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DFIEPNE] L DZNEE - B OIBNNTFR D 2 125 3 5 B i 7o K 8 T — ¥ A &R
HEEAATVY, 2014 4 11 HITK&RR STz,
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(2) B L BIERIAINHE L S SN D 56 OERER (L iREE) & L
THIELFBED LN TS,

(8)  EIJESE O A AER] 11,303 #it, 403 41 (3.6%) (CEINVEH 234
HEnTz, EREWERIZRIK 0.8% (87 1) % & Tefiitias -2 DEIEM
1.4% (156 1F). HF e EOREMHRRORIER 1.83% (142 ) Th
o7z, (ff FHEGETR A DR R)

HRZBEH S LT, 9 oMt oAne CUTZOER) . WK, KPR
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() BFMDH%
—hE&
(1) & (FE%) 7n7Z ) u— LR (JAN, BJR)
(2) #4 (f4iE) Propranolol Hydrochloride (JAN. HJ&)
Propranolol (INN)
- BEXXIERER
| o~ H OH
O\V:X\V/N\T/CH3 - HCI
CH; TS A
AFRRUHTE

Ci6 Ho1 NO2+ HCI : 295.80

itF4 (84iK)
(2RS)-1-(1-Methylethyl)amino-3-(naphthalen-1-yloxy)propan-2-ol monohydrochloride

CEES

an

LeEs ¢ ICI 45,520

CASEHRES
318-98-9 (Propranolol Hydrochloride)
525-66-6 (Propranolol)
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50°C 24 % H i ad Eivse L
=i 2% HENSH8% AT/ THR
imﬂi}% 24 % H MRS TR & ICBR AR DN D
GEITIET Lo T,




5. BB OEZRHERE
HiE I7a>7 ) a— i) OERERIEIC X D,

6. AP DEE;
HiR 17a>7 0 a— G oEElkcL 5,

7. BELBEODHHLEYMRIIILEYE
7T n—) 5%



V. ®HI|ZBid HIEH

1. Fl i
(1) FRORB., BREVHER
BEA| (GEEE)

44 & EEmm) | BESmm) | T8 ()
* | £ mo| M m

fO;:iﬂ/ﬁE @ == #16.5 2.3~2.7 #90.11
&Y

(2) HFIDYE
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(3) #AII—F
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Briz7a L
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(1) REFE GEHHD) DE=
A > FFVEE 10mg : 15T, 07T m— VR 10mg & &4
(2) REH. BMEA. REXR. BE. FRG@EF. EFFOLH
D-~r=h—L, BFF, ZFTTVUE, ATT VUV~ T TN

4. HEDOREM
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DR Y ZF L) (22T, MEERER (40°C/75% RH 64 H) #FEfEL, ZF
MEIHR LT, M., ERMOAERMEICEL 25809, BFEATORE & RRICLE
ThoT- (RIMRIFRBER25°C/60% RH 365 H £ Tk T),

<BF . B LER DR E N>
AT T NEE10mg & MEAIMEIRE T, 40CH HWE25C 7T5%RHDSEM T (W
WHER) 2B W T3y ARFE LGS, ML, & &, ROV HMEICZbIER
boniemotz, L, 25°C60%RH T T60J5/L 7 A « B OBEIE %2 N2 755



B, WIN BB LB D T,

<BE R OLEN>

AL O e OV DOFLBE 200 {58 %2 25°C/60%RH GEEYE) OIRIFESMET 4 5 HA%

FLIZEZA, M, KR OEEIZBWTAITIEL AL

BB o T,

L

LR B, BliniE 3 » A HEARE, FLBE 200 5803 2 » H B LRI W T, PEIR
DIHHA THADOHRIC—EEEMAAZBO bR, ANN=T L ThEREDLLE

DIZHAEE LT=,

A T IVEE 10mg BRDREMARFER (25°C/60%RH, &, 4 » AR

) LRAFHAM
ABRIE
AR B A 1% A 2 % H 35 A 4 5 A
PR HEOHmAKR | AOBRE | AGOBHmE | AROBmERD | AGOBHED
N.D.2~
l\ ﬂ‘i‘w 00 . . ) . . ) . . ) . . )
HEEABR (%) N.D.2 N.D.2 N.D.2 N.D.2 <0.059
K5y (%) 0.32 0.33 0.35 0.23 0.32
GERTE (%)Y 100.0 99.8 99.7 100.0

D HABEOBRERICEEEMIRD G, ANX—=T L TnEIRED LR ITHELZ

2) BHEINhoTz
3) RS

4) BBIROEEY 100 %L L- & XD/ ESICHBIT A EER

1 2T 5 )VEE 10mg #38 A D FLAE 200 RO R EMHFHERFER (25°C/60%RH, S, 4 1 AFHE)

B} LRAFHAM
B TE
AR B G 1% A 2 % H 35 A 4% A
PR HEOHmE | BEOHE | HEOBREKDY | AAOKED | AaOmHER D
N.D. 2~ <0.059~

MR ER (% .05 D.? D.?
WiEE B (%) <0.05 N.D N.D <0.059 0.054
K5y (%) 4.78 4.65 4.77 4.70 4.75
GRETE (%)Y 99.7 99.7 99.4 99.3

D HEOMRIC—HESEMEMNPRBD SN, ANR—T L THEIRED ERGITHEL

2) mEhienoi
3) R RS A

4) BB OEEE 100 %L L= & X D4R EIC

5. BAT DAIREMEDHHRMY

Pt A

6. AHFER

(FiR) AR NaaBiE OSRLik) ) ok

ES

4 [Al#sEL 50r.p.m.

B L 5AF=R

DRERZAT D,

R HAE FRUK 900mL
I HYE - AREL D155 ORI RN80% LA LD & & XA LT 5,

.6.
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V. JREICEYT HIEH

1. DEXIFHE
(1) Zhee - 2R

AHE

PEEE  (HEAE ~ 3 iE)

PeloiE

18 M T

WIAMILAE (LsRbE, DEME) | ARSI O B, SHOYE DA (R |
TAMESENR, BTRELEMBY, FE(FHELEMBIO T

Ji BB 36 (0D FEFEH)

D ST & B IR I ORI

(2) #hEE - HRICEET ZEALOEE

1.

s (EEHE. ODEM) . REMEROFEH. SR OEME BRIk
MR). AR, FEOEMES. REHOEMEIDO TS

NSRS WIAME(ESRME, DEENE). FEEMSET O TRE, SR D E
BERIRZD ), TAVESENR, B BB, FBIEMELEME) O TR 4 B
KENEEHT 256, DRSO RENRIGRICHM LI EMAEE T2 2
Lo BEBOEBOLDEAIT. ARMENY A7 & ERS LTSN D5
WZDHEEFT L L,

. FERRFAE D FIE AN

AFNT, REERBIEORAMEMIEEO A TIIHEARICEEE XL T\5
BEICORKETHZ L,

. AIDEREBIREIC & S IEERFEEOREINT

7 7 —UESRESE 2 R R & D A DSR2 L DRI E R E A
ITRFIIERETH L,

2. HBiERUHA=E
ON::F Xk

1)

2)

3)

AEMSOERE (BE~PEE) (CERTLHEE

W, AT e 77/ e— L EiEEE LT 1 H 30~60mg XV #&5

ZIE O, WEART25A1T 120mg FTHEHE L, 1 B 3 BEICHEIR O

BhH53 %,

7pE. AEHD, ERIC L 0 EEHEET S,

WlME. BEMBEFHIFICERT 5156

WH, RAZET e 77 7 a— RS LC1 H 30mg LV #5210

D, RBP4 60mg, 90mg Si#iHE L. 1 H 3 [BIZERRO

B53 5,

7ok, Fln, ERICE Y E TS,

HohsE (LEME. OEM) . REMEEBEOFH. SR OERE (RIk

PR) . AESER. FEEOERS). REHOEMEIOFHICERT H5E

A

W, AT a7 ) a— R S LT 1 H30mgk W #5213 0

D EBARFS 72 841360mg, 90mg & i L, 1 H3ENZ Ay ERE 1 #%

3%, 7k, Fn, GERICE D EEHEET S,

INR

\E, NIRRT e — U RE S LT 1 B 0.5~2mg/kg %, K
_8-




HENPGBBL, 1 B 3~4 FENZHFREOEEGT 5, ks, Filn, JERIC
XV EEHET 5, fJJST%TWL/\fa?]ﬁnﬂ 121 H 4 mglkg £ THET S
EMTEDLN, 1 BRGEL L TI0mg #2722 &,
4) RERFEORENGICERT 5158
W, KA T e 77 ) oa— Uik e L CT1H20~30mg Xk V & 5%
T U, RN+ 7255 1360mgE THitE L, 1H2[AH 5 VN E3EIC
DEROREGT 5,
5)E@Eﬁ&%ﬁ@r;éﬁ@iﬁﬁ@%ﬁ%ﬂkﬁﬁ?é%A
W, FLshR i7u77/u~wwmﬁkbf1H(w~m@kg%
ﬁm%#%%#b 1 B 3~4 B0 T 5, 72k, fEKIZ
WEHHEWT 5, DRA+DRGEIZIE 1 H 4 mgkg S THETLHZ k?ﬁ\
TX 5,

(2) A% - REICEET SHEALDEE

3)

4)

®)

te AR BHE Tl ARG L0 RIICIED EF-35 2 L13H 5D TE
Fla B C b L2 &, BEaEDOBE TG T 258101E, o EHHIT
WIHNRIR AT o T RBICAAN G- L, W a A2 05 2 &

(fi#at)

B EMaED BT, BRI E B9 5 & AR o SZARMHIIIC X
HIMENENEA L 70 . FWARME EANRROND ZERH L2720, K
HlZ& BTG LRnZ &,

BT 55, o EEAI CHIHNERZIT o T2 RICRAIZ 5 L, #ila
WA A2 OFH 5 2 &y

FRIBE OB EMIIED BE IS, ®IEEOTZDIREME T v 7T 7 a— ik
WRREZRORE L2 A, BIF, @, EH, BENA L, mEX
150/90~230/140mmHgD M A A& L 7= Z & 72 EHE 93T 5,
ZOBITIE, o EWIHI G SN, EIRITE L L, AMEESERE, R
PEA Lo A BEOLFFREBIZE S BfERNA LIz, EO%, iYL
THL LT,

INRAE
AN T Q) Y - A, TVIL4, EEZRSAREZOHEB (9 W% EO
[VII.10. /NRFE~OFEHICET 1R &R

=EERE

mEE T, ROFICERE L, DEPLREGZHRT 570 EBE OREZE]

HLRNLEEICREGTDH L,

D) midE T RICHEOREZFE LI 2N EER TS, [MEZES
WDEZDBENNH D]

2) WEZET5E1E, RAICEET 2, (IVIL2.2)] DEER)

gz PEE lﬁo)?x'q_-i
HEZRH, BEERESTEOL 2 BFIIEEICER ST L2 L, [FEYORH -
HEME DS 2B 5 1 5 A] bfiﬁlé?)éo]
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6) BHBEOWERSE
BEL TR

(1) SHEEHIIHT FE
VILAE ) FoEEICET2HEA 2K

8) Ak 5i&

BRI L
. BRERREE
(1) BEERZHIE 456
<A\ >
T B R EGERER & G TR AR A O E I IR D L B Y TH B,
SR2 FAE B owou ok
AR REME & o SE 499,879 (56.8%)
S i JiE 84,7129 (65.1%)
R % iR 151,268 (56.3%)

< IR AR O FESEM ] >

DS SAME AR D R ER A O AR MOV T) (A 11 4 2 A 1 H
R 4 5 EIIER 104 5) (AN | AMTRIT D KRIRIL R ONEINS O 23
RIURFEZFFRRIL E LT, BB A FEM+ 2 2 &< 2% THIE -
ME] FEFR? EAMTHD & L TUKRI NI,

<UNRAREENR >

M3 s M FH AR D EERE R SRS OB MZ DWW T Bk 11 4 2 H 1 H
W 4 5 EFES 104 5) ([ZAID | NI D AR DL OEINSL D2
FMREZFRRRILE U C, BRRBR A2 K42 2 7L, Y% THIE -
& 1ZERRE FAMTHD E L TRRENT,

ENIER S X O DO HRE DCoTarZ ya— ORI, &
KT 71.6% (WIFMIHE 78.3%., FAFMANR 69.1%., LFEHHE) 50.0%. JAMESE
Ik 100%) ToH -7z,

<P AR T X D AKEE R RAE DI IE I >

M6 S S AR D R R SRS OB MZ DWW T CERL 11 42 2 H 1 H
WSS 4 5 BRI 104 5) (RN . MM T 2GR L CEWNS O LA
FOCREZFHFERRIL S LT, BRARRBRA 325 2 L 7e <, YU THIE -
A FERRZ EANNMTHD E L TERI N,

LS OfFFERE D CcoTr T ) a—)LD 7 7 a—IEIEIC KT 5 AR
1% 81.0% Th o7,
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BRI 2B IR BT 22 < O HBGERBIC IS\ TR L L TR S
nTna,
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ZRRRAHE B S A T

2. FEBEER
(1) ¥EREM - fERE
AR BZRRIZBNTH T a— 7 I EHEAMICHEI L, B2 AAHER
B 2RI 2 LI X - T PURLIEEN., PINEBIREA 25842 b0 L& %
55,

(2) #HhAhEZ=fTZHHERBE

1) RIEAHEE B 52 A AHE T
@%ﬁk%%wﬁw@%ﬁkﬁ%’7mf?/m—wﬁ@ﬁ%ﬁﬂ&5b
it A YT LT U AR R OSEENA R 9 K DA oA B L
uﬁ$%%ﬁ9éﬁ\&@@%Bxa%@MW%%%Lto
DD B AP RE B AR AEWT 95 2 L2k 0 ZEEE R ONEBIR OO
B MEMEEZ S L, O E AR S 9101112 | F LR A I R
L. DB DAMEO MR 2R S5 1819, ZOFER, LFCBIT 5
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VI. AREDBEICET HEE
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() aRLAEDTMFRE

MmREDHRS. BIEE

LB L

(2) B ERERA

fERE S 7 10 AITAK] 20mg % 5 Bl L 1C 3 MIKER AL LimL 2 A, #
5. 1.5 B CRm M AE TR (42.9ng/mL) 23328 v, AR 3.9
FFffChH - 72,

EMBRE/INT A —4 (n=10)

Tmax (hr) Cmax (ng/mL) T,,,(hr) AUC,_,,(ng=hr/mL)

1.5 42.91+19.3 3.9£0.5 5521163

(mean*+S.E.M.)
Fo. KA 20mg & 1 H 3 [0 8 HREERRE O£ 5 Liza b, MR dh#
WCEAGIZ A BN o T2,

(3) EEFAETOMmpEE 20

B MESE, POIE £ 2 IIREIROBE 35 flaxRic7T v T ) a— VIR
30mg/H (6 f3]). 40mg/H (4 #l). 60mg/H (25 ) %4y 2 HDHWI4 3 T
BO®BELEZA, MPHEEIZZ 4 FY 17.3ng/mL (4.5~57ng/mL) .

26.4ng/mL (21.9~31.5ng/mL). 58.2ng/mL (7.5~164.4ng/mL) T&Hh -7,

I H R IR OB 5 B I KT 203, [EEENSmRD TRE Y,
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Tu77 s a—Ek 1 HE 4 5% 7T 1 H AL EIRAF o RERREE 22 4 (3
~167%, P 9rk 3 » A, EREMEEE 11 4, ODEMEETE 9 4. BEXRAELLT
JE 2 4) ICB A7 7T a— Lo %25 e, $51% 30 47, 60 57,
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12 FFELER, 24 FEFE.OER, EEBA M OERICESWTHIE L, SHEIED
T0%LL LD 4%, BmBIEOHKEER L L,

7u7T ) a—LOREMFETEE (Cma) 1X85% 2~3 FEMIcAbNTZ, F
72, Cmax 1T G EORINIES THEM L, 1 mg/kg/day #f 6 5] Tl 10 ng/mL i
#%THo7=2, 3 mglkg/day BE 5 1 TiE 30 ng/mL LA EOfEEZ /R LTZ, &5,
a7 ) u— L OFAEIRMERIZMTREKFETH D LB X D1, Cnax 2
10~20 ng/mL ® 7 ffilF 2 f5il (29%) KO 20 ng/mL LA o> 12 fild 8 fil (67%)
CTHHPEREARIC T 2B 0ER A B 7228, 10 ng/mL LLF D 3 FlCidfA btk
TR oTz, 72B, AR 4 FIROEER) 6 Bl 5D Cmax 15, Z1LZEHL 18
~42 ng/mL % * 17~174 ng/mL TH -7,
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