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1.1 RB| L HEEAI X F—B(EZER (NO) 581 (ZhOJ U Y
V. BIEEE7 SV, HE VY VILER, ZO5VYVE) £D
HAICKUEEERANIEEL. BEICMEZTREIESIL
WH2DT, FEIRSOHEIIC, HERXE—EEESR (NO)
HEFNESENTLRVI EZTHIERL. REIRSH
RURSZICHVTHHERIE—EBILER (NO) #5H
PEREENBVNELSTERETEHIE, [2.2,10.1 ]

1.2 ECHZSTOHEERSDEERDNEREDEESE
KONREINTVBZDT. FEIRSORIC, DMERES
DEEEZ+HERITDI L, [2.4-2.8 ,8.1,11.2 BH]

BAREESR O EES
87259
$& 10mg & 20mg
HRES 30200AMX00409000 30200AMX00410000
BRFTRAME 2020 4 H 2020 4 H
3.2 SFIDMR
e s liZ Rk Gl
BEZmm) | ES (mm) | ER(mg) | AE a—F
N #H
555714\
107 = | (O |70z ™
[TCK] e
3.0 125 (EHEAD)
55574 #HE
$£20mgCI [— @ PEUZA EIO)
[TCK] I-T4 V75
3.8 248

2. B2 (ROBEICFKRSULLBVNTE)

2.1 REIORS T UVBEEDOBER D H 2 BE

2.2 WEEEI IZ—EtESR (NO) #5454 (= rar Uty >,
TR T I, MEEA VVILE R, a5 VL% 285
FoBE [1.1,10.1 2E]

23 A[BEH T T VY 75—t (sGC) FIEA (VAT T
7 ) EESFoEE [10.1 2E]

24 DINEREELZBT AL EMITAPAHELIEEZ 6N S
BE [1.2.,8.1 2E]

2.5 NEEFROIED b 2 BE XITHERZFITHVEZ FHIR L7
EohHEE [1.2.,8.1 2]

2.6 I ME—LAROANERR, RILE (1 F <90/50 mmHg)
XiFay e —)UARROEIME (ZERRILE >170/100mmHg)
DOHBHEE [1.2.,8.1 3]

2.7 DFEEOBEBESEE3AMANICH 5 BE[1.2 8.1 BHE]

2.8 iEZE - B O BEEEA R 6 nALINICH 2 BE[1.2,
8.1 ]

29 EEOHEEDH HEE [9.3.1 BE]

210 HECRAMHERE (WEECREMHEDEZITITFRAK
YIXTT—+ (PDE) OBEHEE % OREF DR

HoN5,]
3. #8RL - MK
3.1 #8R%
HR7e44 B (1 884) ARINFE]
ALK, EEREIL
54574 )L$E10mgCl - o—A, kRaFy 7oy
[TCK| & Y574 ) IOmg Lt a—2, ZOABIL
AO—=AF )T L, T
VVERER S N7 Ly AT
o4 L4 20meCl TUVBTT RV b
774 5E20mg 50002 FOURU—=R, LT, 7Y
[TCK] FEITAN20mE | 6000. BT
IR TSE Y

4. FPRENIEZHR
FERE (BBRMTRZITSICTDIREIEL ZTDHERALHE
BLEE)

5. MEENIEHRICEHET BE=

51 #EICEL TR HBRALRTZOEBREBOZMO20,
BREEORECHEREZTV, FHRNCZENICESSHER A
BPREEENHBEICRET S &,

5.2 FANIEEA S ERIEEA]TIE7Z W\,

6. FERUAZ

BE. RAICIZIBHIEYY S 70L& LT 10mg 2HETEHD
K 1 BRRTICRORE T %, 10mg OBRETHARIEIE SN
T BEMES R KM S BT RERFER2EEIC
FLUTIE. 20mg ISR T 52 LA TE D, BENIIFEEDOH
BEOHHIBEETIZI0OMg 2BA LN &, BB, WTILOHAE
b 1 HO®EIE 1 HE L, HE5RHREE 24 BEL EET2 2 &,
FEEYIEEOBEEDDH HELETIE, Smg o 6B L. &
SRR 24 BN EET 2L, B, FEEOBREDH S
BETCHRSAER I0mg 222w e L, 10mg %5
THEEICIREHEREE 48 BEM LT s L. EEOBRE
Dd 5 EETIE Smg #BATNWT &,

7. ERUBAEICEET 2R
FhZu—24 P450 3A4 (CYP3A4) #M<IEET A HAIZHRE
HFOBETIE. RROMFEFREN LRI EHFTEOLNATY
HOTAEHE (5mg) 7 5L SRR E 5125135 (10mg
5T A IREHEE 48 BRI L) EFEBLTERST
HTE, 2B, BHEEIZI0mg 2BR W &, [10.2 ]

8. BEEREANIR

8.1 HITRIIDEAD ) X7 2D I dFEARDGEZ G T
ZHENIOIMERDREIERZIES S T &, [1.2,2.4-2.8 ]

8.2 4Ll LB OER XIF K (6 R LR 2%



HEMEST) PHEICTIL FNICHESN TV S, FHiks
HCIZHTT 2B 2 P 2 12T b v & EEER 0BG i
HEREZ KIRRVICIR 2D T &N D B DT, HEH 4 B DL Ei%k
THERDB AL NS, BEbICEMOZN 2215 &> fEE
BT &,

8.3 KRAI‘mEGZICEBMARNMETIIEB LR/ NIERNHS5bN
7B AEICE. ARIORBAZFIEL, EHP2ICRBEMEDSZE
EZF5E5. BEIEET S L, [15.1.1 ]

8.4 [HRHBRICBNT, DFVWCHERESRDOONTVHD T,
EFE¥E. BEEOEREEREE 4O B RIET 5 BICI3E
BsE¥nZ k.

9. KENHERZEIIEEICHATIIR

9.1 GIHIE - BIEEEZEDHDEE

9.1.1 IREDEE LRI (JBil. BREDIRIE(E. Peyronie i®&)
NHBDEE
HITABPRETHVEAEZEIBENSH 5.

9.1.2 FHEHEEDRER LBV EDRE SUARMEKEEN. %
HMEHE. ONRE) DHIEE

9.1.3 PDES5 FEERIN [F thDHEREBER 2R SHDES
PEREF ORRERAS 75\ 2

9.1.4 HIMHEREXFHLEEREDH D EE
in vitroRBTc=ra LY NFrU YL (NO #EH]) ol
IMREEIEIER 2 BT 5 EAROSNT WS, HIMEE
BYUIHEEEBO S 5 BEICHT 2RI L T,

9.1.5 EEHEFEESE
PEALOBBELZHAT AENCOMEROREICEEZ1ES S
Lo DIMMERANRY MOBKRRATA2ET HEEGVEHVEE L
5N,

9.1.6 1Y hO—ILH+HATRUVEMESSE
AENIOMEIFRERIC K VIMERELZECBAREESHHDT
TEIAH &,

9.3 FFikpEREEE

9.3.1 EEDHEEEE
BELEWI L, INSDOBEIEHERRBCRBRII SN TN S,
(2.9 2R]

9.8 &

—fR I AETEEE SR TR LTV 5, [16.6.3 2]

VEDIAVASE IV

HHIHE EEPRIEEIR - BT IE T - BT
HIV a5 7—+¥HE|JNFELEDHAIC|CYP3A4HEICE S
EHI L0, KEIDO AUC 75|V T T2 ADED,
JhFEIL 124% 9 % DR
AT FEN EHHD Y,
PFFe
LTI
[16.7.2 8]
CYP3A4 FEH| V77 EOHH | CYP3A4 FHEICKS Y
V77T 12 & D, KEIDOAUC| 7T A0,
A= N O Cmax BZFNZEN

88% KU 46% (&R 9
BEOREN DS s

a
REH T
TV

[16.7.3 ]

REHFV T EDOHRIC
KO, ILALIE A M E
T OIEBR A I F Ak
Zh £ 9.8lmmHg
& O 5.33mmHg T &
THEOREN DB o
F7z. oA DB
TREZEDRERZ D
mEERERLIZED
HEDH B,

R FEF
FLrOIE Y
X hFoua—)u
IF57YUL
N THINY %

TUOIFTUIUNR
BARRETUA (AR
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B EHATE) N IE A I
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D|ENH S s
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Z&,

MR cGMP BED
BENL. BEEIER %
BWIABIND DD,

11. BIfER

ROBWERAN S DN Z I ENBHRHDT, BEEFFIT/TL.
BEPRBOONTHRICIRGE2HIET 7% CHEY 2 0B 21T

T &
1.1 EXGEWER

11.1.1 BEYE (BHEAH)
L. BME. BEEIFE. FIPERE %, Stevens-Johnson
TEREBEVPHODLNDEZ ENDH S,

11.2 ZODEIER

1% Ll E

0.2~ 1%

0.2% ARt
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DFEER
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10. #BE1ERA
ARANIFEIC CYPIA4 I L DR#F SN D,
10.1 HAZZ HALZWLI L)
A% FRRAER - HEEHE WF - fElERT
BRI RO NOMEA] | HAICKD BEEERAZ NOIZcGMPO EA %
—rasuky HRITHEDMELND FBWL.—FH KA
HREER 7 2L B3, cGMP D53 7% M4
iR VY VILE R A& A O A
—asuINLE ICEDcGMPDOE K%
[1.1,2.2 8] 9 BNO DR E/ER
AT Do
sGCHIE A PERIC RO I EAR TR PERICED. #liRaMNcGMP
VAT TN (TTFL | ZEITBENDSH D, | BESEIIL. 2F0F
AVS AR 722 % T
[2.3 28] ITBENDPH5.
10.2 fHEER (HRISEFETZ L)
A2 E BEPRAER - HEEHE T - fEERT
CYP3A4 FHEH FRWCYP3A4 BEEE|CYP3A4HEICL SV
rhary—) HZ2ET57 N3 F )7V ADRED,
A rSaFVy—L |V EOF. BN
75y AavA Ty |RKFEFE) EOMFAIC
FSFLEL X0, ®ElO AUC &
T =77 =Y |0 Cmax » 312% O
Va— R 22% HINd 5 &0
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E1) IN6DIREAEDERDPERRSHI PO LINEREEFEDE
EEFEZHL TV EMRESNTED. INEDERDPAKA
MR XEEEDPLRIPSE L WD ME REE O &R T
ICERLTHELLBDLOD, Xd, ThHDERDHEERIC
FORBLIBDLDPERETHILIITEL V. [1.2 2]

*2) [15.1.1 8]

13. BERS

13.1 W&
BENLTHBERILT VL, 2B, BBMICEE27U 7T XDE
EIZEIETE RV,

14. BRLOER

14.1 ZERIZMEOFR

14.1.1 PTP A2 0#EHNI PTP ¥ — b2 oW L TRAT 5 &
HIEEFTHT &, PTP U — FORESICE D, BOHADS RE
KEARIA L, BICIZEA2BI L THBRARSEOEE 2 &6
FERHHT B END D,

14.1.2 KAENIH 5% 36 BEE CEDESREDONTVWAEZ &h
5 8~10 ZOHAMIIREEICOVWTHORET 5 &,

14.1.3 KENZBEOHEIC» PO THRETE %, [16.2.1 ]

14.1.4 KENIZEITBRBGYEZ FF SHRIZ 2V,

15. ZOHDER

15.1 ERARERICE D 1B

15.1.1 EAHIEORRBRIZAS TR WA, SHEICE W TEA
% &t PDES FHEAIR GHIC, i, HOETRHERAEELD
FEREE %0 2 2FBIRANERTEBE MERAMZE (NAION) @
HEPHMESNTWVWE V1D, ZhoDBEEDZ L. NAION
OfeERT [FE (50LL L) BRE, SIME. EERES.
mARIMAE, BUEE] 2/ L w9,
SAEICB W T, NAION 2FH L2 45 U Lo B2 R &
LCES N7z BB T, PDES [HEA OG5 518
K (Ti2) OSECHBEN (#5774 VOFEK4H
PIMIcHEE) &, NAION 33U 27 B 2 {51275 5 2 & 04
HINTWB ¥, [8.3,11.2 2]

15.1.2 Al E ORRBRIZAS 2 TE A0, JHEICBE L TRA
% &t PDES FHEAIR G, FhIC, BEREOKRPRE
éhfl/)é 15) .16)0

15.1.3 ZEH| & OREBZRIZHS 2 TIE AW, SEICB W TARA]
%&% PDES [HEAREZIC, I, AMGEEIET i3z
HUEHEIRESN TS, CNHDBEETIE. HEODLHE
WEES ZEDDH B,

15.1.4 73— )VERA B AR %2 5 U 72 7L B o 6 R 3 5Bk
IBWT, 7L a—LIlFEE. KEOMEFEEOVTAD
HAEICHEEZZ T a7/, TILa—LViEHE (0.7g/kg)
AL HEEICBVWT, ®F 0SB EEMESRE SN

17) ,18)
o

15.2 FEERIREBRICED 158

25mg/kg/day L EOFHETY %I 74 L x4 X3~ 12 %A
EEEZEORS L-aEERBRICBL T, BREEOMKRT. Bl
EEEROEE, BREEOBTFHOBDPRD sz L OHE
WHBH, B MIBITLEFIEMEIINT 5B x e L2/ E
RERABEO—H T FIBTFREORD RO o N BT
EER, BFEENOEEARLE L EIZVWTNROREBIIBLT
LEERO SN Do T 1920,

16. FYEHRE
16.1 MOVEE
16.1.1 EEOl%5
HARNBRREA 36 flicy %57 1)L 5, 10, 20, 40mg*? %
BERO®RE L-EE20Y 557 4 LOMETEEIL %505
~ ABER (Tmax OFRRAE, 3KEMHE) OMICE—ZITE L2,
HE L7z, HRFEHIEHN 14 ~ ISERTH- 7122,
1) AZRmAHEIL 20mg TH 5,
F1) BERAICY¥F7 1)L 5mg. 10mg. 20mg. 40mg % B
E#HE L EDMEEFRY 557 0 VBEXIDER L85
INTA—X

ﬁﬁ% n AUC 0-00 Cmax Tmax T2
(ng-h/L) (ug/L) (h)&E2 (h)
Smg | 23 | 1784(35.3) | 95.6(30.0) | soyoa g | 14:2(19.9)
10mg | 23 | 3319(325) | 174(26.5) | (% 10| 146(20.9)
20mg | 24 |5825(23.2) | 292026.1) | (| (%) 0 | 13.6017.1)
40mg | 23 |10371(32.3)| 446(20.2) | (1smag0) | 149(20.0)

MAPE (EERE %)
T 2) HRRE (HiF)
16.1.2 REES
AANERBA 18Fllcy ¥ 7 ¢+ L 20mg# 1 H1E10H
MRERORS LEEDY Y57 4 LOMETEEIL &5
AHEHETICERREBIGEL, EERETOYF ST 4 LD
AUC KU Crax \3FI A SR & HolE U TH 40% HEM L7z 22,
£2) BEBRAICY Y5700 20mg %1 B 11E 10 HEKRIER
SL7EZ0EFy 5T 7 0 VIBELIODEH L /-EYHE NS
X—%

Eliﬁl n AUC Cmax Tmax Tl/z
(ugh/L)E) | (ug/L) ()9 (h)

4478 339 3.00
1HE| 18 (14.9) (16.3) (1.00~4.00) o
64305 4616) 3.00 14.5
0BE| 171 (g 7) (184) | (2.00~4.00) | (17.9)

RETE (ZBHHRE %)
7 3) REMER (24 BRE) ©oMmEEREYIBE N ER
TE4) PRE (EH)
F5) EEREBICBILHEMEREE (24 BfE) ToMEEHEYEE
N EE
T 6) ERREICHT 2 m MR B
16.1.3 £YZFHNEEFEHER
(9957 4 )L 10mgCl [TCKJ)
54557 4)VEE 10mgCl [TCK] &7V R$E 10mg &, 70 A



F—N—EIc kD ZNZN 1§ (¥ 571 10mg) BEEHA

BFICHEEREREORS LTMEFY YT 7 VIREZREL,

Boni-EYy /ST X—% (AUC. Cmax) IZ2\T 90%(E

XIS TREHRIT 21T o 72 R, log (0.80) ~log (1.25)
DHEHENTHY . WAIOEYFARFEEE VRSN >,

HEINT A= SENRT A=
AUCo - 72nr Cmax Tmax T2
(ng-hr/mL) | (ng/mL) (hr) (hr)
(OmaCITeR | 3936+1222] 192440 | 2.06£1.16 | 15.5%5.1
Tomy ¥ 305041366 193448 | 2.67£137 | 14.8237
(Mean = S.D., n=18)
(ng/mL)
250-
o 2007
3
f 15046 o — -~ %457 ¢ )L$E10mgCl [TCK]
k4 ollla | -0- Y7V AEE10mg
; H Mean+S.D., n=18
© 1004f
L ‘
® 4
B sofl
S : :

10 24 43 72
RS (hr)

(9957« )i 20mgCl [TCK])
5557 ¢ L4 20mgCI[TCK] & ¥ 7V A5E 20mg % 7 DA —
N—EI kD ENZN 1§ (557400 20mg) BEHABTIC
EEREEORSE LTIy Y7 VBERRIEL, Boh:
B LT X— % (AUC. Cmax) 1<DW\T 90% B EXK %
12T A BRI 27 - -3 5. log (0.80) ~ log (1.25) DM
THY. WA EY LGRS A RS - 29,

HEIST A =4 BENT A=
AUCo - 72nr Cmax Tmax T
(ng-hr/mL) | (ng/mL) (hr) (hr)
545574 VEE
20mgCIITCK) | 7690%1435| 325%59 | 3.26+1.33 | 17.3%5.5
PIYS
20mg 7929+1745| 342+61 2.68+1.53 | 17.2+4.9
(Mean *+ S.D., n=19)
(ng/mL)

4004

3501

3004

25041} - Y557 4 L§E20mgCl [TCK]

: -o- Y7 R§E20mg

200 "~
i Mean=#S.D., n=19

1504

P RENNIN(S NS =1

1004

504

10 24 43 72
Rz (hr)

MEEFEEN I AUC, Cmax ED/8T X —F 1k, HEED
IR, AR OFIEIL - FREAFORBEFICK > TEZ ST 6
Wb 5,

16.2 DRI

16.2.1 BEDFEE
B 18 flIc¥ 457 4L 20mg # &% (SRERE) i3z
e R I B 3 5 L7z & &, AUCo KU Cmax FEICEZEIERIC
FHREBIIROON L7 D (NEAT—%). [14.1.3 &H]

16.3 9

16.3.1 MIFEEBESE
%557 4 VOMBEEAEERIZ 94% (in vitro. FEBENTE)

THD 2, FXTLTIVEFa BEBEALEETS Y,

16.4 {3
RN 6 fflic “C- % %57 4 )L 100mg* Y % BHEROKS
Liz& &, MEBEFICIEEICY I T T 4 LREMER A F LA
TaA=LrZLVrarBiaGErPRD o Nz, MEEROXF IV
FA—=IURIEAF VAT A=V TN 70 BIBEERD 10% Ak
TH-72% HEAT—%),

16.5 HEttt
AL 6 fflIC C- % 5 7 4 )L 100mg* " & Bi[a % [0 #%
HGlizezon, #5% 312 RE £ TORETRERIEKIZEFEH
60.5% R 36.1% TH>7zo BEFIIEFEIIAF VAT I—
UKL AT =k, RAICIEEICAFILATI—LT L0
VEAEEROA T AT u Y BIREEERPRD 5 i ¥
(HEAT—%)0

16.6 KEDERZHI 3EE

16.6.1 BESEE

(1) BENUDPEEBEEES
fRERECA 12 ffl, BEERERE (CLcr=51 ~ 80mL/min) 8
B, REEBEREERE (CLcr=31 ~ 50mL/min) 8 flic¥ 45
7 4 )L 5mg KO 10mg ZBEREOREG Lz &, AUCo « KT
Crax ZERERA D Z 21K 100% KU 20~30% #H 0L 7
030 (AEANT—% )0

(2) MREFZZIFTTVDIKRPEALEE
MEEHEZZ T TLLIRABAEEF 166ICY YT T 1)L
5mg. 10mg % ¢f 20mg 2 BEREOHS Lz & &, AUCo K
O Crax RO ZNENK 109% KT 41% EhnL 7z 3
(HEAT—%)0

16.6.2 FESEE
ERERLA 8 B AP EEE 25 fI*7 124 457 1 )L 10mg %
HEREO#E L& &, BEFREES (Child-Pugh class A)
EREERRERE (Child-Pugh class B) @ AUCo. « 3 &
AL IZIERBETH 272 GHEAT—%),
E7) BHTRE (BEFrR0onzBE). n= 8 BEFEE
(Child-Pugh class A)\n = 8: FEEEAFREE (Child-Pugh class B).
n = 8: EEAFEE (Child-Pugh class C). n = 1,

16.6.3 Sind
R 1261 (65 ~ 787%) M OMBEREEE 1241(19 ~ 45/%)
¥ %57 4 )L 10mg % BEFEOHS Lz & &, Coax T E R E
EHEELEETIZIFRAETH - 2705, BIE D AUCo. « 3 FHEH
IZHAKY 25% EETH - 723032 EANT—%). [9.8 ZH]

£3) BRERVEEZEICY YT 7 1)L 10mg ZHERE L& &
OMEEFY 557 4 VBELDEE LB EREIT X —5

n AUCO—OO Cmax Tmax Tl/z
(ug-h/L) (ung/L) (h)=® (h)
Bl | 12 4881(317) | 196(269) | (| % )| 21.6(39.0)
FEEE| 12 |3896(42.6) | 183(25.5) (IOéngO) 16.9(29.1)

BOIEHME (BERE %)
F8) HHfE (HiFH)

16.7 EYWEEERA

16.7.1 &#O k3FVY =)
EA 126012 b3+ =)L 400mg (1 H 1 BERFEOHRE.
EPNRFETR) 555740 20mg Z2HAKRS LS, ¥4
77 4 VD AUCo o T Cmax 1. ZNZF N 312% MO 22% 1
muiz® GEAT—%),
A 11 FlIcr a3y —)L200mg (1 B 1 EFEA%E)
EZFTT7 40 10mg #RABES LIEE YT 740D
AUCo =K U Crax & ZNZ N 107% KT 15% #1L 72> (44
EAT—%), [10.2 2]

16.7.2 URNFEI
R 16 i) R FEIL 500mg Xix 600mg (1 H 2[[E]) &



57\‘57/{ 1b20mg %{#ﬁﬁ?ﬁ%bf:t%\ 99\\574 LD Cmax
13 30% &R L7225 AUCo-»1d 32% L 72 ¥ (HEAT—% ),
fREEERA 8 iV ML 200mg (1 H2[E]) &4 ¥ F7 1)L
20mg ZHABEG L7 L& 557 4 VO Coax \SEEETH -
723 AUCo »l& 124% N L7z Y (HEAT—%). [10.2 Z&]

16.7.3 o EHAHl

(1) RFHVYIY
ERERA 18 flic ¥+ v 8mg # RIEF OGO EFIR
BT, 5774 20mg x BEREOKEG Lz & &, IO
MR OCIGRMEO R A NERIZENZEN 9.81mmHg KO
5.33mmHg. EMIOIUREHA K CIRRIIME DR A REEIEZ N
Zn3.64mmHg % 0°2.78mmHg TH - 72 93 (HHEAT—%).
[10.2 8]

2 9L2OVY
TERERLA 18 filic # 2 21 > > 0.4mg % RAERE T 5B O EH R
BT, #5740 10mg Xid 20mg #BEHREG L7z & &, 3L
RO IHE I K CHRREA M E O e A RER L Z N2 1 2.3mmHg
KO 2.2mmHg. BAZ O IHEHH K OHRR B I O 7 K R B = 13
ZhZn 3.2mmHg & U 3.0mmHg TH V. S D2 IMEAND
HEIROOSNEL» -9 WEAT—%),

16.7.4 ZDDEA

HiEl (=5F T, HBREEH) XITVIa—LPBY5T T+
WIZRITTHEIIOWTHRET LR, =97V, HIRES
FIETNA— I LB 5T T 1 LOEDEREICHT DS
PEREBIZOONG NPT, Tlos 5T 7 ¢ UME (2
FITSh, TH T4, TLT77I) U ERFT7LAIEY) X
BT L=V RIFTEEBICOVWTHRI LEER, ¥55 7«
WNCEBIFITAL, T T4V, TLTF7U Y, TLEY
U RIE TN IA—VOENFHREIINT S0 6 » e B ILTD 5
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