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1. s=a

=83

1.1 FHI EHEAI E—EEER(NO)HESH(Z bOJTUE
U, EHEE7 )V, BV VILE R, 2352V Y)VE)
EDHAICKDREERNIERL. BEICMEZ FESE
HTENHDHDT. FERSODHEIC, HEAINIE—BREE
F(NO)YHSHDHRS TN TLEWNT £Z TR L. FF]
BEHPRURS#ICBVTHHERAIR E—EEZEHR(NO) f#
SRS ENEVNL S TETTHI L. [2.2. 10.188]

1.2 ECHZ ST OIMMERZFOERT DMNERFOEEER
HHRESNTVDDT. FERSDREIIC, DMEREBEED
BESZ+THHERIT DI &02.4.1-2.4.5, 8.1, 11.2,
15.1. 12881

3.2 BHIOMRK

oo % %57 4 VEE2 . 5mgZA % 55 7 4 VEESmgZA
" (44| (44|
wr | G @ = %%%(ﬁ? =
, , s EFEAD
] 7 — ¥

#E TANVLT—T 1 7T SN AT 4 R
(RN L) SR

4% (mm) 6.1 7.6

JE & (mm) 2.7 2.9

i (mg) 84 #1135

FIEFR | 95T TAN25ZAFTA| ¥5 574V 5ZA YA

2. ZBR(ROEFEICIFZRSLIFVNT L)

T ERFI OB LS EOE O BEERE O b 5 B

2.2 fiHI I —ibeE2ZNO)HEFI (= ba 7)) o)
HiAYEE 7 IV, RSIEA VU VE R, =35 v U VE) RS
hoEE1.1. 10.15H]

23BN T VY 7 5 — X (sGO) WA () AL 77
M) &GP0 55 10.121]

2.4 RICEVTH.0IMEREEEZ AT HEL NS OB ILEE
RARER CIEBst s T b.]

2.4.1 NEERIED D 5 HBHE[1.2. 8.1, 15.1.151E]

2.4.2 LAE(NYHAGHEMED L) od % EE[1.2, 8.1,
15.1.1518]

243 2 MU — VAR OARER K £ E
90/50mmHg) X132 > b B — VAREOE T (ZeE I+ >
170/100mmHg) ® & % & [1.2, 8.1, 15.1. 1% ]

2.4.4 L ZE OB A RT3y H WIS 5 BE[1.2,
8.1, 15.1.1&MH]

2.4.5 FAEZE - i o BEAEEE AN 6 0 A DUNIC B B B E
(1.2, 8.1, 15.1.1%:H]

2.5 EEOHEEDDH HHEHZ[9.2.15H

2.6 EEOEEDDH S HEF[9.3.1%0

n

i)
i)

3. fHRE - MR
3.1 #AR%
oo ¥ %57 4 Vg2 5mgZA ¥ %5 7 4 VEEbmgZA
" (471 ] (471 |
BRI yE574)
[15E) 2.5mg \ 5mg

HNF oAy, yaAH)N AT — ANa, Kb a—
AL BALF 5 . AT T Mg, v, FAE. e Fo
BINF ¥ TEELELO -, ETO AT — X, ¥ OT— )b
6000, 7 7 ) VAEENa

B | -

4. HEEXIFIHR

BISZBRACAEE (Cf# S HEFRIEE

5. FREXFFNRICEHET DiFR
5.1 AN O@AIZH 7z - TE, BIZIEIIEDZ I - RIS

LEINSDITA BT A L EORBOERESEI, WY et
IZEDRBMEMEES B2 Lo

5.2 FANZ L B HEFIIERRETIE 2 < WERETH S Z LI

BEL, KHHEG LV IIFET 2P RO N whad, T
iR, oMY L NEEZEE ST HZ Lo

6. RIERURE

HWHE, NI S 575 7 1 )V & L Comg & #2113 53 %,

7. HERUHREICRHET %R
7.1 WEEOBERED S L BHTIE, AHIOMBEPRED LA

LBENDH B ERUHRGHBENRONTHDL 2 Ens, &
FHORELZBEL 2035 1H1M2.5meh 652 i 5 7% &
LHEMET B L. [9.2.280]

7.2 7 b 71— 4P450 3A4(CYP3A4) % 5 < PHE 3 5 35 % #%

G oEHE T, AAOMBEPREN LA 52 EARRO LN
TWw2OT, 1H1H2. 5me 585 2 flla L. BHOIRKEZ B8
B LA HMESMmgNEET 5 2 L, [10.25]

8. EELERNIE
8.1 DK ARY T AT F—+ (PDE)SHHER & FEEIZ. AHFIX

MBWRIER 26T 5 20— A"M0REOMEK TS 5bh
DYE D Do AFIFEG ORI, OIS REEOH RS2 155
MR+ HZ E[1.2, 2.4.1-2.4.5, 15.1.1&1]

8.2 AMERI DL dFNEE O UE R A Eh S (615 LA 45583 2 i

D ) HHHENS T FAUTHE ST %o FHEHEIC
X9 B L & MR 24T D 7 v & BREERAR O TR LD AR R
ZIAKAEHNZRTR 9 T DB B DT, FHEEDMEER DL E R 2 E
RSN GE, BHIZEMOBIZ 21T 5 LX) fRET 52 &

8.3 AHIG B AW T LB H LDz H b

oW, AFAORAZ L L, He I IREHE R 0B 5
ALY BEICIRET S 2 L [15.1.28]

8.4 FEIRHBIZB VT, O FVRHEBESZDOLNT VLD

T EATEE. BBV OEREGRE M) B2 R BB
TERSEL I L,

8.5 AFIH G-\ AU B SR 2B (B ) . o F

WEED 2 EDD D) DD L DbNIEEICIE. KA DIRA %
L, ERPICHFAREMEOZEZ 25 L), BEIEE
T5ZE[11.2, 15.1.4%H]



8.6 EMNIZHB W THBOHISZIERAETGFEEE & O L 72BR O RRIR %)
RIIMER SN TR,

9. HEDERZHITDHEEICAHATIER

9.1 GHIE - BIEEEZEDH D EH

9.1.1 EEOEE LM (EH. BEDHFH(E. Peyroniei®m®)
DHZEE
KA OFEBEIC L VEEDS B D, ZOMEEZEICHAZT]
EBITBENDD D,

9.1.2 HRFEEDRREA L EDEHEE(FRIRFRMEREEN., %
R ESHEE. QMRE)DHDESE

9.1.3 HIMYEEXILHEEEEDH S EE
n vitroREET= ra 7y K ) A (NOBEGA]) i/ IMK
BRI E 2 MR35 2 L RO SN T A, I EL
EHALEE S O & 2 BE NI T 2 ZEMIIFET L Ty,

9.1.4 fRERTHESTE
PDE D& {miy s % 5 DIE B S A B S5 .

9.1.5 PDESFEERIZIRSHDEE
Bf R OFEERDS 72

9.2 BREEESEE

9.2.1 EEDEREEEE
W LRWZ by RFAOMBTIREDS FAT 5, T2, Tib
O BENIARFN OVEE DTN 2 W HEMEDS D 5 720 BiR BT
Bt s Tw5,[2.5, 16.6.1(2) 4]

9.2.2 hEEDEEZEE
KA OMEEHFEED LA A HEERH 5.(7.1, 16.6.1(1)Z
8]

9.2.3 BEDBEEEE
[16.6.1(1) &:Hi]

9.3 FFEEEEEE

9.3.1 EEDIFEZEEE
BWHLAEWZ L, TN BEIImRAB TR ST
%.[2.651]

9.3.2 B2 - PEEOHEZSES
INLDOBFEL NG E LA R OREME 2 R L L7ERIR
BRI FENE L T\,

9.8 EnE
— A AEFBRRE ML T L T2 5, [16.6. 35 ]
10. tEE{FA

AFNEFEICCYPIAMC L W RSB0
10.1 HAERWHALEWVT L)

A5 R REAR - H5 18 7k B - bR
A L ONOES-#) (BRI & 0. BEEMER|NOIZGMPD 7 £ %
—traz)ky» MR B L OMEN R L, —H. AHFNE

HAEEE 7 3 v
EERA VYR
—agrINVE

%61‘773)0

cGMP® 43 i % 1 il 3
5 EHS, WH b
JHIZ X Y cGMPO Bk

[1.1. 2.2&H] #49 BNODEEEH
HIEEET B,

SGCHIlH] BRI Y. MEET R L. MW

VAT 77 MTTFLRRITBENDED Do | cGMPIRESHINL ., 4

IS 2) B MLE VA N0 7 722

[2.3Z:H]

ERIZTBLNDD 5,

10.2 HEGER(HAICERTSIL)

{4 7aF—
VA RV s bed (A
TI7 7L el
TV =TT NV="
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[7.2, 16.7.1=M]
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HE0H B,
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£ vTFEN
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RH DAUCH124%¥4 h1§ %
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L7075 A
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1%L1 E 19 Al SHEAH
I IR PRI S af
B g 2
Z Db CK L&

ED[1.2508]

#2)[15.1.22 ]

1#3) [8.52 1]

13. BERS

13.1 L&
RN RERTI RV, 2B, BENICLE220) 77 2 A0k
HETHIFE T & v,

14. BRALEDEER

14.1 FERIRZMHIFOER
PTPEZEDOEFIPTPY — M2 LMY L TIRTT 5 X 5 IR
I 5L, PTPY — POGREKIZ & D o AR A
AHIA L, EIZIZEle B2 L CHBRASOEE 2 AHEE
BT D2 DB D,

15. ZDMDFEE

15.1 ERRERICE S &R

15.1.1 P aifmalE LCER SN Y 5T 7 1 VOTRE
DOHFEHFE BT, OFFZE, 2RI, LEEAREDIR,.
Wi, — PRI R IS O B 2 DI RREEDS Y 475 7 4
WHEGHBIZEEH L TWh, TRHEDELHFLMERDY) A7
T7 08 —FHLTCWLEETH-T2s L DRI, WATH
HOUIMEAT B2 IZGRO H v, DRBITIESH 525, HATHZ LIS
55574 VESBIGEOON LD H o720 FoMiE, ¥
5574 NV EEG LT ABOBEM A S BHZIZHRE ST
Wb, TNSDIEBNZDONT, 75574 )b, WATHE, REE
FZDAE LT DAEREE, 2N S OEROMAEHELIL
MOZERNEHE RS 2089 52w T 5 2 LIETE RV,
B, MAITAZRIRZ DUEND L OIMEREEER AT BB
X, F 5T 74 VERFRANEGRRA L LTHHT A 2 Lidss
LENTWALL.2, 2.4.1-2.4.5, 8.1%H#]

15.1.2 #HH & OREEBIEIW S TIEZ VA, SEIZBVWTH

MERAEERAE LTSNS 55 7 1 V% & HPDES
PLER GRS, FIUHEIETRENELOEFE %Y 9
% JEEN IR 2 Vw0 R PR R AE (NATON) O Z8 Bl Hs &
Twa% Y, Ins0BEDL 1L, NAIOND fabs R+ [4F-
GORELL ) HERRIR. B, B IREE, g iE, B
H1RAF LTV,
AFENZ BT, NAIONZ FEHL L 72455 L Lo B2 5 & L
THEME SN2 HO RIS Tld. PDESIHEXR OF57 5%
P (Tre) OSFEOHBIN (S 55 7 + VOBEFKAH DA
L) ik, NAIONFEHL Y A 7 265127 5 Z L s s ¢
WnW,[8.3, 11.2&8 1]

15.1.3 #HI & O R BRI S 2 TR 20, SEIZB VTR
#1 % & GPDESKHEHTR G- #2120, TS, REEMED S 73
%éﬂflﬂ%m‘ 13>O

15.1.4 #H & OREERIE S 2 TR 20, SEIZB VTR
¥ % & GPDESKHEHIFR 5212, T2, ABAEIET E
MRS IE SN VL, TRSDBRFETIE, HIBY 2D
TR DD D [8.58K]

15.1.5 7V 2 — VER BRI AR K] & 65 U 72 F8E o B R 38 H 3R
(A#I10mg. 20mg) 2B VT, 7 a— VIiHEE, Ko
MAEFEEDOWT N OB EELZ T o7z, 7TIVa—
VEEHE0.7g/keg) R L2 HERE 2BV T, ©F el
PEARIMUE A3 & 7zt 19

15.2 FEERAREIERICE D < 15ER
25mg/kg/day bl OB TY 5 7 4 V% A4 X123~12» A
THERIS LB R I BT, BEEEOMIT., B
LROZME, H RO T OB AR SNz L OIRED
Hbo b MBI DIETILREICA T 2 B2 %2 Mt L 72 HE
PRERER D —FB CTLE IR T I O A58 S 72 hY, fTHE

_3_

B, W IER OEHALVE EITVTNOREBRICBWTD
AR S NTpdpo 72100 17
1) KK Z5mgTHh 5 o

16. ZEYEhEE

16.1 MAEE

16.1.1 BEEOigs
HARNERER 366127 575 7 4 V5, 10, 20, 40mg™ % Hi[al k1%
L7 E&D5 5T 7 4 VOMEPREIX, $50.5~4FH (Tmax?D
Jefiti, SWFH) OIS E — 712 L2, IR L7z WREIEN14
~ 158 T - 7219,

TED ARG X5me Tdh B o

FKDEERAICY 57 45, 10, 20, 40mg™ % HaHS L /- & & olfisEh

5557 4 VIR L) B LS EEE T A =45
AUCo-e Cuma Tnax Tz

BRI gD | (we (0= (0
5mg 23 1784(35.3) 95.6(30.0) |3.00(0.500~4.00) | 14.2(19.9)
10mg 23 3319(32.5) 174(26.5) |3.00(0.500~4.00) | 14.6(20.9)
20mg 24 5825(23.2) 292(26.1) 3.00(1.00~4.03) 13.6(17.1)
40mg 23 10371(32.3) 446(20.2) [3.00(0.500~4.00) | 14.9(20.0)
ST AT )
Pe2) st (M)

16.1.2 RIEHZRS
LB AEAE (20 D HEIRBEE H AR NEH 1261124 45 7 4 Wbmg#x 1H
1O H M AR IS Lz EHIRETDY 557 4 VOAUCK D
Counae | ST [14% 515 & TR 12880 L 7219,
F22) Wi S HRIE IR (A S HER S HARNEHZIZY T 7 1 Vbmg# 1H1E10H
IS AER G- L7z b EoI#Eh 5 575 7 4 VIERE X 0 S L 7238 EhRE s 5
=%

0% n AUCo-24 Comax Tnax Tz
(ug-h/L) (ug/L) (h)™ (h)
1HH 12 1410(31) 102(27) 4.00(1.00~4.00) -
10HH 12 2710(27) 173(24) 3.00(2.00~4.00) 23.9(25)

BTG (ZBARE%6)

J:3) gl ()
BIZBRAEKAE 2P ) HER B E I AR AEZ 2 S e LB IH-EER
R RERICB W T, ¥ 49 7 4 V2. 5mgXidbmgd W Fhhz1H
LB RIS L 720 SmeZ G- Lz & EomEh sy 55 7 4 Vil
132 .5mgDRI26E & 7 5 7220,

16.1.3 E£MZHREEMEHER

(FFS5T 1 LEEEMEZATH DA 1)
5 %5 7 4 WEEBMgZAl 7 A 1 v 7 1 7 §ibmg % B A5 F
WCFNZFNLE(F ¥ 5 7 1) & L Comg) ZefE I LA #E 138 5- (7 1 &
F—N—E) L, Mgy 45 7 4 VIR 2 ME L7z 15507238 E)
HE/XT X — % (AUC, Cmax) |22\ TI0%1E HE [X 2 12 THREHRIT %
175 72558, 1og(0.80) ~log(1.25) D#PANTH 1) . WiF| O W1 [F
SRR S P,

723) £ AN e G-I O SEYBHE ST X — ¥

Cmax Tmax Tz AUCo-720r
(ng/mL) (hr) (hr) (ng - hr/mL)
Y557 14 VEE . .
SmgZATH 7 1 | 91.2+18.1 2.4%1.2 14.5+3.5 1668 =627
FIV T 4 7 $Edmg 102.0£21.9 2.1+1.5 14.4+3.4 1624 =563

(Mean=S. D., n=24)

120 e 5557 (L 5NSZAT T T A |
L T - --o-- P T 1 THESng
%g 100 VT T Mean=£S. D. (n=24)
5 i
v
7 s
7 60,
1 i )
B AR T
i Iy
(ng/mL) 20 H m
11 1 1 1 1 1 1 {f 1 § 1 ;2 5
Omi 2 3 4 6 8 12 24 48 12
0.1770.33°0.5

B 54O (hr)
MAEFRIREEZ 5 NCAUC, Cmax®50/87 A — 71, WERE ORI, 1K
ORI - RS ORBREMIC L o> TR B HEELI S 5,

16.2 MRUY

16.2.1 BEDHE
TR NISBINZ 7 475 7 4 )L20mg™ % £tk (R HRHG D) I 22 i | 2 e
MHE %S L 72 & &, AUCo-o M UCmandt IC AEIEHUC X 2 55813500
SN2 WHEAT—4 )0

16.3 91

16.3.1 MIRZEEFESE
555 7 4V ORI KA RI1294% (n vitro. P ENT ) TH
DB FIZT VT I RO aBEEEA L HBET 52,



16.4 X
e HE R N6HIIZNC-% 75 7 4 V100mg™ % B #E %5 L7z & &,
MEEHFIZIZEICY T T4 VREIMER AT VA Ta— V7 )70
RN RO SNz, RO X F VAT I = AKX F VAT
I— V7V a Y BEE RO 0% TdH - 722 (GHEIAT— %),

16.5 HEitt
e NGB MC-% 475 7 4 V100mg™ % MRS 135 L 72 & 2o,
5143120 F T ORI X F M T60.5%, JRH36.1%TdH -
Joo BAAHICIE TN AF VA T 3= VIR, B 73— VR JR$PICIEE
WCAF VA TFa— Vv ra  gieaRkthra— v vy a sk
TG HRDERD N0 (FHE AT — )6

16.6 {FEDERZFIDEE

16.6.1 BIEEEE

MBENRUTEEBEZEE
TR R N 12050, W% B o (CLer =51 ~80mL/min) 8%, HH&FEEH
[ % % (CLcr = 31~50mL/min) 86112 % %5 7 4 Nbmgl '10mg*"
ZHEREOHEG Lz e &, AUCo= K U Crad XA O Z 2 H
1009 K& UN20~30%34 1 L 7227~ 2 (HEANT— 4 ). [9.2.2. 9.2.35H]

@) MRERZZ T TVNDREBALESE
BN % 21 T 2 K BEAEBEL66I2 4 575 7 1 Vbmg. 10mg
T U20mg™ % B R 1% 5 L 72 & &, AUCo-w 2 O Crmax i B HE A D
ZIENHI09% K O 41%8400 L 722 (SAEN T — %) . [9.2. 15 1]

16.6.2 FFEEZEESE
TEHE R N8B ONFF R B B 25615012 5 575 7 4 v 10mg™ % H[alfE
&G L7k &, BENEE B E (Child-Pugh class A) & H &5 FE T fe &
% (Child-Pugh class B) D AUCo-« (3R A L IZIZFRBETH - 727
THEAT—%)0
TE4) B BT IR 5 (IR IT A 520 & M 72 %) . n =888 2T % (Child-Pugh class

A). n=8H % FFE 5 (Child-Pugh class B). n =8 Ik % (Child-Pugh
class C). n=1,

16.6.3 =&
T B 7 i #1200 (65~ T787%. ) Tk UNMEE HE A 4E #1260 (19~45/%) 12 4 75
7 4 V10mgtl & BRI S L 72 & &, Condd SlihE & BEH & TIE
IEFRETH o 7208, EE DAUCH= I B EZ IZH_F25% = ETH -
7220 9 (EINT— %) [9.85 1]

FA) EEH R OBEEZICY ¥ T 7 4 V10mgtl & Bl 5. 72 & X olfidEh &

557 AVIEE L)AL BEE T 2 —5

AUCo- Cumax Tmax T2
o (ugw) (ug/L) (h) ) (h)
Elhw | 12 | 4881(31.7) | 196(26.9) | 2.00(1.00~4.00) | 21.6(39.0)
FAEH | 12 | 3896(42.6) | 183(25.5) | 2.50(1.00~6.00) | 16.9(29.1)
BT (BB RE%)
D) Hh L (i)

TR AE (2P 9 HRIRIE 5 0 & i 1200 (T0~T7675%) 12 OV o 12450
(42~60%) 122 %5 7 4 )V20mg™ & 1 H1A10H B AR % G- L 72 & &
D AUCo21& Conasl SIS EHE 1 DT A2 (F913%) (i o 7290 3,
#5) EiE R OCIEEEE IS 5T 7 1 V20mgt # 10H B R EHRS- Lz &0
MEER Y 55 7 4 VIR L ) B L7 3EEiRE T A —%

0 AUCo-2 Crnax Tonax Tz
(ug-h/L) | (ug/L) (h) ™ (h)
Hifn il 12 3900(39) 273(32) 4.00 -

(Dayl) | JEemipd | 1077 | 4500(26) | 328(23) 4.00 -
A8 i 12 7360 (40) 472(33) {3.52(2.00~4.03) | 25.7(21)

(Dayl0) | JEmsting | 1057 | 8280(41) | 536(35) |3.50(2.00~4.00) | 23.6(20)

B P3 fi (ZEERE%)

156) e fi (4 )

BT sl O TR RSB IS B RS £ 45 2 g R ORS00 > 7 V2 il

15 5T 7 4 VIBEEDH S N7 HERE % I < 101 (42~587%) 2> 5 5

16.7 EYHEEIER

16.7.1 O baFV—ib
TR ANL26012 4 b 39— v400mg (1 H 1 O3 5. E RN RISETE)
L8 FTT 4 V20mg™ B GRS Lzt &, ¥ 557 4 VOAUCH-
T2 OCmaxldy Z 2 1312% K US22%34 00 L 729 (WHEIAN 7T — %) o
RS ALLEIC 7 b a5 — L 200mg (LH AR 3% 5) & ¥ 5 7 1
M10mg™ % PEM#EG Lz &, 545 7 4 WOAUCreo K UCraxld Z
N2N107% M US15%3EH L 725 JAEIAN T — %) 0 [10. 2517 ]

16.7.2 U RFEI
FEHEAL6BIIZ ) F Ev500mg X 13600mg (1H2E) & 4 45 7 1 v
20mg™ & PEHE G L7z 8 &, ¥ 55 7 4 L OCraxlF30%ILT L 7275,
AUCo-1332%H 1 L 7232 (MEIAT— % ) o
FEHEIRASHEILC ) b Ev200mg(1H2M) & # 45 7 1 L20mg™ % fif
G- L7zl &, 557 4 VOCuul EFFLETDH o 7205, AUCold
1249%H5m L 72% (BAEN 7 — %) . [10. 25 18]

16.7.3 aERAEl

M RFHYIY
TR L8G9 Y v 8mgk BRI 5o FiRkET, ¥
55 7 4 v20mg & B RS- L7z & &L A O WU K OFEEH
MM O KT L2219, 8lmmHg & O5.33mmHg. AL O I

IR OPERRI T 0 5 KR B 213 2 12 13.64mmHg [z U2 . 78mmHg
THo720 DHEANT—5 ),
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