095004

% % 20187 BXET (54 kR)
% 2016E3 A &ET (55 3 kk)

BUBIIR 53 L5 S5 P 3 FhEef
IOEHTZE

B SRR

B M6 02 % 00 T A0 R %
BROZ L

A
rrpmonsg: YT FI1IbE25mg VITFcl)
YIWFFI4)LEE50mg VITFcl)

Sildenafil Tablets 25mg VIrciy, Sildenafil Tablets 50mg VIFci|
SIWVFFT IV I B

[EE]

(1) ARH] &R D 5 Viz—HbER (NO) ft54] (= hur)
vy v, HAEET IV, HERA VY VE FE) EofifIick
D EEERA R L, MEICIMT 2 TRESELZERH LD
Ty RAEPLG- ORI, MEEA S 5 id—B{bgEE (NO) 5
RAEGEN TRV &2 T0RE L. ARG P RO
HHIZBWTHMBHH 5 Vid—mibaEd (NO) ft5#1h4%
SE&NBWIITHrEETLHIE [([#E] (2) oESBMHE],

(2) FETE B 2 & o UM B 2855 0 T A 70 D MLAE R AR O A7 B4 A3t
HEINTVDEOT, AFFEGOFIC, OIEREEOF 5
FrOomRTAZE (22 oW LY TRIEH] omEz
i,

(22 (ROBFIIIERG LV L))

(1) ARFN DR LB HBOE O AR O & % B #H

Q) A & 5V id—BfbEFE (NO) 5% (=rar )ty
v, AR T IV, WA VYV IVE FE) RRGh o EE
(Med ], THEMEM] Q1) omsi]

(3)DMAE R EZ T 5 7 EUATAPAE Y L E 2 5N BH

1) EEOMEREEEDH 5 BT

G RIME D BE (MFE<90/50mmHg) XGRS X 2B,
ENTWRWEIED EBF (R >170mmHg X
(T EF L ERIIAUE >100mmHg)

(6) R ZE - o 3 1L Re O A5 8 28 O BEALE 251306 0 T AINIZ & B
B

(7) MEM o SR M R [ B THIE D BH IR AR T
AT T — ¥ OBIEMEEZ FOIEHNPERED SN 5]

@7 I+ Fu Ui GRIOR) 2S5 dhofE [THEE
Ml 1) omEzE]

OWEME 77T = VBY 75— (sGC) HlH (VAT 77

b Z&GhoBFE [HEEM] (1) OEHSH]

[#85% - P4IR]
1588
1 gEd
B4, YNTF T A NVE25mgVI| Y VT F 7 4 VEES0mgVI
e [FCL]
- VIVFEF T4 N IR YWVFEF T 4 Vo IR
HH) 512
s .12mg 70.23mg
7 (YVFF740ELTSBmg) | (YVFF7 40 E LT0mg)
R LT — A, #oKY) VEKE (Rt a— 2, #KY) SRR
HANY I L, JAAANVATA—=X | HNVT T L, ZJOAHIV AT —A
Y FrITA RATTY YR A [FPUT LA ATT ) VBR T A
o Yy A, eTEAT—Z, AHK (YA, eTmAm—2, FUHEK
Ay, Bbrs o0 MU T EF (. BIiLF5 0. M) TEF
IAVITANI Y IAVITANVI Y
2. 1R
Wse4 HHE (mm) kgl 2 — I (e
DRl T\ = ==
1 L §i2mg Gf E rergs | HEO7OV
VI [FCILJ y e
VIVTFEF 7 T ==
4V 5E0mg pqu— O o
VI [FCIJ t

BAEEER D EES

87259
25mg 50mg
ERES 22600AMX01297000 | 22600AMX01298000
F AR B AE R AR AR AE RN
BRFERA 20144108 2014510R

[#hBE-2hR]
SRS (G AT L 2179 2+ 23 & 2 oM A3 ok
WEH)

[Fi%-RE]

WEL EACIEIHLIEYVFF 740 E L T25mg~50mg

VAT A O/ 1 KRR 5$ 5,

N E (65U L) HWEED D 5 M E N OV EE o B E

(Cer<30mL/min) @& 5 BB IO WTIL, &K o M i i

BEMT 2 L DBROSLNTWLDT, 25mek WA= EF

Z&): ko

1Ho#EGE 1 mE L, &5 MEE24REDLEET52 L,

[FEALEDEE]
1EERS (ROBEICIIEEICEETEIL)

(oS LR Uil BEO#MEIL, Peyroniefd) @
5 EE (MATHDPHETH DIFAZ D TEEED D 5]
Q) F P FEDE N & 2 015558 GRIORIMEMER L., £%

PESRIE,. MRS 02 EHE

(3)PDESFHEHE i3 o ghe A 4 itk 2 e 5h o B [HF AL
JIZE T 524N LT v,

(4) PR B UL S o H 5 BH [= e 7 VY P b
Y a (NOMES-HD) o li/IMREREIITIVE 2 Him$ 5 2 &8
BDOEN TV A, IR BOUI ML S 0 5 5 BE 5
T BRI L TV,

G)EEhE (65m Ll L) [FihE TIRIMAE P 2 s 5 2 &
WROLENTWLDT, KR (25mg) 2»oH&K5 %G 5
HEBEEICHETLIE ([BHE~oHKE ]| 0EHS
)]

(6) EEDOERE (Cer<30mL/min) Db 5 EE (MM H
BINT 52 ERAEDLNTVEDOT, KHE (25mg) 75 %%
HaBGT 5% SHEEIHES T A L]

(DIFkEEDD 5 BF [P RENENT 2 2 R0 6T
W5 DT, K& (25mg) »o&kG5%FIET 5% SHEEICHK
5452 ¢,]

(8) a3kl 2G5 EE [[HEMRH] (2) OEHBM,]

(9)F + 7 u—A4P450 3A4% HET H3EH & 3% 5-H o BHE [AH
DU ILEABIN T 2 2 EHBBD SN TV B DT, KHE
(25mg) oG EBBT LR EEEICERGTTAE ([H
HEH] (2) oHEBE).]

A0 A VR F FEHESPORFE [THEEHN] (2) oS
]

(11) % %% (Shy-DragerfitliehEsE) b 5 HBE [AF DIl
FIRVERC X D, BB X 2 IRIMFE 2 BB X E 5 2 LAt
5]

2EELERIER

(DG L CTiE. FHEAE R OZF0EBERBOZH D20,
BRI O FRAS R 2 ATV BB 22N 3o XK -
BRDPLEE SNLBHEICRET S 2 L.

Q) HEATZ L OIEND Y A7 %L 720, FHEAE O HH % HiR
T AENOIMERORBIEEEZ IS ) 2 &0 AFNIIME I
RIERC X D REEM 2 A 5720, WA D 5 \Vid—R1L
#HH (NO) M5 HIOBERHZRRT 22 0D D,



(3) A ZE - Jixi i ifL R O B 2E D BEAE 2SIt 6 7 H ANIZ & %
BHIESTH D05 ZALIETIIRAEZE - i =00 5 1 28
DYALEE D & 2 B 5§ 5 P a6 130 M8 R R o A7 1k

Srtomyae L [[#s] omHEBHR].

(4) 4 WM LA L o gl ORER I FFBEEhie (6 R LU 359 598
At Fhild) PHEHHREA ERFRRTORAHE ShTw

Bo FERREDEIIH T B MLE F R S T e v & RO
RGO DR RE 2 RIS R D) 2L 5H L DT, FhiLds
A W LU RS B EIRDS AR SN2 4. B ICEMOZH
EZFAHEHRETLI L,

(5) ARHFNTHIRH F 7213 VR EH Tld 2 Vo

(6) ERRFABRICB VT, O F Rl

SROLNTWEDT

H B OB R A D IRAE ISR T B HAIITTERSE S 2

&

(MAF LA ZRG T2 L, ZBERIIHRS L2 E 12X
TRARIEBIR R DTEN D Z L 3D %o
(@) A5G-\ 2W A BIRT I 2 RENDH b b
eHEld, ARoMRHZ AL L, L2 IR EMEDZ
BEZH L), BECHRETL L, [[ZoloiE] ©

HZ ]
3MHEEH

AFNTFENZF b7 0 —4P450 (CYP) 3AMT & - TRE SN B D%
CYP2C9b bFHTldd 2 W5 LT,
M HRARSWHRALEVC L)

A

i RRE AR - 151 5

BRI - B 7

*

HE A K ONOfE 571
(=brazZyt) v, Hhl
7 Iv, gs e

PR XD, BEEMEH
TR LI LN D
%o

NOWEcGMP® EEA:
ERIWL. —J,
AF12cGMP D 53 fif

F &) PR B 2 &
[ ] omHBH] 5. WFl ok Iz
X ) cGMPOHIK %
9 A NODREIESE
JHASHE R %0
VR A2 TIFF U IR | BEA,
G2/ 2=PZ ) X BQTCIERMEM A | -
Wi BINAB S, |FRET IS
v oG
XD, QTCIEEA
HhobhbBEth
2B 5 L DOWGH
5o
% | sGCHIl BERHIZE D, SERMEAS [V A2 7T S
DE S MEZEFT I EHND 12X Y cCMPEEE
(7 FHI8R) %o AEmL. —J.

AH#1ZcGMPD 55
iR % P9 % 2 &
A5, WA OB
12 & ) cGMP O
Hel P i 2 3 i K
L. A G4
iy 7 8 e g

3A4RHESE () b
FEN, ¥, e
V. FIIVFE,
) B S = =
V.V AFT
rharv—i,
A 7arv—n
&)

TEZNDD %,
QY GAFEHAICEETSC L)
FHI B RRRAEDR - F i )5 i o - f ki
F b2 u—2P450| U FFE, R F UL, 1) | RBEEREEEC

2URAL TV, YRAFIVED
PEAIZ &0 AH I AE i
A5 B AU a0 R R

(Cowr) DSZNEN3ORE, 2445,
26f%. Lo5RFICHEM L, e
Ji — R AR T EIRE (AUC) A%
ZhZh10565, 3165, 2.8f%,

LefFicsmL 7z [[EES ]
DIEHEH.]

X297 I VA
DA

F b 71— 4P450
3A4FHERE (Kt
vEYL VT TV
|

AH O MAEHRIEHIT T 2 B
ThHd b,

B AT &
57077 YAD
s

AL

B ARAEIR - 35 7 i

By - el ¥

FeeFEF

T AU YYE VEDREA L OB
FICRIEMERZ B L 72 L Ot
LB D

a ST

FEHV Y U5 o BElH & D
BEH T FWEEO HERERE £
I ME T & 2% L7z & o ds

AHIN M5 AR
I X 2 BEEEH
EHT B0, P
I X 2 BEE/EH
ZWRYT DI LA
bH5bo

H5bo

FEFEAE AT 050 5 5 2 L3 %
DT, KHE (25mg) » 5%
S &Bias 5% SEEICHES T
LTk,

PRI &0 BRI AShE o84 %
BENWDD D,

AN F R

4.81ER
ARFNLAE R A 55 O RIVE I S BUBUE 25 & 70 2 3 A % St
LTWwWiwy,
(1) 2 DD EMER
KD XD BEWERPRD SNAE, BEIZS D, .
EESPILFO#Y RNEEZITH) L,
SHEEA]

TEIRER MmAE® (FTH. WAD . M. BiE. BUR. w5
JE. AEENR, A7 Ty 7 KPR, O

JEY, I, e
FE - R B, o, MR, B, REEGE, TRORE, G

* T, B, BORITHE, SEEL. BERE, M. 1
REMAL PEIE, A%, AIUE, M)

i34 AST (GOT) #4hn. ALT (GPT) #4hn. LAPL5.. LDHb
i by ) k) REIL y -GTPEEIN, i) iR
B S 7 37 =88, fb 7oy A i
PE LY SN, BB
H{bas El, BhEEE. 8, MERR, B, B, H
5 BT, T, USRS WREE. AW, IEEE
Gy AL MR, e REE
R - ETE | BEN. RS, WV OER, Rk, #hieo

L MESe, FRfeshie, PREfIES, HISZIE

TR 2R St WPURREE, SP. WNEESE. WL S, SUE K

Bl B S
W BB | BER. SR, SR, T

A BB, ). IR Z ) e, BLERE. BURLE
IE. FETT. BEREECR. B RFREEE, RLBE

ik AR M7y MR A b7 Yy MERL ANEZBYE
VIR ) VOSERIRAME, ) o SERBGIGE, AFERERHS N
i ARMERIRAME ., ARILERREIGE, 11 MRS e

B WS, RSB de, RAUE, RS, BUZE. BYE. 8
PrbesE, SBHUE, WG, WENL, WIERE., &
B, Bl BUDACT, R, MBLERIRETZE, 28560

Z Dt CK (CPK) i, ¥, 2%k, BUNSIN. A > 70z o4

SEBERE. ) VoXEE, IR U A, iy o3

e AREBGI, mHREERRI. v a ey = B,

PR B R R ARIMERR 1, R E AR 9E

G5y I, B RUG, G

L ARBRIEM S 2Tl TIRBICBWTI VTS 74 Vo o
YA 505 (O R E L 72 & O 2sdy 5 (THMEITIR A &
HL ] OWEBM),

Q) SETHREEEER
YIVTFFT AN T VBIERANCB VT, SEICBT ST
BOBAEWEICLD, UToOFEHS (NEBRAHO L O
LEt) AHEESNTwD BEARH), Zh5I12iX100mgk
'5‘1%%)@& h"c‘/\éo
DMER DFEPEZERIE, OWAEZE, OE AR, B) 0,
— BT R LTS & S L 7 & D A 2 DM R RS AT Y L
T T AN T BEREARGHICEI L Twb, $§XRTT
FHRWHE, INSDEL BLMERD) AT T 775 —%F
TIKALTWERETH o7 £ OFESLD, MATAH X
WATBBIZED S, PEBITIED 505, Wi ELICY NV
TFh74NVT L yEREREARGBRICRDOLNIbDLH - 72,
ToME. YIVTF T4V T UERIERA RS LI T AR
OEBE2SHABICHEZINRTVWS, INSDERIZOWN
Ty YVFF 747 TV ERA, WATE. RREENE
LW DIEREE, S DEROHLASHELIZMBD
BRICEEMEET 20 E ) PEEETHI EIETE R,



ZOMDER :
KAl - RESR  RE. AR
WR - R PREOERE, HbighiE, MR
IR MR, —BEM 2 B0 /KT IR, AR K2
&, IREROMENE/ B, IREO ES- HERII0ES oo ki3
L, S TARRIEE /2L BB P O I
5ERENDERS
HBREZCRAKOZ )T SV ANKTT A0, KR (25
mg) oG ERIGT AL EEEICHRSTHI L,
6.110%. ER. RILBEANOBRE
VRS B IS 2 Ve
7/NBEADERS
N R s R a R T E S/ A
8. BERS
(1) iER
PRENZ BT, R 12800mg T CHEIIR G- L 2384
HEHJIBEARTRDOONZDD LR TH - 72 D
BARE L B IX A L2 200meik 5Tl & ) muAMNE
R L E o EERR (R, Wi, ©oF v, [t
AR, Bk, BERE) ORBFERIINL 72, 100mgD A E
FHIFEHHFIL, KB ETH 525mgMh 50meg & V) Hh o 72,
(2) g
WP G OB ORI R SEY I e DS, W) 2 iR
#ITH) 2l BBy AHNIMBER AR AR E L R PR
BPERCTOEENICE D707 5 v ADORMEZHFFCE %
A
LEALEDEE
WHZZA I PTPAEEO#EANIPTPY — M5 R0 1 L TIRIEY
5XHETAZE (PTPY— FOMKIZL D, BECHMEEHA
TR A L. W38l % B 2 U CTHERR 45 0 &8 2 &0k
FEZ DT A2 LA SR TWw5),
10.ZDDFEE
(1) ## & O EHEFRIIVI S P TIE R WA, FEICBWTY LT
F 74V LU REH % & PDE 5 HEEK S, Th
W2y BUTET R RERORIR L 2 ) 5 2 IEBIIR 5 1 %
MPESARSE (NAION) OFHIHE SN TS, IhHD
BHED% 1. NAIONOGRRIN T [4EE GOl L) BER
W EIE. EEIIREEE, ERIME. BES] AFLTw
725
MENZB VT, NAIONZZEBL L 724550 Lo Bk &2 x4 &
L CHMi S 7z H O BEAFZE Tld. PDE 5 EROHESG- 25
P (T OS5EOMBEN (YVFF 74 VoA 1H
DIPIZHIY) 1&. NAIONZEBY A 7 5% 2 5122 5 2 &
i&%éﬂf‘ﬂéo
(2)FH & OREERIZW S 2 TE WS, HEICBWTY VT
F 7 4 V7 I UEREMH % &G PDE 5 HERKS%IC, I
2y EERSEOSBAHE S N T Wb,
(3) ARFNCNIMEAT 2 BEAE 2 B CRIRIE v
45y ORI » A#EMEREETIX45mg/kg K U0F200mg/ kg
BT MIEEIIR 425 S N7 L OMED D H25, 6 » R
RO ABENERBETIIRO SN otz $/20 =LK
OROEMHEERSE (62 H. 1272 H) oK &MES0
mg/kghF 2BV TC, MEBW AR VRS SRR L S B AR 22 205 A
SN OWENRDH L, LEAL., SNHDRED L F DA}
IR D LTS Tw b,
G)EIWERT, A S vAFICEGHEEE OBMELIESVED
WD DH DO T, RS T 255 IR Z 179
HEFBELHGTAHIL,

(FE4EhRE]
1. EFRE SRR
(1) ¥ IVv5F 7 4 VEE25mgVI [FCIL

YIIVFF 7 4 VEE25mgVI [FCL i3, [ ISESE G o L
WESERBETA 894 Y EE0—HLIEIZO>WT] (CF24
F2H20H FAMBIEH02294510% ] ) 12HIE, YT
F7 4 VEE50mgVI [FCIJ ZAZHEREHA L Lz & &, HHE)
AEEL L AEWFENICHE L AR S,

(2) ¥ IVFF 7 4 VEE50mgVI [FCLI
YNVFF 7 4 VEES0mgVI [FCI) &2, 7 0 A4+ —
Ntk ERZER 1S (YVFF 740 & LT50mg)
% fEHE R A T S BRI S v 7 7 4
VIBEZE L, #ON723EWEEE T 2 — % (AUC, Cuw)
122 W T 90% 13 B X [ 02 CTHRERHFRAT %2 4T o 7245 .\
log (0.8) ~log (1.25) DHPANTDH V. TWjH| DLW 2R E

SEMEDTEE E NIz, D
HEINT A =5 BHEINTG A =5
AUC, Crnax Thax Ty
(ng-hr/mL) (ng/mL) (hr) (hr)
SNFFT A

Y 530maV +730.00 +274.91 +1.02 +2.71
FRCLI +25692 +11040 +0.69 +0.84

i 8 ) 706,53 274.00 1.05 265
($E#l, 50mg)| =+252.68 +£114.39 £0.80 £0.64

(Mean =S.D., n=43)

(ng/mL)
350
300 LI -~ O - R ($#. 50mg)
m —— JLFF 7 1JL§E50mgVI[FCI]
K20 Mean=S.D. (n=43)
>

5% OB (hr)

MHEPIEEENE OIZAUC, ConBD /85 X — 7 130 ERE D3IN, RO
PRELAI % - W RIEE O RS X o> TRZ BTN D 50

=39 E=31:3)|

G 2L AR TR PERORIIC X U il S M 72NOIC X A cGMP DA
%A L CHLFEASEI N L3hite 25k & 2, AFIZPDESOIEM: % IV
ICFHE L. cGMPEEA D, Sl 2 MiRT 5.

[F2hE 2 (CEE T 2 IR R]

—f& T VIV FF 7 4 vy TV (Sildenafil Citrate)

b4+ 1-[[3-(6,7-dihydro-1-methyl-7-oxo0-3-propyl-1H-
pyrozolo[4,3-d] pyrimidin-5-yl) -4-ethoxyphenyl]
sulfonyl]-4-methylpiperazine monocitrate

5 F3 0 CpHyNGO,S - CeH, O,
4= 666. 70
Tt
o0 o HO CO.H
ﬁ Y HO,C COzH
N
Hac”NQ 0" cH, CHs

PRV VFF 7 4V TR BRSO R TH Do KL
FEAY ) —ITHEIFIZ Iy 7 — IV (95)I2IFE A BT
Wy,

[BEV EDixE]

REMHER

AU BLEL 2 F O 72 AR (40°C . AHRHEIETS%. 67 H) OFE L,
AFNLHEH OHYTHE FICBWTHEMZE TH S 2 LA9EN S 2

(@]
25mg#e : 205¢ (105EPTP X 2)
50mg#e : 205¢ (105EPTP x 2)

[EZ=HK]
1) B Ak SRR AL A PR (R 221 [ S5 AR
2) & AL R TRt A PR} (%25 PR

_3-



* % [ XEEEKE]
[ERR (eI S e
T105-0011 HHEHREXEAR—TH 1% 1%
TEL : (03)6435-6956
FAX: (03)6435-9912

BLEARTETT

ETIEFIEHRA 4

SWERDPHINB EHITMMMR 1 H

E4-01
Y00103A



