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EIEME UTHFEAMEE L, % 1121 5 2 5 (Fpk 26 42 11 A 21 A) IS, B L U
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(2) *& (88iK)
Tadalafil (JAN)
() AT L
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OG- THRRHENRE LT, AR BAF &N S - s B U TIR S B R e B 1okt
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thEs s T EEDOBEED H L HBFHE T, bmg OB L., HEMRIX 24 B EET25 2 &,
B, PEEOBEED D L BE CIIREHEX 10mg 2B 27202 L L L, 10mg 257 548
BT GHRE 48 L L2 2 L, EEOEEEDOH HHBE TIL bmg A RN &,

(2) RZERUVAEDHRERRE - RN

4.

5.

(1)

(2)

(3)

(4)
1)

<BEMWEAZIZ X 2 E - PIHHRE >
[VI.—5. EERFANERE EZ0HA] OEL) IVIL-8. BIEH] OEEMR

RERVAEICEEY 5FE

1. RERUVAZICEET 55
F K7 v —2Ah P450 3A4 (CYP3A4) %58 < PRFET 2 A &2 & 5o B Tk, AAIo fsEH
BRENEATHZENBEDOLNTHHOT, IKA&E Gmg) MO L, EEFMEEH2ICH
35 (10mg #H 59 H5A 13 5ME%Z 48 FFLL L) 2 EEE L THRETHZ L, B,
B EIT 10mg #2202 &, [10.2 2]

B PR RFE

BRRT—2/\yr—

ML

il PR SR IR A BR

EERR L

AERIGHEFRRER

MEE L

FRRERELER

AR

AR UVREMEICEAT R

Z T 7 4 NV ORRZNRIL, ENH RSB, S E 5 MBI 2 [F— O 2 H VO TR 24T

o772, E2FE1E X IIEF (International Index of Erectile Function:[EEEEiHERE A 2 7) B2
(15 B (\ZB T 2EEMEE KA1 > (6) (F 1), SEP (Sexual Encounter Profile: 55 H 52 H
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7z 1

e

i I

BIEERIE (5

I 4MM, MEMITAICBLAT
1 WD R, [ EIEhE AR L F LA
A

S 4 M., MEOORIE S K Sk
2 Dy e, MEE AT R $hiEg O
Bl E Lh,

CZ 4GEM, MERERa R,
FHEAT 5 2 EAVHERE Lzt

I 4GRM, e 1§ AR
4 TR AT S Z bR E L

SR R L HELED (0)
ARE IR ZTE R (10 [ 9 R
L) e (B)

s BBesER CRFE DR h ERS
[RIE:10 Jalsp 7 [a#2EE) - (1)

S (L0 EATS[E) e (3)

SFr LD (RS X D A ) FRLA 10
[ 3 EIFLEE) oo (2)
SECELLIREALEL (10FEF1
[EILLF) oo (1)

D EM 2 TETEARE—RE b L,

G B 3, ATl (R opas—E b ] |
DRI FE DL (0)
- BTy ()
Zc e, fgs, tge | RO LAY O
5 |RYFarcHRLERTION) L T A !
AL S WHEET LA, ” ' .
A ) e (2)
R E A EREEE - (D
CIEFICEE G (B)
IZ4EM. BREMEETLEE| - B (4)
15 |oBEERENC VY T LA Yoo 3)
PN Ay ()
SIEEITR e (1)
FhECRE A 1 X5 30 5
#2 SEP OHEM & %
ki T ES
2 e b —DBEAOADTEE L7
3 e Ao L, R L g L (M) i Tewn ]
: e

OEMNE IHEHER

DY 5EM) OERM 2 K OVERM 3 (% 2) IZxd5RIE L Lz B,

HIEF $hieikae N 4 1 > o B & [l

ENHERIGRERICBW T, ¥4 T 7 4L 5~20mg #5125 0 IIEF OFhEERE R A A A =

7. SEP OER 2 KO 312 NIV LEIZELEEGIZBIT 2 X—=ZA T4 b DE{LEIT,

7 BARES & ORI R A RN b B,

o

%

#3 ENERBRSRAEIZBITS EF OFpEER N2 4 » 2370
SEP OB 2 R 3IZ 13w ] ERELAREGON=-AF 4 > h bl
N=A T4 2o OE{LE
RRMSIH | #EbEE? ‘ Y rTT LB
75 AR
5mg B 10mg B 20mg B
ﬁfﬂi‘? 2.05 7.51 9.10 9.38
R (.*.j%t;‘,‘,‘?s) 0.71) (0.72) 0.71) (0.71)
P el 2] [86] [841] [36] [86]
P ﬁif;’; 7 - <0.001 <0.001 <0.001
ﬁ;;ﬁ 8.59 28.50 35.97 36.52
qﬁ_‘%’;g‘#) (2.99) (3.02) (2.99) (2.99)
SEP Hf 2 [:E ﬁ‘}’ﬁj 1861 [84] (361 [86]
b mL (:;:; 7 - <0.001 <0.001 <0.001
Hi]ﬂ]j 12.29 31.31 47.26 50.80
- 7,1%5?;) (3.46) (3.49) (3.46) (3.45)
SEP 9 3 [’;mma [86] [84] [86] [86]
! fi ﬁ;ﬁ <0.001 <0.001 <0.001

1 2) R/ TRCPIME, ARHERE R O p I, HER.

Mz LB\, 77 2R HEDOSELE Tl Dunnett £ X0

11

BRIE, N—R T A VEZE Gy
P EIT o T,



2)

(5)

(6)

D)

2)

(N

VR RIER] 257 Bl 70 il (27.2%)

(11.83%) . #HL 13 B (5.1%) .
Q4 EF MR ER

HETTHEME S L2 7T A IR T E S AT R FeGAER (58

IZEIWER RO bz, ERRIWEHRITEE R 29 6
IITH 96 (3.5%). IHILARE 66 (2.3%) %Th o7z 18],

MAHRER) @ 11 #RBr (2266 1)

T FERENT LT RS, X 2T 7 4L 5~20mg #5112 L 0 TIEF OEhEMERE R A A A a7  SEP
BIFDIRX—=2T7 A4 b OELEIL, 7T R E

OEM 2 KO3z Ny EREZELEEIC
Lﬁ‘ L @'f/hn+é/jf£ﬁjf%§ﬁ)mu H BT [9

F4 HHET

1 2 H o2 b

"7 R T E R ILEGARRIZ 51 5 TIEF OZhidbiag F oA o

YAITIIZSEP DER 2 312 T3] EEL RGO R—ATF

R=ATA 2 Hp b OELE
AHIEE HRHETS ) 55T 7 A
7T AR - - - —
Smg FF 10mg & 20mg #
1.03 5.02 6.79 8.94
N (0.30) (0.75) (0.57) (0.23)
LIEF Zhist [540] [149] [245] [1179]
B AT Y
pfl (7= _ . . )
b 0.00L 20,001 0.001
”}’Jﬁ—'j& 2.63 15.37 25.57 31.32
Tﬂiwlg';) (1.19) (2.94) (2.2 (0.92)
PR o -
P R ¢ : 54 149 247 1192
SEPEM2 | s [547] [149] [ [1192]
plE 75 . P
e 0.001 0.001 0.001
9.08 26.46 37.418 11.26
(1.34) (3.29) (2.51) (1.03)
SEP 71 3 [547] [149] [247] [1192]
pfE (k75 B
: <0.001 0.001 20.001
+AEE)
A =R £ Y2
1 3) /D IEE, IRHERRZE KON p fE)

TR ER

R L
BE - REAHE
U RH R L

AENER

fia% . EHE, N—RA T A ME & G TS T
WICE BN, I EREEESH %@%Eﬂﬁxf I Bonferroni {EIZ X VW HE AT 7=,

FRARERE (—REARGERAE. SEEARERE. FARBLEERE). MERFTRT —4N
—RFE. WERGEREBRABROAR
M EE e L

REHELTERPEDARIIIERE L-HE - ABROME

BARSAYA
D

PR L

12



VI. EMEECEIHEE

1. EEZMNICEAEHIILEYMXILILEMEE
SIIVTFT 4 VT BRI SOVT T VR ERYE K R
EE . BEOH b EMORNEE « R, BRI OBEBFRLEZRTHZ L,

2. EBEM
(1) TEREML - 1ERERF
PERSRNRIC L0 —ER(bEEHR (NO) DJRFTHIZRIEREN A U DB, XX T 7 4 /Wid, cGMP 43
#ThH5 PDES ZLET S Z LIC L VIERAD cGMP JBE % FH- S5, TORG., g
L. Rk~ MR L TN ERk s bl
(2) ENEEMITHREBERE
1) PDE5 BRE/ER
BT 7 4 TSI PDES IAERITH S, 4 ¥ 7 7 4 /Vid b MEE L2 PDES 24 1nM
D ICs fECTIHE L=, # & F 7 4 /v® PDE5S (2% 5 HE%h 1%, PDE6 & (* PDE11 & Hik L
T, ZNEN 700 KO 14 f5TH Y., 2D PDE 7 % A 7 L Ol T, 9000 200 ETH
- 7= 1ol (jn vitro).,
2) FEEEMRIAR GNP BE LT/
2 XF7 40 (30nM) 1%, NO 5k THL=Fra7 Ly K- hU A (SNP) OFEFT, b
I i HH R AR AR B i R O cGMP IREEZ A EIC B S W72 (dn vitro) 1Y,
3) REEERE O BHRADIMIRIE®REH
B X T T 4 0id e MR IR K OV ARS8 75 O ik 4 3% 76 (ECsofl: 2 4124 34 X TN 13nM)
L. F£72, SNP KO 7 EF /2 rOfEERA Z R S 72 (30nM) (in vitro) 1,
(3) YEFARIRRER - HiurFha
M EE e L

13



VI. Y EhRe 89 51EH

1.

(1

mepRE DTS
) AREE MR
B L

(2) BRRRAEBRTHR SN mPRE

1

) HERS
HA ANFERERE A 36 Blic X % F 7 415, 10, 20, 40mg *V ZHEREOKBKE LIt xDa2 X T 7
A NOIMIEF R, #5 0.5~4 FFH (Tmax O RAE, 3 FEH) ORJICE— 271 L%, HE
U7o TSN 14~15 BEfECTd - 7= [l
H 1) ARRKHAEIT 20mg TH D,

F1 fEHERRANIZY 77 14 )V bmg. 10mg. 20mg. 40mg % HiA[4Z5 L 7=
EEXOMAENSY YT 74 VgL YRR LEYERE 7 A%

g n AUCo Conax T imax Tiz
- (ug-he/L) | (ug/L) (hr) #2 (hr)
3.00 (0.5
Smg 24 1784 (35.3) | 95.6 (30.0) 9-00 10500 14.2 (19.9)
~4.00)
3.00 (0.500 .
4 2 3319 (32.5 74 (26.5 .6 (20.9)
10mg 23 319 (32.5) | 174 (26.5) 4 00) 14.6 (20.9)
20mg 24 5825 (23.2) | 292 (26.1) 3'004 (Ol,)'.)OO\ 13.6 (17.1)
: (0.5
40mg 23 10371 (32.3) | 446 (20.2) 3'0\04'8(');00 14.9 (20.0)

R (ZREERE %)
£ 2) hfE (#EFR)

2) REHRSE

3)

HARNEREMAN 18I X X T 7 40 20mg 2 1 H 110110 HMKEROKGE LI &2 5T 7
4 NVOIMBEFRE L, 5 4 HE S CTICEFIREBIZZE L, EFIRETOZ X Z 7 41D AUC &
U“ Cmax 61%}]@&5‘%{: & Hﬁﬁ‘i LT%@ 40%1[:%'7][] l/ff_ [1210

F2 EHRANIZY YT 7 o 20megm 1 H 110 AR S Lk &
DINHER > 75 7 1 VgL D HH L7238 ERe /s 2 — %

AUC Cmax Tmax Tl 2
H3 t (pug-hr/L) #3 (neg/L) (hr) 49 (hr)
4478 339 3.00
8 _
LHE L (14.9) (16.3) (1.00~4.00)
_ 643075 46116) 3.00 14.5
W0FE 17 (18.7) (18.4) (2.00~4.00) (17.9)

KM ERIE (EBERE%)

1 3) BGMIRREE (24 RefH) T oo i i 3Ea i B Ak

W 4) HgeiE (FEPH)

T 5) EEIREEICRT 2 &5 MEM (24 KFHE) Co i Sy R T i

T 6) EHIRERIC R T 2 i A o Sk i

EMZERIEF R

(1% 38 BRSO AW AR MR T A BT A VOB >\ T (CFk 24 4 2 H 29 H
AT 0229 5 10 ) ([THS X T

14



D% 557 1 L& 10mgCl TGO
BT 7 4 EE 10mgCITGO) Lo 7 Y R8¢ 10mg %, 7 B AL — _"—IklIZ kv ZhnFih 18 (¥
X577 4L LT 10mg) MEEMAR FICHBERERAO#KE L CEh 2 22 7 4 VIR 2 JIE
L., G on7ciEpmEiie 7 A —4% (AUC, Cmax) (22T 90%EHX A CHgH#EIT 21T > 72
FEE, log (0.80) ~log (1.25) OHPHNTH V|, WAIOAEYF R ZME D R S 7z el
#3 BERACBITALY YT 7 1L 10mg B 5B a)hE 5

— %
HISEINT A—F BFEINT A—4
n x‘"\I]CO’TZ Cmax Tmux T] 2
(ng * hr/mL) (ng/mL) (hr) (hr)
5557 4 VEE . . _
18 3936 + 1222 192 +40 2.06+1.1€ 15.5+5.1
10mgCl [GO ’ ’ o
SoP) AR
v 7Y AG 18| 3959+ 1366 193+48 2.67+1.37 14.8+3.7
10mg
TR
(ng/mL)
250
%2% —— 5557 4 L§iE10mgCI GO
i —o— ¥ 7 1) A§E10mg

P = BT A (n=18)

0 8 16 24 32 40 48 56 64 72
g (hr)
B 1 BEEEACBITLY %57 1)V 10mg Bnlf 5o lmiEdh ¥ 45
7 A4 ViREEHERE
MAE PR EENT N AUC, Crmax FD /3T A — 213, #ERE OFIR, (R OERERIEL - R DR
BRI Lo TR D FREMEDR H B,
@% %5 7 1 )L 20mgCl TGO
B 7T 7 4 VEE 20mgCI GO & o7 U A8E 20mg %, 7 B AA— "—IkIZ XV ZhEih 1 8E (¥
277 40E LT 20mg) BEEMRAS FICHRRERAOKE LR % 27 7 ¢ VRE 2 JE
L. o EEWENRE T A —% (AUC, Cmax) (22T 90%EHH X HIEIC THEHENT 21T > 72
ftide. log (0.80) ~log (1.25) DOHIFANTH U | WHIOAEY FHIFEI M HERE S duz 8l

15



F4 EERACBITLY %57 1)L 20mg BN 5O EIEE 5 2

-5
HEINT A BENTG A Y
n 3&[ ]CO*TH Cmax Tmax Tl 2
(ng - hr/mL) (ng/mL) (hr) (hr)
5557 4 VAR ]
" l19| 7600=1435 325 £5¢ 3.261.33 | 17.3£5.5
20mgCl GO | 19 7690 £ 1435 32559 6+1.33 17.3x5.5
R |) 7\‘_:‘:
ZTUAR 9| 709941745 342+61 | 2.68+1.53 | 17.2%4.9
20mg
TS + R
(ng/mL)
400
350 |
—— ¥ 55 7 1 V$E20mgCI[ GO
I 30()

e 3 —o— 71 Xﬁﬁzomg
Tt + BE (7% (n=19)

0 8 16 24 32 40 48 5 64 72
RER (hr)
M2 BEEBRAIBITLY YT 74 0mg BRSO MmMED s 5
7 A ViR EEER
MAEHR N ONZ AUC, Cmax HD/3T7 A — X%, PRF OB (R OBEUREL - R % O 3R
FHC L > TR DARBERH D,
(3) thiEtE
LB E e L
4) BS - HtAEDZE
1) BBEDOEE
fEFERC N 18 BllCZ ZZ 7 1)L 20mg 8% (GIEE) SUIZEERHCHEBR ARG Lz & &,
AUCo-oo & O Crnax B FEIUC L 2 BITRD Do T BMIGNEANT —#), [14.1.3 B[]
2) GHREEDODZE
EWMHEEERA
OOy raFV—IL
e A 12 Bl s 2 —)L 400mg (1 H 1 [RFEO#& S ENARREE) L ¥ 4T 7 1V 20mg
EOFRBEG Lice &, 2X 77 40D AUCoo KD Cmax 1L, FHEI 312% KLY 22%H30 L 7=
sl (SAEANT— ),
fERERC N 11 Bl h 2> —1 200mg (1 A 1 [EREO#KE) & XX T 7 4L 10mg ZOFHKES
Lk x, #X 77 40D AUCoo L Cmax (FZLFF 107% KT 15% 80 L 7= el (SAE AT
—%), [10.2 2]

16



@Y rFENL

fatRERk A 16 iz Y RtV 500mg X% 600mg (1 H 2[R]) &% %57 (/L 20mg % (&5
L7 & HETT 4D CrmaxlE 30%IE T L7223, AUCo-ool 32%H5900 L7 BT (FAE AT — %),
Rk AN 8 iz Y R E/L 200mg (1 H 2[\) &X X T 7 4L 20mg Z0ffEE L&, ¥4
T 7 4 VD Crax VEFFEE TH - 727, AUCo-lE 124% 8N L7= sl (AEAT—4), [10.2 &
]

@ o BT

®—1 FFxHYyT Y

Rk N 18 BIlIZ R 2 8mg Z KER N GREOEFIRAET, ¥ X T 7 /L 20mg % Hilr]
BOEL Lz L &, AL OWHE &K OREM M T oKk K FEEIZTZNE 9.81mmHg & O
5.33mmHg, FAM O IHE ] M ORI i+ D K TR &ITZ £ 3.64mmHg & T 2.78mmHg
Th o7z b8l FEAT—#), [10.2 58]

®@—2 2 LRETY

fERERL N 18 Bl & L A1 3 0.4mg % SAERE N BEG-REDEFIREET, ¥ X T 7 4L 10mg i
20mg ZHi[a[# 5. Uiz & & S OYUHE I M OEEI M)+ O i K P& IXZ 24 2.3mmHg &
O 2.2mmHg, EAZOUHE ] KX OEE ML D e K PR EIZZE 24 3.2mmHg & O 3.0mmHg
THY ., HONRME~OEBIIRD biviehoiz b8l EAT—4),

@F D DZEFH|

thF (=FF o, FIREEH) XUXT NV a—ANEE T T 4 M RIETEBICONTHRE LT
R, =UF Y, BIBE AR XTI T IV a— LB 22T 7 4 VO EIREIZ 6T 5 B & 2
RIS O oTe, T, ZET T4 NNBE] (XY TA TAHET 4V, UNLT 7Y
VEORT AuTEY) XIIT AT — M RIETEEIIOWTRF LR, 24T 7 4 LB
SEVTA, TE T4V, ULT Y T AT XNIT L a— )L oIEhieIZ x4 A B
gﬁ)fg%ﬁﬂﬁ 16D 5 L7 o 7= [201 [21] [22] (23] [24] [25] [26] [27] (57*.]\7 g)

2. EWEEHRN/SA—S

OF Livzp
LB L

(2) IR
BB L

(3) HEXEREEH
2257 4 )VEE 10mgCl TGO : 0.0483+0.0127 (hr!) (EH#+IEHE(FZE, n=18)
2257 4 )VEE 20mgCl TGO : 0.0440+0.0139 (hr!) (FEH#+IEHEFRZE, n=19)
@4 PIFTI3VR
MR L
(5) NHBE
BRI L
(6) Ttk
BRI L

3. BEE GKEal—vay) @i
(1) BBAF73A
R L

17



(2)

(M

(2)

(3)

(4)

(9)

(6)

6.
(1)

(2)

()

(4)

INT A —AEEHER
AR L

AR
R L

kil

1fn 7% — A B P& @ 1
AR L

1% — Ra A2 R @A i
BEERR L
FHit~DBITH
EER e L

RN DIBATIHE
BEERR L

Z DD BA~DFBITHE
EER e L
MmiFEEHFEE

Z BT 7 4 VOMIREARERIL 94% (Un vitro, FHENTE) THY B8, FiTT7 L7 I kD
ol BRPERER R L REET 5 B9,

K

REBEB L R U R R

fERERA 6 BiliC 14C-% ZF 7 4L 100mg "V ZHERR DL Lz & &, mighiciEicsy 477
A NKRERE RRA TN AT a— )7y a U BRE RN bz B, miEho 2 F1rh7 a
—RIZATF AT a— TN a CBEEEERD 10% A0 Th o7z Bl GMEAT —4),

W 1) AGERKHEIX 20mg TH D,

REAET HER CYPZ%) OHFE. 5=

AFNTEIC CYP3A4 2 L v Rt asns, (IVIL—7. MEEH OESHR)
VELEASNROBEERUVZDEE

AR L
REMOFLOERREILLL, FELE
PR L

it

fEEERR A 6 Bl 14C-# 4 7 4L 100mg D ZHERR OGS Lz & &0, #5% 312 Rl £ T
T RERIN R MM T 60.5%., JRT 36.1% CTh -7, FEETIIZTICAF VAT a—/UK, BT =2
— VR, JRIPICIZFEICA TN T a— VT N7 a U BEEERE O 7 a— v 7V y a AN
oo Bl UNEAT—4)

H 1) KRR 20mg TH D,

S U RKR—2—IZE8T B 1B
mMER L

18



9. BMFICLDBRER

[VI.—10. @& 5] OIESMH

10. REDEREHIHEE
(1) BEEEE

) BERUTEHFERREEEE

faFER A 12 ], REREERE (CLer=51~80mL/min) 8 ffil, W45fFEERE (CLer=31~
IHHTT7 40 bmg KON 10mg ZHER AL L7z & &, AUCo« KT Cmax (T
R A D Z UK 100% K& T 20~30% 5N L7z B3l B4 (AAE AT — %),
FTTWAKREBEFEESE
MAEENT %% 1 TV D KR AR EE 16
H1L72E &, AUCo« M TN Cmax [ FBERERLA D ZILZ 1K 109% K TY 41% 30 L 7= (83l

50mL/min) 8 i

2) MmEBEH %=

— %),

(2) HFIEEEE
BEFERLA 8 1]l OF

b A 25 Bl
EHEE (Child-Pugh class A) & HPEEEEAT

\ZH X T 7 40 10mg & HElfE O # G Lo & & Bk
fEsE 8 (Child-Pugh class B) @ AUCo-l IR A

IFFEECTH 72 B GEANT—2),

7)) BT REE

(3) =EAE
e = 12 1

(REWI I 2358
%}Eﬂﬂ‘ﬁ% (Child-Pugh class B) .

SRRV (Wit E- DN

n= 8T
n=_8: HEHT

(65~78 i) M OMEFEAFHE 12 1 (19~45 %) |
fﬁxm&“frbf:k% Cmax IXEHE & HHEE & TIRIERBETH o 7223,
\ZE~K) 25% i ECTdh o 7= B31Bs] (MhE AT —#),

X HT 7 4V bmg, 10mg K& 20mg % HiL[AlRE O #

fE5 (Child-Pugh class A) |
f&# (Child-Pugh class C). n

[9.8 Z ]

F5 Tk R CEERIZ ¢37fwMMg$WMﬁ5Lt£§@mﬁ
Ry 577 4 Vg L) S L7 EhaE o 2 — %
AT LO*&: Lmax Tmax Tl 2
n
(g -hr/L) (ug/L) (hr) #*8 (hr)
- i 2.00 (1.00~
i 12 4881 (31.7) | 196 (26.9) ( 21.6 (39.0)
4.00)
2.50 .00~
AR # 12 3896 (42.6) | 183 (25.5 2 )J, (,1 o0 16.9 (29.1)
6.00)
MM (BRI %)

7E8) hokfE (EPH)

1. £t
AR L
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VI &M (ERLDIESF) ICEAILER

o=

REEZDEH

-=3
=
1.
1.

1.

==
=

1 AF| EHBEAIRE—BIEER (NO) #E5XK (Zt0J U+ y, BEEET S, EEBAYY
IWEER, Za5 0% LofRICIYREFRMNERL. BEICIEZTRSIESHL
AHBHDT., FFTREOHTIC, HEFIXIT—FHEER (NO) #EHARESATVGENI EZ
ToHERE L., FRREPRUVBRERICEVTHLHEEAIXII—BERILER (N0) #E5HH/RES
NGEWESITRFEETH &, [2.2, 10.1 B8]

2 REHZECLHBEEZFNEELDLDMNERFOHEEERNIRESNTLHDT, FHIKRE
DEI, DMEREEFEOERFLZ+OHRIT S &, [2.4-2.8, 8.1, 11.2 B8]

[

9 m=E
. b SR

NEEZEDEB

2.
2.
2.

N N NN

NN NN

BE ROBEFIZERELAENIE)

1 AHN D B35k W uiE DREERE D & 2 B

2 WA ST —bESR (NO) eG4l (= hme V&Y o HEMEET IV, i1 Y YL e
R, =37 VL% zkGHhofE (1.1, 10.1 ZH#]

SRS T =gy 77— (sGC) HIEHAI (VAT 7T M) EbGh ol [10.1 B3R
A LMAEREEEZGT L2 EMATANREY B2 O EE [1.2, 8.1 5]

B RETERMED & B BE IR FICHIEER B L= Z Lo b HEE [1.2, 8.1 5]
6 = e — LV ARROAENR, (KiE (IM/E<90/560mmHg) Xix=> hr— /L ARNREO&EIME

(Z2¥pHE M E>170/100mmHg) Db 5 HE (1.2, 8.1 ]

T DR IEDBEERE N RGIE 3 » AUNIZH 584 [1.2, 8.1 &)

8 A ZE - M M OBEEE SR 6 v A LLNICH B3 (1.2, 8.1 ]

D EEOHEEDOH LHBHE [9.3.1 2]

N0 MR A EAMEE RS RAEEMIEDBFIITHRAR Y= AT 77— (PDE) O#EsH

P 2 R OREBI N D BERD b D, ]

3. Mhee
Y

4. R
Y

XIFHRICEET HER LT DER
2. ZHHESUIZH RAC B S TR DS

RURZEICEET 5FELETDER
4, AEROHEICEET HFE] OESR
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5.

6.

(M

(2)

()

(4)

(%)

(6)

EELGERMIE ETDER

8 EELEXRMIE

8.1 MEAT AT LA~ D Y R 7 %L I= D EhiE A 2OIRHE 2 BthT 2 il LA R ORIEIZHEE
ZiIno &, [1.2, 2.4-28 /]

8.2 4 LA Lo Fhk DIER I IFekeehke (6 REMLL LRI DA fF 9 #hikL) BHAEIC T
< FNITHE SN TS, FREEIZH T D A0E 20T T2 0 L RSk O 5 XX
PERERE 2 KBEICHRR 5 2 LD H DT, Bl 4 FFRILL ERife 9~ D IER D A b Ha .
BEbHICEMOZK %5 L HofE+5Z L,

8. 3 A G2 R BRINE T )UTBBR WA TR B & o 25613, AAIORM 2 H
EL, #HONCIRBIEMEORREZ TS L), BEIEET 2L, [15.1.1 ]

8. 4 FERABRIZE N T, ®FWVRTEEENRD LN TWDHO T, @ATEE, BB HOERSG
W2 £F O B A B ET A BRICITEE S5 2 &,

BEDNDERERIHLBAEICHT IR
BOHE - BEEFDOHLHESE

I . HENEREZEITHEEICETLIEE

9.1 BBHE - MERZEOHDLEE

. 1. 1EEDOEELRM (EH. EEDIRHIL. Peyronie ®FE) OHLHESE
HEATAPKRECH VRAEE I BEARH D,

9. 1.2 RPEEDRRL T YBLHEE GKFOLEREEN., SRUEERE. BIRE) OH

5EE
9.1.3 PDES FEEHIR (It FEF 2 BRFNEREPDESE
OF EEH OREERD 220,

9. 1. A HMMEBXILEILHEEDHDLEE
mvitrolBR =t 7Ly R U oA (NO #5A) Ol MgEEmsiliEH 2 #8845
ZENFRD BTN D, AR B SUTIE R RE O & 2 BE TR 2 2RI LT
7200,

9.1.5 EEMETLESE
EARROIRR A BIGT 2 RN LA ROKRBICERZ L5 5 2 &, LlERA X hDfE
BIR- 2 AT 2EEREmNEBZ BN,

9.1.6 a2 FO—LA+ATHVEMERE
AFNO METREAIC LV METEEZAET D AREERSHLOTHEET L Z L.

BHEEERE
WE SN THZRWN
FrRefEEEE

9.3 ATHREIEE R E
0.3. 1 EEMHEESESE
BELRNWZ L, 2o OBFIFEKRE CIIRIA SN TS, [2.9 0]

HIEREER T HE
BE STV e
TR
FBRE STV e
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BE STV e
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(7N

MR

RESN TN

(8)

=inE

9.8 m#EnE

— I A RE MR T LT 5, [16.6.3 1]

AR

10. fAE{EA

AANLZFIC CYP3A4 I LW @& D,

(1) HREELEDER

10. 1 FREZS BRALGWVLI &)

(2)

FEFN 40 ERARSESR - 518 715 Bery - fEBRE -1
Bl & O NO it 551 BEAIC XL 0 BIEERA 285 | NO 1 cGMP D PEAE % il
=hrus kvl THEOWRENDH D BB | L, —F, AKX cGMP D4y
AR 7 2 v (81, = WHlT 5 Z 0 n, Al
fHlEA Y YL E R OBFAIZE Y cGMP OHIK
—ag ULk #0325 NO OREE/ERMN
(1.1, 2.2 &H] HIRT 5,
sGC HiIlEAl PFAcE 0 MEERTFEEZ | OFAIC L Y HIEAN cGMP
VAL TT N (TT LN | TEBEARSD S, FERHM L, A5 =R
2) 7B % RIET B2 N
[2.3 &/ ] H5b,
RiEELTDEH
10.2 B FEE (BERICEET S L)
FEFN 4 BRARSER - 58 7 1E RSy - fEBRE 1
CYP3A4 [HEH VY CYP3A4 PHEMEMZH | CYP3A4 MAEIZL D27 VT
rhatry—u THF haFY— (BAO | T ADRL,
A hTatry—iu Al ENAFETE) L OJFHIC
7oV A~ AT £ AFID AUC K Cmax
TI7 7L e 23 312% KN 22% N3 5
TV =TT N—=Ta— | LOWENDD 15,
A
[7.. 16.7.1 &[]

HIV 7= 77— EA
Uy rFENL
A TN
WAl 2
Vil
[16.7.2 & ]

U hFenrtogificky,
AHFID AUC 728 124%3E 009
D EDHEND D 05l
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8.

AN 5

BRPAREAR - HEE T 1E

PRI - fepRIN 1

CYP3A4 ¥ 54l
A SV
TJx=hkA v
T x )N — L

VR A SV A RT3 i N
L0, &HKlD AUC KT Cmax
DENTI 88% KT 46% 1K
TT 5 LomENRH L L6,

CYP3A4 #FElc k5707
Z v 2O,

o JETA

R o
TI
[16.7.3 ]

K&y v boftfick
Vo SEALIUHE i+ M ONRik
i E xR RENE N
9.81lmmHg & T 5.33mmHg
TRETIEOHREND D

[18]

o

oo a WA & OO TR
PAE DFEAR 2 £ O M EK T
ERLIZEDREDRD D,

et = A

T AT

A R T aa—
=F 77U
T IE

TV ET v NZRER
FEHUA (EAISOTZH) & o
OEMIC X v B HBATE) FULHE
i M OVHE58R 0 1fn 1 13 5
RKZNZ I 8mmHg K O
4mmHg FFET 5 & OWEN
A 39

AFN i E IERERIC L D
BEEEM 2 A 5720, HFH
XY BRI 2RI D
BENWRDHD,

TN F R OF T &0 B JEAF 23 8 o
TLHBENRH D,

LA 7T b FEWE AR T 2 = 97382 | MR cGMP JRESEML |
b5, EREOERMEE | BRIEERZEBT 280
falttEz -+ BB L., IR | b 5,
Bt 2 G 20n & S
TS EIWZOARHT L2 &,

BlERA
1. 8IER

WOBWERRH 0N ZEBHDHDOT, BEZTITITV, BEDRRO SN HEITIETK
G457 S E 2175 Z &,

(1) EXGEIER & B

1.1 EXGEHER

60

11.1.1 BERE (B RBA)
R, =S, FmEE., FIPPER Y. Stevens-Johnson JEERFZENH LoD Z L3 H
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(2) ZDHthDEI1ER

11.2 20t DEI1ER
1%Ll E 0.2~1% A 0.2 % A BAFE AN
PEER % WL T TY MR, DA% | OAFEZES VO
. Mg, BROME, | Z2ERIETV | et i
BAR, B, (K | SEPES )T
J+
RYE T, IRoFMm, IR | Big, ks, IR | A2 b, BHESERL
D i, DRIREEAN, BRA | &, MEPREERIREAZE,
W, RS, LR | FEEh AR 28 M mi S
RAB . SIS . Rk | MR AR REE 2|
ARG IR IERR | MEREEIIREAZE, ol
P IS I P TR 565 9 B
JiE
Mk HALRE LRGSR, B, H | R, IEEIE . B | BE R
BEWEER A, T | 8, R,
FI, ONEZEE, Bk, | ThREE
MEH-, i85, B (W
) AR
JHF Hik RFHERE % (AST | ALP b5
5 ALT k5. v
-GTP EH %5 Te)
i SRR E | JRER(E
E&H
=g T, A | BAETR., AR () | A e R R, 2
. VO | UHE) . e . B
FEAR AR R | SRR HEV, MEIRREEE | SRR EIR, R, | AR D R
JrEETR Jik
WAPR - AEFH AR BEPR IR, ZhEEHy | Freahid)E, Zhid o
B, BEX LW | TR
e & Pf B RBIEES o | FEURIR#EE, wE Sim, MHEEZ
Fe & ALBE, 20T, TNFHSE | & 9 FEE
Z DAt 57T RE KR, | BURR, R MR,
(REERIN, BRI | REIETRE, M

E 1D ZNSDIEE A EDIEGIDNAFIR G/H S DL REES OGN 28 LT\ =2 &5
WESINTEBY ., ZNOLDOELRARF, MATAUTEBFENRLRIN DA LT L Rk
EDOMEMRKTIZER L THRIELIZ D20, XL, ZALOEROMEEFEITIVIIL
TbDRODERFEST HZ LIXTE Ry, [1.2 5]

£ 2) [15.1.1 ]
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11.
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13. BEKRE
13.1 08
BRI, B, BEICL 227 V7 7 0 2AOREITHIETE 20,

BALEDIE

14 BRLDFEE

14.1 BRI DEE

14. 1. 1PTP @25 D 3H L PTP > — bRV L TRAT 2 L 5 & F 52 L, PTP > — h
OFRIZ L0 | A DA EEREEA~FIA L, BIZIZFLE B2 L CHERRAZEOEE
AOHELZDIRTHZ b 5,

14.1. 2 RANT B 5% 36 B £ CTHIMERFRD LIV TN D Z & n Bollallal - Z D324
PRIZOWTHHEET 52 &,

1M1 3AFNTREFEOFEZ DL THRETE S, [16.2.1 ]

14.1. 4 BFNITHAT B REGE 2 B SR RIT 720N,

12. Z0HOEE

(1) EREREEAICE D < fE$R

15. ZD D FEE

15. 1 ERERERICE D <1k

15. 1.1 3840 & ORFERERIZIA SN TIEHZRW, SMEICI W TARAIZ 51 PDES FHEAR G-
2L IS BRIVR TR EER O & 72 0 5 2 FEEIARIS MR MM AR £E (NATON)
DFBENMESNTNWD W, Zh 5B EDL LI, NAION OfERAF (44 (50 BLL
B OBERRIE, EE, EBERFEE ., SIRME, MUEE] 2F L T B
SAENZEBWT, NAION 253 L7- 45 sl Lo B &2 %4 & L THEM S 7= H O xR
TlX. PDE5 [HEAIOE G, IR (T2) © 5 HEOHBN (¥ 577 4 VOBER)
4 HUNIZHEY) X, NAION %BLU 27 356 2 512705 Z L A E ST\ 5 sl [8.3,
11.2 2]

15.1. 2 3840 & ORERFRIZH &N T2V, SMEIZR W TARAIE &1 PDES FHEAI 54
2, FAUT, EEBEORBPME STV D 46l 4T,

15.1. 3 Z&H & ORBEBIFRIZA STl v, SEICE W TAFIZ 5T PDES FHEA 5%
2, FUS, BWARBEAE T U RN S ST\, ZNHORFE T, HiBY
RDENEE) ZEND D,

15.1. 4 7 v 3 — VAR AR AR A &2 & 5 U 2N E O RS R BRI Z B\ T 7 v 3 —) v g
B, ARAOMBEFREONTNOHAICEELZZ T o lon, Tha— LizmEmf&E
(0.7g/kg) B L7-#BRE 12BN T, O F WSO SRR E 23 s X7z 200210
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(2) SEERPRERERICE D < 1E#R

15. 2 JEERERERER IZE D < 1&%k
25mg/kg/day UL EDHEBETH T 7 4 )vEA X 3~12 » AR B D&% 5 Lz s kiR
IZRBWT, BREEOK T, BlE EROZEM, KR EROB OB RRD bz Lo
WENRD D, & MBI DR FIEARRIC R T 2 B2 et U 72 S =R R O —F ClLF)
F&FIREE DWW DZ80 BV, R FEERER K FIERRE TR VE AW T Ok
IZB W T H AR Hiviaho 7 48l Lol
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BEIRETOITE
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BREINL TN

BERITEM
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2020 426 A 12 H | 30200AMX00458000
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10mgCI GOJ ENE
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2020 6 H 12 H| 30200AMX00459000 2020410 4 8 H
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AFENT, BHE (H2DWIEHRE) HIFICET DHIBRITED B TH2RY,
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2R T T 4 VEE o I
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10.
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21.
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23.

24.
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26.

217.
28.

29.
30.
31.

LN AR BT AR (7Y REE 2007 4E 7 A 31 HKFE. CTD2.6.2.2)
TN BSERRR RS A - 2R OinsEAER)  (fENEE)
NSRS ER RS - B (B ERER) (RENEED

TN BFERR A St - VA EEIIC & 2 AR i [ S ekl (REPNERD)

. BRIRESAEZIMEDOEEE (7 ) AEE : 2007 4E 7 A 31 H&FE. CTD2.7.3.1)

Nagao,K.et al. : Urology.2006 ; 68 (4) : 845-51 (PMID : 17070365)
ENT T bR HSHREERER () v V3B, LVDI #BR) (27 U A5 : 2007 4F 7
A 31 HA#., CTD2.7.3.2.1.1)
BERROMYT (7 U A8E : 2007 4£7 A 31 HARR., CTD2.7.4.2.1)
EANT 7 RGR _EERILERER (7Y v 7B ; LVDI R ROT7 Y v o r 7R
(LVDJ &) (27 U A& : 2007 47 A 31 HA&AR., CTD2.7.3.3.1.1)
Saenz de Tejada,l.et al. : Int.J.Impot.Res.2002 ; 14 (Suppl 4) : S20
fERERR NI 31T 2 S iE (Rl 5) (7 U A$E:2007 427 A 31 H&GE,CTD2.7.2.2.2.1.1)
TEEER 31T B e (S iE R E:) (37 U A$E:2007 4F 7 H 31 H7&#R.CTD2.7.2.2.2.1.2)
TN SRR AL - A PRI R MR (FENE B
BFEOFE (7Y A : 200747 A 31 H&GE, CTD2.7.1.2.2.2)
UM FEALKEYNT hatry — 03B EER (7 U Z8E : 2007 4 7 H 31 HER,
CTD2.7.2.2.2.3.2)
U7 7B ROV haty— v OFEWREER (7Y A : 2007 4 7 A 31 HAGE,
CTD2.7.2.2.2.3.1)
U b e s oY EMER (37U 28 2007 4E 7 A 31 HAFR, CTD2.7.2.2.2.3.3)
. Kloner,RA.et al. : J.Urol.2004 ; 172 (5Pt 1) : 1935-40 (PMID : 15540759)
Ry LY BEIER (37 U 2§ : 2007 4 7 H 31 HA&AR., CTD2.7.2.2.2.4.2.2)
Ta—L e DI EAEN (X457 40 10mg) (37 VU ZEE : 2007 4£ 7 H 31 HAR.
CTD2.7.2.2.2.3.9, CTD2.7.2.2.2.4.7)
Tova—)L e O EER (X557 00 20mg) (7 U ZEE : 2007 4£ 7 H 31 HEFR.
CTD2.7.2.2.2.3.9, CTD2.7.2.2.2.4.7)
HlEE A e Y H2 B RETAl L O EER (77U 2§ : 2007 £ 7 A 31 HZKGE.
CTD2.7.2.2.2.3.8)
AT HEOEWREMER (7Y A : 2007 4 7 A 31 HAGR, CTD2.7.2.2.2.3.5)
TAT 4 U E ORI EMER (7 ) A8 2007 4F 7 A 31 HA&GE, CTD2.7.2.2.2.3.7)
ONT 7 ) DEYMENER (X457 40 10mg) (7 U ZEE : 2007 45 7 7 31 HAGR,
CTD2.7.2.2.2.3.6)
ONT 7 ) EOEMAMEMER (#5477 44 20mg) (7 U AEE : 2007 45 7 A 31 HAGR.
CTD2.7.2.2.2.3.6)
T AV OEMMEIER (7 U A 2007 4 7 A 31 H&RE, CTD2.7.2.2.2.3.10)
BAMS (nvitro; 7y b, A XKEOE MISE) (7 U ZEE : 2007 4 7 A 31 HKR,
CTD2.6.4.4.3)
BAME (Unvitro; v MIUEEE) (7 VU Z8E : 20074 7 H 31 H&FR., CTD2.7.2.2.1.1)
BH~O5A (7 U AEE 2007 47 A 31 H&ARR, CTD2.7.2.2.2.1.3)
TP R A 4% - O SR EhRE (U (37 U A$£:2007 45 7 A 31 AR, CTD2.7.2.3.1.3)
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42.
43.
44.
45.
46.
47.
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50.
51.

S AR R AR G- Ry D SR B R (HRE) (277 U A $E:2007 45 7 A 31 H7&KF, CTD2.7.2.3.1.4)
Forgue,ST.et al. : Br.J.Clin.Pharmacol.2007 ; 63 (1) : 24-35 (PMID : 16869816)

B E BT IR 2K ERE (V7 U A5 200747 A 31 HA&R. CTD2.7.2.2.2.2.2)
i & O m A (2R S EpEie (Bimlis) (7 U R : 2007 4 7 H 31 HAGE,
CTD2.7.2.2.2.2.1)

Kloner,RA.et al. : Am.J.Cardiol.2003 ; 92 (Suppl) : 37M-46M (PMID : 14609622)
Patterson,D.et al. : Br.J.Clin.Pharmacol.2005 ; 60 (5) : 459-68 (PMID : 16236035)
Kloner,RA.et al. : J.Am.Coll.Cardiol.2003 ; 42 (10) : 1855-60 (PMID : 14642699)
Kloner,RA.et al. : Am.J.Cardiol.2003 ; 92 (Suppl) : 47M-57M (PMID : 14609623)
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Pomeranz,HD.et al. : J. Neuroophthalmol.2005 ; 25 (1) : 9-13 (PMID : 15756125)
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FERFFEIC BT T 82 (7 U A$E : 2007 42 7 H 31 A&, CTD2.7.4.4.3)

TN BISERR Nt - et DL EMEIC B 28k (FENE R}

TN BIEERR A - S BB BT 2 &8 (FEINE R

ZOteDSEH
AR L

31



XIO. 5EEH
1. EHNETORSTRR
WA THRIE STy (2026 4 5 H i)

2. BINCHIT BERRE BN
BB L

32



XII. /&

1.

F| - WEZERICER L TEREKHIBZEIT S I2HT-> TDSEFER

ARIEDOEWIZEET 25 REIZITAREZZ T Ty
ENMESL L TV RVHAELEENTEY, HETHLRBEIN TV HRBFIETHE O AR E
FHELLTRRLTWD, EREFEDEKEHZREFT 5 EToOSEHFERTH Y, ITEDA]
BaERTHDO TR,

=i
a[u )=}

CHET L fEwRAE EN D, RBRITIE

PERUARAL - TR F S8 L D e i IR S ENC B T 2 A4 R4 BT 5 Q&A IZHOWT (£
® 3) ) (BRIt 9 H 6 AfHEABIE R « ANRHE RIS - FRER IR FES
HHK)
(1) #8¢
MREOREMEICET 555 b
ARBREA] | 1) # % T 7 4 V8E 10mgClL TGO
2) XX T 7 48 20mgCl GO
PTP v — b2 EDH L., B3 L72H D

PRIESAE | LIRS [RAESME - 4021°C, HDE - [EBARZE (R) PRAFHIE - 3 » A

JYa6) QILEE  fRAFSAE - T5E5%RH. 25+1°C. #EY - BAfk AAEHIRI : 3 » A

PRAFHIME | 308 RAFSME - IR 120 /7 Ix » hr, KUBRA SR PRAFHIR - 10001k, 50 H

PEBRIEH | Mk, RIEEERBR, EERBR

(G|

1) 2457 4)LEE 10mgCl TGO

PRATHR .

SR B 4R RF 0.5 5 A 1% H 2 5 H 3% H
PEAR YD
IS {*i 7| mhem | miewL | mieml | L

)

RBE | MEERER il 2 (oK) 0.00 0.00 0.00 0.00 0.01
(%) &t 0.00 0.01 0.01 0.01 0.02
EmRbR (%) 98.3 97.3 97.4 98.1 96.0
PR WEEEO
SIS “‘ii sl L | el | sfeml | gsipsEL

Vil

TR | e fJl 2 (FHK) 0.00 0.00 0.00 0.01 0.01
(%) st 0.00 0.02 0.02 0.04 0.05
EmRbR (%) 98.3 97.5 97.4 97.9 97.0

PRI B 45 60 5 1x * hr 120 5 1x * hr

SREATE H A (10001, 25 A) | (1000lx. 50 H)
PEAR Yt R DR JE{pdE JE {1

Se | MEERBR | i (HK) 0.00 0.04 0.05
(%) EE 0.00 0.27 0.38
EERER (%) 98.3 97.5 96.3
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2) 855724 )LE 20mgCl TGO

PRAFHA .

AR TE BHAGIE 0.5 % H 1% A 2% A 3»H

AR WD
*ix ppmEl | Zsemel | el | gqpmL
)

BT | Ml RRER fE % (FeR) 0.00 0.00 0.00 0.00 0.00
(%) & 0.02 0.02 0.02 0.02 0.02
E bR (%) 98.3 97.0 98.8 99.1 97.2
PR RO

*ii BALEEL | ZS(bmEL | AL | ZipiEL
)

B | Wi aER il 2 (R 0.00 0.00 0.00 0.00 0.00
(%) &t 0.02 0.01 0.01 0.02 0.03
EERER (%) 98.3 97.3 98.8 98.2 96.8

PRAFHA R 60 5 1x * hr 120 5 1x * hr

o EEpElsE

BRI H (10001x. 25 H) (10001x. 50 H)
PR RO R AL AL

Se | MEERRER | fHAx (BR) 0.00 0.03 0.03
(%) =i 0.02 0.15 0.22
EEAER (%) 98.3 98.5 98.8

(2) Bl - BB ORERETF 1— T OEAM
5 BB T 2 &R b

[

G k)

AR LA

1) ¥ %77 4 /VEE 10mgCl TGO
2) # %77 48 20mgCI GO

AR J7 %

1. AR BRI R
T4 AP —HNIZ
SyREBaE L=, 57

1 822 AL, £ 55 C ORI X IXHK 20°C DK 20mL W UNEL Y |
SBITT 4 AU —% 90 JEC 15 [FIERER L, AR - Lrﬂ%@bk

{R%%E L7z, 5 0 RICHE LR WEE ., IS b ik, FROBEZIT 72, 1
F'%&% L TH BAEE - T0B L 72 WG S IR D 24T BAdE - %’s?%@%?ﬂ%ﬁﬁ
IJILA L/7L\_.o

H1) TAARY =2 IICT D, HHCIRD R EAET 2 L 9 IC TR LICEME

2.8 MR

%%%@ﬁ%fﬁ%nt%@mwﬂot T AR ICRE SRR T — T B
ﬁﬁ%%?:~7@&lﬁi%@WﬁmUﬂ®@ETEAbT\?:~7@k

é (R DamiE i 2 BEE LT,
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[FERR] (n=3)

1) 247574 )L& 10mgCl TGOJ

R R AR
% OFRERIZ I TR 10 73 ANIZ HREE - BB L 72, /K OFER TiT 10 73 LANICTHAEE - I L7270~ »
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