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I. BIZEICBEH94IEH

1. FROERE
tulr gL, AV =—F 0 Astra Hassle t(31 AstraZeneca t1) CHEIN= B ZHIK
HEWRETHY, FELTLIICHATIHEEZEZLN TS B 1 T RKRITERIRIZIER 7%,
1975 FICAY =—F %) L L THICK S BBV TR - RSN TV D,
AN L DERAR RN Lo TARREM: & MLESE , FOEIC K958 HMERED b, AFT
1% 1982 4 10 A 7 HIZAREME: i i (BAE ~ H AR E) K OV UVE D KGEA UL . 1983 4
2 A 3 HXVHFBEMIE LTz, SHIT 1984 4F 2 A 7 HIZHARMEAFEARDO B HEDS IENNKGR
AN QAYR

2. HEAOREBRUERE

(1) @ B @ RMEZ R T,

(2) M5 ORE SUTKT T DIEA D DIk E L THgu,

(3) BHIR G-WpICH 2 E LT S A R,

(4) ISA(NRIVEA AR E ) A A ST DA BT 7pa ba— L3 A RECTH D,

(5) BIVER R BLRIT 4.28%(1234 51/28821 ) T -7=,
KR E TR OHEEK THOER 28821 FlICBWGROLNIZERREEM L, 4%
Ik 352 14:(1.22%), HF - 552 170 14£(0.59%), R 90 14(0.31%), Hols - NEM:
76 14:(0.26%), FHE 66 1£(0.25%). ¥EIE 56 1£:(0.19%), N7 VETARfE L5 43
(0.15%). ALT(GPDfE L5 39 1£:(0.14%). AST(GODE -5 38 14:(0.18%)%: T -
77

HARBIWEREL T DEM ay 7 So Mt LARE, FFET vy s ARIR, AERER 4,
Wit EAETR OFEFE « BUL . IR RERR T | BE S ST,



I. AWMICEIHIER

1. B3t

(1) 1% Ear ®§E 20mg

(2) #4 Seloken® Tablets 20mg

(3) BMMODAEK TR (selective) THHIEMND seloken L LT,
2. —f4

(1) MME@HBE ANTer—WEARRE (JAN, B R)

(2) #%&(@4i%) Metoprolol Tartrate (JAN. H /)

3. BEAX(TRMEN

N NG
0 . s
x( ' ~_~CO,H

CH = HO,C 4

3
H3C\o H OH
2
KROGHREMEAR

4 BERRUHTE
45+ (C15H25NO3)2+ C4HeOs
47 #:684.81

5. {tZ&@@HE)
(2R9)-1-Isopropylamino-3-[4-(2-methoxyethyl)phenoxylpropan-2-ol hemi-(2£,
3R)-tartrate (IUPAC 4 iE12LD)

6. BR%.HA.BS.
H 93/26. CF-15

LEES

7. CAS &Hi&ES
56392-17-7(Metoprolol tartrate)
54163-88-1(Metoprolol)
37350-58-6(Metoprolol)



M. AMRSICETSHER

1. AR ORFR S

EIES

2. MEBIEEMHE
(1) s&R-teIR
HEADERIEOM KR THY, R THD,
(2) BfEH

B K AARERADRE

K RO TR 097\
AH ) — )b PSSR
& )—)L(95) CASERR
el (100) (AR

(3) WimME
FiE S FE RS < 59 82%(37°C)
(4) MAGRR.FHR. BRER
Al :120~124°C
(5) ERIGEFERETEH
pKa=#J 9.7(25°C)
(6) HEfREY
0.18 (AT mu— WEAFEE n-A 0% ) —V /) FEiEER R pH=7.0, 25°C)
0.98 (AT mu— WEAFEN n-A 0% ) —V /) FEREER R pH=7.4, 37°C)
(7) Z0HtELREME
JiE o s [o], :4+7.0~+10.0 “(iz#% 1.0g. /K 50mL, 100mm)
WA FENMEAE T 5720 AN aa— WA R FEFEC AR, AN |
02—/ LI T UL TH D0 R LI E B/ L,
ENTES P SN oYY N

3. AV DEREHTICETIREM
[BABRIEE] AMBL. FECRE, il Tk, soiisl i, & &SRO TR~ L

IRAFUL AR IV g ra~t7T57 4—(TLC)

(GRER#E R #55m]

TR TR TFICBWT IRE BE, BRI L UTEALE B ERD T
LEETIHoT=,



Bl (A7 (AT HE # R
WP ROE B BIEEAL L
B | =mEsER | 3648 TSR e
= © R reEThork,
50°C/HE 3 A WP ROE B BIEEAL L
Hme L VORTZS iRy B i ~
40°CHEEt 61 H {EROTEZE THoT,
30°C/ 82%RH WTNDOIEBBIZEALE
g \ 34 A 5 AN Bk S -
Bl (LA RO TLREThT,
WP RO B HIEEA LT
R BN 3uf | MEEHT R \
F | ermoPeEchor.

4. BRRS OREEHERE

H Rl AN mo— Vil A R ) O RalBRiE Iz LD,

5 HMHPDES;
H R AN oo — Wl A R | O E &5k 8 D,




V. HAIZEHI51ER
1. Hlf
(1) #Fifz DX B B UHEIR

x &= B @ 5
AR R
Lo EE | @ggom | @Esmm e (#e)

oo =
A @ HEDT )V a—REE 0.093

20mg 6.1) (3.1
(2) HEIOWHE
BN YYD
(3) #A—F
orogE 20mg: A2l

2. HFIDHEK
(1) BMESCEERDEE
u U BE 20mg: 1 §E AN mr— LB R 20mg & A

(2) &y
HABEKFIY), ERuF T 7 B /L e—R B An—R La—RA AT TV g~

IR A e aAn—R T < raa—)L 4000, Voo an

3. HADEEREUTICRITOIREN

Tr T REHE | RERE % =
KIEA LT A E AL
36 v H PTP - s
. BT LREThD,
E SR A — :
. HIAM | KA LBIFEA S
Bt BT LREThD,
KIEA LT A E AL
30°CHEEE 1234 PTP .
= BT LREThD,
KT H b AL AL
iliN= 40°CHEYE 6 % H PTP B .
= R TLIE T,
KT H b AL AL
50°C /Yt 34 H PTP
= DT RE T,
KT H b AL AL
I 25°CI75%RH/AEE 6 % H PTP
= DT RE T,




VoS i BB LBIZEALEEAL

it

31 H
Bk EROTRETHD,
PIPBET iz e e nit
B ENEOE 3yA | EEHTANE- a -

DI LIEThHD,

<INH#FRER> 40°C/75% RH 6 »H PTP wldE K O 7 A

BUFIBRERTOZE IS R, B HE % ORFIRLEFF O 88 20mg (PTP A1%E K OV T 2H) 12
DT, IEFER (40°C/75% RH 6 » H) ZEfEL ., ZZEMEEMER L, M. & &K ORI
(B LA RS BHEFTORLG LRI 2 E Tho T (RMIRFRER 25°C/60% RH 36 »H £

THkREFE S )
<HE . WalIRFOLZIENE>

T r U 5E(20me) & R ERIRAE T, 40CHEIEDO ST TIZT 3 » ARELIZSHA.

B O R O HPEICEITER O b oTz,

. A ER
(73] B R BRI O SR WE) I K0 RBR 21T,
& FEfEE 50rpm
ARERE 7K 900mL
[#E8R 130 /3 DB H=IL 80% L, ETH D,

. BRIFhOENRE S DEZHERE
H /I AN e — Uil A ER YR B | O MERSFABRIEIZ XD,

. BADDENRSTDEES
H R AN oo — /Wl A ERHE SE | O E kXD,

. BREROME

PTP: RUFa’ Ly /T AI=T A

INTGRVEHTAHR T VxR SR T LR R
. ZDih

Hrz7el

ML &



V. ABERICEHTSIEHE

O R 4 1 FE i G ~ 51
Ol
ORI Rl

2. AERUVHE

OAREM: &) ifiL T E BRAE ~ H 5 E)
W RN AN Y e — WiE A RS LT 1 H 60~120mg % 1 H 3 [BIZ5y &% 1 4
595, hREA+73708651% 240mg ETHETHIENTED, 728, Fin, TERIZEY
T E T 5,

OB CE - BRI R EE R
WE A AN aa— WAL T 1 H 60~120mg % 1 H 2~3 [EIZ /0y ElRk
N 595, 223, Hln, JERICZDE BT 2,

<L HEICBES DM Lods >

BEMEEDES CII. AFOHEMEGICIVARICOEN LR TH2E18HHDOT,
a - JEWHI THIMIRR AT TR AR Z G L, Bl -BEWRFIZHATLZL,
(VL2 AR N EZ O (7) | OIESR)

3. ERPRRUAE
(1) BRERZN R
OB & I [EE BFAE ~ HHIE)
1) —ERRRBRIC BT DA = ((ENEEED

K B £ H o =
ASREME i I AE 63.0%(242/384 15l)
26 B H45]* 59.3%(140/236 1)

D5 AT Y AR RRIR A S A
YESR A & o B $e 5-5i)*
- GFHARAO 12 FlAER<,

67.6%(92/136 f7)

Fo, THEEREEERBRICB WO TARIOA AENRD LN TN,
2) BEEZNFIL 2 HZIZBWTH DGR 4 BZRICITRKICETSH 2, 1HFU O
B HIZB W THIRELE LT MIESHERF SV TS 9, Fio, B RAIZ LD
JEZN R D FE TR 9,



3) FATFARRFRREEIEA, M5 HLRVEREEA EOOF I LD RO HEIRAFED

LTS DD,
2) EFIFN 130 ERIR LA TR, 56(2), 574 (1979)
3) IIFFHIITH BRIREAFFE, 57(3), 907 (1980)
4) W FIBRITH JEHE LR, 6(7), 2101(1978)
5) RIFRE 1370 A SR, 11(1), 71(1980)
6) A THERIIN: EFDH DI, 105(11), 964(1978)
7 BIFEIERITD HEBETRE, 7(5) ,1443 (1979)
O¥ILME
1) —EERARRERIC I HH %R ((ENER)
K B A GRS
BLiE 65.3%(94/144 $i))
o5 FIEIEROE 67.2%(84/125 $i))
Fo, HEHEREERBRIZB WO TARAIOF AHERZEOHIL TN,

2) 60mg/H @ 2 # kiR 51280, FEIERE, =t Z VB AfE e 0 f B2
DN LILDEEDIZ, BRI D B O TR MERRSILTUND 9,
8) HiHANRIF D FRIRETFE, 55(4), 1278 (1978)

OSEMRME R EARCRIE MR, D FEMB) - MBI Z M SR, F/FiE L =48R, E=1H
N ENE 2R NIE )
1) —REERRBRICHB T DA (HENEED

= £ & IS
SRR EE R 68.0%(104/153 i)
- BEVRHE 70.5% (43/61 Hi)
TR AR 74.4%(29/39 $1))
DG AME) A B2 O B E 63.6%(14/22 i)
S AMILHERE 66.3% (61/92 f51])
S AMIE 75.7%(28/37 i)
D E P SMIHE 60.0%(33/55 1))

FERIR T IO THENREE S AN IR R Tl MR [RFLE O RN R RO BT,
F7-. CHEMREERBRICB WL TAFIOA AN ZRO LI TND,

(2) BEERRZEEIEAER  AAMHAERY
25~38 i DIEEE B+ 5 Bl L, AKI 20mg., 40mg BL U7 T7vR%E —HEEMRA Xk



(ZX04 % BRI O 4 B LTz, £ORER ZRe2 b NEB) A RF .0 ind, EF
FOF T T a7 (UAAE X N L) 13777 B & G- L bl LT A4 By
TIEWTNHARIKE CThH- T, DB IOF 7 7 ay TNk 20 805, &5
#%D7a Ll 6 REETRO LI, Fio, AAIDRITER & AOLNDIERITFRD Hi/en >
7
9) fillEIE7  HPLLIRHE, 7(5), 1334 (1979)

(3) EEMRER: AERICIERAER
OARREM: &I 2

19~T9 B DBRIE ~ M IE O ARENE =) M IE B 93 B (LRI 57 58 141l fth e[ 751 &
OPEAEE 35 i) Z %512, A4 60mg/ H LVBIAAL . 1~2 3 4312 60mg/H 3" D &L |
WMBEICLY 240mg/ H £ THE LT,
ZORER, WEEEBITAA] 60mg/ H CHEIEAE 7 FRZRL, 120mg ~DOHEE|IZLY
W TR L7, PEARECIE 240mg/ B £ CH BRI RENGRD L0, B
FERETIE 180mg/ A X UF 240mg/ F # 5-Fp I T B DO RIT RO b o7,
— 07 DRI R T DRSOV TR, 60mg/ A B 512 TR B MK YRR 23R
S, Fo. HERINC T3 m s ﬁ%ﬂf:o 240mg/ H TIT 1) 59.4 fa/53 L7305
7o PEo T AFIDOBEEFEL TOHEIL, 8% 60~120mg/H , MEIZHUT 240mg/
EIEQ 5 b Ny /S | ék%x%ﬂto

2) EHFIFNEH: ERREITE, 56(2), 574 (1979)

ORLiE
42~T3 IFDBOMERF 10 Bla xR LT3R Iz T, 42 60mg/ B K52 Btk
L, BRI 2 I 60mg/H D& L7z, ZDORE R, 60~80mg/ H D HIZL
D7 FIH 3 I3 2 FETITHLFAEEEC =7 VY A &I R L 2
BB IRIFLEE ORI R it L 72, 80mg/ A=X° 120mg/ A CTH5-A B LTIERH AL
IR RZR LT, F-. MUE TR, 10 #9455 L EO DHIBIR TS 4 Bilic b,
AFNTELL Wb TE R 5 41, A 16D I2H AR b,

OBEARMEAFENR 10
1) Hi[a[$ 53R
16~81 DR, HISMAE E/= 133 ENE B =VERTR B8 35 BIllCAH] 20mg % Hi[al
L R EICIE 1~ 2 B O 7 T2 R % 54412 40mg Z B [R5 5- U7, Z O R,
BERRIZ 6 2 UGS 1T 87.5% (14/16 1)) . BISMIGHEIZ DUV TiE 72.2%(13/18 IZFES
Bz,
2) EfE G- ER
26 FIZAA] 60mg/ A (4 3 EREEGR OG-, 72720, BAFRBIEBRD HIVRWGEIC

-9-



IZ. 120mg/ H 4y 3 1HE) % 2 WRILL F4E 5L, ZORE%E. 1 B 58T 26 5T 23
B3 60mg. 341723 120mg THY, £ 5- 2 il {1 DRI G5 Hel % 92.3%(12/13 i),
HASMIAE L Z DV TIE 80.0%(8/10 B, FaAEME: = MAEIINZ DUV TIX 66.7%(2/3 B1) 133
HEH DL T EE R LT,

10) HRFnEIED: SBLEFAR, 9 (8), 1997 (1981)

(4) 1RELAOERER
1) MEAELACTEATH B5 R
Mg R L

2) iR
OARENE &) I E

FATFARBRIRANE FLRERRE L TRG- L 072 B L OSSN e o 7o ARREM: &)
M EE R T L, AFI(180mg/ B | 47 3)Ei2id 7 TR ENH L7 —H BRI
RERIZ BT, AAIOF AERRD Dz 0,

F7-. Sl EREIC LT AR S T E SRS 84 filAAK] (120mg/H . 77
BR%) 41 B T T /a—/L (50mg/ H |, 73 1 #i&1%) 48 BIZHAELIZEIVHT 8
WG L2 E2 A MBEHOBEENR 22K G REICOWTH BRZEEZRDR

DroTe 10,
6) KTHERIIN:EZDHPA, 105(11), 964(1978)
11) LEMEZIE): BEIR EFFSE, 61(7), 2327 (1984)
O%LMiE 12)

FAEVERRDE B 65 Blaxtgl L, AAI(60~120mg/H |, 53 3 HEK) KT v
7 /a— VIR (45~90mg/ H | 57 3 - E%) &4 4 MG L ~HEMAZ G
BRIZHUN T, lHEOTR N RIL R THY | BEMEIZ DN TH ZITFEO D) >
77

12) {ERF0—BRIEA : BEAREFAN, 7(1), 109 (1979)

OBENRMEARE K 19
DEMEHISMNE B 87 A xIgL L. AAI(60~120mg/H | 47 3 %) L 71
77 /a— VIR (45~90mg/ H | 47 3 R%) % 2 MG Uiz —H B ikt
BRICIHWTC, KFIET 07T ra— VIERRIERED 1 KON 2 8 M OF M (8 FAER
@Ejz% 3 53 ECG 1285 L MEMIAMNNMEUGEE | SR EE R ONCRIER %
A HNHE) IZH BT bIRh Tz,
13) CF-15 REEfRIF 724 : Prog.Med., 3(8), 1535 (1983)

-10-



3) MR Y

AREME L FEE A 18 AR G E L, AHZ ¥ 19 5 H [HI(5~39 » H D 5- L7z

ARBRIZEB W T, BEZIROFHROHERES L, Tz, RIIR G-I > TOHELREIEH
BB 0T,

3) IITFFHHITD BEREFZE, 57(3), 907 (1980)
4) BT RERIFER
L RRL

(5) AmEIEA
1) T T A - R IR A - TR B R A 19

RKEOFEHEERE BT, A (B E) IAREMN S M 73.7%
(5712/11750 f]) . BLME 76.3% (762/1533 i) . NEEJR 76.5% (179/318 f]) TH

27,
14) ARLEB I, 2R, 22(7), 1637 (1985)

2) KFESMEL L TEE T EDONE UL ENEL-RER DN
L

-11-



VI. EEE(ICEHTHIEH

1. EEMICEEHHILEMXRITILEYE
AR B 52 FRARHET 3L

2. EEEH
(1) VERERLL-1EFARE
IR B BRIZIBNT, AT a— LTI EFAERICHIL. B A HENEH %
R LIS THIROER FIABRIRMEA 2R T Db D LEZEN5, BRENROE
FRZOW T3S TORW DI HEDIK T, L= B - S IOR T
FENZZDNTND 19,

(2) FEMEEFITHRERAE
1) B-EEER - DMTEREICHT SR

AANTEER N B T OEB A AL D00, TS ERA7 erZ a—
JVERIRREEIZINHILTZ 16, 2D K RITH G4 1~2 FFEIZA B, 6~8 K%
IZBWTHAEZRMHI RSO O TND 917, —J7 AT LTI ARICED
BNREANH T AERIT T 07T /a—L Lhggu 16,
20~23 FEkDOEERE S T IZAK] 40mg % 1 [FIFR O #5958 LEFREO.OAER, DA
RIS 1 %A —27E L TR BB 3503, MEIXIZEAE B ERER
Nl 19,
e L ESE R LA 120~240mg/ B 285k 1 5- L7582, DAk, O
HEORA LEBIZHED A ER FTHERRBDHILTND 19,
7235, ARFNIIAEINE B = B AAREA/EH ISANITERD HIL TR (ra) 20,

2) B1ERM
AFIOEEKE GBI, @, JEX
FEA LB X0,
AT mE—L 0 1 B ARG TR, U8 S B R DO RIS REDH DU N T A
TV TV AR OSGE RS, 1 ZEAEEEEH 2 o 2022, F72 . K
BAEFICAN ma— VT VT H) e R G- U256 i EIEIR K& OVt g
DEAGITIFEA LD IV TR 2325,
7 RUF U ARG REOPERE I £ AR T & OVRi B ML SO I E AL B L 5%
720 26)

+H

1B RIS 95 B2 ZAIRITIT

3) MEMETER
H AR i ME 7 MSHR) ., BIBHAEMETYMIBWT, AN mo—/ Lo 512
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ORGP UE MLEERAARBO BTSN, Fe - L = AR O B K
TR HIL TS (A1),

4) BFIRDESER 2
FHVEMERRCEBE T, TRU TV AARICEDFH RSN R IIRH AV L LER o ST

2O N 3D,

5) AENRMERLED
TEENFENL IS DEH (6 2) I O EALAER TR THHW(I =L B/VEYR) 23,
DUNRAHEREAREARE LTV ROTRUFI BB ARG LT YN S0
REEARIZKTL . BASZRIEHER RO HILTND,
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VI. EWEREICE 9 5IEH
1. MAEEOHRE AEE
(1) BB LA ERE
1) DiE%emhiEeE

2)

fEEERR A B+ 5 FliC, A 20mg } Y 40mg Z B [AIRE A% 5L 7= o Ifi A g &
OB EOMITIX, 2 B A RSO R EM R B, LAl
20mg. 40mg & 5-RFoD S i AR B VB A ZENREL, MFER OF B 2137880
SR o7z 9,

B 1 AT R R D die KA A TEE R DR 30% M2 RELTZHE .
DIKRNFED 30~80%% 15572 DANT mr— LD M EH T 30~540nM &
FREND, M -Zh R CiE, 200~300nM TRHHRIL—EITEL, M
HIREAZNLL ERML T, B W ER R 52813700 29,
BEEALOPEENEAT—22

i I E RS AR R AR B —/L 50mg (8 1)) & U 80mg (6 i) &2 I s i [A]
OB LIZEZA, AN aa— Lo I R B &2 R DA B TR L1, 20~
100ng/mL OHIFHIZIB TGO B Z RO 7, Ll I L EIZ DWW Tf
BERRHBENFRO LR ST,

(2) &= AR B B E R
BERERR N T+ 12 BICAH] 40mg ZZE R R HLIANRE 1 3 G- LIz 6 | i h R ZE LA
BEVE, B 5% 1.9 RERICR M BEIZIEL | 2.8 R ORI TR LIZ 30

ARFOO—)L 40mg BEFE OS5 & OEMBRE SA—4

Cmax Tmax Tz AUCo-o
(ng/mL) (hr) (hr) (ng-hr/mL)
41.8 1.9 2.8 241.9

F7, FEEERL A B F 5 Bl &% 5 &L CAAI 20mg., 50mg. 100mg % Hi IS 1 % 5-L 7%

E

WTIDOR GBIV TH R G4% 1~2 R LIPS i @ A iR L | Tl

#) 2.9 B CTHo7- GMME AT —#) 3D,

(3) BEAETOMmMIERE

1)

EBERAEERS
TEFERRA BT 12 B2 AN B — /L 40mg & ZE JE IR B [AlRE O B 5 L7254 o g
REDOHERS 277 30,
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{ng/mi)

Plasma concentration

ol N 4 .
61234 & -;,-:m 1 24 (hr) (jtf'ﬁk 31) *%[SE&’E)

2) BERANERESE 2
20~24 IRORERE S T 12 Bl X RIAH] 40mg 2 81% 1 B 3 M G-Rro M e
JE R ph AR A TR T, Cmax 1% 105.8ng/mL, AUCo-24 (% 1141.3ng-hr/mL
ThoTz, ¥z, Cmax (£ 34.1~188.5ng/mL, AUCo-24 1% 290.1~2660.7 ng-
hr/mL ERFE [ CREE R ST,

........ )

i / ] {\ Ol 40mg (- fefs )
Y T O AT m— LB A RS (RS

3) EEE MEAT—2)3%
20~26 i DIEFELEE . 62~T2 s OWEFE & En s & O 50~61 ik oD & £ B
% 8 BlaXt G AN v —/L 100mg ZHi[alfk O & 5- U7, @i EiE BERE, R
A RS (B RAEERE L ORNC AUC DA BARZEII RO -T2, e
e G e i A PR R I <Aeh L B A R R I B T A E T O
ITOCHRIEL | BRI ZEAN KV ME A S B DT,

2001~ (a) 2001 (b)
180} 180
160 160

il 14ol 11 140

B a0 120 B

% " -

= I E R (a) fERE =i (0) 12381 B AR
Zana— )L R
HEENT I X A AR 3 O ) A s

| 20 | %i_\‘#o
0 0
0 4 8 12 24 0 4 8 12 24
BeERER () Bk ()
(1) PHERERTT SMbRE
A YPRRL
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2. EYERERIN/NTA—E
(1) URURERE TE 3k 50
1.489hrt (A 40mg Hi[AI#E M1 £ 5-FF)
2) NAATARASE)T+NEAT—5) 3
31%(20mg). 41% (50mg) . 46% (100mg)
(3) JHKERETEH 30
0.247 hr' (%] 40mg Hi[al#E 113 5-55)
@) DITSoREGEANT—4) 39
0.72~1.54L/min
(6) PMBE O
669.5L (KAl 40mg HilEHE 1 $% 5-HF)
(6) MEEEHEEEGEANT—5) 3536
11% (FRAMIEIE L) ~12% (EATFHEAE/C ML T V7 30) Th-oTz,

3. RINABEAT—%)
TRARERSL . THALE
HBIIWINS VT 1 461, 2B DRSS LD EWD S DM IO )
RENDENIHE 3903 D,
RIREE NI DIRT RTINS D 39,

4. %

(1) Mk —KEFEE MG EAT—43) 40
I T a LEEL U 3 il %R IC AN mr—/ L% 1 H 200mg, 3~22 H R A #
B OM/AE I 12 Tho7z,

2) BRER~NDOBITHEGIEAT—5) 4D
AT aa— VI a A @R L REHAROF RIS i CIXAR 7 ma— L i S R R
FIEFREE ChoT,

3) EAP~DBITHEGIEAT—5)42
1 A 100~200mg D AN 7 v — L& F 5o OzgLa 9 Bl ORI FIREZRIE LA,
I 4 P2 EE (4~556nmol/L) D) 3.72 5 ThY, EHAIREE TO LI IR EITH
280ng/mL (19~1690nmol/L) HEZE S 7=,

(4) BEBR~NDBTHEGIEAT—S)
I T a LBEL U= B 3 %R IC AN mr—/L% 1 H 200mg, 3~22 H R A #
Lo AR (CSF) ik 3 Th-otz 40, Fo, MIERESRS 1 flcAN mr—1
50mg Z 1 B 3 [, 2 » H R 05> CSF AL e i BE D 78%IZHH Y4 LTy
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7‘: 43)O

(6) ZDHOEBADBEITHE
EE R L
<BE RUASRHY T =TT T TT 4 XD 49
FRINER G- 5 D RITIT IR AL, AP, Bl Bt RSEF O RO
WER R, ~—— R, B, RS TEWIRENRIESh, &5 24 FFE#IC
3 BEMEE RO TR REANE L A SNSRI REDS IR B Dlidis .
s EITROONLD T, B ARGRO AT G- 1% L34~ 2 — 3Bl
TV, BB Z RO TEE AL Dfifids O RER BT H RN & G- LU BARL | %F
TE DA% B ~ DR ITRRO bivR-T,

<HE 7y > KEHGIZL ORI 4

SD ZAHENMET M 3H- A7 —/L 10mg/kg 7 1 H 1[0 28 AR A&EL, 1 HH,
14 HHKE O 28 HHIZ, #5 24 BFr% IR T OMBNBEHREZE L2 A,
14 A HOWPEMIZRES ORI T 1 B HOMEEVFE 7223, 28 B HOfEE T
EFFIFREOMEZRL, SKER G 14 B B ECORITHLERN IR 1P L ., LA
BERBE M Z R TRV b OB 2 BT,

5. X
(1) RBEBERUCRHHBFRGOIEAT—R)

RO Pl

AR sH- AN mo— 2R 0BG LIS A . HEENDIESCONINDIRIEE RIS
WA ENDH, G- BEOK) 60%MFF COXELEIENREZ T 5720, K 40%
DMEIEER B EET S 39, sSH- AN mr—/L 5mg X% 50mg Z AR 24
FTORPFITE, ERBEIT, O- AT MEBEOT La— L EOBRAE(T)
75 60~65%. BRALAIILT 2 /4K (1) 78 10~13%., AL =F /LD KER LA
(I 2% 10% Tdro7 46,
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OH CH OH CH
] 3

1 1 ]
H;CH CH_"NH-CH . SCH- SNH-
o-C 3 2 ? OCH2 CH CHZNH CH

AbTOO—LHEE R BERE 10 [ O s — O =

3

1

CH, CH, OH CH,*COOH
,[ H105/22
OH GHy OH
i
Q' CHy CH CHy NH-CH O-CH, CH-COOH
CH
3 —
11
CH,"CH, OCH H, CH,-OCH,
METOPROLOL
OH CHy
i
0-CH; EH-CH_-NH - &H
2 2 T

CH3
111
fISH CHZ' OCH3
OH

(2) t#lIcBAE5 94 5ER(CYP450 £)DHFEGIEAT—R) 4D
CYP2D6 (70~80%)

B YEEENROEERVZDEEHEANT—5)39
#160% (FEEERLA 5 610> 5mg % M G-I 1))

1) REYMOEEOFERVLE
P O FR i EL R (D ARHHAL K ORI D TS [
R OIENE LS E B2
<HBE . pa>
O-AF WA DT Na— VEEDFRUAR (1) K OBALRIBL T /4 (1D 1T e AL
LI Ram2z MWeA Y 7L PV ASHHEMIII B2 B 2 e oTo, AR = F LD
KEREAR () 1FAN 7 mr— L JD WU ER 23RO BTz 46),
((1) FREHEAL K ORI K D IHZ HR)

(5) FHRBHOBER A5
BAERRL

6. HEit
(1) BEMERGL- BEMEGNEANT—5)
EITR IR SIS, EFERA 2 fiC SH- AR ma—/L 50mg % 1 & 5% DR ik
HeRIE 6 REfITR ETIC 67~T0%, 24 R ETIZ 94% THY, @R A 1411 5mg
#0585 DR P PEIERIT 6 FEE % £ TIT 54%. 24 FEEIHL £TIZ 89% Th 7= 40, #
HE8DH) 5% NARZEAREL THRt S 417z 39 40,
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7. BFICKDBRER
(1) RS

M ER L

(2) MREH

3

SH- A7 m—/L 0.1mg/kg % 2 BlOFENT B ITHIRN I G- LIc G K9 b REF O ik

BT LD | I e BE T B L3R LT (OME T — %) 49),

AHl 20~80mg Z I BT B 24 HllC e 5- Uiz, RHLE H & 5 L7 FEOBHTE
R

AR LR 12 ISV A E TR E LS 240ng/mL THY | BT
EEIE 120ng/mL Th-7z 49,

EiEmAER
BL L

EI[2)
&
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I. 224 (EALDIESF) ICEHISHIER

ERNRETDER
%72

§i‘é T

2. ERABEZDERH

(1) AR DRy K UMD B - il Ui BuiE OB EE Do 5 B

(fig7)

BEBrEEIT, FAUTRBUEZ L2 § A MBIV TND, RAID ST, EBEUE O REAEE
DHLBE ARG LIS E . TE . WBUEZEZ T a1 H 5 50,

(2) BERIFMET T R =3 A0 T VR — 3 A0 5 A [AE T A LIS I
AR 2B 20 HD, |
(fiAR)
TYR =V AT, Ml pH OAR FICID DI ME T L, Fey DO a T2 — LT
(T DPURMEDIR T 2N ZD 5D, ZOXHZRRAETIE, B BT 5 S St S D 1 F 2 e
Wrd D72 Vo) EREZ 52N BB,

(3) B EDHRARCE LVIRMERR), FEE7my (0, W), WE7 w7, AR SE G
DB B LRSS R ZHHI L fﬁ%ﬁ{lﬁéﬂiéj’o%ﬂb)%é ]
()

B BEWTAR IS AR AL T a i S| FoF BT E 265, €0
728, BB OB ST LR O LR EEEZ VS EOEY LS LI ENE A BND,

(4) LEtETay s, M iLEICEDG OARE, Ho MM O A4 B3 LA IHE /) 240
HlL, SEREZFESEDBENALD D, |

(751

DRV 2y 7 TILLIBOR S 7R O @ PEREE | s LI L4 DA K T >
ETIHE T U E B2 RE T 2720 ISR OTR BN TTHEL ThD . B BT

EZDOERICH T 5,

(5) MR ESRED B [FEEERICIVIERE B ST B TN DD, |
(st
AFNTMERE TAEMAARSHDT20  bENBMEDIRNEF TR G-I 5L SHITMEIME T
AREMEDSE 2 BN D,

(6) HIEDRIEERIEE EY) b2 B VERZE(SE LB ENLHD, |

-20-



()

BAEWIERIT, B 2 S A USHEWTIZ L0 AR M OYEERIE A ZBH 35,

AFNE B 1 BIRNE B IEWTIE THY | FEINME B HEWTHEIT L~ IR 15 ~D 52885 ey
IRNEE Z LD DIBRIEI I 72 D THY . KRS TS5/ 5etEndH 5,
BUHSOHEEDORMIEEREEOHDBF L T2 EEDREBICEDBEZNNRH .
HETROAMBREEOHLBEHEOL AL, EEICK ST 528, (VL5 HELSL
(8) | DES )

(1) RiGHROBEMEDEE (TVIL4. k- HEICBEET S Lo DHES M)
(fi#751)

te IO B, B WD Bz e -2 LA REARE o 52 A RIS L% i B LA 208
BALL7RY | FRE LR RHONDTEN DD D720 AFIZHMTRE LWL, &5
THHEITIE, a WA TOIHNA R AT ST RITAFNZ R G-L ., HIZ o EWTAIZ B 252
&

(8) ihit IFITHRL CD A REMED & D07 A (TVIL10. 4Fh, sl 2w~ 51D
HZH)

(fign)

ITEHR T O GBI T DL EMEITHENL L TV e i XITARIRL TW D A EME OB 5

im NI G- Lz e,

. hEE-HRICEAET SERALDIEELTDIER
PP

. BEA-FAEICEEYAERLEDIEEEDER
<RAE-HEICHEILIERLDEE>

BEMBEDCERE CIX. AFOHEMZEIZLY RBIMENLETFT 2203550
T, a-EWHI CHHNEREZIT o e BICAA Z &G L, BICo-BEHFIEFHRAT L Z &,
(V2. #5 (7)) OHEBH)

. EERSARLZDOER

(1) KEINGE, KERROBLNOBLEE Wi BEOEREHIE  BLSEDEZ
NDHHOT, RESRRAZ I DR HEICR 57528, |

(F50)

B IEWTEIR 5T LD B 2 SRR OMEWTIE, SEANE B 2 SRR LD XE ALIRIEA Z

WiiF 2o AANE B 1 IBIUE BIEWTHETHY | FEEIUE B BT L ARRE L A~O R
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BHYDIRNEZZLNDD, B ERPETHR b O THOIDHEEICE 5T 528,
AFN e i BBANAR G LI L S R RE SIS NVIIE I —F A D Ie 2 ey i
2320 XL CWVB,

(2) Yo MPELAREDIBZENDHDEF LI 2L, EREFRE T BTN
HHDT, BELTHIATV, DXFRFIZOF TR EEICR G528, ]

()

OHEREIE, RO RAFE AT GG R 2B THERF S DY, ZAUT A &4

EOTLHEL B 5L TRY, ZRLOFOFEIC LD DR ENELD, BEREIIZOERIC

BP9 5720 MBI G595, £, DX ZYARAIL O T 55 A IR E O B AR

AlcbiEET228, (IVIL7. OFHEE (2 0HESHR)

BB TTICOAREEZIESN TOBEA I, BIEREROBE IR THS, (V.2 £

5= @ omEESE, )

(3) ARMBERE, = hm— /L RA237p i Rp . R IR AR B B IR e R Ak =
LKL DR ME O BTBRAE IR T 2D BARE DFERZ~ A7 LT WO Tl FE IS
HEET228 ]

(=)

B W (7' 07T a— L) TR OB & i ThDHNR, BEFOERE 27T 5L
DO INRHY | MBEHEICER T 20ERHD, THAIEAO®HD BEREE (T ar7 /a—,
AN rE— V) 3D RMED RSO 1 DO THLRITITERSNLEOHE 59
RirD, R MERE 1T, BT 2 — L7 L M S VR A BRI 55720 DR A3ME
95, ZOLIAIRAEIC B TR 5.3 QOB EZ o i - F-1F 25 S AT RErE
N5,

Fo, Mo BN (T a7 a— VIREEE) Z R R KRR B IR 5 LIZE A, K
MAHERZIEBLLIZ DA 5908 HY, ZOLH7RBE TIHERICR 59528,

(4) EEARIFES - BREEOHDEE IR AEIE T 282 h b5, |
(fign)
HIERN - BEWEREENDLG A, —MRICEDOREH, PR A2 T 5o EEI
B ERGHD, FFEZE 560 MBIV REOEBE 9%/ RICAFIZ R 0 &5 LI
IR R R A S L= 3B I B TRV, 2O EBE TII A F T AT
VT ORI, £F 707 7 ADIK T B L OVHR B O I RAFH M 23 537,

(B) Ik, EETry7 (1K) 0bsEEDRIRERZIE L EREE (LS E25%
NRHHOTUHEREICEETSZE, ] (VL2 25 3))nEHBH)
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(i)

EEORIRTRWGEIZB N T, RKAE G-I 5281280, RIRPEHITE T D2
Wdo, BETays(1 E) TR, BERERMOIERNAZLNLD, BN FKILE = ETR
R A IE R ST D 9728 | RANIZRE OE G IR ZE LS T 5 8Z 0305,

BB, BMEORIR. BE7 vy (1L, WE)RGHLGAEIIIARKI O 513 T THD,

(6) HAVPLEDBE ERA LS BENLHD, |
()

B KT HE A 52 B BAVHUME DAL OB IZ 2V CIE, BFIDMIZIESI U3, B
W G- KD EBEIRIZE I o ZRRDOE FIZEN L, AR AREIZIY VTRV T
Y OLGWNEEST S A o REORNEIE AP RSELN CEANRZ LR ERINDETD
EZ BTN 59,

(7) HERBRHPFIEO B HIRE O P RIERE~ A7 T 526005, ] (TVIL6. HE/RIL
AR (3)) DIESMR)

(fign)

B WKL O EUR TEAIC LY, BRI P EOBIRE D RIKIER A~ A7 352803
HEN TN,
e lEE S OFL T HFIRIR T BE D BEH T, BLATLD B H-S Qi tho g lERT3E (7 e
77— )VIGEER) 2 E LT L2 A FUIRIR T BIEOSERDN L, £ D72 | FROEDIE
RNEAL L2 L DA DD 60,

(8) RIHMEEREE (LA —EfRE. FIRMEBATIES) 0b2BE EREZE(SEDFBE
hibd, 1(VIL2. 25 (6)) DHEHBH)

()

AF e G O A TE B WO B G IO RMIEREE SR E STV 60, Zold,  HE
DAREIEER R E (BHHSE) OHL B IIIAAOE GIFEESTHY, LA/ —ERHRE, X
PEBATIE S O RMIGERIEE DD BH [Z OV TUIEER G- TH D,

(9) Fillt# (1VILO. Filis ~oH 5.1 O )
G
Bl Tl IR OB EIAFEL R S35 B ENIHS, )
DT, D RPORE LW 578 BEORIELBELRDSHEITR 5T UER DD,
UL (7075 /0 — VAR R O BRSO B TR B S Ak L b, i
RASIALUIY | DAL T TR Bl RS SIUTHY, A BT 25 A R« (R
LB TATV S, BRI O R R I BRI L L7 S5 T D A6 B4
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DD, FHZmEE ICB W THRBROIEREDSLETHDA, Tk, milnd & =6 TS
DRFEVEDOBAER 20 A T EERM O M E RIREDFET HILENLNEDORE 6273
DY BE LIS DR B TAAN R G L TOLIGE THRKOIEENLETHLHLEEZ BN
%o

FToL INEZ A B ERI AL I DWRIL, 53T A, PEl e E DS B RE /T A— 5 —
(T DT EITMA T, Sl BE IO DEMREZEE T 55605 ZOER N HEY
ENENBICRESETDIENHLO T, HEICKR 5T OM0END D,

(10) /NR(VIL11. /NEE~OE G | OIS H)

()

AR, B, LR, SISO NRIKE T 2L AV LL TORned . E
HICELGTHLENRDD,

 BELGERIELTOERARVNES A

(1) BHI13PELVBEAEL, REIBREOLEAITOHBEERE (IR - fE - DX - X ) %
EMRNATOIZE, FRRIRI e o To b L OMEMEZ R Z L2854 1IIEEE X I H 1k
THIE, Flo, MEIZSCT M 253 5 EXHERIEAITOZ L, 72k, %
AE. BrRERE, IR EITIEET DL,

fifg i)

AHEME & M HEAE , BROE . REEIROIGIRIE RN D255 501320V 0 TEMIRY e O RE %

DIREEATORIWEROARIZIEETHLLHIC, BEOERICHDOE THERILEEET 5,

s
k=118
oIX

() FLUbEY (a7 ra— VR AR OBIMED BF Calck GapiLics
T IERSEALLIZD, DEEEA R UIEF SRS TS0 T, KEEET S
BEIBRRICHEEL. BlEE+DIITHIZE, T, BEICERM O R UICIREE R
LN EE T 528, SRODELSN O TR G-9 5356 Th ., FRZ I 12380
CUXFRBEDEREETHILE,

(fign)

ERE IR 5EINCWA T e s T a— VIR A 228K R 1k U= ol E 0 BEAL R
FER, D AEIEDH DWNTZEIED L ST & DA 69690350 | [ENITISWNTAAFIDZEIRD
HEIC RO BN DB ZE A RE LT 1 B3 69X TUD,

() BRBPHBEDNEE CIRICHKGETILT 2L EREBILLSELILEHLDT,
REZETDHEEEFRAICHEL ., BlRL 0147528, (IVILG HER S (7) 0
HZ W)
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(4) FAfian 24 FEFIFIEG LW ENREELN,
(fiE=)

B HE T HE L SRR SR O OF FIRELZ O AR M 03 TR &AL . SOIH i ek 3 2 A A PR AR IR A B )
THBENDRDH-OIEEEET D,

(B) HE, ADDERDHLLLNDLIENHHD T, KA G h o B (FroH 5918 12
3. BEBEOEGEFAREFIBBMOBEIEESEDLTL,

(i)

BEIETRIRIZED  SOOXENALNDLTEN DD, ZAHITMEDIK T BE L WEECILE D

EERREOVRHIE I,

. YBE{EH

(1) BtRAZERLTDOER
PATNE

(2) BHREELZTDEH
AANL, EEUTHFGEIESRE CYP2D6 CTRETSNDLIEN D, KBEEOTEMIZHETS
EAEOPITIERETD2E, (VL5 EpEie #H (2)) DEESR)

Pr

RE&%F FRRER - E A& - fEliRAEF
AR AR AR AR LA LA | 268 T8 D A2 SR R AN ) 2 ok U L A3k | SR I AR ARt i E 2 A
AT 2t IEH| Ik, L EAK FERb bbbk | Hizd,
LA, ThRHHOT, HEICEERTD
B WA (FEr— L ED | 2L,
RARAIZE 1) 55 60
AR 7 67 MBERE TAERAZIRT 220 [ ARAIO B - BB EHIZED ., K
AL RY b5, Fio ARMBEE R GEIR | SO EIE A ENDZEN
TUR 7 TIRE F) e~ AT HIENHLHLDOT, |HY, Fo ARMBEITED 28R
M ICEE 528, BRRDIERE~ AT T 5,
AV LS 68770 FREAZAE ARSI, B O | LI E R OER . BT
RFL B ST O RERI R 3 B B [ 1ERZ A 35720,
PNTFT B LGE LZENHLHDOT, HEIZEET
Lz,
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KRB F

FRIRER-HEAE

Hr - fEREF

A= S=S )]

ra=vr OG- IE#HOY Y
VRELE (M E A7) 28R
BENRHD,
ra=Vr DG ERPIET D56
Wi, AR B AN PR, #%
WAL THDHITHIZE,

sa= OG- IRIZEY i
LT R LT 5
B ARHIO B -HEWERIZ XY
o - IRV A Cif A AR/ D 208
BENLETR DT,

Class I JUARFERFA| ™2
DYETIR,
Tul A TIR,
T

Class I HTAFENRA
TIA LK

B E ORI RS
ZERBHHZOT, HEBIZEETD
&,

TR MEERN A 35
728,

PUAREENRFA 74770
= TanTz

ARFN O A AL MR
DR HIENDHLOT, HE

INEDOIEF| O HIEEE TR
EAERNICLOARFN O D]

TIA L ICHEETDIE, SNHEEZBND,
T Tm AFDOAUCH3.291% EHLT=E [T~ mDCYP2D6HESE
DHERDHY AFIOMEMDEE | LY AFIO PR E
BB ENDDHD, A TLHAREMEDRHD,
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