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0. ARk ic B4 5 HE

. AT SHE

1. MELENHEE
(1)5448 - 144K
&~ BB O/ SUTR B EOBm KR TH 5,
(2)afEM
FERE (100) (ICETR09 <. A = LCRoREITIZ< <, =& 2 —/b (99.5) IZEITIZ< <, KiIZIZEAL
AN
EERE IR HIAMHEN

A4 Kb 1g ZENT OICET S-S (mL) Vs
NN-VAFNLHENLLT IR 0.8 D TR 0T 0
CAFILANLKET R 0.9 FRD THEITRF 0
MEfE (100) 3.7 DR A
TR 18 KRBT T
ZA=R=5: 1,70 25 KRBT TN
AH ) =) 45 RREEFIT < W
T ) —) (99.5) 164 WFiz<w
JxF LT —F )L 1560 6D TERIFIZ < W
7K 10000 LA E FEAEWT RN

(HI7E R 20°C)
()R
WL 7R,
@Em (DR | HRR. HER
Al 114~119°C
(5)ERIG ELAR B T2
pKa : 7.8(—CH:NHCH:—) (HIGEVE : fiEis, BIERE 257C)
(6) 7 ERfREK
pH L
2.1 31.8
3.1 18.9
4.1 22.2
4.6 25.4
6.1 121.1
71 184.2
8.1 238.5

L:nA7 % =)@ TOIEE/KETOIEE



. A4 5 HHE

(7)ZF DD E 2 RIEE
) ENARMPURARY L RIMBRER (A ma) BRUDFRIEEFHRE (log €)

Wt A max (log ¢ )
AH ) =)L 223(4.56). 242(4.70). 285(4.17). 319(3.67). 332(3.78)
TEh=hrUW 224(4.57). 242(4.69). 284(4.18). 318(3.68). 331(3.80)
0.1mol/L HCI 223(4.56). 242(4.71). 285(4.15). 319(3.66). 332(3.77)

A max (ZWVT IV DN — )L FE R OB U BICHFRT 5
iFENHE : SEIHRTHY. A2/ —ILBER (1-5100) (XHEXEERS ALY,
2. AV DBREFHETICEITHREMH

(MEBREEUETIZETSREM
MERIREIZBITIREN

BRE TRAFSRAF TRAF I TRAFIEE (RES
R W A7 3R el 3 |MEAEIIT T A (Fe) | 1ZEAEERRBO LT, BE
fm ok BB | 40°C. 75%RH | 6 » A RY=F LA 1E LA EZAEDRRRO I, LE
50°C 60 H |HEEFIT 7 2R (Fe) | 12 A EBRRBDLNT, LE
W s R BR | 830°C. 92%RH | 60 A RY=F LA 1E LA EZAEDRRRO DI LE
25°C. 75%RH | 30 H Ty—1 (BR) 1Z LA EZAEDBRRO I LE
o PBOE 6 R | BB 7 A (k) | 132 A Y EACATB T, R
T 100 | ve—L (K | R [AE~EEEeowER]
2500Lux, I ) )

ABRIEE MBI TSGR, SRR AT Rv SROVAHERI A~ bov, R, IR, R n~ h ST
L RORRRCE, R

IKBHRIREEIC BT HREM

BRTE RAFSR1E PRAF I (ESESIA S iR S
A e R Ry A
0.02mg/ml (H/R5H 1RICH#ESE) | 14 A o E ki L
BOE % U 10¢ SuESE
S 0.02meiml (pHB BERICER |, o Bl L
40°C =475 2= -
0.02mg/mL (A JFH 1 KIZEfR) | o & .
SEPMEOE (500Lux. 1 H Shr) OH =524 ZesL
ot & pT——— n
0.02mg/mL (pH3 EEHIIEM) | | o0 o i L
FEWNECSE (500Lux, 1 H 8hr) =75 Aa -

AERIEE SMEL. pH, WE7 n~ ~J T A ER




0. ARk ic B4 5 HE

(2)REINRICL D ERY
AR ICRERMEMTH Y . O1lmol/L HCl £ 1mol/L NaOH (1T #2 5% TRAE L. 20 RFIIETE.
@92°CIZT 18 HEME K 0'®168 F Lux * hr O u 4T B O S T AERITER O Lo 77,

3. B ORERHRERE
AASRR 7 LR m— )L ORERRBRIEIC & 5,
(1) SRAN ATARIR N B 2
() MBI A~ S VREE (RAES Y U LEEANE)

4. BT DEE]
=i z'g%*]‘é%jjj]/VNt‘)D “‘/V@E%{ﬁa:i Do
LA



Iv. WANCEE4 5 H

V. 2H|(ZBHd 51EH

1. # ®
(MFIRORER. SHERR VMR
s
BT, B T a2 ST [ e
(mm) (mm) (mg)
e 1§+ 7ANVA @ qob —
ﬁzbg;nm)sbgiﬂ IARTva—L (AR a—F 1o 78| %
.25mg 1.25mg| (F&FI7E - EIFRA) 10.1(R#& 135
51(?3%)
psso_ng [HEP A | e @ G‘)D —
2.5mg TDSEP] Az () 227 4 275
: 2.5mg|(FEHITE - FRA) | 10.1(R % 135
5. 10
s 1 G 7 ANMA
j”l/\/nr L IARYE—)v (RR)| 3—T 4 78| #E @
10mg TDSEP] 10mg|  (EIHA)
8. 1(H | 154
o 1 e 7 A A -
g 20mg|  (EHmA) |7
8.6( 1% | 169
)&EF D
LR L
() @Aa—F
HNNyr—/LEE 1.25mg [DSEP]  : vl ep
HNR_Y 1 —)LEE 2.5mg [DSEP] i evl EP
HNR_Y 1 —)LEE 10mg [DSEP] :CVL ep
H R —)LEE 20mg [DSEP) : CVL EP

(4)pH. ZBEELE, ¥E. LE. BEROBERUXEX pH %

FARANA

2. WHIDOHEK
(MBS CEMESD) D&
B NRY a— LEE 1.25mg FDSEPJ 1 g
BNy a—/LEE 2.5mg [DSEP] 1 5EH
FI XY a—)LEE 10mg [DSEP) 1 5EH
H Y u—)LEE 20mg [DSEP] 1 gEFI

(2)i& M4

H Ry —/LEE 1.25mg [DSEP)

FLEE AR

fyERavT T,

o BARHERF G hAxye—) 1.25mg 25 H
o AAREF G AP u— 25mg AEh
o ARG AP o— 10mg & H
2 BAIERD G I —/L 20mg ¥ & A

rsaABNAa—AF RN TA, BERex> el —2A,




IV. BFIZRE4 5 IEH

BEHEKS AR, AT7 VB 7XT UL e urun—X BFL2, ZNr LY a
= VAFARY et Db A #, HE =T ek, vt osny
TR r—)VEE 2.6mg [DSEP] | B~ u—/LEE 20mg [DSEP|
LRI, boEmav TSy AN AR—AFT NI DA ERrF U LR — R
WERAKT A, ATT VB~ 73U A bT7aia—R @BbFxr, ZLr, Ty sla
—, PAFARY vkt b A%, AT uasny
H Ny —/LEE 10mg [DSEP]
HABEARFY, hrEra T oy REREE Fed e rklie—X R E= A7 ra— (5
T AA)) | BEEKSAR, ATT VB IRV UL, bR A=A BbkFE FAT T
Ry a— VAFARY vuxV D@ A F, mE="mEEE i oaiay
(3)F Dfth
ML

BEF. AFOIBMEICHT HER
M LA

. BAT BFETRETED & 5 Y

Ny v — V8 1.25mg [DSEP) OZ2EMENMESRERORE SR, B E ) 4 FEAET L2 e L, £
CTHRRBEGEME L, I, MECIVE s L, MEEmE Lz,

Z DR *E#%% LTI AR — L AgEHOT I KEBMERTH IO KBENMHE L
lactulosyl-carvedilol D7 A7 L A~—"Th ¥ | FHGZEWEM L N-formylcarvedilol & #E T 7=, HEZEWEIV
IH AT —)L LREE L ORUKREE R EHERI SN 20s, MEHEICITE S Rh o Tz,

(R) (S)
OCHz‘iHCHzNCHzCHzO@ OCHzQHCHzNCHzCHzO@
OH CH,0 oH ‘ CH;0
N CH, N CH,

H (0] H O
Ol O]
oR OH IS OH
CH>OH CH,OH
OH 0 © OH, 0 @
OH OH
H H
OH OH
(1) lactulosyl (R)-carvedilol (II) lactulosyl (S)-carvedilol
OCHﬁHKHhTCHAHhO—~€:::>
OH
N
H
(I ) N-formylcarvedilol
ERMEDEE



Iv. WANCEE4 5 H

5. HEDEBEHTICEITAREMEY
BNy —/)LEE 1.25mg [DSEP] . #AV_Xy e —/ L 2.6mg [DSEP] . #/1XYnr—/LiE 10mg [DSEP]
K OH R m—)LfE 20mg [DSEP] (38 FMRAFSRMG TSR 2BROM R, EHELOWEH OW@E, RIF,
RS TICE T, 3EMITLZERRATH D &l S i,

(1) RBAREAR
TRAFSRAT: TRAFHAR AP fEES
#¢ 1.25mg DSEP) 25°C. 60%RH 36 » H PTP - 7 I v — -« {455 L
PTP : 7L 3 ¥ — « fEEESH
#& 2.5mg DSEP] 25°C. 60%RH 36 » A —— LIE
FIR RV - (B
) PTP - {55
#& 10mg [DSEP) 25°C. 60%RH 36 » A — : LTE
TR hv - EEER
#& 20mg DSEP| 25°C. 60%RH 36 » H PTP - {E%E5 LTE

RERIEE - AMEL. HIERRR, ERWE. R
Q) BEBEHTIZHIT 558
AR O—)LEE 1.25mg TDSEP]

ABRIA RAFZRA: PRATHIRH (C3ERINIS i R

WHEBEWE OBEMMEIL, 1.2~1.9% &k
BWE L LT 1.5~22%) L7o7=m, Bl
PTP @2+ |@3Eh L 7= WE O 22 R o ik JL-
THAItr— |, BELE 2B TIERW &ML
72o EOMORIEE BTV TIIRRRF 72
EALIEE A ERBD BN -T2,

D)

1;;{;

k| 40°C. 75%RH 6 » H

R E RO (IR 1.4%) kO
i 50°C 60 H T — VB | ENICAA S B RO T AR SNz, €
DDA E TIEEITFED bR oTz,

IR ST DB ALE 5 1 EE DK T 23FERR S 4,

& o Ak
80C, 92%RH | 347 PIP O leligamommins 0.5% & 2o,

o . Ay OEENNTAE 5 7 E O T S HeZE .
40C, T5%RH | 60 A v LB ?ﬁgﬁf%trg%y@%;ugg 1.11&0/0T v ffﬁifim

ﬂﬁﬁ%ﬁﬂ@ﬁ K DEEANZHE S e EEOEM (4
ME 2.6%) MOFNIZRE Y GEDILT
DHER I T2, ZOREI Y, BBl L D
HF W E A RBE OHIN 289 5 72012,
FoicadEgRelciL PTP I 7 L I48% i L
77,

H

40°C. 75%RH 6 PTP w4

i

WTFROREHRBICE N THMEE RS

| DT 120 mhuxhr] YT VIR g a g i LCRETH

AUBRIEE R, MR, MR, W HRER, ERWE. B, Ky
X X 2.4 E0thoBHEE <2%  SRVMEOSFIE>) 0HEZHR



IV. BFIZRE4 5 IEH

AR Oo—)LEE2.

5mg DSEP|

AR IE

((SE=Sts

TRATHH

(C3ERINIS

EES

n

-

E

40C, 75%RH

65 H

PTP a3+
TIIra—

WY E OHIINEIX. 0.7~0.8% (KIEH
WEE LT 0.9~1.1%) &7xo7=08, Bk
Fh L 7= 38 E o 22 VR ER O FE 5L
5. 8 E 2 B8 TIZ R ST L 7=,
Z O oW EIE B I B TIERFAY 72 21k
FIZEAERD N o T,

40°C, 75%RH

6 H

R F L
i

ISR O¥EINEIL, 0.6~1.0% (JEH%
WEE LT 0.9~1.2%) E72o7=205, Bk
i U 7238 0 e B o R K0
5. RARE & 72 2L TIZ7ZR W &I L7z,
Z O oW ETE B2 B W) TILRFAY 72 21k
X E AR N o T,

N

50C

60 H

v — LB AL

W EOMEM (HENE 0.9%) KO
FHICRA I EEDIK TR ERINT,
ZFOMOEH TIIELITIRD B iL7eno
77

30C. 92%RH

35 H

PTP &%

KT DEEANZAE S 3 EE OK T 23l S 4,
WHEBRE ORI 0.3% L 2o 7,

wr MG LR

40C, 75%RH

60 H

vy — LR

K5y DG AE S BEEE DAL T 23R S,
SRR E O INEIE 0.6% & 72 o7,

IERITYES

40°C. 75%RH

6 H

PTP w3k

KRG DOHENNZLE S edafxi g o (38
& 1.4%) KOFNICARE ) GEDIK TN
RSNz, ZORELY, WEIZK 53
W E AR BEOMEMEBRRT 57-D12, &%
FRAIETZEEIZIZ PTP 17 VS AL T,

j[é

D65 7 7

120 /5 Lux-hr

Ty — LB

WTHLOBETEHEBIZBWTHELE R D%
EEBOT, HITH L TRETH T,

RERIEE R, MRR. MR, i
X.2.4)ZDth0RFH®EE <55 . ERYVEDEHE> ) OHZEM

X

<% [EROZ

AL~ O—)LEE 1.25mg DSEP|

E >

AEBR, EBE. B, K5y OhnsaRER o Z A — Mk & & L)

ElRIE 25°C, T5%RH & 5% 20 7 Lux-hr O T, &8, IWHEICELEZRO RN o120, FHigE
B P ChTcEinT A@Em AR Lz, IARTa— LORE L LTI XA EE S
H ., EHRENRLEE LV,

377 v UHIRAFIE

Wik | RIERME | IR R HE L
ORI R N RIS 2 B A L7 A8,
vy — LBk _— . B
45| ‘ i OREEH TIHIE & A I 2R 2D T,
- 25°C. 75%RH | 4 J8H — — \
(T8 L RSB E B DTN 818 %R L7223,
VA% ora) S . .
i OREEH TIHIE & A I 2RO DT,
el Sy — LB MEER B TIEE A IR RO AN T,
mil T
PP Ipes v |20 HLuxeh] BRI TS PN B B 2% L7278,
o) g i i \ )
L OBETE B TIIE & A B R RD I - T,

RBRIEE AMEL EE, R ERwE



Iv. WANCEE4 5 H

A LA O—/LEE 2.5mg [DSEP]

SyEIEE 25°C, T5%RH & 5\ M 20 77 Lux-hr OSERHC, E&, WHIEICEZRBD R ooy, HgkmE
1377 v UHMRAFIGRE 7R & CO TN D &2 7R L7z, WA~ Ym— L Ok & LTI X 24081280
by ERRIFNRLEE LU,

FBRE TRAFSett TRATHIH RIFfiE (S
. B E BN DSBS 28 2R L7223,
¥ — LBk . .
PaNIR: . . L OPEEH TIRIF & A EBLEZRO D o7,
o 25C. 75%RH 4 .
(TR ) TEERR B RS DTN 28 2R L7223,

2% v \
ﬂ"_’J‘O)YEJ/EIEHT &ikhk\%,ﬂj%mb &)7—£7§)‘/)7I—0

t\/)(,‘—[/ﬁﬁjj& ?/EIJH/:E’IEH :El/\f i&/\/e‘ﬁ'ﬂ:%wu &)fciﬁ)of\_o

5yt
D65 7>~ |20 Lux+hr WIERRIE B DT T B INT B B & 7% L7228,
L) A% )

OWEHHE TIXE & A EZBLZRD RN o7,

ABRIEE - AMEL R, AR, B E

AR O—)LEE 10mg DSEP]
SEIFICEBWTIZ, 1ZEAEBILEEBD o7, LL, AT a—LORMEE L TRICEDNMEEER S
D, EERTENREE LU,

FERE PRAFSAE PRATHA PRAFIERE TS
oy Et% . T — LB [MEEBICBWTIEE A EBILER DR -T2,
o 25°C. 75%RH 4 FAM — - ;
(VR ) T T A [EHEBIZB W TUE & A E B ZRD R n o T,
Syt o Uy — VBB [EEBIZIXE AR O R o T,

D65 57 20 77 Lux-hi—
i) 7T M (EHE B IIZE RO o T2,

RBRIEE AMEL EE, R ERwHE

AR O—)LEE 20mg DSEP
SEIZBW T IZEAE B RO o7, LL, AT — L0 E L TR 2482803 H
0. ERRFENREE LUy,

B E PRAFSRAE PRAFHAR] PRAFIRE AER
Ay . . K- ABRIE B IXBRAAIRE & i L Z{ERRBO b2 ho
(Fﬁﬁv%c‘%%RH 1% A Ty — LBk "

SEIEONMER D MAEE R Ae) L
30 /7 Lux-hy v — L BAM |MoORBRIE HIZBAAAIE & el LA L2580 Sz

ST,

EIRE BT
i) (2500Lux)

ABRIEE - AMBL, ER. WHRBRR, B u~ F 7T 4



IV. BFIZRE4 5 IEH

6. B2
TN u—)VEE 1.25mg [DSEP| | /A~y —/$E 2.5mg [DSEP| | /1~ Y 1 —/LEE 10mg [DSEP]
KEOH Ny r—/LEE 20mg [DSEP) (X HASKGH B m — VEEOIRHBICEAS L TWD 2 &2 R S
nTnas,

Ve H MRS
FoRE AR a5 5% HE W
1.25mg | pH4.0 0.05mol/L Fif - FEfET N U o AFEEIR 50rpm 20 %y 75% LA -
2.5mg pH4.0 0.05mol/L FE2 - FEfe T~ N U 7 AfRiEiK 50rpm 20 43 75%LA F
10mg pH4.0 0.05mol/L g% - HEfET N U 7 AFR1EIK 75rpm 30 4 80%LL I
20mg pH4.0 0.05mol/L FEf# - Hile T N U 7 ARRTEIR 75rpm 30 7 80% LA I

7. EWEREER L
A= RO

8. HAIhOEME S OIERHERE
AAZR DN a— VEEOREREREIC L 5,
SRAN ATAR I B R E 1A

9. HEFDEHIESDERS
HAF TN o — LD EREICL 5,

WEIsu~ NI 7 40—

10.77 fil
LR

VEBNBELRE - MO ERERRCET 518
AR L

12. 2 Dfth




V. BRICEd 5

V. ‘aRICEI SIHE

1. BEERITZHR
O AR i HEAE (B ~ 2R iE)
O & SE M
O PRLiE
O ROIRRET, 7o VAT >V EREESRILER, PRI, UF 2 ) 2WFFEO KRR 220 T 5 8H
RO RO FAEIRRL D R E I D < B AR 4
O BRI B E)

<sE>

SheE - R $E 1.25mg | #E 2.5mg $E 10mg $E 20mg

AEMEMERE (BE~TPFE) — — O O

EXEMEMEE — — O O

BIDAE — — O O

MmO E ISR E DA ICE D LTS O O O —

SEARTE D B — O O O

O:%EHY . —: ZhhER L
2. RiERUAE

OAfEMER MERE (BRE~h5E) | BB R M
Ry a—L b LT, WBHE., A 1E10~20mg 2 1 B 1 ERAOKZGT 5, B, Fih, ERIC X0 #EE

W 5

OFRLE
HNRYE— L LT, @, A 1A 20mg 2 1 B 1ERRORGT 5, 722k, 4l RIS &0 & T
1%,

ORE M R BB ST IR IR D AR E IS B D < B O AR A
AN_ya—L L LT, @, A 11 1.25mg, 1 H 2 BIEEHEOEG L4495, 118 1.25mg, 1 H 2
FIORHEICAFEDN G 256100F, 1 EBLL EOMRE CRBMEZ AR DB E L, BN 2 WSS
T ET 5, HEOHEBIISL T BRERICATY, 1R G ®IT 1.25mg, 2.5mg, 5mg X% 10mg DWW iins
L. WTFNOHEIZBWTYH 1 H 2EEEBROKE T 5, @, #FFEE L T1MH25~10mg % 1 H 2 1]
BEROEET D,
ek, Flm, JERICK Y, BEARBISOIEAZELE LTH LW, £z, BEORANIKT AKISHEIZ LD |
MERF B B 5

O BERAE L5554 8
AN_ya—) e LTl A 1R bmg 2 1 H 1 R O& 516 L, IR R+ 72851213 10mg
1 H1E, 20mg % 1 A 1 BB ET S, 7ok, i, ERIC K 0 EEHEBT 223, RKikE &
1X20mg 1 H 1EIETET D,

<F% - REICEHEYSEARALDEE>
1. W EMfuEOBE TIT, BMBEEIC LY BEICmER EFT 58 ZN0BH 5D T, o K CHIENRE 21T
STRRICAH G L, BIZ o BB 22 2 &,



V. 1BRICEEd HEH

2. B LA EE A0 ARG MEAE, B SR & M EAE, e 0E ST AENRNE OB HIE) O B3 Tk, B O
AREOME - HEILHES 2 &,
3. BMLF2DIGE
D) EBrELAEREEICERGT 2541, 3 1E1.25mg RIS SITERED. 1 B 2EEFENSEE L.
DEMER VR Lo 2 RICELRDEREICE CTHEEERTET S L,
Q) AFNOREMARCIEERF L, OAROE M, FE, REM, O F v, KMOE, R (EE O 2,
ROBHEREOEANEZ VT 0o T, BRETSITITL. BREEZHERT S L.
(3) AFNDFe 5-HTH IV RIFIZ 31T 2 DARRCRIRITEE OB (I, REHINE) 20 <o, Aflok
BRICRREBOREE 71T 2 L DAEREREITR OB (IR, (KRERINE) NAoi, FIR
I B CHENH LN WG A IIIAR AW E I LT 2 2 & RILE, DEWREDIERN A B,
T DT v IR I E ORI R ORI L 0 ikE LA WS AICIEARI EHET S 2 L, mER
WARE KT LTS8, ARIZETHZ L, £o. ZNOIERNLZET D5 ETARAIZHE LN
L
@) RFZ RIS HFZEITIE, S EEZPIEET, FAIE U CEBEMICERET D, 2.56mg T 1.25mg., 1
H2FRETI~2@EMNMNTTRELRLET S &,
G)2 BARMULEREL-ZR, BEZERTLIEEITIE. THIE - HE OHHIIE->T, BRAEMSHKBL. B
RERICIEET EH L,
4. BENRME D EMED 2 A OF 3 2 AREM: d i SE B IR R U S DE O BRE IS BT 2 A ITIE. SR
PEOEME O - HEIX 1 A 1 5mg HEG0OMGT 2 2 LICHE L BT, SRREOBIE L D MES
O, ERFIDS T, BBHELZRET HZ &,

3. ERFRRHE
AT O—)LEE 1.25mg DSEP] | ALY 0O—)LEE 2.5mg TDSEP] . #)LAYBA—/LEE 10mg IDSEP]
BRUAILATDBA—)LEE 20mg DSEP| (FEREREABRZ R L TLVEL, BRRHARICET SERETERADA 24
Ea—7+—LhAb5IALT,

MEERT—2 /v 5—2
SEAR MO B BN AL INRE OO ST4E & #

s w4 e B | 2t
| slEaeR, WEA, CEERE
%ﬁﬁxm*ﬁ@@%m@kéﬁlyﬁé e s 5&5
KR o NSNYVH— m
AT SRR | St HoBEMORL 2 — 0 & O ®

I O B D 20 R & Wi e 51

ORI A R S T B
> T AR ORI R O DR

(2ERER=HE

1) AREEMSMESE 3459
AHEME R M (269 2 A28 (FRELLE) 1370.9% (502/708 #i) Tho7e, £z, —HEMREGR
TARHNOH MNP HER STV D,

2) BREMSMmMERE
B M E MESE IS 5B (FRELLE) 1%, 68.2% (45/66 i) T -7,

3) MME 89
PEICKTT 24003 (MEEYEEDL E) 1%, 71.1% (118/166 f5l) Tho7-, Fiz, _HEMLEEER
TARHOHREDHER SN TV D,



V. BRICEd 5

4)

®)
1)

2)

BB, D~ o THEN TN EHEGRBRICB W CtEZ £ T2 2 213k, BRELZEIEDRD 5
IHRES R DR BTN D,
BHELAE 10
MBS (BIE~TEE) ICkT 2/ (hEEYEELL ) 1%, 47.3% (79 #l/167 ) ThH -7,
Fio, T EREMEE L ZHERERBRICE O T, EEREHEO HRKFN R E (BEHHo 0
A . 7T AREE+6.6%. bmg/ARE+8.7%. 20mg/ A RE+13.2%) . 72 b N LEROFBICE D A
Bes D &K FHI72AKT (ABER © 77 BAREE 24.5%., 5mg/HEE 4.3%. 20mg/ HEE 3.9%) 5D HiL
Too 1BYELARA (BYE~HSIE) xR e L, WA CEM SNz 7 2 R 5 OKHI — 5 5 i LRI
BWT, FEEROFERET GECHE : 7T BAREE 7.8%., WAy —/#E 3.0%) B@RHLNT, &
PEODARA (FBAE) x5 s L, W CEES N7 7 A A —EERRRICB VT, LEROF
BT GECE 7T AR 16.8%. AT —/L# 11.2%) MR i,
RO EHE) 1Y
FREEME STk et DA MEN 63 2 DA S R % . AL — DB O 24 R R DAE R L L
7o ZHEEMRHEEGERICIHB VT bmg [EERE, 10mg MitE#E, XX 20mg Wi CHEE L7 (5mgl A 1 [F#&
Gobta L, 282 L ICHBEOEG AR L, dmg HEFF. &5 \WIE 10mg XX 20mgl H 1 [E#EE £ T
Bepbiic®m L 6 £ &) o bmg/A G (2 EF) 12X 0 ELHIED D OA B R LIS B3R 5
iz [6.648/5y GRIMFFFHME) | t RE : P<0.0001) 1 ., 4 HFFCIE 5mg EEHE (5mg/H) T 6.3 $1/5y
(/3 ME, BLRRAR) | Wi R (5~10mg/ﬁ?§55) T 8.6 F1/57 D LAEIA 3. 6 FIRFIZ I 5mg
Eﬁﬂf7ﬂm&72%@@@%¢@~%mg5&5)floﬂﬁ FODEIA DR DAL, WIHERED L
BRI RNR L0 RE DT, Eiz, 6 HRFICITH BRFN 22 DA S R O K8 R (5mg B E R
T 7.6 #1/4r. 10mg MiHEHE T 8.9 #1/47. 20mg MiEEE T 10.6 1/53) MDA LT,

B PR I ER

%5 1 fHERPREAER 1219

fERERR N B (44 B) Z%P5 & L CHRER S (20, 40, 60mg) . 2 HE#E5 (20, 40mg1 H 1[@]) | 2
WSS (20mg 1 H 1[E]) OFMECHE I HERRBRZ M Lz, ZORREN»S, 40mg PL EoO HF
BeERE, 40mg @ 2 H BB GHEL O 20mg @ 2 38 BhEFiERG-RECB VW T ﬁ%<%ﬁ%ﬁfﬂ*%@wﬁ
FIZRO LN, EERbOITRL, o, —KERBREICITRICRTE 208020 o7,

) AROARMIE - HEZ, Comelcd LThE K1 A 20mg TH D,

B - hEEAREMEMEEICE SRR

iy FLsq4 Oy FRERD

IRy a—)L xR 10mg, HEHE 20mg, 1 A 1[0 1 #MES (fixed-flexible dose 7£) @ ik -
HET, g oy MRBRE I L7z,

ANRY =L OREF G 1 RER% 2 O A E 2 ME 2RO, $e b8 T BT IEREE ) R L+ <
I 24 BERD, JEARMIME Tk 12 BERI LA EREE U7z, M B NN 2 B L OG- Plic L5 U Ny
Y RMEME EFIERO T AL R TH T,

i) MEBNESEHER ©

ABEF DR« EE A RE M i i SE A 20 {ﬁJ%xT%% ARy —/v 1 H 1A 5~20mg & 1~2 M f#]
Bl U, BREZh I ORFGENE K O A NZSENC RIET B A it LT,

AN_RYa— L DEEIZLY 1H9E@mFMm¢ I LR T G- 8 MR, aRIIMm ) Clrx i
5 24 BpItE 2 BRE | BIEMICHL LABR TRARD O, o, IARYa—id, MEOZEERF
ROUEEEE, S DICZN 0 OEMRENIEE B2 o722 & D, MERNEENCEEL 5272
AR NP RF g



V. 1BRICEEd HEH

i) BIEREICRIFITEE
AT — L OB BRI AF TR (LME R 19, IMIEER 15, B 10, DUBERERE & Ok v
F Y —RF17) | NN RIE TR 1 IEEHIC KT T R 1920 % ONHHEREIZ BF T 52 % Mt
Lz, AT — /U XMECIR TS, S IRERRICEZ L TS RroTz,
3) EHLFREICH T HEERAER

BHELDTLBEDMITENREICRITTEE 2
FIRIE, X2 ) 2K 7o OFT v EHRESR (ACE) BHEIK e & OEEIREEZ %1 TV 2 E8ML
REBHEIH NV —/L 2.5mg/ H~30mg/ H Z iy TG L, MiTEeIc I EB L2 M L,
ZORER, IN_Ta— NV FEHIZ LY EEROM N D A BIHEEE O UGED TR HIve M, ALEJLREE
WA O BITRO b oz, ERBIERE LT, b H6H, HFEWV, SbOX (&) | LA
2 LDEMENRO bR, BEERLOIIDR, BT r—/UE 2.5mg/H GBI ET S
LT, BAEICESTHIENTE, ERIEEEZSKET D Z EIRBENT,
) AR OB LA L TORR STV A ML - AR 1.25mg~10mg, 1 H 2[ETH 5,

(AIRERIHER - AERCIERAR

1) 8& - hEEAEYEMEEICS T 5REB (SRR —TURER)

i) /810w FEER 22
SO - HAEATENE B M EIEBE 59 Bl AR L LT, AA_Yr—L%& 1 H 1[0 5~20mg, 8 JAfH
BB 579 % fixed-flexible dose {5 T/ vy MNRERZITo 72, I A_Ur— A8 E 2 BZICIXMEDE
B2 TN A LIV, LIEFRE LT, BRMEUTRERD L2 BSRIRICE D b 01X o7z, AohE (BIER)
o TFEEFPLE) £ LIFEER X, 67.8% TH V. RFEE SR TIL, 5mg T12.1%, 10mg £ TT
39.7%. 20mg £ TT67.8% TH -7,
<K TFRE  BEIROBRFM BT 204 R T A ORI HERLECHET 5 >
i) By 5 EER o
Sl DI « T A FE A RENE 5 I E R 134 Bl 2 )t A v_P e — 11 B 1, 5~20mg % fixed-flexible
dose VAT 12 W HME 59 5 HEHFERR AT o 72, BIE RO T NI PL EOF 231X, 64.9% (87/134
B) Thotz, BREEGENZEIL. bmg 2 16.3%, 10mg £ TT 45.7%. 20mg £ TT 65.1%& A&
RIEPER A BT, WIS A& bmg OREEZRITTI - 7=,
iii) FIFRZEG AR5 EER 29
Sh ok D - R AEEAREME R I HEE B E T4 B2 Xt e~y r— L 1 | 18] 5~20mg % fixed-flexible
dose £ T 12 #M, FIURIEEZ DAL T 2 HERERBR AT o712, BIESRD TFR) BLEOHRIERIL,
74.3% (55/74 15]) Th o7, BREEGERZEIL, bmg 2% 21.4%, 10mg ¥ TT 42.9%., 20mg £ TT
74.3% & HEARIFIER S BTy FIIH & bmg OREEZRITIERTH - 72,
iv) Ca HEMEH AR 5HER 2
Ca 5 HUIE DO BB 5-CH 43 e B E RS DAV 72 i « HPEE ARRRME & ERE BT 35 fBillC, v~ Tnm
—/L5~20mg & 1 H 1[0, 12 WELEMNEG L, ZOfEHE, mEE 2 BEZICITAEEICTREL, 123
H%E CRiet Lz, RERGENAZFIL 5mg T 31.4%, 10mg £ TT 74.3%. 20mg HfH T 85.7% T
ofc, B, X"=U v H—- oA BM) t BLFAT7~r T - miath) 1LEUZEPGELLT
I, RAYT1H1EEEICLS, 25, 50, 100mg @ 3 JAEDOAEXRTE _EERAREIT 72 29,
FEERIRIT 3 R L BIZIEFETH -7, BWEHHBLEIL 25mg T 7.7%., 50mg T 30.8%. 100mg T
28.8% & 25mg ML TIRWFERTH V. 25mg A EE R &l Sz, AT B 2 A AGERTEK
L OREEFIL, Bk X 0 — IR EEZ VTV d, KA Yo ERRH&ERE —HEHERABRORENS b
AR T DNy r— L OFGEEGEIL 10~20mg %Y B T,



V. BRICEd 5

2) BREMSMEEICH TS5
) BEEMSILEEICES T /8040y ~RER 20
ABEOBFEM N FERE CFHMEZ V7 F = 6.3mg/dL) 9 flzxisRl L, Ir~xya—y 5~
20mg &= 1 A 1[5, 2~4 &S (fixed-flexible dose 1£) THZME, M a2 Bt Uiz, HahERiTHk
P b bmg Tl 44.4% (4/9 1) . 10mg £ TT 55.6% (5/9 1) . 20mg £ TEDH D & 77.8% (7/9 Hi)
Toholz, BUN, M2 L7 F =0 REEFEOBEREOSIFIEIL, KEH %R CHRREBZ RI RN
72
i) BMEA—THERD
TINRY v — b O B 5 & ORI R IR & O Of RO Atk & ity 2 720 Sltiik 4 — 7 o 5k & E i
L70, ARk UABED B S M A B K Mg 7 V7 F = Ml 2mg/dL DL EOBEEEZ T 55
M ESERE 42 Bla6tge b U, ik - AEIZ5~20mg » 1 A 1\ & L 8 W& G 21T - 7=, HAEE 23
il (& SR M e B 22 f], BREZ A3 2 mmEiE 161 o OFRRE 19 6 (R, 17 . 2 41)
DOWFTRICEBWNTHAELMEZ2 R L2, #IEFRSEO bmg OANRIZFZNEN 26.1%. 15.8% LK<,
10mg * T CITHEMPRIED 43.5%., PFHBIEN 42.1%., 20mg £ T TIEFE 52.2%. 73.7% CTH - 7=,

3) BMEIZHITHHER®
42[E 35 fitisk TR AR RBR & i L7,
ik - HE1X 10mg © 1 A 1EERENGHG L, 2IRDBIAR+5572556 20mg © 1 A 1[E#EEGZ20L, 1
10mg ® 1 H 2 [AHFGICHBET S L L L, 10mg © 1 B 1 BFGICBT) 5 SREEOLER (P
FEekELL E) 1% 60.5% CTh ., 10~20mg Lo G TRIZIE 75.0% L 720 . BV EERENED b
iz,

(5)RRALHIEABR

1) EEAILLTHERGHER
) JRIE 29
e lE B 2 X bmg A EEM & L LT 10mg, 20mg @ 3 B &R E _EEMLEGRBR 21T -7,
FREIZ 1 B 1R 2 lEES & L2, 10mg BE, 20mg #ECIE&EGaNcie L, AERPOBIERIE OWA
FAAREREE LK ST FRO%ELZRDIZN, 20mg BEODRITEH TH - 72, BREEELD [HH
U TlE, HEICEF L7ZEERO EH N5 (p=0.008, Cochran-Amitage) . 20mg #7% 5mg
BEIHE > TV (p=0.048, x 2-test) , HANTYE— L OHIDEN R, FERLEIZ) D Th < 9H1E
FHLZFHIEIZ D RBD Bz,
i) BEOTE
FIURHE, x5 ) 28K ACE PHEZEZ & OEEHEIEH A 52T T 2 JEBRBLO A E K OV i O i i 12 A
3< NYHA UHRES B In K OMEOBIELAR2BE ZxG L L, 77 AEE (PR | 5Smg/H & 58

(B#E) &Lfek 20mg/H & CHET A8 (AR © 3HOARRTE HERERRZ1T o7, EEHK

THREDORPUGEE L P B 36.7%., BEE44.7%. ARE59.7% CTH V| 3 BEMICH B 7 A B LG BIR AR
LT, 2 BRI O TIX, PREE BREE OMICITAEZIT <. PRAICHK L A BECHERUGENR
LT, Flo DMIAERICK D ARERIT P BE 24.5%, BRE4.3%. ARE3.9% ThHY, PRELHEL, B
B, ABECHERABREOR TR Hiviz,



V. 1BRICEEd HEH

2) HEEGERER
) B - pEEAEESOE
a) IRNAO0—)LEXMBE LI-ZEEMREEEEER 29
AR 11— 5~20mg/H % 1 H 18], X% 11—/ 150~450mg/H % 1 H 3 [A] fixed-flexible dose
ETI12EMEE L., “EEMRETHEK L7, IAXYa— L oOBESRIE. [T U Eofshs
2 52.3% (56/107 f5l) TH -7,
b) +F FO—/LZxIBE LI-ZETREEEER 29
HN_RYe—)L10~20mg/H% 1 H 1 [F, F Fe—/L 30~60mg % 1 A 1 [A] fixed-flexible dose £
T, 12 EEERE L, CEHESRIETHE L, IAXY e — L OBESROENRIL, 75.4% (89/118
) THotm,
i) BRIE
7T/ 0—)E=RMEBE LI-_EERLERR
a) PMERZFERZL LE-_EERLEERRY
FAERME e O VR ERE 2RI, I_xyra—L20mg# 1 H 1[H, 77/ a—
50mg # 1 A 1 [EZhEh 4 HEHEE L,
AN_NYa— )L OERYGEE D [HEEYUEEL ] 2R3 73.9% (34/46 f5l) TH o7z,
b) EBEMA#EEERZL LI ZETRELEHER 0
FAERME e O VR ERE 2RI, Ixyr—/L 20mg# 1 H 1[E, 77/ a—
50mg Z 1 H 1 BIZFNEN 2 BEHKEG Lz, WA o — L OERSEED [haEfgiEll b)) R
X, 60.9% (14/23 ffl) TH 7=,
iii) SEARE O B HED
Bt 3kt DREAIEh BT 2 0t 5 & LT, AT —/L 5mg ¢ 580 DR 20 5B & fEE
L& LBz, WG LD DB S R O K A 2 ik e A R 2 b “EE R T A Tk
DA LTz, BFE % bmg FEIERE, 10mg Wi HE, ST 20mg #HEAED 3 BEIZIEAERIZEI 0 AT, W
NOFED bmgl H 1RO G2 LT, 2 & O 4 38 O REERH IS & O B4 A L, 10mg iy
HECHEETAIHAITIIRKAK 10megl A 1 &5 F T, 20mg WitEEE CHET 28548121%, 10megl A 1
ml$2 G-, 20mgl A 1 [AFG-OIECTH & Lz, 127 FloEE 723, bmg EERE 42 #1], 10mg WiEHE 42 41,
20mg WHERE 43 BIZEER LB Sh, T X TOBEITEIREN G 7z, FAS (full analysis set :
R OIENTETGAEM) 12T, BEAEB ORI Z —DLERD 1 EGHE ST 2 FilE RS L
125 Bl 28 L, AoED 7 DN G4EM & LTz,
D7 b 10mg ~OHEDS M &I S iz BEHOBIGIX R T 79.0% (98/1241) TH Y, 20mg
SO EDVE & S 7o B OFIGIXEHERE (10mg WiFEHE & O 20mg WiE#EOIFE) T 71.7%
(38/63) T -olz, JEANMLE L H S 7= BEHE 2 K, 4 HIF L B2\ iehoTz, FAS TO 24
P DT, & 5-R1T 96.1 (13.00) #4174y [BM-EME BEERA) . LLRRSR] . 2 8iF T
89.5 (12.20) 1./ TH V. bmg,/ H?D 2 WK ET 6.6 (7.91) 1./ 75 OFHEHFHNTH B2 M
OBV (CRE : P<0.0001) . 5mg/ H&E 5 OISR REE S vz, 4 BRFO 24 FEfE %)
DO B GEMED S OB L ERIE, bmg [EERET 6.3 31,4y (/N R FE¥ME, LLFREE | Wimet
(5~10mg,/ H#5) T8.6#,/ 1 CThH o= ZILEDFEIL2.441,/ /3 ThH W (I3 HOHT : P=0.1224) |
Smg [ EREIZ L AWHERE T & 0 K& 22 DS OB 03788 DTz, 6 BRFD 24 R X005 0 # 5
AIE S O L EIX, Smg [EERET 7.6 #1747, 10mg Wilg#t (5~10mg H#EH) T 8.9 H14.
20mg MHiHRE (5~20mg, H#5) T 10.6 1,47 & #iIZ X 2005080 2h D B RAE R 23 4 5 4
7o (5 Esy T - P=0.0638) .



V. BRICEd 5

3)

4)

HEFELOFBEIGIL R T 47.2% (60/127) TH 0 (EIUFHER Tl 5mg [EERE T 45.2% (19/42) |
10mg MitEAE T 47.6% (20/42) . 20mg MitE#EC 48.8% (21/43) Th o7, BEDOHFEFLIL /2L,
FTARTCOFFFRIITEEIRETHY . HBEHEG O REKFEETRO bk h o7,
X RS LRI ST R B REYE AT L R
ToEMEAL S 127 BB TSR L 3 flaiRu i, BROBESHE Shi-BE
IR AR LR
<HEHE - LY >
2 KON 4 W ORGERFIC 12 FFEOER TRIE Lo, 24, KOCMOBAREBEIRL T, RO 2 >OR%E
ST R Lz, 1) LERO LIS 80 1,/ A A TV A 2) AAMER O AR AT 2
WA
7272 L, WA AS 110mmHg H0i T 2 HA T E L, £72, 60 411,/ S Fim~D DK T30 b
TS A TR LT,
TR
) REAREGHER
® B -pEEAEESMIELE
RITR 0D FH B SO PR ER IR D i 4 — 7" L 3l (B 53R FIPRIEOF F # 5-38R) DX R BE D 5 b
RHIBL 2 A6 & B 2 bl 94 JEBI S RBRE FL L BBk % . 1 U EORIEGRBRICBIT SN,
ZOH B - PILBIR 13 FlALNTZb OO, BENRICIMEEZ AT L2 Ll EDa L Fr—R
ARECH o7, EHHG T 1141 (11.7%) ICEWEHRA LA PIEENTZDIX 1 BIOHTH Y Eu
LRVEDHER STz,
@ EBEHM=MELE
AR DZ s A — 7 BB DOKREBED 5 b, RHIERENFTREL B 2 b7z 19 Bl >V CREVE P ZE B
NGRS . R G RBRICBIT SN, RHEGICB O CHLBEESRICHEZ 4T 2 L mE= >
FE—/LRFRETH Y . BHEAEAIE L Z < ZetEomnb o LHrs 7,
@ IME
AERE _EHERABROMEEELED, IA_Yu—)L5~20mg %, 1 A 1[0 2~4 BREKEE L, £
BHRATRE L B 2 DTz 19 BIA 6 » AL B G Stz BREIEEGICER O T H HUBOIES AT % 4
LT, FLRIEH RO NT, ZRMENHE I,
BE - REHER
) AREMEMmME
OZEESMELE 32
0« HSRE O Z AR AREME A B 11 5] CEE4RER 73 %) (S /" m—/L 10~20mg % 1 H 1 [A],
MM G L. BENR L OO IATERBIC KT EL LT o —RE AW TRE Lo, ZORER, E
FEARICTRE L, 5 4 WRE%OREECIRE Tl Bt FREAES v, A% 60.0% Tho7o, B
AR m— ) WIEEPERR A &, DR 1B &, DR BRI EREO W o L TEIERE &
WA RREEL 22> T BIERNE 2 Bl A DAL 23 BRRICRRCRHIE L 72 5 b O Tlidle o 72,
LLEX D In_va—id, BEEGEDLEERE K L, DR EZ G2 2 L BRCHRERRE
JERRE AT 2 E R EN T,
i) BREMELELE
B ENEEOSMEEICHT HHE 39
MABENT % HEAT LT D BB R A2HBIE 6 Bl 2RI AT r— /L OIRYEREIC KT THEL I H
Wik, et E R U, BB & IEFENT BRI D 10mg R 514 O B LY m— Ui R R ZE R



V. 1BRICEEd HEH

OERBICERIZA LN T, WT BT HIEFEMAICKIT 2R L IZIERKRTh -T2, £2, BIEOR
FEESENT A LIS H CRERERZTDT, ZOREITBRRTH-T,

FENT 2D DIEFNZ-DOWT, 10mgl A 1 [EDME - HEICT 48R GEZRE Lz, TORE. v
ANy n =V ISEFREGROEREEMIEEO T, MES BAFICay hre—r Sz, BIER. BB
BHEFEIIRD N holz, U bEX D, AV — i dmEBEaeR T 2 i EEBIc A
hinoREThH D LW Sz,

i) gL Te

<% XEIZE T2 EHLFLKREERRRER 30>

AR T ILE ORI T P 1 KV ErE S, FIRFE, ¥ 2 Y X, ACE [HEFHELR & OFHEIRR L %1
TW5, AEFRHE 35%LL T OPLIERLLFHE & OV MAE OARIEIZ S B LR EBHEE G E L,
6.25mg/ H « 45 2 ) B PHIA Uik 2 [ZHE R 24T\ RS H1UE 50mg/H - 4y 2 ((RE 85kg UL F1X 100mg/
H+/2) ETHEEL, 67 A00 1FEMBELGLT IR ERELT,

B LR 2RI 6 2 NATT A R 2170, (2)150m LA FiE QOL % EZFEREE & L 72 BRic,
(b)150~450m (X Sk E HE BB L EBMAE A FEGEE & L ZEERABRIC, (0450~
550m TH VUL OAEOMEREZ FEFHMEHEA & LR BRICH 2 F 0 AT bni,

1995 42 A, 1094 IR => bV —SNT-BEMETT — 2 Relt =41 VI REXDEBE S, Iy
0 —/)VOEMNENEH TH D207 7 B AREEBRE OMEMENE TRV E OEB L PIEEISE A S,
ZFORE TR AT Lz, KRBTV THNAANY 1 — T, HRIERLOAAE K OV ML O E O W4
DOFEBIZKTLTHIET Y A7 % 656%IK T S, ZORMEIT ORI, ZZRIENTIIZH L THFRD B
77 7o, BT XIELMERDFERICE D ABRICBWTHLZEDY A7 % 38%WD S, ZaMEic
B L CIEifE L IZIERBNATOLDOFEFEENLLNTZ DD, FILICE ST AEFZIII LRV r —
NEETL LAD R AN 0 — L OBEMITHERTE 5 2 LR ENT,

<% . MRIZHT HNEOFEARZER 5>

INRDARIZB W T EENREMREORF B REE L VDA REEEOLE (67%) BHEINTND,

<% NEIZE TS EEREOFLERRKRHER 10>

LR ST/ N VERR I DA R OIER N H W | BERAICIEER MR RS IEH T, AR 25% K
O RE 2289 HIICHOWT, ML FIRIE+ACE LEMR 7o o4 T v v MZFERETE) 1oh
Nxva—b LE T 78R Z2 00 L ZEHEREERRR, ETERALETh o 7B, RIRIF-E 2
BEThH oI BE . 25 WITMAE IR SIS ERSEZ 4 BRI U7 B 1R Lz,

RBRATNCE DT RE TR T AP IEEEICE L2720, T — LT =X ) V7 RERITLY
W TR R L ST,

NG 104 5 HREIT, BEER AR — BT 35%K F L (p=0.0014) . BT T A%
BOEEZEAED) A7) 24%E T (p=0.00004) L7z, S50, HFEFHFELMOBAIZ L > TRERD LI
WLIZEEL, 77 BRI LI o —LEBETHE (p=0.02) (2D 7otz

(6);aFRAafE
1) FERBERE - HECRABRGEHRAE (FRHE) - SERTERERSR (TREERKRER)
O ARERE

a) mIME %9

fEHISRAE I\ T AE CRRBME @ EAE . B SRV e ) B I S e AR A D22 R O
BRWEZ T 5 B 89O RGE TR A & 5200 U 7o, 2Rl 5 4,674 B2 3517 % @IE S BUE B 213
4.3% (197/4,574 %) TV, EREIERIX, WUk 24 . HFE V19 4, KIE 15 4, 588 9 . 55
DX () I ThoTo, BUWEMFEBUER 2 BEE SANHE LR, Skd (65 L) . WHO



V. BRICEd 5

RIS, BRBOGIHED U | RFB GRS Y | thoOBEEOGH S 0 OS2 5 DK
EASROEEL Y bEANEFRRBLEENEEICE Do o, ME (OUHE /AL ) (34 5-A1 168.2+
18.6mmHg/95.711.3mmHg 726 2 HE LV AEITIK T L, 12 % 144.317.3mmHg/83.4+
10.8mmHg ~ & #if L7z, BRIERIROBEZNEIL 58.1% (2,571/4,422 ) Thot=, £z, ElndE . PR
FE O, BB 2 BERITEG TH O | PR, BHE~ORELED DT AR OF
FMED R STz,

b) BilsiE

il SR HE U2 35U TRROE BB (T S L7 AR D Ze 2k Jy O b & it 2 B B9 O iR A %
Fehte U7z, ANkt S 669 BT 2 RITERIZEBIRIL 7.3% (49/669 fil) Th-olz, Fiz. £k
BEO [ U EOFHHTIL53.2% (327/615 1) TH-o7=,

c) BHELAE 3D

ERERETIZBWTRBIELDARITHEH SN TEARFIOZ MR G ME, 2 HICE L TEELZEX 5%
ZBNDEROBRIMEZ HF)E U CHE R & 50 L7z, 228kl 4 1,732 Bl 2 BiIfE A%
BUEBIRIZ 11.1% TH Y . ERBEWEAIE, LAR4 66 1 (A4 60 1, B AR4 14, 9 > bR
A5 ) | MEAERT 22 (RMJE 6 {4, ESIERImE 14, mERT 15 7)) | HEwv 21 GREED
FV 12 IRAIED E N9 ) Th otz BIERRBUERISE 2 BEERANTHGT LI fE R, B E
DD e, BHERIOMEMMEN &, FBERBEZHT 52 ERRIERRBEO Y A 7R THDHZ &N
RSNz, £ 75 U EOREBEICBW T O LSRR S, ARl 1,731 Flo 5 b
NYHA DR 08 T E 2 FR< 1,220 BlicW T, AR GFIE OFEAL D & 2 FEF] TRES 21T - 7o R
NYHA UHSRESFED 1 7 v 7 Pl EO%ERIL 55.6% (678/1,220 #i) Tho7-, AFMA L 0 AHNLwH E
RO L & TRENOHNRBIELREBRFEETHD EEZ LR,

Q@ HRIAE

a) BIESEICH T HRAFEAICET 8% 0

ASBENE 8 A R OV FR M 8 L E LS 56t 3 5 AN DR AR 72 22 A « 0 ME & it 5 72 o A5 IR 4 &
Fehits U7z, AMERHGixt 5 363 il 224 5l (61.7%) T3\ T 18 % A &M 2 TAAID £ 5-H3fkiE S 41,
ARANCBEE L=k, 8WEM 7 61, 2R 12 6, @EORE 7 HlogF 26 # (7.2%) Th-o7z,
RIFERI S BUE BRI 5.2% (19/363 #) THERFMEAITR® S, AHEFARELY 2 7’ i3mit S
RN T, ZEMEREMBEEIZ OV CIE 18 » A M &l U CTED EFIEER® Dile o Tz, A RhEREm x5
341 BlIZBW T, AAID 18 » AOEMELIC L v mJE, IkAikE BICABICKT (p<0.001) L7z, K
RRaEMERE BN T, AFIORE G L0 Ltk - AMENHER S L, AFHE X v AANX
HIEREAOS & CRIIEGA21T) 2L C, S EIERYRE AT 2 BE~OR MEIRFICA 723845 <
b5 ENHERS T,

b) BHEDLALICE T2 EEERDFRAEDKRE 9

fERSERE I\ C, BIER 2 5 6O T8 O AN O F1E BRI O A 2h M Je OV B 2 Bt 2 72 O FeBlF A
2N LT, RIS 497 B CRIVEAFEBUEGIZIX 11.3% Th -7, NYHA LHERE 380 O EIE
FFEBUERIRIX NYHA T J¥ 14.0% (8/57 #i) . NYHAT % 11.2% (34/304 #1) . NYHATI & 11.4% (13/114
#) . NYHAIVE 0.0% (0/10 #1]) <., BEEFICRIEMFBBUEFIRNE L 2D 2 &R oTo, KA S
A% O NYHA DEREDEE 1 T2 7 U EodER (NYHA T EZ2R<) 13 51.7%., A#IF 5T NYHA O
HERESYHE 1 FED D M FE DSEFNZ I D AFIE G811 O NYHA DHSHE D8 & 3 TR S he sk GEE
b3) 1%95.8% CTh v, EAEFITH NYHA DHEREI O SE DR Hiviz, AT X0 AFNTEE LR
ROEEEICHED LT, BE ORI LA BIZE LN HHEEICEAT L2 LT, e oH 3
T D EDMEAFERET TR I NI,



V. 1BRICEEd HEH

2)

FBRM L LTRBFEONE LRSS L HBROBE
DR L



VI LRI B9 5

VI. E3hEFEIE(IZEY 5I1E8H

1. FEZMICEEHSILEPRITILEME
TuF ) a— . TN a— Ui, TEA T o— R, =75 a—L, F Ra—L,
TarZ )= IEE, 77 a—u

2. EIEER
(MIERBREL - ERRRF

1) {YERERLL
SEREARRE B 1. BB, a AR
<HE>
B1: B ARMEWTZh I h="T 140
a @ BEAEIREW R ) =184

2) ER%RF
HNARY 1w — W o TR EEE M & E46 & 92 KM MAETLRIEM & B LA RERHENIC X 5040 H &
DIETFICE WBEEER%Z T, £io. DAY — LT B BGERVER & O AR OB EIC k> T,
ODHBAEEELHD S, OHMBAEOTFE - GO RS L2 RIET 5720, HFUROEET 27T,
AN_RYa—/VHEHAEIZBWTHOHERELSGE L, DRRDOE(E T 5,

QEMERM 1T HHBRAIE
1) R B ZRICERER
OIYFITE T 5 B ZRINEMER 10
TR —/E EERO T Y FITBNT 30~300 u glkg (Lv.) OHEIFATA V7L F U 0 AEIEINK
JSEME L. 2 OERIIAEEREN T -7,

(bpm) 400 -
360
i
iH 320 - control
AN O-Jb
28 280 ~
0 ug/kg i.v.— @ (control)
30 pg kg i.v.— A
240 100 ug /kg i.v.— A
300 ug /kg i.v.— X
200 L !

1 1 1
0.01 0.1 1 10 100  (ug/kg
AYITLFH)oDREE

AV TLF ) UIZEBDABENRGIZRT 2HhILASO—)LOHF{EROBERGEER (1 26 4)
HWEEB : Y LTV & AEEE 30 Bt oLk
N — VDG 4V FLF U o5 15 43R
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@4 RIZB 1T B3R OFHEE 0
BRI D A XKL, Av_ya—)b 3mglkg #f% N5 L, FREFIZBWTA V7 LT U U EERTE OO
W EWE LTz, ZOFER, hAxva—d, 4 Y7L CEREIRE AEICIHE L, ZoE/RIX 16
R LA Fifet L7,

(bpm) 220
200+
> 180

#1160

2 140+
——e (T LF ) 1ugkg (iv) 8530 B

120

o—0 A VITLF ) AR5

1004
80

12 3 8 10 12 18 24 28 (B4R
BN T O— VAR RT TR (=6, mean=SE)
ﬂ = ~ s‘:s‘ . A JL —_ )
marin o 2B 5§ T RU RS TR MEER AT SR  mamm

(e giiyﬁﬁfgﬁ%éﬁﬁ%@:ﬁ?6#[ﬂﬂ%ll1’ﬁﬁ&zj%o)¢#ﬁ¢¢
@ MMERE 2

e AR CHEEB AT OO EIE N A HIER 5% 24 FERICIB W T H NI L7z,

2) BREER

DEmMEBRREES Y b (SHR) [ZETZBEHNE
FEFREE SHR (27 _Yr—/L % 10 K18 30mg/kg HIARE A5 L7254, 514 16 il 720 £ THE
KA R T 2 A IR T & E 7,

(mmHg) 10~ 1
- SR S
O,
£ —10F
o
F 2OF
g —
& —30- | aERE
o—0 ¢ AT O—I
—40r 10mg/ kg (p.o.)
—s . HINTO— I
e L | *\* l | l | 1 | | | 30r.nlg/ kg (\DO)
0 2 4 6 8 10 12 14 16 18 20 22 24 (BxRD)
5% (h=>5, mean*SE)

%:p<0.05, *%:p<0.01 (OBFREEE ML)
EMEE SHR DFEHMEICHT H2HAATO—)LERREDIERE
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QAEMHEMEEE Y
AREMER MEEBEIC 1T B 1AL LA, e ANEBNCREL 527, 24 RfIChl> TREL
B EVER 2R LTz,

3) MmEHRIERA

DY FXICETHMENRIER (o BEEER)

HN_Rya—)b (3X108~3X10"mol/L) 1, UVHFOKEREH D/ VT KLF U N X HUUHEZ &

IRAFHINZINI U, 2 ORE — ROSH#RZ A T ~TATBE S, /AT KLU v O RKEISTRED T,

Schild FUFEARDOEEX 23 0.9 TH-o7=2Z L L0, ZOREHHO I NV 0 — T a ZEERICBNTHES
RS E LTI 2 Z LR a Tz,

(% max 1st curve)

140

120

100+

o—o M HREE
— AT O— I (3X1078 mol/l)
O AT A — Il (1X107 mol/L)
—a AT O - (3X107 moliL)

Schild BfR E#OE % =0.9

pAAE=7.97+0.11
20—
mean®SE
0 T e
1078 107 1078 1075 1074 1072
JWT RLF LRE (moiiL)

DHXFREREFICHFTEH2HLR2O—)LD

JIT RLF Y VIRE - RIGHIRICHT 5ER
4) MmiTEHREREIER
OEmMEBARRES Y b (SHR) ORMBEREBEICRFTEE
HEFRFE R T SHR IZHOWT, A1 —/L 10mglkg D% N 5/ 12310 5 & B 0 7 BT i 44 T
FORFTEEDOE\E BRI 2 A, B, . REORPTERIAZ GRICHED S, K, i, METs
B SE @R AR L, £, RATMEEITE K ORE CHEREREMEZR L, O, B SHETITERR
DR bz,

FrMEEROELE (%) RALABOELE (%)
—100 —50 0 50 -50 0 50

i3

T
& i
FrFfi

% p<0.05, #*%*:p<0.01 (B5HEL OLEER)
ERE SHR IZE T2 X ERMFOB/AMMEERR KR VRERTMRDOELE
QFEMEMEEESE
AREME = LA AR 10T, MSHE IR MR &, DU BB R if it B S OV REIRIE H B DN, F 72 B OE
FHOTIE, ERIERIIBER OB K OV §H O£ EERH 3 B O N8O bl
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5) BRE~DEE

W R A OF i MUESE B 7 /B W CREEE . B EEIMER 2R L 40, M2 L7 F v kA - [RERA
B 277 Uiz 40, RFER A2 W2 2RI K0 | Bl AKIED R 2 S RAGICHRaR U, B it &2 8L .
SRERRIE IR EZHERFT 5 2 ERHLMNICEN TN D 49,

6) HPILEEF

D4 XZH (3 B E HhIRAER 49

40mmol/L-K*& % & 10 5mol/L-PGF2, (2 & 0 ILHE L T D A X O EBIREmIRIEA (in vitro ) I3\ T,

AT 1 — VT BARAF RS iR BSOS & Bt L7z,

A (%)  40m mol/L-K* B (%) 10°mol/L-PGF:«
0r o~
20+ 20+
*

401 401 ek
it it
B 60 L 80

F kg
80+ 801
ek
100l ) L L _
% & A (—log moliL) 5 & & ) (—log mol/L)

*:p<0.05, **%:p<0.001 (E5HI{EE OLLE)

40mmol/L-K+(A)E T 10-5mol/L-PGF24(B) TUR#E & B -4 X BEIARIEA(C
BTFBZ2HNLRTO—)LDRE—hiERICHR
Q1 XDILBHEBEREEZICRIZTHE O
BREE T DA BT DN — L OUGHBEEERICKIETEEEL 07T ) a—/L L MR LT,
ARy a—)VERNT 7T ) a—d, e A ERFOICERE D S, —F, EHmnE &
DL FEEHEEII I NN e — L ORI HEERFNICAEIK T LER, e 77 2 n—L Tk
HNNY = U TE DRV EITRER D TH 72,

BEE (ughg #58 (pgkg #58 (pgke
10 100 3 10 30 100 300 3 10 2 100 300
0- 0 04
F 10 k\. i
—20- H
E P &
E
304 AGR/7)
A{mmHg)

O: H~yO—ik(n=6), @:7077./0—I(n=6)
#:p<0.05, *%:p<0.01 GIER{E & DLLE)

A(mUminA00g)

AnRSO—)LEUOTOTS/ A—)LOFEHmME (ERK) . DA% (PE) .
ERUDLHBRRHEEE (AR ITRIFTEE
@Iy FEMLETIVIZEITZ/ER 5V
REMIZ & 2 kSRR & BAE 2 /e 2 MmN ATP &4 HiIc, 7 » MEEF DI Z VL M F
FETAZ DO =3 X — R 2 RFT L7z, 40 oMo, F#ERE. OFfMal ATP &, 7=, fMla—x
N OEIE L 72 5 ATP/ADP tt, =L F—F v — (EC) FHAEICHATHZ L5850
LR, ARV E—E, B XD ATP && O EC O & A EIZE Lz,
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( pmoles/g dry wt.)

10 ATP ATP./ADP 0. EC

g F

0.5

ol LLES ol ol L

o

NDDS LH
C
%:p<0.05, *%:p<0.01 (DSEDEHE) , n=7~9, meantSE

ND:no drug (##3K)
C :carvedilol(L:10-6mol/L, H:3 X 106mol/L) DS:dimethylsulfoxide,
EC=(ATP+1/2ADP)/(ATP+ADP+AMP)

H) [_,&:/ —}bo)*ﬁﬂ%ﬁjj ’%’ﬁé’%ﬁ%&ﬁ(—tég %?J@Jﬁlﬁfguwf
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LR AT ATRABE ER Y Eregy Ghawe %‘? SRER
DEDEEE

PolsiEBFE T, BRFFELER B, D OB L OYST TR, & ICEEEME ST FROMEIZ R L 52, %
ToEE RIS & A IE B DO L O ST ZLO#HE AR D b TV 5

7) ERIDEREER 59
Z v N I R OC BV T ATP, ATP/ADP th, =3/ ¥—F ¥ —V[(ATP+1/2ADP)/(ATP+ADP
+AMPI OB 2 FEICIH Uiz, £l 7% A X, BEEERLCEZOREEY A XE7n7T /8
—/MZH LARICEA LT,

8) MLF=EH

DTy FOFREETIVERRICRIFTHE
Dahl B MET » T 8%NaCl £F% 6 Ml L 0 Afar L, IGHE I M)+ 725 200mmHg % 8 % 72 11 sk X
D Xy m—/b 2mglkg/day X% 20mg/kg/day & 5 WIFIEEORE A5 2B L, & O FERE A
Fk L7,
TNy a—ud, 2mglkg/day O E TITAFRITEE L 2> 7228, 20mg/kg/day Tld Dahl £
PEZ v AR E LT~ T L. £ OFEAEF A BITHREEIC L LARICSEZ R L,

‘e
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A, #

AR

RIFTHE

-

MDEREETILDE D EHERE

FHT v

FREY)7IAL Y

QUE 3 RS Wy

-
(-

F7-. ERVERMED LFH LT m—)L|

EEHRERFYE [mmHg]

(n=17)

20mg/kg/day
;o—)L

(n=15)

2mg/kg/day

\ e
“ e

e

\

bt
(n=13)

(n=10)

BFHE

"

€

JHERE L O (Tukey £ 8 Hoil)

=
2 X

p<0.0

T o, *

&

5 F1

p<0.0

= #

FrfE = i

RIFTHE

£y FUOBEETIVOEEMERRME RTRE) ICRETHE

-

v MODBEETIVOERIRRHE FIRF) |

AR T

TRIUTIAD Y

FEUTIA
QULHEER LI EETILOEEHAE

R

Bs J88
£E

RIFy

-~
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- EZEHE [%] s EEHEKME [mig]
#
80 T
10
60
40
0
20
0 -10
aFe it 2mg/kg/day  20mg/kg/day
(n=10) (n=12) (m=10) (n=10)
ALRso— AnRo—i

PHE - RS # : p<0.05 (A TF0THE & Dbz, % : p<0.05 FHBE L O (Tukey £ HILELD)
IDAEERDAEETILOEDEMECRIZITEE

@R X R VR ITxt 3 53R 59

RN N ERIE B LY . DIEIIZ IS A4 XDARRET VEER L, Iy r—L (0, 0.3
KON 1mglkg, 1 H 2[8) % 3 » AMERRENES L, ZOTT/VICHT 2 EEBE R LT,

AN =TT IO HEICBONTHAEERHEOR NI 2B R 27 L, IR A
DR ZMHI Uiz, AT a—/b Imgkg HGRETIR, £V ET UV o FOEIE L 72 D EETRERARHE
DRI S, ELEDIEIR % 777 sphericity index DUENFRD Sz (X)) . £7-. MHRRFHIMER
IZBWT, Ay m — /LD MR RCHE E O LA mfl L (R) .

) T ) % 38 K 3
W o % | R0
31 Bk il 3n Ak *
1.5
1L |
0.5 |
0
Fogiichicd 0.3 mg/kg 1 mg/kg (bid) s FR#E 0.3 mg/kg 1 mg/kg (bid)
(n=8) ANASO—)L (&n=8) (n=8) hrAzo—n (&n=p)

TEEME T EAERAE, & p<0.05 XHHREE L O bbfe (Tukey ZEH L)
A XDFREETILOEDERIK (Sphericity index) [CRIZFTHER

HBPHRRICE DM XLDFEETLOLHHBOKRE S RVHEDHHELICHTH2HLACO—ILOHE

DMFHHIRE YA X (B s w m2) M DOHEL (%)
EHEE (n=6) 520+25 4.5+0.4
XHHREE (n=8) 863+ 12# 13.6+0.5#
0.3mg/kg P& 5-#f (n=8) 626+ 22# 10.3+£0.5#%
1Img/kg & 58 (n=8) 600+ 19 % 10.0+0.5# %
B AR UERRAE . # @ p<0.05 IEFHE & DLk, * : p<0.05 xfHHEE & Db

(Tukey % L)
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9) MERILIER 5
I8« R S AR B i IS R 25 (1] 2 XE IS W AR — L OHTEELAEH 2 fth D R A & el diat L7z,
H Ny u—)b 25mg/H % 11 Hli2, Ca f5HiHI XX ACE LEAIZ L 7619212 4 » AMRO#&ES LT,
FIEFMEBREZ RS L,
AN — L FEBFICHBOTIE LDL BRI EINER U, IERMERE & AREIC R D ETodE
SRR B IV A GRE CTIXRREEERILRD 57 b OO LDLEMLOUEITFRD bR o 7c T &b,
AP w— Il & %5 LDL BURF OB R IR, MUE O EFAL & 13BE LT L HER S 47z,
UbEEXY, In~yo— i3 LDL ikt 2k#FEMZ2 AT 2 2 LA RBI N,

10) Z Db FEIE/EFH
Z v b UHRICEBWTURZEMERARRD S, £io, WEREAS AR FEIERIZEE D b zinoiz,
BT, Ty MEAE YR — MZBW TIRERERLMEIEH 23580 & dLiz 59,

B)ERRIEFRT - FrfhsfE ¥
NRFEBRFHIL, B EGEA TRl E STV D,



VIL_HEydhielZ B4 55 H

. EYEREICEET HIEH

AR O—)LEE 1.25mg TDSEP] . AR O—)LEE 2.5mg IDSEP] . A~ O—)LEE 10mg DSEP] &

UhLATa—)LEE 20mg TDSEP] [XEMBNREZEA 5 AT S EHEHAER R

BEHITERZEDA VA E1A—T+— LM SBIALT=,

1. M REDHR -

(1)aB AT M RE

DR L

Q)&

l_l-[m-q:l}Er_:tIJ

BEE

E B
FEEREFCH LR E—/L % 5~20mg #5975 & 0.6~0.9 FEl] Tk

BNTIE 20mg #5-T 2.6 R LB oo T2,
.JW%'CEEE ShfzmfiRE

(3)k%

R Tt
1)
HNRYa— L& 5, 10, 20mg OG5 L, HLNIC
IR 2 @i s

i@&%w

B D i R A

L, Cmax (FZF 1356123, 22.64.7, 53.1+=14.Tng/mL TH Y, FH &I

HEREEREL TULEL, AEICSIT
i PRI L7y, BB OARMIZ

TR S v, e R IR R 13 % 5 0.6~0.9
FIE L

LTCERLA,
(ng/mL)
80 —
—@— bmg
I~ —O— 10mg
60 —11— 20mg
iR —<— 20mg (FBAHE)
it
rh
™40 mean+tSE
20
0 I J \ |
10 24 (hr)
B 5P ] HEMOT — 4131 H 1[E 20mg,

2 A5 OH A OT —X i H

HEROBSIZBT2AILASO—)LOMmEREE

HEZROREICE T2 DA O—ILOEDEHEE/NS A —4
b 5mg 10mg 20mg
Tmax(hr) 0.6+0.1 0.8+0.3 0.9+0.1
Cmax(ng/mL) 13.5+2.3 22.6+4.7 53.1+14.7
t1/2(hr) 1.95+0.39 3.60+1.82 7.72+2.23
AUC(ng-hr/mL) 36.3+8.4 57.3+15.8 239.1+64.9

(mean*+S.E.)
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2)

4)

ﬁ%@ﬂ’@ 57)

ZEERFIC ST 5 20mg BRI G- & FIRIAREAE L TR SN2 1 B 18 20mg2 HFEHEGOH 1 H H D%
WIREERRI N T A — 2 el UTe, BRR, 2EERZZI Toax 1% 2.60.7, 0.970.1hr, Cmax (T 48.1
+12.1, 53.1+14.7ng/mL. AUCo-24nr 1% 263.951.7, 217.5+55.9ng - hr/mL*CTH Y . FERLIFD Tmax IZ
PP D FE8D HITZH DD, Crmax KO AUC ICHEEITRBO SN ro7e ( THERAKRLIZKIT D
AR —LOMBERRE | OXSH)

¥ o [VIL1.(3).1) BEERE) ICii#lioR TBEROKSIZETSAILADO—ILOEYEHE/NNTA—4 |

20mg H[E[E 5D AUC 1ZE T /TR L2V AL (BIFIE) CHEIT LI TH 5,

REESE

BNy u—/L% 1 H 118 20mgld ARSI 2 &, IRIE 2 R o mE R E IR G %03 KD 5
<. 3 HBEUEBERLRE o7, IRFE LI HAE 14 HHZFWEETRINCHEK T 2 & ZE Tmax 13 2.4
+0.5, 3.6£0.2hr, Cmax 1 55.2+13.7, 41.3+6.4ng/mL, AUCo-»!% 233.31+48.5, 248.0*+54.3ng-hr/mL
THY, 14 HEIZIE Tmax 1TEBIE L, Crax (FFAEM 2R LA EEITR S EREIC X 5 EHEEM
IERRD Lo T,

DT AT LA —RIMFIRERR

OEEHRESFMPREE (BAARVTREAORERASBML)

AAEED AN (20~38 %) LOKEA (21~35 %) OREHER ABMEEZRIC, BT THhHALPR
—w@ﬁ@%ﬂ&%ﬁ%%imbtoHKA&@%EA%M%&9W@%%%%3%?O@30@7»—
BT, K7 NV—T ORERE I LY 11—/ 10mg, 20mg. 40mg D ) H 2 & %A 2 R ORI
ﬁ%%wfﬁﬁTfﬁﬁ@mﬁﬁbko
10mg~40mg O HEFHFAICE VT, R, SIKD Crax KN AUCo3s IFHAN, KEA L bIZHEGEIZIZ
FEBI L TN L7z, F72, HARAN, KEANE GRS 23 EhiE %2 R L, Cmax XY AUCo-36 D
RikL Stk (R/S) 134 2~3 ThoTz,
10mg. 20mg. 40mg HG-KFD Cmax DR CREA/HAN) 13, RIATENZ4 0.97, 1.67, 0.85,
SIKRTENEN 0.99, 1.14, 0.74 TH -7z, 7=, 10mg, 20mg. 40mg % 5-K: D AUCo-36 Dl ENELE (K
EANHEARN) (X, RIETENEI 1.04, 2.34, 1.06, S{KTENZ4L1.30, 1.29, 0.89 ThH -7, 20mg
BeHHED R AKD Cmax. AUCo-36 X KE AT H AN TORIRAE T - 7273, 10mg K T* 40mg # 5o
R {72 5TNZ 10mg. 20mg. 40mg #EHFD S ARIZ OV TIE, Cmax. AUCo-36 O 1 FEfER] THEEL L T
AV
ZTNENDORGEIZBIT D RIKKD S KD Tmax DF-HEIZHANT 0.6~1.1hr, KE AT 0.6~1.0hr,
tue OFEEIEILH AN T 1.76~14.51hr, K[E A T 2.25~10.30hr T, i RIS Hiviano 7z,
LLEXE D ARAKRUKEANOFEYERRIZ K & R RIT 02 &R ST,
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o Cmax AUCo-36 Tmax tie

Rk BSR (ng/mL) (ng * hr/mL) (hr) (hr)
10mg (n=6) 15.5+13.8 30.24+22.9 1.0+1.0 2.00+0.38
AARN 20mg (n=6) 25.2+13.9 56.01+44.3 0.6+0.2 1.91+0.30
R 1k 40mg (n=5) 99.8+57.1 | 259.9+158.3 1.1+0.5 6.37+9.35
10mg (n=6) 15.0*+ 6.0 31.5+10.8 0.7+0.3 2.25+0.47
KEA 20mg (n=6) 42.0+24.7 | 130.8+124.5 0.8+0.1 4.00=2.06
40mg (n=6) 84.7+54.7 | 275.5+248.5 1.0£0.5 3.69+2.44
10mg (n=6) 75+ 6.5 11.7+ 7.8 1.0+1.0 1.76+0.79
AARN 20mg (n=6) 15.1+ 9.9 33.7+27.5 0.6+0.2 3.51%+2.01
S 1k 40mg (n=5) 48.6+25.4 | 119.4* 60.4 0.9+0.5 14.51+25.61
10mg (n=6) 7.4+ 2.5 15.2+ 4.3 0.6+0.2 10.30+18.29
KEA 20mg (n=6) 17.2+ 9.2 43.4+21.0 0.7£0.1 5.22+2.89
40mg (n=6) 36.0t19.5 | 106.4+ 49.3 0.9+0.6 5.89+3.07
R+ AR R 2

QREHREFILPREE

HA N DR A BV 8 il 2 xt4:ic, BAFTHA_Ye—/L1[E 10mg, 1 H 28, 8 HREIKER SR
BRa I Uiz, MERGICED2ERITFEO ONT . METRED T 7 (RIEHRS-HT O AR 1)

DR LD &5 4 B BIZITEFIREBIZET 2 b0 LRl Sh,

BERABEBERENIZEITS1E10mg. 1 B2ERERSHEDHILADO—ILOENERE/NS A —42 (n=7)

Cmax AUCOtX Tmax t1/2
(ng/mL) (ng * hr/mL) (hr) (hr)
R K& 15.4+7.1 56.9+26.4 2.1+0.9 2.48+0.94
®51H8H
S K 5.7+2.8 20.4=* 8.0 1.9+0.8 2.52+0.69
R K 16.4+7.8 57.4+20.8 2.4+1.0 2.96+0.94
®58HH
S ik 6.5+4.6 23.6+ 85 2.2+1.1 3.56+1.00
¥ 51 HEIXAUCo-, %5 8 HHIZ AUCo12 YAl A U A 72
RARUSHED FS JEDHTS
2 HH 4 HH 6 HH 8 HH
R K& 0.09+£0.24 1.14+0.92 1.62+1.57 1.833%+1.10
SR 0+0.00 0.7£0.32 0.92+0.60 0.68+0.34
(B4 : ng/mL) S = R A 2

<BE .EBMT—4>
O HE#EE 5859

Ty b, UHX A X, P UC-AARTa— L EZNEN 10, 5, 5, 10mg/kg OG- L, il

FEAmmat Ulc, M (07E) PESEBREIXZ v b, vHhX, /X, hrcznthks 1, 1, 0.5, 3
R 713, 262, 774, 2460ng/mL CRAMLIRHE) (23 L, £b- 24 We# (IR 120
B L7, AMETRET S OW T T REHERIEEI L Ty, 7y TR 210 Ff &
HORITRRIE ChH o7, Ty MR CIEBUNEEIXE & U TlmERPICoAm L, &5 24 FE% O HURRE D M2k
FEAZIT 89.6% T, IMERE OEWREAMENTRD BT,

PRI RIS



VIL_ SEWEhielc B4 5 HHE

—e S 7y MEIMAEF (10mg/ke,
o—o AF v R ¥ & (10mgikg,
(ng/mL) —a Y JLEMED (10mgke,
10,000 o—o Y% ULl % 5 (10mg/ke,
' w—x o' XU & P ( Smg/ke,
— YK & P ( 5mglke,

333333
I nn
EruLow

1,000

100

o il £ B SR b

(hr)
# 5 #% B R

Ty b, DX, 4AX, YIILIZEITH HUC-AILARDO—)LEREZEOHRSED
% E e R EHEFS

@ REHRE O
F v M HUC-H RV —)L 10mg/kg % 1 B 18] 21 AMREROKS U, MK PR RETE BEHER & it
U 7=, i FR R B 135 G- B 9IS eV B UL 21 [ 1 Refi % KON 24 R ICIZZE I Z 1 5886,
5821ng/mL & 72V W b HIEHR LR ORIMAE TR D 14 51272 o 72, £ O 1% 360 K] £ TR 311
FERECIEE L. &5 360, 1200 RFEZICIZFNZE1 1 B D 46%., 1% o 7=, BE#RE 24 BRREI% O
AIMIE TR S EFIREE~OREEM 2 T2 & 93[EH L7220 21 A E COEAMEIZ I 2L — 3
V=T LIEE-E LW, —J7. 21 BIA#S 24 FEE% O MR 296ng/mL ThH Y . HEES
24 BB DK 4 5 ThH o 72,

HAR R ORERESZ S I 2 L— F 925 L 10 BHERGRFICTIZIEEFIREICEET D & FRITE 72, 7 v
M H T B A 35 o i TP RETR FE O BRI RE D MER~D @ WEFPEIC X B Z L AVRIBE N
Yl
(ng/mL)
12,000
11,000
10,000
9,000

8,000
7,000

Z v b10mg/kg p.o. n=3

mEmEREE

6,000
5000 S MmARFRE

: o—o 5 24R5RH (FRIE)
4,000 ~— K4 (EHIE)
3,000 4
2,000} 4 IiELS T
1,000} — 5240 RER (KRB

0 . ft—T% I ] ] ] I I | 1
10 20 30 40 50 60 70 80 90 100 (a)
# 5 B ®

“C-AIARTO—)L181H21 BEREREED
2MRBE S VIChERRETERE#D

4) TREEFBOERNEIE
DOAREEM S IMTEERE 357
AR OARBEM: B I EIERE 4 FlIZ LT —/L 10mgl B 1 E&% 1 HEBES L. 1EEXO7 BB O



VIL_HEydhielZ B4 55 H

5.2, 8, 24 R ZICIMETRZ(MIKREZBELZ Y, 1 HA, 7HHE IR 2N R bE <,
LI L, 8 BFfRIRICIT 2 BFRRITR DA 50% & 72 0 | 24 B ICIZIZ L A ERBO Lo Tz, ThHD
HERB IR R 57 LRI L Tz, RIREICHIE L 72 MBI DWW CIEFRHEAIIC TR L TR 0 | MR &
DN TEBER A BT,

(ng/mL)
30 —e 5 1HE
J}Il o—oO #®5 7HA
ZE mean = SE
* 20
3:1‘1
1t
i
M=
B 10
T T ()[J T
2 8 24 (hr)

a5 1R

541 O AL SIS O Mo R (6 R

QBEKREERE

a) BEERE

B EEO B MEESRE 9 NI LY e—/L%& 1 H 1\, 5~20mg & 0&5 Lz, RAYHE, KX
WRAH 7 HH, 14 ABOMIER I ARYa— VREIC, ZEERNTIEZERIIA LN 708, ERH
TEHREREANA OGN, RAEZHEAK LT 2 BlIZOWTIE, AEICHEAI L ThER o r~ym — g
FEIXHIN L7z, g2 L7 F = fE2S 6mg/dL LT OBHEAER EEBHE TIE. Cmax @ EFITA LT, #fE
BB W T OB A & [AEE, SRR b7z, M7 V7 F =l émg/dL L EOR
PERERR B Tl MR AT EE R Cmnax 23 ER- T 2 BIAAGED STz, YIERA% 24 B £ TORFIZ,
REMED T N_T v — L3 b 50 0.08~0.27% (£ 0.1720.02%) Pett S 47228, Z AU A
BYETOPMR (E5ED 0.1~0.36%., T 0.22+0.4%) LFELL Tz,

b) FETEE 9

MIEFEHT % HEAT LT 2D @ fEZ 1 5 B IR A RERE 6 Fllc h Y1 — L% 10mg HiElZe v L 4 J8 [
fet b L. SEmEhRE & Mt L7,

TINRY v — L 10mg Z & 30 /I HlE B 5 Ui b R LRI EE 2 0T B & BN B Chelk 45 & |
Tmax (FIBEHT HIZIB WD TEORCELE L TN Cmax (SIFFE E DGR DR Do 7o, 4 B 514 24 FEH O
TRFE & B R & RARIK < | SERR SIS RV L EREEAIEGED Sk o T,

T H FEFHT H
Tmax (hr) 3.8+0.7 2.3+0.6
Cmax (ng/mL) 28.4+6.9 31.2+0.8

OEMEBE 2

PEEBEIC ANV E—)L 10mg Z BER DL LG, &5 2 FEE#Z o mEhiEIx 18.8+
4.1ng/mL T > 7=, R A ALY 11—/ 10mg 2 BE%R NG U254 O8R5 2 B o 4 i
£ (21.8+5.6ng/mL) & [FIFEETH 0 | Pl iERE I T D MHE PR EE OB ITREERA & FEL L Tz,
DFFFEEERE

<8E: . NBEAT—E>

RA 23T 6 BIOFFREZ B 72 © ONT 20 BN BMEE E L EVEIESIZ 2 BEIC T, MR I



VIL_ SEWEhielc B4 5 HHE

6~7 H®D wash-out il 2%, 7 A4 —N"—ETH LT —/L 12.5mg FIkNE 5 & 5 d 25mg
OG- 2170 (RNENREZ MGt L7z,
FARPS 158 5 C 13 e s A AR ZE AR IR B I AR A N S . PR BB DN 7813 70 < Ui 4 1R
HT29HIEE LT, RO TIERINCEIT 20 - 728, MR 3P A B s TF LS EiE%
R UTz, FFREZS A CIXEERERR A BRI L, 287 VT 72 230 36% 1 L, DAL 2.8 5@l
ZoR Uiz, #axt A R SRR R BEIX 19% ThH o 7283, A EE TlE 83%I1C EA- Lz, LIk
OFERN G A BE CIIFYEERSROBT 2 e L, FEEZ2ET2EBF I3 LTI r~vn
—IV B ET DB EFRD T,

OFIRE Gt FHBF D EYENRE 69
12 PO EIMEIERF A NP a—)L 26mg HDHW I KuerZauaF7 2 R 25mg % MA{E 2 |2 B A
5L, 4 BRI T2 %2 0L, RO CHAIEME 52179 3#l7 v 24— "—"EHEMRARICL D, @
EHIRE~OEELZ R L, 2FO0HIC L > THWEIRO MATHREICEEIIA ST, BB GREE
L7 RN ERE A 7R LT,

AR O—)LRUVE R OOF7Y FOMBEDRE

AUCo-o Cmax T'max tie

(ng * hr/mL) (hr) (ng/mL) (hr)

HNN_YE—)b 272 72 1.8 5.8
F v r—v (HCT Pf ) 276 60 1.5 6.6
HCT25mg 1615 202 2 8.2
HCT25mg (H/vy m— LOf ) 1636 212 2 8.3

HCT: e FursmuasryrT R
®BELTLEE
EHE~ E DI R R AN L& 1125, 5. 10mg, 11 2 FIEERERAES L, 9
1 EEE D Cmax 1TFNFI 10.121.7, 25.0£5.0, 52.8+10.4ng/mL TH Y, FEEIZIFITHH L T LA
L7, F72, 1[H10mg, 1 H 2 [F#F g n&ks L, £ 1 EFRZOEWIE T A =2 3L TFTD LY
T 0 . R LTI R 4TI Coa 2540 2 5. AUC 78 4 (512 R 3 1825885 b,
BELDFREEECESTE2HULRSO—ILOEYFEE/S A —4

= Tmax Cmax t1/2 AUC
b (BEE) (hr) (ng/mL) (hr) (ng * hr/mL)
10mgl H 2 [l 5-
. 2.4+t0.4 22.9+45 3.25+0.67 81.3+9.6
(fERERR )
10mgl H 2 [l 5-
s 1 e 2.61t0.4 2.8+10.4 4.36+0.41 297.1+64.
Ot~ st LR ) | 200 PR8I0 2070 TITeLs
Mean=S.E.

<£%E : ARERNEMERE>
BHELREBRELGRIC, BETFTTEMECLZ NV e —LoKERAKERBREEHK L=, 1 H
1.25mg, 1 H 2E LV &FEZBB L, 1~2 BT 1EHE 2.5mg, 5mg. 10mg, 1 H 2 [AF THEE L.
1B & 2.5mg, dmg, 10mg OF &AL 7 H BLUBRIZ Ly —/ Lo iR 2 JE Lz,
TINARY B — ISR BIRA 72 BN HEZ 7R U, Cmax KTV AUCo12 D RIEE S{EDE (R/S) 1358 2~3 T
oz, 1HHAE 2.5mg, 5mg KN 10mg 5D Cmaxld, RIATENEN 7.2£4.1, 17.8+11.4, 37.1
+23.8ng/mL, SIKTENEFI2.9E1.2, 7.2+3.7, 15.8+=7.9ng/mL TH Y, BEHEEDEIMIAE Crmax (£
EARANC ERH L7z, 72, RIEKOS KD AUCe12 b RIERIZ B G- B O BN LRV ELRRAIZEI N L 72,



VIL_HEydhielZ B4 55 H

BHLFEEE (BXAN) [ZEFTH5RERY S KOEYHE/ NS A—4

Ll gl | o b )
2.5mg (n=9) 7.2+4.1 41.2+25.8 2.3+1.1
R{& |5mg (n=9) 17.8+11.4 101.5+66.7 2.2+1.0
10mg (n=9) 37.1+£23.8 205.2+148.8 2.6+t1.2
2.5mg (n=9) 2.9+1.2 16.4+9.2 24+1.1
Sk |[5mg (n=9) 7.2+3.7 43.9+20.3 2.2+1.0
10mg (n=9) 15.8+7.9 91.9+51.4 2.7+1.2
Mean=S.E.
(4)hEE
EYERR L
<BE>

% 1 MR 1219
TEEERR N & G I VR r — )L OB G RER 21T > 125 R, e H &0 60mg T 5 #ilH 4 Flizif
JEFRRIZPE S BREE, SRR — v &35, b, IHL A, 560X EERD . BT EmIZH -
72o LU 40mg DL FOHETIE, BRMOICHEZR B RIERITRS DT, IR S ZbiTiR o b )
o7, 2 AMFEEGRBRICBNTIE, 1 A 118 40mg 561 5 Fld 2 FICEEAR R —y L35, 5L BARRD

S, 1 H 2[Al 20mg F 541 5 G 2 FHIEEE DO H < A, Huls -

G)BRE-HARDEZ

VI 1.(3)E&

AR CTHEREIAOPRE] O IL7HMEAER OEHZZH

OBEE (KEaL—>32) BAFISE Y4 L ENFABEEHER
MR L

2. REERB/S A -4

(W& A&

AVN—FAVRETIL
2-a L R— R AL NETFIL
(2) TR IR B FE 3
B BT 57
ERER A BIEIC H LY —L 5, 10, 20, 40, 60mg 2RO 5 L, AFIOKRNEIREZ e L2k R, k&

DI /3T A — 5 DI,

B BAPRRD B,



VIL_ SEWEhielc B4 5 HHE

ANADO—)VERRORECE T 2 EYREROFEN -2 /—FAFETL)

JRSE. %55 (mg)
10 20 40 60

Lag time (hr) 0.000.00 0.14+0.09 0.17+0.11 0.25+0.12

Tmax (hr) 0.9+0.3 0.9%+0.1 1.3£0.4 1.6+0.2
Cmax (ng/mL) 22.6+4.7 53.1+14.7 78.7+20.4 76.0+20.0
tuz B (hr) 4.26+1.43 8.03+1.92 6.29+1.84 13.67+2.76
AUCo-- (ng-hr/mL) 59.9+12.7 232.5+68.1 285.2+69.9 389.5+94.6

vd (L) 247+33 347+88 425+128 618+212
Ka (hr1) 7.266+3.293 3.052+0.815 3.765+1.443 1.688+0.544
Ke (hr) 0.815+0.128 0.368+0.044 0.527+0.171 0.414+0.124
Kz (hr?) 0.619+0.229 0.204+0.031 0.511+0.365 0.211+0.042
Kai (hr?) 0.452+0.128 0.225+0.086 0.397+0.219 0.134+0.059

(n=5, Mean=*=S.E.)

¥5mg (TARIE 6 B CRBINERRALLT L7220 | EMAR/SNT A—F OEHNRAHETH > 22 LTz,
BNAATRAZEY T«
1) BEEEE
VI.1.(3) 1) BEEliE | oHEEZH
<BE HNEAT—F>6
TR N B I Ry —)L 12.56mg FRNE G (1 FEEA) | 25mg KO 50mg 7 7B AH Ok 1 x5
Z 1~2 IR CTIT WO IAE P AR G RIR A2 HE U 7o fE R, M B 7RI 31T 22~24% Th » 72,
FAVIZEITHREYRERII/ NS A —4 L EYFRIFIRE

12.5mg 50mg 25mg
1.v.,n=20 p.o.,n=19 p.o.,n=18
AUC(ng-hr/mL) 354 348 157
Cmax(ng/mL) 173 66 21
Tmax(hr) 1.00 1.20 1.47
tu2(hr) 2.38 6.35 7.06
ek AE B AR A 32 (%) - 24 22
2) BRI 5
'VI.1.(3) 3) RiEIxE | DHEAZH
(A HREREEH
TVI2.2)IUGEEER DHASH
BYIUTIUR
<E NWBEAT—%2) >
MVI.2.(3) 1) BEKES] ORITRTHELRNS
3 FE IR - 12.5(mg)
2707 Z A (Lhr) = = =35.3
M Hh# FEfE (AUC) 354(ng-hr/mL)
LR END,

(ke Eik
VI2.2)IUGEEER DHASH
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(MHmEEBHEER

UC-H Ry u—/LOt MTEEAICKTT D in vitro TOREEMEE 50~1,000ng/mL ¥ & FH C s T
EEROKRG Uz, [AZETD <, RERGED 72 < 94.2~96.1% D MG E FiE &R NFR O bl

3. |k I
VIL2.(2)RYLEEER ] DEZZ

4.

ﬁj\

il

(1)1 % — i BA P9 @ ad i

AR L

<BE @H:Zv k. VRFIL) >
Z v R SOKNY RPN UC- I Y —/L 10mgkg R OG- L, 24— N T 047 T A E1ERK
L72BE, MERICB W THRIENBR SN Z LD, DAY a— VLl il — MBI % iR+ % FTHE
PEDS RIS STz,

(2)1 % — R BE B P @@ 1%

MR L

<BE @W: Sy b)) >

7 v MTUC- Iy r—/L 10mg/kg 44z 12 A H & 19 A BICHERROEE L, A& o pi@aiE T 2 it
L7z 69, #14% 12 B H TG 1 REEI% IR, SRR, - NIRE IR RED 1.3~25 [ Tho 7
B, RIRTIE 6% THY . Fh 24 FEEHICITREIRE D 36%I I8N L7z, MRIE 118N 7Y ORI E
D 0.01%THY ., BRAOBIATOREITMEA -7, 4 19 B B TIEG 1 RH%OINER, Bk, FEWNiR
BEVIRMAMAE R L R CTh o 7o, RO MmBET R E T RMAMIETIRED 54% Th -7, RIEEETIE
39% ThH V., 5 24 KB ICITRERED 65%IZIK N L, F72 1 L4720 ORI, &5 D 0.01%
ThOiEYR 12 H B LA, IRRA~OBATHIIMERNZ LR Sz,

B)EIT~DBITHE

R L

<&E @®W: vk >

RAMD Z v P2 MC- BT —)b 10mglkg Z HEFREG LB, Pt P ael e 385 4 RpR% I hem
BRI 1.42 pg/mL IZEL, REEZ O MBETHHERE LD miEL 20 £5 8 Ktk TITglit d/migs
BREELED R 7.8 7R LTz, Z ORGSR S BRI T ISR BAT L, IR ITMAEICE LBE 5 2 &
DRSO HALTZ 60, BRI D ] 5 IR TR ST Lo < BATHRA A Ak LTl Ed
WCRVICSWZ ERRBN TN D,

(4B~ DFATIE

AR L

(5)Z Dt DRI~ DFATIE

AR L
<BE @MW:Sv k) >

UCHAATE—E Ty MBS LI, MM RIS < ORMCR 5% 1~3 Ml TR
W LT, B L ISRICIXEBASE b < IR O 65 . K THIOMILE . FIC 19~11 £,
Wi EL R A~ B, —H RN, R, AERIES | IO 45~22% T o 72 9,



VI EYEhielc B9 5 HH

5 X #
(1) HERLL B MR BHR R

RO« BT

<BEZ:NBEAT—H2>

FAvIZH I+ HERER

1) meEY
3 BN BYEIC 4C- LR r—/L 50mg &k G- L, MR ORPRED 2 8k L, R %
Bt Uiz, #5.9% 1.5 BRI 2 REMEDOHFELRITZ 9% ThH - T-, ERBDIIKRE KT V 7 aF A K
M1 (22%) TH Y, DV THIEHOBMEMERLEIZ CA Uz M8 (12%) M9 (8%) . S LIZHAF RS
nrwaFA M3 (6%) . BAFAAEM2 (0.8%) THY ., MIETIZ 5 >OMREHWA R Sz,
N Y v — L AR BMEIC 20mg HLEIRE OG- L, FEE - fEERZR 2~ DIER N I~y r—)L L [H
FREOBLA F AR (M2) . MEFOEREY THLREE TV a) A F (ML) O MmSEHREHS %
BIE Uz, WY & BIREHERIIR LR S FEPIL TO A, Crax I ERBLIRZ V7 B A R TRE(L
KOK 2.4 15 (B/VE) | A TFIRTHR 15 ThHhoTo,

@Carvedilol
8Iucu[jolnildel: [
arvedilol ~— v v ¥
Sulfate 0—CHz—CHOH—CH2—NH—CHz—CH2—0:
~~CH2—0
HsCO I~ HO
ocre— (T T ; @

SmeELR N BM 14, 190 BI 14, 242

H < Carvedilol @M 2+Glucuronide

Zv b
R=H @15 R=Glucuronide o-CHz-CHOH-coon+NHa-CHz—CHz—op t;
v
]
O N O BM 11. 870 oR
R=H @19 R=Glucuronide CHe-0 Q
O-CHe~~ BM 51. 158 iy
O =l HsCO
N O 4 X @ R=H @R=SOSH
H
8 BM 14. 0830
W1& R=H 12 R=Glucuronide 0O-CHe-COOR
H OR

CHz—CH—CHz—NH—CHz—CHz—OQ W12 R=H (13 R=Glucuronide wCHz—OQ

HO OH HaC HsCO
TE R=H R=SOsH
BM 14. 0686
BM 51. 334 oH :
CHz-CH-CHz-NH-CHz-CHz-O
cI:Hz—ICH—on—NH—CHz—CHz—OO HO OH HsCO
HO OH HO
BM 51. 335

AR O—LDHETE R BRI

2) FRPRBEY
UG- /LY 1 — )b 50mg R G-% 12 K & TOZERBIRTITIBIT 2 REIIRDIFERIT1.9% ThH -7,
PRI FEAREIIRENAR V7 1T A F M1 (32.4%) TH Y . DU THISH DB FERIER LB T4 L7z M10 -
M11 (12.0%) . M8 (10.2%) . M8 Dt A F /AR M9 (3.0%) . & HIZ7 = = /LRI KERE S i Bpk
B~ M4 (6.4%) . M5 (6.4%) . ATFVET VI mF A4 K M3 (83%) . BiAF /K (0.83%) . M10 -
M11 Ot M12 - M13 (1.6%) ToH Y, RFIZIEL 13 O R Sz,
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3) #EhKHY
BNy r—)b 20mg HAE 5% 48 Bl £ TOEPIIIRZ(BLIEDOM, M2, M4 KT M5 OHEINRTED &
niz,

<3E .8 T—45>
ANRY =)V FIR B BRI VS — VBT DK b, IO LBIBRZAL, TSR AR
Lo CRFgICRHEN D, SR E LAH L0 mIETR ORZACRBE KL . F 2 RF~O PRI
B ThHol, MFEFREY Z —TBREIC LV ETRALDPD, B b TIEREMEDO I V7 a) A K M1
MERH T, REERD 2~3 EFRIRETH o7, BiA TR M2 O - fEBR R ~OIERIZ I LY
n—/LLARETH LN BME O N E IR AAERIT <  RE(IRD 1/8 TRIE DOJRIETHER Lz,
FHERIE CH AR, Ty hTIEAAANY —LVEBOKBILETHD M14, M16 DT azaFA R
M15, M17 03 FERFHHE L TRt STz, F72. 7 v MERIZIEIREIK, M14, M16 # £ & LT
WeB Lz, 7 v T AN —VBROKEBRILE ZNICHOSL ZV7 b UERRA N ENRERE L HESH
7oo —H. YLK OE FEHPIZIE M14, M16 T, REMER OB U BRO KB M5 % i
L7ce 7y hEHALKROE FTIIRERKICHEZD & D Z & B HEE Sz,
( [VIL5.(1)1) mMAKHEY OEEZSH)
QRHICEET HEEFR (CYP450 &F) D5 Fig ¢
CYP2D6, CYP2C9. CYP3A4, CYP1A2, CYP2E1
RWEEBHROEERVZTDEIE
U ERR L
<BE: HNBEAT—E2>
Mollendorff & iZfERERE A B 20 BilZ2 5 & Uiz, HA_Ya— L OIYENHE 2 7 % 3R 6052 1TUN, /L
a— VO A FERFIHRITHN 26% THHZ L AR LT, ZOEEHE HIX, FFTowBEhmimhFic
L5 0THD EHEL TV D,
GRHMOFEDEERULLE
MBI L
<BE:NBEAT—H2>
KA VI I+ HRER
HANRT B — )LD A F AR (M2) 12 B ZARAERAER & WIS NRERR, /27 = 7 2V EORT AL
WK LS b D (M4) IZhA_ya—L L FE%ED B2 FEEWER K OB <y a—L0Of) 1/3 FRED
MELEEA RS b,
L, Z0HIEREIDEAED 1% U T2 EDHICTETST, IA_XT 0 — L OFNEELRIFL TS &I
B ZHEW,
B)EFHERBMDRER//NT A —42
MBI L

6. #E Gt
(1) B BBAL B R BR
HNRT B — ) VIRER L L TUIRFICHIE E A LRSS, K@t zob Btz 7 LT3k
PRV E NS,
1) B[E#EZS5 57
TERERR N B PEIC I L_Pm—)L 5, 10, 20, 40, 60mg H[EREO#& G L7254, 5% 48 B £ TORFAR
ZALRPERITON TR b E G EDOR 0.1~0.2% K< FHE 2 V7 T o Z1% 20, 40, 60mg ZiLZ4L, 4.3



VIL_ SEWEhielc B4 5 HHE

+1.1, 4.5*0.5, 5.5t1.4mL/min TH-7, —J7. 20mg F 52 L D514 48 Wil £ TP RE(C A HE
MERITH 22.7% TH Y . KA 24 B LA IZ PR S 7z,

2) RIE®RS 5D

EERER A BIEIC V"V r— L% 20mg, 1 B 18] 14 BRXEROEG LSa0RFHEIERI, REE 4
RefH] CIEMET L 72 B2 W T, &5 ED 0.2%~0.3% L 1ZE—ETh o7z,

<BE . }WT—2>

7w MTUC-H Y —)L 10mg/kg HEFE O # 5 L7z & &85 24 BEFNITZR I 4.4% . FEH1Z 83.0%
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RIRAE W) 0 1 (0.02) 1 (0.02)
s 1 (0.08) 5(0.10) 6 (0.09)
DEMEAREENR 0 1 (0.02) 1 (0.02)
D EAME] 0 1 (0.02) 1 (0.02)
SER 0 1 (0.02) 1 (0.02)
TRAPERFE R 0 1 (0.02) 1 (0.02)
fE7v Y7 0 1 (0.02) 1 (0.02)
mE (hEsN) EE 0 3 451 (0.06) 3 {51 (0.05)
JibaeE 0 1 (0.02) 1 (0.02)
T 0 1 (0.02) 1 (0.02)
DU R #7 J 0 1(0.02) 1 (0.02)




VIL.

el (I EoEEs) (BT 5EA

B (%)
KB E CORE 1 FH Rl A aEF
B EEN S 3451 (0.23) 215 (0.40) 24 45 (0.37)
EES A PS 0 2(0.04) 2(0.03)
LTFSR/N S 1 (0.08) 1 (0.02) 2(0.03)
Bin 0 3(0.06) 3 (0.05)
BELW 0 2(0.04) 2(0.03)
I [ 0 1 (0.02) 1 (0.02)
I 2 R 9% A 1 (0.08) 0 1 (0.02)
IR e 0 1 (0.02) 1 (0.02)
3 1 (0.08) 4(0.08) 5 (0.08)
MK 0 2(0.04) 2(0.03)
Wi 0 3(0.06) 3(0.05)
P 0 2(0.04) 2(0.03)
FRIEKFEE 0 2 51 (0.04) 251 (0.03)
2 1fn. 0 2(0.04) 2(0.03)
HINEK - MRREE 0 141 (0.02) 1(0.02)
H Bk GiE) 0 1 (0.02) 1 (0.02)
PATEEN S 0 8 {51 (0.15) 8 {5l (0.12)
7 v7F=rrH 0 3(0.06) 3 (0.05)
EHR 0 1 (0.02) 1 (0.02)
JRIEE 0 1 (0.02) 1 (0.02)
BUN L& 0 3(0.06) 3(0.05)
REHEIR 0 1(0.02) 1 (0.02)
SR 0 1 (0.02) 1 (0.02)
BHAERE (F) EE 0 1451 (0.02) 145 (0.02)
il 7790 R 0 1 (0.02) 1 (0.02)
— R BEE 20 51(1.50) 32 51(0.61) 52 51 (0.79)
P T 1 (0.08) 2(0.04) 3(0.05)
oy 0 1 (0.02) 1 (0.02)
o IR 2(0.15) 1 (0.02) 3 (0.05)
B L 0 1 (0.02) 1 (0.02)
A By fiE 0 1 (0.02) 1 (0.02)
3] 1 (0.08) 0 1 (0.02)
T 1 (0.08) 0 1 (0.02)
wiT 1 (0.08) 1 (0.02) 2(0.03)
F 9% 5 T 0 2(0.04) 2(0.03)
7 0 3(0.06) 3(0.05)
e () 0 5(0.10) 5 (0.08)
AN = 0 2(0.04) 2(0.03)
eHER () 10 (0.75) 2(0.04) 12 (0.18)
ENTSR 0 1 (0.02) 1 (0.02)
EARIEGE 2(0.15) 0 2(0.03)
TEHE 1 (0.08) 2(0.04) 3(0.05)
EDIETY 0 1 (0.02) 1 (0.02)
EEapLEan 2(0.15) 1 (0.02) 3(0.05)
DIFE () 0 1 (0.02) 1 (0.02)
TR E 1 (0.08) 1 (0.02) 2(0.03)
VU iz v e 0 1 (0.02) 1 (0.02)
T NE 0 1 (0.02) 1 (0.02)
TR R 0 1 (0.02) 1 (0.02)
B (%) 4 (0.30) 6(0.11) 10 (0.15)
DAY 0 1 (0.02) 1 (0.02)




VIL.

Ll (] EoEEs) (BT 5EA

@

i3

REMER

RAREBEEELS (RRBRF TORMER)
73 ERPREBEG AR

AL TE H FHE (%)
AR ERE 3/1203(0.25)
JIIREES = 3/1204(0.25)
~< k7 U b 3/1200(0.25)
M Bk %k 6/1188(0.51)
% LFHRER 0/ 134
= A FRREZ 4T HHER 1/ 522(0.19)
0| [ sERA R 0/ 533
% fﬂg IR ER 5/686(0.73)
% T L ER 0/ 677
HAER 1/ 688(0.15)
UL RER 0/ 690
/g 0/1119
AST (GOT) 15/1228(1.22)
ALT (GPT) 17/1230(1.38)
Al-P 5/1169(0.43)
LDH 5/1192(0.42)
ZTT 0/ 437
. | BUN 6/1228(0.49)
”é JLTF= 6/1225(0.49)
It [RarLzxro—L 7/1173(0.60)
% [HDL-2= L 25— 1/ 158(0.63)
ﬁg rRVERE A 6/ 626(0.96)
7| o 6/526(1.14)
PRI% 13/1170(1.11)
CK (CPK) 17/ 866(1.96)
Na 0/1195
K 3/1196(0.25)
Cl 0/1186
EH 1/1086(0.09)
o | 1/1081
wo| [ ARfEK 1/ 818(0.12)
& % F1ER 0/ 815
M 0/ 765
Pz B IR ER 0/ 56
7 — I ARER 0/ 59
DFEXIPT R 5/ 566(0.88)
CTR 3/ 604(0.50)

2) gL TE
BIERERGH—E

filf P AR A 4 AR oD it

ARGRINE £ T ORE (%)| AR (%) &at (%)
HRJE 1L 259 1,732 1,991
BRI 98 BUE B4 104(40.15) 192(11.09) 296(14.87)
RIVE T B4 151 250 401




VIL.

el (I EoEEs) (BT 5EA

EIVEF O FELE BIERSRBUFEE (%)
KGR E COFHAE 1 FH AR A A
BREFERVY) DNREE 0 1 (0.06)
RUE P 0 1 (0.06)
MREVCY VNRESE 0 4 (0.23)
E=giil 0 3 (0.17)
1E A FEMEEER M i 0 1 (0.06)
RERES 0 1 (0.06)
TFI74 7%y —vavy 0 1 (0.06)
REBRUXREREE 7 (2.70) 12 (0.69)
BRR 1 (0.39) 0
YR 6 (2.32) 8 (0.46)
[SicdiseE 0 1 (0.06)
oL AT a—/VE 0 1 (0.06)
EH VU U AIMAE 0 2 (0.12)
& I M fiE 0 1 (0.06)
fEHES 2 (0.77) 1 (0.06)
THRE 2 (0.77)
FRREIE 1 (0.39) 0
H AR 0 1 (0.06)
HRREE 25 (9.65) 27 (1.56)
JE RS 1 (0.39) 0
Jibd 4 i, 0 1 (0.06)
JibaeE S 2 (0.77) 1 (0.06)
HEkEE 0 1 (0.06)
FEhED F 14 (5.41) 12 (0.69)
RALESD F 12 (4.63) 9 (0.52)
SR 2 (0.77) 0
TR SRR 0 1 (0.06)
= 1 (0.39) 0
Ut S IEER ] 0 1 (0.06)
AGEHR 0 1 (0.06)
ARfEE 1 (0.39) 1 (0.06)
N AE9% 57 0 1 (0.06)
A 1 (0.39) 0
HERURBES 1 (0.39) 1 (0.06)
59 1 (0.39) 0
Hng 0 1 (0.06)
IDEFEE 49 (18.92) 89 (5.14)
Ak AR 2E 0 1(0.06)
TNF=E N B 4(1.54) 3(0.17)
-V A=Y 2(0.77) 0
B oERET Yy 0 2(0.12)
R 7(2.70) 10(0.58)
EM7ayy 2(0.77) 0
FHZ7ayr 1(0.39) 0
DARA 24(9.27) 60(3.46)
Sl N 0 1(0.06)
I MPE A4 0 5(0.29)
Do 1k 0 1(0.06)
LMER 0 4(0.23)
#E 7(2.70) 2(0.12)
N8/ 0 1(0.06)
TR IR 0 1(0.06)

P B BIK ST BRI B (I




et W EoEES) (B35

KRR E COFE i3 FH Rl il A
WE7ays 1(0.39) 0
TRfE I 0 1(0.06)
TRAPERR R 0 1(0.06)
AR 1(0.39) 0
PRSI 3(1.16) 0
LB 0 1(0.06)
D PEBR 2(0.77) 0
mEEE 4 (1.54) 10 (0.58)
AL 1(0.39) 0
I 0 1(0.06)
1B i JE 0 6(0.35)
L ST EAR I 3(1.16) 1(0.06)
F=! 0 1(0.06)
AR SE 0 1(0.06)
RN ER. MR R Ui fmiEE 8 (3.09) 11 (0.64)
LIS 0 5(0.29)
I 0 1(0.06)
e K] 2 6(2.32) 2(0.12)
Ja 7k 0 1(0.06)
IR 553 1(0.39) 0
2 N 1 (0.06)
R[] W0 R 3 0 1 (0.06)
SRR 1 (0.39) 0
BIAEE 9 (3.47) 3 (0.17)
MR A 0 1(0.06)
- RERIE 0 1(0.06)
15K 1(0.39)
T 1(0.39)
GRS 1(0.39)

L 4(1.54) 1(0.06)
RN 3(1.16) 0
FFRRERESE 0 7 (0.40)
g RE S5 0 6(0.35)
JiF B 1(0.06)
EERVE THEES 2 (0.77) 2 (0.12)
HLBE 0 1(0.06)
EOFENE 1(0.39) 1(0.06)
i 1(0.39) 0
HERRRUEEHRBES 3 (1.16) 3 (0.17)
B 1(0.39) 0
ESIEGITTEN 1(0.39) 0
B AR 1(0.39) 0
R 0 1(0.06)
uslisara 0 1(0.06)
BT HEDR 0 1(0.06)
7 S O 0 1(0.06)
BERUREES 3 (1.16) 8 (0.46)
RSN 0 1(0.06)

R 1(0.39) 1(0.06)

TE A B BB C IR E A S BUIE 1 54 2 Rkl




VIL.

el (I EoEEs) (BT 5EA

AR E CORE i FH A A
BARA 0 2(0.12)
St N 1(0.39) 0
JRPA 1(0.39) 0
BE R P31 B 0 1(0.06)
R RE kR 0 3(0.17)
L HEERVRERHATHE 16 (6.18) 13 (0.75)
fiiobr 2(0.77) 0
T 0 2(0.12)
it 1(0.39) 1(0.06)
LR 1(0.39) 2(0.12)
5 2k 6(2.32) 6(0.35)
ey 0 1(0.06)
R A 1(0.39) 0
R 2(0.77) 0
ZEIRAE. 3(1.16) 1(0.06)
ERERIRE 7 (2.70) 36 (2.08)
TT=0 TNV AT 27— BN — 5(0.29)
TANGX VEET ) N AT 27— BE AN - 2(0.12)
i ek RS t=-)) I — 1(0.06)
1 Fp =L 25— LN — 1(0.06)
MLHIVTFvdAsE+— BN — 5(0.29)
M7V T7F =4 — 1(0.06)
1o R o N — 1(0.06)
1 LR A K SRR SR B 0 — 1(0.06)
A B AN - 1(0.06)
MEE T 5(1.93) 15(0.87)
ifJE k5 1(0.39) 1(0.06)
i Hr R SEHE N — 1(0.06)
v I NIINT Y AT 27— BN — 3(0.17)
JVa~Esae N — 1(0.06)
NSiEE" o7 — 1(0.06)
RS REM Al S — 1(0.06)
AR BRI — 2(0.12)
RE R 1(0.39) 0
{REHIN — 1(0.06)
JRPET MY LRI R F 1 B0 — 2(0.12)
M H T A AYRAT 75— HE 0 — 2(0.12)
AERIZEAL — 1(0.06)

ba

GKFRIFECORE) | DIEESMK

RIVEM OFEXEIT MedDRA/J ver9.0 D#E BIK /040 K OFAGEE 24
— . KRR E TOREICI T DR A MR F BT [VIL8.(4) 2) OFRMAMERH

F B R Sy TR RINE 3 BUE B & Ri il




VI 24tk (B Foksss) (355

QERREMERELE (KERETOME

SEBIE (%)
A SE 114K 194
SLH A B FEHUE B 90(46.4)
MATEE FHIHEE (%)
AR ERER D 7192  (3.6)
ifi 1458 &l 7/192 (3.6)
B | ~~ b2y M 7192 (3.6)
1| g 6192 (3.1)
A ek 1/192  (0.5)
iR 2/192 (1.0)
A AT 3/190 (1.6)
meyrey bE 6/185 (3.2)
AST (GOT) L5 17/192 (8.9)
ALT (GPT) E&#H 21/191 (11.0)
y -GTP L5 24/181 (13.3)
ALP |5 6/183 (3.3)
ALP X F 1/183 (0.5)
i | LDH L5 18/193  (9.3)
ﬁé BUN L5 10191 (5.2)
g_‘% JLTF=r E5 9/192 (4.7
%‘g PRI -5 7/186  (3.8)
# | CK (CPK) E5 11/178 (6.2)
Barzaro—L L5 18/187 (7.0)
malL 27— KT 1/187 (0.5)
b E5- 36/176 (20.5)
Na &~ 4/191 (2.1)
K k5 5/192 (2.6)
KET 2/192 (1.0)
CLIE T 1/191 (0.5)
EABMEL 6/169 (3.6)
PEGEAL 18/169 (10.7)
R
g AR I BRHE AN 3/157 (1.9)
= % F if BREE N 6/156 (3.8)
P FE 0 4/149 (2.7

) A AR AR E SR (%)



VIL.

el (I EoEEs) (BT 5EA

3) SAAR D B ED
ARBORMEARRGH—ER (AF FIHERER)
SiE 15 127
R 56 B A 10 %1 (7.9%)
RIE I 2 B4 14
R o FlgE RIERRB A (%)
MERRV) UNREE 1 (0.8%)
G ML SR VSR B 1 (0.8%)
HRERES 1 (0.8%)
FEMED 1 (0.8%)
DEEE 2 (1.6%)
TR DA 4 2 (1.6%)
BaES 1 (0.8%)
HE AN R 1 (0.8%)
—f% - 2EBERVIEEEMOKE 1 (0.8%)
8 R 1 (0.8%)
BRERIRE 4 (3.1%)
AST (GOT) Hijn 1 (0.8%)
ALT (GPT) #4n 1 (0.8%)
A LDH 30 2 (1.6%)
y - GTP #/0 2 (1.6%)
~NES 0D 1 (0.8%)
i ALP #40 1 (0.8%)

) S ERIRTEILEIE N FEEGEK

G)ERKRR. GHHE. EEERVFHOARES

BRAIOBMEFRARRAE

il AR AR A 1 38 1T % 5 s IR BUBIE 2 LU ISR,

A REBHBIERFERE

X GPR HR JiE Bl R FHE B4 AERFEEE (%)
AR RE ME & E 4,468 186 4.2
R SR v i S 101 10 9.9
&M JE S %E 4,574 197 4.3
e i JiE 669 49 7.3




VI 2zttt (B ok (CBd 5HA

BHHERRANBIERARRE
=IMEE (4,574 H1)

JE A5 BIWERAEGIE | BHWEHFEELE (%)
L 1,876 54 2.9
& PHIE A
HY 2,591 137 5.3
L 4,003 168 4.2
Jhik
HY 536 29 5.4
L 4,244 174 4.1
i
\ HY 289 22 7.6
& OF & &
L 3,678 150 4.1
Lol
HY 853 46 5.4
L 4,034 172 4.3
B R IF
HY 500 25 5.0
HE (669 15)
JiEIEL RUWERVEGIE | RERZBLE (%)
\ L 157 12 7.6
& OFiE A I
HY 501 37 7.4
2L 606 42 6.9
Ji gk
HY 62 7 11.3
L 628 44 7.0
i
HY 39 5 12.8
& fF & &
L 510 30 5.9
Lofik
HY 150 19 12.7
L 526 41 7.8
BRI
HY 138 8 5.8
HEERRIERARKERR
=IERE (4,574 f1)
JiE B2 Il E FE 5 BHERFEBE (%)
1 ] 2,713 104 3.8
BHOE K o M
\ 11 1 1,037 41 4.0
(WHO 3 %)
g 536 45 7.7

B)EMT LILF—I21T 5 EBR VAR E

[2Z2] (ROEBFJIZIFESLEGZLNI L)
10. RAFI DALk UIBBUE OB D & 5 B




VIL.

el (I EoEEs) (BT 5EA

4. BItEF

(D ERGEMER (EEAHY)

1) FROBERAEREROEERNND b 2 EMb20T, IR (IR, mE, OER, X
%) AEHIICTITV, 20K 9 RERD B B OIS E IR E T 54 ik L, Y20 a17 5
k.

1) avy

5 FFI43X— TF T4 TR —RbbbNDE I ERDLOT, BEEL ST/, BENRD S
NEHEIIBREE DI L, HERAEEITH 2 &,

W) BEREHRE TEIMNZB TR O 5TV D EWEH O 7= 0 FE AR,

4. BlfER
(2) T DD EIEF
TROEWEMNH BN D Z L3d 5 DT BENRO NG EITITBEIL)S UG 2 T 1d 572 £
YIRALE 21T D 2 &,
1) AREMEmMAESRE, BB MEAE, POE, BERME O 5 E)

0.1~5% ki 0.1% ki SAEAER
B B E | R % O PRI

FEBUH L (TAAGRINE % C DR IRRBR K& OME H R B O R 2 &b TR LT,
2) 1BHEOARE

0.1~5% %k i# 0.1% ki SAEAERY
B B E | T EEEE 395

FEEAEFE 13K CORRRB LK O i EREOK R 2 b TCEH LT,
) B TSN B W TRRD BTV B BIVER 0 72 9O 88 B A,

9. BEE~NDERE

5. mfE~DEKE
AFNTEE LTI TR# S 2 38ATH 0 | HE 2R E B T hRED EABRD 6 TnD,
ElRE CIIAPREREME F L TV D ZENE WO MAREN EFT 2820030V . Il 2RI 347
FLLARAVE SN TWD (MEZEENEZ2B8ZM0NHD) &b, w258 18 &)
RGP T 0L BEOREBLZ TABE L RN OEEICERSGT DI ENREELL,

FriZ millin O BEIERVE LA REE TIE, ARORIERNE LT VWO TIEET D Z &,

10.0240%. ElR. RIBFAORS

6. TR, ElR. RIBFADORE

(1) MBI SUTAEIR L T D AIREMED & D NITIT&R G- L2 &, DEIRT ORI T 2 ZavEidmgsr L
TWRW ET72, T v M IR ORI 53R (2 8 W TR & 0 900 % (300mg/kg)
THAEORAD K OVERKIEE (13 IEOmE/N) Oz #E S TS, |

(2) AP O NITAFIR G HIIRALZRTEEL2 8, [BER (7> ) THHFPICBITTLZE
PERESNL TS, ]




VI 2zttt (B ok (CBd 5HA

1MINREADERE

INREADERE
INREEIZ S % M R A RMEIEHENZ L TV 7auy,
IR OVNRIZITFE RS D72, | BIEOAERZ AT SR L OVNRIZEN T, AAIOREIZL Y EE

PRARMABERD & b DI, HTICE ST b HRE SN TN D,

U RER, B VIR 20, LI,

12 ERBRERRICRITTEE

13.8ERE

8. BERE
fEIR RS
I i P

WE - EERGOGEE, AflE T L, BEIDEC THIFFIC LV EAOREZITI L LB

D IpLE &

1) \ED
(2 AR, RIE - SRS, FERE WS ORE-OMEERE BT 5,

(3) R SCREE © B NEHSUTT I ) T4 V) U EHTET D,
(4) FEHIHNE . T BRAERLITEHET S,

&Y mEEENLE, RIR, O, DEES e v 7 MFIRICEDBERYRDH D, FT2,
FLORE SR, R, EREE, S ORI S TR ENND D,
RO K

179, B, AFNTMBEITIC LV ERESHIZS D,
Wk . 7 b EURREREE., A Y T LT RIS ORGOODEN— Y T R D,

14 EBRLEDIEE

1/ /I

9. EMALDIE
BRI AHEF - PTP cl2E0FKANL PTP > — b2 b WD L TR 2 K o815 &,

EMHIESNTND, ]

[PTP > — F D34
VBRI B IERSIEA~FIA L, BT ZEALEZ B L TR S0 EEREMEA R T2 2

15.2 DAL
LR L

16. % Dfth



IX. FEERREER (ZBE4 5 IE H

IX. JEERPREERICRI I S 1HA

AR o—)LiE 1.25mg IDSEP) . AL~ O—)LEE 2.5mg IDSEP] . hIATO—)LiE 10mg DSEP &
UhA_RTO0—)LEE 20mg TDSEP) (FREBOEMFEZHLOMNCT HEBARKARZREL TLVEL., REICEITHEE
BEERRODA VA EL—T+—LMBEIALT,

1. HIEBRER
(ZFEMZEEAR ( [VILENEREICBETSEH, 2H8)
(2)BIRHIZERHER
MEE R L
()R MZEHALR
AN —LO—RIEBRAREZ, 7077 s m—LERIATo7e, a7 T 7 a—iX, BIK BgR < ff
HAEIN TV HIERI BRI TH D, AT —VO—EEBERIX, a7 e 77 ) m— i Lo
FNHEDOTHY , BRE T, THADOMEARENEM & L TRET 5 alaerkid iy & b,
1) FREHERICNT H1ER
300mg/kg OFEMAEL-TIE, ~ 7 ADO—fER TR, EEHEDK T, LAHDXBHITROMHEREOK T
HOFERPRBO bz, £72. 100 LV 300mg/kg OB H-TiX, ~ 7 AT HISEE) & ORI K ORI
SRIEM RO bz, —RIERE OB REZ &I 2L, 7277 7 m— gL T, # L T#

EThoT,
0.2 X 0.6mg/kg OFFIRNEE-TIiX, X OBEBMKICT 07T ) va— L EFR LT REE Y — 2 DFEBL
DR BT,

2) BEEHERICHT HEA
Z v MIBIT D EIRNEE T, 0.06~0.2mg/kg TIX7 v F /L a ) N K DEERIGOHEEMN, £72. 2 &
W emgkg TiX/ AT RLF U 2 X258 ERSOME RS Sz,

3) Mk - BIRRICKRIZTEE
JBREREA XATEBW T, 0.06~0.6mglkg OFRARN S G- CIIE TR, OaEasi DUE 71 0] K& O Eh R if
TEHIMER 2777 L7z, 0.6mg/kg TIXFFRE OB, FFGHE (RIE) OIEINRD bz, Ziub DIE
ME7a7Z7 /7a—LOxn it s e DHERAERIZT< . ME FEIERITIR > 7,

4) FEMHICxT B4R
LTy MEHEFO BENER R S NS T v FLal) r XX I =aFr ko b= KD BaCle
(2 L D ER OWEZ RT3 280 7 > MEHIELYR - R 7= o B BREENI T 2806, EAEy M
[EOHE, & AX I AT X DREWGEOIH 2 ERRD b=, TRHOEME, Yur5 / r—LT
HRIERICED b,

(4)Z DB ER

MERR L



IX. JERRAREAER(CRE4 5T H

2. EMEER
(NEER5EMRER ™
[LDso ffi ] (mg/kg)
ELY] Be 51 Ik i3
! >8000 >8000

~ 7 A

i e 1610 1809
B e g >8000 >8000
A

I fzE A 1276 1351
» X N 1000 LA E

QREXRGSMHRER
1) 13 B8REZE (Tv bk, 4X) 27
HINRTBa— V% Ty b A X213 Bk O &5 L,
Z v MZBWTIE, 30, 100, 300mg/kg Z# 5 L. 100mg/kg FELL EOKREHC, B U 7 AOEIE, MoOEE
WINZEED 9 - MENFED b7z, 300mg/kg #ETid. ZASZE(RITIN A, IFEEHEM, HWALEILHR, 5 H
. ALP, auA Y73 ) R_XTFEL—F Briirey (M) KORalL2ATao— Lo L2238 D, Zh
SALIE 5 W OKRIELER A\ LK Lz, L7zd> TARBRSM: FIck i 5\ 2RI 30mg/kg & #EE
iz,
A XIZBWTIE, 10, 50, 250mg/kg %5 L, 50mg/kg L EORECIRIE TR, 7Y v a0El () . W
D9 oA B, 250mg/kg FEIIZ TN HITNA . REIEINIGH, FFEEBENAROENTZR, Ty hOm
HERICADNTF—HER~ORZEIIA L0 TIER N oTe, Leno T, RRBREMGE TIZH T 2 AR
X 10mg/kg & HEE S iz,
2) 12nAKE5 (X)) RUB18 nARE (59 b)
AN_NTa—)VakTy M 18 » Hi]l, =27/ RICT12 » AMBKEA#& S LT,
Z v MZEWTIL, 200, 600, 1700, 5000ppm (10, 31, 89, 261mg/kg : MEMED ) A IREH& S5 L, 600ppm
LEDREZ NY 78T A R bR IBEHEA, R ETMEHR D A S OV 0 YR PR B =R 23 Sk FREE LS
e L7=, 1700ppm LA EORRAREIGMINHEME R 232 57z, 5000ppm FETIXZ 62 kI, &
SRR, IRIg N, REOIL, BEREOHD, 7L T7F=r s ab AT r—/L - ALP © L5 (O &) 2
H BT, MK, MREFREDO N 20O/ F A —2 —CT—itk EA RO bz, Bl Eo—IRRE
B R A OB I ARSI TIEEIE Lz, L22 > T ARBRSME T IcEB 1T 5 MR 2T 200ppm &%&ménto
A BT, 10, 30, 100, 300mg/kg Z ¢ 5 L7=, —MOREETIX, 30mg/kg PL EOFKRECIEM:, THIA
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