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7 —F A M§E2.5mg 4.94+2.09 1.91+0.86 0.9+0.5 4.6%1.1
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9091 # X 1% 1 CHRiEHRIT 2 1T - 72 /& 3. log (0.80) ~log
(1.25) o&EFEANTH D WHOEMZORSEESHR SN,

(ng/mL)
30
% 251 —— HANRYU—ILE10mg [JG)
izo— — 7—F X hEl0mg
)% _
~ sl Mean+S.D., n=20
o
I 10}
ég
E O
084+ — s ‘ ‘ i Q
0 1 2 4 6 8 12
#E%oOK/H (hr)
EMHIITA -
HITEINT A =4 BEINTRA—F
AUCo12 Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
IRy —)LEE
10mg ]G] 73.87£32.32 20.72%6.79 1.05+0.43 | 3.06£1.06
7 —F A FE10mg 73.36%32.39 21.39£8.25 1.07+0.48 | 3.03+0.97
(Mean+S.D., n=20)



MEFFRENCICAUC, CmaxFo/XT7 X —F 1k, HEEEOE
R R OREUESL - BRSO RBRSEIFIC & > TEE ST REMS
Wi,
(AILRTO—)LEE20mg [JG])

ANRT T —)VEE20mg [JG] &7 —F A ME20mgzE. 7 0
F—=N=FIckDENETN1EE (IR T—)LE L T20mE)
EFRRABEICEARERORS U CmSERRE (LR EE % H
FE L. Bon-FEYHE/Y5 XA —% (AUC. Cmax) IZ2OWT
90% 15 8 X 813 1 C Mgt iR % 47 - 7245 R, log (0.80) ~log
(1.25) OFEENTH D WHIOEYFHESE SRS N,

(ng/mL)
80
m 7OF
# ol —o— ANV T —)L§E20mg (]G]
;‘; —e— 7 —F A ME20mg
5 507
~ Mean=S.D., n=20
> 40+
v
V30t
)L
i 20
rg 10 k)
(0] - - y - -
0 1 2 4 6 8 12
5% O (hr)
SEMERE ST A — 5
HEISTRA =% BEINT A=
AUCo-12 Cmax Tmax Tin
(ng-hr/mL) (ng/mL) (hr) (hr)
HNARY T —LEE
20mg [1G) 159.72+62.41 47.24+17.69 0.89+0.30 | 3.02%1.07
7 —F A hE20mg 158.85+58.66 51.96+21.34 0.93%0.40 | 3.09+0.81

(Mean+S.D., n=20)

MEEFEESICAUC, CmaxZFn/8T X —4 1%, #HEEE DR
R AREOBRIREE - BESORMEBEIIC L > TEL 5 HE
Wb,

16.2 DRUN
TERER A BE206 (19~458%) 1LY 1 —)L12.5mg# RN
#E5® (1 BBEA). 25K US0mgDEOHRS (H7tL) %
1 ~ 2EERE R TT W IMBE R REARE 2 HIE LR, 1
R RIFARIZ2~24%TH > 729 HEAT—%),

16.3 10

16.3.1 A9
T v MIHC-H LRV u—)L10mg/kg % BENEOHRS LIZ5E,
FAREAAETREIBE X Z < OB THRER | ~ 3SR TREEE
IE L7, 5% 1 BETIELE. . . B, BIZoJEC
B M. AR TIREETH - 7210,

16.3.2 EBEEER
b MEE A ISR S A %250~ 1,000ng/mL o ¥ & i T
METL7zE T AL 94.2~96. 1%DIEEERTH - 72719 (in vitro) .

16.4 X35

16.4.1 MEITRORPEY
BEMAICIC-H AR 0 — L50mgx FOKE Lz 5e. FE
REINIREARD 7N 70 v EaE ik [ RFEER2% (%
5421 . 58) RAEMER32.4% (S5 128 E TCOERER)]
TH-o72 MEATFT—%)e HARTO— )LOEELIHERR
T H Y 0,

16.4.2 EYOIFEELRRBICRES T 5 F I O—LP4S0TFiE
ANRIa—LORFICEET 5F b 70— LPAS0DEL ST
B IZCYP2D6 K U'CYP2CITH D . IRWTCYP3A4, CYPIA2,
CYP2EIBS L7z, [10. ZH]

16.5 HEtt
MC-H ARV T —)L50mg# RIS L2 5A . EtREgRiRIE
5168 M TIERAI1215.9%, #EAF1259.5% ThH -7 (SHEA
F—=%)0
A BESFICH LAY O —L20meg%E BERE RS Lk
B, BEBRABKEME CORPRE(LETRERIIRESEON
0.2%. FEHREAPRIERIZNL. 7% TH o721 10,

16.6 FENERZHIDEE

16.6.1 BHEEEEEEE
BEEkEMERE 9 H1IC 7 LAY T — )L 5 mgk BE K UG
BO/EG L&, BV LT F = ED 6 mg/dLELT OB #
HEEEBEETIE. Cmax® ERRIALNT, BEHRSICBNT
LR LR, BRERZEOON 27205, 7 LT
F = MEN 6 mg/dLY OB EEERERE TIE. BEERAICH
NCmax?S EF T AHAAFRD 5z 10,12, [9.2.1 &)

16.6.2 BITEE
BHTERE 6 HIICH LAY O — )L10mgZ BT ER I B EREOKRS
L. %5 5K TENZFER L7 & T MmERRE (bR EE
WAL, BERAICH L TCTmax BT L7225, Cmaxi
WBZEP o729, [13.2 %]

16.6.3 FFigEEEEEE
FPREZE R 6 BlIC LR Y 0 —)L25mg % Z2fE R B A 1% 5 L
Tl & 257 UT T ANBERADABIZET L. Cmax
4. 451 ER LW, [9.3.1 2E]

16.8 ZDfth
HAARYu—)LEEl.25mg [JG] X, [EEFEL 2 ZOERE
BlOEMHANESEERE T A N5 1> (FR24E 2 A29H i
FEHEF02295E105 FIK2) | ICEDE, AT —)LEE2.5mg
MGl #EREEE - U BHRBOEER, BHESIIES AT
SN, EENICEE E ARG SNY,
) AR OERRI N REZFKE. BROKSTH5.

17. BRPRREEE

17.1 BERUREMICEAT 558

(FENSMEE EE~PFE)

17.1.1 EASE M55
% PEEAEESMTERE 2 MR E U ZEEREEGE R
IZBVT, ANRIE—)L5 ~20mg* #1141, TRy 11—
JL150~450mg % 115G 128 R O 5 Uiz, EH KD 50
WX REOETEMRE (FEMLE) 2RLEDIE. ARV T—)L
BET52.3% (56/10751), I RX& o — )LET62.5% (70/11241)
THotzo Ty 12AMBESNZRETHICBWT, HERT
i 0SB IfE P& R B A8 13mmHg L _E o FEEER I # 2 .
63.3% (50/7961). 66.3% (53/80%1) Td -7, BIfEFFEIAR
EHAARTT—LEET8.4% (9/10761. 114) THO. £hkd
DIFRIR. S62ENE2MHTH o721,

17.1.2 ENERREER (RHEA)
AREEEMEEBRFEMFICH LT, ALY — LB (5~
20mg®)) IIHREE OHHT 1 EDEFE Lz & &, FHT
Fedp 2 WX RO ERNR %2 7R L7z D1366.3% (59/894) TH -
7oo BUWERIFRIRZRIXIL.7% (1179461, 16ff) THO. £ D
WBHRIR3 . OE V., 2BBRENE 2 TH 71217,

ED) ARFNOAREMESMELE IS T 2 &ZHEIX10~20mgTH
%o

(BREMSIERE)

17.1.3 ENERRSER (RE)

ZEEWEFMEEINICNL T, ALY o— LB (5~

20mg) IIHMREE OHHT 1 EDERE L& &, EWT

& 2 WVIE NEORETEDRZRLIDI366.7%(12/186%1) TH >

Too BB TCIREIERIZRO s NT, SABTCIAICLESDE

MWEIF LI,

F2) AR OGEEEFIMEEICNT 2 &ZHAEIX10~20mgT
D5

(RIDVEE)

17.1.4 ERE D855 (AERERLR)

OEBRZETSH 2R E L “EEREERBRICBWLWT, AL
Xyu—)Lo3fE (5.10,20mg*) % 2 AEEREO#RE L7z,
LRBBEICBNT, EWERBZRLLZORSmgETO%
(0/2141) . 10mg#ET4.5% (1 /22f1). 20mg#ET23.8% (5 /21
Bl THH. AEKEESRD S5N7z. BIFRIX 5 mghE, 20mg
BHCE LB 10mgRElc 2 BRI L2,

17.1.5 EASE MAA5ER
FMEREANRE L ZEEREBRBEICBWT, ALY
T —)L20mg %566, 75/ 1 —)L50mg 2 5641 4 3 %O
BE5 L7z, 2RUEEICBNT. EFHHEZRLIZOIEHLAR
Dua— )VEET21.7% (1074661) . 75/ a—)LEET13.3% (6 /45



) THO. PEEREZEL LIZZENEN. 73.9% (34/4661)
55.6% (25/456) T ->7z. BERAFERLIIAINLRT 0 — LB
T3.7% (2/546l. 54) THV. EREKOEBRASE 24, B
TV 1 5B 57z,

17.1.6 EINSE M4EEH5R
PDEREZWNRE LA EEMEERBICBWT, ALARY
T —)L20mg#x 271, 7T/ | —)L50mg% 26451 2 JE RO
"5 Uiz, EHNAREL EEZEE LB BEEICBNT, &
BHE 2R L2 DA LAY 0 — LEETL7.4% (4/2361). 7
T U—)VBET12.5% (3/24(1) ThH. FEENRZL RIEE
neEn. 60.9% (14/23f%1). 62.5% (15/2461) TdH -7z, BIfE
ARBARIEIANRY T —IVEETI2.0% (372561, 414) THD.
RK. HOLSDE, FEOLUN, BHRARESE 1 RO
5172,
F3) ARAIOFEICK T 5 &RARIZ20mg TH 2.

(RN DVEREN IFHRREDEFEICE D BEDAFS)

17.1.7 EIRERFREER (MITEMEICKRIT T HE)
BE ~ PEEO B LDREBERHZHRE L, ALY O —
10~30mg/H (1 H 2[\) ™ %26~528HHE5 L. 2k
BR (hEEUWEDL) 13, 37.5% (9/2461) THh o7z, EifE
FAFEIREIL51.9% (1472761) THV. LB DIFILBEL 5HD
14.8% (4 /2761). HEWH1L.1% (3/27#]) TH- 722,

17.1.8 EIRERRIER (B OAEBEZRNRE UT-EMENRERER)
BE ~ PEEORELREBEINfEZHREL, ALY O —
L20mg/H (1 H2M[E) 212~ 16EEHFRE Lz, £FER (th
SEUED L) &, 33.3% (3/96l) THolz. BIFEFAFRIE
1240.0% (4/1061) THO. ELbOEOEVLWRUEENE
20.0% (2/10f1) Td->7-%,

17.1.9 ERERFRIER (GHRNRERTFICNRIETHE)
BE ~PEEORELREBEIHZHREL, ALY O —
U5 ~30mg/H (1 H2[E)™ 248~520H%5 L. 2k
BR (hEEWELLE) X 0% (0/106)) THh o7z, BIfEA
FEBAIZ54.5% (6 /1161) THY . DAREN45.5% (5/1141).
MEERA9.1% (1/11461) Tdh -7,

17.1.10 EIREE O 185H58
BE ~ RESEREO B DA 2BE E R E L ZEERLEGHER
IZBWT, 7IEREE (4961). ARV a—)L5mg/H (1H
20E) B 76, ARV —L20mg/H (1 H2[E) B (78
Bl) o 3B, 24~ 4QEMEE Uiz, AZRHEROHRIKEFN
(P=0.018) %ZegE (BZEW»SOE: TR EE+6.6% (37
Bl). Smg/HEE+8.7% (4061). 20mg/HEE+13.2% (6661)).
WD ERDOHEEIC & 5 AREOHERER (£<0.001)
BET (ABER: 7T REE24.5% (12/4961). 5 mg/HEE4.3%
(2 /74751) . 20mg/H#E3.9% (3/7761)) HRDH 5Nz, 2%
WER (FHEEWRED L) 1375w REE36.7% (18/4941).
5mg/HE44.7% (21/471) . 20mg/H#59.7% (46/77f1) T
»HO. AREREE (P=0.010) »RD 5N, BIEARKERIT
5mg/HEET36.2% (17/4761) . 20mg/HEET46.8% (36/774l)
THh-o7zo ERBDIE. Smg/HBEETIIERARTENE.3% (2/47
B) 20mg/HEETIRDAZN1L.7% (9 /776]) Td 7% %),

17.1.11 BB MAHEER
BRE ~ FEEO B OARLBEENRE L4 D077 R
BARE-ZEERESERBRICBVLT, ALY T—)VI2.5~
100mg/H (1 B 2 )3 %224~48EMHRE LR, 2R
& 7T RBETT.8% (31/398f1). HILRYu— LEET3.0%
(21/696f) THD. HARIVO—NVBEEIC LD TS RBEEH
BUTREROFRZERARD 5N (P<0.001), &FiEED
HERIIROEBD TH o729,

75 R EE JIRYu—)LEE

MRt fE R e

BB | e i OIS %) |FEC AR im0 | oswmmxm | TF

220 13/84 (15.5) 117261 (4.2) 0.25 (0.11~0.55) | £<0.001
221 11/145 (7.6) 6/133 (4.5) 0.57 (0.21~1.54) | P=0.261
239 2/35 (5.7) 2/70 (2.9) 0.54 (0.08~3.85) | P=0.533
240 5/134 (3.7) 2/232 (0.9) 0.22 (0.04~1.14) | P=0.048
&at 31/398 (7.8) 21/696 (3.0) 0.33 (0.19~0.59) | £<0.001

a) log-rankjE

17.1.12 ;BHSEMAEESER (FE)
HAEDBIEOARS2, 280012 MR & L7 7T ANMEAHE =
ERABICBWT, ALY T —I6.25~50mg/H (1 H 2 [E) #

S LTz, BRI T AREETL6.8% (190/1,133f1). 71L
RO —VETIL.2% (130/1,15661) THO. ALY T—)
BEICKD ST RBEEB L TORCROFRELERIRD 5
N7z (P=0.00013)s H1LA_YTO—LEICE T 2 EIERFKERIZ
44.1% (510/1,15661) TH D E7%2d DIZEIIES.5% (64/1,156
Bl) o — 2 FRER, KILE9.3% (107/1, 15661)  #AkS.3%

(96/1,15661) 5 - M LARL4.2% (49/1,15661) . K#3.7%

(43/1,15661) FOERIER. D E16.4% (190/1,1564)

BERE2.1% (24/1,156f) ZEOREHiERER, FEIRIEEES. 6%

(42/1,156f) FEDEEEIERFE T 57220,

F4) AEIOBELALICHT 2ERARIZ. 1E].25mg. 1
H2E#®S,»5m L. MR E L T1E2.5~10mgnD
1H2[EHETH S,

(BRI D EHEED)
17.1.13 EASE MiEEER

BT UG DVE BN g 2 DA D R R & ALy —

DER OB A EBIE S L —E M s B

W S mgEERE. 10mgHiEEE U 320mg Wi CHE L7z (5mg

131 EHRER»SRIAL. A EICHEEOELR ¥ L. 5mg

W, 55\01210mgi20mg | B | B4R 5 F T BRI

L 6EETHE).

S5mg/H#E (2EE) 12X DBESRIED & OB B 2 DIAEE

LR oniz 6.6t/ (BifiFHME) . tE : £<0.0001].

45ERICIE S mgEER (S5mg/H) T6.31/9 (/N5

B, DUTRERE) . BitEst (5 ~10mg/Hi%S) T8.61/9DiDiH

A A, 6 EREITIE 5 mgEERFC7.79/5 20mg#ERE (5

~20mg/B%5) T10.74/5 OB A ERD S, Wik

DOIDHEEDRI RS E DR E P 5T Ehoy 6 EBICITHER

TR 2 DIAER D R R O AR (5 mgEE R T7.648/5

10mgiiERE 8,910/ 20mgWitERE<10.610/93) DHHNTz,

BIEFAFBIRIZT.9% (10/1276]) <. b o3 EBHELAL

1.6% (2/12761). LDH.E #1.6% (2/127%1). »-GTPL &

1.6% (2/12761) Tdp o723 %),

18. EFEIE

18.1 {EFAEER
ANRI U =)V, BEZAMERIERICNA. aZARERE
HzEe LzMENEERZLA L. BARENEERLCEE
fiEgs D MR 2 R, Wb s 29,

18.2 MR LFEIRERER
ERREARICB T 54 Y L F U VRIS U RGN 72 FRE IR
HIRZBARERIER 2R Lize £7-. SOERE CES AR
O IDABIENN 2 BB 54 4B B2 B W T HINH L7293,

18.3 BFEEA
BIMEERRET v b, BESIES v b IZBWTHEHS AT
Rz EEER 2R Uiz, REEBMEEREIC] B 1 B
5 U758, MEBNESICHEL 529, 4BE/IChI>T
BE LIz BRIEER 2R L7299,

18.4 MEHLRIEA
HEERICBLTIERRERP ED 5N, (FAKF I Ea®
BAREMERASEICEHE L T WA EEZ SN TWAY,, EEERK
NZBWTHaRUBZAMERMEA %2R L. ZO/EALIZB &
Z1:8TH-H7¥,

18.5 M{TENRECRE(ER
B D BaoFEREESMmEHERE L. BRIFSERESELR
U723, SMEEREY T, ERIREKEEBEORD K ORE
B ZEEBRH S EOEMARD 5N,

18.6 BHEEE~NDFE
BEESHESIMETTVICBEVWTREER. BlEEENER
ZRLYO, ME7 L7 F = LR - REAENOIE 2R U7,
FREER 2 W EBRIC K D . BEE SR Z R IR L
BIMKEEZEML, REEEBEZHEFT 2 EFHLICE
ni=a,

18.7 PSR DVE(ER
AXTAVTLF ) VARICE 20RO ZME L, DA
BEEEE L EHD S ELY,

/-, VERET. EBEOERLE. DMABOBAL ROSTT
B, FRICTOEMEMEST NEOIMH 2R LY, FEFHEHICLD
MEEF., DI OBEME OSTZ(LOMEI RS 5N iz,



18.8 EMDEHREIER
v MEHEIMEEROMIBWTATP. ATP/ADPH., TX)L
F—F v — [(ATP+1/2ADP)/(ATP+ADP+AMP)] i
FEBICIHI LAY, £/, 7%, A XRENFERDOTEZD
WEYA X2 7075 ) a—)LICH LEBRICED LY,

18.9 FUDA21EA
HEIREROALETILT Y MZBWT, ARV — L5
B (BEROFHKIVEE) JBEERSHICHANAEERE (B
X, AEIERE) OWE 2R L%, Dahl&iEs
Fy MIBOVT, BRI O—UIESEE (DRSFMERTL O &%
5) QAR ESRICHANESKE (EEIRERHE) RO4ERFE
BOWELZ R, o BERERDAZETILA XICH
WT, ARY O — VIR SR ITER SR I AN EHEE (%
BRHR) otER s PICEREY T VY OEENG] (LRI
ERAABROEEILERABBEOM N 2R L7,

18.10 ZDthDEIR{ER
THFICBWITEZEMERAPRD 6N, oy T MIB
W TR B REER ERO s g p» - 723,
52Ty MIMATEY 32— MIB W CHEEBELINE (e H AR
5N (n vitro)

19. BHMES TR BBILFHAR
—f%4% : HLRYa—)L (Carvedilol)
{bZ4 : (2RS)-1-(9H-Carbazol-4-yloxy)-3-{[2-(2-
methoxyphenoxy)ethyl]amino}propan-2-ol
7 ¢ CuHuN204
S8 - 406.47
R BE~HEBEOBEXIEREOMRTH 5.
EeE8 (100) ICIBI T <, X ¥ —JLIZRREITIC
<KLy T =) (99.5) KB <, KicidEh
EWBETF im0,
AE ) =B (1—100) 1 $FEEEERES 20,

O
H OH HiC D
/ H
‘ O\)\/N\/\o
0

Al = 114~119C

22. G
(HILAYO—ILERT.25mg [JG])
1008 [1088 (PTP) x10]
(AIvRI'O—)LEE2.5mg [JG])
1008 (1088 (PTP) x10]
5008 [108 (PTP) Xx50]
5008 [ AF v 7K. NT]
(AT O—)LEE10mg [JG])
1008 [1088 (PTP) x10]
5008 [10§8 (PTP) x50]
(hIbRYO—)LER20mg [IG)
1008 (1088 (PTP) x10]
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