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1) EARERFIANIRE SRR ISR T 2 IR RO 1/2 OS2 /83758 2 22 R

2) HUE ST iRBR R

3) AEIERLHI O FEIIES H AR DS 40 %0 10T D 24 72 R
4) FEAERIAN D FEIER DY 85% 13T O 24 72 IR A,
I v

*1 BRI O S T H R DS R HERGH O IR HER 9% OFEHIC H 5,
*2 BRI O S T R DS R ERGR O SR R 15% O IC H D,

10. &3 - 2%
(N EBSRELGRSR - AK. SNE/RRCESR - AKICHT 515H
Y LA

2)a%
20 & [PTP (10 $£X2) ]
HEARAELE A (X 2. ZOMOBEEEE] DESBM)

Q) FlREE
YL




V. RFAIEHTSER

4) BHEDME
PTP : KUk =L, 7L I= 4
IE I N =i o P

1. BB SN2 AME
AR L

12. Z0ith
YL
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V. REICEET 5I1EH

1. ZhEERITHR
FrivEh A 14 Rt = 1 E S

2. DEEXIIHRICEET HEE

5 EEXIIHRICEAET BEE
i MUERE I B4 %5 WHO BEEES 7 T A T ICB T 2880 « eI Sh TR,

3. AERUA=E
() AZERUVAZEOER
WHE. BAZXTH 1B X7 40 0E LT 40mg ZRAKET 5,

(2) AR UREOREEE - 154
LB L

4. RERUVHEICEEY HEE

1. AERUVAEICEHEST 53R

TARBREIHEEOEEEDS HBEETIX, 1 H1E 20mg #5795, [9.22. 16.6.1(1)ZH]

1.2 BEXIHEEDOHEEDH 2 BETIEL, AFOEERRIIBOLNTVWEIZ D, VR - XX T 4y b e
BL., AAlZEET2821E 1 B 1[E 20mg 28535,

(fiE#t)
IVIL 10. $FEOBE REAT HEE ] OESR

5. BRERALIR
WERERT—2 /1y 75—

ALY

(2) B R FER A
LR L

Q) AERGHERFR
E R L

- 11 -



V. REICEET 5I1EH

(4) AT RIELER
1) BT ER

(] i 4 [ 25 T AR B3

SRR A o RS AR (405 1), H AR NGBS 26 Bil&Ede) Z#XfRICH X T 7 4L 2.5mg. 10mg, 20mg, 40mg X
77ROt 1 B 1EFELGT 2 18 (16 WO GHM) OLMskILREERLT 7 2 R - HEER
B 2 il L7, = O R, SEBMARE LT 5 6 R TIHEE OB SBRMERT» D 16 BHOZ(LREIZB VT,
B H T T 4V 40mg FEIX T T B AR THEHAICEBIZSE L. (p=0.0004), EERIEROE( GEL, Wi,
DB T BRALBRIT . BRI i i S A I K D ABE, A Eh AR A & i FERE L k3 2 8 7= 2 e O B AA Xix WHO B
RE OB Z BRIER OEAL L EF LTZ) BROONIWRELIL T 7 B REET 13 6 (159%) xtL, ¥4 7
7 4L 40mg BET 4 il (5.1%) Thotz, £7o. XX T 7 4V 40mg BEIL, —EOMERE THIE S - ifimfTEge <
T A—F OVHREEIRE, i E PR EL DR R OV RIS T, B G- BAART & S E RO b,

728, ARBRTIL QOL 3T 572, 8 HH OREFMEE [HABRE, A HAEMRE (1K), HKOmA, 2K
AOfRERERE, V&7, fhATRHERE. B WEEIREEE O . Do) 225725 SF-36v2 REREFRNAZE, KOt 5 SOEM
(BEORE, HOm) OB, SEAOER, R/ ARE AL/ 5EEAAL) LEFRIED QOL 2HET 570
DETaTNTFa s Rr— (VAS) 756725 EuroQol B ZEAEH L7, ¥4 7 7 1/ 40mg #EiX. SF-36v2 f5E
FEED 6 HE [Hiktlee, BESERE ()., HRORA, SRNER, 1§77, Ha84mMEE] IcB\wT, £
7= EuroQol HRE DA [Index Score (US) KU Index Score (UK)] RN VASICEWT, 77 B RBEIC~HERF

BN B REENRD b (p<0.05) 9,

KV-1. FEFIREIND 16 HEDOZE(LE

FHmE E R 77 v RRE X 2T 7 4 )V 40mg B
6 77 AT IERE EIME (95% 151 X M) 9.21 (—4.22~22.65) 41.14 (29.85~52.42)
(m) U %] [79] [76]
SR T AR R EIME (95% 151 X M) —221 (—724~2.82) —4.27 (—7.53~—1.01)
(mmHg) DiEB1%5] [14] [15]
it dfn 4 B AR AR SEEIE (95%IEHEX ) 4.13 (—101.22~109.48) | —117.05 (—244.79~10.68)
(dyne-sec/cm®/m?) UiE B3] [12] [14]
DREL EIME (95% A5 FEXH]) —0.01 (—0.44~0.41) 0.36 (0.09~0.63)
(L/min/m?) DhE G145 [12] [14]
LB R EHIME (95% R HEIX ) —5.00 (—13.74~3.74) —2.00 (—9.64~5.64)
(mmHg) UE %] [14] [15]

KRBT, = R UEZREERAICH LR B 2 L OO AIC R 2B 2TMT 272D, RN Z IRED
BRI 6 SyFATHEEOZL RO LM 2 F2hE Lz (Rt o & COFHEERE : 533%), TORER, #547

7 4V 40mg FETIZAR | v & UG RBERE O 47T & AR BRI

BERUEENRO b,




V. REICEET 5I1EH

#V-2. BEBAREIND 16 B OELE

FEAthE F Ak 7T R B KT T 4 v 40mg B
6 Sy A THERE (m) FEE (95% IS X ) —2.89 (—22.84~17.06) 42.18 (26.67~57.69)
[RtEr & IEPEA] UIE 51145 ] [35] [37]
6 Sy A THERE (m) FEE (95% ISR X ) 18.84 (0.50~37.19) 40.15 (23.11~57.19)
[Rer & PHH] [AE (145 [44] [39]

X 2T 7 4V 20mg BE XL 40mg BEISHN O 11T B AT IRIES] 161 519 98 5] (60.9%) I\ZRIERNRD bivie, E7H|
TERIZEEE (33.5%). WAL (8.7%). il (7.5%). & (6.8%) HTholz,

1) ARNOKBINZHELOHEIT DEFE, RAKITIBIEZY T 7 41 E L T4mg 2R 0#%535,] THD,

2) R MHR
(] B AL [ 25 IR RR (R Aot )

FATT 27 7 AR EHEBIILEGBRII SN U - B IRIEN & L EEEE (357 #l. HANEE 22 flaaly) %
RGUCH X T 7 4V 20mg X 40mg % 1 B 1 [04%5342 52 B ORIk Z e L7z, TOME, 77 Rt
MR T EE ML TRO DN X X T 7 4L 40mg 52X D 6 DRIBITHEEOLE T, 52 BEICB W T HfHE s
NTNBZENREINTET,

£V-3. 6 A THEE (m)

3 B XT 7 1) 40mg Ff
it - - \ : :
BeH-Ri 16 W% 28 % 40 W% 52 i
S fE 403.31 404.24 404.32 404.90 410.01
(95% (54X M) | (383.08~423.54) | (382.95~425.52) | (381.93~426.71) | (382.85~426.95) | (389.74~430.28)
[IEBIE] [69] * [66] [61] [60] [59]

MIATHRBRCTH X T 7 (L 40mg & 16 B G L, AR T 40mg FEZHI D 117 & 7R 4

HEZ T 4 VEEZEID AT ST RIER] 357 B (HANBE 22 flaEte) 176 Bl (49.3%) IZREIERA RSO B
77 ERFEIMERIZER (15.1%). 4L (5.6%). FEIMED EV (5.0%) % ThoT-,

) ABNOERSNFRAELORAERDT HEE, RAKZIE1IRZ XS 7 4 0E LT4mg 2 0#E5E35,] Tho,

(5) B - HAERIHER
LR L

(6) SR
DERARERE (—RERREEE. BEERRERE. ERRELRAL) . REREERT— 4 A—XBE. WER
ERBFRRBRONE
SRR L

- 13 -



V. REICEET 5I1EH

2 RBRM L LTRBFEONERILR L 1-5HE - RROBE
BB L

QR
AR L

- 14 -



VI. E3hEE(CEH 9 5I1EH

1. EEZPMICEESHSLEMXITILEMEE
PDES BHEH
—eL N T T T N BRI, SVT T VIRERIE K
HE : O ® LAY OMREX I RS L, BFOBRLESRTH L,

2. FEEER
(D e &ML - FERMR

it A VA5 381 5 FF e cGMP 4 iREL3E Td % PDES ZBINMICHET S Z Ltk v | flifEfkT o cGMP &
Bl S MRS 2R TS 99 (ex vivo),

(2) B E R T B HERARAE
1)PDE5 FHE1EH]
X577 ¢ VITEIRE) PDES BHEAICTH D, b ME{s #7422 PDES %47 InM @ ICs fETFE L, PDE6 K}
PDEIl & Hi#ed 5 & 2N2H 700 KON 14 f5, ZOftho PDE W7 % A 7 & lilfled™ 5 & 9000 fizL EO@EINMA /R LIz 10

(in vitro)

2) i & I EAEE T xS D VE
B f B RIEIER £ 7y U UHERMEINE T v ETMCBNWT, XX T 7 o Vi EHIEICHRRE
Babhz2Z ] MERE, AOEEZAEICIH LY (invivo),
EMEN : 2T 7 4 MEE 7 n B ) CERMEILET v S OEFREFEICLE LY (invivo)

(3) E ISR - HiGhERE
MY ER e L

- 15 -



VI. EMEFREICEET HIER

1. MeREOHS
(1) A ARG MR
g L

Q) ERRABRTHERSIN-ITRE
DS

HARNBRERRAIZ S #F 7 4L 20mg (18 1) Xix 40mg (18 %) % 1 H 1 | 10 HREIXER ARG Lt & X &
77 4 VOMBEPRE X, 5 BICBRR < e 1~4 FER (Tmax O RAE=3 ) ICE— 2710 LT, E72, ¥
T 7 4 VOMMERREL, ERSG 5 B HETICERREBIZELZ D 1D iR e oW I BRI 14~15 IF
MCThHotz, X T 7 40 20mg XiT 40mg 25 Uiz & & D AUC BT Crax DEINNE, 5 BT L2 BnE & &
DD o T, EFIRETOZ XT 7 40D AUC KO Crnax 13, #[EIE GHE & LT 20mg &Y 40mg T 40%
KON 30%H8m L 7=,

FVI-1. @HERAICH T 7 41 20mg XL 40mg Z# 1 B 18] 10 HEXEERE LI 2omiEh s 45 7 ¢ Vi
X VR LK IRE T A —#

Tﬁ(ri;% A n AUC (ug - h/L) Cimax (pg/L) Tmax (h) *2 Tiz (h)
1 HHE 18 4478 (14.9) 339 (16.3) 3.00 (1.00~4.00) —
20 10 H H 17 6430 (18.7) 461 (18.4) 3.00 (2.00~4.00) 145 (17.9)
1AHE 18 7570 (24.5) 557 (19.0) 3.00 (2.00~4.00) —
40 5HE 15 10300 (23.8) 732 (19.3) 3.00 (2.00~4.00) —
10 HAE 15 9630 (20.5) 688 (16.1) 3.00 (2.00~4.00) 143 (12.1)

MM (L8R %)
X1 G MIE (24 KFH) T oo S EE T TR
#2 HRfE (HEPH)

1) ARNOERBINZHELOHEIX EFE, RAKIZIBIEZ T 7 41E LT4mg 2R 0% 5T5,] THD,

- 16 -




VI. EMEFREICEET HIER

2)RHE RIS B RE AR AT

77 A% IR SRR I 1 D RAE SR B REARAT OFE R, EHARMENG & mERE R 389 # (HARASBE
22 Bil&EEe) 12 40mg & 1 H 1 BIKER NS (R 2 IR Uiz b & D AUCss DHEEMEIL, SME A REEERL
AN L R THI26%EETH 27203, Coax \CBRE RN Do 72 1D, R & FFRICEBE CTH X X7 7 1 /1 20mg
X1 40mg 5 L7z & & D AUC KO Conax DAL, B G- EIZHM L2 BIMEIG K0 Kotz £, #XT77 41
CRB U EUEPREET S L, FXT T 4 VOBRBERMET Lz, (VL 1. (4R - JHHEORE] DOEBM)

FVI-2. BB AR I EERF IS X 2T 7 4L 20mg KN 40mg % 1 H 1 [AIEERE Lz L & OBRFEEOHEEE

22T T 4 VORER [AUCss (ug - h/L)] *
Fh&E (mg) — . — - N
B H T T 4 VRS RS T 4N+ REE PERES
20 11524.5 (6179.6 - 15449.0) 6874.60 (4390.0 - 10595.0)
40 14825.5 (10017.0 - 26792.0) 9600.0 (5906.3 - 17306.0)

gl (10-90 S—& 2 % A1)
HKEFIREBICB T 2R ERE (24 BER) To gy e T mig

1) ARNOKBINZHELOHEIT DEFE, RAKITIBIEZY T 7 41 E L T4mg 2R 0#%535,] THD,

3)AE W R S R

[ 3 P SR 5L D LEW F IR ENERBR T A R T A 2 ) Wk 24 452 A 29 BAFRARAR 0229 4 10 Blck3&, # 4
Z 7 4 VEE20mgAD [TE) &7 RV BE20mg % 7 B AA—N—KIZ IV EnEFhisE (XX T 7 4/ & LT20mg),
RS FICHBEREROKE L TH X7 7 4 L OMETRELZRIE L. Boh73EmBiiE <7 A —4% (AUCon.
Cmax) (ZDWT, REIEDEIHEDZED 90%EHEX M 2 KO IZHERE, WT D log(0.80)~log(1.25)DEPHNTH Y | i
BN O AW [ B ME DS R S AL T 9,

400 -

350 A

300 .
—— ¥ XT 7 ( LEE20mgAD [TE]

—O— 7 NIV 7 §E20mg
T E FERERZE, n=23

250 A

200

150

Mg % 25 7 4 VIRE (ng/mL)

0 8 16 24 32 40 48 56 64 72
B 5% IEH (hr)
KVI-1. fEERABFICX X T 7 4 LEE 20mgAD [TE] 2R O#%E5 Li-L & omiiths £5 7 4 VIEEHB

- 17 -



VI. EMEFREICEET HIER

RVI-3. EERAS TIZH ¥ T 7 ¢ LEE 20mgAD [TE] 2RO #5 Uiz & X OFRMEE T A —& (F-95HE OFRY)

ENREME A & FLH)
PENTG A—H BENRTA—H
AUCo-72 Crnax Tmax Tin
(ng-hr/mL) (ng/mL) (hr) (hr)
X %77 4 VEE 20mgAD [TE] 7303+£2126 285148 3.0£1.9 18.6£6.7
7 RV 7 8E 20mg 7692 2646 31278 33+13 18.6+£6.8

CPEME AR AER ZE, n=23)
(A FHREEW NS AUC, Cmax FFO/8T A —Z 13, BBRHE OBIR, (RIE ORI - B S ORI Lo TR
D AIREMED B D

(3) sl
g L

HE=E-HAXOZE
DEFOHE

RN 1S BN X & T 7 1 Vv 40mg & Bth (FIENIE) MUFZEMERFICHERR DS Lz & & AUCoo X O Crnax $E1Z
BFERERICL2EEITRED NS0Tz, Fl, Toa (TREE G & ZEREE G CRIEBE Th o729 GAEAT—4),

2)DF I D R
Okasr hatry—iu

fEEERR A 12 BliC s k2> — 1 400mg (1 A 1 [BEROEE ENREE) XX T 7 40 20mg ZOFHEE Lz &
& XX T T 40D AUCoo LT Conax 1F. FALEIL 312% KN 22% M L7219 UMEAT—%),

RN 11 Bl b =) —1200mg (1 A1 [ERROES) &2 X277 00 10mg 20 S Ll s, 24774
VD AUCo.00 L Y Conax [ EALEIL 107% KON 15% I L7219 GLEAT—%), (IVIL 7. fHEAER) OESH)

@V rFEen

fERRCA 16 BIIZY b J E/L 500mg i 600mg (1 H2[E) &Z X537 40 20mg G LIl &, 2¥4T77 ¢
VD Cinax 14 30% T L7223, AUCo.iT 32% M L7217 REAT —#),

TR A 8 BIIZY M EL200mg (1 H2[E) XX T 7 40 20mg ZPFAZEG Lzl &, X T 7 4 VD Cuax 1L
FETH 7M. AUCoolE 124%M L7 1D GNEAT—%), (IVIL 7. #HEAER] OESH)

@R H

RN 15 Bl # %57 4 40mg (1 H1E) RORELZ2 125mg (1 H2[E) % 10 HEBEHA#ES L, &5
1 HRIZEBTDLZX T 7 40D AUC K Coax 134 X T 7 4 V& B HIFOME & FRE CTH o703, &5 10 HHIZ
BIFDXHT 7 40D AUC KON Coax 1ZH7 X T 7 4 NV BIME RO L LR TENEN 41.5% KR 26.6% 1K T LTz,
(TVIL 1. Q)G CHER SN2 IRE | OIESR) —F, ¥ X T 74 ML BARELZ D AUC KT Cmax (25t
TORBIRDO NPT GMEAT—%), (VL7 AEH] OHESBR)

- 18 -




VI. EMEFREICEET HIER

@vax v

fEERRCA 20 BlICY T2 025mg & 1 H 1 BIKIEROFEEROEFIRET, #4774/ 40mg% 1 H1[EH10H
BIRERARE LR, 24T 74 M2E DV T% 20D AUC, Cmax KT Crin (ST 500 5 2072 B30 bR
Mol 19 GMEAT—4),

@ RFHV T (oMERFHD

HEHERCA 18 Bl K%/ 3> Smg % [N SHFOTERIRIET, 5 45 7 4 /1 20mg % WEE MBS Uiz & &
S ORI ORI L O A R B2 A2 9.8 TmmHg RO 5.33mmHg, BAGE UL ORI L F 0 e
KFMEITZN 2 3.64mmHg & 08 2.78mmHg T - 7= 2020 FREATF—%),

BERERR A 45 (IlC K397 o (4mg £ CHIMD & 2457 0 smg | B 1 ERERNEE L85, FE4 s
LD RLER TSNS b, = ORBUCHEN T, kS OER % 5 MEZ (I BT 5 6 EERRH SR
=2 AWEAF—&), (VIL7. HEMER] OESR)

®% s2v (o ERFHD

fEEERRC A 18 BlicZ A A m > 0.4mg & KR DG RFOEFIRIE T, ¥4 7 7 1/ 10mg Xi 20mg & H[E#5. L
Jo & & YL OHEE K OFEIR NI E O B K FRERIZEE 23mmHg KO 2.2mmHg, B ONUHE I & OERE ifi.
JEOERR TBEREIZEIZEI 3.2mmHg & O 3.0mmHg TH Y, B O2RIE~OEEITRD bz o7z 20 GLEA
T—4),

R A 39 Bz X A AT 04mg E X X T 7 4 5Smg & 1 H I BIKEROEE Lizs &, HoNRME~DRE
RO LN o2 GHEANT—#),

D% O 3R

fEERR A 26 BIICHRE QBT (2 F =L 2 5 V4 —/L 0.03mg KO LAR /LA Z R LJL0.15mg G ARHK) & x4
T 7 4V 40mg % 21 ARPFH#ES LR, =F =Lz XA T V4 =D AUC KX Cmax 13, BROBHTEIRE 7T 2R
EOFHEL LI EOME &R TENEN 26% KT T10%I LTz, # 5T 7 4 VAR GR L 7T v RO LR C
LR VA N LA OIMBEPREICHFZNICAERRETRO LNR 1722 QHEAT—4),

®F DL DIEH

il (=FFT . HBEAH) XITva—Rng 5477 44 (10 T 20mg) [ KIEFTEE OV TRGT L7
FER, =V TF UL HIBESAIIIT V=L DX F T T 4 VO EERICHT 5 L0 EEITRO bk
Mofe, i, #X 7740 (10 XX20mg) Bl (I XY TA THETZ7 4V, ULT77 VU ROT AR UEY)
XFT N 2=V RIETRECOW TR LERE, 24T 74NV EDIFYTA THT74 0, TLT7 7 0,
T Au Py TV 2 — L OB B DRI B o T ) SEAT ),

) AFOARENZHELOHREIT TEE, RAKZIRIEZZT 7 00E LT40mg 2R 0515, Tho,
2. EMRERP/NZ A —4

(1) R AE
Jray =K A MNETVEROTEN LT,

- 19 -



VI. EMEFREICEET HIER

(2) IR U E E £
MY ERe L

(3) K EETESH
20mg : MR HLARE D% 5 0.041720.0134 hr!

DHHIF7SIUR
MY ER L

(5) ST
LB L

(6) DAt
L L

3. BEE (REaL—a>) i
OF 2 p>
LB L

(2155 A — 8 EHER
BB L

4. 1RIY
LR L

5. £
(1) - A PA B B 1
LR L

(2) - B BB B1
LR L

(3) Bt~ DB ITHE
LRk L

() A~ DB ITHE
LR L

(5) Z DI DI DI THE
LRk L

(fERERR A B+ 23 B, PIIME AR AERE)

- 20 -



VI. EMEFREICEET HIER

6) MIPEAMKEE
K 2T T 4 NOIMBEEARBERIL 94% (n vitro, FHEHENTE) THY ¥, FZTAT IV EWNa BIEHEEA &
aT 5,

6. Lt
(1) RBHEML R U BHRER

TEREREA 6 Bl UC-2 &4 Z 7 ¢ 100mg Z HEREAEE Lz & &, MFFIIEEICX ¥ T 7 0 VREEE A F
NAT 2= T a CBEREEPEO b 9, MEFORAFALT a—/RKIZAF AT a—L T s g
BIED 10% K TH 73 GHEAT—4),

H) AANOABE N AEROCHET HEF, RFACXIBIEZZT 7 40 LT4mg 2k N#515,) Tho,

Q) rR#IZEEE5T 5ER CPE) OHFE. H5X
FEIZ CYP3A4 I L v R Ens, (IVIL7. #HALER) OESMR)

() PEBBHREOERRSZOHAE
BB L

) RBMOEOERR KEIL, FELE
L L

7. Heitd
TR 6 BIIC UC-# X' T 7 4L 100mg Z HER A& E Lz & &0, 5% 312 FEE £ CTORGRERII R I3[ b
60.5%. BT 36.1% Tholz, FEETIIZEICATFADT 2 —UE, BT a— K, RPICEEICAFAVLT a—)L
TNTa BREERK O T a— NI s v U BRERNED b 39 3% GLEANT—4),
) AFOARSNAEROCHAERET @, RAIKIZIBIRIZ X T 7 v LT4mg 2R O#5T5,] Tho,

8. FSURKR—E—IZET BIER
MR L

9. BRZHFICKDBREE
VI 13. sG] OESR

10. BEDEREHFITHEE
() EERE
)RR FE R OV 45 FEE T P o R
fREERR A 12 B, BEREEERE (Cler=51~80mL/min) 8 i, HEEEEEEMBE (Cler=31~50mL/min) 8 fliZ 4
257 4 Smg KON 10mg ZHER OGS L7z L & AUC0 & O Cmax FXEEBERRA O Z 13U 100% K% Y 20~30% 18
mLiz 3940 (AEAT—%), (V.4 BiELORARICBEETHEE S ZOMM]) VL 6. Q)FHERERE) OES
)

- 21 -



VI. EMEFREICEET HIER

DIMLIEIET % 5 1 TV D RIS R B

MARBNT % 5T T D RPE R EBE 166X ¥ T 7 ¢/ 5mg, 10mg LT 20mg 2 HERRE O G Lz & X, AUCo. -
KO Conax W AERERR A DO ZILEIHT 109% M Y 41%8EMM L7 39 UMEAT—%), (VL 6. Q)EREREREERE ] OIES
&)

QNFREEESE
TR 8 Bl OITFEERE 25 FIHIC4 4T 7 4L 10mg ZHERAKE Lz & &, BENFFEERE (Child-Pugh
class A) & PEEFEFEE B (Child-Pugh class B) D AUCo.«l RN & FIEFRETH 7230 WFEAT—4),
XM E VIR RD 6N BE) n=8 : BEFMHE (Child-Pugh class A), n=8 : PHEEFHE (Child-
Pugh class B) . n=8 : HEfITfEE (Child-Pugh class C) . n=1,

Bl #
el 12 1 (65~78 i%) M OMEHEFSAER 12 1 (19~457%) ICH X T 7 4 /L 10mg ZHERO#EL L& &,
Crax | Xl & BHEH & TIRIEFBETH - 7203, HlE O AUCo/TEEFITH A 25% EE TH - 72 39 4D GLE A
T—%4), (VI 6. Q) FilinE] DHEZM)

KVI-4. mlinH L OBEEEITHZ T 7 v 10mg 2 HBERG Lz S OmigEh 2 25 7 ¢ VR X0 B L7z 389 H)

BT A—X

n AUCo (ug - h/L) Cumax (pg/L) Tmax (h) * Tiz (h)
s 12 4881 (31.7) 196 (26.9) 2.00 (1.00~4.00) 21.6 (39.0)
paas 12 3896 (42.6) 183 (25.5) 2.50 (1.00~6.00) 16.9 (29.1)

fEME (8RR %)
HAPLfE (FDH)

) AFOEBESN-HEROCHER EE, SAZXIBLIRZE T 7 00 E LT4mg 20«55, ThHD,

1. 20t
BB L

-2 -



VI ®£% (EALDOIES) (CBEI SHEEB

1. BEEAREZTDER

1.

Tk

&

AENEHBEFIR IE—BIEER (NO) #5% (= rOdywY >, BEME7 I, BEBAYYILEFR, Za3522)L
%) LOBAICKYBREERAN/ERL, BECOEEZTRIELILHA/HLIDT. RFIZRSORIIZ. HEFIRIT—
BIEEHR NO) HEXL/EESNATOWEWI EEZT7HERL, FFESPRUVESRICEVDTHHEFRIX (T —BIL
Z£Hx (N0 #HEFIAESSINBEVESI+MEET S L, [2.2, 10.1 58]

==L, MBiREMESNEEDBRIISEVTC—BRIEERRAREZLAFOHANEELVLE LI INLHEE.
RARICHARETELIERBHRICE VLT, MBS NEEDBRICHSEMEEZREFOEMOL LT,
BECERET D&,

2. ERRBLETDHER

222 (ROBAHICIEHFRS LRI L)

2.1 RFN DR GHR LIBUE OB D & 5 B

2.2 WEERIDUT—M{EEFE (NO) #5H (=tu VvV v HEEET IV, Mg Y Y VE R, =37 Iu
%) 2GR oBE (1., 101 Z#]

2.3 FEME T =AY 7 T —E (sGC) WAl (VAL 77T ) G oliE (101 2]

24FHEOBREEDOD LEHE [9.2.1 BR]

25 HEOHEED® L EHE [9.3.1 ZR]

2.6 7 7 vm—L P450 3A4 (CYP3A4) Z<PBHET 2K (f FF7aFy—n, VM FEAEHE-A, 748
o AT RN RVT 4T BRT R FATEAEHEMA v ) Auv A TS LENL, 2
EVAL y NERBA] 2o b EL, v F=T) 2EGETOEE [10.1 28]

2.7 CYP3A4 BB FFETHHA (V77 vy, Zo= by, AR EBEY, T/ e X—L) #RH
HIC&E R oBE [10.1 2]

3. MEERIEIHRICEES HEE L X DEH
TV. 2. BESUIARICBIE T 1R ) 220452 &,

4. RERUVHEICEEY HIBEENER
(V.4 ELROHEICHEEST TR 22083528,

5. ERRELRMIRE L ETDHER

8 EELERMEE

8.1 4 FERILL LN DIER IR (6 FERILL ERMGE T 2 A% F 0 i) 2MEIC T FhicliE ST
W5, FEGEENEIZRT B A E A NI T DA b R O BE I B EERE A K RMICEH R ) 2R H DD
T, PN 4 KDL LT DIERB A b LG E . EBICEMOBW AT 2 K 58T 2 L,

8.2 lERBRICE VT, DEWVCHRHEESRO LN TNLOT, @EAMEE, HBIEOEERS MR 2 0 5 ik 2 B (E
THRIITERESEAZ &,

8.3 AHIFEH B AWK T T2 2R AR S S b HA L, HONICIRBIEMEORREZIT D &
5, BEFICHRETAZ L, [15.12 58]

8.4 A5\ SRR T UTZEIE MR (HIRY . DFEWEMEI Z&RH D) BdbbhEEITiE, B/
PCHBREMEORELZ TS L5, BECEETHZ L, [15.14 2]
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de =2

6. RENDERZHIHBEICHTHIE
() BHHE - BEEFDOHLBE

9.1 GHHE - MEERZEOHLEE

9.1.1 fMiEE - I MOBEEMNRIE 6 » ALRNICHLEE

I OBEICBT DREMROE MM L T e,

1.2 AV FA—LFEOREAR, EME (ME<90/50mmHg) XIZa > FO—)LABOEME (REFHMLE >
170/100mmHg) D &H 3 EH

INHOBEICET 2R R OE MM L TUhvew,

NI MEBEEREHERE

RARYT AT 7 —E (PDE) DOBERHIFEEZFOMRECNDERO BN D,

N AREOHELERE (Beh. REOHRMIL. Peyronie F%E) OHLEHE
ARNOIBERZ LV FHENPEZ Y, TOMBREITRAZI SR T AREERD D,

NS BRPEEORRLE LY FLIEE BRFLKEREN. SRMEHE. AIRFE) OHLEE
6 HIMRERIEHIEEEEDH D EE

AR T= b7y FF FY LA (NO A o/ MOBEEMBITER 2 M4 2 2 & 2R
HE LR B S TIEA RN IE OD & 2 B 1T 2 RIS L TV 720,

T ERAREAEMRER T AT OBRE

BOHNTND,

in vitro

AHNZFRE LN EREE Ly,

Jifi i AR ARA L, R ARPAZE MR B2 A3 5 BE OLMAE R ORELZFH L < HE

fbsEsBENnH 5, MMEIRFAZEMEREEZ AT D EBEIC

B DA INER O EVEIIHESL L TV Ruy,

1.8 EEDAEERHIREAZE. FiRED.

BEMEEEICASEMECRHHENTEEFEAT HEE

fli> PDES FREH &[RRI, AANZ
O HmMOBKREF (E4 =
BERELR) *HT58F

v K EREFORERRE. RU/MREE. BERBEEICH S M/ REEEER

Hl DGR T E D BENDTH D,

MESIRIEM ZG T 2720 —B\EOBEDMER TR H LN LHERH D,

N

[10.2 BH]

(2) BiRelEE B

F

£

9.2 BHEEERE
9.2 1 EENEREEELEE

BH Loz & ARAIO Mg
O BE TR IR SN T D
9.2 2BEXIHEENEREERSE

AANO MAEPRED L5742 0

1]}

HEMED B 20

BEFL, FEENCED7 VT 7 2AOMRETHR S L2,
%, [2.4, 16.6.1Q2)%H]

o, Ihb

[7.1. 16.6.1(1)Z ]

(fiF75)
(V. 4., FHELOHEICBEET 5 7E

S
=1

de

[VIL 10. FFEOWEmEZATHEE] OHSBM

Q) FFaeEERE
9.3 FFHREIE R B HE
9.3. 1 EEDHESTEE
BE LW &, IO OBEITERRBR CIIRIA S TS, [2.5 58]
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D EEREE BT 5E
RESINTWHARWN

(5) 447

9.5 1Ei&

ko

AR S TAER LT D ATREVED & 2 AEICITIG IR EOF IR EMEZ LRl 2 LB S 2 HEIc 0BG35 2

(6) ZFLIR

9.6 IR

1B LOFRMER O RILREOARIEEZBE L, RILOMGUIT L2 BRT 5 2 &,

(D IMNRZE

9.7 /NR%E

NG L U T B RRRBRIT SN L TuhZauny,

8) mtmnE

9.8 BE

—RICAEFERENMET LTV 5, [16.6.3 2R]

(FEw)

IVIL 10. $FEOBE REAT HEE ] OESR

1. tHHE/R

10. tHE 1A

AANTEIC CYP3A4 I L v REtEn 5,

(WHARZ L ZNOER
10.1 GFAEE BFALLGWLWI L)
$EH 4 % B PRAEAR - HE T 15 B - fa R f
R K OV NO it 5.4 BRI &L 0 BIEER Z 80425 | NO 1% cGMP OREAEZ KL, —
= L OWEND D D, 5 AHNE cGMP D4y fif % B3
HEAYEE T X v 52 i, WMAIOHFMIZEY
gAY Ve R cGMP DR AT %5 NO DR
=aZrVNE TERR RS 5,
(1., 22 ZH]
sGC FlEAl JPRICE Y, MERTAEE TR | SFRICE Y. HIIEN cGMP IRER
VA TT b (TTLRR) Tnnd s, B B AR 7 R
[2.3 /] ERETBEANRD D,
(k=T ~D5<)
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HKH% 5

HRIAEAR - BT 1E

B&RF - falRIA -

CYP3A4 %58 < [HEHE 3 2 FEAI

S RTFaF—b (£ RV =)
URNFELGEREREA (/—T AL
rZ, XFoty k)

THEYFENL (LATH )
AT FEN (Y XL RY)
T 4FENL (BEFET )
PFFEL (T —F)

N ENVEERK (T o2 7
Lyabty s R)

77V AR, (VT VAR 7T
Uy R)

TITVEN (TTE YY)

AT RE Y MEFRA (RZ Ve
B, oAy, FLyary s R)
TV RLLEL (Va—R)

vV F=T (AT 47T)

(2.6, 16.7.1, 16.7.2 2]

BBy CYP3A4 HEMEMEZE T2
F=F Y —v (400mg/H : #% A
Al EAKRFER) EofFHICK
. ARAl (20mg) ® AUC KW
Cumax 2% 312% KT 22% 344 % &
DH|ER DD 1D, £le, UV MTE
v (200mg/1 H 2 [EFe5) & off
Mz kv KAl (20mg) » AUC
DN 124% N5 L owENH
%19,

CYP3A4 < [HET L Z LTk
D7 VT T ANEEICED L,
AEIOMBEFREN LR T D52
nNid D, Fiz, KRR TIEER
AEnTnsd,

CYP3A4 %58 < FHE3 5 HHAl
Y7y (J77P0)
TJre= v (FLETFL, XY
r—)

INR=EE Yy (T h—L)
T )NV EH =)L (T ) R—)L)

[2.7 ]

V77 ey (600mg/H) &D
PRI LY . AKH (10mg) O
AUC KO} Cmax BDZNZI 88% K
W 46% IR TT5LOREND
%19,

CYP3A4 BFEIZ L7V T TR
DA &0 AT D 1o 5% 5 BE 703
KT L. AHOBR IS T D%
TNRH D,

(FEw)

MVIL 1. () &F - JFEROZE) OmEESR

Q) HRZE L EDER

10.2 FREE (BFRICEET S &)

HKF 5

BEATEAR - BB TR

P - faBRIN T

CYP3A4 7% [H5Ed 5 3RHA
RAT T L e
UINFTE A

50

TRV A T
T)NaF ) — )
~NZ NI L

T—T TN o — R

AHFND AUC KX Cmax DMEINT 2B NN H

CYP3A4 BHEICX D7 VT T
A DA,

(RA~—~D35<)
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HKH% 5

FEAEAR - HEE TR

BERF - falRIA -

CYP3A4 %3583 2 ZEHA|

AAHID AUC K Cnax WE T T2BZNNH
éo

CYP3A4 FFHEIZ LB VT 5
A DI,

NS N
[16.7.3 4]

A& (125mg/l H2EEE) 010 H
MO X Y. AAl (40mg) @ 10 A HIZE
7% AUC KT Coax 3 A & LT ENE N
415% KN 266% KT+ 2L oHmENH
LW KK L ARELZ D AUC H Y
Conax (2T D BT A B2 Do T2,

CYP3A4 FEICkB27 VT T
A DN I 0 AF o ifn 55 v i
EME T 5,

o R
NS
Tk

[16.7.5()&R]

R4 (8mg) &AK (20mg) DA
W2 &0 STALUHE i K OV R ) i+ 1 e
KENFN 9.8lmmHg K OF 5.33mmHg T[4
LEDHRENRDHD O, Fio. o lEWH L DHF
FTHRMEDERZAH S MER TR LI L
DENRD D,

[ IHEvail
T AT
A N Faa—iL
T FZ 7Y

BT INH

T UHT v DRSS (BFI XL
ZF) L ARHK (20mg) OPFHICEY . BHH
AT 8T ISUHE 12 S ORI £ 1 3 e K2
Zh 8mmHg K Y 4mmHg 95 & Ok
Nd D2,

HNRY F R

PRI LV BRIEER AR T 28203 H
50

AFNLMAEPERAE N & D B
ERZERT D720, ALY
MEIEIER 2 R 3 2 B 2 nn b
50

B ¥ 3 v K P
N7y
[9.1.9 &&]

AHKl (10 KO 20mg/H) & OfFHIZERBWT,
TN7 7 U r (25mg) OFRYEIRE K O Pk
BERIZXT T 2 BIIFE O b o7z 20
D, FRHICK Y o BN E E 28
ENDBH D,

v I v K HEHIEREOPUEERIE
EE AT LTV A BRE ClIHm
DfERMENEELIBENLLH
Do

A TT R JEEMERIEZE ZTBZNNH 5, RFE L | MR cGMP BESEMML ., B
DOFEWEME L ERMEE DB L, RRES | EERA 2B T 28T AN H
ez GV S NS AICORATS | B,
zL,

(fig#t)

VIL 1. (@) EF - fFHIKORE) omESM

8. ElEA

1. 8l4E A

RALIEAETTH Z &,

KOBIWERDRH 6PN Z LN DHDOT, BREEL ATV, BREFBO ONIEEICI3REG 2T IEd 57 )
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() EXLEER & HER

1.1 EXGEMER
.11 880E (BHEARH)

I, =S, HEEEE, FIBMER 25, Stevens-Johnson JEMRRELENH b b Z N D,

(2) zntDEIER

1.2 Z DD EIER

5%LL 1~5% A 1 %Al BEEE A
TR iEan ETY ., ARIME K BiE, Mw. DA, LR
REEE D LZEIREETE D
MR, miE, v1 /7 —8
G, MiE
SRR f22) MRFE i, BRYA . B | Btk £, IREE, JF
M, AR IR | BhIR A M A A i AR A
D F FET Y MARERIRPAZE, WLEF
K. HEEE, PO
TR IRAS R BE
Hbas B AR | R, HRE MR | Sk HE G R e . RER . H R PR
B BOmEM, RREEE . RNl %
[N N = DS
JF i AST H3n
B . ESE | MBOR. AhRRAHE. BAEN | BAERAK. WUBCRHREK
S AR
Ktk - fRRER | BUR FEPED F U MEIREE | O D9, FEER LR | AsED
&= e E 7 A . KR B
JBR. BEIETE. R
WIR - B2 A% P e, Pt R
WP 25 P, S, PERIN Bl 5izE 5 - if
[
B B Z D FEIE E2RRIA
g Zrifi, INR H50
Z it RIEPERIE, JE57. ¥ | HmEiwiE, BEaM | mEHN, SR R, &
5. EIH PR BRAE IR, V#IE

DIEDOD>, X,
E2) (1512 K]

E D ZhoDiFE A EDIERDAFIER GO LILEREEEDERKF2H L T\l ERREINTEY,
INSDEENEK, MATAEITEZERUNNSA LTV REEDERKFICER L TR LS
INLOEROMETICL YV RELIZLORONERET D Z LITTE R0,

9. BRERREBRICREIHE
RIE STV
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10. BEHRE

13. BEKRS
13.1 L&
BRI EFREITR, B, BEICE D7 V7 7 v ZADRETMETE v,

. BRALEDIE

4. BRALOEE

141 ZRRAROIE

PTP B DIEANLPTP > — b bWV ML CIRAT 2 L5 EET 52 &, PTP v — FOBREKIC LY | BEWELAED
BIERBAHIAL, BIIFEAEZB I L THIRAREOEE 2 GINELZ IR T 22 03® D,

<BE>

A ENTGEIL, KRR DOWEREHCTE AT RS 1 BERAT 5, 72720, RORAREM NI WGEIE 1 [EIFR
LT, ROBEF ORI 1 BISGRAT 2, #xhic 2 BlaE2—EICRAT 2 Z L1322 L,

(IR ENRF ORI, L OPFHEAISIZ L VA TH Y, llx D —AJR Lo EE LN EEZ b
B, 2ELLTHZERLTZ,)

12. ZOHDEE
(DERERERAICE D < R

15. 1 EREREAIZH D < 1Bk
15. 1.1 PEARBFEAE LTHEAINZZ X T 7 4 LOHIREO BRBEITBN T, DA, DZERE, D=
REEAR, M, — @ PERRE R EEOEE R OMEREENR S X T 7 4 VEHHICEB L TWD, Zhbn%<
WDMERDY A7 77 74— LTWBEBRETHoT, L OFELRN, MTAHT UIMITARICRO L, D
BHITIEH DN, HEITER LI Z T 7 A VEERICRO LN Db o7, TOMIK, #XT7 7 4 VvEEEL
MAT A% OB OHAZICRE SN TWD, TRUOLDIEFNZONT, X T 7 10, WTH. ARBENEL
TV RS, 2 b OEROMET UIMOERICEHEEET 21 E I hEMET 22 LI TR0,
15.1.2 #H) & DR BEURITH S A TIERVA, SEICB O TEMSERSBER L LTHER SN2 2T 7 4 V%
&1 PDES MHLEAHKGHIC, ENICHENMETORDERORE & 720 5 2 HEENR 5 M AT 27 3567 R
(NAION) OFRBNHEIN TS 9, Zho5DEFDOE < IE, NAION OfERKT [4El (50 mLi k). BER
. I, EEIREE, EARME, BUES] A L Cuz Y,
AENZIBV T, NAION 881 U7z 45 s Pl Lo Bk (WEh Rl & MR B S 7ERNIIRRS) X8R L LT
Fhts S iz @ CRTIRIFSE Tik, PDES FAEAIO B 5.2 SR EEM (Tin) O SEOHIMN (X477 4 VOBEK
4 BUANIZHEY) 1E. NAION Y X7 BRI 2 512720 Z e NG Sh T 49, [8.3, 11.2 BH]
15. 1. 3 &A1 & DOREBIRIZH S TIZAR WA, AEICRBWTAAIZ & T PDES FLEAI 5410, U, EREEMED
EENHES TN D 9 9),
15. 1. 4 3541 & DR BRI 623 TRV A, AAEICEBWTAAIZ & e PDES IEA 5#%12, Fhuc, 27D
KT SUTZRME SR E SN TV D, ZNHDBETIE, FEBISOENEES 2L n3b s, (8.4 3]
15.1.5 7L a— LEHBRIC AR 2 85 U2 E O R RPEEER (ORA] 10mg, 20mg) ([2BWT, T /ba— L
B, AFNOMERRREDOWTH A EICHEEE Z o 72, Tva—LEaEmiE (07gkg) BUHL7ZEREC
BT, D F VORI TS R Sz 2 2,
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(2) JEBREREAERICE D < 1B

15. 2 JEEREREABRICE D < 1E#R
25mg/kg/day LA EORBETH X T 7 4 V& A XIZ 3~12 » AMEBKEAOFEE L sk, BREEOR
T, FE LROZM, FE RO TEROBONRBD NI ORENH D, & MIBIT AR TEKEICHT D
WL F LS EERRAER O — 5 IR TR T IR O D 253800 BT 28, K FIEBIR, TR R OVERE A L
UMW TIORBICB W TH LMD Hiieho 7z 50 5h,
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VI S HREICBI I D HE | OHSM

(2) REMEERR
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(5) EEFHEEMHER
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By 4877 40 B

2. BAREHE
HRWEAH 3 4
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RE STV
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i

T
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it A DHAT CHEATHEYE) D — R ESICHOWT (BF13 426 A 17 BAHMRET 0617 452 &)
3 FEAHEAE D U IEICFE S B FHIZOWT

IR RIE, TR S MERE] THDZ L,
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6) BN RME Mt R R IS SR ITARRRER (7 R /L EE: 2009 4F 10 H 16 HAFR., HiHEEEMEE 2.73.2,
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20) Kloner RA, et al.: J Urol. 2004; 172(5 Pt 1): 1935-1940 (PMID: 15540759)

21) REH VLo 0EMBAEENDO (7 VU AEE: 2007 4£7 H 31 A&, HiEEEMIEEE 2.7.222422)
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23) X rAuvrEOEMIMEIEN (7 RV AEE: 2009 410 A 16 HARS, HFEFEEMEE 2.7.2.1.1.2.5.3, 2.7.6.2.8)
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1. EHAETORTRR
HES TORGRIRDUTILL T D LBV TH D, (2026 4F 3 A HIAE)

E4 W5e4 HITE =g
p/S ADCIRCA T4 a— N 20mg
e ADCIRCA T4 ha— N 20mg
N ADCIRCA T4 Aa— N 20mg

E) ERSBIZOWTIE, 94 B ZABRO R WERENRTE L TV 5,

2. BHIZE T BERR X IBHETR
WA BT D WEAMER (—A N TV 7 5H)
HARDETIRCD 19.540F)1, 19.6 BHhm) OHEOTHITILLTO LB THY, A=A N U T EITHRR D,
AT DA EoER
9.5 1¥43
It SOTATHR LTV D ATREVED & 5 M ITITIE R LA e fatE %2 ERID LW SN2 5/ICOAEET 52
L,
9.6 =77
B LOFMMER ORARBOEEMELEZE L, RALOMGUTTILE BT 5 2 &,

A —A K F U 74 (Australian categorisation system for prescribing medicines in pregnancy)
B1
Drugs which have been taken by only a limited number of pregnant women and women of childbearing age, without an increase
in the frequency of malformation or other direct or indirect harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.

7£) Therapeutic Goods Administration : Prescribing medicines in pregnancy database
< https://www.tga.gov.au/resources/health-professional-information-and-resources/australian-categorisation-system-
prescribing-medicines-pregnancy/prescribing-medicines-pregnancy-database >

(2026/03/11 7 7 & R)
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1 %A 35 H 1 %A 35 H 60 5 120 75
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(30 Z9BIOVEHIE (%)) 81 82 81 81 81 82 81
R
GERRIET S (%)) 98.7 100.4 99.8 100.2 100.3 99.8 100.6
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Fy FEOBFELZBEL, AR AIRD 300 2 Z/KFEIZ L, s GEAN) % 30cm OE Sty b L7z, HEA
BIZHEOKEFALTTF2a—TNEED L&, Fa—TRNIEFEDRALNZRTIUR, BEEMEICREZR L E L,
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