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BEZIZHEVTHEEFIIE—EIEEE (N0) 5
BN ESBEVWES+MFETHI &, [2.2,

1.2 REHZECLHEEFOEEDLMERFORE
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EREEOHREFETIHR TSI, [24.1-
2.4.5, 8.1, 11.2, 15.1. 1 BE&]

2. BB CROBHIZIFRELEWNI &)
2.1 RF DG I3 LIRBUE OBEERED & % B
2.2 fEEEAI T bESR (NO) 54 (=hm Y
TV, HERT IV, BB Y Y VE R, =37
VUNVE) BERETRORE [1.1, 10.1 BE]
2.3 WM T =gy 7 F—E8 (sGC) AREH (VA
VIT N EEETOBRSE [10.1 2]
2.4 WA LMEREELZ AT 2BE [Thb DR
FHILGRRBR CIIBs Sh T 5, ]
2.4.1 REEPEOHLHBE [1.2, 81, 1511 &
]
2.4.2 A% (NYHA SBEIELLE) 06 5 BE [1.2,
8.1, 15.1.1 &#]
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1. BERUVHAEICEET 5FE
1.1 WEEEOBBEED S 5 BE TIE, AFIOMmAEFRE N
ERFEBENRH D Z & LOFERER R 51T
WHZ N, BEOREZBIZLZNSSG 1 H 1 [
2.5mg MHEGEHBTHRELEET LI L,
[9.2.2 ]
F k7 m—2A P450 3A4 (CYP3A4) ##< PAET D
FEHN AP 5P O BE T, AFI O MAERERE D EA4
LT ENBEDLNTVWADT, 1 H 1FH 2.5mg &%
HABAL, BEOIREEZEE LN HHEE bmg ~
HETAHZ &, [10.2 2]
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BETDBICITERE SE D 2 &,
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15.1 BEEREAIZE D < 1E3R
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B IO BRI EHERE T 5708 9 D& fEE
THZEIETERY, o, MITAREX DY
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EOWIFN (X %77 4 VOBER 4 ALINICH
M) (X, NAION BB Y 27 03 M 2 (5127025 2 &
DG SIN TS 10, [8.3, 11.2 Z:H]

15.1. 3 A & DR BBHRITIA S TIZARWVA, SHEIC
BWTAHZETe PDES EABSGH%IC, £
2, EEREORBNHE I N TN D D12,

15. 1. 4 34 & DR BBURITA S TIZARVA, SHEIC
BWTAHZETe PDES REABSGH%IC, £
(O, AR T U2 M S S
TW5, ZTNHORETIEH, HBEYVSOENE
ESYZ BB, [8.55H]

15.1.5 7 /v a— VAR RRRCAE 2 B 5 U= SMNE O RGR
HHEER (A% 10mg, 20mg) P 2B\ T, T
b — VI HRE, REIO MAEFREDO VT
BRI 2 T e o =08, TIba—Lkx
EAE (0.7g/kg) A LI-#EBRE IZRBWT, ®
FUOSORSIMHR ML E D s S 47z 19019,
) AGRRKHEIT 5mg Th 5,

15.2 EERERERERICE D < &R
25mg/kg/day LA EDOHEBETH XT7 4 V& A X2 3
~12 » AME R O#E Uz BRic s VT, R
BEBOKT, BE LB, B Ao+
BB DBRD ST & DWENRH D, b MBS
DAE T ARRIC 3T 2 S8 A it U T A E AR AR
DO—ETILPYIRE TIRE OBL2ZRD BV, K
TEENER, ST HE M OVER AR VR EIR VT ho
BERICBWNTH DD B o T 19 016)

16. FEWEhae

16.1 MmeEE

16.1.1 BERE%S
HA AR A 36 Billz% 257 4L 5, 10,
20, 40mg ™V ZHEROFE L LEDHF T
7 4 VO MBFERREIL, %5 0.5~4 K] (Tmax
O, 3 ORI —2ZIELZK.
Je U7z, THRHERINIER 14~15 BRI Cdh o 72 17,
E1) AREKAHEIL Smg TH D,

# 1) HERANCZF T 7 445, 10, 20, 40mg FV A B
ElEE L &l &% 257 ¢ VL0 BH L3
WENRE T A —X4
| n AUCo- Crnax Trnai{ Tz
(ug-b/L) | (ug/L) (h) ™2 (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)
SATTSEAE (EBRE%)
H2) HRfE (FEPHE)

600

o Smg  (n=24)
—=— 1img  (n=23)
500 —a— 2mg  (n=24)
—e— 40mg  (n=23)

400 (R BB E)
300
200

100

MEERF S ST 4 VBE (ue/l)

0 F

i (h)
X 1) @R AICZ X T 7 405, 10, 20, 40mg P A HL
Bl Uiz & DR & 75 7 4 VRFEHER:

16.1.2 RiEHRS
RNZARIEAIEIZAE © HERIEE A AN B 12 filiC
XHZ7 4)bmg & 1 H 18] 10 HRERERD
85 Lz, THEIREETOZZ T 7 4D AUC K
O Cnax (TG0 & LT 2 I8N L7

18)
o

7% 2) ANZARIEIIEIZME D BERBEE A RABFICE X T 7 ¢
JV5mg % 1 H 11810 BEIXE®RS Lz XomiEh» &
T 7 4 VIRE X0 B U ENEE T A — &

A iﬁ n AUCo-24 Crax Tméx T
(ng-h/L) | (ug/L) (h) ¥ (h)

1HHE [12] 1410 (31) (102 (27)]4.00 (1.00~4.00)

10 HHE| 12| 2710 (27) |173 (24)[3.00 (2.00~4.00)|23.9 (25)

AT (BRI %)
H3) Rl ()
A IRIEIIE IS O JRIRIEE A AR NBF 2 x4t & LI
T EEREERERBRICIBW T, ¥ X T T 4L 25mg X
I bmg DWW E 1 B 1 RIRERAO#ESE L, bmg & #%
LIz &0 » 77 7 0 VIREIL 2.5mg DK 2 {5 &
ol 19
16.2 BRI
16.2.1 BENEE
R 18 Bilic X #5777 1)L 20mg *V 2Rtk
(BRI R) MUFZEERRCHER NG Uiz & &
AUCo& O Cmax T RFEIUC L 2 EIRD
LR T2 200 (FMEAT—H),
16.3 2%
16.3.1 MIFEAKAE
XK T 7 4 VOISR B S 31% 94% (in vitro,
EHRENTE) THY 20, FIIT AT IR an
FRVEREER A L HEAT D 22,
16.4 3
fERERA 6 Bl 4C-% &' 7 /L 100mg *V % Hi[a]
BAREGLce &, MFERITITFICEE T T 10K
TAVAR L A F VT T a— )L 7V 7 a AR
BN, MIETDAF LI T a— KT A FIL
BT a—=NT N a RGO 10% K TH o7
28 (SMEANT—H),
16.5 HEittt
fERERA 6 Bl 4C-% &' 7 /L 100mg =V % Hi[a]
BOgh Lz &, E5% 312 FEEE TORURE
IR IT#E T 60.5%., JRH 36.1% Th o7, #fEH
WIZFEIZAF NI T 3=V, T a2 —VR, JRPIC
IZEWEATFADT a— LTy a  BREEE Ol
T A=) a CBRRERNTRD bl 20 (L E
ANT—4),
16.6 ¥EDERZHT HEE
16.6.1 BEESEE
(1) BERUGHEEETEEERSE
fERER A 12 B, BEREESRE (CLer=bl~
80mL/min) 8 fil, FEEFFEEMBE (Cler=31~
50mL/min) 8 fFlic# % 7 /v bmg &} 10mg ™
D ZHEREOES Le & & AUCeo L TN Cmax 108
FERE A DZ 04 100% K T8 20~30%3H40 L 7= 29
GEAT—%), [9.2.2, 9.2.3 ]
(2) MEBHEZIT TS RHBERLES
BT % 5% 1T TV BRI AR R2BE 16 plicy &
77 4V bmg, 10mg M * 20mg *V % Hi[alk 1%
HL7EE, AUCooK TN Crax [ EEERR A DZNZE
U 109% M T8 41%85n L7 29 (AMEAT—4),
[9.2.1 ]




16.6.2 FFlEEESE
TERERR A 8 Bl OTREE B 25 Bty 24 45
7 4V 10mg BV ZHERRORG L & & B
JiFfE#E £ (Child-Pugh class A) & H25EE [Tk
EHRFE (Child-Pugh class B) @ AUCo-l ZHERERK
ANEFERECTH-7 D GHNEAT—4),
1 4) AR (IRRARF SR HTZBE) . n=8:
X FEIFRESE  (Child-Pugh class A), n=8:"
SRS (Child-Pugh class B). n=8'%
JERTRESE (Child-Pugh class C), n=1,
16.6.3 SHnE
TERERIE 12 B (65~T78 1%) K OMEREFH 12
B (19~45 %) ([2X X T 7 41 10mg FV % il
BEHEE Liz & & | Cnax [THRE &L BFH L TIE
EFRERCTH 72Dy, milinE D AUCo 33 FHIT
) 25%mfE T dh o7 20 FMNEAT—4),[9.8
]

3 3) il E L OFEEFICH X T 7 1)L 10mg Y % Hilal
H Ll xomiEpy 777 0 VIRE L0 R L7 EyH)
HRXFA—4

n

AUCo Crnax Tmax Tie
(ug'h/L) | (ug/L) (h) ™9 (h)
S | 12 (4881 (31.7)[196 (26.9)2.00 (1.00~4.00){21.6 (39.0)
A | 12(3896 (42.6)[183 (25.5)2.50 (1.00~6.00)[16.9 (29.1)
S SEEE (B ERE%)

H5) HULE (EPH)

BISEARIERIE (2R O HERIEE O ElnE 12 6 (7T0~76 77%) &
UFERE g 12 61 (42~59 %) IZ¥ X T 7 4 /L 20mg "V %
1 H 1[E 10 AMMERDESG LZL &, Efg® AUCo2
& Coad [ IFEEIF IO (8 183%) Kho72 20,

# 4) EEE R OEEESEICZ 2T 7 4L 20mg FV & 10 H
MRKERG L&t 2 477 ( VIREZDEHL
TR ENRE T A — X

N AUCo24| Cumax Tma:x Tie

(ug'h/L)| (g/L) | (h) *° | (h)

| PR | 12 3(28? (2372?; (z.oé(l)i)gow B
P bksanaio 7| O | 5 laoresoo]
s | 12 | o | ) lawesos] o1
00 bt o] | 0 | 3% [

KA SEEE (B ERE %)

HE6) FRfE (FHEpH)

7)) FEElnE OB R TR R E 2 A D RE &
OGRS Eh 2 55 7 4 VIR EE DS
SNT-HERE RS 10 1] (42~58 %) M HEM

16.7 EMEEIER

16.7.1 #O4~ ka+vJ—IL

fEFERE A 12 lC 47 b =25 —/L 400mg (1 A 1 =]

ROy, ENRRETE) L X5 T 7 4/ 20mg *V

EOFREG Ll &, 25T 7 413D AUCoo T}

Crmax (£, T 312% LN 22%EM L 7= 9 (4

EAT—#),

fEEERR A 11 iz =25 —/L 200mg (1 H 1 [A]

BOfh) L2257 ¢ 10mg EY 2% G L

7rlx, 25T 7 40D AUCrK N Crmax X1

I 107% L O 16%HNL7=» UNEANT—4),
[10.2 &[]

16.7.2 J FFEIL
TR 16 i Y - E/L 500mg Xi% 600mg (1
H2[E) &#%5 7 11 20mg *V Z0FH% G Lz
L& HETT 4D Cmax 1T 30%IET L7273,
AUColT 32%M L 7= 20 FMEAT—4),
fEEERA 8 i) hJ EJL 200mg (1 A 2 [H]) &
HHTT 40 20mg Y BOFREG L&, F 4
T 7 A4NVD Cmax IZFRFRETH 57228, AUColT
124%H8N L7 9 GMEAT—%), [10.2 /]
16.7.3 o EHHFI
N Fx9vyoy
TEHERLA 18 Bl R34 2 0 8mg A RAEHE O G0y
DEFWEET, X5 7 41 20mg TV % BEHR O #%
B U & & SN OUHRER B OWEaR I i E O K N
#HTFNFH 9.81lmmHg KO 5.33mmHg, EMZ0IX
MW R OCHREMMEO R K FHREIZZTREH
3.64mmHg % (*2.78mmHg CT#H-7=0 GHNEAT—%),
R 45 Bl R¥Y' v (dmg £ CTHE) &
X774V bmg % 1 H 1 BIKEROES L& X,
R4 o v D MERE TERICHEA A DTz, 20
ABRCBW T, KAEORERZ ) mEEICRET 5
HBEFEGRA LN OHEAT—4), [10.2 ZH]
(2) LAYy
fERER A 18 Bl Z LA m i 0.4mg % KRR A
HROEFARRET, ¥ 4T 7 4 /L 10mg Xi 20mg *
VA Bia e Uiz & & SEATOWGHEIA K OMERREHA
DK TFHEREITZENEI 2.3mmHg X O 2.2mmHg,
B O UG N ORISR L E D K FRRIZZh 2
U 3.2mmHg & 3.0mmHg TH v, 50720l
~DOEEITRD LR -T- 0 (GEAT—4),
fERERA 39 FillcZ LA TS Y 04mg & Z X T T ¢
Jbbmg & 1 H 1RIRERAO®REG Lz X, AL
MIE~OEBIIRD Hiienotz 28 GHEAT—4),
16.7.4 ZDthDZEH
Al (=VFFV | HEBEEAD) XiETva—Ln
AF (10 X% 20mg) P I RIFTHEIZ OV TH
LR, =TV SlEEA AL T L2 —
JAZ X D ARFN O S ENRE 64 D] & e s 8T
WO LN Tz, Fi2, KAl (10 Xk 20mg) *
VMiF (S FYTh, THFT 4V, ULT 7Y
VRO Au T y) XET IV a— U RIET R
BN OWTIRET LTS, ABNC L DI F Y T A,
FEILV L TIATF Yy, T AT LT
b3 — )L OFEMYBEEIZ T BB D e TR
DN o7 1314 .29 30 (SEANT—H),

17. ERERAE
17.1 AR URL2MEIZET 558
17.1.1 ENE I H_ETRLEBERRGAER
HARNDENZHERIEI A © PERIFEE B (422 6i)
ERIBICT TR, #ET7 4L 25mg Xit 5mg
Z 1 H 1\ 12 @S Ui, IPSS h—# /LA
AT DR—RF A LD OE R (N IRFEIE)
X7 T BRRET-3.8. 4547 7 4 /1 2.5mghET-4.5,
5mg #ET-4.9 Tholz, TLEDT T wifE L DT,
5mg # (-1.1) 23 2.5mg & (-0.7) (THATHT%K
& < AR 2UGE R SRR D 3, GRERD)
BIVEFZEHAEE L, ¥ 4T 7 1)L 2.5mg BET 4.9%
(71142 B) B OXZ XZF 7 ()L bmg BT 6.4%
(9/140 $5l) Th o7z, FARWERIL, 2.5mg BET
IEATTY 232.1% (3142 1) K UBhEAS 1.4% (2/142
B) . 5mg HETIE, IMEARED 2.1% (3/140 i) K
NETY D 1.4% (2/140 i) ThH -7z,



17.1.2 EfF£RE M- E TR EERRER 2
HA, wE R OBE ORI 5 PRRREE S 0

(309 Bi) X, 7T vARIH HT 7 1)L 5mg gL T
1A 10 12T L, PSS h—sAza © | -
T DN—AF A INBOE R By N FEEE) 13 g - \"""\%,7_7% k% p<0.01
FHRREC-8.0, XX T 7 4/ bmg BET-4.7 THY | s 7 + e o000
5mg BELT T B RREL Mo UG A B B ik gt e T

Ao LTz, bmg BECIHE S 2 %0 7155 IPSS - I

h—=H VAT OUEHIFRD HILT= 30, Fi=, BAAN - (B h= T HE + )

BE QT34 128D IPSS h—H /LA T (D—

17.1.3

ATA UL OE R Fo N R (377 'R 1) IPSS h—# VA2 7 ORI 2RO

BEC-3.1. 4477 4V bmg #:C-4.8 TH Y . 5mg B % GBI _ESHaiEERn GBno))

1377 B & R U TR MR B R YGEA R &

L7z (FTuRBEL D717, p=0.036), GERQ) 0 : i ”

BIVERSBUER X, X X 7 4V 2.5mg BT 9.9% "%E -1 .
(15/151 il) } 0" bmg #E T 13.6% (21/155 i) T € 2 o 5557 ¢ hmg

BHolz, FREWERIL, 2.5mg #ECTIL. Ak, i E =31 #i 1 p<0.01

WAl S OB 234 1.3% (2/151 ) . 5mg BETIL, T L v

BRREAS 3.2% (5155 B) . WHLARE, B, W & s = 4

7 LT F R AR — BN OV B E S 4 5 i

1.3% (2/155 %) TH 7=, -7 (B = ST + H TR

EMF £ R 5 I = E 5 BB RS ER
H A K QN E O BT SEARIE KSE NS AE 5 PEFR S fa
(610 ) ZXRIC, TITBRXIIZZT T 4V
bmg % 1 H 1[8] 12 HFE#HE LR, IPSS
—HNARAT DR—RAT A NS OEbE (/)
TIIE) 1327 T REEC-45, XX T T 40
5mg #T-6.0 TH Y ., bmg #EILT T & REE & Lk
U ChERH T Bt % R LT, bmg BETIE
¥eh 4 BED5 IPSS F—F /LA 37 OUENZR
HHNT3, Flo, BARNEE (449 ) 1TH1F
5 IPSS b—Z VAT DRN—RAT A DD
L& R/ L) 1277 B REET-4.8, X ¥
Z7 4L bmg HT-6.0 THY. bmg FHT 7T
REEL I U TR ZFNICHE R e kE L R LT
(77 RBEE DFE-1.2, p=0.017), GRERO®)
BIVEMREHMEE L, ¥ 4T 7 4 /L bmg BT 15.0%
(46/306 i) Toho7-, FRRWEMIZX., HIELRR
73 3.83% (10/306 f5) . B 7S 2.6% (8/306 i) &
R 7 L7 Frh AR F—B MM 2.0%
(6/306 fiil) Th -7z,

#1) IPSS F—#Z /L2 a7 OEERi#ICBIT 28L&

2) IPSS h—# VA =37 OFREHTEIZIT 22 LEOHE
% (GBI —HER AR GRBRG))

17.1. 4 ERRARSIFERHAER

% IARRERZ 52 T L7z 394 BlOWERE D 42 B D
FEHRSIEERABRICSIN Uiz, BIZIRIERIEIC
PES PERBEERFICH X T 7 4 bmg & 1 H 1
] 54 R (CEEHRIIR 1282 ET) FEilike
e 5 U= 58, IPSS F—# /LA 217 Ok 728k
BOMERIDFRD b, BRHIORZEMER O RIFRE
KVED R S LTz 39,
BIWERRBAEE X, X X7 7 4V bmg BT 10.7%
(42/394 ) Th o7, FeRIEMIX, WILARR
K OBERESRER BN 1.8% (51394 ) TH

7,

18. FEE
18.1 AR

2 X Z 7 4L PDES ZfHETHZ LI2L Y, R
MR OV . W ONS T BRI L5 00 38 /5 N
cGMP BfEx LR IED, ¥ X T 7 4 ML BIE
PEBRAE 2 U 72 I N 28 R ST ARIERAE L fF 5 HE

BE &5 | B B WK%%@E%%)%*EK%E—LTU\%)&%7}%2}%60 S
BeGBE | n || 1286 (000 R0) LT p A T2 BISEIR R ORI 35 1F 2 W it As A 12 et
(P9t ) B R A 5E L T U5 RHRERE A 5,
sAgty |77 E4|140] 165 | 12.8| -38 | — | — 18.2 PDES [HEFF
Bkt | 2.5mg | 142] 16.3 | 120 | 45 | 0.7 | 0.201 fj ? :ﬂ;%@ Mi%?ifqmnﬁﬁ%%fffﬁ; ]Lﬁ
SR A Z 5 %% InM @ ICso fETRHEL.
fﬁg@) bmg |140] 164 | 11.7| 49 | 1.1 ] 0.062 PDE6 (% PDE1L & LLiled % & Zh2H T00 K OX
BUY | 75271 154] 168 | 186 | 80 | — | — 14 %, Z 0o PDE %7 % A 7 & Heled % & 9000
Eﬁ@;? smg [155 17.2 | 122 | -47 | 1.7 | 0.004 A LOBRIERR LT3 (in vitro).
B 75172 304] 187 [ 189 | 45 | — | — 19, BYMFES-ET 2B LSS
o | ome |a06| 187 | 121 | 60 | 15 |<0001 —MREIETR 5557 (/b (Tadalafil) (JAN)
= — L {t%#4% : (6R12aR) -6- (1,3-benzodioxol-5-yl) -2-
W) LSS T VENT (LOCF %{EH)

= A A S methyl-2,3,6,7,12,12a-hexahydropyrazino
1 2) BRIET —25 ORETHRT T T [1,271,6] pyrido [3,4-b] indole1,4-dione



e EE -

SFI : Ca2H19N304

SFE : 389.40

K AROEKRTH S,
VATV ZLERF Y RIRITRTL . T b=
U NZRRETFIZ <, =% /7 —/b (99.5)
WEEITIT <, KITIEE A BIET 220,

HECAREL - 2.89 (1-A 2 # ) —v,/ KFR)

22. ‘i
(BEST4I)LEE2.5mg ZA T4 T
100 £ [10 % (PTP) x10]
(BEST4I)LEES mg ZATSAT])
100 £ [10 % (PTP) Xx10]
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