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INVESTIGATION OF PHARMACOKINETICS OF CRUSHED
IMIDAFENACIN 0.1-MG TABLET AFTER SINGLE ORAL
ADMINISTRATION IN HEALTHY MEN

Katsumi INour, Takahiro SHITAMURA and Toshiyuki KamoTo
The Department of Urology, Faculty of Medicine, University of Miyazaki

The crushing of tablets and opening of capsules should not be performed without proper care, as these
actions may adversely affect the pharmaceutical release mechanisms. However, various clinical
circumstances occasionally necessitate these actions. The long-term stability of the commercial formulation
of imidafenacin was confirmed after crushing of tablets.  For the safe administration of crushed imidafenacin
tablets, we examined the pharmacokinetics of crushed imidafenacin 0. 1-mg tablet after single oral
administration in healthy men. Plasma concentrations were measured in 6 male volunteers (age, 33.3 +
10.6 years) orally administered crushed imidafenacin under fasting conditions. Imidafenacin was rapidly
absorbed and plasma concentrations peaked (Cyay) at 414 =108 pg/ml after 1.5 h (T, ; median), after
which the drug was rapidly eliminated with a half-life (4,,9) of 2.8%0.3 h. Area under the plasma
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concentration-time curve (AUCy-10) was 1,680 %334 pg-h/ml. There were no significant differences in
Cinax> Tiax and ¢ /9 between the crushed and tablet medications. Thus, crushing has almost no influence on

the pharmacokinetics of imidafenacin. Consequently, this study was made available as information for

patients requiring crushed anticholinergic agents.

(Hinyokika Kiyo 57 : 677-681, 2011)
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Table 1. Plasma concentrations of imidafenacin after oral administration of crushed imidafenacin 0.1 mg-tablet in
healthy men
Subject Plasma concentration (pg/ml)
° 0 hr 0.5 hr 1 hr 1.5 hr 2 hr 3 hr 4 hr 6 hr 8 hr 10 hr
1 BLQ 59 284 399 298 253 177 118 66.7 44.5
2 BLQ 64.5 328 597 447 292 213 130 82.8 51.8
3 BLQ 105 332 362 311 211 162 93.2 57.3 30.5
4 BLQ 229 274 280 248 192 156 83 50.6 30.6
5 BLQ 240 463 401 380 348 254 175 101 72.7
6 BLO 147 333 382 335 274 239 121 67.3 42.1
Mean — 141 336 404 337 262 200 120 71 45.4
SD — 79.3 67.5 105 69.4 56.6 41.3 32.3 18.3 15.7

BLQ : Below the Lowest Quantification.
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Table 2. Pharmacokinetic parameters of imidafe-
nacin after oral administration of crushed
imidafenacin 0. 1 mg-tablet in healthy

men

Subject Cinax AUGy-10
No. pompy  tmax (r) e ) o
1 399 L5 2.8 1,527
9 597 15 3 1,919
3 362 L5 25 1418
4 280 L5 2.8 1,301
5 463 1 3.2 9,191
6 382 15 26 1,733
Mean 414 14 2.8 1,680
SD 108 0.2 03 334

( pg/mL.
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Fig. 1. Mean plasma concentration of imidafenacin
after oral administration of crushed
imidafenacin 0.1 mg-tablet in healthy men.
* The data of tablet medication referred to
literature 2.

3) BWEEG LSRG TOA I 5T 2 F v v EYE)

RED i (Fig. 1)

WA & BRI G RO A I ¥ T = F v v
MAEEOHER % Fig. 1 1237, 20{0HEER A S 1412
BICA I 72532 0.1 mg §E % 22EIRE I LR
B HOFEYFEEDHRE TIE, Thax OPIAEAN] . 5
fl (1.0~2. 0[5 ), Cuax 471 * 108 pg/mlpg/ml, 4 /9
132.9=0. 2B CTh - 722 BTk GHROENEIES
COME ORI GO R E KT D L, T &
PPRIZIERABRET, G PR PEVETHS 72
B, AEELLOTIEZRL (p=0.19), FHIERZT
DIMHFEE D FEZEII Do 7.

£ £

PPN HRERSEAY S L, milins ~ & 0 R Wik
TR % o 7278, AL - HE TR O LIPEN HIESED
WETEIREZ © 7 A WHBE TS 2 LSERIHET S 1
FOMBEICER TS L bH DY, fH 4 OB TIREEIC
IS L7 REHED TRV LEEZR HND. HEHIR T
7 VA bioavailability @ # £ %> ElIE I O ¥ 2 ik

FMEOMm e EORMEFHERINS L) ISKEF ST
Wa7eo, FHIE L THBR S 72V OREIC & 23
HAIATH) RE TR AW, BEEWIHET TE 2 WEE
RN E G THET R MR A, SR HE
HAZLIZE DL WA IR G EE 2 5.

L3I 72F T VELAN) VREEST I A TT
HDH Mg & M) ZEEOBIRMEDE <, MR A
BEEREA V720, BIERSSEASNERE 7o) &
EHRTEN -0, EELTSOL RSN TS
oy vHTH LY,

WA G- ORI L IR0 HE o B2 e
DB SMETH Y, RBEEANS B\ T EA RS
OB L ) NBEOEEIBEENEY . 135
7 = ;T AICEEA & FLER IR TR IS EIRE N
FOCTCI0HMEE LTS, @, BRIZZ (LR, A
I T2 F T UEREDION L FEIHER S, §E
I R O W P2 02 e P ATHERR S A (VbR
SEAEPIERD), & S TR 3 B & 4 O
HeEdlfliNaEs Th bR EMHER G128 L - 8%K & &
AOND. LHELEHS, 4357 2FY vpitio
FWEEEICBE T A 1R <, BRBHE 53k
WP 512 & 2 MBI RE 2 a3 2 LMD H 5 &
FZ, KWtz Etm L.

I L B H134.6% &Ko 72 SERIA IS
7 =T v OKNBIREIS MR S A= A388% T,
40% 2SHFIE CHI @B R R & 20, 5219205 £
TITRT66%, FHIZ30%HEES N7, BHSIEA
I T7x2F T 80,025 0.05 0.1, 0.25, 0.5mg
O BRI GH D T O P IAEIZE 5212505
NFWFNDL1.5~1. 8T, 2.6~3.00H D #,y T
WEL, Aoy s) 70X, BRTOnns
FE7 EOBYEEE N T X — & — L EHEIC X LT
Lrolz b MELTWEY . SE 0BRSS %OEY
FIRERZ AT D, Thax B Lt 1 ZFERNIEG LA
EIRIZFEMELEE R L, B SR O G DRAHE
(& 597 pg/ml T, FERFETEED Crax DRAMEIL 737
pg/ml B2 5 LDTIEAENP-72Y. 2D L) 2
tmae /2. Cmax & D SR G LT IZFAERETHE
LEIBDO LN o722 8 L0, Ao o REE
D2 P57 <, SER) & [FAR 2 fE a8 C i A R L
WEL, B X 2EYBENOZBELITI L AL
bDEEZ BT

— M2, FEEE CIEBEESET L TR 2 et
%, MIEZHRROEGHb BN L n, SEHIEIRUC
H7zo TRBEMERZ T T LB L UOTAER Y%
BT ALENDH L. AFTORIY - RIS BIGE)
BETOA IV T2+ VEOEERLZOIETI,
178 & FR OSSR IERE TS <Y, 6 BlO65HE
P Eo@EmEoA 257 2 Y YEEOFEYEIRED IS



680 WIRAEE 578

2BV, AEHZIDRO LN 2 h>72000, JE
T & RT, T OFSHRAEAS] . OFFRT & 455 L
Coax DI 2 TH D2 Bl H OEWEIREDH A 5
DHEERHGOFEBIZIEEILEL LN,

1357 2+ Y ORERROFEBHE =KL
BIWZHEINS % 25, BN I B A R & AR 912
WET L' BERSETIIEEMEICHES R W
T4 2 AR B 2 WIEBN I R G S
LAY ENHDL. IMOSLOMETIE, (IF 7)Y
YEF®ETHD 0.2mg/HEKG L72435610 5 b+
S BRIEDTE S N h o 7218261 (41.8%) 124 L
TO0.4mg/HIZHWEL-E 25, 0.2 mg/ HEGHkHi
Bl & B EOREROUE L RO T-—T, LN
e EORERRREBIFEI 2 2L, @ERET
DHEERZO OGPk & 7o 7 ER % 2861 (11,
1%) 2B 72V o Xd i, BEMEN ST E
BEHBERE 2 DEMDH DO LT, @HERETDH
HERROZOIHGHG TELRVENbH D, HBE
DY A\ IMMHI DL EMEH &= TOFG A MG S
5. A3 7 xF YV IEEFEEOYED 0.1 mg/HD
BGACBWTH 7T L RHE L Ll LGBl e R i
WROBBELRUE/ESRE SN TVD LI, MEK
Bo#nod, KHEHS THHRBENRGIIFTE S
HHTHL, Lo T, HkEEiGeEkEs s
WCRA I T 72Ty ERREL, MRS ei
ETAH T LI XD IVEH O & BRI R OHEREDS
METEbDEEZOND.

F 7, AN, ERCFLAIE S L TR G- O R
b, NROFITY) PG ORGERE LTRE
7 b DI B HEES TSN, Foditay »Hlk
GoFEEERTIHEZL L, 20D, K5
BHEEICAE D TEREEREREEDOBETA I 2O
RSt LT, EEREEANOEREK T OB EERIC
TEBREGERE LT 2Tl A X2 7= v
REBTOERY YR Eofia) YEIOPSETD L
ENTwRY . NEEEBERICT LTV 7T
Y OB R B SN N I B BB
LCEYEWEHO T3 ) Y HINOF .
LALAAS, BRHERO IS KEE 2 720, /AR
DOFIEEHE L2EEMIP R, wihohta)
CH S AFRTII/NBITH T IS IEFRO STV e n
DOPBIRTH 5.

LBl DOMENLE AT T T D22 5 OWE Th 5
B, A IT TS RS O REES TR S N
7o LA L, AFORER/NL - BEE TR
NERBZoZMAEELZRTITREES H L7720, /N,
B - B EANOBRRRSIE X Y EEITIRE ERD
N5, FERTED BN A D 7 /N BTGB
BEIHRLT, 4357252 OaEEZAEBIC

1275  20114F

B 572 ADHEE SN, ZEEOFEDPHIT
SAUL, CRERAGIZ IR RIS EAE 19 R0 B PR R
BRHRRZERIZH L CH A 357 2 F ¥ y ik 508
WRETHLEEZLNT
& B
fia ) YHoOBRREG 2 LEE LT EH D%
PHITIEL T 5. HTIEAI O IR O R 2 e
PHERSINTWHIa) YHELTAIF T2 F T
MDY, TOmWIRG OV L HEYBRE & D
7o WA I 7222 0.1l mg & BAHEOHRS-C
(&, RIS 7o REE O 2R B R L Bk
FGED Cuaxe Toax & liy2 % EOSEYBEILEFE D
BRI G L IZIZRR R CHh ol A I35 T F T
FEDMIAR G- 13T DIEMBEANDOFZEIIIT L A LFED
T, BEIMITTESbDLEEZ LN,

X [N

1) REZHR, HikFHEs, wkEh, 32 JERICE
I HIEERINIE. HPFRIEERRE 14 © 266-277
2003

2) BHIEM, HEE S PEE 325 : Imida-
fenacine (KRP-197/0N0O-8025) ¢ £ Iy &) fg &
Bf—TImidafenacine $E 0.1 mg O ZEIEREB L %
HAREIC BT 2 ANENRE, 725 ICAFHORE
ORRI—. BRESE 23 : 273-285, 2007

3) AR, BWET, A2 TE, 13 DREN
gl dEA - ITEEET Lo TARLR TV
FI 2. EEAREE 49 : 90-95, 2009

4) Homma Y and Yamaguchi O : A randomized, double-
blind, placebo- and propiverine-controlled trial of the
novel antimuscarinic agent imidafenacin in Japanese
patients with overactive bladder. Int J Urol 16:
499-506, 2009

5) HEBESE, &13£E BH B (130 SEHhE
BLOT TR VHIBE OWRIZB LR Rk
g2 21 37-42, 1995

6) B, KAMPILE, ZH S 134 : Imidafe-
nacine (KRP-197/ONO-8025) 045 1 AH i R 5
—EHER A IZ B 5 Imidafenacine H 8] 5-F
TEMB L CEYH RO — REHE 23
233-248, 2007

7) Ohmori S, Miura M, Toriumi C, et al.: Absorption,
metabolism, and excretion of ['* C]imidafenacin, a
new compound for treatment of overactive bladder,
after oral administration to healthy male subjects.
Drug Metab Dispos 35: 1624-1633, 2007

8) WhAMEHE, W mI MAKZ, 3wl - %
HamE B BEREE BT 21315 72T
Y DOERNE L A VEOME. WIR SR 24 -
639-648, 2011

9) B, ZFH A, FEASC, (Z2 : Imidafe-
nacine (KRP-197/ONO-8025) @ 3 ) B) 18 3 B



10)

11)

12)

Lk,

—E i E BT A Imidafenacine H. [A]$% 5- 1 D %2
@B LU BEOME —. MRS 23 : 263
272, 2007

Homma Y, Yamaguchi T and Yamaguchi O: A
randomized, double-blind, placebo-controlled phase II
dose-finding study of the novel anti-muscarinic agent
imidafenacin in Japanese patients with overactive
bladder. Int]J Urol 15: 809-815, 2008

W Mg, Kijzk: 43572y viEgER
P-EBR. S LB 37 0 909-930, 2009
MBS D T ERERAERE E QBRI A
TA MENERE - SO FHEEIC R TR

13)

14)

Eh A3 T72F v - BHikS 681

RERESEDBIET A N7 4 >~ #IGEIENZE T 1
NI 42, pp68-76, 77 v 7 T x VXTI Y
Y7, R, 2005

NG, RERER, SR, (3 NEOE
R ISR T ans By ) 722 0D
FEREER. /NEER 63 : 2027-2032, 2010
Bolduc S, Katherine M, Genevieve N,
Prospective  open label study of solifenacin for
overactive bladder in children. J Urol 184: 1668-
1673, 2010

et al.:

Received on May 19, 2011
Accepted on August 19, 2011



