2024 4 5 HkiT (G 4 bR
A AE ARG S JE % 5 87259

EERAAEL—T4H—L

BAREERIEFESO 1 FEsiEE 2018 (2019 FEHM) (THEHL L TIERL

AL ARAERGE ISH S BERIE T & #l
(RRKRDIRTS—H 5 BEH)
WS EEE R

BEST4ILEE 2.5 mg ZATS AT ]
BES5ITLIVEE 5 mg ZATS A I

Tadalafil Tablets 2.5mg * 5mg ZA “SIOE”

vl AP IN=NN

/A o B K o | LTEERL R -EMEONLTZEICIVEATLZ L)

HHTT 4 VEE2.5mg ZA [ 4T
1EEHICH X T 7 4L LT 2.5mg &F
X H T T 4 VEEBbmg ZA 24T |
1Edic# #5700 LT bmg & f

Mg - #2257 ¢ (JAN)
E4 : Tadalafil (JAN)

WEAR | WERPTARFEHAH 20214 8H 16 H
B | EMANENEFEA B - 20214 12 A 10 H
A B |l 52 B0 454 A H :20214 12 A 10 A

Mmook - & B

&R 5 (F A ) - | BERoET - A R A
' -RESLL | E o AARFEKRASHE

EERIFHRIE S E OB

A AT SRRt R e

TEL 0120-321-372 FAX 075-321-9061
R BRI AR — L —
https://med.nippon-shinyaku.co.jp/

ATF 1% 2024 4F 5 HUGT OB AL SNIZIRASGE (BFIR30) OREBICESSUET L,
AT O HIE, MSATEOE N 5 b R SRS O R 1§ R R <~ — O TR L T<
EEVN,

M wvw & b ¥

oy

H




ERRA L Ca—T +— MRIAOTI X OBE  — AATRBCEAI S —

(2020 4 4 A %G
1. BRMA VF Ea—T 3 —LMEROERE

R EE G OREARNRERIEHR E LT, EEHEELRASGE G, WAE) 2355, ERBSG
CERT « JEFIENSE DO ERIEFE DY B W BTN RIS O B ISR ATER T BICIE, B seE
(ZRCH ST A AT A BICFERR IS RSB G50 o 0 | SR O RIS (LU . MR)
BEADIEROBNFERSERIC LV IFEREZHMTE L TETND, ZOBRICLEREREMEICATT 57
OOHBY AN LTERESA X a—T74—25 (BUF, IF &8T)  BFEE LT,

1988 A1 H ATRPe3EAlne (LLTF, BIREE) TN 2 /NEESN IF OGBS, TF idkkl, IF i
EHEARE L, £ D% 1998 2 BN 3 /NEE M, 2008 4, 2013 4212 HIWIEEHRIGHRER
SN IF e EHOUGET 21T > TE T,

IF FC#ZsH 2008 LI, IF (X PDF S0OE 7 —# & L TRk 2 Z L 3fHl & o7z, ZHUT K
V. IMCEOTERUGT N & - oA UG ORILT — # BN LTz IF 23t sns 2 & &
Rolz, BHRD IF %, E3EGEFRESR A (LU, PMDA) OERFHEIESERIRRON—

(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (ZTABHIN TV, HIFHETIX, 2009 LY
HEIEL O IF OFREBRFTT 28 E LT [ o X Ea—T7 3+ — it Z2RE L., % 0 IF 8NRA
SCEAMSET A EE G R E U CGEYINGER - ML T\ b,

2019 FFOWRA SCEFLHBEFHOAE T A, [TF FUfiEHE 2018) BAAKR I, 4 [EFHRAEIKLO

WRFEIE IR R EN BT 5 A R T4 ) \ZBET 2 HE RO, TOEHRERE LT,

2. 1FLix

IF (% NRASCESEOERZM5E L, B - AR OERNEFEE T L > THEEBICLEREI L O M,
O ODOER, WSFREIDO O OIER, FF O DOEH, EILLOFEIEM H O DOEH, 3
W72 BB 7 T DI b DIERENER SR AR 7 BRI O ESR G EFE L U<, BRESLHEEEE R E
L., SRANAREE 0O 72 01 4 3% 3R O BLE AR T2 ST IRFE I H#E o D A ZE T VER S OFRHE 2K HE L T 5 4
B EAERT B,

IF (ZREfd 2T A SR B RE L7z IF Rl YL L, — S0 BI4h & bR & AGR ORI N O
WA SN D, 7277 L, RERGEOMESIZ D5 & O R ORI H S 255 « FWr - 249~ X 31
HIXIF OFHEFHEE TR0, S0z 5 & BEERAEN GRS IF (X, FIAE B S 2355H - 4
Wr - BEARET 5 & & bio, BERMTEE T LD LN I RMEEFOZ L 2FHEE LT 5,

IF OfUIE 7 —F ZHAR L U, SEERECORARITIVAETIIRV,

3. IFOFAHZHZ->T

BEAEURD IF 1X, PMDA O RS F IR R O~ — VISR E STV 5,

BORASET TEHELA V2 Ea—T +—2MERDOFF &) 1TH-> TIF ZAERk - 28535723, IF OJFA
IS E 2 EIEBIGICARRE LTV A IEHRSC IF MR CRodE LR MERE IOV TSR3 O MR 2
DA EZE2—ICLOVFHEA OPNEERESE, IF OFAEZFEO D LENH D, o, FRSET S
A EOEESICET 2 FHEICE LT, IF BSGETEND £ TOMIE, RERM3ENRE 5U5TH
REP LN LT SGER., H D WITSFEOERMIFRIEM Y — B AT X 0 IEHEER S0 HT o L& &
B2, IF OFEFICH 7= > T, FFORA SCE% PMDA O 3K 5L EREIE MR R D~ — 2 TR T 5
VHENRH 5,

728, WIEM AL M OERO S DELEH SN TWD TV 5. REEGE) < IXI1. 2%&EH . [XIII.
%5 (BT 2 BZEIAGREZIT CORWMERNEEND 2 ENHY | TOTY FNZITHoEET
=ThD,

4. FIHCELTCOEER

IF # HEEBICBO TR T Z ENTERWERMERRE L UEH L QW2 &E 720, IF (X AR
DBFERZ T T, YiER O RGEGE U IIRGE B D ZENMER - #2425 EIRMEEEHA D70
DFMTERTH D & DAESIF N, foll - REUIZEIRS, EWFEITSE O WE ., AN O 2O
PR BT D IEAR O IR ACHGETFRIREEE T A R oA v, B a— R - 47 - 7777 0 25D
T % —EREZ T X5 2158700, BOEHFRIRMEEEIT A T A > Tk, RAGRIESCATE O RS 2B
T HIERIBAICHONT, BERMENERNEFEEDLORDIIS L TTH) ZETEL L0 snTE
V. MR Z&~DA A E2—HLO LGSR SICEY ., FAAEE LN IF ONBRE2RESELE G
DTHDH I EEFEI L TENRITIITR B, BEAEN L5 LN D EROBFEIRILEZ R L, £ O
BRIMEE R ERBGICRT DB 2R T2 2 LIFEAROARE THY | IF Z2FH L THE
R A EIMMEH D HDIZ L TV X0,



http://www.pmda.go.jp/PmdaSearch/iyakuSearch/

I. BEEICRd 55HA V. BRI 55HAE
1. BHBEORRE. ... 1 1. ZhEESIZh R . 8
2. B OWBRFFRE. oo 1 2. RREXIIMRICEET DR ... 8
3. WS ORBIFRRE. 1 3. HEROHE ... 8
4. W EMEACB LR & Rk 4. HELROHEICEET TR ... 8
5. FKERSME KOV « A Lol PREFIE 2 5 |70 - 9
6. RMP OMEZE ... 2
VI. FEEhFEHIC BT A H
0. AWICEd %HEA 1. FRELICEED B LG U LAt
1o R4 o 3 25
2. A 3 2. HEER ... 25
3. AT RMER. 3
4. HFARKROG R oo 3 VIL 3Bl 2 HHE
5. fb¥4 (&ik) SUIARE.......... 3 1. MAREOHER ... 32
6. W4, M4, Ke, LEEs...... 3 2. FWEETRIN ST A—H o 40
3. BEM (Rl —3) fir.. 40
1. ﬁ%ﬁﬂ’%féﬁa A R .o 40
W EEREONER . 4 ST 1 41
2. A OBTEEMETIC féﬁmﬁ4 6. R ... 42
3. ARG OfERRERE, ERE. L 4 7R 43
8. NIUVAR—F—IZHTHIEH.... 43
V. ®ANCET 5HEHE 9. BITFICLDBBREF ... 43
1o A 5 10. BFEOEREATLHHEE ..., 43
2. BFIOMMBL. ..o 5 1. ZOfth .o 46
3. IR O OB & ... 6
4. Tl 6 VI etk (A EorES) MY+ 5HEE
5. BATHRREMOH DHHEY . ... ... 6 1. BEAREZOHMB ... 47
6. WHORMEGEMTICBITLLEM. ... 6 2. BENREZOHB ... 47
7. HRHEN ARG DORZEME. o 6 3. WEESUINRIC B D R & £ DB
8. Al OELAZ WELFEMEIL) T 48
9. WEHIME. L 7 4. AEROHEICEET 21ER & 20N
10, Few-nddE oo T 48
1. Bt s 28, ... 7 5. HEREAWERE L TOHEB .. ... 48
120 ZOM. ..o 7 6. FEOEREZATLHEEICHTHIEER
................................ 49



8. BIWEH. ... 53
9. ERRMARBICKITTRE. ..., 57
10, WERG. ... 57
1. WHEOERE. ... 57
12, ZOMOEE. ... 57
IX. FEERREERIZBT 25 HE
1. EEEBR. ... 60
2. mERBR. .. 61
X. HHRFEHEICET SHE
T BRIy 64
2. AR . 64
3. EEREETCONTE. ... 64
4. B EOER. ... 64
5. BEMITEM. ... 64
6. [Al—Rsy - RN ... 64
7. EBSHAESEAR . 64
8. BUEIRFEAGREH A K OERE S, KA

FEHEVEAEA B, GEBAMAEA A ... 64
. RESUF B, HER OHEE T B
MEDOFEH B R OZEDONE

10. FFEAME, B RAREHN B LT

DB o 65
11, FEEAEMIRM. ... 65
12. HBEGIMHEIRICEAT 5 H. ........ 65
13, HFHa— R, 65
4. RS EoEE. oo 65

XI. ik

1. BUBSTHR. ... 66
2. TOMDOBEWR. ... 67

XI. ZE%E

1. FRAETOREIRD ... 68

2. WM HRRARSRE® ..., 71
NI 5%

1. Al - IRFESHRICES U CERAR I 21T 5

B> TOBERE®R. ............ 72

2. TOMOBEEE ... 72



W& FEZ

W& FE W& FEN 2
ANCOVA Analysis of Covariance (357H#%%3#T)
BII BPH Impact Index (RiSZIRIERIERZER =277)
CCDS Company Core Data Sheet ({E¥FET—% v — 1)
CGI-I Clinician Global Impression of Improvement (S Z351) 5 ERli O 2ARAIFEIS)
cGMP Cyclic guanosine monophosphate (BRIK7 7/ 01 U fR)
FAS Full Analysis Set (e RO G4EH)
IPSS International prostate symptom score ([EIFESRINZARAEIR A = 77)

Last observation Carried Forward (5% D7 —2 BNRBIOHEIE, EATO KRBT

HOCK W% OT — % TIRAT 5 51K)
m IPSS Modified version of the International prostate symptom score
MMRM Mixed-Effect Model Repeated Measure (# Y i UHIEMEIZEET 2R ERET L)
OABSS Overactive Bladder Symptom Score (it Bz b kB FH 22)
OLE Open label extension (FEE k)
PDE5 Phosphodiesterase Type5 ((RAKRY T AT Z—F -4 A7 5)
PGI-I Patient Global Impression of Improvement (CZ#E|ZI51T 5 EBE OEMRAIRIE)
PSA Prostate Specific Antigen (B3 RFFEHUR)
PVR Postvoid Residual Volume (F%/R &)




I

1.

. RED

. BIEICEY 51RE

R DRE

BHETT4ME A—TA4V VLo TR ENTZERUARARY A7 F7—+F (PDE) 5
PHEER 2B T 5RO BERFNTH D, ZIVE TITENEE A TENESE ST EN RN = ) a5
HELTAREET 124 5 ETERIN, 114 »[E TR IN TV D, AIZIRAEKIE Cix, fEX
L7=RISEMRC & 0 REERHI R U CHEREE N A U 5 & & bIo, BEDL oM R I LE 5 mjkkEE
72 EIC K DR E O R, TEHIREERS BT 5 &bt Tnsd, PDES I, & T REE
DBARIC B DV TREDHER SN TEBY, #4457 (/L0 PDE5 [HE/EMIZ LY cGMP EEN I
F L. ZORER, MEMIEET 2 Z L1 X - T, T REHERCoMmi-CmEm &/ M 5,
F7o. JRIE. BINCHR, BEESEERO cGMP JEE ERIIRERPIA RN L, B0 R %2 dET 5
EEZEZBND, IHIT, DD OROHARIEEI O MSIER b ERIER O FEICTHFLG LTWD
EHEREIND, ZOXHIZPDES AEMTHL XX T 7 4 VT, Bl ERAMF L REEZHE TS
AN IRARRIE LS O HEIRBEF OGS & L THIfF S D, KIETIEL 2004 4, BKINTIE 2006 470>
5 RISLARNERAE SR 5 PERBEE 6 2 1R E U CBIRMNBtA S, #4774/ 5mg 1 H 1
[l G-REO B/ INE R 2R SN, 2T XD, 2011 £ 10 AIKET TEiER4e) (12
Iz VRIS ARAERIE D15 B OVER | Fe OF T AR 42 QN R SEIRAE AIE OB K OVELR | o3 i
DBIAGE S 7=, £72. 2012 4E 10 HIZEINT TR B I 1T 5 B AR IR KIE O #15 & OVE
R ZiERE L THER SN,

H R Tl 2008 4E2> 5 BAFE MBS S v, BINCARIEKIEIZ £ BERIEEEZH T 5 HARANE G LT ¥V
TNBEENGE LT 7 AR EHEMRLEERRBRICLIY, ¥ X T 7 00 bmg1 H 1 [RIEERF
DA CZEMEDRHERR ST, ZAUT LV 2013 FFITHGRHAFEZITV, 2014 4F 1 AT THT
SEMRAERIEIZAE © PERBES ) Z@iS & U CORR I N,

THRTZIZ 1,449 FIOME HRBGRERAE 2 920 L, FBEAERGE LT oofS. 20194 9 A 11 H3EA
HERIE 0911 5 4 ST, EEERREOMWE, AOMER OZ eV EOMEREICE T 21585 14
KFE2HFE 3 BEAMBNAETOWNTIICHREY LW & OFREER RE2157-,

2020 4= 4 A \CARK|OBITERFTEAGEN AARA —TF A U U —EXS1E0 5 B ARF RSt Ik
=i,

T TANEE2EmgZA 4] BXOX X T 7 4 VEEb mg ZA T4 =) 1%, AARK
RSN EER T L CWA YT 4 TEE 25 mg BLXOYILT 4 TS Smg DA —Y T XK -
v xx 1 w7 (Authorized Generic : AG) & L CHAERBERBEASHNOFHEEZZIT, A4 EK
RS RS & U CBIR 2 L, Pk 26 45 11 A 21 AR 1121 5§ 2 Fl2HES
&, AGRHEE ATV, 2021 4 8 HICHLEGEAGR A BfE L7,

BRI
1. BOZAERIEAE O PRIRFEF UGS & L TIIH T L% PDES BAEMEH 24 LT,

2. 1 H 1 HoOEET, EEFZBIERA =7 IPSS) h—# /L2 =7 IPSS JERIEIR A =77,
IPSS #JRAEIR X =7 J OV IPSS QOL 2 27 & 7' T AR~ THEICS#E L, (V. 5.
HRPR iR | DS M)

3. 1 IO LHEGIZE - T, SHREEOERSGEDRZHMFF L7, (V. 5. ERERT DOH
ZM)

4. BERREWEAE LT, BBUERHE S TnWD (VI 8. (1) EXRZRENWER & PR ©
HZ M)

. REBORF|FrIFHE

Brliop L



4. BIEFERAICEAL TRAMI NS

BIEFERICET 2E#. )

BEEARE S RS | @ 24 ML, BRE

RMP pils

BADOY X7 F/MEIEEI & L Filis

TR SN TS EH

I HEE T A R A 4

{5 b oD B8 T T B | AR OREM GEMENE) O—HEZEIZ DWW T
(CERK 26 4 4 H 17 ARIES 0417 5 4 &)
(IX. 148 EOREE] OESR)

5. RREXHERVRE - EALOFHIREER

(1)

(2)

AEREH
M LA

WRE - FHLEOHIBEIE
%24 L7

W S

k=]

6. RMP O#IZE
RN




I. &#MICEAY SHIEHE

1. BR5E4
(1) 4
BT TANEE2BmgZA A x| ZXT77 4 VEESmgZA [ 4 x|

(2) F4&
Tadalafil Tablets 2.5 mg ZA “SIOE”, Tadalafil Tablets 5 mg ZA “SIOE”

(8) ZFMDHAEXE
ez L

2. —fk4
(1) % (@EBE)
2257 4 (JAN)

(2) % (@4&%R)
Tadalafil (JAN)

(3) ATL
MEIRIER 2 Ff >R AR V= A7 7 —8 PDE5 fHEA] : -afil

3. BEARIFTRHERX

4. DFRARUODF=E
43F7 0 CoeeH19N304
sy 389.40

5. L8 (mfiE XFXE
(6R,12aR)-6-(1,3-benzodioxol-5-yl)-2-methyl-2,3,6,7,12,12a-
hexahydropyrazino[1',2":1,6]pyrido[3,4- blindole-1,4-dione (IUPAC)

6. BR%A. 4. BS.
o— N4 : IC351
L - LY450190
CAS %4637 75:171596-29-5

LEES

onj



M. BYRSICET HEE

1. YELFHEE
(1) 58 - K

HEOMEKETH S,
(2) BEMN
(25°C)
A4 ARRE (mg/mL) AR DR
CAFIANLFRT R >141 T
TERr=FU L 11.1 LRETITL W
X /J—/ (99.5) 1.5 Bz v
7K <0.001 1EE AT 720
(3) WiEH
Iﬂ?ﬁl‘l\ié‘fmu&)%ﬁblofgo
(4) ﬁﬂﬁ\ (ﬁjﬁ \ ~ /%II\\\ u\
il - 303~306°C

(5) BIREMBMEY
A L7

(6) NERH
2.89 (1-A 27 % ) —IKFR)

(7) Z0MDELTRIERE

FEFEYCHE © as80=81.29°, ases= —64.4° (1% A F /L A)LRF RIFIR. 20°0

2. ﬁﬂ&‘@%ﬁ“#?lbﬁéfﬁﬁ

. PRIFER
R oy ﬁﬁ ¥ (@A PR A7 1] (GES
. R . _ DE Az

RHIRATAR 30°C 60% RH WP (A D) 1 48 7 1 Bk 2
S 0 0 . AU =F L4

IR 40°C | 75% RH W AT (IRFIAD) 1 6 7 /1 Birg A 3
A= N

T%Sﬁ £t — i;i;/ AT VARG | 130 7 Ix-hr kR 4

1 FEAZEHREEER) =F L S AN, e—hr— L LTHL, FIZT7 VI T I3x—MLERIZA
. FEAl (U BFL) EANTRTAOZAL, 774 23— K7 AICAND,

2 AT UVLVARBRERINT 4 NVE—TEoT-,

WEEE R, e, %%%E\4%£&W BLTRO3A, B &

4 JETHE - PRR BERWE. TR,

w

3. BB, OMERRERE. TEE
fesBaERYE © (1) RAMEILA <2 MVRIEEIZ LD
(2) ks a~ 777 4 —12L 5,
E ks a~ 777 40—l 85,

—_ =

B =



V. &&IIZB§d HI1EHE

1. Hlf
(1) FfRzDXA|

7 4V ha— N

(2) HHEDOHEER VIR

e 4 HETT 4 NEE2.5 mg ZA [ 4= ZHETT7 4 NVEES mg ZA [ 4=
AR - FITE RIEHEAD T Vb a— E BHED 7 4V a— M
i
Him
s
E£ 59 8.7mm E£ 5 9.7mm
R BPR 9 5.4mm PR #9 6.0mm
Rl JEE ;49 3.5mm J£E ¢ 49 4.0mm
& 1 £ 0.13g & : £70.18g
(3) #HAla—F
HR5E4 BHTT 4 NVEE25 mg ZA V4T HHTT 4 NVEEB mg ZA [ 4=
WAl — K Z 5 Z
FOREML : BEFI, PTP 2 — b
(4) HEDYHE
M ERR L
(5) Zhith
%Y L7
2. HEIDOHERL
(1) sy GEERS) OERUVHMHE
HR5E4 EHTT 4 NVEE2S5 mg ZA T 4T HHTT 4 NVEED mg ZA [ 4=
BRRSY g #5457 4L LT 2.5mg 1§ #4277 4L LT bmg

HSEKRFY, L a—2 7 aRxH N
Aa—RAFrJUA BEREXFBEL
tro—R ATFTT VU~ TR T A,
FZU VNS RV A BB AR —
A, @BeFH . NI TETV, ST
feibdk, = _Efbgk, #Lo

AN

HSEKRFY, LR —R 7B AT A
g—XF ML BERF o lt
Na—A ATT VU~ T X TN, TU
VIVEREE T Y U A BT m A —R Bk
FE, NUTEFL, AN




(2) EREFDRE
A L7

(3) #&
A L7

3. RfIBEMBEOHRRUVEE
PSRN

4. Aff
FH L

5. BAT DAIBEIED &H 5D
B RE TR PIZERO DI AT N TREKICH R T2 b0 TH Y . WANLITHE S il 72y
FRAERITFRD B IR -o Tz,

6. WHDERBEHTICETLIREN
BETTANEE2B mg ZA TV F ) ROEZ X T T 4 NEEB mg ZA T F x| X, A—V T4 X
FePxx )y V7EERLTHLZENOEBEERLTHLIY LT 4 T 2.5 mg KO LT 47
BE5mg OF — X &G LTz,

YT 4 T HE 2.5mg, YT 1 7 §E bmg

) PRAFESRAF )
AR IR —_ o ” AT IR TRAFHIR 3
- 2.5mg §i 30C 65%RH - PTP t4& ! 36 # 1 HiFE
R
Rk 5mg $iE 25°C 60%RH - PTP g 1 36 % A N
o 2.5mg fE 40°C 75%RH — PTP &% 6 % 1] BRI
Pl
N
5mg $iE 40°C 75%RH — PTP g 1 6 » A RN
7 7 :
2.5mg ;%g% ‘ﬁ%ﬁ% ﬂ;z\//jf ¥ —L 2 | 35677 Ix-hr ik
b ¥ s
& 7 7 :
Eﬁ 5mg K + %g% ¢ %ﬁ% 5;;2\// 70/ ¥ —L 2 | 240 7 Ix-hr ik
B :
TR - o 0 _ vYr—b
o 2.5mg $E 40C 75%RH (B0 6 » A ik

1 RAUfke =, RV =FL o, R =Z7 oAb TF LU DO END 2O T I Rx— N7 4 VL ET
NI =T AETPTP 28315,

2 RYVZFLUT4NVLTHE,

3 WEmEA - MR ERYE. Bt &

7. AEERVBBEOREN.
F% L7



8. FlLDEEEIL WIBLEMZEIL)
M ER e L

9. AHMH
BETTANGE2B mg ZA TV F x| RO X T T A NEEB mg ZA T F x| X, A=YV T4 X
R D=3V 7EBEMTHLZENLEREFRMTHLY VT T 256 mg KOV LT 47
BE5mg OF —X & IH LTz,

¥k BRBEGRBRIEA HRRERE N RWEIC L0 R BRE1T 9,
WOR BRI 8% ETH T,

10. &&%E - 8%
(1) FENDELGES - O, SNEIRREESR - RICHT HFRK
RN

(2) A%
(ZHEZT T 4 NEE25mgZA T4 T))
100 & [10 & (PTP) x10]
(BT T 4 NEEBmgZA T2 4™ )
100 £ [10 # (PTP) x10]

(3) FHB=E
EA=RRANA

(4) BRBDOME
PTP: RV k=1 RYVxF L RU=7vftEft=FL o OD=E7I%—Fr T/ILI=
LAV

11. BERREINLIEME
Briz7a L

12. Z0fts
AR



V.

1.

3.

ARICET AEE

PRSI ES
RIS BRAEKIE (< S HEFRIES

- PEEXRIHRICEEY HFE

5. MEERIIRICERET 5 E

5.1 KA I STz - TE, AINZARIERIEDOZWT « BICET 2ENADO T A RT7 A4V EDH
OB RESEBIC, WURREICIVZEE2kEET S Z L,

5.2 AANC X DIBFITRIRFIE CTIER <, HERIETH D Z LI E L, RAIERSICE 0 IR

DNRPFF O NIRNG AT, FHRIES, thomEbRAE 2 EET 52 &,

SRR

5.1 ARFN O H 7= - TiE, BINSLIRIERIAE DI 2 @UNCATH 2 ENEE L 22 5, T4, AR
JEKIE DB « BIRICBET HERNADTA KT A BT, BNZIRIEREX, £ L Hal
SEMRORER, FERIIER ., TEREHED 3 >Z2 R OEBRTIIRAVWE SNTETWVWDHD
T, BRNNDOTA RT7A LV EORFOERESH L L, @URREICL > TEWia#ET H &
IEEME 21T O T2 OITRE LT,

5.2 ARENIPERFEEIEIR Z2 SBT3 ERERTH Y | PHPRESICESHBDI LOTH RN
&L ARFEGIZ L0 RERBBF LN WIEET, FINERIESEOMOEY) R LEEZETH &
BIEETA-DICE#H LT,

RERUVAE

(1) RERUVHAEDHEHR

WHE, AT 1IHIEZY XS 7 00 LThmg kA& 59 5,

(2) RERUVHAEDRERR - BR

4.

AFN DR - AEIE, ERNERAAZELT 7 THEME SN ZHERRBROF R SEHEL
7o [EPNE TREERRBR R VA A2 G ie T U7 TEIE Sz 2 DO H IHEKRBRICEHB O T, Al
SERRIERAE P 5 BER P E B 1Sk D AA] bmg 1 H 1 [R5 O H M V22 AR S
72 & EWNE TR O 1 EM ORI IV T, AF bmg 1 A 1 HHEEIZLD
BENEDOHERE R OB ERHER SN2 LD, BRAICBIT 2 AFORE - &% bmg 1 H 1
Bl G L RRE LT,

RERVAZICEET 515

1 AERUHAEICEET 535

1.1 PEEOBEED H 5 BE T, ARNOMFEFREN ERT282nnbd 5 2 & ROBERR
BBRRON TS Z b, BEOREZBIZ LN 1 H 118 2.5 mg 726528467
L ELEETDHZ L, [9.2.2 5]

1.2 F 7 m— 1 P450 3A4 (CYP3A4) Z58< BHET I[N & RGO BE T, AA O
HFREN R T2 2 ERBOLNTWADOT, 1 H 11 2.5 mgbiEGE#EMBL, BEHEOD
WHEZBEZE LN HMEE 5 mg ~HET 5L, [10.2 B8]

SR>

7.1 B E R I2AA] bmg KON 10mg % HLERE O£ 5 U 72 PR SEERRER . I ONTERE AR 2 Xf 5
\CARA] 20mg % BRI O 5 U 7= B AR SR ERRBR O I PR FEHERS O 7 — & 2 32, B IRIE
FIEITLE D PERIEEBEOHE - R THS bmg 1 H 1 [B1H% 500 & F IR RE oD M o i fE 24
TE LTz, T ORER ERERR N & brli U C, 8580 Ry o o AR oD iU 5% v i P s P il R 1A (AUC)
K O M RS (Cmax) 1. ZHEH 48% K O 43% i, A5 EE B A O AUC KO
Cmax [T, ZNEIL 11% M Y 18% il & HEE STz, HEWENREOFE RN D, REBHEELFT
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LIBETIIEZ T 7 A NVORFEENIEERERELZ AT HEET LY EH LTV D aaEENS
2 BTz, Lox L, BISERRABRIIEIC AL 5 YRR E B 2 x4 & LI [ENE DA ERARRER K O
T THEMENTE 2 SOFEMMBEKRBROEMIEICBNT, BEFEELZGT LBEOL
ET a7 7 A VIXERREREEZ A T2EE LIIFERETh - LD  BREFEELA
THRETIIHEREOLE TN EeEB 2T, o, TEEREELFTHIEEICEALTH,
AN ARAE KE (2 £F 5 HEPRBEE B E & 55 & LIZEWNGE DAERRER L T V7 CEMi Sz
2 SO FMAHERRBR BV TARAI bmg 85 CTRGRABFEN RSN, LirL, Zhbo
RER CAAN OB G 22 F - T FEFEELZ G T HBENDVETH Y AFI OB GRRERAR 5
TWBH I &, BRELZHAT L EE CTAFORBEENEINT AN SH D 2 L b, PEER
EELZATHERETIE, BEOREEZBELRNS 25mg NoRGEHBTLIZLRELE
A B Rl O e

1.2 KFNTFICTF F 7 v—24 P450 (CYP) 3A4 %4 LT & 5, CYP3A4 [LEAITH D 7 b
a5 Y —)L 400mg & AH| 20mg & OFFH TIL, ARFIHEAIE G AT, B )b EEREEH E
THME L7z i R R R AR F A (AUCow) KON Cmax 1XENZEFL 312% & Y 22% E5H- L
T2 20723, CYP3A4 MLEAIZ %5 HF ORI ARERIE L 5 PEREEBF AR Z G LTz
& X OIRWBNE & T3 D 72 O ASKI B a5 5 o> i 4 vh S EhREHERS A JL 2 E FIRTE o M 4
HFIREAHEE LTz, ZOME, AF| bmg 27 Fa) Y —Lt 1 H 1EFHHALZE D AUC
1. AH| 10mg % 48 BRI 5 (CYP3A4 [HER 2 &G H oS R~ eickt+5 7 U &
OFGIE) Lt 2OBRFEELZB2 20 ETHIENEZ, 26D E0vh, CYP3A4 BHEA)
EREGEFOEREICBNTHLAAEZ 1 H 1 Smg 5 T5Z LIRS THDL EEZ LN,
CYP3A4 %< [HET 2HAN 2R G5 HOBETIX, ¥ X477 4 NV OMmBEHRE D EHNED
HBILTWAHZ ENH, 1 H 1B 2.5mg »oEGZMGL, BEFEDOREZBILZ L7 O H Smg
~NEETLHZ L LT,

5. ERPRAIR
(1) BRRRT—2 /v 75—
© : PHliaER O : & EE

2 e S W SRR
I PR SR ER AR
LVIY © EEN BRI SRBEAER . 20 | ATARENE | BARAKRUSEANICBIT DX 4T 7 1V
Ry | RALR, FEEM. W | B G246 | Smg 1H 1EIFE B 5-HE O SR BN EE & LLis
ITRER i BET
LVEN | O |4 RN (i) | BZIRAERIE | AiSZERIE RE IS PE D BEREE 2 AT 5
BT DA | BE F27h | # (T0~855%) K UNFE R (605% i)
B, sk dtE, Ik BT 52457 4/120mg 1H1EI#E
B, TR LS Wy D S HE & LR
B AN % & Tl R R
LVIA © A A UM, Zhiadt | ARZIRIEXIE | ATSZARIEKIECfE > BEREE A2 F+ 5 A
F., M{EAL, 77 | B 1422 ANBEENGLE LI FT 7 4V1H1
AR, —EE | (1128 M8 G- R DA 30 A ELOSHE L O
W, WATRER L MO RET
UM, Zhiaxdt | ARZIRIEXIE | ATSZARIERIEICfE S BEREE A2 F+ 5 A
A, EEMH BHE 3394 ANBEENGLE LI FTT7 4LV1H1
1] [B] 5 55 5. D22 Ve K O 2 O fiat
LVHB | © A, I, S dtm, | ASZARIERIE | ATSZARIE RIEICEE S BEREEE H 457
LiAES N MIELIL, 78R | BE 612 | DT ABEENR L LIEFZET T 4 1H
) FKOVFESERIIR, — & | 4 18] 1238 (4% -0 O G B O 2o
iR, TR it
LVJF © AA, WIAR, ZhEskdt | BRI IE | ATSZIRIE REICHE S BEREE 2 45 7
i AES] A, EEAL, 75 | BE 3610 | DT ANBELEGL L L4 TF 7 410
AR, “EHE | 1[6] 1238 (4% 5-R O G 8 K R 2O
B, WATERER Ll &t




S G IE T B OB

SME T IR S 7 B R SR

LVHG | O |4H /A, ek | ACARIRRE AN BRI RAE NS 5 BEIREE 2 H 3 5
A, mAEA L, 77 | B F1058%1 | BEICRB T4 ¥ T 7 4 V1H1ERE
TR, “HE D F M. ARG R N EEOR
W, WATRER L &t
BI/IFE, ZhEa% | Al 32 AR AR KJE | RISZARIBKAEICfE 5 PEIREE 269 5
LE, FEEMH B 7428l | BREICRB TR XEX T 7 o 1H1EERE

RED 22 M Mo OV ZPE DR

LVHJ | O | 4= BIAE, 2 hta% 3t | Al 32 R IR K JE | RISZARABKAE IS £ 5 PEREE 269 5
A, WEZAL, 77 | B3 513250 | BFICB T XX 77 4 1H1EHRE
A, ZEHE RED A M e OV 2P E DR FT
W, WATRER R

LVHR | O |4%H WA, Zhak 3t | Bl 52 R IE KOE | B SZARAE KEE S RE 5 HEIR B E K OV i
H., #EAL, 77 | BF 6066 | RLz2FTHEEICRBITIRLZFT 7 4
B AR OISR V1 H 1B KO F 2k O o
ZEHER. WATEERH Rt
2%

LVID O | 4E EIAE, 2% 3t | Al 32 R IB K JE | RISZRRIBRIE IS fE 5 PR ER T 5 8
F., BEAL, 77 | BF H51161 | FICRB T X477 4 V108 1EE 5
TR R OISR DA INE R R EVEDRKRE!
ZHEER. WATEERH
Lhi

LVHS | O | 4H BIAE ., 20t a% 3t | Al 32 R IR K JE | RISZARABKAE IS £ 5 PERBEE 269 5
M, TEAL, 77 | BF #3186 | BHFEICB T 2alAOFHEO & 45 7
AR, “HE + V1 H 1A GO 2O RRE
W, WATRER B

LVIW | O |4 B, ZhEa%3t | i 32 R IR KIE | BISZARIBKAE IS fE S PEREE 269 5
F., MEAL, 77 | B3 516966 | BRFICRB T D7 4+ 27U NOEHEED
EARAXE, “HEHE A KT 7 41 H 1A SR OFIE R
B, WA TRER ik (O XUy )

LVGC | O | 4= WA, Zhakdt | B S2 MR IE KOE | B SZARAE KAE S RE D HEIR B E K OV il
Fl, JIEAL, 77 | B3 712816 | A2 HF T 2RBEFICBT XX T 74
AR, ZHE JV1H 1A 5RO A M & OVE 2o
B, WA TRER ik Rt

LVHT | O | % 5 AE, % 3t | AL R IE K E | RTSZERIEKIE S £ D PER B E R OV
A, M{EAL, 777 | BF §H15161 T2 T r@EEANREFICBTLZZ
tARRE, —EHE 7 7 4 V1 B 181 5-FE 0 FPE K O
W, WATRER B kD

LVHK | O |4H WA, “EER. | B ARIE KIE | B2 ARIBRAEICRE S JEREE A T 5 &
77 BRR R, HAE | B F20061] | HICBUTAHX X T T 4 120mg 1H 1EE
%, IATHEM HE O RTERE~D B O M
B, IRIEENREFER

(2) BRARFIEHER
1) HEHxEHERD

fERER A BPE36HI 2RI, 7T BREONF LT 7 415, 10, 20, 40mg™ ZH[al&k5 L
2o NEBMREZEE TERWVWAEEFERIZOWVWT, XX T 74 NHETRLELBOONT-HESR
SUIFER CTH Y . RO TEEIRNEZL RO BN, AEFROBEMEII5me (84 KO
10mg (9fF) #+HIZH LT, 20mg (187F) KU40mg (1444F) HH5THIML7-, AEFRIC
L IRIERD T, (A BYEICB W T, AAI40mg F T o HARE 1O # 510 BRI
Bif-CThHoT-,

E) & AARHEIISmg TH D,
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2) REEHSHR?

TR N BVE 24 Bl /BRI, 7T BRHDHVNIZZ T 7 40 20mg™ 1 H 110 10 HREKE
W5 2{ToT=, XX 77 4 VEE18 6% 14 B, 77 B AREE 6 Bt 2 FllC 1 LI EDOFEESN

BOBNTZ, AET T ANARETRLE RO ONT-HEFERIIIER 491 8 #) THV ., KW
THEE 20 7 (8 f1) . P 1214 (4 f) NELFRO LN, AEFRORBIFRIT, 77t
AR L, 2 X T 7 4 VEETE Do T203, BIEE TR IHTEETH Y | BEERFEZIIRD
%ﬂ@ﬂotoﬁ%E% LA IELRBHHNT, ERABEICBNTHY X T 7 4 VOKIE
BHREOARMIIBHTH - 7=,

E) & AAGRHEIX 5mg Th D,

(3) RERCIERAR
EING DA B MR RS (LVIA #5&_DB #1# [ —EEmEIFE]) 99
AN RRIEIE N O HEIRPEE 2 H 32 HARNEE 422 Bl 2RI H X777 401 H 1812 8
MG REOF M, HERIGHER ML EBE Lz, ABRTIL, # %7 7 4/ 2.5mg KO}
5mg & 1 B 1[a] 12 MG L2 IPSS h—X V2 a7 OB ED 2.5mg B & 7T 2Rkt
M. bmg Bt L 77 B ARBERI O 2 TEAM E Lz, ok, Ao ESRE GFE Mk
) IcoWTix, TV, 5. (4) 2) L2t 1TR7,

BT A v | TR EER L, CEER, WATREM R

HISEARIESIEIC L O BEREE 2 A5 LR SN 7-45m A Lo BEERE L L, Visit LITB W T
*t G| WIRARFEFEIC L 0 BN ARAESE A 5 HEIRIEEZE O REMI N6 A2 B2 TW\D E2lishn
TWAFH

1. Visit LBV TRINZ B RIEICE O JEREE TH D LB s h T g

2. Visit HZB W T455% L, ETH D HARABVE,

3. Visit 2128 W TIPSS h—# L 2278130 L TH 5,

F 7 RO | 4. Visit 2IEB W TRAKRIEE (Qmay) 234mLAYLL L, 15mI/MLUTTHD (2L, OO
PERATIE LR B3 150mLLL £, 550mLEL R T, HEREA126mLLL L& 3)

5. Visit LTI THREL G SRR BE IO 3 0 W7 g 1512 I 2 8 CHEE RINZ IR AFE 23 20mLLEL
ETH o,

1. Visit 1B T 2RISR (PSA) 7310.0ng/mLAE#B 2 T\ 5,
2. Visit 112 8B1F 5 PSA4.0ng/mLLL £10.0ng/mLLLFTH D, 7272 L., Visit LIZBW CTIRERH
BEERTIZ LV RISZIRAY A TR & ERRAGIAIE ATV 2 BB T A AN TREE T2,
3. Visit HUZR T 2B ERBAIC L VIRRE (PVR) 23300mLLL ETH S,
4. Visit UWZBW T TOEFEEZET 5,
BN TN ST O MR TR 72 B8 PVALE (Al S2 R B BRI OB 48 PN 00 FEVERE I DO BREF

ERBAEEL s mwami o)

BRI R R
ATSEHRAERAE S A 9 PRIRBEE (2534 2 IR BEMEIG IR | [RZTERFANT 72 & 00 R pR I B
AEFRAAFLAOALIE

TEB IR 1 oD TR I ST AME
5. Visit 18730 H LAPNIC FHBIRERIZ ) L CIREBRYZRILE (RINZVERZETe) M L T\ 2,

BRI, A7V —=v Ty x vy a7 v NI (28)  HERT 7 2 REAMM (4RRH) |
1RGSR (CEERIFE., 128/8) RO THHRSHM GEERikeebim. 4288) <
kans,

T EERREGHIEOBBEHICER TH o I RE 211 10)H:4Tu\?“zh7b>0)é&i—?§¥ (#5757
4 N2.5mghf, Z X T 7 4 NAEmghE XX 7 T B AREE) ICEIEAICEID M, 12O —EEHR
M OEEE21To72,
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BBTY AL (LVIARER)

| Phase [ | Phase II
Screening/Wash-Out Double-Blind Open-Label
Period Treatment Period Extention Period
l Tadalafil 5 mg once-a-day
Placebo
Lead-In
Period
Tadalafil 2.5 mg once-a-day Tadalafil 5 mg once-a-day
OB Ik
Placebo once-a-day
[ | [N N N [ [ ) A N I |
1 | 1 | | | | | | | | |
Week -6 -4 2 4 8 12 14 18 22 26 30 34 38 42 46 50 54
Visit 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
ML - &
25277 4125mgXIiEbmga 1H 1A, 128 R &5
77 R Z 1AL, 128 # 5
FHEFMEE | IPSSh—F1rxa7T

7 fif 7 H

IPSSERIER 2 a7, IPSSHERIER 2 27, IPSSQOLA =7, HAEIHEE (Qmax)
WIEENEE LR 2 (OABSS)

<HME>

FERHGIE B

cIPSSF—X L2 a7 OLEE
IPSS b —# V2 a7 Q2 b (/D R VHME) 12, 77 BEAFET 88,44 7 7 4 /L2.5mg
BET—4.5, bmght T—49Th o7z, Fo, Bl (RN _FFHHE) OFT TR DHE
X, # ¥ 77 40 2.5mghET—0.7 (95%EHE XM =—1.8,0.4), bmghtT—1.1 (95%5#HX
fl=-—2.2,0.1) THY, 77 RHELOMIIHIFMNEEZITIRDONRNST2HOD, ¥
2T 7 4 NEmgEDOELE (—1.1) 1%, 25mghtOZbE (—0.7) kv k&<, AEKEFE
B A 3 7 B3 AR btz (2.5mghf : p=0.201, 5mghf : p=0.062),

IPSSF—=BIWNRATDAR=RF4 U DELE (FAS)

£ =) Y {T=Nr = AN /N R E D

BGHE | ey | T g |RICRORN S0 e s e | p e
(%0 %K e L ey

7 R | N—ATA | 139 | 16.5 Cas B B
(140) R ACFTTRE | 139 | 12.8 '

WIIIN | R=2F 4 | 142 | 163 —07

2.5mgf _ —4.5 ' 0.201
(1125) RofSRHR | 142 | 12.0 (=18, 0.4)

WIII | R=2F 4 | 140 | 164 ~11

5mgftf _ —4.9 ' 0.062
(Tfo) RofARHIE | 140 | 117 (=22, 0.1)

* B 5 Ol WA O AR ARRER (2/K4E) 2 EENR. N A A% A & &3 2 30T
(ANCOVA) ETNMILDT TR E X X T 7 0 VEFERE L OXF g
FeA& M « LOCF{ A
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«IPSS h—H# )V A a7 OB EOHR

BT T — & OIREETT L (MMRM) % AW ZEIRIENT ClX, IPSS h—# /L2 a7
DOEE (RN TFEHM) (BT A T T vREEEDEIT, XX T 7 4 bmghf TIlIRIRY
WCRELRBBEBB R LN, T2, HE128% TOBLE (/D _FEHE) 077K
BEE DZET, 2.5mglETIE—0.7 (95%FHEKXM=—1.8, 04) THV, YT EREFELDOMIC
MErEAEEZITRD 5N - 7278 (p=0.230) . 5mghf Tl —1.2 (95%Z#HX[#=—2.3,
—0.0) THY, MHFHAEEENRD L (p=0.041),

g |
b 4 8 12
D T T T 1
]
20 -1 _ -
E% —— JS5tEk
é o - RES74)25mg
M —— RESI74)1-5mg
it 5 rQ 3 |
=
T
%
B
a
-6 (B _FTHHEL EERE)
<ZEeiE>

ZHESHRHIM T ORIERORREEIL. 7T B RENT.1% (10/1406]) | # ¥ 5 7 4 L2.5mg
4.9% (7/14200)) . # X T 7 4 /L5mght)36.4% (9/140%1) TH o7z, X ¥ T 7 4 LVEE (2.5mg
L Bmglt D EE) ICBWTAFILL EIZES HREREIERIEZ, 1ETY BH) [T 'R 72
L. X774 025mght : 2.1% (3/142%1) . ¥ X Z 7 1 /L5mghf : 1.4% (2/140f) ThH
Sz, TOMDOERBERITIZ X T 7 4 125mgTIEENEL4% (2/14261) . 5mght TILik
RE2.1% (3/1406) ThH-o7=,

(4) #REERIEER
1) AMEREEHER
OEERIL [R5 AR 8 5 Bt AR (LVHB #5R) 5.0
AZIEIIEICE D PERIEFE Z A 27 U7 AN (AR, #EROEE) BE 309 flzxRkicy
%774/ 1R 1A 12 8EEGREOFRNEN ettt Lz, KRBT, #2477 40
bmg Z 1 H 1 [\ 12 HHEE LIZBEO IPSS F—Z VA 3T DRX—=A 5 A b DELED T
TR L OB ETEARNE LT,

RERT YA | EEREIEE, SERk, 7T R R OVERSW, ZEER, WATHR
AINZIRIERAE I FE O PEIRIES 2 A3 2 & 2l S iz 45 Pl Lo BIEEFE T, Visit 1120V Tl

xf 2| IREHEMEEIC XV AZIRIERIEIC S JERES OREEHEN 6 » A ZBX CW\WD EZBrah T
AVE-
1. Visit TIZBW TR B IIEIC M O PEIRIEE ThH 2 L2l st T 5,
2. Visit 1 IZB W T 45 ETH L7 o7 ABME,
3. Visit 2{ZBWTIPSS h—# /L 2a 7N 13 UL ETH B,
TANEIRNEUE | 4. Visit 2128V T Qmax 2 4mL/BLL L, 15mL/ALA T THD (7272 L., OO HEIR AT

AHEN 150mL LI b, 550mL LA F T, HEREN 126mL A EET %),
5. Visit 1 128V TR G X T AR RE AR 5 W V2 12 &L 2 JIE CTHEE M ARARFE A 20mL BL
ETHhHB,
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1. Visit 1 12817 % PSA 78 10.0ng/mL Z#8 2 T\ 5,

2. Visit 1 {23317 % PSA 7% 4.0ng/mL Ll E 10.0ng/mL LA FCToh 5, 7272 L, Visit 1 IZBWTA
SRS EEANIC L D RISTARDI A TR E I S B XA AN ATRE. L 95,

3. Visit 1 (2B 2 BEFHHRAIC LY PVR 28 300mL U ETH 5,

4. Visit 1LIZBW T TOBEEEH T 5,
RN TN UL E OMRERI 22 B AR ALE (RIS ARBIBRATOB PN O BV O BR 25 45

LB SN AT Bt ags
FREAEE | i o)
- E R BRI R
© BISERRAERIE A D HEIRIEE (5 D AR ERIEIG R . BRI AT 7 & oD T IR B B A
AR AL E
- TERIR B O MRS ST
5. Visit 1 H7 30 H LANIC TEPRISICREBAY Z2M0LE (RISLAEM 2 S Te) ZHalli L T,
FRBRIE, A7V —=2 71U xy=27 v M (28, BERY 7 B REAHM (4 8[H)
FOZHEBRKRGHM (12 8E) THEIhD, A2V —=02710 4y a7 v MK T#
DWEREZ 1:1:1: 1 DHBETHTIDORER (XX 77 1V 2.5mgHt, #5577 1/ 5mg
FE, F LAY UL T AR ICEERICEID M, 12 B O ZEERHIMOR S5 25
L7,
HERTY A > (LVHBEER)
Screening/Wash-Out Double-blind
Period Treatment Period
‘ Placebo Tadalafil 5 mg once-a-day
Lead-in
Period
Tadalafil 2.5 mg once-a-day
Bk
Tamsulosin 0.2 mg once-a-day
Placebo once-a-day
| | |
[ [ [
Week -6 -4 0 2 4 8 12
WVisit 1 2 3 4 5 6 7
Mk - &
HHET7 40 25mg Xitbmg % 1 H 1\, 12 BEREOERS
AhAu 02mg & 1 H 1A 12 BEROES
7ItARE2 1A 1R, 12 BREEORE
FEFMEA | IPSS h—# X a7
IPSS #IRAEN A =1 7 PSS BIRIEN % = 7 . IPSS QOL A =7, Rl IRIENHE R A = 7 (BID)
BIREHMIEE | BB T 5 EF ORISR (PGI-D ., EEICK T 2 EMOEMRIIHIS (CGI-D) . mARILHE

(Qmax)
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<A@ >

T

< IPSS h—=Z LRI TDR—=RAF A4 NnbDELE
IPSS b —# 2 a7 o ki (F/h 3 EHE) 1T 77 B AREET—3.0. ¥ ¥ 77 (/L 2.56mg
BECT—4.8, bmgHET—4.7 Thotz, 2t R/ _HFHMHE) OF T EREEEDET, »
77 4V 2.5mgBET—1.8 (95%IEHEXM : —3.0,0.6), 5mg AET—1.7 (95%IZEXM :
—2.9,0.6) THH, WTNOFEHIBWTH T T AL ORICHEAFHIAEZENRD bl
(2.5mg #f : p=0.003, 5mg #: : p=0.004), F7=. HAAHRHZ (173 ) (2815 IPSS b
—HNAAT DR—=AF A b OEbE (RN FFHHE) 1377 RT3l ¥ T
74 bmgBET-4.8 THY ., bmgBHI T TR L it U CTHEHFICHEERGEL R L
7o (F7RREEEDZE-17, p=0.036),

IPSS h—RIIRIATDR—RFA UhbDEILE (FAS)

\ B T N [ 2 S 2Tt
o | T RE | o | e
TSR | N ATAY 154 16.8
(159 [ i | 154 | 1836 | - -
BHTT4 | R=RTA | 151 | 166 18
w2omel | mprmns | 151 | w7 |0 | (-80, 08 | 00
BHETT 4| N=RTA | 154 | 172 _1n
momelE | marins | 154 | 122 |7 | (-29, 08 | 0%
phABY | R=2F4 | 152 | 16.6
y(zf;;lfﬁ PG | 152 | 110 o0 N N

*ORERE o AR ARER (2 kHE) ROVERE (A AMEE/EL) 2EEHR, N—RTF
A NMEE LR LT D ANCOVA ET ML BT T vRBEE ZH T 7 4 VEERERE L ORI
1%

B FEh: © LOCF 18 1

< IPSS h— X /L2 a7 OB BEOHE
MMRM % AW RN Tix, 2k (BN 3 EE) 128157 7R E D2,
27T 7 40 2.5mg BELTN bmg BECTREFIICKE S RBMHMB A LN, #h5 12 % T
Db E (/N FREHE) OF T REEE DT, 2.5mg FL D bmg #iX, FhFh—
1.9 (95%EHEIXH=—38.1, —0.7)., —1.9 (95%FHXM=—3.1, 0.7) THV., 77 Rt
L OMICHFENICHEREREZNRD bz (2.5mg BEM N 5mg #E & H I p=0.002), F7-.
HHET T 4 2.5mg BETIIHKRG 8 BE THIO T 7 v AR L ORI AN EENR
LRI L, # X T 7 4L bmg BETIIHR G 2 WHE O 12 @EOT X TOFAMRESIZES
WT, 77 BREEE OIS FIAEEDBD DL,

IPSS h—RIRATDR—RZ 4 U bDELEDHT

H
2 a 8 12
I
e
£
N
M~
M
|\<
=
R
_IL —— 51tk
B 6] = B¥57.L25mg
b -~ 24557 ()L5mg

7 e 8L 02mg (B/—FFigE+ EERFLE)
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A REE Al E H

- IPSS HERIER A 2 7 DL &
IPSS HERIERA 2T OR—=R T 4 VinbOE{bE /MR EHHE) OF 7 REEEDE
W, X T 7 40 25mg BECT—14, FXT7 4/ bmg BET—1.1 THY, ¥XTF7 4L
2.5mg FER TN Bmg FEOWTHORESL 77 B R E OMICHHFNERENZB D biL

(2.5mg £f : p<0.001, 5mg & : p=0.005),

- IPSS HBIRIER 2 27 D2
IPSS EIRFER A 27 DR—RF A4 inh OZ b (/N _FVHE) O7 7R EEE 0%
X ET77 40 25mg B T—05. 4477 4/ 5mghET—06 THY . XHXTF7 (/L 2.5mg
HTIET 7R L ORISR FIAREENRO LN b DD (p=0.072), 5mg #f
TIMHFIAEEENRO Lz (p=0.021),

+ IPSS QOL 2 27 Ot &

IPSS QOL A a7 D_—AF A b OEbE (BN _FFHHE) O7 7R REEL DT,
2 A5 7 40 2.5mg KO 5mg HET—0.3 Th O, WTFNOREL 7T L REE L ORICHE
A RZENRD b (2.5mg B - p=0.031, 5Smg#f : p=0.013),

IPSSHJRa7 (HREKRRD 7. BEREKRT7) RUWLRa7D

R=RFL4 U bDELE (FAS)

RN ZRHIED

£t it - FEAM B B eREORN T T T
. FFAM B A " TITRARREE D p i
1% " i NSV DAY o
(%0 L I I A e
IPSSHESRJEIR A =272
75w AR NR—=2F A 154 10.0 19 B -~
(154) ey 154 8.1 '
BETT AN | N—2F54 151 10.4 14
2.5mghf - —3.3 : <0.001
(15D TR 151 7.0 (=22, —06)
&ﬁ?g» NR—RT A 154 10.6 1.1
5mgft] — —3.0 ’ 0.005
(155) %ﬁ:%ﬁﬁﬁﬁ# 154 74 (719, 703)
A AT R—=RAFA 152 10.4
0.2mgi¥ — —3.8 - -
(152) B B A R 152 6.5
IPSSERIEIR A =27
75w R NR—=RAT7A 154 6.7 11
(154) ST 154 5.5 '
5'757%/1/ R—RF5 A 151 6.2 —0.5
2.5mgh — —1.5 ) 0.072
(151) %ﬁ:%ﬁﬁﬁﬁ# 151 47 (710, 00)
BETTAN | N—2F54 154 6.6 ~06
5mght — —1.7 ’ 0.021
(155) %ﬁ:%ﬁﬁﬁﬁ# 154 48 (711, 701)
HIAT NR—2F A 152 6.2
0.2mgh¥ — —1.7 — -
(152) T K& G R 152 4.6
IPSS QOL*% = 7P
—— N5 154 3.9 05
(154) BT 154 3.4 '
5157“*77%/V R=RFA 151 3.9 ~03
2.5mgh — —0.8 : 0.031
(151) %ﬁ:%ﬁﬁﬁﬁ# 151 31 (706, 700)
BETTAN | N—2F5q 154 4.1 ~053
5mght — —0.8 ) 0.013
(155) %ﬁ:%ﬁﬁﬁﬁ# 154 32 (706, 701)
FhARTY | N5 152 3.9
0.2mgff - —-1.1 - -
(152) A& RFATEE 152 2.8

a BGRE, a EWTAIOIRAIRRER (2 KYE) ROSEHEE (HAGEREGE) ZEEDR, ~N—RF
A U MEELERE LT 5 ANCOVA T ML D7 T AR L & GH & OxF i
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b BEGAE. o ERFIORTRR (2 KE) . FREORIEE (P mr) K&OFERE (A A
EIBTE) % EEDR, MHTERON— AT A Ak t25 i &+ % ANCOVA £F /L0 £ 57
5w REE L A BB ORI
SEAFHAI - LOCF 7

< geE>

BIERORBEAIL,. 77 v REEN 6.5% (10/154 ) ¥ X 7 4L 2.5mg B8 9.9% (15/
151 f5)), # &% 7 4V 5mg BEM 13.5% (21/155 i), ¥ AA v UBEN 7.9% (12/152 ) T
Holz, WTFNHOEERE CTHREEIGN 2% L ThH o ZRBITERIZ. HAR (777 2 REE : 0%
(0/154 f5) , # #' 5 7 4 )V 2.5mg Bf 1.3% (2/151 f5) , % #Z 7 4 )\ bmg & 3.2% (5/155 H1]) |
X LAY R 0% (01152 4])] TH-olz,

QEFELL R A —H 5 R EERRER (LVJF #Bk) 7
ANZARIERIEIZ L 9 HEIREEZ BT 57 U7 N (AARKLKOHE) BH 610 flaxtRicy 477
4V 5mg % 1 H 1[0 12 BB GREO G MR VL2t Uiz, ARBRCIX, #4774
JVbmg & 1 H 1[F 12 BHEEEG LD IPSS h—F /L AT ODRX—RT A U INDDELED
T eARRE DA FEHE LT,

W TV A | EESERE, T A EER, TEER, WATRERM

Visit 106 H LL BRI B ESZARIERIEIC AL O PEIREFE 26 5 L EMICZE ST\ 5 455%

2l 2| Y roni
1. Visit HZBWTHINRIERIETH 2 L2 ST b
2. Visit LB W T4 ETH DT U7 NH M,
3. Visit 2128 W TIPSS b —# L 23 7R 18L ETH 5,
T e RO Y| 4 Visit 218V CQumaxM4mLAP L B, 15mI/M LT TH D (7272 L. 2 OBROHERATHRBEIE

EMN150mLLL E. 550mLLL FC, BEREN126mLLL EE33),
5. Visit 123V TRREL NG SRR NE BE AR 5 I 7 J v 12 X 2 I E CHEE /il SZ AR FE 23 20mLLEL
ETH o,

1. Visit Lz 2 BiE IR R PUR (PSA) 7310.0ng/mL%E#E 2 T\ 5,
2. Visit 11251 5 PSAAY4.0ng/mLLL E10.0ng/mLLA FCdb 0 | 2> DUbFR AR EE 23 il 7 IR
BERINTE RV E,
3. Visit LI BT 2BFIRMAIZ L Y PVRAY300mLLL ETH 5,
4. Visit LKEBW T TOEFE A FT 5,
F 7 BRSO %E BN TN XL OMEBENLE  (BIZIREIBRITC BN O EMEIEE OBRE T, e Y)
Bt &)
BN AR
* BISTARNBRAE LS5 T 2 (R BEMIEE . BESEIER T2 & 0 FERIR I B B i s B AL &
TSGR B 0 TR SIS AME
5. Visit 15730 H APIZ FEBIRESIC KT U TREBZAUE RN E L) ZHEili L T 5,

ARERT, A7V —=v T+ y>aT7 v NIH (GEM), BERY 7 e REAHE (4EHM)
KO EHERBEG M (1280) o3 ek ans, HERT 7 & RE A% IR &4
ménmﬁ%ﬁ%m C1OBETHTNOOEERE (XX T 7 4 )Vbmght L7 7 B AREE) 1
EZ\CEI 0 AT, 120 B SHRHIEO®R S 21T -7,

HERTH A > (LVIFEHER)
Double-blind

Treatment Period

Screening/ Placebo
= Wash-Cut Lead
_ﬁ‘it 5% ji {£ ]:enodl P;de Tadalafil 5 mg once-a-day

Placebo once-a-day

N

R e e

Week -8
1

Visit
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ik HE
XX T 7 4 NEmgx1H 1A, 1238 MR 05
7R E1B 1R, 128EE 0S5

Gl = A

IPSSh—# 227

| & FF i T H

Hol

IPSSERIEIR A 27, IPSSHERAEIR A =27, IPSS QOLA =27, mIPSS, eEIZHBIT HHBED
SRROIEIS (PGID) ., &EI2BIT D IEMO MRS (CGI-D)

<HhM>

FEERHE A

«IPSS h—H VA a7 OB EOHER
MMRM % JHU 7= BT Cid, WG 12BBZICBIT D N—AT A Vb 0ELE (/" FE
YIE) 1377 8RBT —4.5, #XT77 4 mghtCT—6.0CThH 7=, ¥ X T 7 4 /L5mghtL
TIRREELDOFHEIT—1.5 (BNEFERXE=—2.4, —0.6) THV., 7T vREEL OBIIHEF
FHNCHERBRENBO LN (p<0.001), ¥ X T 7 4 Abmghf Tidf&5-48% ) 5 12il%
DFTRTCOFIFE RSB N T, T B RELE OB A EENBD bR, ¥4 T
T A BMEDN— AT A VD DOEALEITRIFIC R E { Ieofe, HARNES (4491) 12
BIFBIPSS h—H L Z2a T OR—=RT A UnbEOEE G/ ZFEHME) 1377 2R
T-4.8, X 57 4 A5mghET-6.0TH Y . 5mghlT 7T v RREL il L THiHFIICHEE
RWEER L (7 AREEE DE-1.2, p=0.017),

#BE54. SRUI2ZBEIZEIFAIPSSF—=FILRAT7DR=XFA4 UM 6 DEILE (FAS)

\ = S e —- e /N IRSEE D
5 5 s | | S ieRogn 20RO e
ik " R i1 WSME | R SEME - -
(511%0) s | I FeHME (95% (= HEIX )
NR—2F 4 | 303 | 18.7 - - -
75 REE 43 4 301 | 15.6 —2.8 - -
(304) S 299 | 14.4 —4.0 - -
121 294 13.9 —4.5 — —
NR—2F4 | 306 | 18.7 - - -
S — SEEL 44 71.3
BHS 73; 437 305 | 14.3 —4.0 (—920, —05 | <0001
/bbmg 2t —1.2
(306) 831 301 | 13.0 —5.2 (2.0 —0.4) 0.003
" — —15
1218 1% 292 | 12.1 6.0 (o4 —0g | <0001

* PG, WK OARARRER (2KUE) . FEhiE (B ARMEE) L OREARZ B Eh R, #
BRE 2 EER T AR DO R—R T A AMEROIPSS h—# )L 2 27 O AR ik & 4
BE L, #HHLFTMENOZEERELZESEDEMMRMICL 277 REEE X 4T 7 ¢
JLEmght & O xf bk

IPSSF—RILRATDR—RF4 o DELEDHTE

H
Baseline 4 8 12

1]
ﬂ 1 ——T5tH
ﬂ —
E 2 =S435 7(N 5my
n
X 3 4
§ * - p<0.01
| ] e p<0.001
oL ik
3

-5 4
& *E

6 1 hE

7 (b Z R FH LR AL
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< IPSSF—Z L AZAT DRN—AT A b DOELE

ANCOVA% F W= BIRFENT Tld, AT (R 51208%) OX—XF A (Visit3) 76
DIPSS b —F VA a7 OFbE B/ R VHHE) 2B T4 477 4 A smghtL 77 &R
HEDEIT—14THY | ZOEITHEIFHIINTAE TH o7 (p=0.001, 95%FFHX[H=—2.3,
—0.6),

IPSSF—=B I RATDR=—RFA U LDELE

‘ B . o R THIED
B . A TR Y TOY YN o
ST | o [RIERTION S S ok e 03| p i
(%) Wi | T | RTIINE |” o e
77 R N=RATA 303 18.7 _3g B B
(304) FerFHiIRE | 303 | 13.8 '
BHETTA | R=2F4 | 306 | 18.7 14
L5 ] —5.4 ’ .001
omett | germns | s06 | 124 (~23, —06) | %%

*PeERE, clEWTEEOAR AR (k%) ROFEMEE (HAMEE) Z2EER, WhE LR
ha . RMTEE DN 274l e ONTPSS M-4vaa7 i A28 (b % 8 5 & 4 5 ANCOVAEF Mic
K B7 UK BEL A 974 VBmghE & DR
B ETA A« LOCFf#

I REF M E H

« IPSSHERRJEIR A 2 7 DAL B

MMRM % FVN THEMT L 7= 512814 1238 1) DIPSSHERIEIR A 2 7 OR—Z T 4 B0
BlbE R/ REHE) 1Z, 7T vRBET—8.1, ¥4 77 4 /bmght T—4.0TH Y, #f
M OEITEAFNCAE TH-oT2 (FTEREDE : —0.9, p=0.002) , IPSSHERIEK %
a7 EHRGUEENL T TR EOMICRITFNAEZE (F7EREDE: —1.0, p<
0.001) %7 L. 12BMoEE5HM 2@ L L,

« IPSSERIEIR A 2 7 DAL &

MMRM % W\ T L 72 % 51238 % 2B 1 BIPSSERIEIR A T T DR—=ZF 4 B0
B R/ REHME) X, 778 R HET—14, XX T 7 4 AbmglET—2.0TH Y, B
MOZEIIHAFRNCEE ThHoTe (FT7BREDZE: —0.6, p=0.002) , IPSSHERIEIK A
ITIERE8HE NG T T v AREE L ORICHE A EZ (F78REDE: —04, p=
0.011) %R L7,

- IPSS QOL % =1 7 D25k &

MMRM % W CfiEdr L7z 48 5125 1281 5IPSS QOLA 27 D_—RA T A v DAL
2 (/N _EWE) 3. 77 8RET—09, XX T 7 4AmglET—1.1TH Y., HRO
EIIHREMICAERE ThH o2 (TR EDE: —0.2, p=0.038) ,

PSSHTRa7 (HREKRRIATRUEREKZIT) RUIPSS OLX 37D
R=RF1hbDEIE (FAS)

. - EAb gD | /N I
I T Y o p fi*
SS[EN L D=
IPSSHESRFER 2 =2 7
N 43l 7% 301 —1.8
7 ggf;ﬁi sl | 209 | —26 - - -
1207 | 294 | —3.1
w5 o | 4B 306 | —28 —1.0 (—15, —0.4) <0.001
5mgltf Sl | 301 | —a.4 —0.8 (—1.3, —0.2) 0.007
(306) 12i8% | 292 | —4.0 —0.9 (—1.5, —0.3) 0.002
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IPSSHTRa7 (BREKR A7 RUVEREKZAIT) RUIPSS LR 7 D
R=FLhbDEILE (FAS)
ZALED | fe/h R E

%@g ST R gjg BN"F| OFTREE %;gé - p fili*
SERE kD
IPSSHERAER A =27
| 4 301 —0.9
7 gg f;‘“# 831 299 —13 — — -
12387 294 —1.4
w57 o | Al 305 —1.2 —0.3 (—0.6, 0.0) | 0.090
5mght 8 14 301 —1.7 —0.4 (—0.8, —0.1) | 0.011
(306) 123 292 —2.0 —0.6 (—0.9, —0.2) | 0.002
IPSS QOL % =27
( | ame 301 —0.5
o A 7 ggg\ﬁi 831 299 —0.7 — - -
123 294 —0.9
w57 o | A 305 —0.6 —0.1 (=02, 0.1) | 0277
5mght 8ili 1% 301 —0.8 —0.1 (—03, 0.1) | 0.170
(306) 128% | 292 —1.1 —0.2 (—04, —0.0) | 0.038

* PR, RO MRARER (2K%E) . FEMEE (B A/EE) K OFHIREEZ B E 25,
WRE B EBNE, NEHDOR—AF 4 AMERIPSS h—Z L 2 a7 OBALL &%
HAEELE L, B LR O R A EAEA & D-MMRMIZ L 5 7 T2 REEL 2 X5
7 4 /L Bmght & Ot b

<>

TEERMICBI AREROBBEIS X, 7T B REEN11.2% (34/30441) . X T T 4

IV BmghEN15.0% (46/306f1) Thotz, ¥ 5T 7 4 /v bmght THELENEG 2%, FIZFEH

LANTEIWERIE., MERE [bmght3.3% (10/306%1) . 7T ¥ RE0.7% (2/304%1) 1 | I

F 7 LT F R AR T — YN [5mgh2.0% (6/30661]) . 7T & R#E1.3% (4/30441) 1 .

SHYE [bmght2.6% (8/306%1) . 77 & AREE2.0% (6/304%1) 1 TH o7,

2) REMHER
E R G-I E iR 5 AR (LVIA 3UB_OLE Bifi] [IEEkikiciE 1) 9.9
B IARRAER &2 58 T L2 RINZ IR REIC O PERIEE 2 F 4 2 AARNBE 394 flaxdRic sy # 7
7 4V 5mg % 1 H 1 RIRBIERGROA RN VLM 2 5 L,

R T A FEER

LVIARER O “EEMRBIM 278 T LIZANZRIEIIEI L O PR IEE 269 2 & W S 1172 455% 2L

A 2| Lonmme

TR I o MAHMRRRER (LVIARERY, —EHERHIM) 2R

M

T bRob I o IARRRR AR (LVIARER, —HERNIN) SR

O
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AFERCIL, LVIARBR O —HEEMRMIM (120E[H) 25T U7 28 Tk 50 GEE ik
BRI L LTH X T 7 A bmgx1H A48 5 LT,

HEBTHA L (LVIARE 289

| Phase [ | Phase II
Screening/Wash-Out Double-Blind Open-Label
Period Treatment Period Extention Period
l Tadalafil 5 mg once-a-day
Placebo
Lead-In
Period
‘g‘iﬁ: ;ﬁ ji {£ Tadalafil 2.5 mg once-a-day Tadalafil 5 mg once-a-day
Placebo once-a-day
|- | | | | | | | | | | |
1 | 1 | | | | | | | | |
Week -6 -4 2 4 8 12 14 18 22 26 30 34 38 42 46 50 54
Visit 1 2 3 4 5 6 7 8 9 0 11 12 13 14 15 16 17 18
Mk - &
XX T 7 4 Nbmgh 1A LA ORS
5
FEERAEBEIIR & L C42# 5
S T OH IPSS h—# L2 a7 IPSSERIER A =7, IPSSHERIER X =27, IPSS QOLA =27,
' - RRIRIEH (Qmax) . WIEEIEHUEREMZE (OABSS)
<HME>
- IPSS h—# L2 a7 OEL &
LVIARER O —HEE R DBHIF) 2B W T IPSSh—Z L A3 7 DOR—RA 7 A )25 Visit
7 (RE51281%) £ TOEE (B/h ZFRPHME) 1L, 7T A T—38, #¥ 77 1/12.5mg
BEC—4.5, #4774 bmghf T—4.9Tho7e, (1(4) BEMRER . HERKGHERRAR £
I FREGFREER (LVIAGER_DBHIFE) | 2/),
LVIARER O & Mifkie i (OLEHI) »OZ{bE (Visit 7~18 : 42i) (FHfE) (T, LVIA
RERO “HERYIFE (DBHIF) ©7 7B RBHCEID M N CO T BRE Tl —2.3, 447
T A N25mgRECEI D AT O TV EBRE TIE—0.9TH Y, WThoHREICE\TYH
OLEHIMICH T, IPSS h—# V2 a7 SR+ 2M[m 4o Lz, %72, DB & U'OLE
B E BITF X T 7 4 bmght Th o 1o BRE DOIPSS b — % /L2 27 OOLE#IE D2 b i
CEHIfE) 12—0.3Tdh -7, DBHIHI K OLEBI & b I12 % 4 T 7 1 L5mghEIZEI 0 41 5
N TV 5% Tk, DBHI TR bz 2 27 O ROLESBIC B W T H R S, #
X7 7 4 N Emg DN FIT VR TR L7,
IPSS k=2 LR TF7DVisit 3 (R—=XF4 ) XIEVisit 7 (&E5128%) » i
( M Visit 18 (1¥55481%) FTOEILE
k=l
IR A B S GERi=
LVIAZtER &H:E@Ii’/]iﬁ (PR HE(R )
. (95%{ZHEIX 1)
DB 0 . S |
\ A 400 s | HE —
et %k - .. Visit 7205
() Visit 37> 5 Visit18 Visit1s
(DB/ﬁ;q Fﬁﬁ‘i‘OLE/ﬂ;q Fﬁﬁ 54]@) (OLE,E;% Faﬁ‘lzﬂ)
N—=ZT A 131 | 16.3
A Y N (120 —6.2 (5.4) —2.3 (4.4)
(131 [Visit7 U2WB) | 181 125 | (g5 —59) | (-31, —16)
Visit18 (54#%%) | 131 | 10.2
S N—RATA 135 | 16.3
FETTAM — ~5.2 (5.9 0.9 (4.4)
2.5mghf | Visit 7 (12%%) | 135 | 11.9
(—6.2, —4.2) (=17, —0.2)
(135) | Visit18 (54i#%) | 135 | 11.0
5o 0| N—ATA | 128 | 165
&i;;ﬁj} Visit 7 (12i7%%) | 128 | 11.4 —54 (638) —0.3 (7)
: (—6.5, —4.2) (—1.1, 0.5)
(128) | visitls (s4ii#%) | 128 | 11.1
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DBH#I#=LVIAZRER > —HE MK, OLESIH =LVIARER O I B Mifltkive i 5- 415
TS NERMITH 2 EUE L TEHEX M2

< IPSSH 7 2 27 K ONIPSS QOL A =2 7 2K &
DBHIFI T 7 B ARRE, ¥ T 7 4 02.5mght XIE5mghEIZE ) T b TR Izl v
T. IPSSHERFER 2 27 IPSSERAER A 2 7 K OIPSS QOLA = 7 [ XDBHIIZZD S L7
UEE A 2SOLE#IRI A& THEE THEFFES LT,
F7-. DBHIMNCZ 4T 7 4 AbmghiZEI VT HNTWEEBRE LY, 77 e RHEXITZ X T
7 4 NV2.5mgREZE D AT BTV R E D5, OLEMIETO R a7 ORI TN K

ERRC DA

O oI,

IPSSHT7Ra7 BHRERRAZRUVERERRAIT) RUQWLRIT7D
Visitd (R—RS54 ) XIFVisit] FE128%) MioVisitls (Fr554E%) TTOELLE

LVIAZER Eﬁﬂﬁi?qﬁ?jiﬁ (%“fﬁ%)
DB i} =7 95% 2 Hi X
5221 Eae gjg Tl
s Visit 375 Visit18  |Visit 775 Visit18
(DBH#iEI+OLEH#iE5418) | (OLE&IRK]42:#)
IPSSHESRIEIR A =7
— ~—254 | 131 | 10.3 50 08
FIUREE o — —4.3 (3.9 —1.8 (2.8
E </
(131) | visit7 (12if%) | 131 | 7.8 (—5.0, —3.7) (—2.3, —1.4)
Visit18 (54i0%%) | 131 | 5.9
§477 g0 “TATAY | 185 ] 99 —3.4 (4.1) —05 (2.9)
2.5mghf | Visit 7 (12:8%%) | 135 | 7.1 ’ ' ‘ )
(—4.1, —2.7) (—1.0, —0.0)
(135) Visit18 (54i7%) | 135 | 6.5
pA77 g “TAZAY | 128 | 101 —3.7 (4.5) —0.3 (3.1)
smelt | Visit7 (120@7%) | 128 | 6.7 (—45 —29) (—08, 0.3)
(128) Visit18 (54iH#%) | 128 | 6.4
IPSSEIRFER A 27
- ~—z254> | 131 ] 6.1 05 9.9
FSEREE = — —1.8 (25 —0.5 (2.2
(130) Visit 7 (120%) | 131 | 4.7 (o8 —1.4) (05, —01)
Visit18 (5418%%) | 131 | 4.2
5577 0| STATAY | 185 ] 6.3 —1.9 (2.5) —0.4 (2.1)
2.5mgh¥ Visit 7 (128#1%) | 135 | 4.8 ’ ’ ' )
(—2.3, —1.4) (—0.7, —0.0)
(135) Visit18 (5487%) | 135 | 4.5
pA7T 0| STATAY | 128 | 64 —1.6 (2.8) —0.0 (2.1)
Smgh Visit 7 (12381%) | 128 | 4.7 ' ) ) :
(=21, —1.1) (—04, 0.3
(128) Visit18 (547%) | 128 | 4.7
IPSS QOLZ% =7
— N—25 4 | 131 | 4.2 W 0
75 R — — —0.9 (1.4 —0.5 (1.0
FE] 4
(131) | visit7 (128%) | 131 | 3.8 (1.2, —0.7) (—0.7, —0.4)
Visit18 (54if%%) | 131 | 3.2
§A77 g0 STATAY | 185 ] 43 —0.8 (1.2) —0.3 (1.1)
2.5mghf | Visit 7 (12#8%%) | 135 | 3.7 ’ ' ‘ )
(—1.0, —0.6) (—0.5, —0.1)
(135) Visit18 (54i#%) | 135 | 3.4
§HTT N STATAY | 128 | 43 —1.0 (1.4) —0.2 (1.0)
smelt | Visit7 (120@7%) | 128 | 3.5 (—12, —o) (—04 —00)
(128) Visit18 (54iH#%) | 128 | 3.3
<REME>

Visit T2 _—2 T A & LIZFEERkGEIRIC I T 5 BIWERAREER1110.7% (42/394%1) TH

D, L EHLILFRIT,

ST,

LR B EOREWRIEEER (Wb 1.83% (5/394%1)] TH
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(5) BHE - RERIHER
rifr 8 OMELAN) (LVHN #BR) 9
AR IAEIS A O PEIRIE S 2 A 2 HEmim R a i (60 mLLT) MU mEHERERE (70~85
%) ERRIZH X T 7 4 20mg P A WA G R ONERSE (10 HH) LzBEoRp@EtE, M
ITERE N O B2 BiET LT,

RRT YA Zfin LR, FEER, WATHER L

IPSS7312LL 0> o484 ~ TS O BSZARAE RIS BE 9 PEIRIESE 2 A 9 5 sl iR (T0~85m%)
KOEREpERE (60RELLT) o

FERPHRRE L L COREBHRAEEE (7 LT F =27 ) 7 T A :51~80mL/min (Cockeroft-
Gault=x) ] ZH T 25, AZERIEXIEICAE S BEIRBEF I3 L QW IEmimtig 2 oA
iz,

Ak A&

S KT T 40 20mgZ 1H 110 A K, #Hak 0& 5
511/

e 10H ] (Day 1~Day 10)

R OB 5 ik

<SEWymhhe >

B HTT 4O A F A T a— AR DI B

* IR CIRIER PR LT, 2T 7 o L 20mg BRI G- K O H 1RITO0 F ]
DG D 2 X5 T 4 LOFHAUCK OCmax NI 13%IE T L=, — 45 OEE DT
ThY . HEHEOEEEIERD b o,

5 HT T 4N 20mgHEH % TIL, FIBIRERE CIEAIM BRI RE L B L, AT L
F 2= RDAUCH37%, CmaxS27%E\VMEZ T L7225, 1H 1H10 A B o K E# 5 %121%
BRRIICE RO B 5 TR bRd o T,

AT T 4 NROAF DT 2= K Dtmaxl . SRS & OFEES RS & b FRET
BTz,

<>
< ZET T 4 VOREERGR KR ORERG%ICEBIT 2 MATEREOZ T, SlniRE &k O
rl R A L BRIRRTH o 72,

<BAEPE>

« X HT T 4 0 20mgd Ik ERE K OFER N ERE ~ O B AR 5 M0 A Mo KER 5128
WTC, BENORFRABFUENRD b, MR EREOREME T v 7 7 A VLR TH -
77

) RAKRMET bmg TH D,

(6) AEHIEH
1) ERARERE (—REARERE. BEERARERE. ERARBELEEKRER) . "ERTERT —4
N—RHE. RERFTRERABORE

il F B i A
o\ W cHEZIETICBWT, ARE2EHRES LEZBOREET 0 7 7 A LV ERET 5,
< 75 WLl EOEEE IR T D REEOEH A NE LFHEid 5,
WA Ok D X =W
x B B F AT ARIERE 2 D BERBRE O B
I 4E JiE 31 %% 1,449 il (B EEERFIEL 1,050 f51)

% M

Rk 26 42 9 H ~pk 29 4 3 A

fit
Bl o5 4 M

KA G PARD 5 18 71 H H

ERATER 7Y R S

L ARMERRAT R GHERF] 1,393 FlICIV T 115 61l (8.3%) 122 EOFRNWERNRD bz, E72F
VEANZERN 21 1, WL ARREKOEFREIE X 7T ThoTz,

75 L EOEIMEICBIT D HEEERIZONT, 75 L ER O 75 AT OREF O f HH G5
HEGITZNEN 13.9% (58417 ) KN 11.2% (109/976 f]) TREARBEMEIARL, TR
HEHEBIIVTNLIR CTH -T2,

FEWEEROZEMECOWT, RS ORWEHRBREIS X, AR S5HENS 3 WA T
6.5% (90/1,393 ), 4~6 H A T 1.1% (12/1,086 ). 7~12 5 A T 0.4% (4/970 ). 12
AT 0.4% (3/81741) THY ., R GROFT-ZBEILRD ol
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BUEIR 1 AR R

r " o BRI A1 D 2 D BEANEIE ST AHN 2 I Z T PFIBIRIC OV T 2 HI 2 IO 7T B AR IR & 2
A= "—fEIC LY L, AR O L e 2R D,

BT A v ZhasRILE, 7o oMb, “HER, 7T AR 2H 2 H17 v 24— N — AR

& B H o WA TIEE H ORI IRAERAE L S BEREE A /T2 BARNEHE

o #OR TRk 2744 A 28 H~FA 284E 2 A 8 H

ok . g | POREEE: AHISmg Sik 1 H L[ SEREDES
| KHHRRE - AR 5 mg 5L AR OSMEAR—O 7T RE 1 B 1 E1 ERARS

Bz WM TRIEEE 1 . 8 MR, VAR 2 # . 8

T E JE B 5% 142 {5

¥ 5 ) % 171 Bl (T R-AH : 86 #il, AHl-7F R : 85 fi)

PRI & ORIRBIR 2N B 2 A EFROFEBEISIT, AR GRFT 11.4% (19/167 ), 77

FARBER | o nng (BTG L 5 EATARES) T 6.2% (10161 fl) ThoT-,

2) AREMHELTEEPEDOABXIEIRE LI-HE - HABROME
& L

(7) =D
M ER e L
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VI. EMEE(CEI HIER

. FEEZPMICEEH S LEMXIILEME
BRZ72 L

2. EBEM

(1) EFRSRML - fERKRF
AT PRAEFIE CrIMER L 72 AR & U PRIEIEFLDER U CHEIRIEE A U 5, RIS IRIE IR
PromfmEZ 726 L, Bt Mk (i) . RAE, EEEA b LA AU 9 kIR i75)
Cofd, FEURBIEIRAFEEBLT 5 3:1/‘297%’(1/\50 F7o. & MRE - AR - BEDESEEIC
fe{b a2 5 A A% % (Nitric Oxide Synthase : NOS) 23F7E L, Eﬁi é 15—k (Nitric Ox1de :
NO) MJRiE « BISZMR - BERESHE G/ Ot 2 i — -2 &1 . DERANCHEIR TE D, ik &
& HIZ NO OEADMMKT T 5 72 DHERIFICIRIE « AT - Hﬁﬁ)’l: Eiﬁq:{ﬁﬂb#?‘lﬁ%fﬁbﬁl< <5z
EN, BB EOBERBEEDRIRNOOE S EEZ LD 1010 Fi= 77 a— Bk 7 &
(2 & D THEBIR AR~ MR S LR AREIE DO ERE 1 & LT Ty, KT 5
NOS DK TIZMED NO Db 75>J]']l/uu|3 EORKROOESE L TOREINLTND 19, NO Ol
IX cGMP DA TIZORN D, XX T 7 4 TINES TR /M9 % PDES A [HE
THZEIZED cGMP BEZ R X5 19, cGMP BEO LRI X0 MmE R heE L 19,
TEBIR BRI 31T D M MR S NI T 5 RS, MR E 2 UGE L 19, TEREEER
NWET D &%‘Z bND, Fio, XX T 7 4 VITRIE « BN - H%H)'I:“‘E%@I(%ﬁ%@fﬁf/ﬂﬂ 13%:)
L 190170 FRIGIEHTOEEG L OWMEOMMROBGEIC SRR D LB D, I LITHEMHD
RODHEARTEEN O MHIEN 18 6 FHIRIEROBEICTF LG LT D LR IS,

Y3740 P .

s
WEFHS

¥ ] GFF?FW-U*J \
X N O e o] U
MM/ FETRE s>
-

F5357 1 ILONO/cCMPEIRTUEEA

— Lo hLUY PREZHE
;;,'j;&;%;) b Ll
L7 =2 NDS
nNOS
' NO o 7_,_,.7-:_-:"";'
S | TREHER ,
Lybuy [/
Cam b jau~
y/ 4 T ;f'ﬁ-,;m -"P TR ah ot
/ ’_." COMPEREY £/
S srmam FOFAvEF—€ Vo,

_/- / ,gg_ﬂ / \ /; %
Y 4 TR P 4
1/
A/ 5GMP</ P% ) °
/,:'_7_,_,

95’7741[1
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(2) EPxEfF1THHBRBIE

1) PDES FBEER (/in vitro)
B2 H T T 4 TEIR) PDES BLERITH 5, & MNBIE THAH 2 PDE5S 2% 1nM @ ICso fE T
A3 L. PDE6 & O* PDE11 & ikd % & 224 700 XN 14 %5, ZOfhd PDE 7 % A4
&g % & 9000 fF LA B A2 Rk L7z (in vitro),

ERPE-7ZAVYHFALIZHTBE25T5 714 )LOEEEREERHE

PDE! N2 ICs0fE 3 (uM) Bt ¢
1A 4 19+4 20000
1B 4 20+4 21000
1C 4 10+£2 10500
2 4 46+8 49000
3A 8 40+9” 38000
3B 8 19+5 20000
4A 5 28+5 29500
4B 5 21+4 22000
4C 5 22+4 23000
4D 5 12+3 12700
5 8 0.00094+0.00012 1
6 10 0.73+0.12 780
7 4 44+7 47000
8 4 28+4 30000
9 4 18+2 19000
10 4 8.5+1 9000
11 4 0.015+0.002*" 14

1 b ME{c#% % PDE (PDE6 ©Z, b hEiF k)

2 I DML LTzT —F v MBI

3 R EAEAERR

4 PDE5 BREMERICKT 5 bt

* EE, 2%DMSO TFE FCOT —#, KBRS EB1T % PDES (2%F9 2 ICsofifi1% 0.00105
+0.00006pM T - 7=,

R, 2%DMSO 7(E N COT —X, £io. BEIROMAKL O pH bLOKRGM: L1387 5,
ARBR A BT D PDES (2%F3 % IC50 fElE 0.0011+0.0002uM T3 - 7=,
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2) b FTERFREEHAREIZE (TS PDES OFIREAEER (/n vitro)
FEEE. RS, BEDEES, TEBRE K ORISR~ Mg, BEDEE DRI EFT L TV 5 T
RO /INIHE (NIBEENRED) 725 B STV b, 26 D/NSED—>THh 5 IE—KE
R 2 AR R RIFRECER I L, TR MR35 5 PDES O BLE, BEt—EEEIkT
® PDE5 O JJTEK O cGMP O RIZKT 52 457 7 4 VOREER 2R L7,

DT ERREEFESEIZ & 1T 5 PDES D IR
PDE5 mRNA DI & ITEME — K& BN & PR A TR b2 < . G, BISZIR, JRIE. FEEL,
K EAR R O 72 & O B TER B C L RENED b7,

E hTERRERHEE(C 45 175 PDES mRNA IRE

1,E408
s
=
&«
8
2
2 LE+07 T |
B
s
=
=
E
a]
a

1,E+06 T T T T T T T

& N %
gL & & & & & F S
g % R Nl B
A £ £
& ${
&
TagMan Fluorescent 5 T/#T L. SMIIEHEMFR D ekt &% k7= (copies/ug total RNA & L T,
T = 2T R A TR L7 (n>3)
(QPDES %15 & /TE

b MEM—REEBIIRE A2 5 PDES OFEH 2 kL FAICAHE L7 & Z 5, PDE5S O
FEHLITA BN & ML /e LTz,

Q)cGMP S fiBEM Izt 3 HREER
b MED—REEERD S L AT YR — MIBIT D cGMP HfRIEMEIZKTT 52 45 7 4L
OEERZBRF LR, 2477 413 MER—BEBREE Y 32— MM2BIT 5 cGMP
Do ELE L. £ ICs fElX 6.3+2.1nM THh - 7=,
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3) b MER—BEBIRIZ T BHEER (/in vitro) ¥
VT R U TR S B2t M — BB BMEAIZB VT, NO fifthfEo=rrn 7L
v K+ U A (SNP, 1InM 75 100uM) (2 L D5tiE(ER 2 ML, # % Z 7 /v (100nM)
(2 &0 ETLER L7=355 > SNP B sEER & ik Uiz, ZORER. # X F 7 1 1% SNP %%
MEESOG AR L, b MER—REEEIRO NO %4 2 & iz SOs o6 U CHissER 244
D ENRENT,

E bEBt—HEBIRIREIC NI SR

(56)
100 -
@ 0=
75 E-H00nM #5571 LR
MeentS.E
=3
% B0
'
25 -
o |
i
. L L A B AL B AL R
8 10® 108 e 104 108 104 (M)
SMNP
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4) S FAILIRBER L ANVICHT BER (v b)) ¥

WARAEFEZR DREMAKEER # R & L, TERIBEEROFHYET LV E L TA STV D &l
HARFIEZ ~ b (SHR : Spontaneously Hypertensive Rat) % H\\CTH % 7 ¢ )L DRI IREE
FL VLT HIERAZ R LT, M SHR 7 v NMIH X T 7 4 v % 2mglkg/H O & TH
[, 7 BT 4 EFER RO (BokHE) Lz, *RICiE, #4770 VIEERE O SHR
M O Wistar Kyoto 7 >~ (WKY) B ([FhEEKENE T » &, IEE 2R I0E & BiSZREESE 1L
Zon ) w2, BINLAREE R L L O gt (D) 1213 Hypoxyprobe™ e th ik % v 7=, Hypoxia-
inducible factor 1a (HIF-1a) @7 v FRINARIZE T B 5 X7 %818 (©) 13k tis
T. BCL2/adenovirus E1B 19kDa interacting protein 3 (BNIP3) ® mRNA ##l& (@) |
U7 A 5 RT-PCRIETEALEIRHE L7z,

DRIMLIEDBERBRE T O—JRELEICXIT 51EH
SHR ORISR A CTid, WKY &l LT, misiffeE o ERJE CIREEE 7 v — 7123t 5580
RGN DN, XX T 7 40 4 BEREIZE Y, SHR OE§EE 7 1 — 71233 D 0%
Yt WKY O L-~UL L RIFRZED L~UL £ Tl &7,

J v MR OERR IO —JTRERAIC *1769977411«0)#}% (4 BRE&RES)

‘};3’ # -
W T
o - Lo - -
R e i e
‘ 5’%};3'13& &
A h L A‘.‘ g 5 T
- ; ‘% : |
< n e
b~ f: -
: 50 um o W o r— 50 pm |
WKY, untreated = SHR, untreated ;«“wh |
& P T P ] n=4
200 4 * %
OO0 T
a . 0o
= 2 soo
== =00 |
;-—,‘S 400 4
. g_?: 00 4 n=3% n=4
? = 200 oo
100 1 =
- : mE
SHR, 2mg/kg/day TADALAFIL, 4 weeks Wiy SHR SHR+tadelefil

HEIIEREONRIRN 2B R OMRGE, 77 713 WKY Offi% 100% & LTz & & OIKEEHE 7 v — 71254 D5
etz m L, 7 I EEHERERR E TR LT,

*# p<0.001 : WKY 7 » k& DLH#Z, 00 p<0.001 : SHR & DLl (W J74 % one-way analysis of variance test
followed by Tukey-Kramer post hoc analysis)

SHR = @ifiEBARFAET » ~, WKY = Wistar Kyoto 7 v k
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@HIF-1a OfELEeEHEICT 1R
SHR 7 v N ORISLMGERECIX, (KRR T CRENIIMRT 5 Z LA 5TV 5 HIF-1a ©
FRWRIE YL O NT H TN, OGS YAMEII 2 2T 7 4V 4 BEEEIC X -> T WKY & A
CL~vETIKTF L7,

Z v MAIZIRD HIF-1 0 ERBEICHT H52 5574 LOER (4 BREKS)

WKY, untreated SHR, untreated SHR + TADALAFIL

T X
H
- i
L
4 weeks Y &
L - :
s = o %
* N
e - ° %
P50
- o - iy —
n=4
400 .
100
5%
o H
Sz w =3
- n=4
'= =
= e PO —
0 -_
WEY SHR SHR-tadalafil

BEIZBEONREN R GE RGBS, 7T 713 WKY OfEE 100% & L7 & X0 HIF-1a ISk 5 e

PEETR L, 7 F T EEHEERE TR LT,
** p<0.001 : flLFE & DLl (one-way analysis of variance test followed by Tukey-Kramer post hoc analysis)
HIF-1a= Hypoxia-inducible factor 1a, WKY = Wistar Kyoto 7 v ., SHR = EMEBRFEIET ~ k

(3BNIP3 #IR(=xt9 5 1EH
KEEFIRETHE IS BNIP3 (X HIF-1a IZHHl SND Z /37 ThY | 7R h— A 2Ltk
SHALEMEZA LTS, SHR ORIARIZEHEWT WKY & il LT BNIP3 O &I L 51
T2, ZXT 7 407 BIE. 4 lB#EEIZ L > TBNIP3 OEREITALNRL 2o T,

Z v MRIZERIZE 15 BNIP3 mRNA RIRICHT 5255 7 1 LDEHA

(% of WKY)

300 - e
T
- n=6
i o | T
é - n=>5
i
n=18
100 — —
0
WKY SHR SHR+ H[E SHR+78BM SHR+4EM

45°5240

45°524N

WKY KO SHR OfEIZHRE, 7 A, 4 BRESHEOEOAREEZ R,

89°5240

** p<0.001 : WKY Ofif & DLk (one-way analysis of variance test followed by Tukey-Kramer post hoc
analysis) BNIP3 = BCL2/adenovirus E1B 19kDa interacting protein 3, WKY = Wistar Kyoto 7 > ., SHR =
mILEBRIIET » b
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(3)

e FRSTRERRT - FHARERRS
BB L

31



VI. EYEhkeIcBH9 518 H

1. MAREDHER
(1) AREAMGMPRE

MR L

(2) ERERHABRCHE SN -OPRE
BT T 4NEE 25mgZA [ F ) RONE X T 7 4 NVEE 5mgZA T~ F x| X, A—V T4
AR V=) vy Z7EEGLTHLD, AYFrRESEMRBRITIEM L Ty, LLTOR#EIE
SeREIES [T 4 7HE 25 mg, 5mg)] DA U FEa—T+—Lnb5IHLT,

1) BEEES

HA ANFERERE A 36 Bllc ¥ &2 F 7 415, 10, 20, 40mg ™ ZHERAOKE L= & &, HONI
WIN S, XX T 7 4 VOISEFEE L, 5 0.5~4 B (Tmax O 9E, 3 HE) OBICE
—Z\ZEE LTtk TR LT, RN 14~15 K TH - 72 1,

BEERAICE #57 )L5, 10, 20, 40mg ® £BEFEARS Liz& &0
MFPE2TST4IVEBEL YRS LE-EYTRE/S A4

& n AUCo+ (pg-h/L) Cmax (ng/L) Tmax (h) = Tz (h)

5mg 24 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)

RATTEME (ZEFRE%)
a FPORfE (FiEBH)

BEEERRAIZZ S5 7 4L 5mg, 10mg. 20mg. 40mg ® #HEIZRELF-LZ=D
MEEhR S5 T 4 )LREHT

600
o 5Smg  (n=24)
~ —m— 10mg  (n=23)
& H00 —a— 20meg  (n=24)
E e ding  (n=73)
% 400 z@\ (Wi R + EEEE)
A .
A }\
N AN
0 Hi‘k
> N e
'S T
B 100 T e
E - . T — - —
e T T e
0 . I S— — .
0 24 48 72 % 120

{e 585 (h)
) B ARKRHEIL bmg TH 5,
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2)

(3)

(4)
1)

RE®RS
HISEARIE IIE I ZPE D HEIRFEE A ARANBE 120X X T 7 40 bmg # 1 H 1[5 10 HFMER
A5 LT, EFRETOZET 7 1 00D AUC KR Cmax (FZH)[EIFEGHE & HA~TH) 2 2128900
Lf: 20)0

BILBRIERIE I S HRIEFERAARANEERICZ TS T4l omg 2 1B 1[E 10 BfE
REBELELEEOMBEFR LI EISITAIRESYEH LEEYHRB/NS A —4

Elzgz n AUC (Mg'h/L) a Crax (ug/L) Tmax (h) b T (h)
1HH 12 1410 (31) 102 (27) 4.00 (1.00~4.00) -
10 HA 12 2710 (27) 173 (24) 3.00 (2.00~4.00) 23.9 (25)

SETEE (ZEEERE%)
a FRHRER (24 BERE)  C oD o S i - e ] st R T T o
b HgfE (HiPH)

ATSZBRAERIE L fE O HEIRBE S B AR NBE 255 & U725 1A B B MR RSB I3 T
2 HZ7 40 25mg Xt bmg DWW T g 1 B 1EIKERO#ES Lz, bmg 285 L7z L&
OIiET & 25 7 4 VIREEIX 2.5mg DRI 2 fF L Ar o7,

]
BB L

BE - HAEOZE

BEOFE?Y

fERER A 18 Bl X X F 7 4L 20mg P &% (EIENE) XIXZEERHCHER D& Lz L
&, AUCoo T Cmax B FEIUC L 2 BT D N ho 72 WNEANT—4),

REERAIZS 457 ()L 20mg ® £#ZWHRUBH (BEHR) CHERORSLIEEO
MRS 55 7 A LREL Y Bl L= EDBE/ S A —5

A7 4= ﬁ%(fﬁifﬁ(giiiggwqg R (o)
AUCo-» (ug-h/L) 6943 (27.8) 6419 (32.3) 1.08 (1.02, 1.15)
AUCo-tn (ug-h/L) 6896 (27.4) 6372 (31.9) —

Cmax (png/L) 345 (26.5) 297 (29.8) 1.16 (1.07, 1.26)

Tmax (h) ° 2.50 (1.00~4.00) 2.00 (0.500~4.03) -

Tz (h) 17.0 (25.5) 17.3 (24.2) -

a REEBEOTFHMEDOZEL . T D I0%IFFEIX M 2 WAL LT, %M TEMEO LR O O 90%(E fEX M % 5
HL7-,
b FoE ()
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BERAEACZTS T 1)L 20mg™® 2ZERKEVERR (BENHR) [CHEEOKRSLEEED
MEFRE2 557 4 LIREHER

(ug/L) 450
400_; 90— 557571l 20moRktk
] =00 24574 20moHIFF
350 ]
g 300
h
3 { |¢
'S 250
)
7 4
1 200
L 1
R
i 3

T T T T T T T r T T T T T T T T T T T T
0 24 48 72 96 120 144

15 B
E) ERKREKGRHEIT 5mg TH D,

2) ERAEDEE

O rhary— L EOMAEEHR ONEANT—F)
fRFER B PE 12 il 2 68127 k=2 —)L 400mg (1 B 1 RIRER A& S, ERNRRERE) &4
277 40 20mg P EOFHEE LR, 2477 41D AUCo«iE 312%, Cmax (T 22% 15-
L. T DO7 VT T 0 A13HK T6%E T L7z 22,
fERER A BME 11 Bl R b2V —)L 200mg (1 B 1 RIKERAOKRE) L2577 41
10mg ® 2P G LR, #4574 4D AUCoxlT 107%. Cmax 1% 15% E5- L 7= 29,
E) ARARHEL bmg TH 5,

@ U hFeNEOHEER GHEAT—%)
fERER A 16 #illC Y b E/L 500mg X% 600mg (1 H 2[E) & ¥ & T 7 4L 20mg ™ %
BHLIZEE, XX T 7 40D Cmax 1% 30%IE T L7228, AUCo-»l% 32%H40 L 7= 29,
fRRERLA 8 Bl hE/L 200mg (1 B 2[8) &% % T 7 4L 20mg ™ OB L7 fER,
BT T 4D Cmax (LFFEE TH o725, AUCowlE 124% EH- L7z 22,
) ARARHEIL bmg TH 5,

@ V7rrerrtoMAEN GMNEANT—%)
Rk AN BPE 18 il (19~58 mf) ZXRIC, XX T 7 4 NVHAIEH L) 77 e U E0FHL
7oL EORBNOEYERER LG LIfER, V7 7 o BV EOPFRIC X D . ARAEI O ke
PMET LTz, £72. BT D7 U T F 0 2035 8.5 (581 L. AUCo- (88%84) T Crmax (46%
KT ICERIICHEERIKT AR il 29,

@ He ZBMEIEHH (= F 2 0)  HlEH OKBRET v =0 500 Kb~ 73> 0 AELE Al
L OMAEER GNEANT—%) 25
e A 12 1] (B 6 B, &tk 6 fil, 22~40 /%) ZXIGL L, ¥4 77 ¢/ 10mg ™ HHAl,
HlERAl OKER LT v = 50 - Kipfb~ 7 x> 7 LELEH]. DLTHIBELAGAIE 35) &2 5
77 4 10mg P OO KO He 2B EFEHH] (=FFP0) 24T 7 40 10mg ™ O
@3@®$Eﬁm&5%ﬁoto%®ﬁ% =PFULCEDBEN pH O EFICL T, 24
T 7 4 IVOEWENEITIZ E A ERBEZ T o T, HIBEARIE XX T T 4L 10mg P LD
ﬁ%?m\Gmﬁim%ﬁTL\&W*ﬁﬁﬁ?#é%®®\ BRIl AR bR o T,
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BERANIZEAFTS T 4L 10mg® BEIRV=HF > 300mg 5 LI HIEEE S F 20mL % 65t /H
Lz Z2DETT T4 ILDEMENEE/NT A — 2 DEMIFEHE (ZEZREY)

BT A —F

RATTEE (R E%)

X %77 4V 10mg
+=%¥FT > 300mg

X %77 4V 10mg
+ilEEEL A 20mL

2 %57 4V 10mg

(N=12) (N=11) (N=12)
AUCo» (ng-h/L) 4088 (23.3) 3900 (29.6) 4096 (30.8)
AUCo-tn (pg-h/L) 4050 (23.0) 3863 (29.6) 4066 (30.6)
AUCo-24 (ng-h/L) 2401 (14.3) 2199 (25.7) 2557 (22.8)
Cmax  (pg/L) 170 (20.9) 139 (24.9) 196 (21.9)

Tmax (h) *

2.00 (0.500~6.00)

4.00 (0.500~6.00)

2.00 (1.00~4.00)

Tyz (h)

17.2 (24.4)

17.7 (27.6)

16.7 (25.6)

* fE (dPH)

) mAKRMET bmg TH D,

® XV T AEOMAEER GMEANT—4) 20
fRERERL N 12 B (24~58 %) X5 & LT, ¥ X7 7 4L 10mg P & Hia L O ER A& 5 L,
CYP3A4 OIEHAITHDH I XV T A 156mg L OFFHICOWTHE LTZ, TR, ¥ 4T 7
SN Z Y T DOEWYENREIZH O e B2 TR I e ho T2,

ER 156, 28, 2 HEIZEITHR—RS/ V{E A HERU S HEDFY) &
SEVILOEDNBENT A —FORAFHEDL (0WMEHEXE)

YN T A —F

B PEHEDOE (90%FHEXE]) *

15 B/_—RAF A
(N=10)

28 A/R—RA T A v
(N=10)

42 AIR—RA T A v
(N=10)

AUCo» (pg-h/L)

1.10 (0.96, 1.25)

0.87 (0.76, 0.99)

1.02 (0.90, 1.16)

Crmax (ug/L)

1.02 (0.85, 1.23)

1.05 (0.87, 1.26)

1.13 (0.94, 1.36)

Twz (h)

1.08 (0.93, 1.25)

0.94 (0.81, 1.08)

1.12 (0.97, 1.30)

CL/F (L/h)

0.91 (0.80, 1.04)

1.15 (1.02, 1.31)

0.98 (0.86, 1.12)

A HE OO FE L | ZF D 90%(EHEK ] 2 Wi 2 U C, ST EEIE D K& O D 90%fE 8 X [ 2 5 H

L7,

A1 HHEKXRO8 HA=I#Y 7 4 156mg HAI ARG

HER 1B HEHLD28 HE=I XY 7 A 15mg+ 4 X 77 44 10mg (¥ X774 VREHEE1HELXD 14 HEH)
RER 42 AH=I XY 7 2HAZROEBYE (XX T 7 4 VIREERSH 14 A1)

) RAKRHET bmg TH D,
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©® 7A7 4V EOMAER GMEANT—%) 27
TEEERR N B 17 B (19~455%) 25 L L, ¥ %77 (/L 10mg P KO CYP1A2/PDE JfiE
ROREATHLT A7 4 V% T HRIPFRHBEG LSRR, 247 74003747 40 U D3
WENREIC B A RIE S o Te, o, R ANIZBWT, X774 v T H 7 40U %0
BREZ, DAZEEIN NGRSO BT, BRBICE L 72 2 b O TII W EE 2 b,

BERANZEAZS T4 10mg®E E-EFEEETSTAIILTSERETA T4 ) UEHRALEEZD
TAT74)UDEEIRE (7BB) ([2THBIT2EMEIRE/NT A —FDEMTHE (ZEHZRE%)
RUOZDL (90%EFEXTE)

WATEE D (ZEEMEE%) K S O b
TAT 4V AT T 40 10mg | AETTANTTER (ZXF7 40 10mg+T47 4V v/
;ﬁ;%ﬁbﬁ?/\o*}}—ﬁ +FFT Y +FEF T4 5’5"774/&7"'?“127‘1?4-7”‘7‘1‘74’9‘/)
(N=14) (N=14) (90%fZHEXH) & (N=14)
AUCrss (mg-h/L) 175 (13.7) 177 (22.4) 0.978 (0.915, 1.05)
Cmaxss (mg/L) 16.6 (14.2) 16.7 (22.8) 0.982 (0.915, 1.05)
Tmaxss (h) P 4.00 (1.00~10.0) 4.00 (1.00~6.02)
Cavss (mg/L) 14.6 (13.7) 14.8 (22.4) 0.978 (0.915, 1.05)
CL/Fss (L/h) 3.12 (26.7) 3.09 (31.8)

AUC,, s=$2 G-IRIHIIE (12 FefA]) T oo M i S e B2 T 1Al

Cav, &=/ HIRABIZ IS 1T 2 1 S R

a MEEHIEOFIIEDFE & | T D 90%(EHAIX A 2 W2 LT BEIMED K O D 90%E XA 2 5HH L7,
b HRfE (HiPH)

BEBNCTA I FERETA 7140 TS5wR%E 1820 7 BEREZOREL.
BEZT4)10mg™® F£-EE2 XT3 T4 T5EHR%E 1B 1 BHOAREZEOREIZLY
HALEEZDERE T HENKRS 8 BE®RFE TORGMARKDE

i KREDE (51— 2)
BE1 59 (95%1Z 45 X [#])
ERIE 6 (4, 9
FAT 4 VDR TSRO e/ M 6 (4, 9)
PN ] 7 (2, 12)
T fiE 3 @1, e
2257 4L 10mg DI T RRDIH e/ IME 4 (2, 6)
i KAE 3 (2, 8
‘ S 10 (8, 12)
&f;;;;qu/mg TS5 ROR B/ Mt 8 (6,11)
e KAE 12 (8, 17)
‘ T fiE 3 (1, 6)
yf;;;?ulang THT 4V DR iR/ IME 2 (-1, 4)
i KAE 5 (0, 10)
‘ A 7 (5 9)
&fjig’jj‘?j“g 5557 40 10mg OB | BN 42 7
e KA 9 (5, 14)

ZHTT7 40 10mg D& : BZET 7 4 10mg+T 47 4 ) 7T vREE
THET7 4 VDI ZETTANTTRR+TE 7 4V 8EE
TIRROH : ZBETTANTTYR+TA T4V T TR ERS
1E) RKREGRHEIX 5mg TH D,
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@ o7y EOMAEER OMENT—%) 29,29
faEERE A 14 B (19~54 %) k5L LTH X 77 /L 10mg P %, fdEERk A 16 61 (31~59 %)
ERBELLTHET T 40 20mg ™ #ERAOKE L, VL7 7 U BRIV TR 21T - 72,

=2

ZORER, ZHTTAMITNT 7 U OFEYENRICIRIR EAE R E RS 2o,

BERAZAFTS T4 10mg, 20mg™® XEAFST4IILTSERETILI 7 2 25mg #HALT-
EEDERREIZEMTS (R) -RU (S) -7 7)) VDOEMEFEE/INS A — 2 DEMEHED L
(90%fEEE X FH)

BATEIIED L
(BHETGTAN+HINLT 7V 25mgld X T T4 NTTER+TNT 71 25mg)
(90%EXM) = (N=12)

X% F 7 4V 10mg HFARED
- 1% 1 > _ % 1
DT 7 ) AEIE T A ®) -vrTrye & -wrTye
AUCo-» (mg-h/L) 0.89 (0.85, 0.93) 0.87 (0.80, 0.94)
Cmax (mg/L) 0.82 (0.72, 0.92) 0.80 (0.69, 0.92)
25457 4 20mg PFHFFO . . i _—
DT 7 ) REE ST A — ¥ R) -TN77 > & -~z
AUC o (mg-h/L) 0.930 (0.887, 0.974) 0.917 (0.880, 0.956)
Cmax  (mg/L) 0.963 (0.921, 1.01) 0.961 (0.923, 1.00)

a MEEBEOTMEDEL | D 90%EFE XM 2 Wi 281 LT, RAEHEO &K O O 90%E XM E2HE Lz,

T, XX T 7 40 10mg, 20mg P KEROFEGRHICU L7 7 U > 25mg & B A& S Lz
LEoT e bur B U RIETREBIC OV TR LR, ¥ 47 7 4/ 10mg, 20mg ™
ELTTRREWE LT, YLVT7 7 U ckd 7 e bu v B U ORISR A H &R

TR BRI o T,

BERANIZEFS T4 10mg® XETS5tREREZOKRS L, TRBIZTLI 7Y 2 25mg &
HAZOKSICEKYFRALEZEEZOTO OV E VHBEOFEY/NS A—4 (EEFRED)

- 5151“774/1/]10\111;; 7°?*Eﬂ<]‘ \ I

A AN AN (95% (AT
AUCpr (s-h) 2238 (7.67) 2271 (6.31) 0.984 (0.966, 1.00)
Cmaxpr (8) 19.2 (16.0) 19.2 (8.44) 0.991 (0.952, 1.03)
Tmaxpr (h) P 36.0 (23.9~48.0) 36.0 (23.9~48.0) 0.0125 (-5.98, 6.00)

a (XEZ774010mg+UNLT77 V) | (FT7®R+UALT 7D V)
b HRE (/M — e R AE)

BEBRAIZAFTS T4 20mg™® RETS5REREZOKRS L, THEIZTILIT 72 26mg &
HEZOKRSICEYFALIZEEOTO OV E UBEOFH/RS A—4 (EBERED

- &éf?74zvl2({mg 7°3-Ed§ \ I a

A [fGSSad S (90%(AECH)
AUCo-ttastpr (%-h) 11294 (9) 11421 (10) 0.993 (0.965, 1.02)
Cminpr (%) 53 (19) 54 (27) 0.977 (0.913, 1.04)
Tminpr (h) P 36.00 (24.00~36.02) | 36.00 (8.00~48.00) 0 (0, 6.00)

a (XFEZ774020mg+UNT7 V) | (FTT7EA+TLT7IY)
b HRE (/M — F R AE)

) RIKRMHEIL bmg TH D,
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TLauTrrEOMAEER GMEANT—4) 30
faeEER A 18 B (B4 15 ], 2otk 3 B, 25~T3 %) ZxRIC, 7Au2Y ' bmg4a 1 H 15
14 HERA®KE Lz, 22T 7 40 10mg™® HH5 0T 7 REZHEROKS L, 74
0 OEFIREOEYENEICTH2X X T 7 4 VORBEFM LT, TOMR, 45477
A VHERROBGI13T A0 U OEFIREOIEYEREICEEL KX Rh o T,

BEBACZIFTZ T4 10mg® RIEEZETT 4L TS5RETLADE Y bng #HAKE
L& EREEREIZETE7LODEDOEYBE/ND A — 2 DERATHE (ZEFHRED
BRUZOH (0WEREEE)

R EHE (MR %) BB O M
T hEIEY BETT 4 10mg | ZETT AT ek | (FFTT AL 10metT hav L]
FERE T A —4 +T7 AR +T7 AR BHETGTANT TER+T LV EY)
(N=18) (N=17) (90%fEHX ) =
AUCo24 (pg- h/L) 174 (37.8) 163 (34.2) 1.04 (0.994, 1.09)
Cmax  (ng/L) 9.34 (36.6) 8.57 (31.3) 1.06 (1.02,1.10)
Tmax  (h) 8.00 (2.00~10.0) 8.00 (6.00~12.0)

a MEEHAEOFIIEDE & [ D 90%(E X ] 2 W28 U T IR D e Je O D 90%(EHEIX R 2 i H L 72,
b RfE (HiPH)

TEFERR A Z R RICHZ X T 7 40 10mg XL 20mg ™ &7 2un PV A Lz & & ofFE R,
DA R TRBICOW TR 21T o7, ¥ X 7 7 4 VI 7T 78 RGO 14 HEIG 1 H
1E7 AuP ey bmg 245 Lz, FWICHX X T 7 4L 10mg, 20mg P T 7 TR RET L
DU ERIFFHCHEEREOEE L, ¥ ¥ T 74 VT 77 RS 48 Hiffl#t £ COHMBITEN T
i R QM gicA JIE L7z,

ZOREFR, XX T 7 40 10mg P FHRFO ML TR & OVMEEEEIME LT TH Y | BRI
BRI BEAER IO b o T,

BEBRATZLOCEVZREZOBEL, 245740 10mg® XETS5ER%E
HERAOKREBICEIYHALI-LEZDBRE SR E TOERTE TMER VDA

RNE37 2 =2 &f;ﬁftlo/mg +77A71::Z\‘/Zhl:°‘/ (95%%%%;!2?&])
IGHEHIIE  (mmHg) 116 119 -3 (=5, —1)
PEREMIME (mmHg) 72 74 —2 (=3, 0

L% (bpm) 70 66 4 (3, 6)

N=17, * (FX¥ 5741 10mg+7 LEIY) — (FITER+TLEIEY)

F72. XHT T 4L 20mg P KGR OUHER K OFEIES L E D KBV EIC T T B R 5F &
FERFE AL R, -, DHEOEITD TN TH -T2,

BERBAICTLAOCEVERERAKREL, 295710 20mg™® RET5 A% HR
BORSICEYHRALELEORS U BRERFI TOERTHTOERTMIBOEREILLE

RIFT A5 gi ;Z g//bfo/mg +777A7tjz“/ih1:°‘/ (95%1?%%!2%)
W 5 = D e K22 B (mmHg) —22 —22 —1 (=5, 4)
JESRI I D fe KA L (mmHg) —19 —20 1 (=2, 4)
DB ORRZE/LE (bpm) 22 18 4 (0, 8)

N=19, * (¥ X537 41 20mg+ 7 LaIEY) — (FITER+TLEIEY)

) RAKRMHEIL bmg TH D,
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@ 7a—nEOMEER GMEANT—4) 30,32
TR A ZRISGE LT, XX T 7 4 10mg HDHWNE 20mg ™ L7 va— a2 HLZLEED
72— ® AUC, Cmaxld, 7V — VEME G L LE_CEITEO DL hoTz, £/, # 4
740 20mg LT Na— L EHHALIEZEEDX LT T 41D AUC, Cmax i, ¥ X774
JVEE 5 L AR TEITRD bR o T,

BEBRAICEAES T 0)L10mg, 20mg® R(FAES T4 IINTSERETILO—ILE
HEALEEZDOTILO—ILOEYINEE/NS A — 2 DXEAITHE (TEHRHY)

S A M (R %)
BN T A — Z 577 4L 10mg BETT4NT TR
+7 N a—) 0.7g/kg (N=16) |+ 7 /L2—/L 0.7glkg (N=16)
AUCos (mg * h/mL) 160 (12.7) 158 (9.46)
AUCo-tn (mg - h/dL) 185 (20.2) 162 (40.6)
Cmax (mg/dL) 79.3 (15.1) 76.6 (19.7)
Kl FEE (CV%)
o T=e 5477 11 20mg FHATTANT TR
HNBNE T A =5 +7 L m— 0.7g/kg + 73— 0.7glke
(N=53) (N=51)
AUCo-tast (mg - h/dL) 131 (12.8) 126 (13.9)
AUCo2 (mg - h/dL) 127 (12.2) 121 (14.4)
Cmax (mg/dL) 84 (15) 81 (15)

AUCo-tiast : 0 2> HREGRE B ATRER A > MBI 5 AUC

BEBRACAES 74 20mg™® EZIILa—ILRIET7ZILaA—ILTSERE=HHLT-
EEDEESTAILDEMEIRE/NT A —Z DA EHE (ZEREY)

. 4% SZPA i (B Fho
BETT 0 _ LIRSS (&%M@k/?)”
S ENHE ST X — X S HT T 4 20mg S ET 7 4L 20mg
+7 N a—)0.7g/kg (N=54) |+T7 /L a—L7 &R (N=54)
AUCo-t1ast (ug-h/L) 5107 (23.2) 5157 (29.2)
AUCo24 (pg-h/L) 5092 (23.2) 5143 (29.2)
Crmax (ug/L) 349 (25.8) 356 (29.4)

AUCo-tlast : 0 2> HEGREBFATRER A - MZEIT 2 AUC

fERERR N 2 R BRIC 2 & F 7 4L 10mg X% 20mg P E 5. L 702 —/L 0.6g/kg X% 0.7g/kg
DFC L B IME TREA~ORBEZRFT LR, 4 RBP4 477 00 10mg P L7 va—u
0.7g/kg Z OFH L7= 1 3BR CIlE FREICHEEATRD D2, —@Eob T 0l Tch v | iF
RENICRIEIZ AW B2 bz, ¥4 77 41 20mg ™ &7 /03— 0.7glkg % PFH Lo
1RBRIZIBNT, FXT T 4TV a— L HEECTEREMED £V 12 FlOERE 2 14 {4
(7ZvRET NV a—OFHBETIEZ 2 6105 2 14) . KON SEPERIM DS 8 BO#ERE 76 3 {4
(TR ETNa—NAGHBETITIRD LN -T0) BTz, LarL, KXkl EFRHAED
HHZTT7 4N OT N a— L HFHORBREZITo7- 8 2 A, FEEOAEFZITRO Lo T,

1) EAROKR &L bmg TH D,
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2. EWEERINZ AL

(1)

(2)

(3)

(4)

(5)

(6)

R A &

BINZARAERIEICfE O BERFEEZH T2 HARANERE (126) (XX F 7 4/L5mg % 1 H 11010
HREIERO#ESG Lz & X Dayl0 OMEF % %7 7 4 VREZRW, /o arX—hk A b
E7 VTN LTz 20,

IR
B L

HEREEH

BREERRL

<HE>

AIZIRIENIE A O JERIEE 2 A4 2 BANEE (126) 124 % T 7 40 bmg # 1 H 18] 10
HFER NS Lo & SOmiEh % 25 7 ¢ VIR EE O JAEEIT 23.9 R (15.4~33.0 i
M) Tdh o720,

SYVT SR

ANZHRIERIE I O BERBEE 2 A2 BAANEE Q26 24X 77 40 5mg % 1 H 118 10
AMRERAO®REG L= E0fifEh 2 45 7 4 VIEEOEFREBIZBIT D AT V75
2 (CLso/F) 1% 1.84L/h (1.08~2.53L/h) Tk - 7= 20,

NIMEE

AISEARIEAE I PE D HEIRIEE 2/ T2 HARANBEE (124 (¥ X7 7 4/ 5mg % 1 H 1010
HREEROBRG Li-E ZomiEh 2 X7 7 0 VIREOEFIREIZE T 2 AT O0mERE
(Vso/F) 1% 68.5L (51.8~88.9L) T -7z 20,

Z 0t
BB L

3. B&EMH (REalL—Lav) @i

(1)

(2)

fRIT A
REER e L

INTG A= EHER
RN ERR L

4. TR
W (AREIN) - 36%LL
SME N DEEFER A 6 B2 14C-% Z 5 7 L 100mg P ZHER A& L Lz & & o 514% 312 K]
F CORMESHERIERITFEE T 60.5%. JRT 836.1% Tdh o723, ZDZ b, WINRTEEED
36%LL EEHEE ST,
E) & AAGRHEIX 5mg Th D,

BT T 4 AIREEDNOIEA A AMEE T D720, & b~OFERGRFIZBR% L T,
IO, MERHINA T T XA T E VT 4 13 ELN TV,

<BE>

Ty MBI AT XA Z YT 11X, HET5H3%, MET34% ThoTz, A XITEIT D31 4
TRAZEYT 1%, HET18%, MET 10% TH -7z,
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5. 9

(1) Mm% — KM@
AR L
(BE
VU RIIEE T T 4V 15mglkg RO L, #5 90 5ZICIIH KON X X Z 7 4 1D
BEAZHELZLE A MPBEBEORBIF 12%9DX X T 7 A VRN ~BITLIZZ Enb, X4
7 7 4 VO iR — Ak B PHEE M 2 R ST 8,

(2) m#%—RREF BB
MR L
<BE>
4% 18 H H @ Fischerd44 7 v NI WC-# X7 7 4 /L% 10mglkg OB CTHERR ARG LTz
LA, BB THINEMEE S MR S, F0, RITER (BIF, Mk, M, B, Bk, sk
VL) 2 DR D PEEOBGHEEDE R SN2 D, FXTT7 4 VHDLWNEED
R DRSBTS R S T,

(3) Fit~DFITH
MM ER L
<EE>
ZHH D Fischer 344 7 v NI UWC-# X 77 4 )V% 10mgkg OHETHEREAK G LZEL 2
Ay TR OREHEEY AR, AR Ll LT 2 (R E o T, 5 LTS
PEMVE DR BT T DA P OBEHEEE &1L, &5 3, 6 KO 24 K& T, TR
0.102%. 0.086% K X 0.004% &t =ETH -7,

(4) BEBA~OBITH
PR L

(5) 20t~ DBITH
A EAFERERE A 14C-2 £ T 7 4L 100mg ™ ZH R O &G Lz & & Db 5 FE% O ik
W ET T o VIR, MERZ X2 T 7 0 VIREDK) 10% T, H5&IZHT DRBIRP~BITE
134 0.0005% TdH - 7= 33,
) KRR EIT 5mg TH D,

$<BE>

HED Fischer 344 7 » MZ UC-# X7 7 4 )% 10mglkg O & CTHEIRROK L L, 5 0.5,
1, 3. 6, 12, 24, 48 KU\ 96 K O HUITETEYE O /3 Af 2 R I K 0 st Lie, i
TEME A < FRFRIC A Ly BEL T, il K 0 FER P ~m Wi 2R Lz, B d O BhE
WENRD ENT-DITHLE L ZONEMTH - T=, WNT, I OFIB TrWomh s iR
BTz, AR A~DOARITIZ E A ER S o 7o, BEHEEWERE X, 1T & A E O/
TG 6 KRR 1T & 72 o 1o, 5 96 KEfEIfZ TIXIT & A L DR CRENEHEE Tt S h
ot

MERBBATHEIC DWW T, UC-¥ X T 7 4 V% Han Wistar 7 v ~, E—Z /LK EE DML T
Rt Liz& ZA, ZX 77 4 VTMEKIGRIRICEAT L 2N 2 LAV RE T,

(6) MITFEEHER

Z BT 7 4 VOMIREAREHRIE 94% (in vitro, VHIENTE) THY 35 FIZT VT IV RD
o FEVEREER A LA 5 39,
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6. X
R A 6 il UC-Z &ZF 7 (/L 100mg P ZHEFRA#KE Lz L &, miEhic IHRETT
A IVREBACR R RRAF VT T a—)L 77 a RS IR D EE b%htomﬁ¢®%%wﬁ72~
JRIZAF NI T a— v 7T a A RO 10% K5 CTh - 72 30 GEANT —4),
) ERIKGRHEIT 5mg Th 5,

(1) RBERELE U HIRRER

REFBAL - FITIFIRCREI SN EE 25,

RS © & NMEERNTIZZ X7 7 4 WE, EIZTF 7 72— 24 P4503A4 (CYP3A4) (X0 H
T a— MR~ ST, BICATUbE, Fvr e rigiaa itz h T a—Ls
L a UBRA IR R ORRAF AT a— s a U Ee R~ B En s L E X
LD, EEFTIIEICHT a—NEEORA TNV T a— AR (FEFEFORMEIC X
67W7D7%®%ﬁé%§ﬁfiﬁk%¢Tﬁ£m%?wﬁ?ﬂ~w7wﬁﬁ/
B DT a— L7 r a A IENGED vz, fiEdic P
74w$ﬁm%&0%?wﬁ7:—wﬁw7n/&@A%#Mb%htom He el
AFINHT a—)HRKIFZAF N TT a— L7 )7 a U FEREIRD 10%A1 T - 7= 37,

BERANIZHITEHE255 7 1 ILHEERBIHRE

hFa—nLsLyovgg

KERILfE 2 o
) mak (Rd)

(HES) on | IMonVEE |

CYP3A4

\

AEST 1)L o
OH (M1¥E R @) )
KEEGR 1. 3 j 0
(PR #fEh) o

AFNLATFa—LIE

AFILATFI—N o— (#E. MiEd)

o0 UEREE
(.ﬂfﬂ.aﬁ’.ﬁ‘*) OGluc

(2)&&(%5?6@%(WP%)®\%& FE5x
FIZF F 7 r—L4 P450 3A4 (CYP3A4) 12X vfEianstEx b5,

(3) VEEENEDEERVZTDEE
BMER e L

(4) REVOEEOEERVENELL., FELSE
MAEF O EENRHY THDH A F VAT a— 7 a AR PDE BLEER L. PDES IZ
BeRE 172 < \PDES KT 2T Z Z T 7 4 DI 007 < & 13,000 (55N Z &b,
FE AR A MAE R A F L h T 2 — URIC L D~ D HFEITIEF IRV EE 2 5T,
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7. Bt

fEEERLA 6 fillC 14C-Z X T 7 4L 100mg ™ ZHEFRO&E Lz &0, #5% 312 K% <o
T RERIRIZ M 60.5%, SR 36.1% T o7z, FEEPITHE S 7R O K3 1E A T
NHT A= KK ORI T a— R ThH -T2 b, XX 77 4V ROREO 7 v a R
AP S, EEFOMEIC LB EEZ T LB b, 2O &b, HH-HEi
X2 X277 4 VEOZEDORBOER PR TH D EEXDND, —FH., IRPESHEEICIZZ &
T 7 A IVKREAELEOREI D EENTEY . R BEHEO R INEIAF VT a— VT s a
VRIS L O T a— Ty a VEBBA RN D T, BIRIZ Y X T T 4 VREGIRTE T
TR, AFAATa—AV TN a BaaiEEk Ol 7 a—/v 7V a RS RO E 2 et

BB THLEZALND, B, FRPA~OIIIFED b pino7z 39, GHEAT—2)

) ERKRET bmg TH D,

8. FIVARKR—AE—IZET 515K
MERe L

9. BWEICLIBREE
MBI LV EREES v, (TVIL
THZ)

10.

10. REDERERIHESE
(1) BEEEE~OKE BEAT—%2)
1) BERUHEFEERRESTESE

(1) 2) MEKENT A5 TOD KRBT R2EE] ©

fEEER N 12 7], B EEEE (Clher=51~80mL/min) 8 ffl], AR EERE (Cler=31
~50mL/min) 8Bl Z & Z 7 4L 5mg KN 10mg ™ ZHEFEOKE L= & &, b2 47
7 4 v ® AUCo-8 O Cmax ITEEREER A O Z 210K 100% K% Y 20~30%H4 01 L 7= 38,

BERVHEEOEREREICZFZS T4/ ng ZHREREAORELI-LED
MIFR2F5T4IILDEPEE/NF A —4

AUCo» (ug-h/L) | Cmax (ug/L) Tmax (h) 2 Tz (h) CL/F(L/h)
fERER A (N=4) 1472 (25.1) 101 (31.2) | 1.00 (0.500—2.00) 18 (18.3) 3.40 (25.1)
B RS RE (N=3) 3119 (62.3) 111 (17.4) | 2.00 (1.00—3.00) 25 (66.9) 1.60 (62.3)
TEEEEELE (N=6) 3135 (37.5) 1386 (13.2) | 0.500 (0.500—1.00) | 26 (41.7) 1.569 (37.5)
a HufiE (GEDH)
BELLUPEEOBRESTEEICIFI T T74/L 10mg™® ZHEROKRS LD
mMFRIFTS T4 IILDEMEIE/NNS A —4
AUCo.0 (ug-h/L) | Cmax (pg/L) Tmax (h) @ Tiz (h) CL/F(L/h)
fERERL A (N=8) 2868 (44.2) 183 (31.2) 1.00 (0.500—3.00) 14 (45.8) | 3.49 (44.2)
REEEERE (N=5) 6280 (46.1) 217 (21.0) 2.00 (2.00—4.00) 26 (32.7) | 1.59 (46.1)
PEEREERE (N=6) 4911 (50.1) 220 (22.2) | 2.00 (0.500—3.00) 22 (43.0) | 2.04 (50.1)

a HRIfE (FEPE)
(Cler : J V7 F=2 70T TR
E) ARARHEIX 5mg THh D,
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2) MRBHEZTTVILRHBELREEE
MEHENT %21 T D KRR 2RE 16 Bllc¥ 4T 7 4L bmg, 10mg &1 20mg ™ % Hi[A|
ROEh Lzl & AUCowM O Cmax 1 EIEEERR A O 2 ZHUK) 109% K Y 41% #3001 L 7= 38,
F7-. MIKBHTRIE TE X T 7 4 VRO A FIL T T 3 — VAREEE I & 7 2B I3 B i
oz,

RE 5T 4)L5, 10, 20mg® ZEEFOHRS L1 & SOMBRBENATRICE TS
AETTAIILRUOEAFILAT I—)UKRD MEE iR E DL E
MIEFENT /A0 (90%(EHE X))
4HTT 4 0.91 (0.85, 0.96)
A FIVH T 32—k 1.18 (1.11, 1.25)
E) RKREGEHEIX 5mg TH D,

(2) FEFEEE~DES WEAT—4)
RN 8 Il ONFREE B 25 fllc X %7 7 4L 10mg ™ ZHEROE L Liz & & BEF
fEEEF (Child-Pughclass A : 5~6 ARA > b) & HHZEEFREEHRE (Child-Pughclass B : 7
~9 KA ) D AUColFHEFERA & IZIEFREETH > 72 39,

BEBRALZVIZEN. BERVPEEOHEETEREEICAF T 740 10mg® %
BRZFOKRE LI-EEZDEYPEIRE/INS A —4

(ﬁgijf) (Sg/f) Twas (h) @ | Tuz (h) | CL/F (Lh) | V/F (L)
R A (N=8) 5823 (74.4) | 180(38.1) (0'5020'5104_00) 24.2 (52.6) 1.72 (74.4) 59.9 (30.0)
BRI IR B E P (N=8) | 3961 (34.3) | 133(20.8) . 5030'(114'00) 24.7(42.6) | 2.52(34.3) | 90.1(19.3)
REIFREERE (N=8) 5760 (51.7) | 146 (22.8) (0'5020'(106_00) 34.9 (48.4) 1.74 (51.7) | 87.5(24.9)
TR ERE (N=8) | 4049 (55.5) | 101 (39.4) (0'5020'5104_00) 37.8(62.0) | 2.47(55.5) 135 (55.0)

Sl (CV%)
a R (FEPH)
b IEIAFFR® b7 B

BEMALVICENY, BERVPEFEOHEZTEEZICZ2ES 74/ 10mg™® %
HEEZEARE L-EEOMBTRE TS5 T4 LREERE (A TOy k)

(Lg/L)

100 -

RS A U B3R E
S
|

T T T T T T T T T T T T T T T
0 24 48 72 96 120 144 168

155 (B th)
E) KRR EIT 5mg TH D,
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(3) BEE~DEE GEAT—2)
OREEHERVREEFEEMRE LE-ERRSHER GHEAN)
frepEsim 12 61 (65~78 %) R UMEHEFTAH 12 61 (19~455%) (C¥ X T 7 1/ 10mg ™ %
BRGE O G L7 & & Croax I3 RIRE & HEH & TIRIERRTH 728, RiliE D AUCo1 34
FEBITHAHK) 26% B TH - 72 39,

BIHERUEEEICISES T (L 10ng™® ZHERS LIL &0
MPEPEFS5T4IVEESYEL LI-ENEE/S A4

n AUCOw(Hg'h/L) Cmax(]J.g/L) Tmax(h)a Tl/2(h)
=)= 12 4881 (31.7) 196 (26.9) 2.00 (1.00~4.00) 21.6 (39.0)
R 12 3896 (42.6) 183 (25.5) 2.50 (1.00~6.00) 16.9 (29.1)

S - E (L BNERE)
a SRR (FilH)

EMERVEEEIZTAFSS T4/ 10mg™® #HEREABSLI-EZD
m#Eh42 557 4 )LEEHT

{pg/L)

100

WS e B

125 HFE
1) HAKGEH L bmg TH D,

QRIMLRBREICHES BIREEDEHERVIESHEZNRE LERERSHER
AITSE AR RS (2L © HER B E O sl 12 6] (T0~76 7%) KO # 12 61 (42~59 1%) |2
AHETT7 4020mg™ %z 1 H 1[0 10 AEXEROBSL Lz L&, @il ® AUCo24 & Cmax
TFEREE IZ RO TN (9 18%) Ko7z 9,

EERERVESREICZA T T4/ 20mg™® # 10 HEREHRS LI-LED
MFER2ES5T4VRELYEE LE-ENFRE/NS A—4

n AUCo-24(ug-h/L) | Cmax(ug/L) Tmax(h)2 Ti2(h)
B[] =g 12 3900 (39) 273 (32) | 4.00 (2.00~8.00) -
(Day1) I 100 4500 (26) 328 (23) | 4.00 (3.00~8.00) —~
KiE =g 12 7360 (40) 472 (33) | 3.52(2.00~4.03) | 25.7 (21)
(Day10) e 10P 8280 (41) 536 (35) 3.50 (2.00~4.00) | 23.6 (20)

e (LI i (B TR E %)

a HrfiE (FEpH)

b HEEEE OB BIIREB R E L AT HWBRE R OG> IR & 25 7 ¢ VIRERRE &
NT-WERE 2R < 10 B (42~58 %) L HEH
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Z 0t
WAL L
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£ (FRLOIESH) (CEAYSEAR

.%%Wﬁt%wﬂm

Kﬂ&ﬁMﬂX@ iR (NO) #t5% (= rOJVtEY 2, BHEET7 IV, HEAVYIL
ER. Za5200)L%F) EOHRICEYREFRNEEL, BEICMEZTRIESZELNH
DT, AFESDHIIZ, WHEEFIXE—BIEER NO) #HE5HARSSNTOGENI LE+SD
HEL. AXFBREPRUEERICEVTHHEERFIXII—BREZR N0) #HEFNERSShGWN
EOTHEETSHIE, [2.2, 10.1 3]
12REHZECLDHEREFOEERDMNERFOFEEERABE SN TSSO T, AFIIRE DH]
2. DONEREZEOEBREZ+THHERTSHI L, [2.41-2.45, 8.1, 11.2, 15.1.1 ]

<R

1.1 AFNTRIREY 72 cGMP K558 PDES OFEEAITH V. —M(L%EHR (NO) DOFfF(E T THllzA
® cGMP REA LA S8, FEHOMELZIERIED 2 ENRENTVD, Len->T, K
Fl & REERAI UL NO AL OFH 32 Z &2 X 0 | & il Ok K 2 FEE/EH 238 5R
S, WEOMIETRAZAE T HATREMEN S D720, KA & EEEAI X NO 541 & off HIX
ol L, BHICHEHE LT,
%EA@%&A\&@ﬁm&uﬁ%ﬁ\ﬁﬁ%@%%%@%\%ﬁﬁﬁﬁ%ﬁﬁm\ﬁﬂ&%
BH (= a7 Ukl o RO—llEA Y YILE R) L ORYIH EVER 2t L7 Bk 3t
BRICIUNT, FEERAI & AH & ORI, RHBEHI & 77T R & OFFHRHZ LD E R OF
FRERRREBROHIMNPRD Hiviz, FIZ, AL AHK & OB, HERAI L 7T R D
OFHFREIZ EE ATl B RO B3R K OERPR A [ & 70 2 i T B O R BUE B AL D BN 2338
BTz 3941

1.2 [EPNEARRBRIC B TR CHl OIS iﬁwﬁ\%ﬁ%mkf TR D HERREE B A xS L L
T E OB R C, AHAEE %10 %®ﬁ%$%ﬁ%ﬁb S LI S S S
TWD, AAIDIEHR 2 BAGT DR, $%‘®At\m%%mﬁ WHEET D2 L,

. ERAR L EDER

2 2 (ROBHEIZIEFEBRELEBEWNI L)
2.1 RANO RS %F LIRBUE ORBEERE O & 2 B3
2 HEAAI T bR (NO) ft54] (= hna 7 Uk > HHEEET IV, A Y VL E R,
=a 7 VNVE) 5T OBE (1.1, 10.1 ZH]
2.3 R T =AMy 7 T —8 (sGC) HilEH (VA>T 7 ) EbGHoiE [10.1 ZH
2. 4RI A 0INEREELHTLEE (26 0BFIIHEFERR IR SN TWD, ]
2.4 1 REERED B LHEHE [1.2, 8.1, 15.1.1 ]
2.4.2 084 (NYHA FEITEL L) obsE8FE [1.2, 8.1, 15.1.1 &)
2.4.3 2> br— LREOAREN, KimE (ME<90/50mmHg) = ke —/LREOE T
(ZEFIFIE>170/100mmHg) O H 5 HBFE [1.2, 8.1, 15.1.1 & ]

2.4 A DRFRZEDBEEIEN Bt 3 » AUINIZH 283 [1.2, 8.1, 15.1.1 /]

2. 4.5 INFEZE - B OBEE DS Bl 6 H UINIZH 585 [1.2, 8.1, 15.1.1 ]

25 BEOBBEDH HHBEE [9.2.1 ]

2.6 EEOIFEEDH HHBEHE [9.3.1 M

SR>

2.1 REN ORI L TREGEDOBED & 5 BEIZITRG L2 &, AFIOBEIZL Y | mEBUE

NI FhCHEESA TS (I 8. (1) Ek@awﬁﬁﬁk%ﬂﬂ;ﬁfﬁj @IE’SBE) AH| D

Deadte TT%%EO)%ZDEE% AR HRE LI25E . BONBBUEN B4 5 /RetEndH 2 0

L BRI E LT,

2.2 TVl 1. *ﬁi RezoHHB| OESW,

230477 I\ X, cGMP OFEINNC L 0 fE Z PRk S8, MEZIKT S E51EH® 5, PDES [H
EHIL cGMP ZHEMESEHIEHAR S 5720, FHIC LV 2H MBI 72 %2 KETH
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b b,

2.4 KFIL PDES Z#PHETH Z L12 X0 HIIEAN cGMP D _EFIZPE 5 g fhhiEE R 2 7T &
BoH0, MAEYERICE D IMEN FREEL, DIMEROBEELZACLAEEND D, Z07-D,
ENENEAREETT U7 CEM LKA CIX, MEDO FRSOIMEROFREICSH LT
HENLERBEIIRA SN, 2 bDOLNEREE LG T 5 EBE T DD
INTWRWE=D, EBRITEE LT,

2.5 BEOHEEEFEDH HHBF TIX, AFOMABEFRENS EH25 2 &, MEENTIZ L > TRAID R
EEINBRNZ EDRRENTWD, £lo, BAZELT U7 TEME SN KRR CIL, A7V
— = VTR TCIEN2Z T WA I VT F =07 )T T 0 AOHEEEDY 30mL/min A
ThHEEOBEHRIEREZA T HEE IR SN, BEEOBREODH HBE KT IEE
PEDFESL STV W | ZRRITERE LTz, BEIHFEEDOEEED H 25 BFIT OV T,
(V. 4. FEEOHEICE#ET 2FE ] OESMH,

2.6 AFNTFICERMCHIEESE CYP3A4 IZ L W R &SN b, IFEERE TIL AFO 7 VT F AR
BT HRREMN S D, £7-. BARZE 7 V7 TEM SN -HARRR TIL, EEDOIFEED
o5 BEIIRSN STz, BEDOHEEDO® 2 BFITKT RN STV RN, £E
SIUZEE LT,

- PREXIEIRICEET HIFE L T DER
(V. IBRICET2IHA 220452 &,

. ERUVA=ZICEET 5FE L TDOER
(V. JBIRICEET2HHE] 22352 &,

. BEEQEXRMIEEZDER

8. EELEAMEE

8.1 MDEAKRY AT TZ—F (PDE) 5 [HEAI & FEIZ, AFNIMEILEERZAT 5720
PEORED MK TR HDONDGENRD 5, AFEEORINT, DILEREE O BEL 15
MR+ 528, [1.2, 2.4.1-24.5, 15.1.1 ]

8.2 4 BEfEILL EOEE OFER XX Feiahil (6 RERILL LR 2R 21 2 $hild) 2FMEIC T}
FHICHE SN TV D, Faiicoxhd 2 A0E 2 10 Th R LR 0B E T
RHEHE 2 KBERICHR 2 9 Z ERH D DT, il 4 BEREILL BRI DR R A b5 4,
EHICEMOZW 25175 L 28T 52 &,

8. 3 A 5B A UNME T U B AR ER N & b o581, AFIORM % H 1k
L. #HONCIRBIEMEOZEE2Z 5 L), BEICEET5 2L, [15.1.2 2]

8.4 FEEFBRICB VT, D EWSCHBEREENRD LN TCWAHDO T, mAEE., HEHOELRSEGR
T D B A B ET A BRICITIER S5 2 L,

8.5 ARAB G142 AP BE KT XTSRS (HB0 . DEWEES 2R3 D) bbbl
THEITiE, ARORAEZR L, BONCHEREMEORELZZITH L5, BEICHES
5 &, [11.2, 15.1.4 BH]

8. 6 [EMNIZB W THLDO AT ARIE KIETERRIK & O L 7ZBRO BRI RITHER ST,

SR>

8. 1 AHNT N 72 cGMP F 21 PDES OIHEHITH VY . —f{bEHR (NO) OFFE/E T CHIfLN O
cGMP R % FH S8, FIBfHOMikE 2 B8 S8 5 720, MAETLRIC X 5 f)E TR I & %
DIEFZAECDAREMENRH D, Z D7D, KFEGORNTOME RIEEOAEL o853 5
ek,

8.2 Il 6. (1) AOME - EEREOH 2 8H ] OHESM,

8.3 V. 12. ZOfDEE] OHESM
ARFNOEEREAA, FEH IR T 8 I JE S ORISZARIE RAE N FE 5 HERFEE O RGERFE TOV
NORGRABRIZ W T Y, FEBEIIRIS AT MR RE  (nonarteritic anterior ischemic
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optic neuropathy : NAION), & 5\ & NAION & &b d HRITFED LN TRV, L
L. ZMNEOAFEHRE T, FNICHEIETOEAELORFRER E 720 5 5 NAION OFEBLAHE
INTVW5, PDE5 [HEAIE NAION & OREBERIZH O TIEARWDS, SRR T X
IXBBREIIFERD B b O GA I, ARIORMAZFIE L, #HONCIRBIEEIE DR %
Bzt b i o, BEICEETH L,

8. 4 ARA|DOENA DERAFRIRIC BN T D FWNOHRRREE (RO EFKE) RO LN TNDHD T,
BT COMEE, & D W BB OEEREGR 2 1F O 1EE 21T O vleetE0 & 2 B I3 2 R
Aatd L7z,

8.5 V. 12. ZoMoEE] (KT XIXZEHEMER) OHESM,

H A CEM S 7= IEEHRE R 535 (LVIA 38R 0I5 ik 5 H80) 2B\ T, &
JE 70 ZERMEREE S 1 RS STV b, F70, ANETEM S ERRRBR IS I ) T b EEE
2 S STV 5, PDES BHEA & 2238 M HETE & DK FBILRITHT & 2 TIEAR A3 22384
FEICEBMAE 23 572 O E LTz,

D%, RFNE GBI TEAR T AT ZR S (B0 DFEWEES 203 H D) 2
bbb GEIIE, AFORHEZH 1T 5 BREEFET —% v — MCCDS) IZEBfREE
oo 207, ENTHCEICB W THREBRICEERE 2B T52 L & LT,

8.6 AMEEFKRERIC I W THLORISLARAERAE TR & OFH L 72RO A M K OV EIC B3 2 3
A ThNTWD, UL, [EN T ORISR JIETRR S & OB HIC L 2 KRR 2 32
i L T2 ENIZEB W T ORI ARIE KIETR RS & R L 72BR O RE IR D S 3R
NTWnZ & & rt# L=,

6. BENEEEEHTHEEICHITI HEE

(1) &6HE - BEEZEOHL5E

9.1 5HHE - BERZEDOHHESE

9. 1.1 ZEDEELXRIE (B, EEDMRMIE. Peyronie 7E) OHHEH
AFNOHMBERIC L vEhiENBZ D, TOMEREIRAZIERBZTBZNALH 5,

9. 1.2 BEHEENTREAYBIAE BRFMEkMHEEN,. SHRMEEHE. ANFES) OH5
BE

9. 1.3 HMMEBRITHELEEENDHIEE
mvitroidR =~ 7Ly K R U oA (NO BEE5H]) o/ M EEEEMHIVEH 2 85532
ZEDEOLNTWD, MR ESUITEIEMEBSE O & 2 BE T 2 M 3w LT
1,\73:1,\0

9. 1.4 REEREMERSE
PDE OB rIFEE 2 FFIEFI N DEGRO bl b,

9.1.5 PDES BHEFIZ /5D DEE
OFFEH ORRERDN 720,

<>

9.1.1 Peyronie J5 (JERCHEFE2EMLIE) IXRZMRBAEOABEICHIENTE 5 Z LI2L 0| FhtLky
\ZHERRRDRIENFIRR ST, BRENEMT2EBTH S, AFNTIEBEIER I L0 2hid
B Z D AREMENH O | EIERHIEAZ D PN H D Z L DEERGICRE LT,

9.1.2 SMETIHhE ST BINLRAERIEIZ M O HERFEERE R OEARE AT BE5 25 L L
7 ERRILE, BAEA L, 77 AR, ZEERERBR TR EIED 1 s S, £,
AHFIOAEHT IR B WS ITB W T, oo PDES FHEH & G EgtghiE N Hs ST
W5, LIeBoT, FtaIEDRRKN E 2 VKROS5 EBE IITEEICK G T 505
WD, FRECENE IR D ALE I THCI T & R OB U EhEE 2 7K
FRICHR S 2 NHHOT, FEN 4 FEHLL ERe T 258 RA AL o e G LE BICE
FiOBZWE22 105 X ) IcRET52 &,

9.1.3 —M&L=E+HE (NO) 1%, f/MEND cGMP ZHihn &8 C, i/ Mg % #iiil 3 %, PDE5 B
EHNE, cGMP O3 fRzIEl3 5 Z &b NO O i/ IMREEEMHIER 28R+ 25 &5 %
HILD, Invitroi RERIZEBW T, AFINR= e 7Ly R R A (NO 54D ol
MOEEEEINHIVE R 2 F BRERIC T2 Z E AR bz, £, iR BSURE bk
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BIEOH 5 BB T DEREMIIMESL L TR W=, HEICERSTOILERD S,

9.1. 4 MR AREMAET, %%%@ﬁ@&%r%%t?Lm@@ﬁﬁﬁﬁf%b ZDHREFD—
U2 PDE6 ((RAKRYTZATT7—¥ 6) OBV Ta2=y MNEBEFEEEZATDHZ ENHD
NTWb, KAlD PDE6 (2% 2 BLE/ER X PDES (2% 5 BEEH DK 1/700 THH Z
ERFEERENTWDER, DT 0en bt PDE6 (C6T 282 A L C\b 729, PDE6
DB TERENREEOOE D EE 2 LN HMEREREEMIEDBFICR L T, EEREICHRE
TOHMNERD D,

9. 1.5 K%K & PDES5 LA & OHF I OER 1% 72\, PDES BLEA| 2 % 5 o 8B 2% LT
HEEICKETHZ L,

(2) BHREREEESE
9.2 BEHaelEEERE
9.2 1 EENEREEERE

B LN &, RERIOMFEFREN LRI 5, £/, D OBEIIARF OBRE DN
T AREMED & 2 7= DEFRRER CIIRA ST D, [2.5, 16.6.1(25 ]
9.2 2 EENEREEERE
AFNO MAEFPRIE N R TR H D, (7.1, 16.6.1(1D)ZH]
0.2 3BENEEEESE
[16.6.1(1)& ]

9.2.1 IVIl. 2. £ NELZOHEHE|] OHESM

9.2.2-3 RBINCARAEKIEITAE D BERFEEBE 2 x5 & L[N T ARERR R N VT V7 T3
Sh7z 2 DOFEMAERRRBRIC BV T, KK bmg BHITBIF 2L R LTZ, L
L. AMECHEM S - R SKERSBR 35UV T, REE R OV O B RS E A A T A R
FIZBTDEET 7 4 VIERRENEE R BHREZ2 AT 2MBRE L LR L2 &
NE, BENONEEDOBEELATHBREICH L TL, BmEICHRET DL,

(3) FrRefE=EE
9. 3 FFHEREEE R E
9&15&@%@:%%

BE LW L, 2 OEBFIFEKRRE CIIRIIA SN TS, [2.6 0]
9.3.282E - fEEDHEEZTERE

_h%®$%%ﬁﬁkbtﬁ¢$&0£ PEZFeiE & U7- R RERBR X EM L TuZeuy,
SRR
9.3.1 V. 2. BERNRLZOIHE] OESMH

(4) 4hEge=H T 5F
BRIE STV

(5) 114w
BRIE STV

(6)? """ 2LIF
RE 3TN0

(7) /MR
BRIE I TR

(8) EkE

9.8 Z#nE
—RICAEFEREME T LT 2, [16.6.3 2]
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<ERL

— A EE T CIXAEERERE (REFCHRIERRE) DMETF LTS Z RS W28, HEREZ M
BIDIZERE LT,
7. MHEEHR
10 HEEFR
AANIEIC CYP3A4 I Lo it s 5,
(1) HAEZZ L ZTDERH
10.1 fHZE (BFRALAWZ E)
A4 BRIRIER - 18 715 KR - fEksN 1
Tl EAA K O NO k5.5 BERIC L0 . BEEREZBE®RT S | NO 1Z cGMP OpEALZRI L., —F
=huZ VvV, #HERETI | EORERDH D, AHNX cGMP O 53 fRZ W32 Z &
L. R VY LE R=a 5
DLV
[1.1. 2.2 &MH]
sGC 4 PEHICEY . MEERTA2EZTH
VAL 7T MNT T LR R) Thnd 5,
[2.3 ]
SR>
[VII. 1. %%

ENELEZOHEB], VI 2.

b=

IS

5. MAIOGHIZE Y cGMP O# K%

L. &5 MECARIE 72
BINWHRH D,

Ir 9% NO OFREMEMAHEIRT 5,

BEAIZ L Y | FHEPN cGMP #2280

L=57=1
B

ZRIET

WA & T DOEH ] ODEZM],
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(2) AZFE L ZDOER

10.2 tRER (BRICEET S 2 &)

HKHA 4%

B AEAR - FE TR

B - SRk~

CYP3A4 % [HE T 5 JEH
A SaFy—), 75 R
AT T LEN T L—
TIN—D Y a— R
[7.2. 16.7.1 Z1&]

i\ CYP3A4 BHEERZH 57
b — G OA ERNARIETE
EDOOFHIZ LY AFlD AUC KOt
Crmax 2 312% & TN 22%HE014 5 &
OWEND B,

HIV o5 7 —¥HEEAY v
L, AT e

2 Il i) VN ) ol el 3
[16.7.2 ZHR]

U bhFenoftHicko, KA
D AUC 78 124% #8014 % & O#HiE
N b,

CYP3A4 BHEIZL D7 VT T v 2D

/}\O

CYP3A4 #5554
Voyoeyvy, Ja=hbv, 7
= ) NV E X — )L

V77 oy E0HICEY .,
AHND AUC KT Crmax BENEI
88% K TN 46% K T3 5 & DAL N
»H5,

CYP3A4 #HBIC LB 7 VT 7 ADHE
Iz &0 ARB|OIMBEFRREIME T L,
AANOENWIT DBENNH D,

a WA
KEeH oo, 77 0%
[16.7.3(1) ]

Ko toffHicky, 51
AN IS S5 i R OV o 3 ofn 2 1 e
XKZhZ£hn 9.8lmmHg Kk O
5.33mmHg TR7T 5 & ORENH
5o FTo. o WAL O PR T HAR
HEORERZE /S MEE T 2% L
EORERDH D, BEEREBRE
L TRl EoRRENERMEL
Bl 25EICORHEEICHKEGT D Z
L,

AN LA E Lo AE S X 2 BEEIE &2
AT 2720, BERIC XY BEREIEMH 21
M 2BENDH D,

R 4]
ThruUEY AN Soa—),
TF I TN, B THAE
%

T VT v I A
A2 AD E ORI XY, A
FE AT B RG5Ok 5 2 afn.
EiERRKENEI 8SmmHg KON
4mmHg T35 &L DHRENRDH 5,

TN Y F R

PERNC &0 BEAE R 23858 5 3
TR D,

NRNATT h

FEGAMERMEZ K Z B2 dH
%, 1R LEOR RN L EREE T
MITEE L, RIFE LS 2E2 0
LB SN G EIZORPEHT S
&,

HIIEN cGMP JREEEML . BEHE/EH
BT ORENRH D,

<PERD
[CYP3A4 [HE54]

AFNT ISR CYP3A4 2 L TR#Sh D, 7 =)y —L% D CYP3A4 [HEA

EOPFRICE Y . AAIOMFEFREN LR T 28208 H 50T, FHEGOBRITEET S Z
Lo BRT, 7 hatb Y= E0R 7 CYP3A4 IEVER 247 5 3A] & OO AR Oz &
DN 5720, HFEGELRGRIBOME 2B ET 5 LENH H, CYP3A4 iR FAEFT 53K
FABEHT H85A11. AAI1 B 110 2.5mg 7 O¥EG2G L. BEORELZBIZ LN HHE
Hbomg ~ETHZ L, (V. 4. FEEKOHEICBEET 21EE ] OEESMH)

[(HIV 7= 7 7 — B HEAl]

AFNTEIC ISR CYP3A4 IC L Rt sivd, CYPSAA THEERAZA 95U hFe L%
O HIV a7 7 —EBHEA & OFRHIC LY . AFIOMAEFREN EA3T 282003 H 50T,
FEHAKGOBITEET DL Z &,

[CYP3A4 #%i4]

AFNIEICHED RS CYP3A4 ICL R snb, V77 B %0 CYP3A4 sl L
OFFRIC L AR MBEFRENMETT28FZ00NH DT, FEHEGOBRITEET L Z &,
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—~

(o HEWTA]

RN 18 Bl R34y 3 o 8mg Z SRR A % G-IRf O E FREE T AN 20mg 2 B[R 1 4% 5
L7z & & SEALONHE I K OEBRI i D e K R B B2 €41 9.8 lmmHg K Of 5.33mmHg, FA
AL DUAER K OSESES ML D e K TREIXZ 21 3.64mmHg & OF 2.78mmHg CT& - 7= 42,
FTo. BEEERN 45 Bl ARG & Lo ARl Smg/H) & REHY 2 (Img/H2BHE) OFFHKRRC
B D ME~DRBEEFTRTRBRICIB T, ¥V U2 dmg/H ZHRANCIRA L7- 2 FEf#E (K
e FxYY v OPFHERIELTHE 15 BR) 18, KAE LD TR T & iR I EF A #s
iz,

—J7, BN 18 BllC# A A1 v 0.4mg & AR G REOEFIRIE T, A 10mg X
20mg % H[EEE G U7z & & ST ONUHE I K ORI T O e KRR EIXZ 24 2.3mmHg K&
O 2.2mmHg, B QYA & OESRI M+ D F K TR EIZZ 121 3.2mmHg & O 3.0mmHg
THO ., HOENRIMES~OEEIIZRD Loz 99, Fio, FEMRA 39 flicZ LAm v
0.4mg L ¥ ¥ 77 4/ bmg % 1 B 1 BIRKERAEES Lz & Ao RMES~OEETRD S
LR Do 77 43),

FL a EEANCDEINTWDEAITH - T, AFIE OO X 2 MEICT 5 BEOFRRE
RN, RV U UAIARKEOEAT A Z Lok, )ETRE2EETLIENND D, AH
& oa WA E O AT HATE, x ORFENMEA LTV D o BRI OREEC R ORERIC
+oERTLH L,

(IR

AFNTIMEIFRER 28 LT\ 5, ERARIEIRER X D . A4l 10mg X 20mg & Fli 4 OFEJEH]
ZHAICOH Lo Gaicid, BR ERBEE 25T TG THhRn 49, UL, BEOREE
FafH L TV DA, MEDOa Y b — A RNEWERE AR 2 &5 T 558120, BEA
WCEDIMERETEZHEBT 28NN HLDOT, HFABEEORITIERETSZ &,

[ v~_Y F K]

SMELARERERITH DL I N F RiE, B b aBLEMET FY T AFIRTF R THO, 1L
R OBEREGI T T = Vg 7 7 —B 2R L, N cGMP L~ vE EA ESE5 2 8
R mEEMEIE S, —FH, KANX, E R ORZERER EOFETHICHT 5 B8R
cGMP K53 fiffi%s% Cd 5 PDES 2[R L, il cGMP 2 % A X CRigfhshiEIEH 2
JLET D, BIEOLEZ A, RFE DAY F R EOMAEVERICBET 2 SRR X OR T — %
IFELNTORWA, JEFHICL Y MER T 2R 282 ndH 20T, fFHEGOBRITER
THI L,

[~nvos> 77 K]

XA 7T b (sGC HHEE) & PDES FHEANITW TG MER TIEHZA L Tn5, PFHIC
L0 MERE TOBEMmBEEESND Z L. HHICET AR T — 2 B3O TR O TWND Z & »n
5. REESTERRV S SN HEOAZEETH L,

. BIEA

1. &8l4EF
ROBWERRHHDND Z ENHHDT, Bz 71TV, REDRBD bNIHEEITITRE
ZPIET 57 CEUIRALE AT T L,

1) BEXGEER & WHER

1M1 EXLEMER

11.1.1 @8E  (BEEAH)
T RS, BETRIE, RIS . Stevens-Johnson JEMEREE RN H B s Z &M
H 5,

SRR

AHIB G2 X V| Stevens-Johonson JEMEREE O BEERIBBUEL Z < FHCHE SN TS, 20

X O IERDFRD N EAITIE. AR OG- 2R L, @R 0EEZITHY 2L,
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(2) ZDthoEIER

1.2 Z DD &E1EFA

mIVEH 5548 1%2L E 1 %A 15 A
PEER #E, 1ZTH . M DAFFEZER D Haf, DZHRIEED, Soph, K
1+
R MRy, AR, REEEm, MEIREhIREAZE,
PEFFIRPAZE . IRBGMEAR, fREF/RIE. JEBIIR
PN BITER RS ML PE AR A E D ZE R ML S
D PRI I RAS HE
R HIEARR HAEVHRMEER, TR, |IEFE
RS
Rl By LTF=r 7T
o A
RERS AN, AR riins
Fath « AR R FIEpr FEMED £ JEES G, EEHTED
WoPR - Agies PR, BRI FrgEa i, i DIER
3 e Il PR B S i
i ZIE
Z DAt CK k5
T 122K 12 [15.1.2 58] ¥ 3) (8.5 &H]
SR>

AR £ T OEWN K OSME D RFIREER 51T 2 RITERFEBURIUIINZ T, P L 2T —4% >
— I (Company Core Data Sheet) ., AFIOM DR (L A4 K OWHEDIRM:AT & fH5E) 7R SC
& BIKEOBA SCGER O EU ORGFFEEE (Summary of Product Characteristics) %%

(2. AR B EEREIVEN 2R L7,

BEEH

TH H B EIE I 6 BUBERE K O R IR A S —

ABERFEFTOAREZECT o7 TER SN TSt ARGB_ETRATHBLLEKRBRO
BlfER RRBREEEEZS0) ORBHEE

BRI KA PAZA N HZHETT7 4 25mg | FXT 74/ 5mg
HAE (598 #1) (293 #1) (601 #1)
(MedDRA/J version 14.1) BEx (%) BilE (%) Bl (%)
1 2L B oo BIE S BUE 51 54 (9.0) 22 (7.5) 76 (12.6)
JRYLIE S K OV AR HUE 2(0.3)
AR SR 1(0.2)
SR [IR 1(0.2)

R L OV hEE 2(0.3)
it HE RE R 75 1(0.2)
B PR 1 ML RE 1(0.2)

PR TR B 9 (1.5) 5 (1.7) 12 (2.0)
VSEAR 1(0.2)
FEED E 1(0.3) 2(0.3)
GIEbr 9 (1.5) 3(1.0) 9(1.5)
PR IR 1(0.3)

AR i 2(0.3) 1(0.3) 3 (0.5)
AR D B % 1(0.3)

ARG AT EE 1(0.2)
R 6 v e 1(0.2)
AR 72 if. 1(0.2)
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BRI KA PAZA N ST 74 25mg | FXT 74/ 5mg
HAE (598 #1) (293 #1) (601 #1)
(MedDRA/J version 14.1) il (%) e (%) e (%)
T 2(0.3)
Hi L OBk S 2(0.3)
[Bl#EME D F 1(0.2)
B AR 1(0.2)
(LR 1(0.2) 3 (1.0) 1(0.2)
Y (S 1(0.2)
EhiE 3(1.0) 1(0.2)
A5 1(0.2) 5 (1.7) 5 (0.8)
L 1(0.3)
JEC SR L 1(0.3)
FTh 1(0.2) 3(1.0) 5(0.8)
MR R, BERES K OVERR R 2(0.3) 2(0.7) 1 (0.2)
HE TR 1(0.2)
£ 1(0.2)
FuPHIE 1(0.2) 1(0.3)
T LVX — P 1(0.3)
Sl 1(0.2)
1 AN SE A TR 1(0.2)
H RlEE 12 (2.0) 3(1.0) 25 (4.2)
REHER A TR 1(0.2) 1(0.2)
N R 2(0.3)
ialii=FEi0r 1(0.3)
(A 2(0.3)
T 1(0.2) 1(0.3) 3(0.5)
N RS 1(0.2)
HIEARR 2(0.3) 15 (2.5)
GRS 1(0.2) 3(0.5)
[ERCSERU M A 1(0.3) 2(0.3)
B 2(0.3)
Mg - 1(0.2)
YR N 1(0.2)
T b R B R 1(0.2)
JHFREE SR B 5 (0.8) 1(0.2)
iR v 5(0.8)
RS 1(0.2)
R Es X O TRk e 4(0.7) 2(0.7) 4(0.7)
B2 1(0.2)
HiTeZ 3(0.5) 1(0.2)
FLBE 1(0.2)
F R 1(0.3)
SeARB RS 1(0.2)
K95 1(0.2)
ERiER 1(0.3)
B RS R K OV SRRk 3(0.5) 4(1.4) 10 (1.7)
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R RIS 7R ZHTT7 4 25mg | HFTT )L bmg
HKZE (598 f4) (293 f)) (601 f4)
(MedDRA/J version 14.1) il (%) e (%) e (%)
RA & 1(0.2)
R 1(0.2) 1(0.2)
(RES 2(0.7)
5 PR 1(0.2) 2(0.7) 6 (1.0)
ESS 2(0.3)
D0 PR A e 1(0.2)

B L QYRS 4(0.7) 1(0.2)
PRAEFEA 1(0.2)
iR 1(0.2)

B ATE 1(0.2)
EHR 1(0.2)
R EA 2(0.3)

ERRE L O ERE 1(0.3) 4(0.7)
Ehf i 1(0.2)
FLEAREE 1(0.2)
SR =S 3] 2(0.3)
=k2dE 1(0.3)

— - R EEE S X O G DR AE 3 (0.5) 4 (0.7)
Jiiakra 1(0.2)

9 1(0.2) 1(0.2)
PY 2 1(0.2)
Pk 1(0.2)
RAY VT NE 1(0.2)
TR DOIRISS 1(0.2)
P/ 1(0.2)

B AR i AT 15 (2.5) 2(0.7) 14 (2.3)
TI=r T hNTURAT 2T =B 4(0.7)

TARTXUBET I ) FT VAT 27— BRI 5(0.8) 1(0.2)
M7 L7 F vk AR ¥ —EHn 6 (1.0) 8(1.3)
M 5 1(0.3)

R H i 1(0.2)

BRIV TF=r e )T T AR 1(0.2) 4(0.7)
Y= NEIN T URT =T —B N 2(0.3) 1(0.3) 1(0.2)
PR R HERG 2(0.3)
BITSZ R der ZEPEH RS AN 1(0.2)
1 1. BREs 2(0.3)

BRI 1(0.2)

BE, P L OWE S GHE 1(0.2) 1(0.3) 1(0.2)
g 1(0.3)

MR RIS 1(0.2)
BN 1(0.2)

S B KO R L 1(0.2)

L KUBER T 1(0.2)
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9. BERBRERRICRITTEE
BRIE I TR

10. B=

=
ExE5
n

Fr W7 a1 7 0, 2B, BENC L 227 V7 7 0 ADREITHIGFTE 220,

SR>

13. 1 BB 5 OBR O R B 72 I3 72 O A, Y2 cHEREEITH 2 &,
2B, MIEENT 22T CODHE K AR BE 16 1 (B 11 #l, 4otk 5 #], 28~74
) ERIRIC, ARFEHEEIEG LT & & ORE L O O K ERE 2 /et L 7= Bz ks
T, MRENTRITHE CTAA R O O AR I 60372 2 0ITEE 0 HaLT . ARANT MK
BITIC L DWHEEITEAEZ T RNWEEZ BN, LEER-> T, BEREOBEIL. BHITIC
X270V 77 o AORETHIFFCE /v, (VI 10. (1) 2) MEENT %252 T DHRM
BAREBRE|] OHESMR)

. BALDOEE

4ERLDIE

141 ZFRIZFREDTE
PTP WD HANL PTP > — b2 SO H L TIRAT 2 X 55835 Z &, PTP > — b DAk
2R BEWSLAES REREA~EIA L, IR 2B 2 L CRRIAREOEE R GIHEL
HEITLZEBDH D,

R
14.1 PR 8 4 3 A 27 BT HIGEFEE 240 &, ‘PRl 84 4 H 18 HAF HILEHREE 304 52K 5
EREBLELYOFK—3CH L LT,

12. ZDhoEE
(1) BRRRERICED 1B

15. 1 EREREAICE D < 1%k

15 1.1 B ARRIGER L L THEI SN Z X T 7 4 VOl D HIEREICBWNT, DFEE, O
ZEIRIE, NEMEAEEAR, AL, — @R MR EEE O B R DI E REEN Y X T 7 4L
BHZIZRBLTWD, ZNHDOEZBOLMERDOV R 77 72— HLTWHEFETH
STr. % DERIN, YEATAT UIHATABIED B, DEEITIEIH 508, MIT4A7RLIC
EHTT A NARGHIZRO N DL o7, TOMIZ, XX T 7 4 VERES UINIT A%
OEIFMNOEAZICHE SN TWD, ZUEDIEFIZHOWT, ¥ X T 7 v, T4, K
FHRENA LTI EREE, 205 OBEKOMAE DO I EX | EERE T 2
MEIMWEREET DI LT TERY, B, MITAEEZDZVNEND D 0INE REELHT
LEREIIEL, XX T 7 4 VEPDEAREIRFEAE LCTHERT D Z Sidfknt ShCnd, [1.2,
2.4.1-2.4.5, 8.1 ]

15. 1. 2 3&A| & ORI FEBIRIZH DN TIE 720, AMEICE W THEERASIERAIE L CER S

BT T 4 VEETe PDES [LEAIR5%IC, FAUCHINE TR AEROFRN & 72D 5 53¢
BRI ME AT MAEARE  (NATON) OFELRHE SN TnD, ZbDBFEDL L,
NAION OfalRA 7 [Fn (50 sl b) . BERWE, @i, aBhiRkE S, @iE e, MaE]
H LTV,
SAENCE W T, NAION Z2%HL L7- 45 bl Lo B2 4 & LT Sz B & x5 RiFgE
TiX. PDE5 [LEAIOBG-2 S WS (Ti2) O 5 EOHMN (25T 7 4 VOBEK 4
HUANIZAEY) 1%, NAION B U 27 23 2 512725 Z ERHESN TS, [8.3, 11.2
]
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15. 1. 3 3&HI & OREBIR I 0TI 720D, SMEIZB W TAKF A 5T PDES [HEAIR 5412, £
AU, IERERBIMEORBWME STV D

15.1. 4 35K & OREBMRIZHA LTI A0S, AAEICB W TAKIZ & e PDES REAIE 5%, F
AUS, B BE KT UM ERE S ST b, TH0BE T, FRoHE
WELES Z Enb D, (8.5 5]

15.1.5 7 v o — VR A RFIC AR 2 6 5 U 72 SNE OB ARSEFERER (A7) 10mg, 20mg) ™ (24T,
T a— VIR ARFIOMFEFRE DO NT NS AICEEEZZ T oo, Ta—
/v%%‘ﬂ%% (0.7g/kg) B L7-HRFE BT, O F WOSOEN R E S S 7,

) RKXARAEIT 5mg ThH D,

<SR

15. 1.1 A ZHEARIBEA & U TR LB HIkE O B RREICBW T, DBEZE, 225K
FE. DEMEASENR, AL, — PN A & OB 22O AE REE S S S Twn
%o HMETER S AR ARITRT D BRI TIX, AFIER 5% IS ONE ROFEES
DREBLL, SE LIIERDHE SN TWND

15.1.22005 4 7 H 8 Hf117® FDA CKERMERS)R) Statement (23T, PDES [HEHI D
KEA SCEOWFT N AR SN, ZoH T, FDA IZIRICE$ 2 RS PDES BLEANC
ERT 2600, mlILECHERFEDOEKITERT 200, HDHWLTNHDEKOM
FHEDHICEDEOMNE, BRFATIIABHE LA S, PDES HEAIRAE XL, 22
TR RME T IR AR 280 =880, IRAZ I L, BEHICEMZICHEET S &
INTHEEZMR L TWD, HARENCTEjE S - FERRBR R OEWN H BREICBW T, AFA
#5412 NAION Z R 8 U7 IEFNT S ST nas SEICE W T ARl 2 & T PDES
FLERI D Be5-H1Z NAION OFRBAME ST 5 4547, NAION JEHL & AHK| & O KRR
fRIZH S TR WD, FEAMET 572 DICHE LT,
FED%, SMNEIZBWT, ¥ X T 7 4L L RROIERBET 2 £ o384 (PDF5 BHEHR) 20k
L. NAION Z3HLL7- 45 Ll EOBMEA kb5 & U CHEl S - B & BBFZE O fE &
W5 LICEEFT —4% 2 —F (CCDS) (2 NAION [Zxf9 5 iEEME B S i,
ZOH, ENGRMASCEICBW TS RIS EERE 28578 LT,

15. 1. 3 fino> PDES FAEFEANZ I T, FAEIEAFE & OB A STV 5 4950, KHF| D IEERIK
PEFEEEER Tl ARFIDEERAEEF %?6#@@%Twﬁéi9&mﬁi%QMTw
7RND SME D EERFER K TR IZ B W T EEEN ENICHE SN TNDH Z Lk,
EE AWMU 5 7= DI #H L=,

15.1. 4 PDE5 [HEA| & 22 MEHETFEIC OV T, ZhvE T2 FDA 75 2 8] (2007 410 H 18 A,
200711 H 14 H) VAV U —ARFH Iz, ZOH T FDA 1%, BIFRER TRzt
#HE - PDES [HEAIL OOV A7 7 7 7 42— L ORI ZHIW 5 Z L IXREEE L7
DO G, BTEMR ) A7 Z28Erd 5 B CTRERMN CEOSGT 2 FEMET 5 2 & 2250
&1L 9~ T PDE5 [HEAIOERARBR L NHIREZICB W RO b Z EEEZ A LT,
H A TN S 7= FEE ME Bk % 5505 (LVIA B O IE B Mk 5 5-10) e\,
TR TR ZE R VEEERE Y 1 I S Qv D, F72, AMETIEME S BERRBRIC BV T #
TS 2 s ST b, PDES FHEHS & 2258 M EERE & ORI EEIRITH &)y TIER a3,
e VERERRIC B 2 R 2 3 5729 _mﬁbto

15. 1.5 AAI & T v a—v & OEWFAEAEH 2 BET 2 72 D12 SNE AR £ %512 AA] 10mg
X% 20mg P Hialf 5 L 7L a—)L 0.6glkg I O Tglkg OFHORER (4 3 R) 2 FEh L
72o TV — )UK AR 25 UT2BR, 7va— Ui e AR oo 5 i e oo u
TG AICEEEZ T 2ol L L, T a—Ef&E (0.7g/kg) ORBRIZBV T,
T3 — V& DO IARKIEAIRE & i LT, A&l (10mg X 20mg) & 7 /v a—/LHFH
BRI FREME 8 F 0 K OV ST PRI E O S B OB AR BT,
1E) RKREBHEL Smg TH D,
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(2) FEERAREABRICED 1B

15. 2 JERGARERERICE D < 1%k
25mg/kg/day LA EOHETH X T 7 4 VEA XIZ 3~12 » A Bk O G U 7= e
IZBWT, HBREZOKT, HBlE LROZM, R RO O RNRBO il Lo
WENDH D, v MBI DM TTERERIC KT 2 8% et U T2 AN E R IR O —5 ClriEy)
**%/%f“ DOWDDRBD BT, KT EBE, 7K OVEFE R VE AEIT VT 0RER

WCBWTHEENRBD Lo T,

<>

15. 2 FERFIRER CTRE D B AL 7o FT RLAE ONT i PR ARBR Al A 2 Gl L 7=,
A RIZBITD 3 » ARROERGEMERERO 200mg/kg/day BE. 6 » H Rk 05303108k
60mg/kg/day UL EORE, 12 » AR D &5 EHREBRO 25mg/kg/day L EOREIZIBWNT, K
A R DZEMENFED BTz, ZHUCEE LT, 6 KN 12 » H B GRBR ClIk R E RO
TROKEER RO AR bl ST, —F, ek 2 FMEA Hij( 400mg/kg/day D
RARGEZITol~v U AKNT v hORBRTIL, BRICHTIREBIIRD LT, &
51T, ;K 400mg/kg/day % i Elﬁlil&’%k L7277 v M k&f%i?ﬁ%\éiﬁ‘@%ﬁgﬁﬂ%b‘f H.
g, &% (%) lhne. MO EICHT 2EBIIRhoTc, X T T4 NFEEITXD
A X THRD LN FEROEACORBREFIZBIED & Z AP LN > TR, B N TOR
% ﬁ?‘éﬁﬁiﬂ%fﬁuﬁ“ét (2. 8 DORFRERZ Ik U7, BEEERR S M & O E £t

BEICAHK] 10mg % 6 » H I, z%éu\:izomg%fs H ALY » A1 B 1 [EHEA

’@L FE TR, K HEEME L O TEEELA A L7z, 10mg % 6 » H . 20mg %2 9 » A M
B U= 3B Cld, xHIREE & ik L7=15 @ﬁ@ﬁ%{&%ﬁ DOWODBIEES LM, 20mg % 6
H A LIZHBRTIL, 2O X9 B3R oiehrotc, 3B E b, M iEEE, K
TIEREL ﬁﬁﬂ%m?sfﬁm)oto e, TA I\X?B/ IR AT | SRR AR LV
VE WS T ATER VT VPRI RSB SR IR )y o T 5D 52)
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X.

JEEGREAER BT IR
PLF OB, SeRERS (VLT 0 78 25mg, 5mg] DAV HEa—Txr—LuB%E
\ZFEE L7z,

1. REHER

(1)

(2)
1)

2)

3)

4)

5)

6)

(3)
1)

EEh BB ER
[VI. 3EZhSEBLICR2IHE | OEBR
TR

FRHERICRIFTHE

BT T 4 DR RICMIETHEL T v N TR L7 & 2 A, 200mg/kg D% M6 5- T
JEN D ORIR T8 & B KEHEE O I N2 BO RNRD SR, A X~ 200mg/kg
F COR ARG TITHRHRRICHT D LR BT A L N5 Tz, 7 A~D 100mg/kg
FTOROFEE TIEAY bV E X — VBRI OREIRFFRNIC A9 2 B 572 B TR O H 7
Mol

DIMERBRUMERFRICRITTZE

A XIZFENT 20 KO 200mg/kg DR A F G- SEEERE 2 T M TR L7=ME, ok
200mg/kg £ TORFAEE T, O, FFREE VO ERIPETE U X LRI o
Too BREA XIZH X T 7 4 V% 3mglkg ODHETHARNE G L& 2 A, ¥ X T 7 4 W30
HECR B2 ME S PICEZ TS, ZHMERIZ2ED SE5720 L E 265N,
Fio, ¥EZ T 7 o0 b Ie T v 30 (HERG) EBiiZLE LN, 2O 100pM TH
51%EE TH V. HERG BWMMHEEAIITHWZ LA SN E 2 o7 (In vitro) .,

BIRBRICRITTEE
mEE T VB T 27T 7 4 VORGSR~ OB 2 Ml L2 & 251 XU bmglkg
DOHEIRR ARG TSI EZ Z T o 7oy, D 7R LLEIZH720 TR LT,

ERERICRIFTEHE
< ADRKEERTIM L7- & Z 5, 800mg/kg £ TORENEEIZIBW T, RAIEHERICTH S
MR EIIERD iR o7,

EMRBRICRIFTHE

F v M X5 7 4 V% 0.3mglkg OB TEIRNE G LIz 25, 71 U 7 LOIRPEIERICIZH
B RIES e o 2ds, REROT b Y o LRPEEESEMN L7z, £/, 0.1mglkg OFMRPIE
Bk 0, DEET R Y ARIREFC L SRRERLR O b U o SRR oSN 2385
=Y W

ZBKES

BREZHIE (R PT7EE Y, GABAA, 2 A B Y v, B A% I Hy, 5-HT2. K83 v Dy,
R/R2 2 Do, arr7 RV F U v, a7 RLF U RO BT RLF U R IR) 1264 58k
W& D>> 7= (in vitro) .

Z DD FEIRRER

HEEMAED OGP BEICRIZT HE

7 v MCKREWRFE-EHARE AW TmE T, #4277 40 (10uM) 1% cGMP RJE% 4 {5 E57
S OLEMET U D AFRAF (0.1uM) . C L R U o AR RA~T7F K (0.1uM) . SNP (0.5uM)
LDTT =V 7 T —BIEVE LR T O ITFE R Tk, cGMP % 200 (SFEE £ T LA XE T2,
—J5. T MG K OUORHESSRIIAN O cGMP JEEEICIX, ¥ X T 7 4 T T T =By
7 —BIEMAEIR 7 OAF T TH LR KF S 2o T2,

Fo, WITNOEEMEF CH cAMPIREIZX X T 7 4 WK 0 BEESZ T ol
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2)

Z v FRBAROUIEIEICRIT T HE
Zx=L7Yr (1pM) TR L7ZT v FKREIRY > TERICKT L2277 40 (0.01~

GNECRER Y > 7HEARZ T in vitro TRHMli LTz, % 27 7 4 VIR BCRIEEEIARY 7 %
AR SR To D PEAFAE T Tl R b5%IZET D I RRAFI 2otz E M 2R L7z,

2. SMHHER
(1) BEESEEEHR
ELY/E 58 (mg/kg/H) HERS DESE R (mg/kg)
~ A | 400, 650, 1000, 1600, 2000 > 2000
7 vk 400, 650, 1000, 1600, 2000 > 2000
4 X 400, 800, 1200, 1600, 2000 > 2000

(2)
1)

2)

BRAOBEIZE D227 7 4 VORRBEGEHEMEE, ~ U AKROT v b & FOTREMG L 7=/ 5,
2000mg/kg O & E THE K O GBI L 72 fF5t T R E I A DR ehoTz, 4 XEHW
RO GERClL, SR CTEDRE . 800mg/kg LI ETIRM-3 580 b =25, 2000mg/kg £
TR DT,

REESHEMHR

Sy hMIBITHHER

<Zv b1 AMEG>

MEEZ >~ M2 H Z T 7 4% 10, 60, 400mg/kg/H % 1 » AR O&KS L= S, 400mg/kg/
ARECHREOHIN, WEMEFIE 2 e W E EOK T, @IS ks & x b b i
AL RO N LR P RO E O ZE ), B D U o EREEIN, i AR AR RO 2 b 2 o 72
W HEBEOMR T X OB INE O R REEOZE RO 7205, WTiLs mEFRIC
BERZETIE R L, RGRABRERRO OGN &b, HEMERIT 400mg/kg/H & L7z,

<7 v b6y AMEE>

HEREZ ~ N2 10, 60, 400mg/kg/H % 6 » AR OG- L7255, 60mg/kg/ H DM 1/19 4,
400mg/kg/ H OMtff 4/19 FIZFVNT, FIRR/E FH oD FFHI R R B N LB~ 5 B D (3R RS D378
LTz, EOMIT, HEMEAFED 22V EE O Ik AL PR A O 258 B s oo I BEAH AR A9 28
{bE b WREOHEMMABE SN0, BIEFMICEE L ITE X b7, 60mg/kg/H
TR LN OFELE TR HSIEHEE ThH o722 s, EHEMEEIT 60mg/kg/H & L7,

1 RNZH T HHREE

<A X 3 ARG >

A XWZH X T 7 4010, 60, 200mg/kg/H % 3 #» HMFEOEE LR, 200mg/kg/H TXA
kL AMEO AR ZEAE K ORI B s hn, KM L o2&, F TR OK N~ XN, 1% Lo
BRILEDRO b, BEMEEIL 60mgkg/H &5 2 b,

<A X6 HMHEE>

MEREA X2 10, 60, 200, 400mg/kg/H % 6 » HE#R O &5 L7k R, 400mg/kg/ H THERE{HD
FEBROBM, 60mg/kg/ HLL EDX XT 7 ¢ VR GRECRHE R FIROR HH08D . B IE, B
BAZRBT DREME LR OIBTT (ZEZGHIIE, 4G OB, F-HIlE OZRMNE, MilaiE o IE#
L& HUNTHER, FEE R OFIBER RE K Tl 58 L 35281 b)) . ZiiE (&L R Uil
SRS T T BRI ATV AIRRE, F TV b YRR VS OEENIZIE AT
WDIRRE) M OZERIAL DGR D ALTe, FEAIAE SLEE YT IR~ D 2 Z L TN 0 2 b
IR | KE T AGRTE OHE A 72 BEBE DAL 23 A5 18 3 DI 23 2 HALT= 23, BRMEL-ORE B O A%
& DRAE & W o T2 IE AT IZE L 2 1 O A7 ME LR OREITA Lo T, FIERE
DOEMZB N THRBROZENBO LN, ZOEMEEH, FEOFRD N8 THIE
FERIIE S OV -4 2 53 2RSS S sl Sz, HMED BB ET 10mg/kg/H . M MM &
¥ 400mg/kg/ H TH > 7=,
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(3)

(4)

(5)
1)

2)

<A X 12 » ARG >
MEREA X 12 25, 100, 400mg/kg/H % 12 » AM#EAO#KE LR, 25 TED 6 » A MK
HaRBR LA AR 2R BT RN BIER S, 400mg/kg/ H RED AT RLOJEHLER L BIEE L 12 5 A
MEGICE VB L TWD 2 ERENTo, FERITRORBRENEE TR oo A XTI FIF
FRHSRE DR B L TV D IENRE O vz, — . FWBlE R oL MRERRN A LD e &
DEERENEZR LA X TIEEEO ARV & & X bl
F72. 12 » AT GRBROZ586% 3 » A5 5 » A2, 100 & O 400mg/kg/ H BEOMES 1
VEAZFBUNT, FRAEFE ~ & B O 4 FRBRE D B ONBE S ~ 45 B oD i/ MR BOB D DBl S vz, &
HTTANEGERIETHEZNBITEFICRS Z &0 b, BRiO MERFEARRITHER S LT
L2 ENmEEINT, &5 52 BT 5 L& mERBIIE O Lz, &5%%&@%&9@%
;ﬁ2Lﬁ®ﬁﬁ##M®%nt_&ﬁ% UM IET DO TIERWEEZ b, 72,
it A OFE R, HHEN R EREE 2 mR T ORISR o7, BLEXD | 2 HlOAH TR
@%ﬂt@ﬁﬁ@ﬁwmﬁﬁmﬁ% FHEICE Db DOTIEARL, X7 7 4 VEGIZEE#E L2
RGO R & B 2 BTz,

BinsHiRER

Invitroillr & LT, X XAIF 7 AEMOKRGEE AW BRI ERRARR, ~TU RV 74—

~ TK &k, & MR Y o 8kE O 7o Qe R 2R 4 RENEME LR OFEAEAE T L OMFAE T
WCCHE Lz, #X 77 400, —HO in vitro RBRIZEB W TRENEHEL R DIEIFE F L OFE

ETFEBICEETH T,

In vivo il & L CIET v b &2 AW/ MERER 2 5206 L. K 2000mglkg £ TOX X T 7 4 )b
%&D%ﬁbto55774»im@¢§%%%%ﬁ¢ RIFER D EFE 5t L Tl 7t o e

EARREFRIER TR O b Rho T,

DA R AR BR
HETTANDOPVERE~ T AR DOT v AW TEli L7z, ~7 AL T v b Ok &
b —REd T 0 MEES 5O PR L. 10, 60, 400mg/kg/H D& T 24 » HRENER R AO&KS L=,
~ 7 AT, 400mg/kg/ H D 1T ARE O R RO MM HER SN 7-8, #at A B
X7 < i~ U A CEMAEICRD DD BRBAEEE CH L ML & iz, CYP2B #EIC
XBEETT 4 VO ZIRWEETH S TN E 2 b,

7 v N T, %Eiﬁ@i ERAR MR AT TE B M QYR BRI 238 1T 5 RS2 ki) T
e G BEE U 72 TR DT, SR BUEE I B e o T,

SERESEHER

B (2) BRERVERZ TOVHERAEICET RER

HEZ o MCITAEHT 28 H & OECHIRE P, HEZ » MCIEARELRT 14 A & OB 2> 4T

B2 7 BHE T, 10, 60, 400mg/kg/ H DX X7 7 4 Vb L, 2 (5%) WBielCkd 55228 % ket

U7z, MEFAESR 13 BHICH L. ﬁ%%ﬁ%%ﬁbto%ixm%ﬁﬂ%Tbt&’w#L\%

%L%@H%ﬁﬁ&@%%@ﬁﬁﬁﬁ%@ﬁ%ﬁotommaﬁmm B B IRE NP &
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REIDEATL CIALIS is not indicated for use in pediatric patients. Safety and efficacy in patients

(20234 4 A) below the age of 18 years have not been established.
Paediatric population
EU ® SmP
(12]0238;; 9%) There is no relevant use of CIALIS in the paediatric population with regard to the

treatment of erectile dysfunction.
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