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SATTHALYETRIS D & 5 BE T T D L EMEITHENL L TV R0,

.7 EIREAENRBREZET5EE

AR EBE LR ENEE L, S smaEsT, MR
FEMBEBEZAT 2EBFOLMERORELZZE L ELIELE
FNNH D, MEIREAEEREL AT 5 BE BT DHEBER
(O e AV PG AYAI AN

1.8 BEREOEERHBAE. KREEd. aRAEEEICHESE
hFCRHHEOFSEEET 85

ft OPDESPHEAI & [FIERIC, AFNIIMEIRIER 2/ 3+ 5720 —
EPEDOREDIMITFIL TR S SN DGHERH D5,

N HOBEREF (E4 = UKERESOREERZE. il
INREGE. BeHBEBRICHES M/MRBEERE. BEABRE
R) 2HTHEE
HiLOfEREREE dBEN1H 5, [10. 25]

1H 1[E]20mg % # 5-

w

w

]

w o

w



0.2 BREmERE

0.2.1 EENEEERE

BHELNWZ &, RFIOMBETREN EH L, /-5
7 VT 7 AOREITHFEI NN,
RakBr TRt S s,
0.1 BEXEHEEOEEERSE
AFIOMIEFREN EFIT 25BN H 5,

w

(1) ZH]
3 FPRERRREE

w o

(2.4,

3 EEOEESRSE

E el
16.6.1 (2) ]

HHTIC
s oBE iﬁuu

[7.1, 16.6.1

BLH LN Z L, IO OBFITERRBE TR ST

%, [2.5%M]
9.5 LEHR

PRI S FHENR LT 2 TRENED & % PRI
fabtta bml % LHlTEh 2581

9.6 #wELIR

(BRI R SEAY /N

DHEBESH L,

TR LR MR R RBEOF ML ZE L, IOk X

mmm%@ﬁ#a:

(-

1 INRSE

NG L LT

&BEP%

OB REDME R LT D,

10. #HE{EH

AFNZEITCYPIA4IT

&

IRARBRIEIENE LTV R0,

LB D,

10.1 FRAERE (BFALBWLIE)

[16. 6. 3&H4]

N4 5 BERIER - HEEITIE | W - fERRIK 1
FSEEAI K ONOE 541 | BRI & 0 . BEAE | NOIEcGMP oD BEA: % i
=hrZ VRV | HEZHEBTIEOW ML, —FH., AFIZ
WAYEE T X L ERH DY, cGMP O 43 i 2 il 3~
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1E1) KGR E1Z40mg TH 5,
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&5‘% = AUC Cmax Tmax Tl/z
A% | n ) 1E3)
(mg) (pg-h/L)E) | (ug/L) (h) ¥ (h)
4478 339 3.00
1 18 —
20 HH (14.9) (16.3) | (1.00~4.00)
6430 461 3.00 14.5
10 17
HA (18.7) (18.4) | (2.00~4.00) | (17.9)
7570 557 3.00
LRE I8 045 | (9.0) | (@ 00~4.00)
10300 732 3.00
40 1BHRBTI5 02 gy | (19.3) | (2. 00~4.00)
9630 688 3.00 14. 3
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A (ZEERE%)

1E2) B 5-IRE (24R5R) Too M S R T A

7E3) Pl ()
16. 1. 2 BEAEMEERT

77 R xR T SR EGRER I R 1T B RHE M SRy Eh REfiEAT O
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LR H L ERABRGTDE, AT T A NVOBRBENMET
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14825. 5 9600. 0
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KRB IS B R O 5 L T P R B L IR B &
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#16-3 EE AT A —H

HENRT A—H BENRT A—H
AUCo-72 Chax Thax T2
(ng+hr/mL) | (ng/mL) (hr) (hr)
2RETT 4 VEE| T7827.2 359. 87 2. 52 16.2
20mgAD 754K +2943. 1 +74. 14 +1.12 +6.0
T RV BE 7566. 6 324. 04 3. 56 16.9
20mg +2901. 4 +73.59 +2.33 +6.7
(Mean=S. D., n=27)
(ng/mL)
450
400 —@— #4574 )L§E20mgADI &F#k |
—O— 7RV ILHEE20mg
350 r Mean+S.D., n=27
g 300 H
B
&
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b
2
2
1
L
b
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0 L L L T L |
0 12 24 36 48 60 72
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16.3 &
16.3. 1 mMFZFQFEAE
22T 7 4 OIMBEEBREAFIT94% (in vitro ., EHHENT
) THO2, 7 AT I v ERa BBHEEED KT
527)0
16. 4 58
TR R BHICUC- 2 25 7 4 L 100mg™ED) % HER N 5 Lz &
. MEPICIE TS F T T 4 VREERE A F VT a2 —
VTN T v A RRRD ST, MEFDOXF VT a—
IARIZAF VI T a— L7 L7 a a0 10%R5H THh -
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16. 5 HEtit
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XD, B5%312W5 M F T O RS RERIR T FEM 60, 5%, R
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a— UK, RIUTIZFICATF DT a— TN 7 a sk
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() BERUPEETEERS
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T UM 0mg ™D 2 B[R A4 5 L7 & & | AUCo-co K UNCoax (L FEHERK
ANDZFIZFIEIL00% K D20~30%H 00 L 7239 3D (ShE AT —
2), [7.1, 9.2. 28]
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MEENT 2 5% TV KR RE 160X X T 7  /Lbng,
10mg fz O*20mg™ED 2 B [RlfE O 4% 5 L7z & & | AUCo-oo J2 UNCrax [ fRE
FERLA D Z N NAIL09% K% L% L 7230 (SHEAT — %)
[9.2. 1%R]
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(Child-Pugh class A), n=8:H L& T2 (Child-Pugh
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16. 6.3 HEE
T FR Sl 1205 (65~785%) M OMEREE & 1261 (19~455%)
\ZZ 5T 7 4 10mgED) 2 BRI NG L & & CraxdIEi i
LR L TIRIFERBECTH - 7208, ElE OAUC)- o TFFEH I
FEAKI2B% I T d - 7230 32 SMEAT —4), [9. 8]
F16-4 FEEE R OFEEFICH X T 7 0 10ngE) 2 HEE S L
T EOMMEF X ZT 7 0 VIRE XY BN L KpEIRE 1T
A—H

AUCo—oo Chax Thax Tl/2
n o
(ng-h/L) (ng/L) (h) ED (h)
B 4881 196 2. 00 21.6
S | 12
i (31.7) (26.9) | (1.00~4.00) | (39.0)
3896 183 2. 50 16.9
= 12
B (42.6) (25.5) | (1.00~6.00) | (29.1)

LSEEE (ZEBIRE)

WD) g e (REPE)
16.7 E¥WREER
16.7.1 #0O4 ba+vJ—n

T EERE A 12 &7 k225> —1400mg (1A 1EHR O, BN
KFEFR) LHET T 4 N20mgE) BB L&, ¥ 54T
7 4 IV DAUCo-c0 e WCnaxlT . F AL IU312% K% O22%88 m L 724

GrEAT—%),
REFERRALLEINC 7 b2 —1200mg (1R 1ERAO#KE) &4
257 4 N 10mgE) 2R LIt &, Z X T 7 4 L DAUC)o
K O Cax T FAVFALLOTS S R IB%EE N L 725 (SNEANTF— ),

[10. 1z 1R]
16.7.2 Y FFENL

FERERE L6612 Y k- EL500mg X 13600mg (LH2[E]) & 245
7 4 A 20mgED BRI G LTm L &, Z X T 7 4 L DChaxlE30%
T L7278, AUCo-col32%8 AN L7239 (AMEIAT—4).
fERERASHIZY R EL200mg (1A2E]) & XX T 7 41
20mgED Z IR G LIl &, XX T T 4 A DCoa TFFRET
BTN, AUCe-oolE124%8 N L7220 (SNEATFT—%), [10.1%
il
16.7.3 RE>42 >

R AL Z & T 7 b40mg (1H1[E]) ROREZ
125mg (1H2E) #10HBPFAESLG Lz, #E51ABICB TS ¥
BT 7 4 WDAICK PChaxl X & # T 7 4 V% BB G OfE & [F
BETH-T=N, EI0BBIZBIT A% 5T 7 4 LOAUCK R
CoaxlT & X T 7 4 V% BB G DA & LE X TENE 41, 5%k
V26, 6% N L7, [16.1.28M] —F, #¥ 77 4 ML BHAR
T B DAUCK DCnax 25T 2 IR bR~ 729 (4
EAT—%), [10.250]
16.7.4 o>3dx >

TREEE R 2001112 2 3200, 26mg A 1 H 15| 48 % O # 5 oD i
FARRE T, Z 4T 7 4V 40mg%& 1 H1[E10 A BIRER O #S5 L7
B AET T 4R BT TXR T DAUC, Cpax X DChinlZ KT
THHEBNREEITRD SR>3 GEAT—4),
16. 7.5 o BB
M Fxyvysy

TEEERE N 18HIIIT R34 S o 8mg & [ 18 % 1 1% 5-Ie oD 7 bk B
T, XX T T 4 N20mgHED & HiEIRE N Uiz & & ST OINAE
B OEEBME O KK FREEIZZNZNI. 8lmnHg & Y
5. 33mmAg, EAM OO UUHEEA K ORsEH I E O fe K F R RIZZh 2
HU3. 64mmHg }z V2. 78muHg Tdh > 727 3 (SHEANTF—4),
FERERNABBNC R 2 (dmgE CTHIEY) XX 77 41
SmgED 2 1 HIRIRER ARG Lz &, Fe¥ Y v romER
THERICHE AL b=, ZORBRICBNT, KMok %
S MEZICET DA EERN A LN (HEAT—4),

[10. 25 18]

() 4L2xOYY

TR A 18BIIC & b A 1 3 0. dmg % [ AE R 0 3516 00 5 IR
BET., X T 7 ¢ /010mg I 20mgE) A iR H L= & X, AL
DL K OJEIRI . F D e K TR ITZh 2. 3mmHg X Y
2. 2mmHg, EANL O UG K OEIEIE O K TR &EIxE 2
3. 2mmHg &2 N3, OmmHg T 0 . B & 23R M E~DEEITFED ©
nihoz? GEAT—4),

TERE A BB & A AR L 0. dmg & X 5T 7 4V BmgD & 1A 1
BIKERAREES Lzl &, HLNRIME~OFEITIRD L/
Mol GHEANT—4),
16.7. 6 $EOBHEERE

fERERR A 265 MBEHEIRR (=F =)L X h T VA4 —/10. 03mg
BEOVAR VT AR L. 1mgd AL L X457 4 /140mg
Z2lHMPEA®R G LR, = F =L X s T P4 —LDAUC
K OCaxlT. BROMTEHEE 7T R 2R G L2 s EDlE &
HERTENZEN26% K RTOREN LTz, ¥ % T 7 4 MFH& G
LT RGEMBERTLR 2 LA Z h LA MEH IR
FHEERCABE R ETRD bR 123 GEAT—4),
16. 7.7 =04 ZEH|

gl (=FFor | HBREAEH) XITVa—VRnZ 257 4
Jb (1031320mg D) (IZRIFTHBIZ OV TR LTZER, =V
Fov. BIBRAEFAITIT IV a— NI LB XX T 7 4 LD
BREIC KT T DAL REEIIRO N oTe, Fo, XX T
7 4 v (1030F20mg™ED) MhE] (4T A, THT 4V v,
UNVT7 7V ROT A0 Ey) I T a3 — Il RIE T
WZOWTHH LIZRER, X T T7A4NCEDIFSTA, TF
T4V, UALTF Yy TARYE Y IT L a— LD
HEICHT2HLLRZEBRBITIRD LR Do
f:&»)‘ 10), 17), 18), 39)~42) (571‘)\7—“»_5)0

17. BRERREAR
1.1 BERUREHICET 58
17.1.1 ER#RE MR

S Eh AR S = 1S R (40501, B AR NBFE260 2 &) &
SIRICH BT 7 4 V2. bmg, 10mg. 20mg™V . 40mg XX~ F &R
DOWT N AL H AR ET 2180 [ (16EEOFEEHE) 0%
i % I R AE A L 77 7 & R AT T B R & L L7,
ZORER, EBHTERE & A 3 5 643 T AT ERRE O 1 5B ARl
MHI6EE OB RICBWNT, ¥4 T 7 4 L 40mght3 7 7 R
BHCH AN THFEMICAEICKE L (0=0.0004), HEEFER
DAL BB, MM, OFE T RABIIT, IREhIRM: S & e
BALIC & D ABE, FEEDIRME I 5 1 E (263 2 B 7= 22 1R D B
A AXWHORSEE Y B D BAL Z B RIE R OB L L B L72) M558
O HNTWREEILT 7 v ARBETI3H (165.9%) TxtL, ¥ &
T 7 4 AOmghE T4 (5.1%) Toholz, Fiz, XX T 7 4L
40mgRElE, —HOWERFE THIE S NI TENE X T A —H D
SELNHEINRE . WA EHAR R DR R OV EIC B W
T, FEBAAT & E_UGERRD b7,

728, ARBRTIIQLZ M 5720, STHH OEEME [k
FERE, H W EREIERE (). B RO A, SERORERK, 1F
7.t ATERSRE . B ABIREEE CREAR) . D] 57
AHSF-36v2fRETAEE . KOS H>DOER (BEIOFLE., FoEY
OEI, STEAOIEE), JFa/ APRE, RR/ 5IZiAH) L
BORBEDQOLE M ET BT DE 2T AT Fa s Ar—)L

(VAS) » 572 ZFuroQol ER M A M Lz, ¥4 F 7 1 /140mg
eI, SF-36v2EEERREZE o6IHE [HABERE. B wW & HIMEE

(IR, HIERORA, SEROEFEK, 1§, a4 HRE]
IZBWT, F7-FuroQolE M ZEdzhH{E [Index Score (US) K&
OMndex Score (UK)] ROVASIZEBWT, 77 BRBEIZH KK
RHEICH B W ENRD b (p<0.05) 1),

FED AGRH EIT40mg TH B,

F17-1 5T D 168 % O L1 &
= P ESNI=N o= o BETT 4
nﬂﬂﬁIﬁE\H ﬁu+ﬂi 7 7“‘2*%# 40mg§¥
P FEIE 9.21 41. 14
%ﬁﬁ%f%&ﬁ GSVRERE) | (-4, 22~22. 65) | (29, 85~52. 42)
" i %] [79] [76]
e FEIE -2.21 -4.27
ipﬁfmf?mf GRVEERE) | (-7.24~2.82) | (-7.53~-1.01)
e D %] [14] [15]




b [ S 4.13 -117. 05
f:imlémfﬁ%% (95%(ZHEIXEE) | (-101.22~109.48) | (-244. 79~10. 68)

ynessecram/m | D) [12] [14]

e S E -0. 01 0.36
(L‘/M.'%%ﬁz) OSEERE) | (-0.44~0.41) | (0.09~0.63)

s e 4] [12] [14]

- P E -5.00 -2.00
%?ﬂijlﬂf JE (95HZMXE) | (-13.74~3.74) | (-9.64~5. 64)

£ Ui %] [14] [15]

AR T, = RV USREERAIcCh L R 22D
PERIC L DB EFMT 5700, R ¥ U BROFERIZ6
ST O Z b O SRR 2 Eii L7z (Rer & v
DFRBESRAT:53.3%) . TOREFR, ¥4 T 7 4 L 40mghETIEAR &
V2 VIR RBERE O BT T RS SRR B S
ENFEO BT,

F17-2  HLHBART S 168 % DA L &

S A wim | rowwp |22 774N
40mghF
N S -2.89 42.18
gﬁiﬁﬁ;ﬁg] (O5%{ZHEX ) | (-22.84~17.06) | (26. 67~57. 69)
" Ui 18 35] [37]
p— 2 fE 18.84 40.15
??E%Eiﬁ?ﬁ% (95%ZHEIX ) | (0.50~37.19) | (23.11~57.19)
- [ %) [44] [39]

B H5 7 4 20mgED T A0mgBEIZEN D A1) B - RERT 161
B8 (60.9%) ICREIWEMMNRD bz, ERBINEM LR

(33.5%) . WKL (8.7%) . fHPYIE (7.5%). SEbIE (6.8%) T
o7,

17.1. ] EE#RENARR (RUHEGEHER)
FATT D77 B AR _EERLEGRBRICS U 7 iE R A
I EERE (3576, BHARANEBEFE2260 2 ETr) #XRICH X
F 7 4 120mg"Y) X 1F40mg % 1 H 1[E] #5345 5238 [ o0 5 Bk ik
BRAFE LTz, TOME, 77 2RR _EE R TR
D OHNT=Z X T T 4 )V 40mgh 512 K D 643 AT REEE O S,
OB ICB N T b SN TWVD Z EARERY,
F17-3 65 FISATHEEE (m)

R 85T 7 4 )V A0mght

ﬁﬁa‘{-i 2L N Y. N £ N Y. N A,
BeEAT | 6% | 28MT% | 4001 | 52
403.31 404. 24 404. 32 404.90 410.01

I

(%ﬁé%ﬁwﬁ) (383.08~ | (382.95~ | (381.93~ | (382.85~ | (389. 74~

[;‘£1 Mﬂu 423.54) | 425.52) | 426.71) | 426.95) | 430.28)

[69] ™2 [66] [61] [60] [59]

W2 AT TH T 7 4 M40mg & 16 FE G L, KRR T
A0mgBEIEN D AHT S = R Sk

BT T 4 NVEECEI AT SR RIERISSTH] (H AR NBE22

BlzEde) 17661 (49.3%) IZRIVERNSGR® bz, FeRIE

FHIREER (15.1%) . WA (5.6%) . FHEMMED £V (5.0%) T

HoT,

18. FEshEE
18. 1 {fEFF

Jii 28 S 5 2 38 ) B B 22 cOMP Ay ifli% 55 C & 5 PDES 258 R 11
IZHHET S Z LIk 0, IRk OcoMP A A B ICHN & w14
RSS2 FE LT 549 10 (ex vivo),
18. 2 PDESFEE 1A

B2 HT 7 4 VITEIRPDESILEAICTH 5, b MEE A X
PDE5 % #J InMD ICs0fiE TP L. PDE6& UPDELL & bhilgi % & %
ENTO0 M 1445, F D OPDEY 7 & A 7 & L4 % & 9000
fELL @RI A7 L7240 (in vitro),

18.3 MiSMEEEFIVICHT B4R

Jifi s o E A R IRIVE R e 2 a2 ) U RMEIE T v b
FINZBWT, XE T 7 4 VT EHMEICEEREEL 525
ZrAel, MBRE., ALEEEZAEICHHE LY (in
Vivo ).

SEMIER: 2 2T 7 o M3 T /) 70 g ) UiEdiE LT > b
DELFREFEICHE LY (in vivo),

19. ERRS ICEY SEIEFRE

—f4h « XX T 7 4 v (Tadalafil)
b4« (6R, 12aR)—-6-(1, 3-Benzodioxol-5-y1)-2-methyl-
2,3,6,7, 12, 12a—hexahydropyrazino[1’,2 :1, 6]
pyrido[3, 4-b Jindole—1, 4-dione
433 CoolligNsOy
4y TH : 389. 40
Mk BROMEKRTH D,
CAFNANEFR Y FIEFRT, TR =MV
IZRRBETIZ K, =& /7 —)b (99.5) IZiEiFiz<
<L AKIZIEE A ERT 220,
FEHEE ()P : +78~+84° (A L= b o
0.25g, Y AFIL AKX K, 25mL, 100mm),
(b A e
CHs
N
N ‘ N
AN T
o@
o
2. a%
608 [108€ (PTP) X6]
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23)

24)

25)
26)
27)

28)

29)

30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)

43)

44)
45)
46)

47)

TREER A IC 31T D I 5 5 R Eh e (& 45 7 1 /L-40mg)
(7 Rb G © 20094104 16 A KGR, Hah B RHBEEE
2.7.2.2.2.1)
WA A I 56 R FR IS 38 ) B REEE TR B e fiRAT (7 1
IVAEE 20094510 16 HARE, WFEEEHESEE2.7.2.2. 2.5,
2.7.2.3.1.2)
Fa—U U AT ¢ ARERSHANE R
B 5T 7 4 VEE20mgAD AR D&Y FRIR F MR IC
B2 &k}
BEOPE (7 RIVDEE : 20094E10H 16 H KR, HEEE
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EAMA (in vitro;7 v b, A4 XKk MLEE) (7Y &
BE : 200747 H 31 HAGR, HEEEEMEE2. 6. 4.4.3)
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25.1 ARF| ORI RIT, TIBIIRME M & M ERE ) T D 2

&

25.2 RBGIA THHEARE) OBRFEHNTLL ShcEaIciE,
RO GR e LpnZ L &d 5,

26. LERTEEF
26. 1 BERFET

FI-VUIJIUAFIAKRKEH
LR T % 855
2.7 B

[ -
M staik or—v et
RRAGIIXLET 1-4-4
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