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AHEOEREICEY IR\ EML., VEFRBET
532ENHBIOT, BHOEDER (BESE) XT3
B2z IBRITIE, HIEEBRMFIZIREHK
T 2HEEBRICHEVT. REICH A PRP (pressure
rate product) Z HEIC LR S E3ERAIFREHS N
oo T, RERSEBICHOELZRBEL HESH &
5N, [8.3. 9.1.3. 11.1.1, 17.1.2&H]
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2.1 Wit LTz B (i com. BAlmm s ie. s
PO L, JHARAS L, BRI G5 I - A T 0 552
(MM ZzBhETA2BZENMLND 5]

2.2 5 o>l OoAE0BHDERE BLZ 25 BEN0h)t
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MMAFFER D=

OBSHIERE (DEMNERE % IR ) BEBROBEHIE

. DHEERIHRICEEET 2=

e 91 A i A 202 B VT B AR o T A 2 T8 AR o D ) SR
BREFES R TwRv,

. BERUHEZ

AE, A, YRy Y= e LT1H100mgZ1H
2RI S-9 50 B, Bl - JERIC X D EEHERT %,

. BEEREERNEE

A ARH O N 28 B TR 9 B P G A 2E D RE IR A3
ELTrOHIBT 52 L,

2 BEIE IR FE AN DG H 725 Tid, Mo M/
ZPHT B AN L OMBEA/EHICIER T2 & & DI,

(1)

EILE A 2 BEA~NOHFLSIZEE TV, 5
BFrahiEoa Yy ba—Vi4795 2 L, [10.288]

B OEEREZE 7 G 0E S 2 BT AR 2GS IE

DOWRIBIE A D S b2 GE 12, ROEEFRT
LU REMERHHDT, TOXI REAITIENE X iEh
T2 E0@YR0NEZITH 2 L [1., 9.1.3,
11.1.1, 17.1.2&R]

4 AAIPDESMENEH 2 49 2 A TH 5o M

WCPDESKHEMEH 23 2R (I VY ) vV, RAF
) YN IZE LTI 9 ot OoA4 (NYHA S I~
V) BEE2NRICL77 7 2R IRENRERBRIZB W
T BHEEPTSERL VB 2L OHMEDD 5,
F72. ) oM OALEEA LEVEZICIBWT, AH
% &L PDESRLEHR % RIS L 250 FHIEm S 20
TlrHRv, [2.22H]
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1.3 BEIRKEE S 28F

DRATECHG NG X 0 BRCiE 2 35585 B W REVED D B0 [1.,
8.3, 11.1.1, 17.1.2&]
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HIAPEA HFHRAFEH LR

A5 HREULThEF ERL TV 3ENENEE (BHES

mE%)

BARIITE L B ILE A RS LIRS ES 5 &
STV % SHR-SP (B% 25 W By F8 9 i MU H AR FEHE T >
MIZBWT, YT 257V —)V0.3% RSB0
RV U CHAAE I M o Jif 5580 & 7= (¥ 4 -
Ya Ay — V40,238, xHEAE43.58)

2 BREERERE

RSB T 2B DH L, $720 YHRAY Y —
VoOREYOMAPRED LA IHRE ST %,
[11.1.7, 16.6.1%#]

3 FrieEEmERE
3.1 EREFEENH 38E

YRR Y Y= VOMPREDR LA T BTN D %,
[16.6.2Z 1]

.5 114w

g IR LTV B WRETED & 2 LRI 5 L
C&o BWER(T v 1) TRERBOBID O AR
DA TE R OFECROBMY AHE ST b, [2.450]]
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G EOARE R ORI REBOARIEZZE L., ZL
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AP ANOBITHHE SN TV,
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ATV, BENRED
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1.1 EXEEIEA

11.1.1 5 > MHEOFE(0.1% Ai)

DEER(OTR D FEAD)
[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 -
Mk, BAkBEE, WD 5bhb 2 L2 5.
11.1.3 B - +=1#BEE (0.1~5% FKim)
WizEs H - +RBEE D SbIE L 2H 5,

I (0. 1~5% AKii) «

11 .1 A MRS, RIMERR D

JEAH)
11. 1 5 FEE MR R O

AW)

S

DEBEE. ROE

ERRIE (WD

FEB. MK, WRORINEE, WERXAALE . AFRERIE S & fF
) BRSO bNDE I WD D, ZDX) LY

(2

EE NS 2T i L | S BN
WY M Z TS 2 &
11.1.6 B F*E(O.l%ikiﬁ)s BB (BEEA)

AST. ALT. Al-P, LDH%® LHRLWERDH HbI b
DB
11.1.7 aHEEE

[9.22 1]
1.2 ZOMOEER

FIE R B AR L E v R OB 550

(HEEAW])

5%LLE | 0.1~5% K | 0.1% Ki | BEAY
S ERE LT NI NE 7R 6 R
Z 9 R SiE. FLIE
MBR By, MR, |MERE MEET
13TYH., LB
M) - RS
Wi - REM%
BN - oL
E R ipINIE
SO ENR
AR B - IR, D F v, [ IRE. H 2| - —
W& AR, LOR|b o Bk
J& ES
HALE M. ML - i
M, ‘A
W, T, W
RUF. B
W, BRI
it
iR/ 3 i, i
R, b
(358 A
HH 1 A ) Bz F i I
JTT I AST -
ALT -
Al-P -
LDH® |5
Mk PR R Al L 5 BUN_E 4.,
HUR VA2 o=
v kRS BE
bR B
Z DAt I, . | FETE. . (RS,
g, R, B, I
F B BEEA. B
£

14. BALEDZEE

141 EXRREFOEE
H &5 Eﬁ%ﬁﬁ?é%
Aty bty Mgk

*14.2 FERIZFEFEDITE

14.2.1 AANZHED RICoOE TR Z2RE S5 L s
L7720, K LTIRAWTRETH %o T2, KTHRAT
LT TED,

14.2.2 AANIE-FTORECTIE KR LTRALRWZ &,

14.2.3 PTPREOEKNZPTP Y — b2 50 ) tH L THRH
THEIEUETHLI L, PTPY— Fro#EKICE Y, W
WA IS BRI A L. Bk g ilg I LT
HERR X EDEHE L AIIEEZ T L2 WD 5.

15. ZOMDIEE

15.1 ERERERICE D &%k

15.1.1 WM ZE PR IRl 2 2 g 3 2 BRI BT, A
FBE B BRI D FEREB] Je AL ATZ & A & 7z (KFH]
BE11/52080, 75 & REEL/52301) o

15.1.2 ¥ 2 X ¥ V' — )L 100mg & HMG-CoA 7 e EE £ Fil &
Ny F v (ENEKR)Omg % &G Lz L
ZAhH, BNRFF VRS TUNZA Y F VD
AUCH64% 1M L 72 & o iphb i 23 59,

WKIRERFBZEVDH D7D
CERETHZ &,



15.2 FEERPREERICE D < 15%k
A X 7% JA 721338 BRI 8 G- Pk 2R BT 2 05238 [ % 11
P 5 m M RBRIICB VT, SHETELELHEOMN
JE R ORI E RO S, EHEREIEEhENR
30mg/kg/day. 12mg/kg/day TdH >720o 7 v b L TH
VTIRDEDEILITFED SN d o 720 LEBERIR I
ok cix. 4 XA LR OB, Ao D
A B SR B IR D E AL DS A B I, IV TIRBEEO K
DDA B PEZAL A58 Sz, Mo PDER E
#ll R ML 45 PR AN B VT b By DA SRR D H
TBD, BRI/ IR LT VEHWHETH 5 & il
é hfb‘éo

16. EMEIRE

16.1 IMeiRE
HEHER AT 7 L 7 — L ODEE100mg % 22 I I [l 6 195 5
L 7z RE D IS i B3R R OV B RE S 5 X — & % [M16-1 K O
F16-112R 79,

800
- —o— 7 LikBi(n=20)
E 600 —e— KDV ikl (n=18)
£ A+ B
= 400
b
&
& 2001

0 12 24 36 48 60

e BRI (R )

[X16-1 7L % — v OD&E100mg H [l 58 1145% 5- 187 0 It 458 v g J5 4
%

#£16-1 7L % — 0 OD§E100mgHL | G- D Sy B g /8 5 A —
4

tmax Cmax tiz AUCeon
(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
CmaxT2.3f%. AUCTLl. 4R 726
1) AKORE S N2 HEIZ1IE100mgZ 1H2ETH %,

16.3 9%
v MIEREAEARIE. YO RY =L TIlE95%LLE(n
vitrov “F-BENT . 0.1~6ug/mL). HHEACHHOPC-13015)%
*OPC-132131% = N2 97.4% . 1°53.7% (in vitro. FRALA
MWz, lug/mL) Tdh o 72510,

16.4 X35
R A TP Y1 R &V — L 100mg % Z2 B IR 18 5 L 7=
B, MAEH IS E LTy ux sy V= aik#FEfbsh
720PC-13015 K% UKL X i 720PC-1321375#il & 7210,
YOAFZV— VI Zzay—2 o F b7 ua— AP4500D
TAVHELLDH BT ELTCYP3AL, &\ TCYP2D6.
CYP2CI9Z X W R &N 2129 (in vitro). [10.ZM]

16.5 BEitt
TR A B S T 2 7 — N 50mg™® &R 5. L=, ¥ 5.%
720 F TP 5 R0 F930%2 il & LR R Sz,
) AR OAKEE N REIZ 1 100mgZ LH2HTH 5o

16.6 JFEDERE2EF T 2EE

16.6.1 BipEEERE
EEOBEREEgSRE (Z LT F= v 2 79 ¥ A5~25mL/
min) I2 ¥ 2 2 % V' =)V 1H100mg% 8 H BRI 185 5- L 72 1E,
R AR T2 7 — )V D CmaxlF29%. AUCIZ39% 38
L7225, IEEACE O OPC-13213D Craxld 173% . AUCIZ209%
BML7 BE(ZLT7F=0 2T T ¥ A50~89ImL/min) J

(3)

OHEEE(Z L7 F= v 27T 5 ¥ 226~49mL/min) DPERH
BV THERED SN o2 HHEATF—%), [9.28]]
16.6.2 FHikpEEERE
1% (Child-Pugh 2338 A) J U245 (Child-Pugh %36 B) O T B
PEdE g ERE C Y a 2 &V — 0V 100mew MR 5 Uz KE, i
TR IR & 2D SN H 572 (P T AT Y =V D Cnas
127%RA L. AUCIZ8% B L 72)Y FHEAF— %), [9.3.15 1]
16.7 EHHEEIER
16.7.1 771>
YURY V= N100mgE TNV T 7Y v 25me PR G L- &
ZAhH, VARV —=NVIER-. SSTNVT 7Y Y OHITRHES
P& o729 HHEANF— %),
16.7.2 TYZXAOTA> >
) Aux A4 ¥ r500mg(1H3ME) Z7H A% 5-#. Y uAy Y —
V100mgé =) 2a< A4 ¥ ¥500mg(1H3M) PS5 Lz &
A, YUAY YV —N100mg HPE GIZHRTI O A S V=D
Cmaxl347%. AUCIZ87%3II L 72" SEANF— %), [10.281]
16.7.3 v FJ—JL
YU RV —100mgE & b3 F YV —400mg FRITA] © N
KFeoe) ZOHIRG L2 2 A, YR ¥V —100mg ik
HIZHRTY IR Y V=V DCuaxld94%. AUCIZ129%34m L
O MEANF— %), [10.228]
16.7.4 JIVF 7€ LGRS
YaAZY—)100mgk I NF 7 ¥ LHEEIE180me % fF %5 L
72l ZAh, YuRy Y —N100mgHEE 5 kRTYu Ay —u
DCraxtd34%. AUCIZA4%HH L 729 BHEANT—%)o [10.22]1]
16.7.5 JL—77I—YY 1—2R
YRRV —N100mgk 7L —F 7V — Y2 — ZX240mL % it
MG Lz 2AhA, Yz ¥V —)L100mgH B 512X T
YU RAF =V DCmaxld46%. AUCIEZ14%Hih L 72" (HHE A
F—%). [10.25#]
16.7.6 A X TZJ—J
F A 75— V40mgZ1H1E7H M 5%, uxyy—
V100mge *+ XA 75V —N40mgZx PG5 L& 2 A, Y
A %= N100mg PR 52 R TY B X ¥ YV — )V D Crax i
18%. AUCIX26%3 L7222 JHEAF—%). [10.251H]

17. ERPRELIE

17.1 ARERUREMICET 555
TV =D Z D TIIRT .

(BMEREARGE (CE D BB, BERERVASREORMMEEER
DYE)

17.1.1 EIREERHER
P B R P S SR 205451 2 0 B 20 L 72 LT MR R
%ot IR R (100~200mg/ H) ™2 BT U o KA
BasEIT X 8%, O B OV AE  J Ik he IR U 03 2 4
SR IE, %L 166.1% (119/180%1), Rtk lh 1.85.0%
(153/180%1) Td - 722,
1B AF OARE I N7 A RIZ1IE100mg % 1 H2BITH %,

(RAREE (O R MERNZRARAE 7 bR < ) FEER OB RIFD)

17.1.2 ERNEE DR
fidi Al 5 B 1, 06950 2 W G2 L7z 7 T 2 A5 . EH b
WERBICBWT, YO X%V —V100mgZ1H2M, RAIE (i
FA4E) P65 Lizo WBISEDOERTREIZ T 5 € R5.75% (Bl
SR (N X 4F) : 973.7. MRHIZEFZEHIE : 56) I L. Y v
A5 —3.43% (ReBI I (N x 4E) : 873.8. MM € 1 %8
B :30) THY, YURY V= VIZKBEERED) A7 %
40.3% B S ¥z, BB, ZRFHIEH TH 2 MBI B
HIEHZMDEVRHT T, YR F V=V HERTT TR
FEDAERSE CRHEEMIZ, ZRZF10.92% K% T50.82% TH Y
EMRCROMEEMA EEZIRD SN h o7z, 720 AR
BRIZ B W CTERIEI I P 2B OE 2 585 L 72 Eplix. 7 5 R
(0/518B0) Izt Ly a x & — VB (6/5160]) T L B b
722, [1.. 8.3, 9.1.3&8&]
VR 76 BUBTE 13520180 T 1374 (26.3%) T o 720 E 2 EIME
JHIE. BHE5361(10.2%) . BhE27H1(5.2%) . BE (&) 1241
(2.3%) ME7H1(1.3%) . ERAIRSHI(1.0%) K OASHR (iE) 5
B1(1.0%) TH - 720

17.2 BUEERFERAES
TU =IO Z D TIIRT



(BRAREE (O R MR ZRARAE & B < ) FAER D E RN
17.2.1 EINRERFGHRERRFER

T 2 R (O R PR B ZE e % B < ) 2, 71681 % 1 RACHE G L 7=
7 A YRR EE R R E R RN T, Yo
A %) —N100mgl H2M ix7 A ¥ ¥ 8lmgl H1M 25 L
720 FUEHIEE ToH 2 WAk ORBEgE, Wi, 2 T Wl
1) DAEFFRIERIE, 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. FAEGIEL : 82) THY. TAKY
YICKHT B I uRY = VOEEEPBRES N (T A ¥
35 3a 25— )IVONF— K 0.743(95% 13 X :
0.564~0.981). FELHEDOTFARAE I N — FIE1.33), Bl
WEHiEHH O 7 28 ) Y IZHT2 Y0R8 Y=V ONF—F
id. INHEZE D 5 T0.880(95% 13 M IX 1 : 0.645~1.200).
R L 6 L 4 R 4 OB 2. TTA) @ %89 T0.898(95 % 15 HH [X.
M :0.675~1.194), A7 1=T1.072(95% 18 #HIX [ : 0.497 ~
2.313). MF (iAEZE. MM, 2 BB ). TIA. 4k
DE, OHHEZE, DAL AR E 5 5 L0 F5E T0.799
(95% 5 HEIX B : 0.643~0.994) Td o 72%,

BIME S BB X, Y0 X & Y — VB CL,337 6 d 70241
(52.5%). 7 AY Y YEETL,335800156261 (42.1%) TdH - 720
FREERIE. YRy Y — VBT TR20811 (15.6%) . &)
13061 (9.7%) . HHAR73H (5.5%) K OV PESHAR 3951 (2.9%)
7 A YEETHESBI(4.4%) . Bz M HIm3261(2.4%) . Hik
352451 (1.8%) K OVl Hi 112441 (1.8%) T - 720

18. ZEhEEIE

18.1 1EFAAHRF

18.1.1 ¥ Fi/MMiota b= VM Z2HT 55, o b=
Vo TF VY DOMMMENORLY ARICIZHEE 52 v, &
7ov PO URFH VAU X B ISR 2 B 52,

18.1.2 i 7/ AKX K OF I 48 °F # i PDE3(cGMP-inhibited
phosphodiesterase)ifith # BINMICHHET 2 LI2X P, 5
IOV B O LA PRV % 7889 % 6

18.1.3 t ML/ T DI /MRE IR E R E R 22 e b mgE P
W i, TRy 75 v I VED O T RIS %,

18.1.4 4 XI/MITOM/MMEEEENRIERIE TRy 75 v Y
VLBWIET T Y O T T A,

18.2 Hulm/IMr{ER

18.2.1 & M/MRIZBWT, ADP, a5—4>, 7% F V.
7T RLVFI Y, ba YA X BIMRERE 2 I L 7222, F 72,
YIS X > THIE SN B IM/IESE 2 Wl L 722 (in vitro) o

18.2.2 & MI/MIIZBWT, ADP, 7 FL F Y Y2 X 5 /MR
D—WEEZ BIHFI L. T2, BHEAEWEICL ) —HEEL
72 M/ R B 2 1 X 4722 (in vitro) o

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

18.2.4 & b IL/INVKL o L i 5¢ B ARHE 35 % Bl L 722 (in vitro) o

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

18.2.6 I v b ADOMHFEIPRE T, ADPIC X 5 i/ NSRS (0
35 PHIVE NI L2 2o 72,

18.2.7 15 VE Bh IR B 28 SR B OV B 28 R N o R O P 5T
ADP, a5—4%>, 79F% FViE., 7 FLF Y VIZX 51k
MRt ds % Ji) L 723192

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

18.2.9 YAV — oG IEIC L, Pl S oz iR EEE
FEIZS B A& Y — VORI EOREE L & D IT48RFHI I Id 3%
HRMEICE L. V3 ¥ FBIG (BHEITHE) H o b kd - 712%,

18.3 Hilmte{EA

18.3.1 ¥ AIZADP, 25—V ZHRkNHELSTHZ L2 D
IS N D M FEMIIE 2 I L 72%)

18.3.2 4/ XOKEEBIRICS 7)) VBF bY T ARG THI L
W2 X 0 FER SN D AR TE R IBAGBRAS 4 o0 3 I 2 P L 723
18.3.3 4 X O KELBINR 2 AN Ti4S T LzBRic, 2ok

TS N D AR € % T L7230

18.3.4 77 OFHNR TOBELMIMIC X 0 FR S N5 MBI K %
WL 72220,

18.3.5 Y XOWNHERICT IF FVBEZIEATLILICLDY
MBS 2 i S218 % A & & 725,

*

)

18.3.6 — LM M ZE VB E IS B W TRAEM B D WA DD &
n7%,

18.4 MEHRRIEA

18.4.1 KCl. 70 R %27 F5 ¥V UFull X DU S 724 XHEH
KIERBIR ORI BYIR 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 JFkEEA X B OBREE & 2 0 Bz B i 3 2t % B & 7257

18.4.4 MRS v ™ DI E B 5 WIS B T 580 ik & % 34
g7,

18.4.5 WBVEBIIRFIZEAE B T B VT, B, WL oAk
MFERZHMECLIERTVFRAET T 74— 2L D#ED
52 PR O R I O ES e I R O R A
P—FEF T 74 —ICXYFEDLAY,

18.4.6 MR PEARIM A BB B T B VT, MR Z¥Ens e 5
ZENFE VWABEICIDRD SN,

18.5 MEFEHMIRICH T 21EH

18.5.1 & b DX ML - 75 12 3 W T V-4 /i . oo B4 it %
P L7222 (G vitro) o

18.5.2 v MSHBIIRMIBL v — & 3045514 0 DY BT IE 2 3l L 722,

18.6 MEMFMARICK T 31EH

18.6.1 & b OREFEWNIEANLA & ONOFEE: 2tk L7 (in vitro) o
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