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I. &#WICEYSEE

1. HBR5t4
(1) #n4%
H3 Vs BE 25 + 50 + 100

2) *4%&
Calvan® Tablets 25 + 50 - 100

() BFDHXE
Ca f5HUfEM & o 1 (alpha) WK {EM Z §-8+52 B 1 W73 bevantolol D& ik

2. —i4%
(1) #%& (&faE)
SNy ha— UERgE (JAN)

(2) *%& (&%)
Bevantolol hydrochloride (JAN)
Bevantolol (INN)

3) RTLA
BZRIKT v ZT=2 K& LT: -olol

w

BEXRIERER
T

HsG OH 0CH,

|
@— 0CH,CHCH,NHCH,CH, 0CH; - HCI

4. HFRARUDFE
4 1 CooH2rNO4-HCI
4y : 381.89

5 bFH& (@fiE) XITEXE
(#)-1-[(3,4-Dimethoxyphenethyl)amino]-3-(mm-tolyloxy)-2-propanol hydrochloride TUPAC)

6. 1ER4A. &, KBS, B85
NC-1400 (JRBA%E =)



M. AMERDICETSEER
1. MR
(1) 5V - 4R

@ OFE S T hE RPEDO B R T, 2B WA,

(2) B

1) BFESEC 30T 2 AR
it TafR - (mL) ARSI T | OEfRERED

AHE ) —)L 8 T 0
VA=R=5: A 9~10 RRET T
Hefg (100) 29~30 LT IZ W
7K 180~200 Wiz < v

=% ) —) (95) 380~400 EIFiz< v
TEhr=RrUL 1100~1300 fiR D TEITF Iz < W
Tk N 5000 D TEIFIZ < W
2-7 sl ) —)L 1000024 | T & A ETET RN
HEfig =5 L 1000024 E Z & A ETET RN
YrF )T —F )L 1000024 FEAEET W
~FH 1000014 | F & A ETET RN

2) 41# pH EIC

kARG 1g 2R T DI LT 72 TRt B

B LEME (37C)

eSS TR
pH1.2 16.0mg/mL
pH4.0 33.8mg/mL
pH6.8 33.9mg/mL
K 30.6mg/mL

3) R I O VSR EE
A ER R L

3) WE™
AZ 25°C, FHXHEE 33~100% D5 T T 10 H BRAF U7 f5 5.
BEEZLITZ0~1+0.54%ThH Y . WIBIENR 2T,

WTIDORMEICEBNTD

4) Bhe (OfER). B, RER
S - 138~143C

(5) BRIEEMBETER
pKa=8.36 (3527 2 /%, WEE)
(@EmFZZSG



2.

Q)

(6) SEHRE

pH 1-F 7 & 7 — VKRR ™ 7 v v L SRR
2.0 0.12 0.04
3.0 0.20 0.18
4.0 0.47 1.32
5.0 1.39 10.9
6.0 4.18 49.8
7.0 17.3 111
8.0 7.2 166
9.0 90 169
10.0 100 190

HIEIRAE - 25 i

BRSO EREHTICETHREN

Z DD E G REE
bt [l @ +0.0°

s Britton-Robinson FZEi&

(A X — N (1—10))

HHE PRAF S PRAFHH RIFIERE fTe
IR R E=¢i-! 39 » A KT T ANA (ERe) | Bl
T ak R 40°C + 75%RH 3, H BT T AN (ER) | Zfele L
60°C 3» A KOHTAPA B | el L
IRJE - | 40°C - 75%RH qw . "
pru N N f
95C - T5%RH 6 »H KEHT7 A0 Bl | &k L
ST HIF AL v —1 .
e AN 7’-
5 (2500 1x) 120 /7 Ix « K] (B ) Eik7e L
E K T 37 H BT A % —1 Sibre L
A (1 36 77 1x - M) (BAD e
’ =R - HOEAT HTAE—H— e
e AN 7’-
o (2500 Ix) 120 /7 Ix « K] (B 0) Eik7e L
IRV 10°C
(1710000 Hy —40c TH jj(;j; - ,;g; Zki L
pH10. 40°C LA

HIEHE ML TR\, fERERER. WL, Bl

B ORERHERE. EES

THeRR AR BRTL

(1) T4y FHERRIZ X 2 RBSOE

(2) FRAN AT BT 1

(3) MREMEIN AT hVRIEE (BAE U ¥ LEERE)

PR RRER, HOHRCR, SRBVRSY .

(4) HR—ERBRIEENMEROSIZ 5D < HALM O ENERUE (2) « AIRERIC X 5 J714

TERIE

Wik v~ 777 40—
FHEH] : A7 2T Uk B (5~10um)
FBENH : 0.330% Y VEEKE T =T A - 0.288% Y VR T IKET UE= T LKIEIK

AH =) (1:4), UV ERIZTpHT.2 IZFHE,
B AR EE R (RIEE R - 280nm)

=R
==X




V.
1.

2.

HEZEET HIEH
%

Q)

(2)

)

(4)

(5)

(M

(2)

)

iz D X Al
T AT —TFT 4 T EE

SHE| DN R UMK

Hx7e 4

i BF OPEIR

HED 7 ()b A
a7 4 VT

HE : 6.1lmm, JEX : 29mm. EHE : 80.0mg

eS| AT
T3S BE 25 <:> <:>
&)

T3 VN BE 5O

HED T VA
a—7 4 VT

HA : 6.6mm, JEX 1 29mm. EE : 91.5mg
HEaDOEFRAD
> O
. | [ 7 4V
SN ”rL» W
J1 V8 8 100 &/ e g
B : 8.5mm, EX : 3.2mm, HEE : 169.0mg
HAlo—F
H SN BE 25 B IR BE 5O LR BE 100
a2 — K NCCG NCCF NCCE
RLEG AT A, PTP > — b
XD HE
FREEVE : ARSIT B R— B ERERE (2) OHEICEVWRBREITY L X, AT 5,
FDith
BEARRNA
SE| DR
B GEMERS) OEERVHEMNY
HR7E4 VS BE 25 H LN EE 5O LN BE 100
BRKGT | N b m— VHEIREE | N b b — VIR NNy ko — U R
(1 $&H) 25.0mg 50.0mg 100.0mg
HBEARFI), fEmE LR — R L An—RA b IR, Eatre—RX B
Fexoreeirtire—2 fi{bl, A77 |V Aa—A B RrXrat]
I Vo~ 732y Uh, EdaAo—A, <ro|bia—2 w{kil, 277
” F—/L 400, B{LTF . HAFTAEY VR~ XL A, BEFuAn
— A, <71 =—)L 6000, &l
FH v ooRmy
EREZEDERE

BEA=RANA

BeE
BN A



RAABRROERRUVERE
PSRN

pallii]
BEARRNA

BAT DETREIED & 5 RHY

CH
H,CO C:H ‘@ ? H5CO
3
CH,CHCH.0
ik H3CO~©~CHZCHZNH2
HsCO CH.CH,N X
CH,CHCH,0 . .
. T Q 3, 4-dimethoxyphenethylamine
b|S17-F OH
CH,
HsC

/O\
OCH,CH—CH,

3-(m-tolyloxy) -1, 2-epoxypropane

WA DEBEHTICE T EREMN "?
H1 V2N §E 25 + 50 - 100

AR PRATERA: PRAFHAM PRIFFERE it 5L
25mg : 494 H
EHIRAT R =R 50mg : 48 H AL eLAE T RE FEEN
100mg : 39 H
o KT T AR O FRZEAL
50C 31 )] (B (A i)
40°C * 75% KOTT AR
RH 3% /3 (B A
HrEE R
HOGAT RY)xzFL oMl
(2,500 1x) 60 /7L Ry vy —L (B
FESN
65 H .
W ” . Ny x=F L8
SN BCE <m§§? S

ABRIEH AL, ERREAERBR, fEm. BB, & (REMRAER (25 - 50mg §E))

AL RR, TR (REIRFHER (100mg §E))

Wik7a~ s 757 4—,

SMBL. R RBR, AR, IHRER, BEAIEEMER, WE n~ T T 40—

G GTlERER)
REER NBBREORENS
B4R

fo# & OEA T (EIEEHEIL)
LR L




10.

11.

12.

(1

(2)

)

(4)

BHEY
1) TR EE 25, BV N EE KO

(k) BR—maBRsEHaRiRE SRk
ABRSE - [FHE£100rpm
A OB B R AREERBRIE R R
WElERE EiR (pHA4.0)
U R ER (pH6.5)

(R WP oRBRIIKICB W T FEREDT5% N IEH T 2L AN TH - 7=,

2) J1IR U BE 100

(71%) B R—aBkE HaRRE X RuE
BRSPS 0rpm

R BR R K

(RERY)  IRHRIE, 16571, 80%LL B R L7z,

Bt -

FARNDELGRSR - 2K, NEVERCERSR - RECET SR

M LN

(253

TS BE 25 0 100 B8 [10 B

JIV S BE B0 100 $E [10 B
500 §2 [10 §%

1V 28 2 FE 100 : 100 $E [10

FiRBE
BARRNA

BEDME
PTP : RV b E =7 4 )L A
AL (Pa—) ARy F Lo,

AlgiR#t S h S EMER
A% L0

Z D

(PTP) x10]
(PTP) X10]
(PTP) x50]
(PTP) Xx10]

TV
tu 7y EERSE LT IR =T 4V A



AEICET 4IEH

1. ZEEXIFE
= I £ i

2. HEERIIHEICEET HFE
RE STV

3. HERUHE
(1) FAZERUBAEOES
W RAICIZ~N Y e — UG & L C 1 H 100mg % 1 H 2 [BIZ /&R 0 &5
L. 2B+ 7285A413 1 B 200mg F THETEX 5,
ek, El, ERICE V E TR S,

(2) RZERUVRAEDHRERRE - RN
(T'V.-5. ERRRKE ] DHZM),

4. FRERUVHAEICEET 5FE

1. BERUVAZICEET 5FE
BEOME IR T T 7 ) A=~ OBRE TIE, a BEEEECHIENRRETT - 72141
AHNERE L, I a lBWEE2 T2 &, [2.7 0 9.1.4 ]

5 ERERRUIR
(1) ERRT—2/\v7—2
A% L7

(2) BGPREEIBEAER Y
fEFE RN 7 41256 L TRy b — UiEEEHE 100mg %, 7= A 6 4124 LT 200mg
EENEL A 1AL 7 BEEG LR, 16y g v 7R RAE U7n, £ othogisk
FITIFFFRL T N & HERERSCHEAREEO R T IR O bk o7,
* R GRBRICTRE R L,

Q) FAERGIERAERER VY

ABEMEEIMFSE 21 12~ b o — LEEREHE 50~200mg Z. 1 B 1[EdH 50
X 2 [E8EE U, BEG- R O B2 R 2 LR R L 7RG 5. B B OB IE R 1T
%5 T o727y, WHE I EOERERE RS, 2EiEAOLERMAERT 1 A 2
A5 TRV /NS ez R LTz,

AHEME B MLESE 67 £ 12~3 2 b o — LR 50~200mg % 1 H 2 [F#5. LI
JEZh R AR LT R . AAI O ERR %5 13 100mg 7> 5 200mg OIZH 5
ZENRBEI N,

(4) IREERIEEER
1) BRI
@ ERNERKER

EN TRaEE 951 BllCHW T E i S vz B 5B M O —RERE 2 & TR R ER D

I H, BILEIEIZ DWW THRE S 17z 754 BlC S 1T 3 BRRBR O E 1Tk D & B

D CTHDHo 19

E) ABOERR SN HAELOHEIZ B, RASESAY be— UERE S L
T1H100mg % 1 H 2[ENCHEIRE AL L WERRZAR+2728613 1 H 200mg



FTCHETEZ S, B, Fi, ERICLVEEHEETS.] Ths,

o HuhH
R R FEEULE (%)
AREMEm MLESE  (BE - 1 55E) 50~200mg 385/621 (62.0%)
T 18 IR E 100~200mg 30/36 (83.3%)
B IEE & O & fLEAE 25~200mg 21/28 (75.0%)
at 25~200mg 436/685 (63.6%)

Q@ ®\EALAETHAERGHER"
AHEVEE IMESE 129 £ I2~ N2 b o — Ui 4 100mg(50mg. 1 H 2 [ml#%
) oG E2BRG L.+ BRI DG T s & 200mg/ H

(77 2) £THEL, SHEMKE LR, AAlom L EREICK T 2 ik - &

% 1 H 100~200mg] N ThD EHWrsni,

@ LEEEAER D
AHEME B TR R L TNy b o — U et & ORISR 4 F VO, 12 58RI
2% “HEMIERRAER L= 2 A, AFIOFRMERHER Sz,

2) ZTEMEHER™
ARREME & fLFHE 53 BllC 3y b o — LHiEHE 50mg, 100mg & %\ ME 200mg % 1 H 2 [[],
52 WM PG LR NG, AFNTEMBEGICBWTMEEZAE TS 2 <, BELRK
JEZh SR e OVE2 AR 2 e C & D 384 &l < vz,

5) BE - mERNER Y
[N CTHE S M7z m U EE (2 %7 2 8 S RGO R R FRER O RIE B 745 10D 5
LR ER R 5451 685 BIOAHR (TR Lllk) 3IT&ROLBY THD,
® EEEABRER (5 4 ik WHO FmHEA 2 48 51)

WHO 5% TRLLE (%)
I 111/171(64.9)

I 310/489(63.4)

I 14/024(58.3)
B 1/001(100.0)

xR RERIMEERREENR

B HAIME (mmHg) TRELLE (%)
000~159 038/067(56.7)

- 160~169 197/300(65.7)
et 170~179 122/187(65.2)
180~000 079/131(60.3)

000~094 037/072(51.4)

095~099 151/222(68.0)

PR 100~104 119/187(63.6)
105~109 050/092(54.3)

110~000 079/112(70.5)

® FhnlREMNR

Fiin (k) TELILE (%)
22~39 27/045(60.0)
40~49 86/145(59.3)
50~59 150/236(63.6)
60~69 142/215(66.0)
70~83 31/044(70.5)




(6)

Q)

1)

2)

RRNER

ERARERE (—RERARERE. HFECARERAEZ. ERRELERRE).

—AR—RFE., MERFGRERZBOAR
ik FH A A e R
R 3419 BIO MJEDHERIZLL F O Y Th -7,

Wilcoxon 5 Ft
HH P& 5 B4R BeH 88 T NE T
IARIAIME | 166.72 £18.91 | 144.89 + 16.11 p <0.05
(mmHg) [3419] [3419] [3419]
JERRMIME | 94.64+12.11 | 83.08+10.60 p <0.05
(mmHg) [3419] [3419] [3419]

O L, F g EESR L 89.32% (3491 #ilth 3118 f5]) TH 7=,

ARRFHLELTERTFEODABRXIERE L-RAE - HEBROBE

LA

Z Dt
EER R L

10



EEIEICRH I HIEH

EHZHNICEEH SLEMXITILEWE

BLiEWE (T he— s, Y Yua—ERRE. A N ae— U EARE. 77 /1
—)L, BV Fua—)L 7 )LgtE XA XY o — Ui RS

o BIEWTEE (IR —/L, TuF ) a— L%

HE  BEEDO®H 5B ORI O R ETEHOE R 2T 5 &

. EIEER

(1) 1EREMGL - fERKF

AN VHEREE S B T EANC K D O EOOIR TR, o EETERI X OY Ca
PUEINCE D < KM FLIREINC &V BEIER 277

(2) EPEEMITLHEBAME
nEImE/EmA
JRREET LV (BIERRBIET » b, BMESMET v b, DOCA BHiE T T v
) ZRWER (nvivo) IZBWT, AN b — UIEREEIT, BHER I DL
ELTEEER 2 LT 22,

(mmHg)
180

160
140
120

H

%

(bpm)
450

400
350
# 300
250
200

o 2z 3 4 5 6 7 8 9(mm
I 5 1% DR

—e i FR Mean+S.E.(n=5)
o—o ¥EEE /N> b O—JL 100mg/keg +p<0.05
----- ERAE A P 7on0—)L 240mg/kg  *+p<0.0!
o---0 77 / A —JL 50mg/kg X$RREE & D LEFK
(Bonferronii#iz & % % & LLERTE)

XK SHR [ZH[FER/N\Y bO—)LIEERIER UV ZDHhD
EYOHERFEAOKRSICL3iamEER

B1 ZEKEMNRER

FLE Y bONVEERZ AW FEER (in vitro) K OEER %2 W -8R (in vivo)
[ZRBWT, N ha— ) UHERMEIE, A Y 7 a7 L ) — W X B G RE & OB
BEIATKE U, B PER 2R Lz, TOEM (pA2) X, 77/ a—1 ;&
WTR_RE g — U e _GR o 7o, 7ed8, ARIED B4/ B o HEWTZh I ELIL, 11.5
~32 TH Y, FENRMEZBARIEIER ISA) XD Siehoiz 29 ~26)

xR EILEY MEHDLDEBRERIZE T AN\ FO—)LIERRIED B E#i1EA

e " 2R 2 IIEH

A P Ay (pA2)
RNk — U 6 7.75+0.07 7.74+0.09
TF ) a—L 4 7.49+0.08 7.50+0.14
T RHE T — LI ERYE 6 7.48+0.10 7.51+0.05
WM . A Y FaTFL ) —L (Mean+S.E.)
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80 -
£ 60
0
- —eo 1 t0O—JL (n=12)
a0l o—o0 10 mg/kg (n=6)
S ~— 30 mg/kg (n=6)
=
I (Mean=S.E.)
% 20 -

L LoLL I I L1y

0.01 0.1 [ 10
1787/ —LoBEE(ug/kgiv.)

RN FO—LERBIEDA X+ 2EBERNEEIZ L 5 B EEER

ol SBEFRERER
Z v D REIREEA Z W= 3E8R  (in vitro) (ZBWT, X0 ko — U FREHE X,
ST R U A K DWHEROGIC R U, BEE R U ER 2R Uiz, F72, BRIER
ZHRWTZEER (in vivo) IZBWT, ~Ny ko — UIEREII R F B A7 KRR B
ARIMGE R Z M E T, 728, RIED B/ a1 BRI HITHK 14 TH o7z 20 27,

& v MEHBEBAXBIRERICE(FEH /1 FO—)LIERIED o  EER

) % PA2
AN ke — LEEREE 4 5.77+0.07
T R_H o — U R 4 7.09+0.11
EMH . LT KLU v (Mean+S.E.)
60
_ 50k
¥
E 40 -
gm_ —e 1. fO—J (n=12)
I 0—o0 |10 mg/kg (n=6)
ﬁi 20 —a4 30 mg/kg (n=6)
oL (Mean=*S.E.)
0 L

Ll
I ] 100

7L 7Y 0B (ug/kgiv.)
RN A= UIEEIED A X+ 2HRENIREIC L 5 o BEHER

Ca #EiiEH
Z v M REINREEA Z W= 3E8R  (in vitro) 2BV T, 30 ko — LR FRRHER X,

CaztiZ X DU ST U, BRGNS HETER 2R LTz, 2B, ARED o1
Wr/Ca #5518 3K 4 Th 7= 29,

12



100

S
’ 50 —e I tO—)L
LS o—o + 107°M
= A—a + 3X107°M
(Mean=*S.E.)
0 _I 1 1 1 =8 |
~B -5 -4 -3 -2

CaCl,mBFE (log M)

(n=16)
(n=8)
(n=8)

S v MEHBSBKBARERICE TS/ b O—)LIEEEED C a 2t IRHEIN G/ A

REMEREAERBIER (ISA) 2

LA 2R L, REMBRUIWLERZ i U724 X2 W T2 e — Ui
BetE D ISA Z5 LR (in vivo) . RIIT ISA 2 RS 7o 77,

BREVER (MSA) 2V

ENLE Y FEHAWT, AN b — UEERHE O MSA Z Rt L 7=k S Gn vivo). K

I A ERIFARY 7 MSA #/r L7-,
R EILEY MIBITEEFREMER

1) ECs0? (W/V%)
B PNISUHGE Bt W B S5
AR b b — Ui R 0.21(0.19-0.23) 0.12(0.10-0.15)
Tur5 ) a— kR 0.21(0.19-0.22) 0.09(0.07-0.13)
U R A KRR 0.29(0.25-0.33) 0.18(0.12-0.15)

() 1 B%EMHERA (n=8., Yrt v ML) a)finE 50%IHKL S5 EE

(3) 1EFFIREEM - FriuhsfE 0
EER R L

13



VI EWENREICRE I IR B
L mEREOHR

(1) AR LA MPRE
DR L

(2) EERFEBCHERINIMmMFPEEY
1) BEES
fEFERR A 6 Bz~ N b o — LI ERHE 100mg & Hi[RlRE ik 5 L= & & oM
AREALERIRE L, TRORRICHER LTz,

1m 2000 r

¢ 1000 (Mean=®SD)
500

100 T

10

hg/mb)p 1234 6 8 12 24
SRR (hr)

F7o. FHEYFENRT A= ITFTROLEBY THoT-,

) RS R M B

( i i

IEENT A —H
Tmax Cmax T1e(a) T12(B) AUCo-24
(hr) (ng/mL) (hr) (hr) (ng-hr/mL)
0.756+0.27 8761297 1.36+0.56 9.7£6.0 3238+2068

o, miEESRE (64) ROEREEZ A @MEESREG AN~ he
—/VHiIRHE 50mg 2 B HRIRE NG LTz & & OFMBEE T A —Z [T TFRD

BV THoT,
X ENEEEERLUVBEETZ2ES58MEEES TS MPEREE
. BBk | Mg VviFey | Tmax Cmax AUCo-»
SR g | (mg/dL) (hr) (ng/mL) | (ng-hr/mL)
1IE 6 0.5-1.3 2.3+0.8 | 303+127 1286+462*
I 5 1.4-3.5 2.6+1.3 | 680+319 | 3338+1764
(1% 50mg H[alfE 0 $¢5-. n=7, Mean+S.D.)
2) RERE

WEEER AR T (T4) 1Ty b —/UHERsE 100mg 2 1 B 1[E (&%) 7H
MER OGS Uz & & o MmiER RECIRIRE OHER K O EhRE T A — X
IXFHENFEOLERBY THoT-,
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1

=1
M

@=—=@ |00mg/day (n=7)
(Mean*S.D.)

(st

= 144, h

(A - e ¢ 1 1 7lll l,lll,’ll’ll”ll’l'li +F
01234 6 8 12 2024242424241 234 6 8 12 24

B8 2HE 4HBG6HE THE
3HE SHE

%R (hr) %5 %850 (hr)
ANy FO— L EBEREREICEITAEABRAKRERDOMBEREYEE

1E4k

MmAiE=R
o

xR BREABFICEITHMBEHREYEHE/ NS A —4

HYERE /N T A —H
Tmax Cmax T12(a) T1/2(8) AUCo-24
(hr) (ng/mL) (hr) (hr) (ng * hr/mL)
2.6+1.4 594+235 1.25+0.44 7.1£4.6 2979+1254

(&1 100mg E# 5 ; 7 Hf. n=7. Mean+S.D.)

T, EMEERE (64) KOBREELM O S EESREG LI~ e
— ViR 50mg # BB KER &G Lz L & OEYBIRE T A —X & FHRICZ
Y, D& EOREMEROBEHIRMEZL, &IMEEREREL OBFEEAEED
EILEEREH TERENEGED 0.81£0.14 %M 1 0.67+0.48 % ThH > 7=,

X aEERERVBEREEASBMERES TS5 MHBEE

B A #eEE | Mg vy Tmax Cmax AUCo-
FH | EE(mg/dL) (hr) (ng/mL) | (ng-hr/mL)
1 451 6 0.5-1.3 3.1+1.5 3114123 | 1544+623%
i 5] 5 1.4-3.5 2.841.1 7044308 | 4552+2766
(£ 50mg KEHS-; 7 HE. n=7. Mean+S.D.)
@) mhEE
MY ER e L

@) BE- HAROHE
BB L
2. EMEERNNSA—S
(1) A
LR L

(2) WRUGEETER®
HNENT — 4>

15



3.

4.

5.

)

(4)

(5)

(6)

(M

2)

Q)

2.1138hr1(fEEERE A 6 44 5 -1 14C-~3 > b 1 — LHGEEHT 100mg % 22 JE I HAEIRR 1 #% -
L. standard pharmacokinetic methods (Z & ¥ B L7-)

HEKRETES

SHEANT— 5>

0.0760hr ' (fEEERK N 51 6 4412 14C-~3> b — LIGEEYE 100mg % ZEfERFIC B RlFR O
# 5.1, standard pharmacokinetic methods (Z X ¥ B H L 7-)

HUFSURY

GMEANT— 5>

388+25ml/min (Mean+S.E.) ({8 AN 1 6 412~ b v — VIR 50mg % &k
WG LEH L)

HIEH

SHENT— 5>

62.3+4.2L (MeantS.E.) (AT F 6 42~/ b v — Vg 50mg Z #flIkP
5 LB L)

Z0ih

NAXTRAZEY T4 ®

HEANT—HD

57%(26~98%) (fEFER AT+ 6 £~ b o— UIEEE 50mg % % &% 5 % 0¥k
WG HZ EICkEHLE)

BEH (REaL—2av) f#H

B
LR L

INTA—AEEER
BRI L

IR 4R

1) WRIGEAL
HbE
2) WRULHRRE
WORIENE 2 D,
WHieE (. 2=, B 28
<HEZ>
Z v MZBT D in situ DFEBRFER TIZ, UC-~ N2 b o—/ LiERREITHE TRINE
T, . EBE RGO EEAL L VRIS b 2 & BHELZ S 20,
3) WU
HEANT—4> 12%LLE RFHEIRE L D)
(fEHER A B 1 6 412 14C-~ 1 b o —/LiEERE 100mg % ZEfER I BRI O 3% 5
L. #5 120 % F TOR~DOHEHED BREHRIE R 2 11E L)

kil

- BB B
TR L

16



6.

2)

)

(4)

(5)

(6)

(M

mn%-RaAEEA P9 & @

MY ER e L

<HE>

e RA~OBATE (7 v ) 30

R 12 HHOZ v MZ UC-~ 3 b e — VR 10mg/kg % R G L7ZBS, &5 0.5 K
Mt DRGVE PR X RHMARIMAE IR E D 1/7 TH Y | &5 24 FFRIZICI3R S 0.5 FEf# O E
D 110 LTFITIR T L7z, 43k 18 HEDZ v F ClRRORER AT - 725 K. &5 0.5 K%
ORI ERE T RMAMAEPRED 1/4 LT THY, &5 24 BERICITEE 0.5 BREREIZHEO
VT IR L7,

i ~DBITH
HEER R L
<HBE>
I ~OBITHE (T v K) 30
BRI DT v b (W15 B#) 12 14C-~"2 b o — LHEREE 10mg/kg % H[RIRE D& G- L7-
FER L LU R RS 1R 0.5 BEEI212 063 ngeqlg R LD B 5 5 % £ T
Tue : 4.85 FEE TIE T L., 24 K LI IIM R AL FITIR T L7, WTNOFRRIZEB N TS
FLT IR AR IRE O 113 Th o7,
HE~DBITH
MU ER e L
ZT MO~ DFEITE
<7;§%>31)
HEVEZ » BT UC-~R 2 b o — LR 10me/kg % HLEIRE O R 5 U 72 B8, Ak TP i e s
%, BE b5 MBI EEL R LG EZRE . WM S 5 0.5 Ktz (FIRIHIE
Reml) IChemfBEICEE L, P, /B, B ClRbm <, B i, B, ~—&—, 5N, B
B, T EER R OWENR ClinmE < . I CITmAEHRED 1/5 Th o7z,
mEEAEEE

{in vitro T —H#>

99%LL b (fEFERR A S 1 3 A O MmgEAERIN L, 14C-~ >k a— VI EREE 2 s

LEHLE)

e

FRBRRAL B AR RS

BERERR AT MC— N b — VBRI 2 D5 LT & & IS S vz g &
ORFRH NS B MR TAAY b — Vg3 & L Tia Ok %
2T Db LHREI N2 GEANT—%),
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HiC OH OCH,
|
HO Omcmcncumcmcm OCH, —p 1B&H%
M3
HiC OH OCH,
|
OOCHzCHCH;NHCHICHZ OCH; —Pp fa&F

Bevantolol

HOH,C OH OCH, HC oH OCH,
| |
et 4— O—OCH,CHCWNHCH,CH, OCH; OCH.CHCH,NHCH.CH, oH —p jast
M2
M5 l

|

HoOC OH OCH; HOOC - OCH,

et 4— ODCHAHCHMHCH&&O—OCH: —» O—ocn,&ncmwncmm,«@—m —» ek

ma M6
|

HOOC o OH

Q‘OCHZEHCWNHCH,CHZGOCH, —» 2R

M7

ANANY b O—)VIEERIE D #E T AR

(2) KBBEE5TH8E CYPF) OHFE. FE5EX

t MZBIT DN s — ) UREERIE OB I35 O CYP NS L, £0
F5FFEIL. CYP2D6 LN CYP3A4 Th A LHEE S -, 2V

Q) VEEENRDEERVZOEE
MIENREDNR 2T D EEZX BN D,

4) REVOFHEOEERVEMEIL, FELE
MY ERR L
<BE> (B -EWER  ELEy b, ISA2 : A X)
TERH TH 2D M2, M3 O M4 (oW T, B 1R ER $ L OV R AL A e
ISADOEEAEELT Y b, A XEHANTHRA Lz, TORE, B BEREH OME L, A%
=M3>M2>>M4 DIETH -7z, £ ISA T, M3 OARITED BTz,
FEMRHT., MIETRORPTHAELE LTHEELTBY , TNUIEE LA E2 D

niz,
x TERHFYOERETFENL
AR IE H INTG A—H B3k 2//;&@%; MO M3 Md
7.40+0.04 | 6.97+0.05

1B ENE Y PLE| L g (1) (0.4)

HERTER | Tso Z2REEH pAs 7.58+0.04 7.46+0.04| 4.26+0.05

(1) (0.8) (<0.001)

2. NIRRT | A X

PRRAAE LV E U | 1~4 | ISA7ZeL | ISA7ZL |[ISAHV | ISA7ZL

O (ISA) | /L ItHi 11

Iso: A Y7 w7 L/ — () i N b= Dz 1 L LIz & DRIk

18




<BE> ((REoE HEANT—F 29)

SHEHERHER 55 T 6 4210 11C -3 | —LHiRRK & 100me REMR 5 L, 36 IF  CLC
PRANZHEM: S 72 OB A 1E ., M2:2.7%, M3:9.7%, M4:1.8% K& (X M5:4.1% TH > 7=,
M6 KO M7 IFRIETE 2o Tz, R oOREIL, RIELBEIZ > THRfL7T- & D
ETHD,

7. HEi 9%
1) Hi[EREEH
fEFERR A 6 BlC~/32 b o — LHIERHT 100mg % Hi[ERE D& 5%, 48 Bl £ TORE
PR ARZALREERER GEBERD) 13X, 0.59% ThH -7,

& NAU R O—)UIEEIE O REHEE (REERA 6 1)

= /) i N EEi & : ﬂ?

Rl e | R | wercaw | R0

100 6 48 RIAGIR 0.59+0.25

200 6 48 REAK 1.36+1.00
(Mean+S.D.)

F7o SME CKE) I2B8WT, RN 6 412 14C-~ 2 b — UG 100mg & HL
A LZE 2 A, #5120 K% £ TOREOE T ~O S e D REPRIERIX
BEEIZ L, T2 72.2% KL ) 15.0% CTh - 7=,

2) REERE
RN 7 7 A2~ b r— LIRS 100mg % 7 HRIER OS5 LG E. 1
HEHE& 7 HEORPRENERPEM EIZCENBD LT RERGICLD2EEITRO LN
IRho T,

8. b3 U RR—2—IZBT B1EHR
MMER L

0. BEIILBBEE
LB L

0. BEOHREHT 2BE
AR L

1. 0
TR L
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VII.

Zel (ERLOEESF) CEYHEE

¢SO EFH

1.

ZERNBREFDER
EIRN TV

5

EERRREEDEH

2. B (ROBFIZIFHBELLEWNI &)

21 BERIEMES TV R—o A RBET S R—2 20 58BE [T F—v 212k b
DHER T RAEIRIER, MEER TEORAZBET2B8ZANH 5, ]

22 DJEMEY g v 7 OBE [ARAOOHEEMHTIEHANERZEBELSE2B8Z001H
%]

23 ) oML AREDSH HBE [RAIOHEEEIHIER AER 2 B S 5 B2 )
»5,]

24 fliminElZ X 540820 H 5 EFH [ARFOLHEREIMHEERMERZ BT 5
BENWRH D, ]

25 FHEOHIR G LWRMSRIR) ., BRE7uy sz (I 1L E)., WE7a vy 7 0bb
B [RFIODFREIEIERMERZ B2 B2 dH 5, ]

2.6 Wb XA EEYR LTV D AIREME D & 5 otk (B 3EER (7~ ) THRRIEDOMERERD 2
WEEIN TS, ] (9.5 2]

2.7 RIBFEOBWEOMIIEN I T 7 ) A—~DBE [7. . 9.1.4 ]

(fiF)

21 Mg pH 2 7.2 AFOEET ¥ R—Y AL, EEO DT a—17 2 s
TROLIH~OEEERICE D IBEEEZ K T SED 2 RO TN D,

AHFND B BRI ERIZES W DEREOIEIN Zh 2RI 2BZh 03 H 5,

22 DFEMEY 3 v 730 OR Y THEEDIK FICLATEBEAETHY . AA|D B
WHERIZ IS < DEREOINHIN Z 2R T 582103 H 5,

2.3 5 S IMELAREITLHOR Y THEEOIK FIC X D, 25 O/ OERIZIET
iE A2 XY BT Z N TERLS Rk TH D, AHID B IEWHERIC IS
DEEREOMBIN ZNEBET2BEW0H 5,

24 EOARBITEEOR Y THECK FTICLAHERAETH Y . AHID B 1 HEEEH
ICEES S DMEREDIIHIN 2 BhET 2 BZN N H 5,

25 BEORIKG D WIEED T 0 v 7 DHDHEETIE, BT a—LT I OEHE
RefEA CDEBOEIER) . BBPMEERREER (ORI RS EEEINER) 23R AT R
THY ., AHIO B EBTERN Z L amfl+ 28 nd 5,

26 b NMZEBTDURF OB GIZEET 228X, fESL LTV e\ Thld £ 72 134T
IRDFIREMED & DI NI G- L2 &,

2.7 BEMIEEO BEF AR Z R G T 256, AEBICHT 5 BERTRE O 513204
R BENNH D=0, VT o HERFEECHIHITEHE 21T - T4 AR 2 %
B L. W ol W3EE2 0T 20813 H 5,

MBER (IR ICBHET HEE LT DEH
BRE S TWHRN

RZERUVRAEICEEYT 2R & EDEH
V.4, MELOCHEICEET SER] OHER

20



()

EEGERNIE L TDER

8. EELGEANERE

8.1 WENRMICOIE 25613, LEGERA (kM. mr DER, X)) 2 e
Lﬁﬁkk?@mﬂiﬁmr@F%ﬂmbgnt JIFEEX KRG PIET S

&, £ M| mLTFDt/m%ﬁKW%%ﬁ%?é_&o&k\ﬁ%
RpgRE. MBS ICER T2 L,

8.2 FHiUbaw (a 77 7 v — V) fE AP ORLERE TRICEG 2RI LT
X IERDBEAC LD DIESELZ R Z LTEERI RS STV D DT, K%
B LG EIIMRAICHE L, BIBE2 02T o 2 8, o, BEICEMOE R L
WIREZFIE L2 WE 2 FET D Z & FFICmE B W CIEFRRROEEEZT 5 Z
L, [9.8 ]

8.3 TITHI 48 BREfflIZHE G- Lan 2 ENEE LU,

84 WEV, SLOXNHLLLNDLZENHLDT, AEIFEEGEFHOBRE (Frlckb5w)
) 1Tk, BB EOEREGER L O M OEEICEEI T2 L,

(fisin)

8.1 W D LNHIEA 2 BN H AL, $HLT 5 72 DI EMI 22 ORI A S LB & 72 D
F7T hu AL, DEC ﬁ?é*%@&@ﬁﬁ%ﬁﬁbmmﬁ%@méﬁéﬁ
TREISCHEHEBET L2 &,

8.2 BEWTIEDEHIB HIERITIX, BB up regulation 34 U 5 FIHEMEN B 5,

8.3 AHID B 1 EWHEH N FITBF I T DLl D s T % 8055 S/ 5 FIREME DR 8 5

8.4 AHNDOHEEIZ LY HOFEWEDRWEHOFBLNZED LT\ D,

BRENDERERIHSBEHICHTIIR
BHHE - BERFOHLESE

9.1 AHHE - BEREZEDH L EH

911 S>MHELFRLEDETNDHDIEE
JEREZFRTHBENNSHHDOT, BIEE 0TV, UF & U RFIZIHT D
R EHEEICEET DI L,

912 [EXME. [REXEEOETNDHLEE
AANZIL B EWHEA LMERE SN TWD Z &0 JEREZFRT IIBENNH D,

9.1.3 HRMEMBEE. 2> FO—ILF+HLHERFE. RUBEBREDES
IIIRE 2 L = Lo < L v SENRSE O IR MBS 2~ A 7 Ld7 0o T b
EETHZ L,

914 BBEMBEXIINSHU T VA —TDESH

BB G L0 QI ER ERS 282 nnd 5, (2.7, 7 2]

(fiFan)

9.1.1 MEMLAREDBEERRICAR &G LELAREE E - LN HRE ST 5,
ARFND B HEWHERIZEED < DBERE DI 3 DA BIER 2 5 & 2 L7z ATREE
DD, WEICELUIPXZ U 2K OS2 EZE L., HEICHKST5
k.

9.1.2 AANL, LT > PORHKEEARAZ HWZERR T, & A X I VB REE SR
Wk D40 7aT v — L OMEWER %2858 SH 7=,

9.1.3 I BERE | Z I XS PRI A B O BIE N TLHE L, FFCO T Y a—7 o O3 fE=e
PERTAEDMERE S D, RIRFIZ B 2R Z T D8R, 287, IR DR A %
A%, RFNO B IEWHERA, MBEHE EH- 286 L7 v | ARdsE e 2 ik
BHAREMEN B B,
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2)

)

(4)

(5)

(6)

Q)

(8

BHEEEEE

9.2 BHEEEERE

921 EELBHEREETOHLIEE
AANOMAIEEN FRTAZENHLOTARAENOHEEZHGTHZ &
F LUV,

(fifin)

9.2.1 HIEE 2 O MM EERH ICHBIT 2AA O Cmax 13, BHEEEIEF P HA~K) 2 £
2 B U7z, @EOMFER TRENEHRORBELEZ ZE UEHE (B21X 50mg/H)
Mo GEBMT D EREELL,

FFikrefEEaE

9.3 FHgHERESE
931 BRLITHEREOHDEE
EMRBOWEFIC L 0 EME SRS N D BN D S,

(0
031 AFNIIFCRA SNE L LTRPICHIES IS = &b IFEIERED & 5 I
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EHBAEEREREER VERREERE R

HKGRIFE T 1 FH Rl R 2t

B ke BRI '
OFRAIEHIEL 704 3,718 477 4,899
OQREINE A BUE 1 101 204 39 344
@REIEHZE BLA- 5 170 297 53 520
DFEIE A B ] = 14.35% 5.49% 8.18% 7.02%

(®,/Dx100)
RIVEA o BIVEF & o FER|
- %}S\E%Ei T @fﬁﬁmﬁ E—ﬂﬁiﬁﬁﬁ .
N A R A

FETE - FETE R A 3/ (043 1161 (0.30) 0% (0.000| 1461 (0.29)
SRR R S 2% — 1 (0.03) — 1 (0.02)
bins > 1 (0.14) 1 (0.03) — 2 (0.04)
oW K - 1 (0.03) — 1 (0.02)
9 R - 1 (0.03) — 1 (0.02)
4 % 2 (0.28 7 (0.19) — 9 (0.18
S % - 1 (0.03) — 1 (0.02)
[ S 1 141 (0.14) 0% (0.00) 0% (0.00) 161 (0.02)
FUZHUARR 7B 1 (0.14) - - 1 (0.02)
HAX - KA R R E 156 (213 37#1 (1.00) 6f (1.26)| 58%1 (1.18)
B oA R OE - 1 (0.03) — 1 (0.02)
A z v — 1 (0.03) — 1 (0.02)
53 e 1 (0.14) 2 (0.05) — 3 (0.06)
L RCRIRIN = - 1 (0.03) — 1 (0.02)
SHNIE—»o &5 1 (0.14) - - 1 (0.02)
2 SR — 1 (0.03) — 1 (0.02)
IS i) 6 (0.85) 9 (0.24) - 15 (0.31)
g OH () 2 (0.28 3 (0.08) 2 (0.42) 7 (0.14)
G I N7 112 - 1 (0.03) — 1 (0.02)
LO%W (B (R - - 1 (0.21) 1 (0.02)
SHER L OV 1 (0.14) - - 1 (0.02)
» A 5 (0.71) 18 (0.48) 1 (0.21) 24 (0.49)
»oOF AN - — 1 (0.21) 1 (0.02)
5 b D =) - 2 (0.05) 1 (0.21) 3 (0.06)
BN SN N () - 2 (0.05) — 2 (0.04)
B AR R R 0%l (0.00) 141 (0.03) 0% (0.00) 161 (0.02)
— i vk B - 1 (0.03) — 1 (0.02)
"o R OE 1 (0.14) 0% (0.00) 0% (0.00) 161 (0.02)
SR RRAER 1 (0.14) - - 1 (0.02)
WA - AMEREE 0%l (0.00) 161 (0.03) 0%l (0.00) 141 (0.02)
BER & - 1 (0.03) — 1 (0.02)
Z DA DR R IR AR T 0%l (0.00) 141 (0.03) 0% (0.00) 161 (0.02)
w S - 1 (0.03) — 1 (0.02)
KoM ok E 76 0.99 | 1261 (0.32) 16 021 2041 (0.41)
id s 4 (0.57) 9 (0.249) 1 (0.21) 14 (0.29)
2 S 1 (0.14) 1 (0.03) — 2 (0.04)
R GE) 2 (0.28 3 (0.08) — 5 (0.10)
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IHBREMEAEREER VERIREERE—E (D3F)

BIVEH O ffE BIVE 2 i
- %}S\E%Eif‘m @fﬁﬁmﬁ E—ﬁﬁiﬁﬁﬁ .
R A FeRIFRAS
Ak & R E 9 141 (1.28) | 27 #i (0.73) 3 14l 0.63) | 39#%1 (0.80)
I = 2 (0.28) 5 (0.13) — 7 (0.14)
i i 1 0.14) 2 (0.05) — 3 (0.06)
I - 1 (0.14) - - 1 (0.02)
T i 1 0.14) 5  (0.13) 1 (0.21) 7 (0.14)
(I I/ 1 (0.14) - - 1 (0.02)
| 8 2 (0.28) 4 (0.11) — 6 (0.12)
v A R — 1 (0.03) — 1 (0.02)
o - 2 (0.05) — 2 (0.04)
E G N7 1 0.14) 2 (0.05) — 3 (0.06)
5 IF - - 2 (0.42) 2 (0.04)
B A R - 1 (0.03) — 1 (0.02)
G IF - 1 (0.03) — 1 (0.02)
1 | N 7 4 1 (0.14) 1 (0.03) — 2 (0.04)
D o OE - 1 (0.03) — 1 (0.02)
" EH K 1 (0.14) - - 1 (0.02)
it il 1 0.14) 5  (0.13) — 6 (0.12)
[ 1 A e 1 (0.14) 2 (0.05) — 3 (0.06)
JHFlik - RHAE SRREE 15 i (2.13) | 1441 (0.38) 3 14l 0.63) | 32#%1 (0.65)
I B e B OE — - 3 (0.63) 3 (0.06)
GOTLH 11 (1.56) 9 (0.24) — 20 (0.41)
GPTLEH 12 (1.70) 14 (0.38) — 26 (0.53)
E e VAl R - 1 (0.03) — 1 (0.02)
R - RAEREE 29 # (4.12) | 26 #i 0.70) | 1141 (2.31) | 66%1 (1.35)
Al—pLH 1 0.14) 2 (0.05) — 3 (0.06)
L DH k& 3 (0.43) 6 (0.16) — 9 (0.18)
MmiEy v k& 1 (0.14) - - 1 (0.02)
C PKLEH#H 5  (0.71) 1 (0.03) 2 (042 8 (0.16)
MmigEH v o L5H 6 (0.85) 1 (0.03) — 7 (0.14)
72 i IRF I A A - 1 0.14) — 1 (0.21) 2 (0.04)
VAT BV IfILAE - - 1 0.21) 1 (0.02)
I iEavaze—p k5. 6 (0.85) 9 (0.24) 4 (0.84) 19 (0.39)
I (IRl NN VAV b = 5 1 (0.14) — — 1 (0.02)
B R B A - - 1 0.21) 1 (0.02)
i R EE B 7 (0.99) 10 (0.27) 2 (042 19 (0.39)
B’ M B — 1 (0.03) — 1 (0.02)
o K F — 1 (0.03) — 1 (0.02)
i Arav a7 n-pig A — — 1 (0.21) 1 (0.02)
MG A - 1 (0.03) — 1 (0.02)
ROBE OB M 2 (0.28) - - 2 (0.04)
I7e b — 1 (0.03) — 1 (0.02)
M2 UEIAN 5 1 0.14) 1 (0.03) — 2 (0.04)
AR A 0 1 (0.00) 1 451 (0.03) 0 1 (0.00) 161 (0.02)
R B p RE U - 1 (0.03) — 1 (0.02)
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BIVEH O ffE RIVE S o fE R
- AR ETO ik A Al R HWifEH .
A A ReRIR A
D - I R (%) 5 Bl .71 | 12641 (0.32) 1 %1 0.21) | 18#1 (0.37)
m JE Lk F - 1 (0.03) — 1 (0.02)
T N — 1 (0.03) — 1 (0.02)
m JE & T - 5 (0.13) 1 0.21) 6 (0.12)
CRPEWM 1 (0.14) - - 1 (0.02)
TN = =N 4 0.57) 5 (0.13) — 9 (0.18
DS - D) R AR 7 B (0.99) | 56 #i (1.51) 7 141 1.4 | 7061 (1.43)
AV 7oy o H—RE - 1 (0.03) 1 (0.21) 2 (0.04)
AV 7 ay s HRE — 1 (0.03) 1 0.21) 2 (0.04)
I\ A= — — 1 (0.21) 1 (0.02)
o4 I HE — 1 (0.03) — 1 (0.02)
1L IS IAE - 1 (0.03) — 1 (0.02)
+ o= v R - 1 (0.03) — 1 (0.02)
& S 2 (0.28) 27 (0.73) 3 0.63) 32 (0.65)
WM AR 3 (0.43) 13 (0.35) — 16 (0.33)
) % 2 (0.28) 10 0.27) 1 0.21) 13 (0.27)
WE 7uys — 3 (0.08) — 3 (0.06)
[N 78] 0% (0.00) 11 (.03 o#l  (0.00) 161 (0.02)
LA ) —Bi% — 1 (0.03) — 1 (0.02)
MR ER R OB E 3% (0.43)| 106  (0.27) 1 21| 1441 (0.29
B (HEE) - - 1 (0.21) 1 (0.02)
MR [ — 1 (0.03) — 1 (0.02)
B 9 1 (0.14) 4 (0.1 — 5 (0.10)
B L W — 1 (0.03) — 1 (0.02)
3 2 (0.28) 4 (0.1 — 6 (0.12)
W% wik - 1 (0.03) — 1 (0.02)
Wt e 1 (0.14) 1 (0.03) — 2 (0.04)
RO Bk B OE 24 0289 2# (.05 3%  (0.63) 76 (0.14)
7 1. - 2 (0.05) 2 (0.42) 4 (0.08)
7R L BR kA 2 (0.28) — 1 0.21) 3 (0.06)
7Yy MEJEA 1 (0.14) — 1 (0.21) 2 (0.04)
ISTARIAVES A% 1 (0.14) — 1 0.21) 2 (0.04)
Ff Bk - HEN R 15461 (13| 5#1  (0.13) 1 .21 ] 2141 (0.43)
i Bk WD 1 (0.14) - - 1 (0.02)
o Bk ¥ % 2 (0.28) - - 2 (0.04)
L FRERIE 2 () 5  (0.71) 1 (0.03) — 6 (0.12)
ok W A 1 (0.14) - - 1 (0.02)
H OBk £ OF) 1 (0.14) 1 (0.03) — 2 (0.04)
F 1 Bk GRE) 3 (0.43) 1 (0.03) 1 0.21) 5 (0.10)
F 1f BREE 2 (iE) 3 (0.43) 2 (0.05) — 5 (0.10)
U L SEREA 1 (0.14) - - 1 (0.02)
U > /RERIE 2 (FE) 1 (0.14) - - 1 (0.02)
M0/ JNHR - i e s 1 %1 (0.14) 1 451 (0.03) 0 1 (0.00) 241 (0.04)
ML/ IR ) — 1 (0.03) — 1 (0.02)
i/ BB 1 (0.14) - - 1 (0.02)
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R A FeRIFRAS
wR AR B E 15 i (2.13) | 1141 (0.30) 7 141 1.47m | 33%1 (0.67)
vty E& 7 (0.99) 6 (0.16) 4 (0.84) 17 (0.35)
ROE A B 1 0.14) — 1 (0.21) (0.04)
PR Hp R i BRI 2 (0.28) — - (0.04)
PR I ERHE 0 2 (0.28) — — (0.04)
IR 43 1 (0.14) 2 (0.05) - (0.06)
B UN Lk & 8 (.14 4 (0.11) 6  (1.26) 18 (0.37)
RO R D — 1 (0.03) — 1 (0.02)
e I7e 1 (0.14) 2 (0.05) — 3 (0.06)
— R FEE 06 Q.42 | 2861 .75 261 (.42 | 40%1 (0.82)
HEom o JE 1 (0.14) 2 (0.05) 1 0.21) 4 (0.08)
] I - 2 (0.05) — 2 (0.04)
S SR - 1 (0.03) — 1 (0.02)
a1 N 7 4 - 1 (0.03) — 1 (0.02)
e o FOJE — 1 (0.03) — 1 (0.02)
VIR A (0.14) 2 (0.05) — 3 (0.06)
(=N (9] 3 (0.43) 7 (0.19) 1 (0.21) 11 (0.22)
I S N =X - 1 (0.03) — 1 (0.02)
& g 20 - 1 (0.03) — 1 (0.02)
KR & — 1 (0.03) — 1 (0.02)
ez e - 7 (0.19) — 7 (0.14)
B oo iE T Y 1 0.14) - - 1 (0.02)
O IFE 0% - 1 (0.03) — 1 (0.02)
T oM o® E - 2 (0.05) — 2 (0.04)
T BB R 1 0.14) 2 (0.05) — 3 (0.06)
T OB W 1 (0.14) - - 1 (0.02)
BHO& KT 2 (0.28) - - 2 (0.04)
O {F & 8 1 (0.14) - - 1 (0.02)
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ERARE. AHE. EEERVFHOAEFERIOBERERAE

1) &GRR

® FEAEERFER KRR

BRI

S i) |SEE() K| M ) 7 BRI B B 76814 (%)
22~64 565 34 45 6.0
65~ 83 139 13 16 9.4

WeRt 704 47 61 6.7
* EEENBERREKR
TR [RER A | BRI BB | BIE B | SRR RS (%)
I 179 11 12 6.1
wio 1L | 498 31 42 6.2
11 26 7 19.2
AHY 0 0.0
- 0 8 1 1 12.5
FhiE | 1 68 4 4 5.9
aM | 2 500 31 42 6.2
(1984)
3 128 11 14 8.6
4t 704 47 61 6.7
% AUHESENEERRRKR
P[RSR ARSI | B [l 5 %)
I 360 20 27 5.6
e 344 27 34 7.8
et 704 47 61 6.7
x GHRZEXIEENBERRBIKR
PEREE | RRE B BRI RSB | SR ARSI B ERABIE (%)
i 318 21 27 6.6
fi 386 26 34 6.7
it 704 47 61 6.7
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) BEER

30

[ 3-15k2 EAIX 7y EDIB | BTERE] RhE%] BriE
2 3.718 204 5.49 —
el Bt 1,697 87 513] x°:N. s.
i 2,021 117 5.79
F i 15 5% Kl 0 0 -
15~ 6458 2,043 100 489] U:N.S
658% LI E 1,675 104 6.21
=373 A S 1 0 0.00
(10REETY) 20~ 29%% 14 1 7.14] U:N. S
30~ 395% 71 3 423
40~ 4955 503 28 5.57
50~ 505% 913 36 3.94
60~69EE 1,099 68 6.19
708 L1 E 1,117 68 6.09
#iE 40kg i 52 2 3.85
40~50kg xR B 320 18 563] U:N.S.
50~ B0kg R i 693 36 5.19
60~ 70kg3 543 31 482
70kgll E 349 20 573
_ A5 R 1,661 97 5.84
Ea AR 189 1 5.82
51 3E 3,378 185 548| x%:N.s.
Al e A E 151 8 530
WHO i 2,365 120 507
HEEA 4R i 962 57 593 | U:p<0.05
m_ 226 22 9.73
RS 165 5 3.03
EES 580 20 345 ] -
1ELLE SEXRE 656 39 595 | U:p<0.05
fERRAR 5L E 10EERE 343 20 5.83
10 LLE 288 24 8.33
B - R S0k 1,851 101 5.46
FLILE—F i 3,504 178 508 | x%:p<0.05
ol 127 15 11.81
TH-RER 87 11 12.64
S HHE & 1,568 68 434 x%p<0.05
F5; 2150 136 6.33
FriEE & 1,760 113 6.42| x*:N.S.
g 390 23 5.90
BEE e 1961 117 597| x%’:p<0.05
5 189 19 10.05
SEEE |& 2,089 133 637] x*N. S
A 61 3 4.92
RS s 1,811 110 607| x*N.s
H 339 26 767
BlEhE |& 1,481 97 55| x%:N.S
F5 669 39 5.83
RS i 1,652 94 569 | x%:p<005
5 498 42 8.43
hEREE | & 1,858 109 587 | x":p<0.05
=] 292 27 9.25
N. S HFEZEL




BEER(DDF)

HRAT T& B BE 77 EPE B As Ehyo) BeRE |
= 1,207 50 414 x*:p<005
ttAREM El 2511 154 B.13
XEREE | 8 2 484 151 08| x*N. S
Mt a5 27 3 11.11
m=yy | E 2 508 154 6.14] x*:N. 8
a5 2 0 0.00
Juk-1-a A 2,361 146 618] x*:N. S
5y 150 B 533
IvLERE| & 1,463 85 581 x':N.S
T 1,048 69 6.58
RTEmRE| = 2 457 151 615] x:N.S
H 54 3 5.56
BENE | & 2 459 148 602] x*:N. 8.
E5) 52 3 11.54
RERRE %_2.352 143 608] x':N. S
150 11 .92
ACEREE | & 1938 118 614] x*:N. S
ES 5713 a5 6.11
HRAME 1,967 101 5131 x:N. S
% 1,750] 103 5.80
ES:E 1 0 0.00
EdE 5 1,845 80 434] x*:p<005
(B 4@ ) -] 1,806 122 6.76
EGES A 67 2| 208
EEGE S 25mg 15 2| 1333
(8K 50mg 538 30 558] U:N.S
100mg 2.690] 150 558
150mg 54| [i] 0.00
200m 420 21 5.00
ﬁilﬂﬂi-%ﬁﬁ i 1] 100.00
TEREE 25mg 20| 2| 1000
(R 50mg 573] 38 663] U:p<005
100mg 2660 146 5.49
150mg 55 0 0.00
200m 408 17 417
{zziwﬂﬂ-iﬁﬁ 7 1| 50.00
gAY [TES 103 7 6.80
R a3 BOELE. 705 595 43 723] U:N. S
(El-4) 70ELE , B0Fim 991 40 4,04
80ELE 1111 57 5.13
LI 918 57 6.21
BWa EEE%MEE 3665 203 554 x*:N. S
BEEEmE 40| i 0.00
B 13 1 7.69
BETME ~14H 3,715 73] 197
(B8 158 ~288 3576 40 1.12] U:p<0.05
95 ~56 5 3422 a5 1.02
(i£2) 578 ~848 3,181 26 0.82
85H ~ 2,956 27 0.91
GESS 3 3| 100.00
BESE ~14g 3,713 75 2.02 |
(R 14gi8 ~2 8¢ 3,551 42 1.18] U:p<0.05
2.8g8 ~5.6g 3,389 a5 1.03
(i%3) 5.6g8E ~ B.4¢ 2928 25 0.85
Bdeil~ 2515 24 0.93
Q:EE-EEE 5 3| 6000
GX1) 76mel) 1 PIEE L (WMIFE &)

(X2 BfeREREToEERRE
GE)) RHERRRETOESSE
N. S HEEEL
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X.

1.

(M

(2)

JEEGRRERICRE9I HIER

EIEEAER
ENFIBEAER
VI. EWFBICEAT SIER 0HEZR
TeMEBEHER
1) AR R I E T 52 83)
- ke | b v E b g
e v 27 A 100mg/kg T I
A
HAEDR G100 | PR, onm: e
AR I (R aEE) (=7 2(10) [p.o.  [25,50, 100 [{EH 2 L
SEF I FE (lnt) =7 2 (10) |p.o.  [25,50, 100 |s2%8 7 L
T A 79 M (8) [p.o. (100,200 |F%Er L
PR
(1)K TG Ry =7 2(10) |p.o. 25,50, 100 |{EH 72 L
)Ry TV =R =7 2 (10) |p.o. 25,50, 100 | {EHI 72 L
MR AL £ (B TH =7 2(10) |p.o. 25,50, 100 | {EHI 7 L
FURIEH (EfgaE)  [=72(@8) |p.o.  |50,100 |{ERZ L
2) WRUL - GEERRRIC RIET R
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