%2014 4E11H S&ET (5 11 /0

%2013 4E11H LG

Iry
iy

{EFARARR © SMHEIZZOR (34F)

BISE, L5

=~ JP I EEesEE 50mg o BERS

( ONOACT®)
FEERAS Y YAO—)VIEEEIE

B SRR AT

FERSR{F AR B EIRBNERRF]

| AR R i 5 872123 |

*k| KT | 22600AMX00879
| AR 2014 4E11H
2014 F12R8
2013 4F 9 %
*| AUREEN 2013 4E11 %
] B R A 20024E 7 H

¥ OERMA 2 T2 50& LT
) EE-EMSEOMFEICLVEHRTLZ L

ROBHEICIIH/ELEWVWC L))

)Lﬁﬁ/azﬁwﬁﬁ[u%%%wﬂt SEIRATIEAL
TLBENED A.)

Q) BRFEE, TV F—v A, BTV F—Y 20dH
BRE (7Y F—3¥ 22 & 500006 ) 0B % Bk
TLBENDEDA.)

B) EE7ay 7 (MEMLE), A2 SHEIRER
BIREBE Ol R oo LI E L, B s
TLBENDEDH L)

(4) Wi MEIEC £ 2 0RE0H 5 BH COHEHE % I
L. ERPEATE2BENDLDH 5.)

(5) KO BEMBES BE (HE - HEICHEET 5
i EoERE] OmEEBH)

(6) ARHFN D3 LBUE DB O H 5 BH

CFATRF - FIEOEREAEIRICHT 2F2L8>
I o MM OAEDDH 5 BH COHEREZIIH L, ERAS
TS B BENDDH D)

*:-<%hE
RE:3:

%k

(R - HIR)

W 5 4 + 7 7 7 b EHEER 50mg
W - e . .
(1}\/{7»*) FryyFru—VE®BE  50mg

W m W D-vv=hF— 50mg
(134 7vh) pH 3 i)

#HoO® R ON4 7 L)

5.5~6.5
pH (R 1N 7 VICIES K 5mL %
M Z CTHED L7z
#0.8
2B (RE 1S 7 VARG HK 2mL %
Mz CTHED L7
PR FIE O AR, SRz

*3.

(%hEE - #R)

. PO T REOBIRVEAENRIZ 69 2 BEEULE

UBSANEY CoBsALED, PSR

. PR OMERBIREESL N2 BT 5 T RLOBEMRMEAHENR 1R

55 BEMLE

OB AED, BB, VAR

CBEREI T 3515 2 FRC OBIRTEAEENR -
L BEAIED, BB

- ARICBIE Y BRI DR

AN, PR L 22 &,

- CFRAfRE - FHROERERERICH T 2 RaLE
(D) AEHIRIC B VTR 2 ORRERE R OZ OBRENE |

FTHHI LTI RET DL LIS, KA OMED |
DHBOBRPENTH2 2 L2 W 2T AHIIRR |
WL LCRBEIS L THMT 52 2 &0 (TEERER |
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OAHK] 50mg % 5mL (2 L7354

5 Mk - i

SR e | g S
&5 25 1M | 15k

B[ 0125 0.04 0.01~0.04

RE mg/kg/min | mg/kg/min mg/kg/min
30kg | 22.5mL/B% | 7.2mL/K% | 1.8~ 7.2mL/k%
40kg | 30.0mL/K¥ | 9.6mL/K¥ | 2.4~ 9.6mL/k}
50kg | 37.5mL/% | 12.0mL/K% | 3.0~12.0mL/k%
60kg | 45.0mL/F% | 14.4mL/F% | 3.6~14.4mL /I
70kg | 52.5mL/KF | 16.8mL/KF | 4.2~16.8mL/k

@AFK) 50mg % 20mL I L7225 a

&5 Mk - HE

WA e | g A
&% o 1M | 155

B[ 0.125 0.04 0.01~0.04
1RE mg/kg/min | mg/kg/min mg/kg/min
30kg 90.0mL/KF | 28.8mL/K; | 7.2~28.8mL/k}
40kg | 120.0mL/WF | 38.4mL/F | 9.6~38.4mL/IF
50kg | 150.0mL/IF | 48.0mL/IF | 12.0~48.0mL/I;
60kg | 180.0mL/IF | 57.6mL/W | 14.4~57.6mL/ I
70kg | 210.0mL/H% | 67.2mL/H5 | 16.8~67.2mL/#¥
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006 0.02 0.125 0.04
KE mg/kg/min|mg/kg/min|mg/kg/min|mg/kg/min
30kg | 10.8mL/F | 3.6mL/F | 22.5mL/K5 | 7.2mL/k§
40kg | 14.4mL/W¥ | 4.8mL/F¥ | 30.0mL/k} | 9.6mL/I
50kg | 18.0mL/F | 6.0mL/F¥ | 37.5mL/k | 12.0mL/K§
60kg | 21.6mL/I | 7.2mL/I¥ | 45.0mL/H} | 14.4mL /I
70kg | 25.2mL/W | 8.4mL/W¥ | 52.5mL/I | 16.8mL /I
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&5 25 1A | 10 5%0E | 25 1408 | 105D
BT 0.06 0.02 0.125 0.04
RE mg/kg/min|mg/kg/min|mg/kg/min|mg/kg/min
30kg | 43.2mL/W| 14.4mL/B | 90.0mL/I | 28.8mL/I
40kg | 57.6mL/F| 19.2mL/W¥ | 120.0mL/I | 38.4mL/I
50kg | 72.0mL/F%| 24.0mL/W¥ | 150.0mL/I | 48.0mL/I
60kg | 86.4mL/F§| 28.8mL/W¥ | 180.0mL/I} | 57.6mL/I
70kg | 100.8mL/F¥| 33.6mL/W¥ | 210.0mL/K; | 67.2mL/Ks
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AH 50mg % 50mL 12 iEE L 223
b A - e
e 5-BA GG PN R
(NG 1 ¢ g/kg/min 1~ 10 x4 g/kg/min
30kg 1.8mL/H¥ 1.8~ 18.0mL/M
40kg 2.4mL/§ 2.4 ~ 24.0mL/I
50kg 3.0mL/I; 3.0 ~ 30.0mL /s
60kg 3.6mL/; 3.6 ~ 36.0mL/IF
70kg 4.2mL/I 4.2 ~ 42.0mL/#§
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(2) AP
ARHNZ, 154 TV (5 v ¥+ 1 — VIEERE 50mg) % 5mL
Y b oA RS CHIR T %,
10mg/mL %8 2 2 IR Cril$ % & RS R0 5 1
EHRRBTHBENNHLDOT, FHIEETLI L. K
SRR E MR L TIE, Ny I HhHviEy Y v Y
WICEJADSRBA LWL ) ICHEET L2 &,
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BEWH] (Fa 7T ) a— ViEERE, 77/ 12— V) IRH
TOBRETIE, MOEHICLLEZTF 714 5F T —IEA &
DEEICZLIENHY, T @FHEOT FLFY ¥
IZ X ZIEBICIPLT % & o, N TV H T U ERHEN
B TholbDREDRDH B,

(3= 4 Bh 58)

1. Mg

(1) 60 75 IR N FEBE: 5 (TEHE RN )
RN 5 4412 0.04mg/kg/min T 60 75~ R &k IR P H5A5e 3¢ 5-
T2 &, AR G- BAGR 15 0% TREIZE L.
Y& 560 45 £ o 4= 1L 3 B (Ceomin) 1 1,008ng/mL % 7% L.
AUC 12 59.34ug * min/mL T 5o 54T H O3
W (T1/2)133.9650THY . &2 Y75~ A (CLot) 1&
41.8mL/min/kg. 5 %Ak (Va) 13 242mL/kg TdH %, V

Cé0min AUCo-o T2 CLtot Va
(ng/mL) |(ug * min/mL)| (min) |(mL/min/kg)| (mL/kg)
1008 +303 [59.34+12.49(3.96+0.46| 41.8+8.3 | 242+67

SR+ R A

(2) 15518 + 60 43Tl B DR P Fed 5- (IR )

TR A5%4120. 25mg/kg/min T15 [ #% 5-#. 0.04mg/kg/
minCT605 B HHIR N Fefcdx 5-4 % &\ A i B 133 5-2
SHETHREISEL, TOEMPEE (Cnax) 1£2,008ng/
mLERT A, TOHEMPEEIIKT L. &5 K55
BIIBITEFBRE L 20, %5615 %DM (Comin)
131,237ng/mLC®» %, AUCIE82.43 ug + min/mL. %5
T B ORI (T12) 133.4755Th 5. V

Tmax Crmax Cé1min AUCo-e T2
(min) | (ng/mL) | (ng/mL) |(ug'min/mL)| (min)
2 2008 +798 | 1237+329 | 82.43+23.52 | 3.47+0.44
SR + B

(3) 2 s (15518 + 10 25 B AR N Rt ) Wi P 5- (RERERE )
TR N 64412 0.06mg/kg/min T 175 M#% 5-#. 0.02mg/
kg/min T 107 RN FRBe G- L. HICHEZ W ) Bz
T0.125mg/kg/min T 143 $¢5-%. 0.04mg/kg/min T 10
SRR N G- 5 & MR % 5B G 2 50 %
THRLPICEFIEL. HE ) B2 o250 % (%5 ik
1357#) 12 Cmax \CFE L7258, B ITEWIE L, ?

0.125mg/kg/min X 14

0.06mg/kg/min X 14
ng/mL. .
(1gOOOO) l 0.02mg/kg/min

X104

0.04mg/kg/min
X 1098

1000

i Fi B B

100

10~

B

Cmax (0-11min) T max (0-11min) Cmax (12-22min) T max (12-22min)
(ng/mL) (min) (ng/mL) (min)
704+119 3.56+£3.7 1990 + 280 13+0
AUCo-o C1imin Tz C22min

(ug'min/mL)| (ng/mL) (min) (ng/mL)

27.8£3.4 655+ 136 3.5£0.3 1270 £ 160

P £ B A

(4) RS BB Ic BT 5 BhRE
TR 2 L #64 (Child-Pugh/ A © 5%, B : 144) JL UVdEHE
K AN6%4 120.06mg/kg/minT145 [ ¥ 5 #%. 0.02mg/kg/
min C60%5 [ IR N FEGER G- L 72 & &, IR EE D Crmax
B PAUCIE 2 N2 1. 428 U1 . 4445, FFREE S TR <
R L7225 T121d4.09TH Y, BERANLEZF EVWT
LR ENTZ Y

Cmax Cé1min AUCo- T2
(ng/mL) | (ng/mL) |(ug'min/mL)| (min)
JrREE | 9422140 | 866+ 54 | 52.4%+5.2 [4.0+0.4
e AN | 665119 | 641+125| 36.3+3.6 |4.0+1.5
SPIAE + AR
2.

AHKNZ e Pl OMLE R TR S e, 38R A I
END, B 7V T T v AGFMESHEEE Z 2 5,
EHI7VT TV ADK R D5, 72, in vitro DL
BG4 1 ThH . mEFTORBOFLE D
KEV, b MBI 2 ERBEEREIINVEF AT
I —¥, b MFERICBIT 5 BRHER IR T AT
F—¥ThbEMEIN Y
F 7o AFIROZORBY (I VR TRk, ZEFBRE) 1Z
v bOF F 7 a—2AP4500 5 FHE (CYP1A2, CYP2CY,
CYP2C19, CYP2D6 . IFCYP3A4) IZxt L CTl3 & A LIHE
EHEE RS Do 72 (in vitro) o ©

3. HEt
FPEARERE TR CTH D K AZ0.04mg/kg/min T
607 M¥G-35 &, 524 % F TISH9% SR
PRl N2, 209 HLREAMAERIES.7%TH . EEAH
W H VK BIETH B Y

4. EQEAE
t MIE ST 2 EAEAFIZL.5~7.0%TH 5 (in
vitro. WRAVA ), Y

(ER PR B #58)

1. FREOERETZIRICHT 2 Ba0E
(1) 7 RExiEE L ZEERIEBEABRICB W T, R
WCERAR B AR IMEE. BRIt oE A, OEX EO
RIMYEZALES: %2 A5 5 BEITBT 5 EEMHIRMAIRIC
3 2 O EGREI S & Lo AR S, 07
CIEHRILEGER F A TR RIS B VT, AFIPR GRS
HAABAT20% L F A U 72 5E B3 117 %491 10244 (87.2
%) T bo B, WHE L7 EEMEIRMEATENR ONERIE,
TPEBEIR110%,. DEMBI74TH > 720 I OERKRR
Bud, 115%5CEmBENT NS, 07
(3) I EE IR B VT, DO R R A
KRG 2~35 %10 7T RICRGEER), 2O
%g$%&5¢%ﬁb‘&E%Tﬁarqmﬁ@ﬁibto
6,7

—~
N
~

(4) RA 2 BEEB LS L2108V T, B35 Fcoks
MR 367,250 O 82540, Id%21550) TH . #h
B Gy & e G CARB OB RE R O VRIS =R FRD
LNTWZV, Y



2. FMEOEREARERICHT 2R20E

(1) 79 RERBE L HERILEGREBRICB VT, Ttk
ICEBRR R 2 BT A I, koA, OEREO
ML E 2 BT LH.0MBIMOEY A 7 &, L0
A FAAT. BARAT. Rl K O 3 R Tl &5 o K AR 3R
Tt o EEMASIRVEA IR 03 5 O8RS & LT
D REDHER S N, O

(2) ZEERILBRER %2 & TR B W T, RFR SR
A BAT20% UL %A 70 DA E A 100 7] / 45 A i 12
EL7ZRERNE, 200479844 (49.0%) TH ) . ANEIROAEL
R Tl O EME) - OB 754 W 3744 (49.3%) .
BHNR 1254 1614 (48.8%) Td o 720 10712 2 B, #H
55 TAIEER ') ROV LA — SRR ERER 1) 13T % 7
HUNTERBEN TV S,

%3, DIEBEETAIICH T 2 EIRIETRERR

(1) CREREAC T IS BT A BIRVEAENR COEME) - ME) %
FHN, VTF TR E L KERIEEREEZE T L
720 EEFHGIEH CTd 5 BESEP 5-BIG 2212 B %
W ERIE P 51 0T OB R 3 5 20% UL E o fEdi o
DAEL110 1] 4K % R - BB o Bl G (H AR bk
B OES) 1IZBWT, AFIEEIT HELER R 2 BN S 87,
B, AT 1ug/kg/min 1 THEIRNFRbe 5 % BllGE L.
JEHN 1 ug/kg/min O ¥ IRIECHEE MM L, kKRG EL
LCT10ug/kg/minzBz vz & & Lz, 13

~

BB 7k a)
o s il
BSE | wwmmons B
WebsE OE A
A e 48.8% (40/82 %)) 48.0%*
VIFY UM 13.3%(13/98 %) 13.9%

a) TG B 51 O IR OB R P -1 0 A S B s & 3
Ll LIRSV E VTR L7,
* 1 p<0.0001 (¥THF LD

(2) FRERBRIZB VT, RIKEHIIE H T 2 %5 R H oIS
BT, KA RS HZERLH» ORI TIEHZ R L

f:o 13)
y L% (el 55)
TY S _ -
PeGEHT | 30 0% | 1R | 2 WEEITR
. 138.1 | 126.3 | 117.3 | 110.2
ANFH
AFLBE +15.7 | £20.6 | £22.3° | +19.2
e 1380 | 1283 | 1254 | 1223
VIRV 150 | 2193 | 204 | £20.5
S + LA

% 1 p=0.0003, *x :p<0.0001 GAHBEIEES B/ OB KR
B G OB KINEREE ER L L0 BaTic L 5
VIFY ML D)

(FEhEE)

1. fERAERF
FALBRICAETET 2 Br 2 BARICVER Ly SRR ARE#E R T
URIBBEE X Wl SN VT FLFY Y ROS7 FLF
) S K B AESEIMERNC P 5 2 & CHIAREEIRIEA
EFHT 5,

2. EIEMEH

(1) Br1 ZAEEERM

DSy yFu— VIEBED 1RO f22 553 5 Kiftid,
FNEN62.1 K 0°1,890nM T 5 (in vitro)» ¥

2) T v VA a— VIRHSE O B1 (5 )W K O B2 (R
ST ) S BT 0 p AR 1Z. 2 631 K 18391
TH 5 (in vitro) . ¥

3) T VA a— VEMIED a1 O a2 2 HARIHT S B Kifi
ZNZFNGL.5KI80.1uMTH V. aZHkICIZITE
AEVER L2 (in vitro) o ™

(2) BEW1EROFFRRM
4v7Fas L ) =52 X 508 LT TV
U 0 — VIERRYE G RIS U 22 O B i B s & R
L. P8IV oW 2208 115205 1843 Tdh 5 (4 ),
—Ji. HEFVIZBWTTT 7S ) a— VEEBRE O
F O ENL 6055 ETH B, 1D

(3) AEERRIZXE S B1EH
R IEANRE R AR A ISR e O 4 v T a T L — VI
k. N\t Y - 7 FLF) VBROREIRD Vi T7a=
FUBERAEIRICH LT, 9 v It u—ViEmEi AR
B U THIRIER 2R3 (4 %), 10

(4) $EIREF D OIAHER D X T 2 1EH
7 L+ UG ZHIR EARDIAB RIS LT, T
TF U — VIR OB E A SRS 2 LT L)L DA
HMEORBDZYUHEST S, ZOEHIE. HBERMAEL %5
LTI ESEINT 5720 THh L EEZSLND M,
WEBG L2 1000 R 2 R &8 B T RS
BB R),

(5) ZDHOIER

1) 22 EAb/E JH (MSA : membrane stabilizing activity) & O°
PN 2 A ) e A (ISA © intrinsic sympathomime-
tic activity) 12328 51w (in vitro) o 1519

DAV 7T L= VALEIZX % L = ¥4 N OHECH o T
HEITF L CTHELRZLE RITE R\, — ), 7075/ 0—
WVIERRIEIZA v 7 a5 L ) — VILBIZ X B L = V3 B O
FECH O T T A IR 5 (f ), Y

*(6) EHENEYHEEER
VESYZBA, 7T A THRAERA. 7 F 2 DHAEIR
H AV AP OB & oI L o T TV
Tk u— VI EE O CIABORA . PRIBIRIE R, E3HIE
KT OWTNDAMHEICIRE NS (X)), 2

(BB 2L EIFER)
— % %4 . I v V% u— Vi (Landiolol Hydrochloride)
1t % % (—)-[(S)-2,2-Dimethyl-1, 3-dioxolan-4-yl] methyl
3-{4-[(S)-2-hydroxy-3-(2-morpholinocarbonyl-
amino) ethylamino] propoxy} phenylpropionate

monohydrochloride
LR
07> N
T i ¢
*« HCI1
0 H CHs
: 0
0 CHs
O
7 ¥ R CsH3oN30s - HCI
4> 1 & 1 546.05
W R AHBOREOR R T, K AY ) —VITED TH
FRF L, 77— (99.5) IZRREBE TR TV,
Fil »oR125C
SrlefRE 1 0.23(pH6.0v n-t 7 & ) — )V FRRAE )

0.56 (pH7.0. n-4 27 % 7 — )V~ #%48i)
2.7 (pH8.0. n-* 27 % 7 — )\ /#%fliif)

(@ )

sk 4/ T MEMEESERAS0mME ;554 Tb, 10354 TV
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11)
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14)
15)
16)
17)
18)
19)
20)

T2
. Drug Metab. Pharmacokinet., 20 : 337, 2005
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HARTZ A
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FHRENZHD
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. Clin. Drug Investig., 33 :505, 2013
EQ/ N
PR IR 13 A
B HiITh
I
I

(EEXX#)
[ PREESHE  16 1531, 2000
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WRAREESE 18 14949, 1997
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