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OD$mg | %5 @ = | 28 s B2 HBE L C AN 0 S0 457800 & 17 (P
] Ho® U RV —VE40.28, JIREE43.558) o
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[1.. 8.3, 9.1.38&]
11.1.2 Bl (BHHEMEOEERE M FEARLH). HEE
BREHIN (0. 1% ARi5) . Fdm.
SHM(FhHEEAR))
i R XL 55 oD BE 25 Y i 0 A IRE IR & LT, B, T -
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WizEs H - +RBEE D SbIE L 2H 5,
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5%LLE | 0.1~5% K | 0.1% Ki | BEAY
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14.2 EHZAEOEE

(BFIH58)

14.2.1 AK#HNZFHF O EICO@ THER 2RI S5 &y
L7720, K LTIRAWRETH %o T2 AKTHRAT
HhZLHTE A,

14.2.2 AR#HNIE7-FFTORETIE KR LTRALRVZ &,

14.2.3 PTPUEDFEAIIPTPY — b H S M L TIRA
T5EOIRETHI L, PTPY— FOEMKICE D, Tl
WHIA A EEREARA L, HIZidgilEg B LT
bR EORELEHEEZHIET LI LD 5,

(Z'L % —IJLOD$E100mg)

14.2.4 75 AF v 7 — 24 M. HHET 22— (3
FMMET VA MNEY 22—V REXELTCHAT AL,
T2 BEAZMNT BB, 32T 52 L,

15. ZOMDEE

15.1 EREREAICE D 15H

15. 1.1 Bl 28 PRSI RN R 2 B3 B 3B IS B V» T &K
FIREHE LRI D TR B N BALBI 5% < A5 7z (RH
HE11/52080, 7 & RKEE1/52361)

WKIRERFBZEVDH D7D
CERETHZ &,



15.1.2 ¥ 2 2 % V' — ) 100mg & HMG-CoA & JC ¥ % P 5=
KNz yF v (ENEKRR)8Omgx MRS L7k
ZAh, UNRYF MBI TENZR Y F YD
AUCH64% B4 L 72 & Dips s 235 59,

15.2 FEERPREERICE D < 15%k
A X % JA 721338 BI85 G- Pk R BRT 2 05238 [ 11
P 5 m R BT, SHETELELHEOMN
JE R OERBIIRHEE RO S, EHEREIXEhENR
30mg/kg/day. 12mg/kg/day TdH >720 7 v b L ¥
VTIRDEDEILITFED SN Do 720 LEBERIRPIE
o iR cix,. 4 XA LR OB, AOED
A B SR B IR D E AL DA B I, IV TIRBEEO K
DDA B P A58 Sz, MO PDER E
R ML 45 PR AN B VT b By DA SRR D H
TBD, BRI/ IR LT VEHWHETH 5 & #th
é hfb‘éo
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16.1 IMeiRE
HERER A B 7 L & — v ODSE100mg % 22 I W B [l 6 11 4% 5
L 7= IR DA BEHE RS ] SR BB X 5 A — & 2 X 16-1 R TY
F16-112R 79,
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- —o— 7% LikBi(n=20)
E 600 —e— KDV ikl (n=18)
£ SR -+ BE A
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&
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[X16-1 7L % — v OD&E100mg H [l 58 1145% 5- 187 0 It 458 v g J5 4
%

#£16-1 7L % — v OD§E100mg HL | G- D S B g /8 5 A —
4

tmax Cmax tiz AUCeoon
(hr) (ng/mL) (hr) (ng-hr/mL)
j(éiié?)% 365+1.53 | 587.33+174.93 | 10.13+4.73 | 7,134 £ 2,039
j(gﬁ)n:)lggﬁ 350+1.04 | 51545+ 152.73 | 13.46+6.90 | 8,344 +2,843
Kz LKD) IR OBERETH S, CPIg + BLEfR )
16.2 BRIR

16.2.1 BEDHE
RN B Y T R 7V — V50mg™ 2 22 e OV R I B
BRI L L2 2 A, BBRESOLPEENERLOLE XY
CnaxT2.3M%. AUCrTL. 41555525 720
1) AK OREE N2 HEIZ1IE100mgZ 1H2ETH %,

16.3 9%
v MIEREAEASRIE. YO RAY V=L TIlE95%LE(n
vitrov “F-BENT . 0.1~6ug/mL). {HHEACHHOPC-13015%
*OPC-132131% = N2 97.4% . 1°53.7% (in vitro. FRALA
Mz, 1ug/mL) Tdh o 72510,

16.4 X3
PR AT Y1 R &V — L 100mg % Z2 B IR 18 5 L 7=
B, MAEHIISMACEm E LTy ux sV —uaik#Efbsh
720PC-13015 K% UKL X M 720PC-1321375#il & 7210,
U= NIz —2ahoF b7 a— AP4500D
TAVHELLDH BT ELTCYP3AL, &\ TCYP2D6.
CYP2CI9Z X 0 &N 2125 (in vitro). [10.ZM]

16.5 BEitt
TEHERA B ST 2 7 — N 50mg™® &R 5. L7= . ¥ 5.%
720 F TIPS R0 F30%2 i & LR R Sz,
) AR OAKEE N REIZ1100mgZ LH2HTH 5o
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16.6 HENE=ZHJ2EE

16.6.1 BipEEEEE
WO ERRE (7L T7F= 2 YT 5 ¥ A5~25mL/
min) I2¥ 2 2 % V' —)V1H100mg% 8 H ek 185 5 L7z lE,
R AICHAR Y T R 7V =V D Cmaxld29%. AUCIZ39% %A
L7225, iGPACH O OPC-13213D Cmaxld 173%. AUCIZ209%
L7z BE(ZLT7F=v 275 ¥ A50~8ImL/min) K
ChEE(Z LT F= 02 7 5 ¥ A26~49mL/min) DR
BV TAERED SN Lo Y HEAF— %), [9.28H]

16.6.2 FFikpEE=ERE
)% (Child-PughZ3 48 A) K 0451 (Child-Pugh2EB) O I HfE
PR EIC > 1 R &V = 100mg % BRI 5 U2k, 1
T B IR & 23D SN h 572 (3 T A F ) — VD Cunax
137%A L. AUCIE8% M L72) D (AHEIAF— %), [9.3.15 0]
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16.7.1 77>
YRR —100mge TIVT7 7 ) ¥ 25megE PG Lz &
ZAhH, VORIV —=NVIER-. SSTNVT 7 ) YOI EY
P& dr o729 BHEANF— %),

16.7.2 TUYZAYL >
) Aux 4 ¥ r500mg(1H3E) 2 7H A 5%, Y0Ay Y —
V100mge =) 2= A4 ¥ 500mg(1H3M) # 5 Lz &
AL YBRAY V= VI00mgH ML 5T HRTIY Xy =D
Cmaxl347%. AUCIZ87%HIM L 72" MEANF— %), [10.281]]

16.7.3 S harvy—i
YU AV —=)V100mg& & b I F YV —400mg (FEOA] : FPY
KFE5E) ZOHEG- L2 2 A, YT A Y —100mgH ik
HIZHRTYB AT V=V DCmaxld94%. AUCIZ129% 150 L
O BEANF— 7). [10.281]]

16.7.4 JIVF 7€ LGRS
YR %V —100mgs Y VF 7 LR 180me 2 P IS L
e A, YURAY Y —=N100mg A G RTY R RS =)L
DCraxtd34%. AUCIZ44%HHN L 729 BHEANTF—%)o [10.2201]

16.7.5 JL—T 70—V 21—
YaAy = V100mgk 7L —F 7 V— Y 12— A240mL % P
G L7222 A, Y B R V= 100mg ¥k 512 XT
YU RAY V= DCnaxld46%. AUCIZ14% 1500 L 72" (SR A
F—%), [10.22H]

16.7.6 #X 75V —JL
F AT 5= V40mgZ1H1E7H M E5%. uxsyy—
V100mge F+ A 75V — A0mgZz PRI 5 L2 2 A, v
A5V =V 100mg HMPE 52 RT I B 2 ¥ V' — b O Couax i
18%. AUCIZ26%3 L7222 JHEAF—%)o [10.251H]
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171 BHMRUOREM(CET 358
TUF—=VEEDREAREE LT ISR,
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(L EN

17.1.1 EIREERHER
P B R P o R 20510 % b G A M L 72 I E ML GRER
% & 8 R R (100~200mg/ H) ™Iz BT U O R AT
BT & 2 M55 59 M OV R AE o R i PR R x5 2 4l
Yo IE, kL 166.1% (119/180%1) . <Rtk lh 1:85.0%
(153/180%1) T - 72,
1) AR OKBE N7 HREIZIN100mgZ 1H2MTH %,

(RAREE (O R MR ZRARAE % BR < ) SEEER OB RIDFD)

17.1.2 ERE DA
T 2E T, 06980 2 W RICTHENE L 727 T LR IR EE KR
BERBICBWT, YB X%V —V100mg%1H2m, RAIE (K
RAE) P 5 Uize WAESEDERFFRFIX T 5 € R5.75% (Rl
M (N X 4) 1 973.7, WBEZEM I : 56) I<xfL., ¥ u
A Z Y —3.43% GBI (AN x 4F) © 873.8. Al 8 58
B :30) THY, YURY V= VIZRBEERED) X7 %
40.3% IS 7z B, ZREHGIHE TH 2 BB B
HIEHZMDRVIELCTIE, YRV —VEHRTT IR
FEDAEMLERIEEM L. ZNEN0.92% K 0°0.82%TH Y .
MR EROMEEMITAEEIRD SN h ol T2 AR
BRI B TR B A AU 2 38 L 72k, 77T 2 R HE
(0/51861) 12K LY ux 7V — VB (6/5166)) T BD LN
722, [1.. 8.3, 9.1.3&8H]



HE 58 BB 1352080 1113781 (26.3%) TdH - 720 F R FIfE
&, BEI5360(10.2%) . BhiR27461(5.2%) . BE (&) 1241
(2.3%) W7H0(1.3%). ERAISE (1.0%) & AR GiE) 5
B1(1.0%) T > 72
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TV —IVEEDREHE L ISR,
(BRAREE (O R MERNZRARAE & B < ) FAER DB RN
17.2.1 EINRERFCHRERRFER

T 2 J 3 (O JELPE N ZE e % B < ) 2, 71681 % 1 RACHE G L 7=
7 A YRR EE R G ERRBRICBNT, Yo
A % —N100mgl H2M ix7 A ¥ ¥ 8lmgl H1M 25 L
720 FUEHIHE TdH 2 WAk OB gE, Wi, 2 €T Wl
1) DAEFRIERIE, 7T AEY »3.71% GERBIZEH R (N X 4E) :
3,203.6. FEIEBIEL : 119DITH L. Y B A F V' —N2.76% (R
MM (N X4E) £ 2,965.9. FAEGIE : 82) THY. TAKY
YICHT B I uRY = VOEEEBBRES NI (T A Y ¥
35 3a 28— )IVONF— K 0.743(95% 13 X :
0.564~0.981). FELHEDOFARAE I N — FIE1.33), Bl
WEHiEHH O 7 28 ) Y IZHT2 Y0 A8 Y=V ONF—F
id, INAEZE D P T0.880(95% 15 M IX ] : 0.645~1.200).
R L 6 L 4 6 4 OB 2. TTA) @ %89 T0.898(95 % 15 HH [X.
M :0.675~1.194), A7 1T1.072(95% 18 #HIX [ : 0.497 ~
2.313). WA (iAEZE. MM, 2 B ). TIA. 4k
DE, OHEZE, DAL AR E B3 5 L0 5E T0.799
(95% 5 HEIX B : 0.643~0.994) Td - 72%),
BIVE S BUB EE 3, Y0 R % Y — VBT 133740 1 70241
(52.5%). 7 A YEET133560H1562%1 (42.1%) T - 720
FREERIE. YRy Y — VBT TR 20811 (15.6%) . B
13061 (9.7%) . HHAR73H (5.5%) K OSTRPESHAR 3951 (2.9%)
7 A YEETHERSBI(4.4%) . Bz M HIm3261(2.4%) . Hik
352451 (1.8%) K OVl H 112441 (1.8%) T - 720

18. ZEhEEIE

18.1 1EA¥RF

18.1.1 ¥ Fi/MMiota b= VM ZHT 55, o b=
Vo TF VY DOMMMENORLY GARICIZEEE 52 v, &
7ov PO URFH VAU X B IM/MIEE 2 B 52,

18.1.2 1L 7/ AKX K OF I 48 °F # i PDE3(cGMP-inhibited
phosphodiesterase)ifith 2z BINMICHHET 2 LI2X P, i
IOV B O LA PRV % 7889 % 6

18.1.3 t ML/ T DI /MRE IR E R E R 22 e b imgs P
WM i, TRy 75 v I VED O F RS %,

18.1.4 A XI/MRTOM/MUEEMTIEIE T ez ¥ 75 v Y
VLBWIET T Y O T TR A,

18.2 Hulm/IMr{ER

18.2.1 & M/MRIZBWT, ADP, a5—4>, 75F F V.
7T RLVFI Y, ba YA X BIMRERE 2 I L 7222, F72,
F IR X > THIE SN B M/IEEZ B L 727 (n vitro) o

18.2.2 & MI/MIIZBWT, ADP, 7 FL F Y Y2 X 5 /MR
D—WEEZ SIHFI L. T2, BHEAEWEICL Y —HEEL
72 M/ AR SRR 2 i X 8722 (in vitro) o

18.2.3 & MIL/MIIZBWT, Mo Yy RFH v Ao %2 L
729 (in vitro) o

18.2.4 & b IL/INVKL D L i 58 B ARHE 35 % Bl L 722 (in vitro) o

18.2.5 U= VKRB JF T 7O~ O#KIH% 5T, ADP, 25—
N X B ISR SE 2 B0 L 72

18.2.6 I v b ADOMHFEIPE T, ADPIC X 5 i/ NSRS (2 0F
32 PHIVE IR L2 2o 72,

18.2.7 1% VE Bh IR B 28 R B OV B 28 R N o R O 5T
ADP, a5—%>, 79F% FViE, 7 FLF Y YIZk 51k
MRt ds % Ji) L 723192

18.2.8 & MIZHBIT B I/ MREE LSRR H 1L 5- 1% R A 12 FEBL
L. G X > THZOREIZIRTG LA o 7%,

18.2.9 YAV — oG EIC LY, Pl S oz iR g
FEIZS B A& Y — VORI EOREE L & D IT48RFHIHI I3 3%
HRMEICE L. V3 ¥ FBG (BHEITHE) o b kd - 72%,

18.3 Hilmte{EA

18.3.1 ¥ AIZADP, 25— Y ZHRkNHELS T2 L2 D
IS N D M FERIIE 2 I L 72%)

18.3.2 4/ XOKEEBIRICS 7)) VBF bY T A5 THI L
W2 X D FER SN D AR TE R IBAGBRAS 4 o0 3 I 2 i L 723

)

18.3.3 4 X O KIRBYNR 2 A TA5S TR L2zBS, Z o
IS NS Ik B 2E & I L 723,

18.3.4 7 ¥ OFBHIR TOELMIIC X W FR SN L MABEK %
P L7230,

18.3.5 " HFOHNHIIRICT SF FVBREZIEAT LI LICED
W3 2 i S8R % i & 2729

18.3.6 — MM R MR AE R E 12 B W TRIER B OB B S
nz»,

18.4 MEHRRIER

18.4.1 KCl. 70 R %27 F ¥ Y UFull X DU S 74 X5
KRB ORI BY IR S OV B IR % s S & 7z,

18.4.2 MEEA X O KBREIIR. HESBIIR. ARSHBYIR B O SHBY IR
i 5 48 % B & 7250,

18.4.3 kA X B OBREE & 2 0 Bz B i 3 it % B & 27257

18.4.4 MRS v ™ ORI E B 5 WIS BLUE T 58 i & % 3
g7,

18.4.5 WBYEBIIR IS B T B VT, LB, W oAk
MFERZHMECLIERTVFRAET T 74— 2L DED
5N PR O R I O ES e I R O R A
P—FEF T 742X YFEDLNY,

18.4.6 JRMPEIMMAAF R ER LBV T, KILER 28NS 85
ZERFE ) VWABEII DRD SN,

18.5 MEFEHMIRICH T 21EH

18.5.1 & b DX ML - 75 12 3 W T V- 45 5 /i . oo B4 i %
P L 72 (o vitro) o

18.5.2 v MSHBIIRNIBL SV — & 30455 1% 0 PN IBTHIIE 2 3l L 722,

18.6 MEMEMIRICH T 21/EH

18.6.1 & b OREFEWNEAINLA & ONOFEE: %Mtk L7 (in vitro) o

18.6.2 & b O ENIZ ML O BEE % Wil L 72~ (in vitro) o
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