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H1M[E1.25~5mg %% 59 5.,

7B, Fey ERICKD . BRAZEEICEHARIC, HBEE
BEIPMSLTD &V, T2, BEORFNINT 5 Kiptk
Ik, MRBERITEEEET Y. RERkS5EIZ1H1E
SmgEMEARNWI &,

CHERRME D EHEED

BE. RAIKIZREY oo — )L 7<)VEEEE LT, 1H1E
2.5mgRO#F%EG» 5B L. IRPAT7EHEICIE1IH]
EISmMgICEET 5. 2B, Fiw. ERICKVEEHERET 2
P BEi5EIE1HIESmgEBA W &,

7. FERUREICEET %2
GheEHE)

71 BEMAEIZSTH Y 7) F—<vOBETIE. alEk
R CHIEIEE 2T > - BICAKK 2% 5 L. FIC aEki#El
AT S E. (2.8, 9.1.9 2[E]

(FEEMRMERE. MOE. OEMHEASUE. SEiRME O EM
&)

7.2 BHDA2EAMT S2EETIE. BEOIA2ORERY
HEIcHE> 2 &,

(REEMBMERE. FOVE. DOEMHEERSMNGE

7.3 IR OEME 2 &0t A AR S IMERE. RIOED &
HEXIZDEWHINIGED » 5 BEICRET 254, IR
WOEMBOMEECHEIX1IHLE2.5mgh 5B T %
ZEICHEBELZET, BEBROEEL %5 MER DI,
FEREFIE U, FEHEZRET S &,

=1 )

7.4 B 1IH1E0.625mg I HE ICEHE D SBB L. BAME
PRICBEBICHBEEZRET S &, [1.2, 15.1.2 &
Ha]

7.5 2L EREFE L7258, BE5Z2HRT 510 AEK
UHEBIRE->T. BHEE»SBHIBL. BRENICHEET
Z&,

8. EEREFRIEE
(GhgELE)

8.1 BHENEMICHZZBEIE. DHEAERE (IRIH. ME. O
BX., X#ZE) 2 EHICT S 2 &0 BIRSUIRILE DRE
RAyDHSONIZBEICIBEIRSZ2FIETEH &,
F7-. BRERSUT7 b U 2ERHT A E, B
FERE. BRERE. MRGFICERIT S L.

8.2 HiUta (Fu 75 ) u— L IEEE) FHP ORGSR
EFralckEsesdIiEL-EE, ERAENLEZD, D
HELZEZ LLEFAIHESNTWSADT, KEZET
HEEEMRAICHEL., BIZ2 71752 &, £z,
BEICEMOERZ LICREEZFIELEZWESEET S
& BRNEDNOER. FIZIIAEIRTHREG T 554
TH, BICEBZCBLWIRRAKEOREERZ2T A &,
(9.8 2R]

8.3 FITHT48KMITHRE LW EAEE LU,

8AHFEWV, LK6DEFHOEDLNBZIENDHBDT. KRAIHK
BrhpBEE (BIcH 59 I3 B8 HEOER S G & 0
MM EIRIET ABICIIREES RS &

IS

8.5 BHLAREBREICHRET B, AR OBRSHEKR
VBRI, ARTTHRETHZENEZ LV, [1.2 5
&1

8.6 EIEBMHOLAZEBEZEIINT 2ARAOHKZE TIIRFICEE L
BEHZEITLOT,. HEMHAUVERRIIAR N TRS
IT5ZE, [1.2 3]

8.7 KOS K CHEEIIX. DAZOE(L, ZHE, 4
EHM, T, RME. HRIR. MUOREE O Z 8 K% OB
BEOBEASEIDPTVDOT, B2 01TV, BR
HEHRT L&, [1.2 28]

8.8 ARAIDH% 5L EERIC B 2 DAL REIFE O
L (ZIE, AEENS) 2D, RKEIOBRSHTICE
WITH DBEZ T2IITO 2 &0 DARREIKITEOE
b GRIE, AEENES)AH SN, FREME THEL S
ENZVIEHICIIAR ZEEEPIET 5 2 & KILE.
DEVWREDERDPAON, TrIF Ty o B
[HEHDFRBEOREIC L D EE L VWEEITIIAH 2
BWEIT AL, BELBIRZRK: LZBEICIE. AF2
BETBHIE, $7-. INSERIRENLT 5 % TAA
PHEE LAV E, (1.2, 11.1.1 BHE]

8.9 KFlOFEEZZICHIELIZEE, DA —EHEICE L
TE2BENNHAHDOT. RElEFILT ZHEICIE. &l
BE52RIEET, FAE LTHRAICBELPIET S &

. BENERZETIHEZEICHTIEE
9.1 GHIE - IEEZEDH D EE
GheEHE)

9.1.1 IEXME. [EZRNADBZNNDGDEE
REZZIESE, IEREZHBESEEBEFNFDH 5.
9.1.2 {EFMEMEE. IV bO—ILAToERK. RE

BERIRREDEE
MAEEICERT 5 2 & EIMFEDRTEREIR T 2 580k
EDORBHRRIRIEZ Y A7 LT,

9.1.3 BRIRPSHEDEE

(1) REZ2HEFT IBEICIIRAICEEBL, BE2 91017
AT &, BIlEEGzhiEd s L, ERZE/LSESZ
ENDH 5,

(2) HREDOHHBEREZY AT THIENH S,

9.1.4 REBEEEDH3EE (L1 / —EREE. BRMERT
EE)
RKHIMEOIEZMEI L, ERZELLSEZBENAD
H5

9.1.5 k. EEJOvI(IE)DHBDEE
DRBEERZMEI L. EER2ZELSEZ2BENDDH 5,

9.1.6 BECMEDEWVNES
MEZEFIENSELBENDNH 5,

9.1.7 BENRIVEDEE
TERZE(LSEEBENIDH S,

9.1.8 BEEDEEN IEEDEEDHDEE
ERZENAIIFHRSELBENDD 5,

9.1.9 BEMRRENF/NSHY T UA—<TDES
AR OBMBEICEDARICMES LRI HEDDH
%o [2.8. 7.1 ZI8]

CSEIRIME O EHIED

9.1.10 DA 2= EHT 2EE
DEEEREZTOE., BIE2+T0IT52 8. DAE
DIERZBEL S BB REMEN D 5. [11.1.1 BIE]

9.2 BikhEE=EEE

9.2.1 ERLBKEEEDG2EE
HEYOHRUAEE L, (EHASERT 2BZNDDH 5,

9.3 fFiksEE=EEE

9.3.1 EELITHREEEEDG2EE
HMONRBIBE L., (ERAPSHERT Z2BZNDDH 5,

*9.5 TR

TR SUEEIR LTV A AR D & 2 i, WwE LD
BN EEEZ LR 2 MM ENEBEICOAEET
BT E, BEICELTIX. BHMEAKRUBRIBDOIREZ 7312
BT L, o HEBRDIHEROREZ+2ICH
KL, FEROEME. BRIk, HARRZEOREISRD
SNTGEIITBEY 2 NEE2ITSO 2 &,

FRIC BB 25 Lz BEIC, BEORBAE., #
AROMBKINKE, RIR. WARRENTED 5Nz E0RE
BHb, £ BWER(S Y b, U F) CRIESEME (3
e, FHEWG]) ROHE RS (REEESE) PREINT
WA (ZREEY : 5y MNRIBTE8ME. 7Y TR T39M%.
Z v MIERTING) .



) AH OB AR R OSmg & BYIRENC B 1 2 (ARMAEIRT L 7o Bt
B (FEREmEREICEO e MEMAR) CoBIC Kk 5,

9.6 &AW

WELOERERVBIARBEOEREZEE L., RALD
M dhik e T s . BIER(S Y b) TR
FABITT A EPHESNT VNS,

9.7 INE

NREZNRE U BRRHBIIEBE L ThaL,

9.8 BlnE

MOBICERL, PEPSBREZHAT 2R EEBEZEOR
BEHR LAY SHEEBICRET S L,
c—RICBEORERFE LS AVEESATWVS, ME
EEPBIHBENDH 5,
s BIREODHE - DY ALBESHSDLNRT VDT,
COEIRIERDH S5 bNIGEICITRE RS %
ks &,
c RELZEITZHEEIR. BRLICEERT S, [8.2 2]

10. #8E{EA

10.2 HEER (HAISERT ST L)

A% R RAER - $51E 515 WF - fakRREr
ARBEAARE RN ot | 1 3] D A AR A I 4 | A 0 A VS AR (3R et
UIMHIAICVER (IR AR, MEAK RS |RR I &I /E ) % 58 S
ERCE - BHoEOLNBEENDH | ED,

LtV S %,

BEIDDSNIIGEE
WAl ORES L <
35 %2HIET 5,

*| MBS R A MUBERE NER 2GR Y| B T IC K D TR T
A VAV VBB DB, T2 | OF) =TV ED
A% R AERER (BEAR. F|MHIsh s, 72, K

FE) A2 A7 T 52| MERICHWENST
END B RLFYick4 T
MAEEEICER L. 2| 2 RINEEKRE ~ R 7
WO S5 NIIGEITIX|T 5,
AHNOEES L 13H#H%

Exdik3 5,

Catsial ®IR. BE 70y 7 M ER GOFE
RININVEFAETO Y 7E5H S | LR - REMMEHVEH.
i3] bhasZerds, bt E SRR TSR
INFTELEHNICIRIEEEZRE H) 2 RS Y 5. R
ERIESE L. BEGECTOENICYF Y Y A8F D

KBEZTV. BED BHMHEBICEERZ
BOLNIHEITE BT 5,
MFIDEES L < 3%

LExdikg 5,

DXy ) Z8IF IR, BE 70y 7% BN ER GO
VIAFTY |\ BHobNBIEND AR - ZEIMFIER)
AFINIITF %, FHEBMEIE 5, FFIC
2 ERRICDERBE % | Calshidl & O 3FIHFH

TV, BEEDPRDON|BICIZFEREE2ET 5,
2BAIIE. WA R
BELIZBEZHIE

I 5,

raYUEB =Yy, FrFXRya=YrEHIELL

1=} VABERIEEO Y NIEE, F LT KL

T7FRYAEE T Y RRAR (B8 AL FY) 2P RT3, B

gt F_LR)ASHERT 5| HERF EHHELTNVS

EBH B, BE, ru=Y ok

ra=YyEHRIET 5|1RICE D, affH

BEE. o LORFASHh, VAL

HlokSd bE@Ey) 2| E LR E28EIT, 77

WEZITH. FRY XY EREE H
5 [RIRk 72 STl S
ns,

3k

1

b ik

HEARER - IEETIE

WP - falRA T

75 A 1 HiRE
PR

Y UBYVE
A
TuhA U7
3 NIERRIES
75 AMPIAE
PiRA]
TIFvar
ERRE

i BE DR REHTH] (4R
k. RIMES) 25 5
bbb ENH b,

BRARERZBE L., 2
WHHRO o NIHEIC
BARAOREES L <&
#5z2H1ET %,

AN AR R (BRI A
FRENHIER) 2 Hm s
5,

JEZTaA M
PLARIERA

ALY RXTY
ML

A D B FEAE F A3 855
THIENDH S,

FEZAT O A REHRAE
Al MEIERER%
BTATURY TS5
VDR - Wz H
£ 5,

FEEERZHET
% ZEA
Fee FEF
T ERA

ReE(EF 858 5 C
ENBH B,

E A 912 1L E % I E
L. WAlOREZHRE
ERED

AN AR A (R FEAE
H) ZHEmE €%,

AT 4 AT
1-V) VAR
R A

T4 vIY)E
NiEREIE

T =% Ni§
fRiESE

ATy 1-I) v
B2 AR O 5
BIRRHICPFR T 5 L &E
Eo®RiRe L 7Tay 7
WROLNBZ END
5o

FiciRe L 7ay 7
ZH|EEITBENY
D5

1. BIfEA

ROBEWERANHE5DONBZENHLDT, BEZTIITITL,
REPRD 5NBEICZHREGehbd 5% SHEY) L NEZ

=t

iIT52 &,

11.1 EXEIER
110 D2 (EIEEFEOH G  SHEAH. BIELA2DE
#F17.0%). BEEEIOvVT. BERIR. ARSER
B(BMEEFORE  WINLHEERH, BIEOA2

DBFE -

VWIH B HHEAR)

[2.1. 8.8. 9.1.10. 13.1 ]
11.2 ZOftDEIER
(FREMBMELE. OE. OEMAIRGE. SRIRE0E

#hEn)
0.1 ~ 5%t SHPEANEA
TEERES BIR. DM, RILE. 8 |FE7av 7,
12, DEEERIIE DEME. Ko
TEERER R - HEK, TV, L6 |HEHE
&, 1B 6 A&, BR. AR
LR EHD, B, BEERAME. B | IR
Pk, BARIR
JiFfigk AST. ALT. YL >, LDH. |k
ALP, y-GTP®» b5
g - WR|REE. 7L 7F=>. BUN®D |
2 5. B, SR
e I T ] SEZENA
WEHOE L R Z S FE
AR B, RS
Ve
Z DAt BRI, FE. AR KON HERREE,
B YRR, DUBAR. T, L |BEgEo LR
U, CKo ER

L) B AR S IR SO0NE. D= M K O SRR O E 8 o
E N RHEBRORRZHDETHEE L.

(2HDTRE)
5%5L F 0.1~ 5% SHEEANEH
TEBRE IR DR R, BE [DEME. O
Javy 7, KM | =HEAE
E. BiE. s




5% F 0.1 ~ 5% SHFEANH
TEAERER| O FE WV (16.0%) . |FERFE - HERK, 5 |EE
WVBEL 5H 520%, RBR. A
AR
HLEs ED. EERAR  (MEH, BEA
B, BACRIE PRk, TR
JFF i AST. ALTO L |fFlEXR. U LE
L ~. LDH. ALP.
v-GTPDO LR
B - WR|IREE. 7L 7F BUNO LR, IR
5 = 2ONR ;) . SEIR
IR ES T I IR SEXENA
(11.0%)
IBBE i B2 & 5 SRk
iR Eail Al e
Z DAttt PERIR(10.0%) .« BTk, KRR | EE
IZHE(11.0%) .  |B&, R, DU
mERE D LR . LU,
CKp EH. HER
IR

TE2) BB IS BIE DA 2O BN RREE X D HH Lz,

13. BEKS

13.1 fEJR
BIR, BEEE70y 7, DAL, KRILE, SEXEN
AEDRHLDONBEZENDH S, [11.1.1 2]

13.2 @&

TREOHEYZUBZITO &,

IR, BEFEEJuy 7 b URBEKTNY.
AVTVLFY VIEBESORSERDENR—- Y T EE
HA35Z &,

s DARZOAMEE - FIRE, RO, MENEA £
RS9 52 &,

ARIE : 50A. FER. @REoRSCmBEESR%
HWHT S &,

cREXRENA AV TLF VIEREE, BRI
7374 KNSR ELIREA 2RSS A L,

14. BRAEDFER
14.1 FRIRZMHRFOER
PTPAZEDH#HAIZPTPY — b6 OH L TIRAT 5 &
HHFEF B L, PTPY— FOBRKICKD ., BLHAET
PEERBEARTA L, BICIZEAL 2B LU CHRIRRAS
DEELZAMELZHET LI ENH S,

15. ZDMDEFR
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b MIEEAICNT 2#EARIZ26~33%TH - 725 ([RIL 518
. in vitro).
16.4 5
EhicBwTEyFou— L7 v VEBIEORHEIZ. 7ILFIL
HISHOMH L ZDBILWRBEN DA TH S, €Y Fou—
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BEROFHEEREZ(LE | 2.5mg/B#EERS (5518,
$28AEBIC2.5mg/B%S) . Smg/Bi%5 (851812.5mg/
B. £28i5mg/Bi%5)

SEHDIEEL (Mean £SD)
2.5mg/ Hikfits 5 Smg/H#%5
(n=24) (n=24)
ESEdi 97.9+12.9%1/% 99.8+16.8%1/%
SEIHRT (I BE| 87.3£13.3H/% 85.1=12.14/%
2R T 86.5t11.2%1/5> 82.5+10.744/%%
-11.4x7.4%/% -17.3+x12.941/%

B 5 5211 | (p<0.001 paired t#5E) | (p<0.001 paired tHE)
THETOEE | LSmeanic &< B 5HHZEDOHEME (95%CI) :
-5.0(-9.5~-0.4)#1/%

-0.8+6.631/% -2.6+6.0%1/%
PO TR E ) - . -
COEILE (p=0.565 paired ti#7E) | (p=0.045 paired tH&7€)

B RBAEX11.5%(9/7861) TH - 7z, 1O LY
Juu—)L7 v VEEESE2.5mg/ Hi% 58O B 1EH &
v-GTPHENN2.6% (2/7861) D#HTdH -7z, F2HOE Y S
O —)L 7 v VERESE2.5mg/ B kG SR O BIEF
HEM AR H8.3% (2/2441) . HHFE4.2% (1/246)) TH v |
Smg/H#ES5BORIER L DB MG 2% (1/2461) ©
ATHo7o

17.2 BUSHRFTEEES

17.2.1 (ERRERAE
ARRETE T I FENE . BROE B O EE B AL 2R 5 8,8 1 845l
H. 65U LoERE ICB T SEMEARBEEIX3.29%
(97/295161) TH V. FRA (15 Ll E~ 65K 02 h
132.02%(118/5848fl) T - 7z,

18. FEANFIZ
18.1 {ERtF
BHIENE N B 1TV F TR b TISA (PRI 3SR 38
TER &7 < BEMER. FURERER. FIARIR (DE
SRR (EF 2 7R o

B LR T (BT

18.2 B1ZBIERMN

18.2.1 BRAMKIIH T 2HMEOHEICBVWT., ¥V Taa—)
D B 1R (A XDER) I 2L B 2ZEME (A X
B ICHE L23ME@< . 77/ a— 34415, A v Foo—
LIES.METHD ., EVTFau—LAES B IERENS
75)‘9 7‘—«:9)0

18.2.2 &M HEEREEERE ICSmgEEROKRE Lz & &, IfE.
DIBIEERICE R LR IMER. 18, WKLY
MRS REIZ B L L 2 o 7210,

18.3 BRE{ER

18.3.1 AREHEMEEREZ IC1 H1ESmgEfEORE L& 25,
BE52HHE &0 IGHEIINE. IEEANES S ICERRKET
2R L7z,

18.3.2 ARMEIMEEREICIH1E5mg. 7H GRS L,
MEANEEICRITTHELZA-E A, GRME. $ik
BRHME. DI 24RO - DV ERLEE RO 6N
7275, MERNZEE ) ALIIZENRD SN -o 7210,

18.4 FIEVEER

18.4.1 5ifEtEd 5 VI FHEFRLEPOVERE IC1H 1 EISmg. 238
RLEmEORE L& 25, D - E (DHBREE)
PERIETRT 5 & EH I, FODEFRER L & ENRhEm
AEHEOERZRD VRO 5712,

18.4.2 REFEHIVERE IC1H 1 [E5mg. 238 MEfE=RE %S
L. EFEHRBEZ L-EZ S, B5%STTIRE(Imm) &
WEHPIEF TORROERZEESRD 5z,

18.5 HIARER{ER

DEEHMGEEZICIH1ES5mg. 3B LEGERO®%S
LizE2 A, DIBORED. PQERHOERE & &bz, Hi5HR
MEHOBANRD 5 Nizld,

19. BRRSTICE T IBEENFAR
—#%%& : ©Y 7 uu—)L7 < LB (Bisoprolol Fumarate)

% {242 : (2RS)-1-(Propan-2-ylamino)-3-(4-{[2-(propan-2-
yloxy)ethoxy]methyl}phenoxy)propan-2-ol
hemifumarate
(C18H31NO4) 2 « C4H4O4
766.96
HEO/RXIIHREOM KR TH S, KXiEAY ) —
WVICHED THEFRT <. Ty ) —)L(99.5) LI FefE

(100)IC¥BIT T Vo ABER (1—10) 3R RS 500,

CHj O\):\/ N\l/CHK
1 c)\o/\/ o Ctls

A = :101~105C

22. @&

('Y ZO00—)L 7Y IVEEIESE0.625mg[DSEP])
(PTP) 100%E(10%E % 10)
(FIAF VTR NT D ERRIAD)

(EYFO0—-IL7<)LEgEEE2.5mg[DSEP])
(PTP) 100%%(10%E%10). 500%E(10%E % 50)
Offi : Y5)  500%E

BV FOO—ILI<ILEESESmg [DSEP])
(PTP) 100%E(10%E%10)
O : ¥F) 500%¢

23. FEXk

1) BREODBEREORENARRRE - BEHNEMESHE  AHIHEE
ANOFHEIHRAIHES Y uu—L 7 v ILEEE BHD
ANEDEN

2) FHEMIRK 1A 0 HOBEENEHRE 1990 ; 27-33

3) $R M EAH - B EERR 1988 ; 22(16) 1 5790-5798

4) Leopold G. : ] Cardiovasc Pharmacol. 1986 ; 8 Suppl.
11 : S16-S20

5) Buhring KU, et al. : J Cardiovasc Pharmacol. 1986 ; 8
Suppl. 11 : S21-S28

6) Horikiri Y, et al. : J Pharm Sci. 1998 ; 87(3) : 289-294

7) Kirch W, et al. : Clin Pharmacokinet. 1987 ; 13(2) :
110-117

8) Yamashita T, et al. : ] Cardiol. 2013 ; 62(1) : 50-57
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9 Manalan AS, et al. : Circ Res. 1981 ; 49(2) : 326-336
10) HE & 13h  f8ERER 1989 5 25(3) : 296-304

1 (HJEHI% 13 B E IR 1989 5 23(3) : 981-989
HIEEFI= 13« EEARKE RS 1989 ; 66(7) : 2285-2294
TIEEFI= 13 - FEREEBEIR 1989 ; 23(6) : 2395-2407
4) FZAERH 135 ¢ LR 1988 5 37(11) @ 2033-2045
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24. THEERFERUBEVEDESE
B-=HIZT et BEHREHRE
T103-0027 HEHBHRK HAE2-13-12
TEL : 0120-100-601

26. BERTTRES
26.1 SHEERFETT

O FSHIXT»HMAEH

Daiichi-Sankyo %:@:%BEP%IZ EIZIKTIQZI—:HITS_S_I
26.2 BRoCIEE

O H—SskEtan
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