7astella5

BIBEEHTE 024437 57
BBERTE 024436 57

fdn e o
H%Eﬁﬁﬁ5%ﬁ,10%ﬁ

Vesicare ® fim-coated tablets 5mg ,10mg

EEMEEERERERN

Vesicare Smg tablet F—fEha 5mg solifenacin succinate *
THE % 3.8mg solifenacin

Vesicare 10mg tablet & —#E* & 10mg solifenacin succinate *
FHE R 7.5mg solifenacin °

fiiic]

[ EE:
Vesicare Smg B[EIA#: # e, REIZT i logo & "150"
Vesicare 10mg BEIFZHTAMLEEH], EEHIZT dalogo K 151"

HBEHCEINER AT S BMPRAEE ~ JBIR  PREEZERIEAE o
RERE
AEEEH R T

THBIRR Smg —R—R o {KFE » BIEALUGIE 10mg —K—K »
RBE LUK ESR -
Vesicare AJREEIBTRERIIRA

RE
SEEMRFRVERLE R 2 M RRELL - FEIL  REFATHERAAS o

BIREERERE

WREECDEE TR (NEREFERREE > B0 30 ZH) RETHHAR
BIE - BECTIIRERERE (NEEHEIRE S S8 30 Z7) AL TEEG
¥ BRTBEH smg - (BREMEINHE)

FFoheefERE &

REFRIERRE TR AREE -

FREERTIIRERERE (Child-Pugh score of 7 to 9) B E TESS (AL » FETE
Z1 Smg o (BEZEMEN 12

AR E 35 P450 3A4 HAEHNIT
Vesicare B2 ketoconazole B{EL M CYP 3A4 SEHNHIZIGFARE » JEIS Vesicare
BRI R IRHITE 5 mg (BRILEYA B FRELE M RE RS B (E )

BB

Vesicare 7 T 5B E AR

— R D B AR ROREZ B

— R E

- BiERE

— R RAFRIB AR HIREE

—EEAE

—EEB AR
ketoconazole (3]

EJ' L

R RIS SRR R SR

Vesicare 7 T 51| BB T/ WL BB E A

— PR R R I 2R R - AR e o
- B ERERE

— B EmE R ERE

— | RAFRIRR AR LR E
— 8 CYP3A4 SEHNHITHA » 41 ketoconazole ©
— MmEMKAE :
TE—LE AL A > EAME KB R M -
ANEREEAE M EKRE > JEELE EBARIGEE AR E SR E -
B G FREE M EZTIER
ZERINRZ EER
BTG ARSI AR > AR S B RN IR RS R
BRIEREELE o (2F Vesicare BN —E - EHZELEMhiiimLE
W) o & SENER SZ R EFA O FRRF T RE B33 solifenacin AR
Solifenacin S {EHIEE A5 EIREIAILE AT metoclopramide F cisapride
G o

EEARER

- EREFERERARAR - EEERE 6238 65 5LLL > 189618

#75 LA L) MFEIREE (1188 ALEE/ I\ 65 %) Z MM Vesicare #1542
FIN R 2 VR LR

EalN 2 A
HIR solifenacin SEELMHTNSRRIELEY) —HRPTRE @ UM ~ RIRR
e > RILATRE & R B B IR ER IR AL

INESREER

—IES B - FEl - BE - ZRIBISEEHZEY IR (moxifloxacin 400 mg)

* FHBRTE solifenacin succinate SEEIR B ML » 574 solifenacin

succinate 10 mg 1 30 mg $f QT FIARIRE - ZH & LIKFET LTI
moxifloxacin * T WERERD B AR IENATRAR  —HH (n=51) HERESERAIN 3
RARFH%EL solifenacin 10 ~ 20 ~ 30 mg KIFEER » {BAATHIEE —48 (n=25)
TEREARAI ZRIEIF] moxifloxacin » FHER 19 BRE 79 BRAILCIEEFE
# o EIFHER solifenacin succinate 30 mg (R EEZEEI R = %) B9FEHE
38 (B BERHY solifenacin FRFEEHE T 1E Vesicare 10 mg B CYP3A4
AN (A ketoconazole 400 mg) (FARFBEEIRIREE - INFIF
TR PP 5 ERAO TR BTN » BT SR L BRI B S AR QT 54
(30 mg ZHIE) @33 K

{%F 10 mg 11 30 mg A solifenacin succinate % » LR » LBE
R AR Z RPN B -2 F1 0 T8 (beats/min) © FATE
QTc R ZITEZAOMAMIIE - ATLL QTe MFRRIRAI AT LRI R
T T RIS EA R A BRI ZE S (intra-patient analysis) ©

- RERMHERTINE 1 -

IR1. QTc {EERHER Tmax FFHVEMY msec (90% CI) (FEETHRZRIT)*

25,/ Fridericia f1E4% (EFIF197)
Solifenacin 10 mg 2(-3,6)
Solifenacin 30 mg 8(4,13)

* BN HIE R R TTRETER SN » (ARF— AL PRI
FCH 2 RIS E 2 L -

TR E moxifloxacin {EATFEHELEYIEIR » BERWIRNREE » &
# QT AR B RTE = (B RIS EREF(EHY © LU moxifloxacin TS » 1E
A& = {BEPEER QTCF HIRRZRITEI AT I L (90% CT) 2RI 11 (7, 14) ~
12(8,17)~ f116(12,21) °

Solifenacin 30 mg #E& QT FHARIVERIT-LL 10 mg BA ° BESRIE (AR
solifenacin G & (B =R AEIRAT ) ATER BRI NS LS
moxifloxacin FVAFEEIEATE AT > (BREHEEMAEEE - EEMZH
RET BT R T BTSN 2 M B 2 I ER

BRPRERER :

BIHE R+ B S - Rk ~ RE-HIRE ~ 1T~ o0
BT Vesicare IRAREIAIR ~ RE © R/BUEENEIRAHRES L&
BIERE) SAERZ BIOEBHE B &R < SEARRIVEER B
FEEMBBEERE D =B - ELHitas 3,007 (8%
(1,811 AHES Vesicare » 1,216 A\IEZZRH]) » Hehfoh 90% HIBE R
T 12 BAES - MEEAERET IS Vesicare 5 mg FlI 10 mg MY » SINWIE
B RETE Vesicare 10 mg FIERY » FTA SEAL 12 BRZHIBE HE G
EA—TERIRE RIS > BIRAEET 81% 526, THEIMY 40 38
R - BEKRSRABA (93%) LM (80%) » AL 58 5%
EVPEABRI T E GRS R T E TS 12 580 24 /NEFHEER KB
BUTE - REFHEEOECEREES 12 88 24/ \EREZR
B EMFE TR BRI TIIE © Vesicare HRERMIIERARE
TR - 24/ NFFHEPR REIRDHI A5 E Vesicare 5 mg (2.3 * p<0.001) FI
10 mg (2.7 * p<0.001) EREABAA A LRI (1.4)

24 /NS FRARZE R B/ DRI {ETE Vesicare 5 mg (1.5 » p<0.001) Fl

10 mg (1.8 » p<0.001) HEAFEARZRE (1.1) - FRHER BRI F9(E
Vesicare 5 mg (32.3 mL » p<0.001) FI 10 mg (42.5 mL » p<0.001) t9RAEEA
AT (8.5 mL) °

IEU{E Vesicare K 12 SBERFRA RN E BEAR BT EHISERDFIFINE
2EFS.




| BN R  (ERBREET » solifenacin & I A SERTRERAL

BBITAERY CYP1A1/2,2C9, 2C19, 2D6, BY 3A4 < FEIH » solifenacin TAHT
REGTUB AR CYP BRI RAORRIEZE o

HAZEMIES solifenacin ZE4)E) 1AL

Solifenacin #SH CYP3A4 A3 » 5 RIFFEEE ketoconazole 200mg/day

(— (ST CYP3A4 HIFIEI)EE » €iEAK solifenacin B AUC BENIRRFE
F BN ketoconazole HIEIEZE 400mg/day » B &M solifenacin #J AUC
=f% o At > & FIREARFA ketoconazole BREMAERNAT CYP3A4 HNEIE
B > solifenacin W B EMERRFITE Sme © N BB ThRLERTa T
IFIREREREIAA » ZEIEFIRHE T solifenacin FIEAMBEETHT CYP3A4 41
I o

ENERFEBILIRE CYPIA4 AR LB ZEE solifenacin K
ERBEYINIZEEN 1 ZER W SRS © T8 solifenacin 2AEFH
CYP3A4 (3 » FILE CYP3A4 BREFRANERIZE (A verapamil,
diltiazem) B CYP3A4 #%E (| (4N rifampicin, phenytoin, carbamazepine) &f
RSB AR EER -

Solifenacin ¥{ Bt B2V Y8 1 20 B

mji3li2eet

1% solifenacin TF1ERF » 77 I ARBZ2ZE (ethinyl estradiol/levogestrel) A1
SRE AR o

Digoxin
AR Vesicare & #2E digoxin FIZEYEN /142 -

BARIEX QT HHERZEE

—IRMFELL 76 ALIEREIR 2R » WESE solifenacin $1 QT EI#AH 2
SHLIEEREIRE) > solifenacin 10 mg R QT FEEARIER L 30mg (3
B R EREIR) 215/ » T solifenacin 30 mg AO1EF thy MR EHEGHE
moxifloxacin HIVEZEEIEATE [ #EHY - BAEAIE QT ERHH » BEIEE
IRAEER QT MEAZEYMRE » TEUERANL Vesicare B TR » [E%
EEERRRRERSR

BURME BRI BEEEN

Solifenacin succinate TELABFEIRE (Salmonella typhimurium) BB
(Escherichia coli) ¥{T & BB & RANE LA MAYEGERIERIE - Sk7E
DINSERS Mgk AR T & B BT & RENE LA Al 2
A BTERBEITANE RSB - SRR ETseE s -

St - Tt/ NEL R ER solifenacin succinate 104 38 » $2 BRI E F5E 200 mg/ke/
H (ISR AR S REE MRHD) 2 \ERBERI S ER9
1) » ABIME ~ BEABIRER 104 58 - $REZEIR D FIEE 20 71 15 mg/ke/ H
(<1 f& MRHD W2 BB R) ° #% solifenacin succinate 250 mg/ke/ H (13
B MRHD 5.2 285 &) BRERAOME ~ TEKE > % 50 mgke/ B (<1 &
MRHD .2 R85 &) REAVTEAE > IRHES 100 mgkg/ H (1.7 18
MRHD 2 F 8 2) BREERIMEAE » solifenacin succinate $7AM4ETHTHAE ~
EB AR R IR B R

23 G R REEDSE

EIE/NE ~ KEMRTFROBLETERTE - $HEZN) B O ARI% S
"C-solifenacin succinate 2% » E4IHERIYIE G B EAILIEEE - 1EET
solifenacin succinate 30 mg/kg/ HER B/ NE, (A REER S & [MRHD)
T REEN 1.2 15) ) REEEITR S REERAYE - $HEZ8 BT
Fa 5037 E 54 E - EHAR — 1% 8 solifenacin succinate » EEIETE 100 mg/kg/
HLLE (3.6 % MRHD 2 REER) » G804 RREERIT - 2/
ELFX B solifenacin succinate 250 mg/kg/ H (7.9 % MRHD B> RE &) > &
BUHEZL (cleft palate) HIFFAEZRENN - 7EF 5 NFIRALIRER solifenacin
succinate 100 mg/kg/ H A2 RIEHIE (3.6 (5 MRHD FFZ RER) » &
BoE SR AR E AR RS R - [MEEERY - A EILE
(BHRFIRRE B - TR 250 mgkg B Z BHHELIRE » A—RRHEsR
TR 7 E )= B S g g AT

ZRER)» RERHE 0 ehel B

) BRI SR &
T o E BB TR R L RE AR CRBATRIE » Bt
SR SRR > 7RI IR ZHARIE A Vesicare ©

HEEED G

Vesicare $f AJHAE AR ELAMEAN R BN RACHITE © TEH 30 mgkg/ H (A
TR e & [MRED] B2 REEM 1.2 5) A/ » solifenacin
succinate ¥ BRI TR E © #%52 solifenacin succinate 100 mg/kg/ B
(3.6 f& MRHD IR 2 85 &) SR AT & G E SRR R EASE T2

235

ALY B DR B “C-solifenacin succinate 2 1% » FITERMBBAITLH-HR
TR « 1E83 30 me/kg/ B (NS EEHEIE [MRHD) 2 8
BRI 1.2 (5 FRERA/ R > KREEITRRIE - %100 mg/kg/ H (3.6
# MRHD W2 B8 &) 3002 BRI 6, > B e ER
% ERFETSER ARSI R A B ST RS S o HRns M
solifenacin REGWENERF - BAFLENGAIWELT > B
DIEZ L RIRZC AT Vesicare » M/ERTEE LS EUER Vesicare ©

BRI

- ywsltdibviia (BridD g T4 TV HLE) SRS0a A=W IE et IQrR1REY

BLT9ME - 905-CL-015

8y R Vesicare 5 mg Vesicare 10 mg
= (N=253) (N=266) (N=264)
BRSO E(RERS) | HE(EERE)
SEPR (HEPRBU24/ NRR*
HiE 122(026) 121(024) 123(024)
WAE 12(021) 22(0.18) 2.6(020)
BEMEIALZ Pl <0.001 <0.001
PRARZERBods| i+
27(0.23) 26(022) 26(023)
JYE 0.8(0.18) 14(0.15) 15(0.18)
BT PE <001 <001
FERGERE [mL]*
HRHE 1438(337) 1496 (335) 1472(3.15)
HEME 74(228) 3292.92) 392(3.11)
LTI P1E <0.001 <0.001
* FEFMEEE
w* REE R

3. Vesicare il (BH 5 mg # 10 mg) BLBEIBRERER T iLIEEN
1L FIIME ¢ 905-CL-018

28 BRI Vesicare 5 mg Vesicare 10 mg
(N=281) (N=286) (N=290)
FAIEGRHERRE) | TIOE (RS | O E(REEE)
SEPR (HEPR R By24 NFD*
EitE 123(023) 121(023) 121(021)
HE 17(0.19) 24(0.17) 29(0.18)
SRR P{E <0.001 <0.001
FRIEER B 247 | N+
HitE 32(024) 26(0.18) 2.8(0.20)
BOE 13(0.19) 1.6(0.16) 1.6(0.18)
BALEMEIELLZ P{E <0.01 <0016
BREERE [mL]*
R 1472(3.18) 148.5(3.16) 1459 (342)
B 113(2.52) 31.8(294) 366(3.04)
LTI P{E <0.001 <0.001
* FEEME R
* RET R

R 4. Vesicare 18 (BH10 mg) BLB BN R ERTHERIZNEM LT

{8 : 905-CL-013

2y R Vesicare 10 mg
- (N=309) (N=306)
PHEEERD) | PEEEELE)
SER (BEPR Y24/ NFFy*
HiE 11.5(0.18) 11.7(0.18)
BAE 15(0.15) 30(0.15)
TR PE <0.001
FRIZER B 24/ [N+
HHEE 3.0(020) 31(022)
WAOE 1.1(0.16) 20(0.19)
BZREIMAL 2 P(E <0.001
FFRHEPR & [mL ]+
HHEE 190.3 (548) 183.5 (4.97)
HIE 2.7(3.15) 472379
BLIHEIELLZ P(E <0.001
* FETFEEIR

* REFHE B

& 5. Vesicare # (H 10 mg) BL BB ER EE LRI TY

{8 : 905-CL-014

2l R Vesicare 10 mg
(N=295) (N=298)
' FEEGERS) | HIEEERS)

SEBR (PR B24/ | NER)*

EiE 11.8(0.18) 11.5(0.18)
B E 1.3(0.16) 24(0.15)
EEHEIELZ P{E <0.001
PRAEEI I 24 |\ ++

HiHE 29(0.18) 29(017)
WAE 12(0.15) 20(0.15)
ERLTIALLZ P 1A <0.001
FFRHEGR A L]+

FERHE 175.7 (444) 174.1 (4.15)
BENHE 13.0(345) 464(3.73)
L EIALZ PE <0.001
* FEEREEIR

o REFEIEE




TRRME

Vesicare H1% 2 1 D TERER T RITI EHIREABR D& 1,811 (L BE (TR -
T FREIM G HIRAEITER R ORZ - (B8 ~ WEW GEEE
)~ IRTOHE REZR o % Vesicare {HENBERFERENTRENR
C8z ~ {6 ZLBIERTE 10 mg FAVEEER S mg AR © ENEE
12 BryEERRRAEET > B=fIRENMSET RS SEETE
Vesicare 10 mg {6/#H (—FIFBRRE - —FIESEZE - —FIISHE) - &
BT REMHTL TGRS ETE 2% o —AIRA Vesicare 5 mg 15
F I EME KIS o B2 12 38R Vesicare {REHALL » TERHERE
RE 12 [HAMBED  TREFNEEFEFEERT - $3USENT
BRIEVOEZERE R (15%) « % 6 VI TEREk L REER A R - T
HE R R ARG ERLEY) R » 5 Vesicare 5 mg 3 10 mg B H—R »
HEGE 12 BRARED  BARE 1% UL KRB TRE
i

Fo. IRALRMAART ) WAL LB L ERBREEILR

H1% UL IR
AHBEE
MedDRA #RIGF& Vesicare | Vesicare
5mg 10 mg
BEY 1216 578 1233
R - HRTRE N AEY 634 265 773
Incidence (%)

Bl

n#z 42 10.9 276

R 2.9 54 134

L 2.0 1.7 33

HILTR 1.0 1.4 39

g 1.0 1.9 12

RO E 2B 09 02 11

RIS 2 PRPE R 2.8 2.8 48

TTIERE 13 22 0.9

RIATHEE 22 1.0 03 11
TR AR R

P 18 19 1.8
TR

Eiavalicyil 1.8 38 4.8

REANE ZHZIR 0.6 03 1.6
G BRI PRI R

FRifE 0.6 0 1.4
SRR AT IR

ThRokE ) 0.7 03 11

el 1.1 1.0 2.1
TR

KT

R 02 T2 |1
(BT

RO E 2 i (1 0.6 14 05

RO RRVERE

RIEE L B B BRI B MGt | i hOrsER - S8y
HEAR L AT (B AR R R -

TS SRR - DR ~ VB o

— SRR B AR EEER AR + Gk o

FEMRARERE - L5 - RELARAE -

7 e 3R B AR - 1RAE ~ BB - FRRE - SRR - mE K
i

SRR © QUEE R Sl AL O 58 (AR solifenacinfERIF
PR ATEYER A E <)

BEEH

S - BIMA—(LERE IR EAsolifenacin succinate FEEI & =5/ IFA
FREE280 mg » FE R EEUHEIARESCE » (B ERERIARE

18 ERBESHESAIRA 50 mg (REERAEESEN S &)

i :

Solifenacin A#J 98% (FEPIFAER) B A BSIMAFE A & » TER l-acid
glycoprotein © Solifenacin & FE A i FE B ISR » TREMRERT
1953 {FR8 TR 600L °

et

Solifenacin TEFFIER M 3T - EZRCH CYP3A4 G » 287 » it
REBECTRFTE © Solifenacin 2 EHEFRENIE 9.5 Lh » HRMALRIRE
45-68 1|\

FIAR® - B solifenacin 7§ » AITEMLA% b ifl i — (16 EL4ES A 1
(4R-hydroxy solifenacin) B =B EE AT (V-glucuronide, N-oxide
& 4R-hydroxy-N-oxide solifenacin) °

Beit

BT B RS S & TE R BB —I & " Cosolifenacin succinate 10mg 1% * #8i@
26K > 8 69.2% HIMEHEIEVITEIR P B 22.5% TEE (BRI  fRepiy
solifenacin V3 15% (F4IH) o EBEFIHYITER B N-oxide solifena-
cin ~ 4R-hydroxy solifenacin 5z 4R-hydroxy-N-oxide solifenacin » T£ #{F
% 4R-hydroxy solifenacin

Ffin

BRI BB O ER TR o MERECEITRIISIET - SRR %
N (65 - 80 %) FIRRERAYEEEE A (IVFS 55 5%) 2 EE solifenacin succinate (5
mg 5 10 mg B H—R) Z1% » MifH solifenacin AIRTE BIL (L AUC %
) o FIRNGEZE (ULt FR) TEEENREMIB B RS EER
FAFRVER 20% © ELM | ERER BT ERK LER -

Solifenacin HZEH)EE i K TE SR B R E I D FERET -

TR
Solifenacin HZEYB) /) 2 TR & -

EMPE
BN solifenacin FIZEMEN N EERRIR il L AR -

T&ffE : :
Solifenacin AZEME) NI TFHEIER & -

B RN

Solifenacin TESSE AN ELE DIRERRRE B E Y AUC 71l C,, FLEFRAV B REE
RHAEER - TEREEIIRERREE VEETEIRZE < 30 ml/min) -
solifenacin HFRFE EAARANEIR - C_ HINKY 30% » AUC SRR
100% » *HZEHE R 60%  TENEERHEIRERE solifenacin EFRZRZ A
BEE| BRI RS o

Solifenacin HOBEBYE W R FEREZ MTLEITHIBEETIRTE «

FrohaelmE

TEREEITDIRERRER 3 (Child-Pugh score of 7 t0 9) * solifenacin #9 C,
RSB AUC KN 60% » HFIANNNE - Solifenacin FVZEBIEL I ATERE
FFohRERRRE R E TR -

EEBER
[ETE
AEIERETFRL 15-30°C

B MEERNE

Farl

Vesicare Smg I 10mg $EBIBEERS PVC/ £375 blister
BEER - 2~1000 SEEATE AL

BLERT

Astellas Pharma Europe B.V.

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

7

-
B R R RER IR
e RAERE = 1055 5 18

o> of A%

VC-11006-02



12?7 B O Bes e SR IJWEIRR I 7 IR DOVE (IR ACRYBE TLIE N © /)
TEH ~ BRBIAR B TEME T A ~ B - [EE6lg)  EETRR
JEREEEE T RNTHR -

JBE 2R  Solifenacin succinate 3 (5 FIH FTAE 3 | AR EAYTUNEERIE
VEF » FETHE R » B—84 Vesicare FAZEAEMES - TELIB LA
i FRE & SRR IR o

BRREIE

Solifenacin Fe—TEHE F 4 EHMHTHS (muscarinic receptor) FEHLE| - E
BT L Z B R EE R A G > HhaEE
o SRR AL e RNV 70 b TR =

EEN BN

R

AR B FE S 3 & D ARIZEE Vesicare 2 1% » solifenacin 7EI%ZE(% 3 FI 8 /|\iF
PREEIR S MAHRE (C,,) * TRAEARFERF Vesicare Smg 11 10mg KB & [
B EER 32.3 Z 62.9 ng/mL ° Solifenacin HIEET 4 RS R] FAZR KAy
90% » ML MAFIRAE SR BT ERE L. -




