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15.2 FEERFREER IC B D < B3R
v AC2EMBORE LS ARERE (30, 100K% 0
300mg/kg) IZBWT. MEED300mg/ kgt THHEALAR IE D1
MPBD SNz EOJENH B, £z. T v MI2EMEOH
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MR EDEINIERD SNL P o T EOMEN B 5,

16. EYEAE

16.1 MpRES

16.1.1 BEIRS (EMPHESIRER)
BEHAZEEHRE Lt 357 2F 2 V50.1mg (%58
§) RUA 347 2+ Y ODE0.Img (DRSS 02
OAF—N—HIC & BAEL (2451) ROABD (24f) O
ISR B EREORSICB T 2EEERBRICBWT. 22 nE
MENICASTH S E ARSI D,

IK7e LIt G5
%ﬁ” Tmax Cmax AL]CO4 12 T 1/2
(hr) (pg/mL) (pg - hr/mL) (hr)
OD#E 1.4+0.7 | 487 +137 1830 £492 3.09+0.46
LiEsE 1.1 £0.3 | 552 +140 1810 £467 3.04+0.41
SEHME + IE R R
Kap 0 #5358
o Tmax Cmax AUCqy-13 T
(hr) (pg/mL) (pg - hr/mL) (hr)
OD#E 1.0+0.2 | 495+99.8 1810 £449 3.08+0.44
WEsE 1.0+0.2 | 541+119 1860 £381 3.15+0.52
PHE SR RE

16.1.2 RiEHKS
BRI ABESHNCA I 7 252 0.25mg% 1 H2[ES5H K
ERE LB E | E S % & RRER S 5% O B ERE
BIZRTFARTH o720 £/ BEMHBIIT XA —FICHEHIT
moond, REFSICI2EREIRO NG, o722,



16.1.3 £EMFHREIEESER

(A= T7xFYU80.1mg [JG] )
A 375> 480.1mg [JG] &) b Z$€0.1mg%. 71
AF—=N—=EICEDZENENIE (1 3I¥T72F20ELT
0.1mg) R A S FICZERERE R EHECO#KS L CilsEih 1 34
T F YV UBERAE L. BoN-EYEE S5 X —% (AUC.
Cmax) 122\ T0%EREXEIEIC THEHENT 21T - 725 8.
log (0.80) ~log (1.25) Q#EEMNTH V. WHIDOEMFAE

SRR N,

MEEFEEN CICAUC, CmaxZn /ST X —4 1%, g
DOFER, AR ORIEIE - B ORBEFICK > TRER
BU[REEN D B,
(2) )KTHRA

A4 34712+ >0OD#E0.1mg[JGl &7 F ROD#E0.1mg
. JURAT—=N—=EICKDZTNETNIE (1 3IFT7x2F
> & L7T0.1mg) EREAETICZEERBEEHEO#RS LT
Mg I 57 2 F 2 VBEBERRE L. Boni-EYEke
85 X —% (AUC. Cmax) IZ2WTO0R(EHEREIEICT

GEHRAT % 1T > 7R, log (0.80) ~log (1.25) M

. JOUOALT—N—RICKDZENENIE (35 7x2F
&L T0.1mg) BEEASFICZEERBEREORS LT
Mg Iy 72 VBEZHE L. fSon-EYERe
IS5 A —% (AUC, Cmax) IZ2WT0%EHXEEICT
REHERIT 21T - 72455, log (0.80) ~log (1.25) i
WTH Y. MAOEYZNESEEPHERSNZD,

ey WTH . TAIDENENRSESERS N .
(ng/mL)
m OS] 061
i —— 1 3572+ 8E0Img [JG)
i.? 04 —o— 7Y hA$E0.1mg o 0S| N ‘
S 7 Mean= S.D., n =24 5 —e— {347 x4+ >OD#E0.Img G
4 T oal —5— 1 F2OD § 0.1mg
£ 3 Mean=+ S.D., n =20
7 b4
¥ 7 03
' ¥
= Y02}
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0= : : ‘ : ‘ % o1
0 4 8 12 16 20 24
#54% OR4R (hr) . ‘ ‘ : ‘ ‘
0 4 8 12 16 20 24
HEINS A —% BENTRA—% 542 OB (hr)
AUCq.04 Cmax Tmax ti
(ng-hr/mL) (ng/mL) (hr) (hr) HE T A —% SE 5 4—%
135 7T B 2209 0.457 135 | 3.89 AUCyss Cmax [ Tmax | .,
0.1mg [JGJ +0.451 +0.126 | +0.38 | +0.42 (ng-hr/mL) | (ng/mL) | (hr) | (hr)
%Yk 2%0.1mg 2.132 0443 | 1.39 | 3.8l ¥3¥7:7v 0D8E|  1.967 0.427 | 1.25 | 3.60
+0.459 +0.090 | £0.44 | +0.54 0.1mg [JGJ +0.385 £0.076 | £0.21 | £0.69
(Mean+5.D., n=24) 1) b 2ODEO L 1.977 0430 | 1.28 | 3.60
. . oo . FEUAME | 40,397 +0.108 | +0.37 | +0.64
MAEFREEY ICAUC, CmaxZEn /85 X —4 1%, #HEE DR (Mean £S5 5=20)
R AR OFRENEIE - FEEORBEEFIC K > TRZL S0 B T
BH5. MAEFEEN NICAUC, CmaxZED/)8T X =713, #EE
(429" 71+ >0D#0.1mg [JG] ) DOFER, REOFENEE - BEFORBREGFICE > TER
(1) K73 U THRA HA[REMEN D %6
4347 x5 >OD#0.1mg ]G] &7V b ZOD#E0.1mg 16.2 DRUX

16.2.1 BEDHE
RSB0 1 347 2 F 3 0.1 mg % Z2RE R B E4E
%5 L7, MEHEEIIRE%1SKETREICEL. £
DWEEIZAT 1 pg/mL T, W5 2. ORI T H - 10 F 12,
BREE TITZEERE 5 1CH LCmaxld1.3M%, AUCq.,1&1.2
ETH-75,

Tmax max A . T
(ng/mL) BERM (h?) (;S:g/rerllL) (pgl-jl(l:ro/n”i) (ﬁg
06 E 1) 15 471+107 | 2230£540 | 2.9+0.2
J=1 1.3 611=+113 2690 +470 29+0.2
m 05T ) SEHE £ EEREZE. Tmaxd & HR{E
i —e— 1357273 OD#0.1mg ]G] 16.2.2 HWNA A FRASEUF ¢
T oat —o= 7Y FAOD§E0.1mg SENEERABEICBNT, £ 357 25 Y I3EEEL 5
9 Mean+ S.D., n =20 IFIT100% I SN, RGN A 3T RA S8 F 1 1357.8%
7 037 TH-7-6,
I 16.3 9%
Y o2f 16.3.1 BMIICBIF B9
! AIF¥ T2 F T rETy MIEERRO®RS U, BEEES
ot WL B RSIC AR Uy 1SRRI s i
0 BBRICHEE LT BEHIC BT 5Cmax K FAUCL o1

FNENMEFO10.7RO25.4EF MEZR LD,
16.3.2 BEE#ES
MEFFEREERIL, 87.1~888%THD . EHEEHIT LT

0 4 8 12 16 20 24
# 5% 0rER (hr)

HERTA=% SERTA—Y IvRUa BIEEEATH Y
AUCq 4 Cmax | Tmax | ti 16.4 {3
(ng-hr/mL) | (ng/mL) | (hr) (hr) A ¥ 7 2 F T IFRRORERITHIA0% H R T a8 R
A 357 x4+ OD§E 2.203 0.409 2.13 3.83 52T 5, MERHEAIMIL. XFILA 35— LEDSERL S
0.1mg [JG L e NIM2, FEM2DAF A 38— VESBRAEZ 7
7 I Z0D##0.1mg +£0.532 +0.116 | +1.08 | +0.60 M-AFOREADON-Z7 L7 a v BIaEAERTH DM-9TH -

720 M-2BUM-ANDOREITIZEE L TCYP3A4D, M-9ND
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(Mean +S.D., n=20)



T2 A 3T 2 F VU RUTFOERBEYIM-2. M-4. M-I,
v hCYP% +# (CYPlA2. CYP2C9. CYP2CI19.
CYP2D6. CYP2El K O'CYP3A4) #2FHZELZ%H -7 (in
vitro) 9

16.5 HEttt
NEINEREASEE6FIC, [19C] 4 347 22> %0.25mg
OB CRERICBERORS L-E | 58 095%H
%1928 & CICR R OERICHEt SNz (RP65.6%. #
F29.4%) o RERDRHPFMERIZI0% KT TH D FHhA
DRZBAUEOFEHIZZD 5z -7z 1D,

16.6 BENERZHEHIEE

16.6.1 SEE
TR 2 IEE i B O K P65 Ll EOEREFIC A 247 =
72 0.1mg%z ZZERICHEREO#RE L 72, S Tl13Cmax
DIEERBEICHNTI2EED > 725 AUC).ol 1T ITFIRE
THo7z12 13, [9.8 BE]

BERSERONREG 574 357 =2 VEE32161F 13061
(40.5%) ICEIEA (BABEEORFEZE&T) PRO5M.
FEWERIB87H(27.1%) (EH3061(9.3%) Th 72 18)

- ; U N, 12;A /%
=7 L E1) ) E2) Bl
FER el B ABME | o
vamsEo o | Foewm | 0| 230 | 50
AEHRESE R s — — —
i%kz'v) 13%7x 18.56 -48.67 -68.24
P FUUBE | +£14.81 | +44.75% | £3690%%
1H&-00 | FTIERE i12'47 -1.04 -1.08
+2.50 +1.74 +1.62
FEPRER s 11.20 1.19 1.52
(Z(cE ) A : o o
F3 B +2.28 +1.58 +1.70%
IBar0OTs | Fouxm | 5| 28 | 2503
PREY)EREEIEL s —= —= —
(Bl o) | 1377= 4.87 -34.58 53.39
’ FUBE +2.90 +43.83%% | £4]1.35%##

Tmax Cmax AUCp-o0 T

(hr) (pg/mL) (pg-hr/mL) (hr)
Ela) 1.5 382+106 | 2010+1050 | 2.6+0.7
= i 1.0 445+£136 2140 £480 3.1+x04

SEHME HIEERZE, Tmaxd A HR{E

16.7 EYMHEEEA

16.7.1 4 >33V —=)L
EFRABEIOBICH LT, £ b5 35V —)L200mgZ1H1
EOHMREHRSRIC, 13472+ 20 1mgEEOKRS L
ol 4 347 25 OCmaxMk FAUC). o | T BIRIE S &
H#E LT 22N ]38R O1.8EIC ER L1, [10.2 2]

16.8 ZDfth

16.8.1 BEHIZEMEIRE (PPK) f#f
NONMEMIZ & % RHEEMZEYBREMITIC L, WD T 75 1 L
BH5IRMRZES2-T2I)8— " AV M ETFILEZHW:, E
HESHBEAROEBRRSHABEOBIEESFHEHES (20~85
w%) 852f& . MR (20~75%%) 90BIDEt3,168K H o I
SRBEREE U, KB, S, WS, AUERE. BJER. §F
HERESERZ (AST. ALT. v-GTP. AL H VAR T 74—+t
(ALP) . FLERB/KEBEE. B UILEY) | BHREEEE (N
BILT7F=r, MHPRFRER)  MF7ILTIVEEA IS
T FY OO 75 A (CL/F) &OREMRZHE L7
LA TIUVHIKRAT 77 —EHPIEFEZBEEFEIIG L CEER
WEBEOCL/FI34%EN» 572, T2, EBBHEF I L (EBE
DOCL/FIZ14% K >7-, SRR (W7 L7 F=>. 1M
HFRZRER) 2T TOMOREEBIICL/FICEER RITS %
Pole [9.2.1. 9.3.1. 9.3.2 ]

ELD TR 2EEER O T O R SIERRIEIC
Xt B IEL M OMEREE B & U7z 58 AR e BR O X
&0 ok
7T REEL436], 1 357 2 ) U EE3184
TR +HIERIERE # 1 p<0.05. ##:p<0.0l. ###:
p<0.001 [vs Tt K]

F2)  HBEANIEFHEEE & b EAME ([|)

17.1.2 BNE BRI SHER
EEEEEE4AS I 2 REL, £ 34722 0.1mg#E
1H2E52AMEAHRE T o5 e £ Lz, 1ERSHZ0 DA
FHPRREERIE. 1HS 72 0 OFIFREEKX CTHH 72D DF15
REVEEERORESHIEICN T 2Z(EICB VW THENVRD S
n. BES2EMBE THET 52 LM nL 19 20,
BIEHEETOXR &7 - 7247807122361 (46.7%) (ZEITEH
(BRARBEEORE z &) MROon, EXEIFHIIOE
16441 (34.3%) « E&4361 (9.0%) TH o720,

WEEE | RSN | 12EME | 2sERE | STl
REBIEL 364 355 355 363
ijg_ﬁ;i@%% 14.53 -55.92 -70.83 -83.51
TCE(EE - %) 1447 | +7252% | +50.56% | +35.48*
;ZE'@?F%V[)E; 11.56 -1.65 -2.05 -2.35
(B R : E) +2.81 +2.12% +2.26% +2.14%
l)ggt;:iggg; 4.84 4581 | 5567 | -70.53
(%ﬂ:%l‘?%) +3.18 +53.37% | £48.65% | £38.37%

o= 4 HEEME s
BEFNT R —% (95% (S HEX ) TEARZ
257975 A (L/hr) 23.1 (21.2-25.0) 32.4%
SIS DA N A NY))
AR (L) 109 (102-116) 23.3%
28— X2 MNEOD
210752 (L/hr) 3.50 (2.95-4.05)
ERi= VA AV )]
StEERE (L) 44.3 (33.8-54.8)
MRIGEREE L (1/hr) 3.07 (2.55-3.59) 136.7%
WAIXD < 7% 4 2 (hr) 0.436 (0.422-0.450)
TEENZ B 37.3%

7B HEERARGHRE & CHRFRRD0.2mg/H % U0.4mg/
HEESHIZBWT, PEELEOFEEEERVEEOERE
BETOERRBIE L5715 100,

) RENO AR S N7-HEIF0.2mg/H. #REAT725E1E
0.4mg/HE THEHETH 5,

17. BRFRRRIE

171 BHERVREMEICET 35

17.1.1 BRE DB S bR B _S5RHEEER
BIEBREEEE 781612 NREL T, £ 347252 0.1mg
Z1H2E 1 2BEMEORS T 2R 2 £ Lz, FEMIEE
TH 5 LEM B2 0 O EGFHRAZE MO SHIE ST 5B
RIZBWT, 13872 F Y U BIZ TS ERBIICH LAER RN
EHEZR Uz, £720 1HH 720 OFEHREIE LR 1 H 7>
D OFHRBETEEEIROESHIEICN T 2EICOVT Y,
TS ARBICN UEBRWEREZ R L 18,

SFHME T AEERZE 4 p<0.05 [vs HEHIE]

W3) SR IHEEE & b EAE ()

17.1.3 ENE iR SRS HR
BEBBEREE ISP EHRE Ly 1 357 2522 0.1mgk
| H2E I EMEORS L, 20REREEED (2, B8
Bz 347 2+ >0.2mg# | B2E52MEHEORE L,
HWEFIZA 47 2+ 20.1mg# 1 H2EI40EEZE O 59
BREEEM L. 0.4mg/HICER LR, LARSZ D0
HFRELER. 1Hb 7 O OFHPRERR O Hb 70 OF
R ER O SRIEICH T 2 BILI B L T REAR
SN, ZOMBIFOAEME (HRSLEME) FTHET 5T
EnHEFEE N2,

BIERIRR ORISR & 72 > 72435121551 (49.4%) 1< HIfER
(EFRREEORE & & 1) A3 5N, HEFIZ1826IH]114

Bl (62.6%) « FEHEEFHNI253FIH10145] (39.9%) TH -7z

2 BRI RO TIE P EARO7H] (53.3%) o (BRE34f
(18.7%) « FEHEHITILOINEIROTH (26.5%) . [EB25H]
(9.9%) TH-71-20,

BERHKRSHE 0.4mg/H (BEE) CToORE

2appe | CLITE
WEEE | RSHES | 12EME | CEE12 | o=
B | A
QiR
TR 159 159 158 159
é’iﬁgﬁ’%@%@ 1401 | 2292 | -69.97 | -79.30
A A #it# #it# #i#
i oy | %1329 | £75.02% | 42,037 | 4101




“ 2ane | OO R
WEEE | RSAE | 12WRE | CERI12 | gl
BRI | 5 g
%i?%%% 11.86 -0.82 2,03 211
e | 244 | £170% | £201% | +2.06%%
l,ggggggg 496 2367 | 5858 | -65.62
vt +2.00 | £43.20%# | +4025%% | +38 60 ¢

FHE +EREZE #44# 0 p<0.001 [vs & 5HiE]

CRREE  B5 1 2EBORERICENT, BEDE
PO W NORERS EXLOES (1HSB - ) OREY
EEOTHEE : 0F (4%) . 1HSB7% 0 OFIIHR
B4 : SIERE. LEMS D OA I RAEE :
B (M%) ) 223 2V0BAEEEIC, BRIEYE
ﬁﬁi%%ﬁ%tﬂ%b POWBE LR EREL
TBEICHEE Lz, 72720, BE12B%OXRGERE T
IS RED O BIER AR L SBeE. B LA
F_ halt'all DY/t

B GRNIAFHHIEE &b EHE ()

18. EEIE
18.1 {fE#& R
BEREIAE IR, 72 F LY VICkDFERS N, BEEREHO L
2AA) VETEFILT) VRBEET T YA TM3ENH LTV
ZEPHIENTWA, £z, BtOWRERER»P6OT7EF LD
U VB L AAY VTR FILT) VRBAEY T Y A ML
FEICEDIEESND EEZON TV,
A3 T F ¥ Rin vitroll BWTZBAEY 75 4 TM3IKR S
IR L THETERZR L. BRICBWTIEMIERICEK 2 7
TFI Y EEEEDNE] & M3FEHLIC & 2 BEREEE A ICE I HIE
FHAETRT . EERIRO 73 WANH I e BERE O DGR I HI /R A5
FERETICERLS . BRIRICB T DR OFENE ELREMEICHFS LT
WA ENHERESNB 2,
18.2 LRAVYHMTZEFILIAY VEBHY ITIALTICHT S
fER
18217 FRUOCELEY bOFHEBERZHVTESE
(M1) « DE (M2) RUEEE (M3) I8 A2LZAHY U4
7 I= X MRS B IEFUER 2 15 L7253 DFE (M2)
ICHARER (M3) ROBEE (M) IEWERIERZTR L
(in vitro) - & FERBEMIEZ. LAHY VETEFILIY >V
FZHRMIHT BIEFUEFRZ RS LA -7z (in vitro) 23,
18.2.2 SRR EAFTBICB VT, Az NARH Y UREK
YT YA TML M2 OMBIZR g BIETUER 2 #ET L 725 3R,
M3KR UM ZBAICEBIEZR L (in vitro) 29,
18.2.3 7 v MEHBEMOMIEUOMIZEAKICER L7 F )L O
U VR O BEM NG IR L CIEI R AR L. (in
VI'ZTO) 23) . 24)Q
18.3 EEREICXE I B 1EMH
18.3.1 T v FERFWEHI B W T, EERIRENIGE = B 21ikF
FICETR S 87225,
18.3.2 5 v b ZHWVEBENIBWT, ALNIT—LICKDEHERL
BEREEORD %, AERERICIIE Lz,
18.4 BERER S
18.4.1 v MRV B W T, AEIRIBEDEINEIER &
FVIN I — UFIEER S & OFREIE. oK)
UEBRIEICH A0 RE L A 347 2 F Y VIdE VL EGE
REZRLI2),
18.4.2 7 v bDEY) ZIKKEE % F 7 ZEHEERAIFS RE D FFA I B
Ty A 397 2F Y OMIZEFETERIC K D Z2 /R
HEASPEE SN A ATREME B L EHERI S 25,

19. BN BT B EBLENAR
—AREEHE : 1 34 7 =3 (Imidafenacin)
{£3¥% : 4-(2-Methyl-1 A-imidazol-1-yl)-2,2-
diphenylbutanamide
Ca0H21N30
319.40

#4)

15)

2FR:
nFE:

% R ARORERGEREOIRTH 2.
Eefe (100) 1B T < NN-YVAFILELVLT

IRXBERAY ) = NIZRRBEIFPTL, ¥ -

(99.5) IZRREITITL K, T M= MYILIZIET
12K L, IKITIFEA EBT 0,
BE
H:C
}:N
N J
NH.
(s
Al g1:192~196T
20. WL\ EDES
(OD$g)
7L IO —EREREERIE BEERITRET S E,
22. A%

(M= 7Y 80.1mg [JG] )
100$¢ [10$E (PTP) x10]

(1297 1+YOD$0.1mg [JG] )
1008 [108E (PTP) Xx10. EBHIAV]

23. FENHR
SH A, fih, (fE R
BHTEA, fh, FERESE. 2007 ;23 (4)
HNER EYENRSERE (580.1mg)

1) E# 2011 ;27 (2)
2)
3)
4 HNER AEMENRSERE (OD#E0.1mg)
5)
6)

:171-182
:1249-262

SHZE, fh (ERRESE. 2007 ;23 (4) :273-285
Ohno, T. et al. :Br. J. Clin. Pharmacol. 2008 ;65 (2) :
197-202
7) BEREAERE A ORATE (V) N RSE - AT — 7 T8 2007F4
A 18HKER, HFEREIE2.6.4.4)
8) b MAEMAFER AV vitro REE (V) b REE - AT —T
Z 4t :2007FA4H 18 HAKRR, HFEREIE2.7.2.2)
9)Kanayama, N. et al. :Xenobiotica. 2007 ;37 (2) :139-154
10)vANT VA (7Y b R§E - AT —7 T8 :2007F4H 18H
R, HEERIE2.7.2.2)
11)Ohmori, S. et al. :Drug Metab. Dispos. 2007 ;35
(9) :1624-1633
2) BHZEH, M (FEREEZE. 2007 ;23 (4) :233-248
3) BHZEH, M. (EEREZE. 2007 ;23 (4) :263-272
14)Ohno, T. et al. :J. Clin. Pharmacol. 2008 ;48 :330-334
5)Hasegawa, C. et al. :Drug Metab. Pharmacokinet. 2013 ;
28 (3) :203-212
16 )ﬁé@ 2WT (7
AR, BEEWEE)
17)Homma, Y. et al. :Int. J. Urol. 2009 ;16 :499-506
18)EIEENEEEE WY 27T RBLMIER 0 ¥R v %
RRE U7 Z e A — E SRR R LA TR R e sR (v
U N REE - AT — 7 T8 :2007FE4 A 18H AR, HEERMIE
2.7.6.3)
19)Homma, Y. et al. :Int. J. Urol. 2008 ;15 :986-991
20)EEBBEMEE ICN T A RAKSHEER (V) MR- X7 —
7 7% :2007FAH 18 HAGE, HiEERINE2.7.6.3)
21) g, 1. 33 &A%, 2009 ;37 :909-930
22)/MRSCER, i HAHERBEREFEE. 2007 ;18 (2) :292-298
23)Kobayashi, F. et al. :Arzneimittelforschung. 2007 ;57
(2) :92-100
24)FErbEE], fth.  HARZEF MRS, 2008 ;131 :379-387
25)Kobayashi, F. et al. :Arzneimittelforschung. 2007 ;57
(3) :147-154
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26.1 BIERRFETT
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