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4

(3) HERGEARR
AR L

(4) BREEHIHER
1) AR ER
[ 3 [ 25 TR AR
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A/ AR, AL 5 E K IAR) EREREIRIED QOL ZHET H72DDO Y a7 AT Fu s A
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KRR TIE, =2 P Y UZAEREHAITO 2Rt o & o E OO X 5528 25l %
T, Wl ZARRDA RN 6 43 FIATIREEO LB OM LM 2 I L7 (R
o2 ORI 153.3%) . TDORER. XX T T /b 40mg FETITAR T 7 IO HBER

B DOIRT T REEICHAFE I

BRRMENRRD LT,

B G-BAARTN D 16 W OE(b &

{5 i 5w AR 4 fo?n;ﬁg v
o EHE —2.89 42. 18
[E;ff]};{fgﬁﬁg ] (95%{EHE X [H) (-22. 84~17. 06) (26.67~57.69)

- [ i3] [35] [37]

o SEHE 18. 84 40. 15
el Efﬁfgg“]) (95U HAIX ) (0. 50~37. 19) (23. 11~57. 19)

- % [44] [39]

XK Z 7 )b 20mg FURESE 40mg BEIEN O AT SALTZRIER 161 51th 98 41 (60. 9%) (ZHE
YERNFR D Hiviz, 72 IVEAIXEENRE (33.5%) . AL (8. 7%) . AR (7. 5%) . 15B% (6. 8%)

HETHoT,
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2) REMERER
FEBE IR 55 AR SR (R ke atBR)
FATT 27 7 A% IR GRS S0 U 72 g R & f e s (357 i, H
RNEBE 22 Bl % ET0) BXIRICZ X T 7 41 20mg Y X% 40mg % 1 H 1 #5325 52
Bl ORSkRBR Z M L7, FORE, 7T RRR T HERLEGBR TR b
X7 7 4V 40mg EIT KD 6 EAMTIRREOSEL, 52 BEIZBWT BRI SN TWD
ZEDIRENTZ Y,
1) AR A& 40mg TH 5,

Sy A TEREE (m)

e B2 R T T 4 )b 40mg B
e B 5 16 3% 08 W% 40 FE % 52 W%
403. 31 404. 24 404. 32 404. 90 410. 01
MZPA ﬁ
(05 (;;?;l—zﬁ) (383. 08~ | (382.95~ (381. 93~ (382.85~ | (389. 74~
[E‘W’Jiﬂﬁ 423. 54) 425. 52) 426.71) 426. 95) 430. 28)
[69] 2 [(66] [(61] [60] [59]

B 2) AT CTH X T 7 4 /L 40mg % 16 WG L, AR T 40mg BEIZEID (1 bz
R

B H T T 4 VERZEN AT BT RRAER 357 B (A A NFRFE 22 Bl % & de) H 176 451 (49. 3%)

WCEITER SRS Dz, EABWERZEER (15, 1%) . WL (5.6%) . FEIED v (5.0%)

HEThoT,

(5) 8% - FHERIHER
AR L

(6) AfAILE R
1) EARERE (—REARERE BEEARERE ERRMLRRE), RERE%T
— A R—RPE, WEREEERARONE
AR L

2)ARBEHBELTERFTENARITIEREL-HAE - RBROME
BARR A

(7)Z Dk
Pt A

.11.



VI.

1.

2.

EMEEICHT HIEE

FEEPHICEEH SILEMXITILEWE
Rriz/p L

EHEEA

(1) EREMGL - VERR
Jifi 8 SV AR LS 5 1) % BB e cOMP /3 fiflEsE T db D PDES AR E T2 2 Lic kv | Jififl
ko cGMP 24 B\ H N S W i i S 2 3895 &7 (ex vivo),

(2) EEEF T ZHEBERE
1) PDE5 FHE/EM
B KT 7 4 VITEIRE PDES FHEAITH 5, & MEIS LA PDES Z4) InM @ 1Cs fE T
FH5E L. PDE6 M2 ONPDELL & bbfd~% & Z40E4 700 LN 14 5, ZDfthod PDE Y7 % 14 7
&L 5 & 9000 5L EOsIRMEE R L= Y (in vitro) .

2) fiti@ M EE T 7 skt 4 5
ﬂﬁ%ml}fiﬁ@?fﬂﬂ?u1/ﬁfﬁ3%/ yaz ) CEEMEIET v NETVIZBWT, ZXT T 1L
E=dIINER IR 252 L MBIRE, AO=EEAEICHEI Lz 9 (in
vivo)
SEER: 2 2T 7 4 WXE ) 7 a X ) VEFEMENTET v NOATFREGREICEELR

(in vivo) .

(3) 4EFASIUBSR - FHRERRS
MR L

-12.



VI. EYE)!

e

[CBE¥ 5ER

1. MPEEDHR
(1) ARERELEDLMPRE
B R e L

(2)ERRABR CHASIN-OPRE
1) RIEHRE

HANBEEERR AIZ & 2 F 7 L 20mg BV (18 f]) ik 40mg (18 %) % 1 H 1[0 10 AKX
RO L EDE X T 7 0 VOMBETREL, &5 HICBRR<EEH 1~4 KiH
(Toax DHFRAE=3 W) ICE—2IZFE LTz, £To, XX T 7 4 VOMFEPRE X, KE#
5.5 B H ECICEFRRBIZE L7z 210, MR B O R NR 14~ 15 FRE CTh o 7z,
B H T T 4L 20mg TV T 40mg G- LT & & D AUC JL N Coae DEEINE, B 5-EACIHI L
TeHINEIE L VKD oo, EEIREBTOZ X T 7 4 LD AUC KTF Coax 1. FIIEIHRGRE & H
T 20mg VLN 40mg TEILE VR 40% &% O 30%N L7z, [IVIL 1. (2)2) REEMIZE Y E)
REfRHT | DIES ]
D) AR A EIE 40mg TH D,

TEFERR NI Z # T 7 4L 20mg V% 40mg 2 1 H 1 [7] 10 HREIKE®RE Lz L & o iEd
BT T 4 VRE XD R LT EYERE T XA — X

Iy, A% i ac Crax Toax Tie
(ng) (ug'h/5 | (ug/l) ()= h)
N 1 HH 18 (?372) (1363.93) (1. Og'\?i 00) ]

10 HH 17 (?gég) (fg?Z) (2.03;82.00) (1?:3)

1 HH 18 (;?172) (1595?70) (2. 0332 00) ]
40 5HH 15 é;iig (ﬂi%@ <2,0§;?Z.00> )

10 HA 15 (gg?g) (ﬁiéw (2.03;?Z.OO> (1::?)

SEMEYfE (ZEENEREN)
T 2) B G-MHkE (24 REfE) T oo M PSR EE T A
7 3) FRfiE (ibH)

2) BEEEMBNREMEN

77 AR KRR T EEMREGERIC 35T 2 REE S B REARAT OFE R, IBIMRE At =) e E
BFEN 40mg 2 1 B 1 FIKERO#RE (Rt 2 PR L L X0 AUCs OHEEE
1X, SME R O & TR 26% @I CTd o 7203, Coax ICBAE 72T A o 72 WD, fi
FERR & [RERICEEE TH X X T 7 (/L 20mg BV X 40mg Z #5- L7 & & D AUC LR Cpay D
MM, BEHEICHH U ENEE K Ko7z, [IVIL 1. (2) 1) KE#RE ] OEESR] £
oo BET 74N ERB U Z ARG T DL, 25T 7 4 VORBEBENET L,
[TVIL 1. (4)2) BFRZE DD DHES ]
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3 1) AR &N 40mg TH 5,
VE 4) B R it v 1 E i R 389 5], H AN ARG 22 il A& e,

PBO IR & M ESE BTN & 27 7 4 L 20mg BV KN 40mg & 1 B 1 [EIRER G L L &0
iR i B D HEE B

P 5 B HTT 4 NVOMGEEER [AUCs (g« h/L)*Y]

(mg) B X T T 4 VHRE S B HTT 4 AR H S
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)

HFffl (10-90 73—& v % A L)
T 5) BRI T 2 B H-bRE (24 BERE)  C oo R SR IR T A

3) £YFHRFEHER

VAR 24 4 2 1 29 AATIRERASE 0229 55 10 SRR G5B 1 SR A it R R A B R @ N [ 12
FEBEIE G D ER RSV A R T A L RO—HBIEIZ OV T 12K & Ff,

BH 5T 4 VEE20mAD TH54K) &7 R LB bE20mg% 7 1m A4 —"—jkIc L b £hEhl
B (ZBX 77 408 LT20mg) BEREAANS FIZ/K150mL & & b ICHER PR O# S LT
LC-MS/MSIEIZ THUSE P RA IR E A E L, D73 EE T A —4 (AUC, Cp)
(2D T90%ME #H X B THEGHIRMT 24T o 7o/ . 1og (0. 9792) ~1og (1. 0960) & T
log (1. 0485) ~1og(1.1878) TH 1 | log(0.80) ~log (1. 25) DFFANTH D Z &b, A
DY FH RIS HER S =12,

HENT A—H BENRT A—H
AUCO*?Z Cmax Tmax T 1/2
(ng * hr/mL) (ng/mL) (hr) (hr)

BT T 4 VEE

7827.27%2943. 1 359.87+74. 14 2.52=*1.12 16.2%6.0
20mgAD 54K

7 R Vi EE20mg | 7566. 62901, 4 324.04+73.59 3.56=*2. 33 16.9%6.7

(Mean=S.D., n=27)

(ng/mL)
450

400 —@— AHS5T74 L EE20mgADl Fik
-0 FRLILHEE20mg

Mean*5D., n=27

g 8 8 8 8

i B

100 )
50 H“ﬁmﬁm
. | P
0 1 1 I i
0 12 24 36 48 60 72
BEHOB(h)
MAER & 55 7 ¢ VIR
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M 3EPE A TNTAUC, ConxFD/3T A —2 1%, HBRE OB, (R OTRIR AL - FFHSE O
RERSRMIC L > TRRDWREMEDN S 5,

(3)this:
DR L

(4)BE - HRAEOEE
1) BEOEE
TEEERR N 1B & 25 7 4 VAOmg Z B4 (BRENI ) XIXZSJERFICHEIRR DG LTz & x|
AUC-oo S UCoa BIC B HERUC L 2 BIIRD bNe otz o, Tl TRG IS & 22 ERE
WG TRBETH-72Y GMNEAT—%) |

2)tRENEE
O hary—u
fEEERLA 12 B2 R 2 — L 400mg (1 B 1 [RIFRO#&E, EWNERRERE) X 5T77 ¢
SV 20mg FUEPEAB G LImL &, X T T 40D ACo oL TR Coa 12, LTI 312% L T}
22 L= GMEANT —4),
fEEERLA 11 Blic 7 b= —)1 200mg (1 H 1 [RIFRO#E) &2 X7 4L 10mg *V %
DFAEE LIz &, XX T 7 400D AUCo o KN Cax ITZFIVEFL 107% S OY 15%H N L 7= 2
HNEANTFT—%), [VIL7. FEMET ] OEEMH]
@V hFen
fEER A 16 112U FFEJL 500mg ik 600mg (1 H 2[8]) & &% X% 7 ¢/ 20mg *V &
ABH Lzl & ZHT T 4 VD Coax 13 30%IK T L7223, AUCo ol 32%85 M L7219 (S1EH
ANT—4),
fERERLA 8 BIlC Y R E/L200mg (1 H 2[8]) XX T 7 )b 20mg FV &S Liz &
L HHTT 4 IVD Conx IZFRIFRE T o 723, AUCo ool d 124%8M L 72 1 (FMELANT — %),
[IVIL 7. FREAEH) oHES ]
@Rt
fEEERLN 15 BN X X477 4L 40mg (1 B 1[A]) KROVWREL > 126mg (1 H 2[E]) % 10
AMOFRAEG Lz, &5 1 HEIZB T 24477 400 AUC KX Cux (XX X T 7 4 )V
FEM G OME [FRRE TH 7208, #5100 HRICBIT DX X T 7 4 LD AUC KT Coag
XX ET 7 4V EEMBEGREOMEE ERXTERER 41.5% K% O 26.6%1K F L 7=,
[IVIL 1. (2) 2) REEFASEBIRERENT ) DIEBIR] —F, Z X T 74 VMR DR ELZ2 0D
AUC B TR Coan (2T B EBIIRO SN2 -T2 10 WEAT—#), [IVIL 7. M A
DIHEZR]
O= &V v%
BEEERR N 20 BllC Y =320 0.25mg & 1 B 1 [IRER QRGO EFIREET, 2457
4V 40mg &2 1 H 1 [ 10 HRIXKEROEG LIERER, #4774 00860 TF 00
AUC, Coax L QX Coin (KT 2 A B2 B IR SN o 72 1Y WNEAT— ),
® o WA
(1) FxHrv
BEERR A 18 Bl N34 2 L 8mg & SRR A G- R D EFIRAE T, & ¥ T 7 1 /1 20mg
15 -



EURZHERROKE L & & SN OIUHES K QYRR L E oKk K FTREIZEE
9. 81mmHg K OF 5. 33mmHg, ENAL O UGHE I e OEER ML= O K FTRREIZZENZEN
3. 64mmHg & " 2. 78mmHg Tdh - 7= 920 (HEAT—H),

BEFERA 45 BN R4 v (dmg £THHYE) & X477 4L bmg ™ V% 1 A 1[EIK
RO LzL &, FRhY v romER FTERICHEBA 2Bz, ZORBRICE
WTC, AP OTER Z D MEZICET 2R EFEER A LN D CMEAT —4),
(IVIL 7. #HAEAE ) DS HE]
QX LrAT LY
BEFERRA 18 fllc # L Zm 2 0. 4mg Z SRR ARG R OEFIRET, 2477 11
10mg X% 20mg VA& H[E e G- U7z & & ST O UGHE I K OMIRaRI L 00 fe KR P Bl X
ZIZER 2. 3mmHg &N 2. 2mmHg, B O ULHE 1 K OEBEH £ D K TR &I £ 2
AU 3. 2mmlg J QY 3. Ommig TH V. BB R IME~OFETZRD Hhieno7z 19 (4
EAT—%),
fREERR A 39 BC X A AT 0.4mg E X X T 7 40 5mg PV % 1 B 1 [BIERE 0BG
Lizb &, AL RME~OREBITRO N2 oT2 2 GMEAT—4),
@®F% D BEAE SR
TEFER N 26 BIZRE OBHTSE (mF =LA N T VA —/10.03mg L NLAR LT A kL
SV 0. 16mg BABIA]) & X 4T 7 4V 40mg & 21 HMPFAE L LoRER, =F =1 X k
TIVF =D AUC LR Coax 1, FROBHEIE L 7T B AR Z PG Lo &L EDfE & T
ZIEN 26% K N TONEIM LT, # X T 7 4 MFHEGREE 7 T2 RO GRFC LR /
VAN LD SRR EICHEHFIICH B R ZTRO bz ® NEAT — %),
D% DD FEH
h#l (=HFo o, FIBEEAH) IT7Va—ARnZE 57 11 (10 Xid 20mg V) 1T
FIETHBIZOWTHRFT LIZRER, = F V0 fIBEAFIUIT va— kb4 4
T 7 4 VORISR T D LR EEITRO Dot £, XX T 7 4 (10
X 20mg V) BMA] (REVTA, TAET 4V, LT U UKRRT AU EY)
XAXT N T = AT TRBEICOWTHRFT LTERER, X 774 ML DIX Y T A,
FEAT4 VL, ULTF Uy, TP LT L a— Loyl x4 580 5 h
IR DN o 2 (SMEAT —4),
D) AR EIL 40mg TH D,

2. EYRERINSA—S
(1) BBITAE

LR L

(2) U FE TEH
BRI L

(B)HEEETEH
0.0472+0.0129(h™") (fEEEER A S 7-. Mo HEHRR OB S, Mean®S.D., n=27)

-16-



()P U753 UR
BRI L

(5) R mEHE
EERR L

(6)ZF Dk
BRI L

3. BEE (REal—va>) @i
(1) R4 7535
LR L

(2)/85 A — S EBER
LR L

4. RIR
TVIL 1. (4) &BF - DFHEOZE] OHBM

5. %%
(1) mi&—Ax BP9 @Bt
LR L

(2) E—RR IR P BB
MR L

(3

~

LA~ DRITHE
MR L

(4) BEEA~DBITHE
MR L

(5) ZDith DB~ DBITHE
MM ER L

(6) MIREAHEEE

B KX T T 4 VOIMGEEAREEHRIL 4% (invitro, EHLENTE) THY P, BT VT I VK
o BRMEHEER SRR D %,

-17-



6. fXH
(1) BB B UM IR BR
fERERA 6 BT MC-H X T 7 4/ 100mg TV & HERR G Lz & & i Ric sy 7
T ANKREACE R A F VT a— 77 a B ERNGED Siiz, miEh o 2 F b5
T URIZ A F AT a— VTN T a A ERD 10K Th -7 % GFEAT—%),
7 1) AR &I 40mg TH D,

(2)RBICEAE5T HBE CYPZE) OHFE FE5ER
AANIFIZCYPAMIZ K W R a5, (IVIL 7. A AAVER | DIESMH)

(3) HEEENROERRUZOHA
LR L

(4) RBPOFEOERREIL, LS
AR L

7. Het
TEEERR A 6 Bl 1C-2 #F 7 4L 100mg VA HREIRR OGS L & &0, #51% 312 R E To
T BRERII R I T HEAFE R 60. 5%, JRH 36. 1% CThH o 7=, EEHIIZTICATF AL T a—VIK, DT
T — UK, JRPIITEICATF AT a— AT A7 a BRI T a— VT s a g s
EARRD BN P GMEAT—4) |
1) KRBT 40mg TH B,

8. FIURKR—E2—IZEAT B1EH
mMERR L

9. BNZHFIZLBHBRESR
[VIL. 10. i &8 5| OESMR

10. BEDERZEHITHEE
(1) BEEEE

1) BE RO EER EERE
GEEERR N 12/, SRR RS (Cler=51~80mL/min) 8fi], WASEEREEERE (CLer=31
~50mL/min) 8BINZ X # T 7 4 L 5mg e N 10mg™) Z HEIFE O£ 5 L7z & & | AUCo oo 2 UNCrax
ITAEFERR A O Z N ZHI100% K 20~30%H# 0 L7200 UhEAT—%) . [ [V.4HER
OHSRICEET 275 . (VL 6. (2) BsREmE SR OEBHE]

2) MHHEHT 2 521 TV D KRR
MEENT 252 T D KA 2EBE16HIZ X X F 7 4 /Lbmg, 10mg M OR20mg™™ % Hi[al#k
A5 L7z & & AUCy oo 2 OCra THIERE A D F N2 30KI109% K DM 1% 0 L 720 (SMEAT
—%) . [ IVIL6. (2)FHREMREEEE) OHSMH]

D) AGRH &1340mg TH 5,

-18.



(2) FFHRelEERE
TERERR A 8 il J ONITRE R 25 BIEOIC X 25 7 b 10mg BV 2 AR O3 5 Li- b x| i
friEE LA (Child-Pugh class A) & HEEEAFIEE B (Child-Pugh class B) @ AUCy«(dft
RN S ZIERECTH 729 FREAT—4),
FE 1) AR R 40mg Th D,
T 6) BMUHREE (R 3ER0 7o BE) . n=8 R EFEE (Child-Pugh class A), n=8:
S5 PR R (Child-Pugh class B). n=8: EEAFREE (Child-Pugh class C), n=1

(3) =l E
fEEE St 12 1] (65~78 1%) M OMEREATAEE 12 ] (19~455%) IZX¥ X T 7 (/L 10mg "V %
HER OGS L7z L X G EMEIHE & EFH L TIREFRR CTH o722, @l O AUC) /34
FE AR 25% R T o 72 %% (SAEAT—%), [ VL 6. (8) i) DHESM]
A R OEEE L H X T 7 4 10mg BV B HER G LT L S OMMEh 2 25 7 4 VRE LY
B L7 EE T A — &

AUCo-oo Chax Tax Tise

! (1 g-h/L) (ng/L) (h) 7 (h)

e 4881 196 2.00 21.6
s . (31.7) (26.9) (1. 00~4. 00) (39. 0)
. 3896 183 2.50 16.9
o 2 (42. 6) (25.5) (1. 00~6. 00) (29.1)

SEYE (ZEEERE)
1) AGEH &I 40mg TH D,
7)) hRfiE (REDH)

. Zoft
R L

-19.



VI ¥£% (EALOIESF) 1Y SHEHE

[

ENBELEZTDER

—_

Z25

AF EHEFIRIT—BEER (NO) #t5H (Zt0J Uty >y, BEET )L, HEiEAYY
IWER, Za50 0% EoHRAICIYREFRMNERL. BEICIEZTRIES L
AHHDT., REFREOHTIC, HEFIXIT—BIEER (NO) #HE5HAKRESATVENI &
ZHofER L. FEBRSHPRUVEBRERICEVTHHEAIXIE—BIEER (N0) #HE5EHHRES
SNBVES+TEET S & (2.2, 10.1 58]

=2 L. MBAREMESmEEDEBRICE VDT BRIEZERRAREZEARFOHAAELLE
SN BBEE. RRKICTIRICTESZERESRICHE LT, MBARIENM S MEZED A
RICTD LGB ERBRZR/ROEMDL & T, BEICRET S &,

2. EZANBREZTNDER

2. B (ROBHICIFESLEWI L)

2.1 BAHI DR 6t UISBUE DRETERE D & %

2.2 IR UT— R LEESR (NO) G4 (= b7 Uk > HifEEET L, MlRA Y VL E R,
=aZrUNVE) eRETOBEE [1., 10.1 3]

2.3 AT T =Ry 7 T —8 (sGC) WAl (VAT 7T b)) a&GhofdE [10.1 8]

2 A HEOBEEDH HEE [9.2.1 2]

2.5 HEDHFEED S L EE [9.3.1 ]

2.6 7 b7 v —1P450 304 (CYP3A4) ZBR< PHET 23K (f T2ty —, U M FEALGH
REl, THEFFEL, A VT ENL, RV T 4B R e ZF EAEERAL
sy 2Ry, TTIFLEN, abt v REy MK, = FLLEL, B F
=7, vt r7rN=T YhF=T) EEREROBEE [10.1 B8]

2.TCYP3AM 3R <FHETLHAl (V7 7oy, Z==h v, IANATEEL, 7= /50
v —) RIS oEBE [10.1 2]

3. MEEXIIFRICBEET HFTE LT DEH
(V. 2. BRI R BE T 2R 22752 L,

4. BZERUVH=EICEET 5ETEEZTDEH
(V.4 HEROHEICET2HE] 223752 L,

5. ERELGERIRE L ETDER

8. EELEAXMIEE

8.1 4 KLl Lo Ehi OIER I IHH b (6 WMERLL B 20 420k 9 #hik) 2344 EIC T
S ENUTHAE SN TV D, FREEEIRISKTT D MLE 2 3 LT Th 7 & R OB G U
FIEBERE A2 K FEICHR72 5 Z LW B D DT BN 4 RELL ERET 2 BN A D 256
EOICEMOBK 2% 5 X )87 52 L,

8. 2 lEARBRICH VT, HEWVLEBEEENRO LN TWHDOT, mTfEE, HEIHEOERSE
B % D B 2 B E T ABRCITIERE S5 2 &y

-20-



8. 3 AAHE 5441 AU AR T UL AWM N8R B b b= AT, R IR M
EOREEZITL L) BEHEETSHZ L, [15.1.2 3]

8. 4 A 51 AWANENIE T SUAZE RIS (H180 . wE VRS 2L 855) Bbbb
NEBAIE, HOPCFAMEMENBREZI L L5, BECHEETHZ L, [16.1.4
B

6. HENERZAT VBAEICHT HIE
(1) BHHE - BEEFOHLEE

9.1 &6HE - BMEEZEOHHEE

9.1.1 INIEE - BN MOBEENRIA 6 » ALURICHDIESE
IO DRBREFITEIT D REMN L OE TN L TR0,

9.1.2 2 FO—)LAERDOAERR, EME (MF<90/50mmHg) XIXa > rO—ILAROSM
[ (ZEEFIMME>170/100mmHg) D H B EHE
NG DEREITET B LREMN L OHE TN L TR0,

9.1.3 HEEREUERSE
ARV AT T —F (PDE) OEARHIIEE 2R IEFNDEGEO b b,

9.1.4 REOEELRK (EH. REDRHMIL. Peyronie mE) OHLEH
ARANIOFEBMERIC L VAR, ZOMBBREITRAZG EEZTHEERD S,

9.1.5 BEMBEDRRL LY EBLIAEE (BKRFNEKEEN, 2REEHE. aOFEE) O
HhoEE

9.1.6 HIMMHEERILHIELEEZEOHLEE
in vitroi R TC=hrua 7Ly R MU A (NO 54 o/ MrEEEBNHIVEH 4 5@
T5 2 ERRD LTV D, MR ESITE LR O & 5 B 13T 5 etk i3k
DA PQAVAIAR

9.1.7 FEARFAEMKEZHF T HEH
AFN G LN EREE L, il EIRRAIT, MsiRPAZENR B2/ T 2850
DERORREE & L BAL S D8BTS 5, MiEFRAEEREBZ AT 2 BEICTH
DA M OV B EIIESL LTV 7R,

9.1.8 EREMEERHRAE, AREL. BRBEETICHESIBEONECRH#NELNTEZSE
THEE
fl> PDES BHEAI & RIARIC . AFNTMAENLRIEN 2 A7 2 72 O— M OB EE O M £ T
B bONDLGENRH D,

9.1.9 HMDBEKREAF (E4 Y K #HREFOERERE. RlU/MrEL, BEHEBERERIC
O M/MRIERERE . BEEBREL 2HILEE
M OEREREE BTN H 5, [10.2 2]

(2) BHREEEERE
9.2 BHrEIEERSE
9.2.1 EENEBREESE

BELRWZ L, RAOMAETREN EH L, 7B D 27 V) 7 7 0 ADOEIL
FaInv, £2, ZHOBRFIIERRBR TR SN TS, [2.4, 16.6.1(2) &
H]
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9.2.2 BEXIIHEENEREEER
AFHN O M h i EE AN B 79 % lhE

£

MR H 5, [7.1,

16.6.1(1) =]

(3)FFHRelEE R E

9.3 Mi¥relEERE
9.3.1 EEDOIEETERSE

BHLnZ b, 2o OBFITRRRER ClIkRst ShTunsg, [2.5 BE]
(4)KETEREZEH T HF
RESIN TN
(5)1tt&
9.5 1%

WA SATAEIR LT % TREPE D & % PRI
NOGEIZOHRRGTH I L,

(TG EOARRIEDRfERIE A R % & &

(6)=FL1m

9.6 RFLIF

R EOARMER ORARBOARMEZ BB L, RILOMKGSUT T L2 RET 5 2 &,

(7)IMNRF
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N kuXT%& L 7= Bg AR %ﬁi;@ﬁmbfl/\fcﬁb\
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7. MHEEHR
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RN - HEE T T

PR - fERRIA T

sGC I A
UALTT R (TF brRR)
[2.3 5]

DEAIC XY . mERT z i
BTN H D,

PERIZ LD | MAEN cGMP 2
FEMHEI L, &2
M 72 8% RIETHBE
N5,

CYP3A4 % 5 < PHFE 3 2 FEHAl
A hFaFS—n (£ )Y
—/L)
UM FeraaRA (-1
T.AVEZ AFrE Y R)
THEFFEL(LATHZ YY)
A PFEN (7Y FINRY)
LT 4 FEL(EFTES )
PEFENL ([ ET—P)
ENFENVERRAF (7)Y
2B TLTVar vy s R)
77V A~y (7T
A, 77UT v R)
TIZ77LEN (TTEw )
aEVAK y MEARAFN (A
ZYENR, FrRAY, 7
Lyatry s R)
T RLILEIL (Y a—N)
vVF=T (PHT47T)
nF7rA=T (ST )
IHF=T (Y IAY)
[2.6, 16.7.1, 16.7.2 ZM]

8\ CYP3AM BLEIER 26
A7 hary— 0 (400mg/
H o &aF, BRI
oIk, KA
(20mg) @ AUC KN Cpax D3
312% M T 22%88 N4 % & D
WENRHD W, =, U b
F v (200mg/1 H 2 [FE[#5-)
EDOBFRICE Y. KA
(20mg) @ AUC 723 124%H50
TDHEORENHD Y,

CYP3Ad Z# < PHEFET L Z &
WLV VT T ANEE
(I UL AA O i
ERERTLIBEZENDRH
Do Fio, ERAER TR
AT D,

CYP3A4 % i < 53 5 HEA
V77 (V77P0)
Tz b (T LETT
v Xy h—L)

IR (T h—
JL)
Tz /)N VER—)L (T

IN—)L)
[2.7 ]

V77 (600mg/H)
EOBFRICE Y. KK
(10mg) @ AUC TR Cpax D3 F
ALEH 88% K TN 46%fE -5
EOHENRDHD P,

CYP3A4 I L7 VT T
VADEEINZ £ ARH O 1.
EHRREMNMET L, AFO
ZHENRIFT D BENNH
Do
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(2)HREE L T DER

10.2 BHREE (BFRISEET S L)

FAN 4 55

ERAER - FRIE ik

BEFF - fapRIA+

CYP3A4 % [H. 34 2 HFHl

AFN D AUC Fo TN ooy 23N

CYP3A4 fHEIZ LB 7 VT Z

RAT T LI e HEENDRDH D, v ADWA,

CILFTE L

=) B Q= R G4

TaF S —

RT3

T —T T N— T 2 — R

CYP3A4 Z5hi84 2 5 AFND AUC KON Coax DM FF | CYP3M FHEICL D7 VT T

LHERENDD D, > A DN,

R Z
[16.7.3 ]

A% (126mg/1 A 2 [H]
¥hE) Lo 10 HEPEHIC X
V. AHKl (40mg) o 10 HH
WZE 1T % AUC L TR Coax 23] H
LT ENZEN 41.5% Kk
W 26. 6%1IK T2 & OHE
Nbsn ", KANZKDHRE
VB D AUC KO Coan kS
LB IR LN o Tz,

CYP3A4 FHE |2 LAV VT 5
v ADHEINT K AH o 1.
EREE DMK T4 5,

o 5]
Ry
T
[16.7.5(1) =H]

R (8mg) & AHI
(20mg) OPFHIZE D | T
A I 30 1fn e OVIE B 3 1.
JEITHRRZENZEI 9. 81mmHg
K OV5. 33mmHlg FRET 5 & D
WERHD 9, £, ol
Wl & o OF TR O IE
WS mER T2k L7
EOWMENRD D,

e A
TAaIE
A N Foua—)L
T~ 77N
T

TUUFT v NRRK
Al (HAI T 24D &
A (20mg) OPFHICE D,
B EATE) T IHE ] i K O
PEREMAIME (X Kk E N h
SmmHg } % 4mmHg TR 2 &
DRENRDH D 2,

TNy F R

jd = Avall) BV%

OFRNC &0 B R 25 98
TLEBTNURD D,

AAN LA E SRR K 5
BEIEAER 2 A 5720, O
NS &0 B 2 ¥ 58 4
LRENND D,

NO A1 U 7= 1 & st /E %
BT A2B8F01H 5,
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PTP GLAEDIEHNL PTP > — R bRV H L TIRAT 2 L5 FET 5 2 &, PTP o — MDA
IZRY | WS MARERMEA~TIA L, BIZIEEAE B 2 L CTHRRIAR E O EE R G OF
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IZOWT, ZXS5 T L. MTh. ARBENG LTV ELIEZREE. b0
R D AEA B S A 0 B BB T 5 0 &9 A HEET S = &if%@w

15. 1.2 3EHI & ORFERITI S0 TIEARWA, SEICEOT B 2mEA & L CHH

SENTHXT 7 4 V% E T PDES EAB 5412, FAUTHINE TR L DR &
720 5 2 BRI AERTEE MAEGAERAE (NAION) ORBNHE S TWD ¥, Zhb
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HU Z 7038 2 BI0R 5 2 ERHMESATWS 9, [8.3. 11.2 BM]

15.1. 3 34| & O B BUAITH 5 22 Gl 2e s A EIC 33U CAHI A 41 PDES FREFIE 51217 .
FhUC, EEREORBNHE ST\ 00,
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1. SIAHE
1) Fa— VU X7 ¢ ARG HNEE : # 7T 7 ¢ LEE 20mgAD TA AR InidaAER
2) Fa—U U AT ¢ ARKSHE HNEEL: 2 4T 7 ¢ VEE 20mgAD [ 4k MEmAEZe e A
B
3) Fa—U VAT o AR SH HNEE : # 2T 7 ¢ LEE 20mgAD A AR 5 HIFAER
4) bR A iR B (SIS T D S MAERRER (77 KoL 8E © 2009 45 10 A 16 HA&AGR, H
PEEEMEE 2.7.3.2, 2.7.3.6, 2.7.6.3.1)
5) filiEh R il i E R IS B AR IAERRER (77 R /L8 2009 4 10 H 16 HA&GR, H
FEERMEEL 2. 7.6. 3. 3)
6) Sawamura F, et al.:Eur. Heart J. 2008; 29 (Suppl 1) : 561
7) VEFRERE (7 RI V88 £ 2009 4E 10 A 16 HARE, HFEEEMYZE 2.6.1)
8) Saenz de Tejada I, et al.:Int J Impot Res. 2002; 14 (Suppl 4) : S20
9) EREER AIZIIT D EH SRR ERE (¥ 2T 7 4L 20mg) (27 U A&E : 2007 47 A 31
AR, HFEEEME 2.7.2.2.2. 1. 2)
10) HERERRAICIIT 2 R SR ERE (¥ % F 7 4V 40mg) (77 RV 8E © 2009 4 10
J1 16 A7KRE. HREERMIZE 2.7.2.2.2. 1)
1 1) IHEMIRMENG & ERE A 2 d T 2 REEFE BT (7 R v 88 2009 48 10 H 16 H
R, HEEEMERE 2.7.2.2.2.5, 2.7.2.3.1.2)
12) Fa—UrU A7 ¢ AR NG . 2 X T 7 ¢ VEE 20mgAD TR AW~ [R5k
AR
13) AFEORE (7 FIIVHEE : 20094 10 A 16 HAR, HeEEEMERE 2.7.6.2.1)
14) UMFEAKRDT haFy—eOFEYHEMER (7 U A5 : 2007 457 H 31 H&KGE,
FHEEMYEE 2.7.2.2.2.3.2)
15) V77 B ROV baty— L OFEYHAEM (7 U A§£:2007 427 A 31 HKGR.,
HE RS 2.7.2.2.2.3. 1)
16) UbrFEntoEWHAEEMR (7 U A6 2007 45 7 A 31 HKR., Hif & eI
2.7.2.2.2.3.3)
17) Aer 2o EOFEYMAENEM (7 R VAEE 2009 4 10 A 16 H&RR. a5 &Rt
2.7.2.2.2.3, 2.7.6.2.3)
18) VAR T v EOEWMEMEM (7 R VAEE 2009 4 10 A 16 H&R, M5 EEHgES
2.7.2.2.2.4)
19) Kloner RA, et al.:J Urol. 2004; 172 (5 Pt 1) : 1935-1940 (PMID:15540759)
20) olfEWHlE OEMMEMERDO (7 RV AEE £ 2009 4 10 A 16 HARR, HiEEEHMEE
2.7.2.2.2.4.2.2)
21) o« lfWrHl & OEMMHAEMERD (7 K3V BEE £ 2009 45 10 A 16 HARR, HiEEEHMEE
2.7.2.1.1.2.5.3, 2.7.6.2.9)
22) ZrATLLEOEMEEMEN (7 RIVHEE: 2009 45 10 A 16 HAER, HaEGEEHES
2.7.2.1.1.2.5.3, 2.7.6.2.8)
2 3) OB L OEMFHAAEA (7 RV BEE £ 2009 4E 10 A 16 HARR, HFSEEHEE

2.7.2.2.2.2, 2.7.2.2.2.4)
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24)

25)

26)

27)

28)

29)

30)

31)

32)

33)

34)

35)

36)
37)

38)
39)
40)
41)
42)
4 3)
4 4)
45)
46)
47)
48)
49)
50)

ONT 7 U ORWHENER (X477 40 10mg) (7 U A$E:2007 4£ 7 A 31 H &R,

S EEMYEE 2.7.2.2. 2. 3. 6)

ONT 7 )OI EANER (X 5T 7 41 20mg) (7 U AFE:2007 4E 7 H 31 HAR.

HIGE ML 2. 7. 2. 2. 2. 3. 6)

Tova—)v L OFEYF AN (2477 40 10mg) (7 U ZA§E : 2007 4 7 7 31 AKGE,

AR E 2.7.2.2.2.3.9, 2.7.2.2.2.4.7)

TV a— L DEMAR AR (Z 257 44 20mg) (37 U AE : 2007 4E 7 H 31 HEKR,

HEE B EE 2.7.2.2.2.3.9, 2.7.2.2.2.4.7)

il A o N He 2 ARSI & OFPFEAER (37 U A8E : 2007 42 7 J] 31 H/KRE. HFHE

BHEEE 2.7.2.2.2.3.8)

IEYTANEOEYMEER (7 U AEE 2007 £ 7 A 31 HKGR., HEEE MR
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TAT 4V EOFEMMEAER (7 U AEE 2007 45 7 A 31 HIKGR., HEEERHEE

2.7.2.2.2.3.7)

ThAu v EORYMEEEMR (7 U AEE 2007 4 7 A 31 HAGR., HiEERHEE
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EBEKEA (in vitro; 7 v b, A X KO Mg (7 U AEE 1 2007 4 7 7 31 HKRR,
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T A R A G- Re O SEENRE (A3 (77 U ABE - 2007 42 7 A 31 HAKGR, HFHEEHE
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T PR R A - Rr O SEEhRE (B (77 U A8« 2007 42 7 A 31 HKGR, HEEEEHH

202.7.2.2.2.1.3, 2.7.2.3.1.4)
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XI. 3Z&H

1. ELEHNETORTIRR
(1) AA & A —BIFNTAMNE TIHTLE STV,
(2) 2 X F77 o VBFIE LTL, FETHRITEESN TV D,

2. BB T AERXIEER
MTAHIZ BT 2 MAMER (A—2 N T U T %)
AIFNZBT DB FIRLOFFEDT a2 AT HBFICET 21ER 19,645 19. 6823007 DIH
DFLHEIFLL T D LBV THY, A=A T VT O L ITHR D,

BEE DT i AT 5 AT BT 2 VR

9.5 $E4
B SR L C 2 WTHERED 8 B A PEIC IRIAIE E AT AEHE S faleb % LI % & e &
NBBEICOHRET DL,

9.6 {23k

IR EORRIER ORFLRBOAIRMEZ B L. RILOMKGSUT T IR0 2 &,
ar|

F—=ARNT VT O :
An Australian categorisation of risk of drug use in pregnancy

2% PHOME

Bl (2026 4F 10 H BifE)

<A—ABMTFUTD5%E - An Australian categorisation of risk of drug use 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.
[Ad 36 L OMESR W REAF s D ME~ORE AR E 2RO TV D, ZOHKIT K 2 FHE
b MRRA~OERE - FENAEEAORESEENIBE S TRy, B e 7ot

FETIE, MBIRA~OREFEIENIEIN L7 &0 9 FERUIIR ST R, ]
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9957108 20mg AD [ | BRICHLOTDTR
“ A : BAERUHBICHLE T URCHAT IS5, EHERE
ZIRASNDT BAGICIERK L,
— , . ° BiE6HALAICRKER, BBmERULE
[ COBERRCEMT BOROMICBTSRALIEE ] 09 hO— L REORER. EhEERROEN 53
- ° QEHRE (REHVS F5USURE) 2EALTVS
COEREZ. HBIFERSNES) OBETT. i i il
255910 20 u Dm0, 53 o EEE (65mLL L)
man | | reasac. BN | °REDWECRIHHD
v ) | ZZe20 2020 o MRFMEIEAM, SRUBHE. COBRENHS
L A ° WMERBE EHILIERBNSS
SERER (BALIEROSZNNGNET) O

COREZMOT L) BHBTIIL. BBV VILER
ZIASUINBEOHEASE. HATEEEA.
BECMENMETTIEHNGIET,

BRE: 2. BRZ. ABTESEOBREN<ENC
BEINTLET. ERNFHSONIBE. EE

(3 3EA6H IC THEBES IEE Lo
ROBRBEOREERATEELA
0 BEICCHROMD TAMENH 12 CORB. HBECDHENLLOTY. BHICHROA
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