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BRI S (1 BIEA) . 25 % UY50mg OfRO#S (7 7t
V) & 1~ 2 AR TIT OISR RE LR E 2 0E LA
B EMEARIARIZ 22 ~ 24% TH- 7280 SHEAT—
5o

16.3 710

16.3.1 B2
F v M MC- ARV E—)L 10mg/kg % HEREOKRS L5
B AEABETREREIZZ < OB TR ER | ~ 3RHETES
BEIGELL, BE5% 1 BRETEHELE. K 6 E 8o
JEICE < M. AETEER CIMEETH > 72

16.3.2 EEH®™EE
b MMEEEEERIL94.2 ~96.1% (50 ~ 1,000ng/mL
BEHFE) Tho7

16.4 X

16.4.1 MEFRTRPREY
TERERLAIC “C- LY —)L 50mg ZFL#S L-5HE. £
ERBYNIREAED 770 VB EE [MEEhEER 22%
(#5% L5 BEE) . IRHPFEEER324% (5% 12BHETO
EHRR)] ThHo7222 WEAT =) IARIE—LOFEE
ISIHARRERIIRHE TH B 10,

16.4.2 FORELEMLHICRAS I 3 F b O— L P450 5FE
ANRTa—-LVORBICEET 2F b7 a—LP450 DE%
5 FEIZ CYP2D6 K U CYP2CO TH D, IR\ T CYP3A4,
CYP1A2, CYP2EL »B& L7z 'V, [10. ZH]

16.5 #Ett
R AIC “C- IR Yu—)L 50mg ZROKS L2BE. KK
SREFEM R I 5 168 BFE TIXRAH I 15.9%. FEAHIZ 59.5%
TH-72¥ HEAT—%),

R AR 5 FlICH LY T —)L 20mg % BEREOHRS LT
A 154% 48 R £ TORPRELATRRIIFEE DN
0.2%. FEHRZE(LAIRMRIZA 22.7% TH -7z Vs

16.6 KEDERZHI 2EE

16.6.1 BikgelsEEE
BEEMHEMESRE O HlICH LT 0 —)L 5mg % BiE K OER
BO/G L&, BV LT F=UED 6mg/dL DU OE#
HEREBETIE. Cmax O LRIZA 6N T, EFERGICBWLT
HERMALEE EREEROo NG o72A MEI LT
F = UEH 6mg/dL Ll EOBREEREEE TIX. BRI
AN Cmax 2 LA T AERASED 5z 212, [9.2.1 ]

16.6.2 EfEE
BHTRE 6 Bl LRV 0 —)L 10mg 2 BT E AT B[R O
5L, %55 WHEE TENEZER L& E0MmEhRE(LIKE
FEHERS IS, R AICH LT Tmax 2B L 724, Cmax
IZIEEN 72272913, [13.2 BHR]

16.6.3 FTH&aEEEERE
FFEZEE 6 H1ICH LAY T —)L 25mg % 22 8 i B [m % 4%
EL7EE, 2570752 ADBREBRAD 64% ITETF L.
Cmax ¥ 44 GIc LA LYW, [9.3.1 ]

F) RAIDOER SN HERERIL, BOKRETH S,

17. BRPRAHE

17.1 BIERUREMCEET 28R
(FREMBMEE GHE~PHIE)

17.1.1 ENEEREER
ARREEMERIMEEICN S 2F/ME (FRELLE) 13.67.0% (175/261
,W[J) ‘(‘\%"D f—: 2) ,15) ~ 17)o

_5_



17.1.2 B MR
8% - PEEREESNEERE Z20RE U ZE5 R EEGR
BV LAY E— L5~ 20mgHV % 114 flic. SRy a—
)L 150 ~ 450mg % 115 Blic 12 BREORE Lz, EH T
HBWVIETEOREZR (RRELL) 2R LICOE LRV T —
JVBET 52.3% (56/107 fil). 5" a—LEET 62.5% (70/112
) THotoo Fiz. 12BBEESNLZZTHICBNT. &5
KTROFHEMER NEA 13mmHg ML EO FEEGIZZFN 2
M. 63.3% (50/79 fi). 66.3% (53/80 %) Td - 7=, HIE
FAFRRIIH LR O —)LEET 8.4% (9/107 Fl. 11 ) TH D,
FRLDIIRIR. S5 D2ENE2MH4TH-1 19,

17.1.3 ENERRHEER (RHR)

REHSMTEESRE 94 flicf LT, ALY —)LEM (5~
20mg#l) IFRREEOHAT 1 EDLFRES L& &, EH
THH2WVWIEREOBRTENREZR LD 66.3% (59/89 f)
THolo BHERFEBRRIZ1L7% (11/94 %1, 164) THD.
FLLOEMIRIME. OFV. 2HBRBESE 24 TH-712 17,
F 1) AAIOAREHESIMEREICHT 2&ZARZIE 10 ~ 20mg TH
B
(BREMFMELE)

17.1.4 BRI ER
BEEESMEEICN LT, #LRXIVT—)L5 ~ 20mgH? %
BE L Z0BEMR (FEMUE) 12.61.9% (26/42 ffl) TH -
7—: 19)0

17.1.5 ENERREER (RHA)
BEGESIMELE 19 LT, ALY a— LB (5~
20mg#?) NIFRREEOHAT 1 EU /RS L& &, EH
THH2WVIEREOBRENREZRLIZDIX 66.7% (12/18 )
ThHol. BHMBTREMERIEIR Do NS, HHART 1 I
5OENMFHELL 2,

F2) KAOBEREEEMEEICHNT 5 &EHARIL 10 ~ 20mg T

H5o
CBRIDVEEY

17.1.6 EMNERREE
BOEICRT 2 AR (PEERBEL L) 13.74.4% (67/90 fi)
‘(\\ﬁ ) 7—: 21) .22)0

17.1.7 EASE DB
FOVEREZNRE LI ZEEREEBRBICBWT, AILRY
T —)L 20mg % 56 filic. 77/ u—) 50mg % 56 Bl 458
REOBRE L. 2BREBEEICBVWT, EHRREEZRLED
AR YT— VBT 21.7% (10/46 1), 75/ a— LT
13.3% (6/45 ) THv., FEEHREL LiZZNEN. 73.9%
(34/46 i)« 55.6% (25/45 ) TdH -7z, BIEAFEHERIIAH
ARYO— VBT 3.7% (2/54 6. 54) THD. EELUE
EAE 24, BAES 1 R0 67z 2,

17.1.8 EAEE MR
BOVEBREENRE LI ZEHEMREERBEICBWT, ALY
T —)b 20mg % 27 flic. 77/ a—) 50mg % 26 HliZ 28
MREOHRES L, EEiMAEZ2 EHEEE L-2RUEBEEICBL
T EEHNEA T LD AR T —)LEET 17.4%(4/23 )
75— VBT 125% (3/2441) THV. hEEHNED
EENnZFn.60.9% (14/23 ). 62.5% (15/24 ) TH -7z,
BIEFFIRRII I NAND 0 — VBT 12.0% (3/25 01, 44) T
HO. KR HOLESDE, FEOLUN. BEARENSE 1
HRDsN 2,

(EMMEVEREX FIEREVDEEICE D B OFE)
17.1.9 EMERRER (MITEREICKRIF T RE)
BE ~ PEEOBEOA2EBE 28 fl2ntRE L, ALY O —
10 ~30mg/ H (1 H2[E) #3 % 26 ~ 52 BREEE L7z,
efftiER (hEEWED L) 13.37.5% (9/246l) TH -1z
BIfEFAFIERIZ 51.9% (1427 61) THD. FadbDlFirs<
55BN 14.8% (4727 B) D E WA 11.1%(3/27 Bi) TH - 7= ¥,

17.1.10 ENERREER (BEODFA2EEENREUCEYBIREER)
BRE~PEEOBELAREEE 106120 REL, ARV T —
JL20mg/ B (1 H2[E) % 12 ~ 16 8RS Uiz, &RSNER(h
SEWELL) X, 33.3% (3/9fl) THolz. BEIFRFEHERK
1% 40.0% (4/1061) THO. EFdOEHFEVWRUHEIE
20.0% (2/10 1) TdH -7z %),

17.1.11 ENERREE ERIERERTFICREFTHE)

BRE~ PESEREOBEDAR2BE 1L flzdRE L, ALRYO—
V5 ~30mg/ H (1 H2ME) #9 %48 ~ 52 @5 L 72,
e ER (RFEEWREMN L) 1E 0% (0/1061) TH -7
BITEFFIERIE 54.5% (6/11 ) TH O OAED 45.5% (5/11
Bl MEETRA9.1% (1/11 6l) Th -7z %,

17.1.12 EREE D+8558
B~ WSRO B OALBE 2 NR E L BRI EERER
IBWT, 7T REE (4961). ALY o—) 5mg/ H (1
H2ME) 8 4760). #r~ya—)L20mg/ H (1 H2MH)
B O(7801) @ 3BT, 24 ~ A8 ARG LTz, EERHRD
F&RERN (P=0.018) & (BIRHI»r o0&l FIER
B +6.6%. 5mg/ HEE +8.7%. 20mg/ HEE +13.2%). I riC
DIMEROEEIC L 2 AREROHEREN (P <0.001) %K
T(ABER: 77 2 REE24.5%(12/4961) . Smg/ HEE4.3% (2/47
Bl). 20mg/ HEE3.9% (3/77 1)) HRD SNz, 2MABR
(FEEWED L) 3772 R EE36.7% (18/49 ). 5mg/ H
BE44.7% (21/47 1) 20mg/ HEE 59.7% (46/77 ) TH D .
FEREE (P=0.010) #RH LNz 7,

17.1.13 /BN E MEEER
BHEIMMEEEZNRE LI 45075t RAMBARE_EE
BEBRBICBWT, AT T—)L 125~ 100mg/ H (1
H2I[E) 2 % 24 ~ 48 AR S LR, 2FTCRE TSI+
AT 7.8% (31/398 fii) HRY T — )LEET 3.2% (22/696
Bl) THO, ANRIV—VEEICEID T T RBEEHE LT
REROABRLZERIPRD SN (P <0.001), FiBROIET
RIFMODEBOTH 722,

TR _ya—)b
e _%E@Ef 7%tmﬁ/ﬁ o
R (%) | FPEHIE (%) 8
FERR 13/84 (15.5) | 12/261 (4.6) |0.27(0.12 ~ 0.60)
BEOAL | 5/134 (3.7) | 2/232 (0.9) ]0.22(0.04~1.14)
HFEEOLAE|11/145 (7.6) | 6/133 (4.5) |0.57(0.21 ~ 1.54)
BEOLAL | 2/35 (5.7) 2/70 (2.9) ]0.53(0.07 ~3.76)
At 31/398 (7.8) | 22/696 (3.2) —

17.1.14 BHNENERR (|

EIREOBM LA 2,289 fl 23R & L 7I 2R3t BAHBE
BEEMRKBICBWLWT, ALY O—)L625~50mg/ H (1 H
2[E) By 25 LT, MTRIZT T REET 16.8% (190/1,133
Bl). AR TO—LEET 11.2% (130/1,156 1) THO. 7
AR O—=UHBEICEY I RBEHB L TRHTEROEE
ETRPRO 517z (P=0.00013), AR u—LEIIBIT5
BIfEFRIRRIL 44.1% (510/1,156 ffl) TdH -7z 2,

*3) REIOBELAR2ICHT 2 &RAEIE. 18 1.25mg, 1 H
2mE G 6B L. MFEEE LT E25 ~ 10mg @ 1
H2ERE5TH %,

(SERR I DEHTE)

17.1.15 ENE N85

RGeS KGR DE BN O3 2 DB AR R Z . ALY —
DEMOD 24 BT DR EREL L “EEMHEEEICH
W Smg EIFERE. 10mg Wi #E 3 1d 20mg Wi B T B L 7z
(5mg 1 H 1 B 52» 655G L. 2B & ICEEDOES 2 ¥R L.
Smg M. » %1% 10mg Xk 20mg 1 A 1 @35 £ T B
MICHEEL 6 BF TRS).

Smg/ H¥S (2:8E) 12X DEREGHIED 5 OB R 2 DR
RO LNT (6.6 /5 (BMFHME). t#E P <0.0001],



4351213 Smg EER (Smg/ H) T 6331/ 5 (/NP 1H.
DURERR) . MitE#E (5 ~ 10mg/ H¥%S) T86 1/ 5FDiMA
BOomb A5, 6 EREICIE Smg BERET 7.7 1/ 4. 20mg Wit
(5 ~ 20mg/ B#%5) T 10.7 3 / SO DEHES HED 5 1.
WO DB D RS LD REN >, T2, 6EEFICIE
FAEEEN 2 0ARED R OEAMER (Smg BERT 7.6 11
/5. 10mg WiHEEET 8.9 41 / 4. 20mg WiHEEE T 10.6 14/ 5)
BHENT=. BWERARERIE7.9% (10/127 ) T Exb0D
FBEOTRAE 1.6% (2/127 Bl) TH-72 2,

18. ERHEIE

18.1 1EFR
ANRYE—=)VIiE, BEEMEREERICMA. o ZEMEER
ERZEE LzMEIRRERZ E L. BREME R R OE
EEsR o MERR Z R, B8 %Y,

18.2 RREHR B ZEAERER
ERRBERICB T B4V T L F U VEIRIOE U TR IERIR
BB ZEMERIERZR U2, /o, ROERE CHESEN
B DIAEEE NN 2 B E 542 24 BRI B W T HIMEI Lz 9,

18.3 BREER
BIUEBERFET v b3, BEEMES v ¥ IZBWTHESY?
THRENZETEERZR Uz, AEEEMEESEIC]L H 1M
BELGE. MEHNEFICEE>E527 ., 24 BEIchiz-
TRELREEERZR LY,

18.4 MELRIER
BHEERICBWCMEIRREAPZD 5. EABFICE
FEEEMEAPEICEE L TWVWAEEZI SN TS ¥, (B
BAICBWTS a XU B ZAMERERZR L. ZOIERALIE
BLEFL1:8ThH-7¥,

18.5 MITENRECAE(ER
B D BREOFEBBIMGEZHEE L. RIFRBREELR
L7230, REEMEMEERE 3 T3, RESIRMKE. MUKS)
PRIDFEE D, FROEERE 7 Tk, EZIERHABTED
B R OREBROLEERESEOEMPRD 5172,

18.6 BILEENDRE
EEESHSIITEETIVICBWLWTREER. BlnaEmER
2R, MEZLTF = R - IREEEMNOMHZRLZ 3,
FRERR Z W EBRICK D, B8 AMENIRZ ZIRAICHLE L.
BIMAEEZEMNL. RERAEEEZHERT 2 EPHLE IS
niz 39,

18.7 FIRDVE(ER
A XTAY LT VAL ZDEBOEMZIE L, DA
BREHEBETED S0,

F 72 SNVERE T REMOER LA O RO ST T,
FRICHEREMENE ST FREOIIH 2R L 4, F7EBERIC K 510
ELEF. DREOEIME O ST ZLOMEH A ERD 5l 2,

18.8 RIMDEHREIER
Sy MEHEMBEETRONIBWT ATP, ATP/ADP H. T3
F—F ¥ — Y [(ATP+1/2ADP) / (ATP+ADP+AMP)] @
BOEERICMFEI L2, £/, 7%, A XBIMEERDOTIE
ZFOREY A X2 T07T ) u—)LICH LERICED L9,

18.9 HDA2EA
BHREIZRDARET LI Y MZBWT, ARV o — L5
B (BHRoBHIVES) IBEESEICHNESKE (B
X, ERIGEREE) oE 2R L7z, Dahl BERKZ
Ty MIZBVWT, AR O —LBERE (DA2RERELD
BE) 3BARESEICHANESHE (EERREREE) © R
EFERO OREEZR L. £/, BHREROIAZETIVA X
IZBVWT, AIMRT O — USRI B SR SRR (£
EER) OWEZSCICEEZE) T V7 OERBNG] (=X
PHERHAB R CASEILRERABEOM/N) 2R L7z,

18.10 ZDfthDZFEE(ER
BZEAMERPRD 65 NTz. Fio. NRERBEHEREIER X
RO ONE, T3,
51Ty MNAEY X — MIBWLTIEEBEECIH|(EHE AR
O 5Nz (in vitro) .

19. B I(CET SEBLFNAR

—RH4H : LRV u—)L (Carvedilol)

{t % 4 1 (2RS)-1-(9H -Carbazol-4-yloxy)-3-{[2-(2-
methoxyphenoxy)ethyllamino}propan-2-ol

5 F 1 CaaH2eN204
5 T 840647
B H:114~119C
% & KX Je)
H OH HsC j@
O\)‘/\/N
O ~"0
) |
KO BGREE
R AE~MEACOHE IR EON KR TH 5.
FEEE (100) ISR T LAY —ILIZRRiBEIFIcL,
I%)—)L (99.5) ITEIFICKL, KIZIFEAEE T2,
X% )—)UIETR (1 —100) IZFERHEZ RS20,
22. @

(hILRYO—)LEE 10mg [TCK])
100 $& (10 %€ (PTP) x 10)
(hILRYO—)LEE 20mg [TCK])
100 $& (10 %€ (PTP) x 10)
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