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7.4 BF1HLEO.625mg X AZ WAL A S MG L, Aaet: % 5
BB BICHER R R RET A2 L. [1.2, 15.1.2 31H]
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15.1 BRER{ER ICE D <153

15.1.1 BEMARAROBETIE, WMOEHIZLLETFH 717 F
VoRIEAEYEBIC LI ENHY, Tz, WEHEOT R
L) YL BERETRIRDPERONL WL EDRDH 5.

15.1.2 HARNEMOAEEE 2350, AKRHE RO & 3%
70 % A ) (1H 10,625, 1.25, 2.5 135mg DB TH
AR TEMS N T T AR RO EHERLRRBE T, £
SN H Td A O R O BRI & 258 C U OAEEALIC
LB ABEIZBWTERAD T Z 2RI 5 HEE IR Sz
Mo 7a[4 X MBI AHIFEL3/10060, 7T £ K HE14/100
Bl N — FH(95%FEHIX ) £ 0.93(0.44-1.97)]. Z»9H b
OGBS & 2 AR NIEAHIREL2H, 77 2 REEIFL [0l
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16.1.1 RIR#RS
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16.1.2 EMFHIFREMHER
vy 7ruou— )V 7 < Vg2 5mgl 73] i€y FTou—
V7 <OV SEsmel TN 8 AL V7 — FEE2.5mg i A A v
7— Mgdmg® 7 B AL —N—HIC X ), ERASTICER
FhlgE(¥y 7o —) 7<)V & L CT2.5mgidbmg) &t
FHEREORG Ll R LRI E 2 E L, 357z
WEhE N7 X — % (AUC, Cmax) (22 TI0%AE X B THie
FHBAT 24T o 728454, 1og(0.80) ~log (1.25) DHPANTH b . M
H D W RS EARERR S 72

(Ev7oa—iv7 v VEEsE2 . 5mel 7 /3])

HENT A =% BENT A=Y
AUCo-1s Cmax Tmax Tz
(ng - h/mL) | (ng/mL) (h) (h)

vy 7suono—)

7 < )V $E| 169.6+14.9 | 12.01£1.40 | 2.3=0.6 8.40+1.15
2.5mgl 7 /3]
AL vF— 14
fv7—t& 158.7+14.4 | 11.54+1.18 | 2.4%+0.5 8.49+1.42
2.5mg
(P = BE#ER 7, n=16)
14 r
12 r —e— ¥y uu— 7~ Vs 5mel 78
. -0-- A4 Y7 — ME25mg
3 T+ B, n-16
=
-
+
®
=
0 . . . . . . N
0 6 12 18 24 30 36 42 48
P 5.0 (h)
(Ev7O00—Jv7 < IVEsEsESmg[ /8 ])
HE 8T A—=% BEINT A%
AUCo-32 Cmax Tmax Tz
(ng - h/mL) | (ng/mL) (h) (h)

vy 7uoua—)i
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E MAGER ST SR AFIE26~33%TdH - 729 (BRI S # i,
mn vitro)
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FR B4R H 2 TR EISF O BFICE Y Tua — L 73
fi10mg % 1 H 1017 H [ BSR4 5 U 72 IRy o I HE i B8 T O
RN OHEIEER & F, R ASHI D 2 & R L7z, &
HIRTE T D d R I HP O BE T OV AR LR i BE A, AR HE R A IS HE X
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(n=8) (n=11) (n=3) (n=5) (n=13)
ERRETORS
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I EE (ug/L)
SEHIREETORAL
. 11+1 32+4 - 19+3 22+3
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I 1 5
£R7VTTYR 14.2+1.4| 7.8%0.6 5.0+1.2 |11.9+1.1(10.8+1.2
(L/hr)
BRI (hr)  [10.0£0.9| 18.5+1.7 | 24.2+2.4 | 12.5=1 |13.5%1.1
Mean + SEM
a: Py L7 F=r )75 v A28+ 5ml/min
b: 7 V7F=r27)T 7 AiZ<5ml/min
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17.1.1 ERNE THEHER
P (Rt - Abeth) D MBI R E 2RI, v Tuou—
7 < Vg2 .5mg/ H % 2845 (1) - JEEM - FERTED . =
D%, WEHFAULELHE SRR LYYy 7oua—Lv 7
< VN2 .5mg/H. 5mg/HOWEFRIZEN T, HIZ2H %
H U722 0 5 v 2t - “HEW - BATEERIIED)
vy 7uu—) 7 < Vg2 5me/ HE 552 BV T, B
TREO24ER AV & — LEM OV .05 (Mean =SD) &, %
HBgGwT & iR L CHERIKE AR s 7z,
B s B & HIE S 7 R O iR R I (5 L) K OV 23 1
BUFAE Y 7unu—) 7 < Vigismg/ H¥ G510 248 H & v
& — LB O OAEE. 1S PRGN & i L T2
TR CTEARRMT AR S NY,

(1) 24B5RARIV 2 — LDERIOFES LEB EZ{LE © $1H#12.5mg/ ARG
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B FRIRE 74 94.6+14.0 /455
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(Q)EEHFDEEHEINAHBREICH T B24E/EKFIILE—LER
DOFELHEH ETLE  2.5mg/ Bkt 5 (E188. $2HE B
2.5mg/B#%5). 5mg/Bi%5 (551482.5mg/ . $28A5mg/ Bi%5)

3.0 4118 (Mean # SD)
2.5mg/ H #kifedi 5- 5mg/ H#%45-
(n=24) (n=24)
B ERIRE 97.9+12.9 1/% 99.8+16.8 /47
S LI T (RIS IR 87.3+13.3 #1/% 85.1+12.1 #1/%"
SE2MIHE T IRy 86.5+11.2 1/% 82.5+10.7 #1/%

-11.4+7.4 /% -17.3%12.9 /%
LGRS 21 TR | (p<0.001 paired th5E) | (p<0.001 paired thiE)
FCTOE LR LSmean!2 360 < $55- e 2= 03 2 il (95%C1) -
-5.0(-9.5~-0.4)1/%5

EUPRT (BN S8|] -0.8+6.6 11/4° -2.6+6.0 #1/%
AR T E ToZALR | (p=0.565 paired thi7E) | (p=0.045 paired th5E)

18. ZEhkrE

18.1 1EAE
BRI VLT ¥ & T= A TISA (PRI A &AM R 5 )
37 <L BIEER, PUOENER ., BUANEEIR (O S A G
TEM % R$Y,

18.2 B A{AEIN

18.2.1 B2 AT T A HAEORKIZE VT, ¥y Foa—)
D PrZFAR (A R (xS 2 BRI B2 R (4 i) 12
L2, 77 /7 a—)vidd. 4. A b 7oa—vid5.2f%
THO, ¥ 7aa—uiskd fulitrmr- 7219,

18.2.2 1 PHEMEAZE B E (IO mg M mIRR T 5 L 72 & & iU
DI BT L2280, I m. U4 LI
BREEIZZL L e 2o 721,

18.3 ERE{EA

18.3.1 AFEPE e I FEAE FB 12 1 H 1M Smgd et L% 5 L 72 & 2
Ay 520 H X Y IR IIME. JRMmE & S ICEERIRT %
R,

18.3.2 AREME S MEAE B H IC1 H 1 Mb5mg. 7H B IIHS- L.
MEHNZEBIC T HEE AL E A, DURIIE, JERN
ME. DA D72 D A B LU ARS S 7z25, i
JEHNZEB) Y X L1380 Sk o 7217,

18.4 HIOIESER

18.5 HIAEENR{EA
LV B C 1 H 1RI5mg, 338 M BL L fest (145 L 72
EZAh LHBOBEA. PQRFHOIER & & 12, IAHGHE D
WADTRD BN

19. B SAICET 2 IEEZRIF R

—fik4 0 ¥y 7 au— 7<)V (Bisoprolol Fumarate)

1L&44 © (2RS)-1-(4-{[2-(1-Methylethoxy)ethoxymethyll phenoxy)-

3-[(I-methylethyl)amino]propan-2-ol hemifumarate

573K 0 (CisHaNO1)2 + CaHaO4

53 1 766.96

R Ao UEREORETH L, KLiEx s /-
IO THETRT L. =¥ 7 —)v(99.5) IEFEREE (100) (2
BRIV KB A—=10) 3hEetE %2 R & v,

HOOH
CHs VQ/ © AN T e
CH
e o™ '
2
KO GUR I
22. ‘@

(Ev7OoO—iv7 < JVEEESR0.625mg /3 ])
1008¢ [1082 (PTP) x 10, #Z#HAIA Y ]

(Ev7OoO—Jv7 < JUEEsE2.5mgl /3 ])
100%¢ [1082 (PTP) x 10]

(Ev7OoO—Iiv7 < IvEgigsesmg[ 7/v])
100%¢ [1082 (PTP) x 10]

23. EEXW
1) BHLEODLEEO R VARKRIE - BISIHEERE S AMm
HNOFUI R MEE ¥y T — V7w VERE 12
M OAEDBE N
2) $aAR AP At JRAREZERIR. 1988 5 22 @ 5790-5798
3) AL AW R S R
4) Leopold G. :J Cardiovasc Pharmacol. 1986 : 8(Suppl.11) :
S16-S20
5) Biihring K.U. et al. : J Cardiovasc Pharmacol. 1986 ; 8
(Suppl.11) : S21-S28
) Horikiri Y. et al. : J Pharm Sci. 1998 ; 87 : 289-294
) Kirch W. et al. : Clin Pharmacokinet. 1987 ; 13 : 110-117
8) Yamashita T. et al. : J Cardiol. 2013 : 62 : 50-57
) WP NSRBI U5 S . BRI E 2021 @ C-4277-
C-4281
Manalan A.S. et al. : Circ Res. 1981 ; 49 : 326-336
HIO R il fi5BReeRl. 1989 ¢ 25 1 296-304
JHIEDS i : JEAE & IR . 1989 5 23 1 981-989
TR = i1 @ ERbk & WFFE. 1989 ; 66 : 2285-2294
TR = Al - JEf%E & BEIR . 1989 ; 23 : 2395-2407
AATEIT A« Bk & k. 1988 5 37 1 2033-2045
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26. BOEHRTTERES

18.4.1 JHEPED B WG RH L H 1F5me, 230 4 4061 BUSERRT

BEEGERE G Lo & 2, O - e (ORI E) 2°F
BUIERT§ 2 & & BT BROIEFENE MIE & BIR) VA% ) 4 1)
DE LB HHD iz,

18.4.2 L5 o7 VE sk CAE B \C L H LI 5mg. 238 [ s A5 1452 5
L. EHAMRRE Lol 2, H5HKST TR (Imm) K O H)
ik TORBOABARIERATED 572

TST7-IKIEH

EHEMAXEZRTTH27E8S
26.2 HR5e

HAERIEXRIASH

KEEHHRRXEEHNUTEHIES
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