/mL) (ng * h/mL) (h) (L/h)
VA RNy RN
s oD | 883 4.2 402.62 464.32 46.5 956 | Comax : 1.048
4249 | +1.3 | +144.75 | +184.74 | 495 | +4.33
bmg [HIET (0.980—1.120)
RS :
:/\Jy Gitsme 534 | 37 | 36410 | 421,09 | 477 | 1025 | AVGLO9
rH[é?EJ 8 1217 | 1.4 | 12019 | +156.37 | +£10.0 | +4.18 |(1.048—1.135)

(n=23, FEHHE+ESD)

a) YUV T7xFrany@gEiE oD bmg THET] /YU 7o)y any it smg THET)
D A EEE (90%F X M)
AUCt : FEff 0 25 t F C o i B A B — e R d AR T i F
AUCInS : MEFRFER F CHME U7 M i i — e dh R T A
CL/F: ®&uZ7VUV7rJ A

(3)
BB L
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(4) BE - HREOFE
1) BEDEE D
R R N B 28 #(20~35 AT & 14 B 3°>D 2 BRI/ T, ThEhz TZE=ETERE
FATRE) BB EATRE L, a @y ) 7 =) v 8 bmg & HERROKE LT,
EfE TG EATRE 1T SR A O BURMA L, 5 YA bHIRZ2ELTIC&kE L,
[ B G TRE) 13RS BICHI R A2 E - 2RI R S L,
285 NP GOk D B GO Cmax M OV AUCt O % FEH4E(GMR) D 90%1E #E X

1% 0.8~1.25 DFEHANTH Y, aNTEEY ) 72TV UEEDNAFT L T T 11
BEICLDRBEZT R0,

(ng/mL)
10 1
—o— &tk  (n=28)
1ML 34 -O-- ZERE T (n=28)
i Erpliy
FIE-SD
5
1 6
%
F
v
2
e
i 2
0 T T T T T T
0 24 48 72 96 120 144 (B5R)
B
Cmax Tmax AUCt t1/2 B ZEET O
(ng/mL) (h) (ng * h/mL) (h) (S T2 fi)
BHRE 7.59+1.77 4.5+1.8 338.36+95.59 42.7+8.3 Cmax : 1.012
ZEfg TG 7.51+1.77 5.1+1.4 318.83+92.49 43.6+8.0 AUCt : 1.065

(n=28, FHJHE+SD)
AUCt : B[ 0 235 t £ T Mo i fE — BR R gh g T i

2) ptAFEOEE
(Tvi-7. #HAELEH] OHZH)

2. EMBEWNSTA—5

(1) BHiA®
LB L

(2) BIREERK
LB L

(3) MEEERK
LB L
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(4) VUVF7320R
ETEENEDE AN R B 320 B 2 %1421, AH| 2.5mg, 5mg KT 10mg % 6 AR 0% 5 L=
RED Mg Y U 7 = F 2 U RET — 2 2, IERBIRAGRET VIC X 5 REMEY Bk
(PPRiFMT 2 Fhi L= & Z 4, CLIFGR R 27 U 7 7 v 2N B M T 6.95L/Mh, 4T 5.76L/h T
Hol-W, GRBRICIE, gy ) 7 =) U EEa )

) KR EIN TV HEROHEIE B, BACZaZgEy ) 7o)y & LT hmg &
1 H1ERAKREGTS, 2ok, F, ERICKVEEHEET 52, 1 HxEiES5 8% 10mg
FTET 5, ThDH,

(5) HHmEHE
R A BME 12 Blica 7R Y ) 7 =) bmg ZHARNIEES L7720 & FIREEIC B 1)
5B EIE 600L Tdh - 7=(FME AT — #)30,

) KR EIN TV HEROHEE EE, gACZaZgEy ) 7o)y LT hmg &
1B 1ERAOEET D, 2B, Fip, ERICKVEEHERT 52, 1 B&E#&5 & 10mg
FTET5,) ThDH,

(6) Tt
FERHYOEERM/ AT A —4
TR B 20 11(22~72 5%), FEFEPARERTZM: 20 51(23~46 7%) & OMEEREPARR 201 20 B
(52~68 ) A EF 60 Bl a By ) 7 =F > 88 10, 20, 30, 40mg % EFH AR 2 5
MY, FNEIL1LHE 1A 14 BREKEROKE L7ZE XD 10mg &N 40mg K ERFIZB T 5
R Ms ORBEHREIIR D LBV Th -7z 3,
EEREICETFTIVU 7+ oREM M) OEYFHE/NS A —4

BT A — & 3A7E§VU7_:ET“/‘/§E10mg 3A7@§VU7_:T“/‘/§E4Omg
(n=60) (n=42)
Cmax [ng/mL] 4.70(1.70) 19.04(8.12)
Tmax [h] 9.51(8.65) 7.98(8.73)
AUCs24n [ng * h/mL] 95.42(33.88) 382.05(169.51)

FEIfE (SD)
) KB INTWD HEROH & s, ANCiZa~nsigy ) 7o LT bmg &
1 H1FEEAREGTS, 2ok, F, ERICKVEEHEBET 52, 1 BHxEiE5 8% 10mg
EFTETSH,] ThD,

3. B&EMH (REaL—23Y) @

(1) BWAE
TR REREEZ 1 EICL EAREE L, 1 RERUL EoE R ERET — 22/ L, 7o
EL 1T 0D ARFERRE ] Je ORI H IREASFLER S AV ERBI X T4, HYEhe 7 A —ZHEEDORISR &
L7z,
ENT XIS 229 B DAF BT 445 S OIWIRIE T — X & =TT VI X 5 REERIEEY )
REfRMT 21T - T2 FE 8, o - FRMEREE A (AGP)60mg/dL, H4:, 4Fiis 65 %, 7 L7 F =
0.8mg/dL % 5#E L 3% CL/F ORERFEEOHEEEIL 6.95L/h Th o7, BRI 734
BDIL, bo b bETNMCKIFTHEENRKEIDSTZHDIXa1rAGP TH Y, a1rAGP 3K
FOIEYENRED HE R ER ThH H Z & RSz 1,
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(2) NSA—2FEHER
EIEEEE R E BT D a gy ) 7o v o sEsED CLIFGEED 27 V7 7 2, arr
AGP, i KOG 7 L7 = (CRE)OEENMIZ L VK T2 2 EARBRINTWD, 7,
#ZMED CL/F IZBMEL Y B0 10, ( [1.(2)3)imTHENELEE (23 ) 2 My Ehie ] DERM)

4. IR

(1) UC-a Iy ) 7 =T ORI 32
UC-a NIy ) 7o F v o ZREREOKE LT & & ORYEIEZ KRG Lok y» i
B U 7 = U ROSHHEEE O Tmax 1TV 5.25 il Th-7-, £7-, &5 L
T S HE D 69.2% (n=4 O F-EIE) 23 R FIZ HEi X 7,

(2) a Ty Y 7 ) OPENAREESED DR 5 O UL I 33
e RN B a T8y U 7 =) v OWENAREESE 2 B D& 5 L2 B o O
FERBER U DA B it L= BRIC R W€, I RE (LR R S N7 iBrE 1372 <, 1F
ERENEER - PR ORI E T,

(3) "AFTRAZEVT 4
fERERR A B ME 12 B, AH 10mg ZHERERO#&EG Lz & X0t \A 7 X4 T80 7 4
1% 88.0% TH-T=UMEANT —#, RERCIX, aTBEY Y 7 =) A )0,

(4) 7 v MR DWUEL 39
—Bpif R ST v N EHWT, 5 OO LENL(E, + 5, 20, B &R OWEIC
DWTHERR L TL—T%ERI L, HUC-a Iy ) 7 =) v v ORELETRIIZI T 5K
FTEREH L,
W REDWIERIZEZIZ IV Tl b 7 < (90.8%), IR\ THENG(85.4%), ZE15(67.7%), +—
il5(59.6%)DIETH Y, BT E A EWIN SN/ -72(0.3%), ZD LI, Y VU7
=T ATE NGRS W, MEEEEZBE L TRIFICHRNENDI DD EEZ B
776

(5) T v MNMTEIT DIENTIHER 39
R =2 —VAALERET v M2 UC-a IRV ) 7 =+ % 10mgkg HEFE A
BHELEZEEIEONTZETEZ, WE D =2—VERBALZNOZ v ho+ “FEGICES L
7o & Z DR LK ONBH G se RFEPRI R 2 E LT, Bh% 48 FEM & TOR KL OMEHHIZ
FNEI 12.1% KL 25.6% B ENL =41, D7e< & &G LICBEHRED 37.7% R HRIN S 1
722 EmD, 7y MZEBWTIZUC- VU 7= v R NIBITIRER 25T 5 2 & DR
i,

5. 9

(1) m%-MKEEMEE M
HARIRR 1 35 5-1% DR NIR EE (= 7 2)36)
HD ARG~ A2 UC-anIEY ) 7 =) % 3melkg AR AOF G Lz L &, HEheE
FEII R OB IC B W TR b IR o 72,
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(2) mois-Ra 8RS P9 .@id it
fe i (= w7 X)3D
R 12 HE O~ 7 A2 UWC-a sy ) 7 =) % 3mgkg HIERE O G Lz L &, K
FREITRHE D ZFREA~ELNT AR LT, A OB IRIZIHE W T HIRENBIE S, Y
HRA S A R A il 9~ 5 2 & MRS ST, BURREITME D A Gl g (UN B K OV ) B OVEL IR
IZB W THRE ST, FAKRIZEBOTIRD TR E OB EENTE O b vz, BHED I /50

MR IS W TR BRI L Y bE <, W, FARROREOAMIEL VIKETH -7,

pp T REE FE (1 g equivalents/g)

0.750%H 4RFfH] 241R¢H]
i3 0.146+0.011 0.110+0.025 ND
IR7:3 0.132+0.006 0.104+0.018 ND

PRI Bk 0.110+0.005 0.094+0.013 ND

Jixd 0.079+0.006 0.052+0.010 ND
iLofik 0.419+0.014 0.322+0.067 0.005+0.003
Mk 2.572+0.220 2.754+0.847 0.057+0.018
Sl 3.402+0.494 2.888+0.403 0.362+0.048
it 2.575+0.468 2.056+0.129 0.032+0.006
I ik 0.738+0.143 0.574+0.149 0.007+0.002
FLIR 0.320+0.048 0.320+0.136 0.005+0.001
TN 2.455+0.297 2.558+0.193 0.011+0.003
ESVIN 0.008+0.002 0.013+0.004 0.001+0.000
iy 0.120+0.025 0.121+0.015 0.002+0.001

HNER 0.480+0.075 0.512+0.081 ND
s 0.474+0.027 0.677+0.060 0.041+0.002
= 0.370+0.015 0.470+0.045 0.041+0.018

n=3, ‘FIMEESD, ND : frtHFRF A
a) IMER A e AR (3 AR K QM TP REIR EE N DN E~~ b7 U MEX D R L7,

(3) Eit~DB1THE
FLHHRBATHE(= 7 2)38)
BHLFGHE 9 BRH) O~ R UC-anIfEy ) 7 =) v % 3mglkg HERE D& 5 Lz
& O PSRRI L, B5% 0.75 LT 4 BEfI2 B W T SE R U REIR & AR C
BV, BEH 24 B CIIBRHRBARB CH - 7=, &EHEHE 4 KO 24 B OMELIEOME, O
Bigk, At SRR OVEBRIZ 35\ C U R REA R S AL, 3 Ry 3L & L ORI
FHAEA~AT T D AIREME DS R S Tz,
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pp T REE FE (1 g equivalents/g)
0.75H ] 4RFfH] 241¢fH]
1 4% 0.245+0.049 0.131+0.038 0.003+0.001
REHA 1. 0.184+0.034 0.100+0.023 0.004+0.000
Lt 0.225+0.093 0.164+0.009 ND
1fn 4 ND ND ND
1. ND ND ND
ilE ND 0.001+0.001 0.046+0.018
-~ 1Ll ND 0.003+0.002 0.011+0.002
it ND 0.009+0.006 0.019+0.004
JHF M ND 0.021+0.010 0.006+0.001
S Nk ND 0.014+0.007 0.002+0.000
HNFLOL 0.007+0.008 0.219+0.102 ND

n=3, ‘F¥JELSD, ND : R A

(4) BEERA~DBITH
BRI L

(5) Tt~ DHBITHE
HA[EIRE O 5.1 OALAR N I B (= 7 )30
HED P~ 22 UC-a sV Y 7 = F 2 v % 3melkg HERR ARG L= & X, BRI
B A~ AR LTz, B 514 4 BERC R0 DR T BETR 21X, JFee, PNk, Feehek,
Jiti, AR M OMEREIC B W TR <, N ELERRE D 28, 23, 14, 13, 9.1 KV
6.4 (E T o7z, HREREIIME OFREICBW TR bIK -7z, #514% 72 BRRI<I%, AT
fige, BN, FEE, BRUIAOVEEEICBO TR SILZY, Wb &ERIC T 2R EED
3% AR TH Y, FOMOMRE TITHSFEE TR A ARG CTH - 7=,
HEDF O~ 7 R UC-anIiEY U 7 =) % Smglkg HERA®EE Lz L &, HEEED
FAFE N AT IR L C At~ T AZEBIT D0 EFERL L Tz, #5514 360 BRI R DRk
WASTBEIREE 1, R, AFIRE OWHIEE B W CORMBHBRLL EOEZ /R LT, #5154 4 K
MCB T AL~ 7 AORNBHEEREILX, A~ AT 107 (FEfETh o7, i
STRENRE DWW I ORI LTS, #5-1% 360 REMIC 3317 2 IR ARG SRR B 1 3 =i il
D 9.4% Thole, ZOREFRLY, EYHE RS DIRN A T = A12fEE LT D ATREMHE R
e X7,
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HEYORIZHC-ansEgy ) 2+ 2% 3mg/ke

HRFEAKRS LI 0B RAREREE

pp TR FE (1 g equivalents/g)
0.75HE ] VS| 24FF[H 72H ]
i3 0.281+0.072 0.192+0.052 ND ND
g 0.194+0.045 0.139+0.029 ND ND
FRIMER 0.073+0.006 0.061+0.009 ND ND
Jixd 0.059+0.003 0.060+0.009 ND ND
Fil 0.052+0.014 0.058+0.011 ND ND
RER 0.078+0.020 0.132+0.011 ND ND
WY 0.417+0.020 0.393+0.093 0.001+0.001 ND
Mk 3.881+0.285 4.172+0.831 0.017+0.002 0.006+0.001
[t 0.355+0.039 1.137+0.483 ND ND
Sl 6.779+0.716 5.117+0.227 0.241+0.018 0.081+0.015
it 2.281+0.270 2.336+0.488 0.016+0.002 ND
TN 1.718+0.927 2.642+0.378 0.005+0.001 ND
I ik 1.096+0.073 0.966+0.171 ND ND
Il 0.276+0.102 0.714+0.318 ND ND
N — iR 0.888+0.114 1.604+0.283 0.018+0.002 ND
TR 0.646+0.142 0.995+0.403 0.015+0.014 ND
U 3 (5 [ ) 0.412+0.137 0.744+0.125 ND ND
JiERNEEEN 0.213+0.086 0.224+0.265 ND ND
WEE 7% it 0.868+0.060 1.540+0.778 0.003+0.001 ND
i i 0.339+0.005 0.575+0.142 ND ND
SN 0.126+0.021 0.209+0.058 ND ND
BT SZ R 0.553+0.687 1.265+1.298 0.038+0.047 ND
R B 0.111+0.027 0.305+0.067 0.037+0.001 0.003+0.003
B 0.279+0.086 0.285+0.011 ND ND
A (18 £2) 0.365+0.041 0.428+0.095 0.011+0.003 ND
JIE 5 (PR i J 1 3.2351) 0.204+0.109 0.328+0.243 0.006+0.005 0.005+0.004
B 0.228+0.015 0.238+0.037 ND ND
R 0.234+0.028 0.341+0.047 0.002+0.002 ND
RiE 0.677+0.165 0.282+0.038 ND ND
BNEY 13.29+4.99 1.605+1.070 0.019+0.009 ND
H RE 22.05+8.10 11.65+4.83 0.078+0.023 0.008+0.001
NENEE 3.500+1.454 4.924+0.659 0.039+0.008 0.003+0.001
/N 9.336+5.108 13.42+0.66 0.132+0.004 0.015+0.002
KEGNE 0.599+0.512 1.727+0.717 0.066+0.013 0.008+0.001
KIRE 3.003+2.074 9.865+2.460 0.174+0.052 0.017+0.006

n=3, F¥JELSD, ND : #HBERA A
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FEIORIZUC-ansEEY ) T+ % 3mg/ke
HEZEOES L= & Z0HEBRHRE

Lap, seh
HEIEFE_

pp T BETR FE (1 g equivalents/g)
0.75M5 4 4HFH 245 E] 7T2HF ] 168HF[H] | 24085 | 360HFH]
i 5% 0.199 0.108 ND ND ND ND ND
1 0.154 0.097 ND ND ND ND ND
Jibd 0.055 0.044 ND ND ND ND ND
RER 0.418 1.411 0.661 0.566 0.406 0.241 0.133
LM 0.529 0.396 ND ND ND ND ND
R Mk 4.072 3.931 0.021 0.007 ND ND ND
[ e 1.494 1.387 ND ND ND ND ND
JH ik 6.151 4.384 0.194 0.062 0.014 0.008 0.003
Jiti 2.450 2.201 0.027 ND ND ND ND
Ak 0.466 0.449 ND ND ND ND ND
SN 0.590 0.225 ND ND ND ND ND
B 0.080 0.464 0.034 ND ND ND ND
i1 0.275 0.221 ND ND ND ND ND
Fe g (. s830n) | 0.233 0.299 0.005 ND ND ND ND
"Il 1.082 0.418 ND ND ND ND ND
BNEY 10.58 1.163 0.018 ND ND ND ND
HBE 16.08 4.592 0.073 0.007 ND ND ND
NMENEY) 4.061 5.711 0.020 0.004 ND ND ND
/N 7.014 7.529 0.218 0.012 0.007 0.012 0.007
KGN 0.140 1.146 0.026 0.006 ND ND ND
KIGRE 1.951 3.380 0.087 0.018 ND 0.009 0.012

ND : R BRA A

(6) MEELHKGE

MR ARG RIL96% TH Y, EREEAITa: - BIEFFERE TH -7,
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6.

(1) KHEBELR UK HERE
VYT xS bmg HEIRNE G LT & & O E% 192 K E TO VY 7 = F 2 v DOJRHE
MRIT 7.838% CTH o7, ZOFERIY, VI 7o F v U FEICHREIEOREN 7 VT T A
ICEVIEANGHERT O D EEZX BN, VY 7I7L~‘/‘/7§f,%§m%k’5u?ﬁ, R LR DAL
P LANIEED & DR AR KEFB(LIARM:) &, TEERZ2 3 FORBY NI v
M@ R(Ms), N-FR{EARM2) B2 OY 4 R- K FEAl-N- EMKMS(MQ@@&&EP&UWH IZRD T,

R CIE R DN RERE LTHEEL, 4R KBILIKROED~DFHIIREBILA LD b

ﬂf_Eb\ EEZLNT, B MZBWTTPREIND Y 7 =2 F v OREERBFREITKRD L0 T

& A 80,37
O NYO‘*@ T @
G [CRR:

YM-277743(M5, N-glucuronide) 3A4
(Plasma, urne and feces) (2C19, 2D6,

\ 1A1,3A5,2C8)

3A4 O @ 344
el
oH
oH iy

YM-64250 (M2, N-oxids)
(Plasma and urine)

4R* MUVE S g
IR 3R
7 Q.. O N 0.
Loy D
o N 344 N
(cis) (cis) O
YM-80264 (M3, 4R-OH) YM-270293 (M4, 4R-OH, N-oxide )
(Plasma, urine and feces) (Plasma and urine)

) ARSI TV HELROHEIT EE, ACIZansi@gEy ) 727308 LT bmg &
1B 1FER&ROREST 5, 7ok, Fin, ERICXVEEHEEKT 528, 1 BE&EES5EIT 10mg
EFTLT D] Tho,

(2) RBICEAE5T HEBER CYPH) OHFE FEE
VU7 2 F IS BT, & LT CYP3A4 (2 L » THREF &S h, —#5 CYP1A1, 2C8,
2C19, 2D6 U 3A5 WNZ 7 V7 v IR &R AT S5 L Tunie, RE(BEKR T 4
o P EERHWIL, AF 10mg B HRFICTEINDERE L ~LIZBWT, CYP1A1/2,
2C9, 2C19, 2D6 KN 3A4 ORBHEMEICEL RIT S 7272 39,

(3) MEEBNRODEERVZTDEE
IS FT AT F L RBRICBNT, a~VBEY U 7 =F 08 10mg R A& L
T2 & EDHRINA T T _RATEY T 412 88.0% THDZ ENRENTEY, AFIORE DIV
PITRGFTH D Z &, B, HEECIFICR T 2@ fREIT/ S W &R S =Gk
ENT— )30,

(4) KEHPOEFEDOEERVFMEL, FELE
VY T7xFrobe PEEREE LT, M2, Ms, My O Ms 3 FRE STV 5D,
R Ma LAY v Ma Z BRI T 28FMEL BT 50, ZOREIIY ) 7=F
D 1/2.5 ThHoTz, FRE Mo, Ma e O MsiZ L AT Y > My BRIk L TRIMEZ RS 7
Dxo Tz 40,
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. BEi

Rk A\ B M 4 B1(31~41 M)IZ

P RE D PEIERIL, RIS

, WC-anIlEY ) 7 =) 10mg ZHER O G Lz,
mf&%;@&m%,ﬁEW

BWT225%THY, FEXIZ

TFE A Bialfﬁﬁémfmso 7o B 54 624 B E THO YV U 7 = F v DR FHEIRITH 15%

ThHo1-,

TORPYEERIL, FNFh 10.8%,
BWTIL, YV 727 o BB ELSIFELENR,

— y )32,41)O

17.8%, 8.3%,

F72, YU T7xF T, Ms, Ms, My O MsCRIFIE b & T0) D 5-%% 336 FEfE] £
8.9% KN 2.5% Tdh~7=, Fffrh|Z
Ms, MsZ2:DFE LGRS NT-OMEANT

YC-anNIEEY ) 7L VR EROMETREHEMERURGB Y ) 7 25 U ER

g T EEBEIER [ %] VU7 oHRER (%]
v 38 . _
(n=4) (n=4)
JR2) 69.2(7.78) 14.7(4.81)
A 22.5(3.33) —
4 CO2 0.380(0.75) —
At 92.1(7.66) —
EHJfE(SD)
—  BEHET a) : % 5% 624 Bl £ ToHEE=R

“Canv BV ) 7P B SRORBERPHEME (fe)

ThHhrYIXTVU(EE 1 RIC

e fe [%]

77w 0~24h 0~48h 0~96h 0~168h 0~240h 0~336h

1 M3 1.2(0.1) | 2.3(0.4) | 4.2(0.6) | 6.2(0.9) | 7.4(1.00 | 8.3(1.0)

2 M4 1.4(0.3) | 3.1(0.9) | 5.6(1.4) | 7.6(1.6) | 8.3(1.9) | 8.9(2.0)

3 HREE 0.4(0.5) | 0.7(0.7) | 1.2(0.8) | 1.5(0.9) | 1.7(0.9) | 1.8(0.8)

4 M; -+ KR E 0.7(0.3) | 1.1(0.3) | 1.7(0.4) | 2.2(0.6) | 2.4(0.7) | 2.5(0.8)

5 HKFE 0.2(0.1) | 0.5(0.2) | 0.7(0.2) | 1.000.2) | 1.3(0.4) | 1.4(0.4)

6 HREE 0.1(0.0) | 0.5(0.3) | 1.8(0.8) | 3.4(1.5) | 4.2(1.8) | 4.9(2.0)

7 YU Z7=xFvr | 3307 | 5.00.7 | 7.4(0.4) | 9.3(1.3) | 10.3(1.8) | 10.8(2.2)

8 M; 3.0(1.5) | 6.4(2.8) | 11.4(2.8) | 15.2(3.1) | 16.9(3.2) | 17.8(3.2)

= DA, HREE 3.1(1.1) | 4.2(1.5) | 6.2(2.00 | 8.3(1.8) | 10.0(1.6) | 10.6(1.5)

At 13.4(2.4) | 23.8(5.5) | 40.3(7.7) | 54.8(8.3) | 62.4(8.1) | 67.0(8.2)

FHE(SD)
. FSUVRR—E2—ICEET B 1ER

VY T7 TR, PHEEAEOFHWEE TH D, A S 4 24 FlIC P-HEEAEOEE

Z 0.250mg, % 2 HLLE 0.125mg/5)i1§&5) Langmy ) 4

= 10mg/ HKER G 20 LTz L &, ¥ 3% 0 OIRWENRBICAAINH O R 2%

D LI T2 4D,

. BEICL DREE
BRI L
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10. BWEDERZETIEE

(1) BREBESEFICSITIEDHE GIEAT—42) 6499
(7 LT F=0 2 )T T A 50~80mL/min, 6 #), TEE(Z LT F=0 27U T TR
30~49mL/min, 6 #), \EE(Z L7 F =7 U T 7 A 30mL/min K, 6 #) DB HERERR
ERE M OMERERR A 6 12, AHK| 10mg & HERE 05 Lz,
WERE, rhAE T K OVER I OB REE E R 0 AUC 1, R & R TENEN 1.4 1%, 1.3
R O] fEEmnot-, GRERIZIE, VBV Y) 7 = v Ea )

Cmax Tmax? AUCinf t1/2 CL/F
(ng/mL) (h) (ng * h/mL) (h) (L/h)
e A (n=6) 15.7+3.4 6.00 11904403 | 68.2+427.2 | 6.92+2.11
A 1% £ (n=6) 17.5+3.3 5.50 17844792 | 89.1434.5 | 5.06+2.62
e H4E JE (n=6) 15.2+4.4 5.00 15594555 | 90.6+27.3 | 5.62+2.67
HE (n=6) 20.6+10.5 3.50 25304700 111+38.3 3.19+0.95
AUCinf : SERRIFRT E CHME L 7= i i B — e R dh R i ¥ = SD
CL/F &Rz V7oA a) : HgfE

(2) FREESEFICSITL2EDEE EAT—4) ?
Hi% FE(Child-Pugh /0% B) O REREBE 8 Bl & UM A 8 #iliZ, AHKl 10mg % HilA]
mags L,
HEE I OO IS RERE E BB O AUC IRERERR AN & T 1.6 fi5E <, t1/21% 2 IR L=,
GRBRICIE, ansy ) 7 xF v xR i)

(ng/mL)
100.0
—o— fREEKA (n=8)
-0 - BPRSRERE & (n=8)
Tl
______ o
- .D_ e '—D - ﬂ
0]- by T T T T T T 1
0 50 100 150 200 250 300 350 (5[5
e G2
Cmax Tmax AUCInf t1/2 CL/F
(ng/mL) (h) (ng * h/mL) (h) (L/h)
fEFE A (n=8) 11.0+6.0 5.96+0.77 749+528 49.9+19.9 13.7+6.2
ft RERR 5 g (n=8) 10.3+3.3 4.77+2.53 1042+328 106+48 7.84+2.26
AUCInf : ME[REFRTF CHME U7z Mg it B — e ah i N imfs ¥ = SD

CL/F :#Bo7V7 I A
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(3) BREIZH1TZEMEINE

R A (B 16 41 AFl(CFE8E +SD)68.9+2.7 &%, & 16 i : it 68.6£2.9 17%) &
O EIER dnE (B 16 1 4Rl 25.724.1 m%, &M 16 B : 4EHh 26.3£4.2 %) & K512,
B 1 HHICAA 10mg ZHERROES L, 1 EBOKRER, F8HNLHE 35 HETD28 A
M, 1 0 1EERDEE Lz, mEETRERE L, EERE CIIRE% 1~2 8T, il
TIIE 5% 2~3 B TEFIRIEIZE LT,
EilnE O Cmax O AUC 1%, FEEEEIZHRT 1.5~1.8 5@ <, t1/2 1% 1.4~1.6 fFIZHE
L7z, GBI, anszigy ) 7 =) o iEa i)

(ng/mL) (ng/mL)
mb- <HE1H> 80 <#5 35 A>
5% —e— JisiE e (0=15) —e— JEEHETIE (0=15)
Sk —o- ML (n=16) B -0- itk (n=14)
SRt — G -16) ) —— EREHIE (-16)
DRER]" -o- GE#ELE (0=16) ) -o- GHELE  (n=16)
7 PEIfELSD 7 SEHilE£SD
e iy s 2
7 104 T
v Y
& S oS e - S ]gl
- }:ﬁ
E - 2. &
R R e e T Y T A I T e T T
P 4t e G-t
Cmax Tmax AUC® t1/2 CL/F
(ng/mL) (h) (ng * h/mL) () (L/h)
7 }szijf 14.44+5.13 | 4.5+1.4 | 815.78+420.90 | 44.7+10.7 | 11.43+5.18
i fee fﬁﬁ 12.95+2.57 5.7+1.7 | 1149.17+378.27 | 64.1£15.5 | 7.29+2.55
. e
H e <§i12> 14.33+3.82 6.242.3 688.85+243.84 | 36.1+6.6 | 12.01+3.32
e fﬁﬁ 16.24+3.97 5.4+2.3 | 1182.04+278.00 | 52.7+12.9 | 6.73+1.65
i }szijf 34.47+11.12 | 3.9+1.1 624.71£226.48 | 44.0£10.1 | 13.76+5.20
% e zﬁf’; 52.89+23.47 | 4.6+1.6 | 1091.27+493.88 | 71.1+28.3 | 8.60+4.68
35 Ers e
By (ne1g | 87571831 52414 732.82+375.83 | 39.2+9.1 | 12.83+5.71
e fﬁﬁ 53.82+10.27 | 5.6£1.8 | 1095.61+213.19 | 61.3+13.1 | 7.18+1.69
a) 1 H : AUCInf, % 35 H : AUCa4n SERE +=SD

AUCInf : BERRFFRE] & THME L 7o M g 2 — R g T il

CL/F :#RA27 U7 7R

1. F0fth
FARBAYA
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VL.

1.

2.

T2 (ERLOXES) (CBET 5IEH
BEERBLZTOHEA
BRE STV
EESRNBLTOER

2. B (ROBHIZEFB/ELLEWNIE)

2.1 KAEND oIk UIEOE O BEAEIE D & 5 B3

2.2 JRAZAT HEE [HEREEOBEBIGHE S IHE S, JERNELLTIBZNNH D, ]
[11.1.3 &[]

2.3 FEBAFANEOBRE [(Hial UERICLVIRENS EF L, ERNELTLBZAMN
H5,] [11.1.7 B]]

2.4 HHPTES, + CHRGSUIIGENHEL QWD BRE L ORENEA Ly 205 5B [F5
D -V 7 OUUE K ONEBN A I S 4, FERDAE(L T 2 B82ZhnH 5, ] [11.1.5 K]
25 B7 h=—N3GE7 h=—0b o8& [fia V) AEHICL VLB EESNK T3 572

DIERNEALT D BENNH D, ]
2.6 HIEMMIEDBE [(Hia ) MERICK O HRIEOIR TRA L IVERNET 2%
nnd s, ]
2.7 EERWDERBOBE [WIIMUES O LERBEFENHE SN TEBY, ERPELTHE
TnndHsH,.] [11.1.4, 17.3.1 ]
2.8 HEEDOATHEREMEERS (Child-Pugh 2% C) [9.3.1 ]

(i)

2.1 —HRIZ, & BIEFIORINC L 0 BIEIE 24 U f A — sy % G % A e
SN, T LRk A B AR, L v 2 SOEEARIEN L LS
BENID B, KANCED L5 2 B BEREDS R LA A BT o = &,

2.2 B BAHITH 2 U A2 AT 2 5A 2 5 5 U3, BT s G i &
FERAS (LT 5 AN B 5 = & A BTN S,

2.3 PAZEMARENED BEICH 2 U ANERZ AT 23F 2 &5 LI-5E, BRI hFE LK
EIRDBHINRA5y & 7220, BEARBHOBEHIIAEKT S Z LICLVIRENS EH L, ERR
HALT DA EEMRH D Z ER BN TV A,

2.4 WS, + HBIGSUTIGE DS HZE L TV D BECHEMEA LY 2D H 5 BEITHa U
TER 28T R 285 U= 5a2i, BIBOSET OIS & OSEE 2N IH S, IRE i)
HEEOE R LK TE25ERI L, BABSYO@EBEEZ X D ICE(L ST D TREMERSH D =
EVBHIBNTND,

25 87 h=—X3H7 h=—0bsBEIZH ) MEREBET IR ERG LT-HEITIE,
15 O IG5 O UUHE e OSEEh 231 S 4L, R EALT A REMNH D Z E DN LAV TV
Al

2.6 HIEMEEOBF I 2 Y MEREZA T 2EA LG LT2GA121E, HiFEOERTIC
L IERPEAL T AR H D Z b TV 5,

2.7 anJgy ) 7 =) AR E TIZENCIHE U7 B AREER IZ 35\ CTHASMIHEZE S
BOLNTNWAEZ L, AANTHKARL L TORE~—Y U3 b00ansfgpy ) 7
=TV FDOLDITIT QT EEERNH 5 2 &, ROAFIOHF 2 U AERIC L0 DIES
W 586200 H 0, BEROEBBEICAKIZKREGT 52 LICkVERNENT 55
ENNDH D,
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2.8 anIEY Y 7 =) B & % (Child-Pugh 4348 B) D ATRERE % 2 4 5 G I
HUTE5A, BEEMRACH~NTAUC 23 1.6 5@ <, tI/2 B3 2 R L7=9( TV.4.H
EXOHEICEET 2FE] OESMR), AA%2 EEO#ERS %~ A3 5 A3 (Child-
Pugh 7358 OWZ# G- L7127 — 2137200, &5 LS ng BBl S mERRED E
AMTHEN, BEMEOVRIZNIVEEHLLEEEL, AFEZZOX ) RBEHITHL
BHETHRETIIRWEEx, Bl LTERELR,

3. MEREIHRICEEET HEE L ETNEA
(TV. BRICETSHE ) 22 8)

4. BERUVAEICEET HIBLENER
(TV. {BRICET2THE ) 22H])

5. BEEGEFRNIE L TDER

8. EELEXRNER

8.1 IRFMEFEE (TS, HIRNEZ D208 HDH0T, @AMEYE, HENEHEOERSGR
ZEOFEICHER T 58 IITEESED 2 L,

8.2 AKIFL GAZ X VRN LAV WIGEITIE, B8R EEGET, MEMUIREREEZET D
z&,

(figan)

8.1 anzZgy ) 7 = F v U EOENICEIT DKABRICBWT, ansgy ) 7=F v
BE & DBENGRE CERWEAEFRO I L, IRFHHIIES CTh 2 H0D 3.83%(42/1,267 1)
B LT, EE - BEMEGNIR SN2 -T2, AR OFEIC L0 TS ORISR E
R L 7-BHWER AT 28208 H 5 2 Lnh, SHEOHH LOEEZBEICHE L
Too  THRZIZIBWT, EPACHBIEEIF O IR ORENRH 722 Lnd HEHIR)
ZiBRt L7,

8.2 AH & B H-3 BRI, IIEBBERE & Bl LR 2 A 7 2 5 B ORBRIEYE, JREEHE A,
MR R 72 & O N ERIEIZIB T D AEME) AT 2 2 ENEEL R HD T,
FF, WIEEEEDE & P LT IEIR A AT D RED R A B E L2 b2 R A S %
1TV, BRI REEEBD R DONT-GE IS EITIN U CTEHPRAE O FE b B E 7272 <
EOBBNLTWD( V.2, 2TV RICBH T 21 EE ] OESH), L, Liikst
ZWr &2 1T o THIIEEIEE & B L7 EIR 2 A 7 2R & FERITERAN T & 72 W ATREME 3
BEZONDHDT, KElZEE L THERNEO ONRWIGEEICIE, o@Ed)einkz25E
THZ L,

6. BEDEREZFITHBEICEHTHIR

(1) A6HE - BEEREOHHEE

9.1 &E6HE - IEREDHLEBE

9. 1.1 REBR#D H 5 BE (TEHIRBAEER FIIRIBRES) XITHRBINEEES)
ARFNFe GRNCFRRERE 2 L, YEICSC CEMARELEETLZ L, £,
BHEHHHSICBEEZITY, PERRNEEOHEZ K L T\ e W Z2 EIICHER T2 &,
[11.1.3 ]
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9.1.2 TERIRFAEKRR (AIALIRIEXES) 286LTULSEE
i) AERICK Y, REAZFERT L BT 01H 5, [11.1.3 ZH]

9.1.3 0T EREEHREE
WEEGICERET S 2 &, [11.1.4, 17.3.1 ]

9.1.4 BEMXBROHHESE
hEEE KBRS bbb BERH 5,

9.1.5 FRIRBERETTHEEDES
= U AERIC X 0 BRSSO B R BUETER N B T o B2 b 5,

9.1.6 BHMEXIFRBHNBEETOHSEBE
i AERICE Y, EREE(LSELIBENLH D,

9.1.7 "—F UV UERXINOLEESEDH SEE
FER DAL 8 2 W IIER R b bbb b BZEN R d 5,

(figan)

9.1.1 AF| Z PR R EED & 2 BE(FERIRESPATEIR R [RINTARIEAAESS ] SRR 5 IUHE e
ENCEG LTS G, ARO 2 U ARRIC X0 BRI OWGE 2 6] S 4, & Ok
HICEAL L7, IREAZFERT HAREMEN D 5, BRMICIIE L 72 2 RENRD b
AL, AR ZEEICEE TS, HEWVIFEEE LARWEZENLELRD, £, @
TEEREREUA OB TH A FHEME S B 5720, LIS U THMAREEZZETH 2 L,
BT, ARFIEG-A & PR R EEA AL L TR W ERIICHR T2 Z &,

9.1.2 MREEPAZER B @ENLIRERIES) &2 50F L TW D EBFICH 2 U UAER 203 % J-Al
ZH LTESEITIE, DR O 2 B Shy, BRIRDEEINT D TREMENR & 5 2 & A
HHNTWD, AFlZEGTHERIIRREFIEEL, HEICRGFOZ L,

9.1.3 AF| D QT IRRIZ 4 2 A MR ICHETT 57201, ICH A R A AT THERES
TV 5 QT Bk (Thorough QT study) % 50 L7z, = OfE%, EWNTHER I 1 Hix
G ETH D 10mg B5REO QT MEOZEIL T 78R EFRREE 7=, £z, KFID
Mg 2 A8 S & 55 b K& RERIT CYP3A4 LERE OO TH D Z & BEEHRR
BRI TEY, AHl 10mg 239817 CYP3A4 BEHSIEOFH LI25GEICBIET D &
Ez BN D MR & RIREEOEZ 734K 30mg 5k QTe L& DOREE 2 MiFt L
2o ZOFER, 30mg HEHT, DTN QT EEIEANRD SNE OO, K ERHE
LB EEZ BNV .5.(2)2)QT/QTe Bithxt IR ) DIEZBMR), Z OFERNBIT,
AHN D B> QT IEEAEANTEER ERERBETIIRNWEBZ N DD, BERIH H W
FIRFN SO TR T QT M ER L TV A BEICARINEER S S BAaciE, BicEs
NAT 5 QT IER AR O QT EEMERSHIANVER T2 ATREMEIT R E TE RN EE X
LNTOTAREIZREH Lz, QT EEEFEAESE, QT IEREZ KT NN TSI
% B b5 O BFICARR &2 £ 5- SN HBRICITRER G HaEET 5 2 L,

9.1.4 anslEY ) 7 = F 3 U BERREE TICERN THEM SN -BRRRICRBW T, EEE
KIGREBF L CWDHEEFIZa I iEy ) 7 o F vEEEZREG LRIy, LaL, K
FRgra ) ANEHEETHHATHHZ L E2BETH L, THEEERMEEARBLT 2 /HE
HNBETERWEOFEEZMET AIMENDH D LB 2, HEOMH LOFEEEZSEITHR
E LT, AREIEEGEERGR Db 2 BE G T DX, B, B, RS
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OFFEEE G OERBIICER L, EEICERET L,

9.1.5 FRRIHERETLEIEDBE I = ) UMEHZ AT 2 A2 #5525 &, BRSO A
BB TER DSBS B AHEMENR B 5 Z E R BTV D, - T, HRIRAEARE TUEIE O
FIZOWTHEHAFNCB W T HEREZMET Z2MNERDH D B2, FHEOEH LOEEELS
BICRRE LTz, AFZ RIS RE TUHEE O BE (285 D BUCIE, SRS 0O 22 [k Bl
BIERICIERL, HEHRIIRET D Z L,

9.1.6 EANKOSETEEL7-a 7Y ) 7o) v U EEOBRKRBRICE VT, BEKHE
(10mg F T)OHFPHTIX, BHRERE % bW 5 8B FLRILOARREIERNEB XD
NAORBENE SN, LL, BIMIEBWT, ¥ (tolterodine, oxybutynin) CTEREIERE
[ A ) A ERER AR LEN], 2 WIXEBMEREICE L KT T & W ) FE RS
SN TWD 454D ZREMEREFEEN TN TO LR U 2 kaEhiskic s L TRRT 5%
FHRTHDDENIIARITIEN, ARHN & BEE IS RERE O & 5 BE IR G LT GE
2, RAIOHSH=2 U AEAIC X0 REEEROBLDNE Z 2 BEUEHH Z &b,
OMBH LOEREEZZBITHRE LT,

9.1.7 ENERRRERIZBWNT, a @y ) 7 = F v U BERGHICBEEOSE T RWEE
FHHEL LT (—F VUK HANT =% VU 1385 STV,
— HHEITIX, TEROEALD 2 WVITEHHRIERDN D bbb BENRH D, HDHWVIT,
Lo AERHICKVIERNEAT 2BZN0H 5 & OHENG, —F% 2 UJER TN
MAERFEEDH 5 BEEICH L CIEEICR G T2 X0 EERESNTWD, DL EORED
B, K Z =% AR I ML B E D 3 5 B 1T G LA IIER OB LS 5
WIS HREIR 3 SN D BEIEH D 2 &b, el EBE LAKIICE O THHE
\mICEETHZ &,

(2) BHEREESE
9.2 BEHeEERE
9.2.1 EENEBEEETRE (VLT7F=201UF7 52X 30n/min RiH)

MHREN ERT 2820 R3H 5, (7.2, 16.6.1 &#]

9.2.2 BEXIIPEEDBEHEREETRE (VLT7F=2I )75 30m/min KLEMND
80mL/min ELF)

MFPREN ERT 820N H 5, [7.2, 16.6.1 S ]

(fizz3)

HEDOBREEE(Y L7 F =27 U7 T A 30mL/min Kiif) & 44 5 BE TlIEEWENEE <
T A—=ZIZBAERRBD B, ZNHDBRETITaNIBEY ) 7 2 U EEOMPIEEN EF$
DT —ABELNTWD O( TVAREROHRICEET 2EE] OHESM), £lRkT—X
DOFHEL T, AFIZRE - PEEOBEREREEREICKRE LICGEIC, HEBHERS
BEICRE LERFIEETEH WL 00, MHREN EFT28EANRHHEEZTND,

50



(3) FREEEEE
9.3 FriteEEESE
9.3.1 EEDHaEEEEE (Child-Pugh 5% C)

B LanZ &, MAPREMBEIC EHT2BEn0H 5, [2.8, 16.6.2 ]
9.3.2 hEEDTHEEEEEE (Child-Pugh 55 B)

MAREN ERT 2820 RH D5, [7.1, 16.6.2 S ]
9.3.3 BEDHHEEEESE (Child-Pugh 28 A

MmREN LRI 820 n3b 5, [7.1, 16.6.2 ]
(i)
H% £ (Child-Pugh 738 BOF#REREE A~ H T 5 BE 2 H T 5 EE TIXEYERE T X —
IR RBD BN, ZHODBRETIIZaNIBY ) 7 oV EOMPEEN LR+ 55
—ADRFHNTVD I [V AFELROCHEICEET HEE] OEBMH), FRKT—201 0
JEHE L C, AR ZBRE ONFRREERERE T ICHRG LIGEIC S, T TFREERE RS &
HELERIZEETEHR2VWb OO, MHREN EFETIBENRH D EEXTND, B, BEE
DIFHEREIE E B E ICHOW TR E LTV ( 28R NA & 2 DBH | DIEER),
(4) £FEREZEET HF

BMEINTHRN
(5) &
9.5 iR

TR SOTHENRE LTV B ATREME D & 2 etE I IZTIRIE oA WSS a2 BE 5 &)k &
NOGEILOREGTDHZ L,
(i)
AT A EERRER TIE, TR - JRIRIEAICBIT 23R KO THAERTRS KON AER DI EZR B
ONTRHADHEREICBI T o5Bh) AE Iz, T - RERAICET 288k I~vv X, 7
v b, UHXEHAONT TR, vV ACBWUIRREEOK TARD LN, 7 vk,
VYR TIIRBITRO bR ol 850, TH/AER R X OMAER DI AR B OITRHEORE
REICRET 23 BR) TIX, ~ UV AEHEREICBWOTHARDIKT, HAEFOBERLRTR OBETL
BOEFROIKT, REINIH L ORI EOBRIENTD Hivie 30, LI EO B
BRRans gy ) 7 = F U EE R E T E M S A7 B N R BRI SR L
TWHAREMEDO H D L E xR E LERBRIIER I TE LT, 2D OBRFFICHT A
K OBREVEDRFHNIIT > TN & D, fEME UTIER L TV 5 ATREMED & 5 ItE~ D #
HIXieR LoD EBMEL BRI D LW SNSRIl OREETH I L EOEREER
E L7,
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(6) =74

9.6 &7
TR EOARMER ORFLRBEO AR Z B E L, RALOM T H L2842 2 & @)
VB THNTBITAHRE STV D,

(fizz3)

BHAHO~T A UC-a kY ) 7 2o EHERROKE Lz & & O Pk EER
FEIE, $#5% 0.75 KON 4 R ClIm e BURREIR B & AR 2R L, H&5-1% 24 FEf# ClIm
HTEhotz, £, 5% 4 KO 24 FEE T O FLIAERR I FRE S i S h
72 3, LLEORER L O ARKNHLITA~BITT D REEMERH Y, o, AFOAR~DRE
PEDFESL SV TV RWREBE L, AFRG R OLIEITRALET 2 0ERNH D EE X, 1E
BAERE L,

(7) IMNRE

9.7 IMNRF
INREEZNG L LA R L e 21518 & U ENORRRERIF M L Thauy,

(fiz )

SINTEEY Y T2 UEE, angEY Y 7 2 OENARERE KR E CloEE SN
E N R CIINESEZ R E LIEAER O L ERERE L LRI EREI N TR
53, /NRIZRT D ARKFNOF RN OVEEMEORKFHIIT > TW RN =R E LT,

(8) BilnE

9.8 BinE
JFRERE, BREBENE T L TWA Z &%y, [7.1-7.3, 16.6.3 /]

(i)

i IR ITHEAE, BHEREZR COBFRAFEENE T L TV D Z EBNZ N b T
W5, Fo, ansfgEy ) 7 =) o bEE P O T RERE E B3 (Child-Pugh 438 B) K Y
HEOBHIERERE RS LG ICEEENERE T A — X ZEERBRDO LTINS
( TVAREROCHEICEET 2EE], TQB#EREES) KO [QNIF#ERERE] ©
HEH), ULEORERLIY, @mlE ~AA 2G5 T 258 I03EBERLE LB 2R E L,

. fHE{EMA
10. fAEEA
AFNE, F & LU TUTOEYNRGERSE CYP3A4 IZX W @D, [16.4 ]
(1) tREREEDER

BREINTWVRN
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(2) SHRZEE L EDER

10.2 FREE BHRICEET S L)

T/ T X VU RAEEES L E A

HeHN F B R - F i 5 1k By - MR IA 1
o U A A AT 2 HKA| AR, (ERG, PEIRINEESEDS | si= ) AEH BB I N D B
L=y Al HoLNOBENYED D, ENRNH D,
=BRRHL D OH
Tz ) FT Y RIEA

T = VSRR A
A +NFafy—n
Tt —)u
Rafy—

[16.7.1 &&]

F PRI, (R, HEIR IR HEE 2
bobohdBXThNH DD
T, WETLIREEETDZ
&o

Zh b DEANL CYP3A4 %
MACHEFL, fRHICE DK
A o> 1 A FE 23 B R % ATRE
HERH 5,

DAy VAl <
TJxz= AV

AANOVEH 398559 % ATRErE
N5,

b DAL CYP3A4 %
FEL, SFHIC X 0 AF M

FUT U5 3EH
[11.1.4, 17.3.1 ]

NHDHOT, \EEE
THZ L,

THE

HNN<EBE iR MK 9% ATREMEDS &
Do
QT IERZE T Z &b | QT EEAH OO LIEBLTH | TRHDOEANZLY QT H4E

ELTWDBHICAR D EE
Bhshiega, AHO QT
SERAE A DSFMBSIZAEN 3%
ATREVED B % o

(fi#z0)
(L= U Al -
AFH

ZBRSRIL D A -
IV AN EATLHEATHLOT, ZhbDOFAI LG LIS

T )FT VU RIEEH -

%/7¢y%m%%m$ml
WZHi=a U AE

%ﬂ%%éﬂmﬁ&@-@%-wﬁl%ﬁwﬁhﬂ%%bﬂék%hwbéo

AHNE 2 S OEFEIHT DL, EFUERORBBUCERE LR o545 &,
[7 YV —AZHEEAA F T o —n, TZrary—)i,
WS CEH LA EERARBRICBWNT, a7y U 7o bEl 7Y — LR E AT

»5H7 kat Y —200mg KT 400mg ZPFHT 5 &, AUCInf X2 Ei 2 54T 2.8
AKFl A T ary—), Z)aty—),
- RE RS B K AR H S E I 3 ARG R
CXORBEND Z EEEBE LSS, CYP3A4 ZIHET IO 0L LD

fEZ ERH LI & OF — 2 935 5 iz 5259),
aF =V ERFRH LT — 2 IR0,

CYP3A4 |

Sa)r v —n)]

PERIC LD, AAOMRBAAE S, mRES EF7 L, necgg, 5, PRRREESO

gl ) ARHRICEDS TERD H S b b B dH

776

AHNE 26 DA 2T HBRE, SEITIE CTRE - KREEOLEZIT O R EIERE L

TET52L,

[Vzrrvyy, Z7o2=hAr, HAR=ELE ]

AFNIF AT ISR EEEE CYP3A4
A EDPFAIC LD, AFIONHAMERE S H, f AR T % THE
CYP3A4 %8 2 REMAIA THD Y 77 €Ty, Ta= MY, HARTEEY

POFHEE L LTREL-,
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WX REENS, - T, CYP3A4 #3KE T 54

PWRHDZ &b,




AL 2o OFEFZ NI DB, AFOROBINEE LR b&kET5Z &,
[QT R Z i =32 L5 TV 5 3HA(] 59

PIREEREE - 1 HER(F =V, a7 IR, VYETI RRY), MEERT I 44
Yy, YEu—), =T7xHTRE), MK T ) FT R e LT Ry
VIR E), ZRRPLO DR L, FUEME, FivA N RE Y RAav ALy, TR Y
VIR Y, PUEEEE  He ZRIRIETUEIR( A F U0 7 ), LB EEMEESE . V7Y R
E, BT VAKX T T UV, REREERRK . ST a—A 7y, A

U hzg

8. EI{EA

11. B4EA

ROEWERBNHHONDZENHHDT, BELHHIATY, BENSRBO LNTGEITIT
BHZHRIET 57 CEYIRNEEZITO Z L,

(1) EXGEIVER EMBIGER

11.1 EXZEEA

1M1.1.123vy, 7F745F 39— (OWTHUbHHER)

ERE, MERREE, MR N EORE SRR SN GEICT B E T IEL, @Y E s

9T &,

11.1.2 FFaEES
AST, ALT, v-GTP, Al‘P, AU L EL D L5 (5% 0.1~5%A) 54 5 IFHners
ERHODONDZ LN D,

11.1.3 REA GFEEARH) [2.2, 9.1.1, 9.1.2 &H]

11.1.4 QT EE, D=4 (Torsades de Pointes &%), BEEJAOvY Y, RAFLER

B BE®RIR (7 bEE R
[2.7, 9.1.3, 10.2, 17.3.1 &&]

11.1.5 FFEMES LD R BHEAR)

FELVVER, EEESEND L bNEEA IS ERIE L, EYRLEETTH 2L,
(2.4 ZJE]

11.1.6 1% - BAE (JHELRH)

11.1.7 SEJRAERE (FHE )

ARIETCHE, a5, SER 210 IR, SR TERS oD RS HDT, BlEE 50
ATV, 2D X ) IR H S b AITR G2 Ik L, BEHICEY R NEEZIT O 2
&, [2.3 ]

(fia3t)

11.1.1 ERNMCB W CRBUEFINER I N2 &b, TERZEWER] OFIBR L THE
BMuEd 52 & & LT,

11.1.2 a7y V7 =2 o BEDENO IR K CLERFE% A% T, AFOEEIC
LV EE#EN G E CTE RWEERIFEEREENRO bz, AFEZRGT LRI, Bls
ATV, BEDRO OGNS EICIIARK OB G 2RIk 572 L, @Y7 AuE 217 9
ze,

1113 T, a Iy V7 = U EEORGIZ I BEENGE CTE 2 WEEZRRANGR

o

(Y
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HHNTND, Fio, ENRIERGERZHESE COLRAOMEN I TWD, AFEZ&EET
LHECITBIE 2 0 ITV, BEPRED SN HEAIIIAR OB 52 i3 % 7 i) e
WEZITH Z &,

11.1.4 a7y ) 7 = F v UEEDOTIR%ZICEWT QT LR, L=EME, FE7r v/,
TAREIEGRE, BERIKR OMERBELN TS, AAIZEETHERICIE, B2 T
TV, BENRD NG EIIIRAOR G 2T 5728, WURLELITO 2 &,

11.1.5 TFREMEA L 2 ) ORBUEGINER SN2 oD, THERAREWER] OHEICEHEZ
LCHEEE T2 & & L,

11.1.6 ¥ AR ORBUEFNERM SN, £/ LR OBEELRBIVEGNSEE S &
2o, THERAREWER] OBICEEHEAZ L CEEE TS Z & & Lk,

11.1.7 7GR E TOWMIETREME 2 xR & U7 ENERRRR TR0 bR o 72 iy, AREIOTH
IR LBV TRMERNFRIEODIEFINFRBL L T D Z &b, [ERZRIER OHEIZ [&
PERRINBERAE ) 2Rl L, HEEME T2 & & Lk,

(2) ZOMDEIER
11.2 Z0fnEIER

5%LL 0.1~5% A it BAEA T
Mg K VY > 73 5% A EREIE S, B mERED, i)
e B %, iR A
o e, e PRSI, (O | IRIR, DA, 4R
AN ik, B
H M Ok % i [EIERPED F U
IR PR T, AREIREE, MR, 1
JMET
Ak AANECHE (28.3%), |MEERAPE, IEESIZN, 18R, TIE |[Wark, W REsit
fEE (14.4%) HoE, LRREESE, M, IMERR, RE, 1O
mEE, HR, ZWEER, &R, &
D, FARE, ORRE, HEA
e EE RS MBS, Mods, (BEURE, FE | VRE
JRpTRRRE
JRYGYIE EDES, PREREYE, KESK, S
BHAR, PAOERESE, JRICHEERSTE
R M O f CK L5, JREE LS, oL A7 m | RAKROR
—/V b5, KBS, REERME
5 B A% R S ONRE B BfiR, HESR, BUAREE ALy
AL P
e e FEIMED E VY, BRTRE, SR, B RRApKRERRE T
R
R ANIRSE
T M VR B P HRIRINEE, MR, PERESEE, 7 L7
F=v k5, BUN L&, REAK
P
RS T Q) 73 Nk, SRR, MHEEAS PR FE PR
A e
B2 RE Be ON Bz Lk PLRERLIR, 1095, T OFRIE, RB5, |MERE, 2P
prE SRIZ DE, i B RE 5
i 7 L, e I
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S EBAEERRABEHERUVERRREERE—E
ANTIRY VT =T RO KGRI E TOENBERBRE N T iR ) 7 =T g an
TV V7 =Ty QENREEE ORGERCRMA LIS R S EITER B ILZ IRITR LT,

ik

EKREBFEFcoRkil | HERFTROSH =1
FRATIE R $K 1,267 7,254 8,521
BIER O3 BUE Bk 577 1,078 1,655
BIEH 3 BUE B2 (%) 45.54 14.86 19.42
BlERDESE 2lE R OFEIE R SRS (BB = (%)
(MedDRA PT) ERBHETORR | WERFTHROAH | &t
BEES L UFERE
AR B~ L~ 2 1(0.08) — 1(0.01)
RUE R 2(0.16) — 2(0.02)
b AGE 2(0.16) — 2(0.02)
I B R — 1(0.01) 1(0.01)
JE R — 