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Vesicare © fim-coated tablets 5mg ,10mg

EMEREN R EREN

Vesicare Smg tablet & —$EH & Smg solifenacin succinate *
FHE R 3.8mg solifenacin

Vesicare 10mg tablet —$EF & 10mg solifenacin succinate *
HHER 7.5mg solifenacin

jlid)

fEAcE:

Vesicare Smg %@ﬁﬁ%bﬁﬁ@ﬁ%ﬂ, FEHZT M logo K "150"
Vesicare 10mg BB ARUAMLEER], ZIHET Mlogo & "151"

bl nd

BB AP < SaERAEE SR - FREZEZERIRARE o
HERE

A EYE R 7T

HRRBIER Smg —R—R - (RRE » BIEATLUEINE 10mg —K—K °
AEIEF LK ERERR -
Vesicare AJFEEIBCFRERPIARA

SE
SERMAERIERZ 2R RIEL - Bt - RETAERAES -

ko3t

BIEEERRE ) )

R R B RERRE (VUBRETYERRES > 00 4 30 1) BETRHE
FilE - EEEIREERE (VEERERE <048 30 27 BEEEER
% FRIAELH sme - (REEYB 15

FFoheeiama s

BEMREEREE T RREEIE -

cHEEATIIEERERE (Child-Pugh score of 7 to 9) A& MEREIEAAEE » BATF
Z1 smg o (ZREDE 1)

SR P4S0 3A4 HOBEINGHIE]
Vesicare ¥ ketoconazole B{EAM CYP 3A4 SaiMHIE(HFRF - [Ei% Vesicare
R B B IR FITE 5 mg (BHIZEYIAC A ER S EM RVREST BLAER)

o 3=1

RIE

Vesicare 7E /& AEET
—BAREERL DA ORI B E

—RIERE

—BinERE

—REEH RO BANE LIRS E
—EEEE

— EE BRI R BT O RERE R R E (A CYP3A4 SEANHIBIAN
ketoconazole (22 RI4EYIEN 112232 HFF)

B LSRR S SR EREIE

Vesicare 1E T 5| B T/ )\ LFEIEER

— IR B IREMH O 2R » BRI ER -

- B EHERE

— 5B EIRE IR AE

— {3 RAFROB A S HIREE

— i CYP3A4 SEINGIEIEF » 40 ketoconazole ©

— I HEKAE
TE— Sl FAZERRE - EA MEKEERREHZNHRS -
ARBEAEME KIS > S B RECEE e REURE

EYZ O (FREE MR E{ER

e B

SRR ENSEY O AR > TR e S BCEEERESR R

ERIERIFEE « 15 Vesicare R BRIIEK—E » FHEEH A IEGLE

W) o e RGBS E AR O FRRERTRE @535 solifenacin FIERSY

Solifenacin B B RS EIRBIHIZER A metoclopramide Fl] cisapride
s &

ZEAZER
TERREIS IR R > TERERE (23 BF 65 UL » 18918

- H75 BRULL) A (1188 NLEE /IR 65 5R) ZIHEM Vesicare Hi%2

B R AR B -

HIERISURFRIMEE )2 R
FHA solifenacin BLELATNEEATEEEY)— AR FTRE G AN ~ KIRR
Bt » UL RTRE G R B B R ERR A RE

INBERLEES

—IES TR - B - 8 - LRIBIBNE YR (moxifloxacin 400 mg)
FHBATE solifenacin succinate ERIFH R MATRERF » 7715 solifenacin
succinate 10 mg 130 mg $f QT MHANIE S - el F SLIRF B LRI
moxifloxacin » & HRERED B MIETGRAE - —48 (n=51) MHTERERIP 3
RARFFARER solifenacin 10 ~ 20 ~ 30 mg AIFEER - (HIATAIE A 0=25)
SERCERTHZEEF] moxifloxacin © FHEE 19 BE 79 B EERE
& ° FIFHER solifenacin succinate 30 mg (B e &I =1F) HIRE
TEIEEEIEE R solifenacin HFERHZ T 7E Vesicare 10 mg 52 CYP3A4
H5EANEIE] (41 ketoconazole 400 mg) HFAFFRZEZINREE - BHREW
FEAR 1% LA SN - A AR E O BB R B R %A QT G
(30 mg ZFIH) MR 33 % -

{#FH 10 mg FI 30 mg 9 solifenacin succinate % » AHEH LR » LPGH
BRI E AR 2 B (T IR -2 F0 0 /434 (beats/min) © BB ATE
QTc HRZBIFFEATHAMIGUE » FTLL QTe (R KA AT RETIS IRALE

TN » AR Seta 2R A JERE P B4 (intra-patient analysis) ©
REUIFERIINEL -

1. QTc HEMMEZ Tmax FFAVEME msec (90% CI) (FEETHRZZRIH)*
B Fridericia # IE¥: (FEFIF9)
Solifenacin 10 mg 2(-3,6)

Solifenacin 30 mg 8(4,13)

* BRI R R TATRE RS BNy » RE — S — iR IAE
BeAY e RIS Z PR

FM T E moxifloxacin VEAIEIEEEYIHIR » BENMTRRRHIRE - &
#f QT MBI BB RE = (BN FFEELETEHY © LL moxifloxacin IS * 7&
JE={EREER QTCF HIBRZRRTI A F981L. (90% CI) AHIR 11 (7, 14)
12(8,17) ~ #1116 (12,21) °

Solifenacin 30 mg ZEF QT FEHARIIEALITEL 10 mg K - BERE RS
solifenacin Il & (=GB EHI362) TER B AEEER
moxifloxacin A& FEEIR AT R » (BREHEEMAGES - S5
AT E TR TR TEEEY) 2 P s B P -

ERPREHER

HIHE B RS R - TR - 4T SRUERRHR
B8 F{ Vesicare 1RFEIAIR ~ IR ~ R/BEHIEBRR S HERAEE (Ui
sEtEhF) EERZEMEBERE R - EAGBIREREEL
TEBMCEESENERED=EA  ELMFELRE 3,027
(1,811 AHE3 Vesicare » 1,216 ABEZ LI » HAHH 90% FIBE TR
T 12 5EA9EE o WiEERER(E Vesicare 5 mg Fl 10 mg HIFEHN » BINTE
B R Vesicare 10 mg HUFEH  FrESEEL 12 B AN BETHER
SEA—TERARE R (R 7T - B8R AET 81% TSR THRINY 40 38
R - BE RS RAMEA (93%) 1M (80%) » THIFHH 58 1%
EIERBR E BT R E R 12 88 24 /NRFHERRE
BT o REFTFEEREE AR EEE 12 B0 24/ NRERASER
BB S EREER PR BN EI{E © Vesicare BT FIEEFIIERIHHE
S o 24 /NFFHEPR R BB HI T (E Vesicare 5 mg (2.3 » p<0.001) FI
10 mg (2.7 * p<0.001) FRRABEA LR (1.4) ©

24 /N PR SRR DI TS {EAE Vesicare 5 mg (1.5 * p<0.001) Fll

10 mg (1.8 » p<0.001) HBABEAR LR (1.1) - BRPSREBMATFSE
Vesicare 5 mg (32.3 mL * p<0.001) 1 10 mg (42.5 mL » p<0.001) 35HAEEK
LRI (8.5 mL) ©

SE VU Vesicare i 12 SEERFREABRA F BE R BTG IERE R BITIN R
2ERSe




SRR/ J=RYL AL 4
RESNBRRS BT - TRIGRRRE T » solifenacin &N AJBRTREAL
HBIT4EH CYP1AL/2, 2C9, 2C19, 2D6, X 3A4 < It » solifenacin T A
AEGTCB AR R CYP BRI AT

HAhZEYIE solifenacin ZEHE) /) 2HIE

Solifenacin #&H CYP3A4 {3 > F[RIRF%EE ketoconazole 200mg/day

(— {3 CYP3A4 IR » E&ERL solifenacin K AUC BN :
EHE ketoconazole FIEIEZE 400mg/day » Bl &1 solifenacin £ AUC
=1%o [Jt » B FRFARF ketoconazole BRELANGHENHT CYP3A4 HIHIE
% » solifenacin KIS B EERHITE Smg - B EEE LB E
FFEhEEREREroim A » Z51E FIRFHEF solifenacin FIELAH5AZAT CYP3A4 T
Il -

EREERFAEHIL RS CYP3A4 A ERANEATZE AN solifenacin 2
HAHEYZEYE) R E R MRS © 758 solifenacin RALH
CYP3A4 3 » FILE CYP3A4 B AR E (4 verapamil,
diltiazem) 5 CYP3A4 588 (41l rifampicin, phenytoin, cart pine) £
T REEE A EEYIBN I ERAC EIRR -

Solifenacin $TEANEEYIZEYIE) /1 2107

mjilieti2eet

14 solifenacin FETERF » #7177 (I IR#EZ2ZE (ethiny] estradiol/levogestrel) HIIfT
RBE AR -

Warfarin

fiRAH Vesicare T Ei8% R-warfarin (CYP3A4 5B 3 S-warfarin (CYP2C9
ZE) BB E » WGP R -

Digoxin

]
fiRFR Vesicare T~ 52 digoxin fVEEYE) 112 -

BRXTERX QT HHERCEE

—IEWFFELA 76 (BB A5 o TS solifenacin ¥t QT IR
(BRUEERERE) > solifenacin 10 mg ZEF QT FHHARER L. 30mg (3
fEE BRI &) 2715/ ]\ » T solifenacin 30 mg HOERI /M B HEAR
moxifloxacin FITAFEIREATS | B - BREHHE QT ERRE » B E1E
IRAGIER QT MHHEEMARAE » TERERIL Vesicare JR/E » [ERZE
EEERABEERER -

BUEME - B BEEEN

Solifenacin succinate 7E LA FEARE (Salmonella typhimurium) SAIGEE
(Escherichia coli) EITABHAAERENE L MED BB - 37
LIRS BRI E T S B S SRS L a R 2R
A BIEKRBEETHOIERELRE - AN A Bt -

S ~ B/ )\ EL& B solifenacin succinate 104 38 » % ERE&E5E 200 mg/kg/
B (A E R A SRR ARG R [MRUD] 2 \HERERI S ER9
i) » AEHHE ~ FEACERIREE 104 38 - HEIBEDHIEE 20 71 15 mg/ke/ H
(<1 f& MRHD 2 RER) © #% solifenacin succinate 250 mg/kg/ H (13
& MRHD [Ff2 5% &) FRERAOME - KR » 5 50 mg/ky/ H (<1 &
MRHD I R 5 8) FREHHERR - DIREEZ 100 mgkg/ H (1.7 &
MRHD F§ 2 £ E &) RENIMEAE » solifenacin succinate $H7AAEFHTIEE -
SF IR RN R R R R E -

%2« BiG  B2RES8

BEf/NE ~ KB THOBLETEMTE - $HEZEY \E O Rk
"C-solifenacin succinate 2% » SEYIHERAYE & B BRAAREE - 1EET
solifenacin succinate 30 mg/kg/ H BEE A/ N (At fR A E & [MRHD]
e RERN 12 15 FEZIHREESEmIEE - BB NEIE
5128 B 585 £ EHART — 1% € solifenacin succinate » FHEIETE 100 mg/kg/
HELE (3.6 & MRHD Ff 2 REE) » S8 50 5 R ERRES o $HEZE0/
EAf% 2 solifenacin succinate 250 mgkg/ H (7.9 i MRHD R R &) » &
BUEZ (cleft palate) HIFEAEZRHENN - TEFE NFUEZLIARIER solifenacin
succinate 100 mg/kg/ H LA_EZ FHIEEIE (3.6 5 MRHD FF2 REE) »
B R B EIFE A FEERE - ERNERY - EEFELE
(FHRAIEEE) - RER 250 myky B2 REHER - F—R#ER
ZHEMEE RN - KB EES0 mykey HRIEIRT (<1 % MRHD FF
CERER) RTNEE 50 mgky HEEIET (1.8 5 MRHD 2 2%
B) SR EIRREFEER - REERRLOETEE B2 REFAI

7t - R BB A TR L AETERI A BN RIE - FrU B TR B e
AR S EBRET - 7 I TER AR A Vesicare ©

LEEDG

Vesicare £ \SEA FESLMGATR B A AT - 1EHES 30 mgkg/ H (A
5 = ERET & [MRHD] 2 RE &N 1.2 ) #9/)\E » solifenacin
succinate ¥ BRI T E o HEE solifenacin succinate 100 mg/kg/ H
(3.6 1% MRHD P2 255 ) B AHIEI 2 & g b A S A EE HASE T2 -

230%

$HEFLY N T BR#%BE “C-solifenacin succinate 2% » A TERFEEAIZLIHD
WBBIRETE « 728 30 mgkg/ H (A HBREEHAE [MRHD) 22
BE 12 fF) EEN R REEETRRE - #3100 mgke/ H (3.6
£ MRHD Ff 2 25 &) B0 2Bl R mmaE e EiE R ABER
S > AL SIS FLR R AT R SH BN R - BAlHEARA
solifenacin B G MLE NEBFLITH - BAFFLEMEMEIT T
LA AIR A F] ) Vesicare @ VEREE IR FLEE A Vesicare ©

2. Vesicare #8 (HS mg l 10 mg) L BEBXEREETHGETN
{LIIE : 905-CL-015

28 TR Vesicare 5 mg Vesicare 10 mg
- N=253) |- (Ne266) (N=264)
B RERE) | THERERE) [ ERERE)
B (EPR KBy 247 [NFR*
EiE 122(0.26) 12.1(0.24) 123 (024)
WAE 12(021) 22(0.18) 26(020)
SZREEL 2 PE <0.001 <0.001
PRI 24 )N+
HiHE 27(023) 26(022) 26(023)
B E 0.8(0.18) 14(0.15) 15(0.18)
EZREEIEL . PE <0.01 <0.01
BFIHEPR & [mL]*
EHEE 1438(3.37) 149.6 (3.35) 1472 (3.15)
BEINE 7.4(228) 329(29) 392(3.11)
BT PE <0.001 <0.001
* FEFHMEIEE

* REHEHE

3. Vesicare §8 (BH 5 mg # 10 mg) RZBERERERTEEEN
LTI : 905-CL-018

0 BRI Vesicare 5 mg Vesicare 10 mg
(N=281) (N=286) (N=290)
GRS | E) (T ERERE)
SEPR (HEPR X By 24/ INFE*
HiE 123(023) 12.1(023) 12.1(021)
WOE 1.7(0.19) 24(017) 29(0.18)
HEREIELZ P{E <0.001 <0.001
PRAESRE 24/ [N+
EIHE 32(024) 26(0.18) 28(020)
BE 13(0.19) 16(0.16) 16(0.18)
BRI PIE <0.01 <0016
FERHFPR [mL]**
HiEE 1472(3.18) 148.5 (3.16) 1459 (3.42)
WAE 113(252) 31.8(294) 36.6(3.04)
BRI P{E <0.001 <0.001
* FER R

o REFEER

3 4. Vesicare 18 (BH10 mg) RZBEIBR BB ER T {HSENESLTY
{8 : 905-CL-013

28 ZIHE Vesicare 10 mg
- =309) (N=306)
FEERERE) | TEERERE)
HEER (HEPRR B4 NI
HpEE 115(0.18) 117(0.18)
HOE 15(0.15) 30(0.15)
SLEHEIELZ PE <0.001
PRSI/ 24/ NRF**
HptE 3.0(020) 310022
BOE 11(0.16) 20(0.19)
BRRMEIHLZ PE <0.001
BRHFSRE [mL]**
e 1903 (5.48) 183.5(497)
WA 27(3.15) 472379
B RIEIELZ PE <0.001
* FEFFEHRE
** REFE

R 5. Vesicare #f (FH10 mg) RLZRBIRH{BREZFAEEBNRET

{8 : 905-CL-014

248 LRI Vesicare 10 mg
(N=295) (N=298)
EHEERERE) | TEEEERS)
SEIR (HEPR Y247 NFS*
ERHE 11.8(0.18) 115(0.18)
BOE 13(0.16) 24(015)
ERZTIELL S P{E <0.001
PRFZER 24 N+
HiE 29(0.18) 29(0.17)
B E 12(0.15) 20(0.15)
BRRITELL . PE <0.001
FFRHEPREE [mL]+*
EREE 1757 (4.44) 1741 (4.15)
SEhE 13.0(345) 464(3.73)
BRRIEL . PE <0.001
* FEEME TR

o REFHEHER




TRRME

Vesicare HI1Z 2 M E7EREMZ BB RHERE 1,811 67 BEEITG -
FUE SRR EFAR TR & HIRABIERROR ~ 58 - RTEN GFEE
)~ IR REZIR © 5 Vesicare 1WFENRERFRENTREHE
187 ~ AL » 5LLBIVEFTE 10 mg HARUFEAEZRL 5 me A - 7EMER
B2 EnEgsERAREY - B=ARENGETREN > FREE
Vesicare 10 mg J6EHA (—FIZEHRIRE - —(FIFSIAIEEE - —FIRSIHEE) - &
B REHFESAROEEERER 2% « —AMRA Vesicare S mg IR
A MECMKIE - 25 12 8/ Vesicare {REAHLL » TERENGE
EZ R #EANAET  TREFNBEEEREEMT - SBISENT
BERELIOSRE R (1.5%) ° % 6 Sl Ehets 2 Em et - T
HIFHAERR ARG EEEYIER » 855 Vesicare Smg 3 10mg BH—X
HESE 12 BREE D BARE 1% DL EAREHBEIN T RE
e

#£6. FEEERRART  wE-HETREFREREAZERLLE
A% L LR @R OREADE

RifRE D
MedDRA #RTSFI# M| | Vesicare | Vesicare
5mg 10 mg
BEY 1216 578 1233
IRE— HRT RN EEE 634 265 773
Incidence (%)

B

k7 42 109 27.6

TR 29 54 13.4

L 20 17 33

HILTR 1.0 14 39

LHgs 10 19 12

RO E 28 09 02 11
RGBS

ARBT I 2 PRI R 2.8 2.8 48

TATIERE 13 23 0.9

REREE ZIE 5 1.0 03 11
TS SRR

GEE 18 19 1.8
AR

BT THER 18 38 48

HREAEE  #20R 0.6 03 1.6
T D PR R

FRIfE 0.6 0 14
% B PR IR SEAT AR ‘

ThokE 0.7 03 11

iAo} L1 1.0 21
R

RATHEZ IR 0.8 12 0.8
IR, ~ Mol B R e

WK 02 02 11
IR

RO EE 2 SR 0.6 14 0.5

Bt HRE

(R8BS PR o B R AR PRt B TR AACER By
SEAR L I B RTERHERT

TG AERRRE ¢ R - MR -

— AR B AR BT AR YL + K IE -

FEHRRRRE - L%~ BALKE -

2 B SR BAELARIRERRE < 4RI ~ K05 ~ FIZ ~ SRR A —

& -

BRI © QTEER R AU A O A (L TEE solifenacinfERIR
FARATER A - )

BEER

ZE - BINE—(1BE IR &EAsolifenacin succinate Fx I = RS/ MR
FEA280 mg » FEREBUEAIRRELCE - BRTEERAR -

184 - ERMEEZREERRA 50 mg (REERAFEIRD 5 5

% B=RKHITRERZAOTIRSIET R R E EERETLIEA - 817
R~ PR BRI TERET RS - B - K9 BETER
JERMEEES ERATEE

SBE AR ¢ Solifenacin succinate 38 & {5 FIA FIAER BB ERITTIEER
16 » ETEEEE » H—34 Vesicare FILEREAGE » MELIF

M -

Solifenacin K7 98% (REPIRABR) SARIMFERES » EERal-acid
glycoprotein ° Solifenacin {5 /M FE BT AEMA A - FEEMREHIT
78RR 600L © ’

G

Solifenacin TEFFER B0 - BT CYP3A4 (R SR Hith
REBERTCINMEAE © Solifenacin ZH7ERRZAIE 9.5 Lh » HEEERIIS
45-68 /]\Ff

[IHR# » B solifenacin #F » AIFEMAE AR I L —(H 2 EEE
(4R-hydroxy solifenacin) K =B EIFERIGT (V-glucuronide, N-oxide
e 4R-hydroxy-N-oxide solifenacin) ©

Bt

R B A B (E 1R 82 B I8 Cosolifenacin succinate 10mg # » 1538
26 K 6 69.2% HIBEHEEIITER I, 22.5% TEREPHEE - RPHY
solifenacin D 15% (FEIH) - EEFIRFWTERHES N-oxide solifena-
cin > 4R-hydroxy solifenacin J 4R-hydroxy-N-oxide solifenacin » 7£ Z{EH
£ 4R-hydroxy solifenacin °

i

TERE RN ERTREE - TE2F GEITHOW TR - HERIE
N (65 - 80 %) FIERRATEEEL A (/7 55 %) #%#2 solifenacin succinate (5
mg K2 10 mg & H—K) Z1% » M solifenacin IR R (UL AUC £
) o FHIRBCHEEE (ULt ) TEEEARMIB B B ERIEE
FENTIER 20% © SE8i  ER R AT ARK LR -

Solifenacin H/EEBNE: (K AE SR REFIF D EREL

PRI -
Solifenacin FIEEVIEN IR Z R -

o507
B2 solifenacin HIZEYIE) /I EATERRIR Ef EEEERORE -

TEfE :
Solifenacin HEEYB N R T ZAERRE -

B IhRE R

Solifenacin EHEEAIN B IRERERE B AT AUCH C,, BBRIVEREE
RIS - (ERETREIEREE (VEEERERREE < 30 ml/min) »
solifenacin {2 FE RAASEASNEIEM - C BINIKI 30% > AUC HENTHER
100% » K FEHPERFEE 60% © TENESERERRZRE solifenacin 15 TRERZ
HEZ B G B RBRE -

Solifenacin FTEEENER W R TEHES MBIV B EEITIRSE «

[FThRERERE

TEFREEIF DN BERERR % (Child-Pugh score of 7 to 9) » solifenacin B C, 1~
ZRE » AUC NN 60% » ERHINNE o Solifenacin HZEB) SR W R1EME
FF SRR B TIASE

EHRER
AEIEREFR 15-30°C

BRIMHEEAR

AR

Vesicare Smg 1 10mg SEEIE 4R PVC/ 275 blister
REER ¢ 2~1000 SESETEALE

BUERL

Astellas Pharma Europe B.V.

(O) Elisabethhof 19, 2353 EW Leiderdorp ,Netherlands
(P) Hogemaat 2, 7942 JG Meppel, Netherlands

E ]
BRI R REER G E RAR
BIHRERK =B 1058518

VC-11006-02



TRVNI<I= ¢
Solifenacin 7&—& i F M E BT 8 (muscarinic receptor) FEHE| - &
S TS EEREN ORI EEEN AR > EPEERE
PR SchTa AR 230 UK

=SS

TR :

R H A A & T IR EE Vesicare Z1% » solifenacin TEF%ZEf% 3 2 8 /|\FF
NEF RS IMENRE Cd’ FBEARBERF Vesicare Smg 1 10mg RIS S I
HREEEIER 323 £ 62.9 ng/mL © Solifenacin FIFEH AR FZ A
90% » T EC M AR AT LA BRI B IE L,

131995




