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14.1.2 PTPUZEOFEANIPTPY — b2 bW L CTIRAT 5 L 518
452k, PTPY — FOREMIZ XY B HUA B A ARG I~
AL, HIZEgILEd B2 L CHEBIASEOEE R GIHEZ 5T 5
ZENDH D,

(OD7 1 )LL)

14.1.3 7VITEEZDLD, HH (740 n) 2L CTRET
LEHETLIL,

14.1.4 FHNIHEOLIZOSTHEEZZE S5 L RET L2720, K
% L CHRHAMRETH S, F/2. KTHRHATAZLETE S,
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15.1 ERER{ERICE D 5%k

15.1.1 FEH & OREERIIW S TIE R was, AEICBWTA#R 2 &
LPDESIES G-dic, TS, HAETRHDELORENH L %2
0 9 % IEBNR Sk AT ER MVESLAIERE (NATON) O%$BLos#ih s

TWh, TNHDERENDL 1L, NAIOND Gk T [ (507% Lk
) HEIRIR B BRI E . BARILE ., BUESE] 24 LTz,
HHENZ BT NAION% Z63 L 7245 DL Lo B & 1f R & L TN
SNz QUK HENZETIE. PDESHER OG5 5 10 (t2) 5
FBoOWEAN (VT 7 4 VOBEFHTHDRICHEY) &, NAION
P A7 BRI B T LR SN TW AW, [8.48 ]
15.1.2 3#) & OREBRIEH S 1 Tld e was, SEICBWTAR % &
O PDESHHEH L5112, FAU FIERMEOFHA MRS SN TV D,
15.1.3 #HENC B 2 %O A%HE 100mg 56 % &) 128
W, GDEPEZEIRIE, LR, R AR, BN, —
RIS 1 & B 7 & O EE 2 LIE RFEEOFER R (KFH
BAHO L Db &) PR GHICHEBL Tnwd, $XTTHEA
WS, IRSDELBLIMERDY A7 77 78 —%FTIHELT
WHBETH o720 %L DFELD, WATE D IIMATARZICERD S
. DEBITIED DA, HATE L LICEFFEGHICED Sz b o
b oz TOMIE. AHNE LG LT ABROBEEE A S 5 H %12
HEENTWD, SHSDEFICONT, KH, MEATH, AkBEE
AL TV DMEREE, 25 OBEROHMAE b IO E
HICEZEEET 2208 ) 2R fET 52 2 L IETa v, 2 0
SR (MR, ARNZE) L WK - Adl%s GhEDIIER. FHahie, MmiK) .
B (. —Ri 80520 I RO T, HR O B,
MREROMENE < FEHE, IREO_ES-. MM o E O i, f71
TRFIEEZE5 |, EHEPOFE) OFERFRIPME ST b,
15.2 FEERPREAER ICE D  15HR
15.2.1 J v b ORIl H#EREClE45 % 0°200mg/ kg C 1 [ 15
BRI A SN2 L DHED D B A, 64 FRERK AT AE 1SR ER
TIEHEO SN ol T2 U=V AkoROERBEERE (67
A, 127 A) OfEHE0me/kghE 2B\ T MEBI B S A4
ML EBIRES A SN L DIV H L. L, THHOWRE
DO FAOYHERE IR D D LI E N TV D,
15.2.2 B FEERC. 2 7 = VFRICE O E 0BT mW LD
Wi 50T, B S T 554 2 IRBRIRE 2470 2 &0
BLTHEGTAZ L,
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16.1 MehigkE

16.1.1 BEIES

fERER N2044 122 V7 F 7 4 V25, 50, 100% OF150mg™ % ¥ [l 145 5 1L 7=
B OIS AE NI (Crnax) 132 N21105.192.425 % U674ng/mLTd - 72,
O 70~ & Fefé s f ) REIG Y 3 -C o0 A% rp i B -5 ) AR T TIRE (AUChas) 13
ZNEN231, 504, 1148% (F1977ng - hr/mLTd h . #5582 HHI L THhn
L7zo MAEHR D2V TF 7 4 WIEHEFANT BT 2 I 0 (t2) 3.23~3.31
] TR AT 2R L 72

Pk Tmax Crnax AUCast AUC= ti2
(mg) (hr) (ng/mL) (ng - hr/mL) | (ng * hr/mL) (hr)
25 0.8+0.6 105+ 62 231+103 - -
50 0.9+0.4 192+102 504 =202 - -
100 0.8+0.4 425+147 1148 +274 1190+ 301 3.31+0.81
150 0.9+0.5 674 +239 1977 +733 2044 =721 3.23+0.73
SEAN I il + AR 2 (n=20)
Tomax  © B e HILAE Ho i 2 3 & IR [

Cmax  © TR IMIAEHIRERE
AUCus: © OFEH] 7> & Sl 5 i 0T REIRE R & C oD MU r e B - IR )t fd F Th 7
AUCe = O 2> & MEBRAIRE R % -C o ML v i 2 - 05 R A5 T
te RGeS R ]
(ng/mL)

1000 4

100

R

1 8 12 16 2 24 (hr)
B5%E5MH



16.1.2 Efiiks
TERE 6% 2 ¥ V7 F 7 4 V50K UF100mg™ % 1 H 11al7 0 [ SRR %5 L
7oWED Conin ($2 G- 2245 ) (L FBRI I o %ol L T PR YUl (Ing/mL)
FHETH 5720 Tmaxt Ol X7 H B OSSR G12 & W ZBiE Lo 7219,

16.1.3 £M2HRESMH
FERE AN B E206012, 7 O A4 —/N—{FEIZ LY NA T 7 F0D7 1 )V A50mg
OR7Z LXK TIRM) U E N4 7 75 §850mg (FE#eS%)] & | TR TIRM)
15 (WFRL Y VFF 7100 E LTh0mg) % Z -2 Ze i Bk 3k 5
L7zE &0, YT F 7 4 VO MSETEE R OEYEIE ST XA — 5 IZUT O
MR OFEOFY TH o720 FHNEWYEE T 2 —% (AUC, Cuax) 122
W CO0%ME TR I 1 CHRERHIRIT 21T o 7245 R log (0.80) ~log (1.25) @
HHEHNTH Y, N1 727 F0D7 4 )b A50mgld. K7 LIIZK TR L 72
EOWTIIZBWT L, /N1 7 7 F4850mg & EWaF RS S vz,
F/2. N T F50D7 4V A25mgld, [ERHE ‘éﬁ‘lﬂlﬁi%iﬂ@ﬂr%%
RS A BT 4 2 (P42 0290 11 3 AHRAT0229%1075) ] 1
DE, NAT 7 F0D7 4V A50mg % HEHERF & L2k &, (eﬂjﬁﬁmw
<y BRI L Bl Sh/eW,

(1) k% LChHRA

(ng/mL)
350
300 4 ~0-/NA 77 F70D7 4 VA50mg (K7 LTHRM) (n=20)
-&- /31 7 77§50 mg (n=20)

250
;/% 200 1
i i
i 150 4]

100

50 4

0 : : : ‘ : °
0 2 4 6 8 10 12 14w
P51 R
H5ENT A =4 BEINT A =4
FIT R O 54 Crnax AUCu Trnax ti2
(ng/mL) | (ng* hr/mL) (hr) (hr)
INA T 7 F0D7 4 )V A50mg .
234+ 42+ 184 1.2=0. 2.10+0.
ks LT METS | baz=I8 08 003
AT 77 5E0mg U5+99 | 606=211 | 0.9:0.9 | 2.06+0.32

(K CHRI)

FA TN = B R (n=20)

Twax ¢ HE MLHE A ER S R ]

Chnax IR e ILE R

AUCwH © OREH 2> & 14 (defsth > 77 & ZIRERD) 3 C oD I3 v i e — Ik ] 6 T A
tiz BRGNS S|

(2) KTHRH
(ng/mL)
350 1
300 -0-NA 72 50D7 4 )V A50mg OKTHH) (n=20)
-8 /31 7 7 7450 mg (n=20)

250

200 A

WERETEE

150 4

100 A

50 4

0 2 4 6 8 10 12 14 (hr)
B BT

HENT A =S BHEINTA—F

I B O 53 Crnax AUCu Trmax tuz
(ng/mL) (ng * hr/mL) (hr) (hr)
INA T 7 F0D7 4 )V A50mg
236+129 643+ 327 1.1+£0.7 2.04%0.24
OKCHRAD)
INA T 77 $E50mg
227+112 632 +292 1.2+0.8 2.06+0.24
OKCHRAD)

AT = BEER . (n=20)

Trmax ¢ H o5 ILAE R ) S R ]

Crmax IR IMAE PRI

AUCu : OFERI7> & 14BF ] (A > 7)) o ZHEI) & C O IIUSE Hh i -5 B A T ThT
tiz CTH R

16.2 DRI

16.2.1 REORE
TR AL6%412 2 VT F 7 4 VEOmg % £i4 X 22 IERE I BRRE 3% 5- L . 16
NEVEEIC KT RFOHEEEZMRFT L7z VT F 74 VO ToxlTEB RV
S TENENI. 0RO 28R TH ). ARESG 12X ) WIPGERE )
HEIHD L. Toa?’1. SHIERE T 5 2 L2500 N7 Condd ERHRS
T149ng/mL. ZEJEIFHE5-CT255ng/mL T V) . AUCwIx Z N E1697.58% O
806.2nghr/mLT® - 720 FHEEG 12 L 1) Conax L NAUC 1L ZEJEHE 12 T
ZNENA2% I 1A% F WA L7219, [7. 28]

16.4 3
YIVTF T 4 idEE LRI T S . 2o EERHWN-IE 2 F ko
AR 1 ZCYP3A4AD TR b . kW TCYP2COTH » 722, [10.51]]

16.5 ittt

16.5.1 fEH 6412 V7 F 7 4 V100 25, 50, 75, 100/% O150mg™ % Hi [l

RIS L 72K 045 512485 & C ok G-t 1ot 3 5 R IR O Bk R ik

{Huci 0.3~0.6% & {ECTh 1 . HGEICHRE T —EDME IR L7122,

16.5.2 fEHER 64122 V7 F 7 4 V50 X13100mg™ % 1 H 11E7 H ] RAERE 14
5 U B 0P 581204 B R 0 248 145 0 B P HEEER130.2~0.9% D
WICHERS L. MNP S-Fr & RFREE Cd ) SRR 512 & A28 kid o 7219,

16.6 HENHE4HT2EE

16.6.1 BipcEEEE
TREHE B84 T ONE B RERE 5 R 1654 2 SH R IZ 2V 77 F 7 4 VE0mg % HilalfE
25 L7- I, BEREOKTEE (FLT7F=v 2077 A Cer=50
~80mL/min) M UOHE 5 (Cer =30~49mL/min) O FEEE TlimsEd o v
TF 7 A4 N DCormax L WAUC TR AN BT B & B EAED % h o T2 h5
HEEEH (Cor<30mL/min) TldCmax S FAUC & b IZHERER A IZ LR T
Wt L m AR LZ2® GHEAT— %), [9.2.120]

16.6.2 FFipcEEEE
TR N 1244 B OB el S R 128 % 0P RIZ D V7 F 7 1 V50mg % Hi [l
55 L 72D Y VT F 7 4 )V D Coax [z NAUCe O3 LR HE B2 L
LT, ENZIFIAT% R OSUEIM L. YV FF 74 VD2 )T 52 A (CL/
F) 1346%/A4 722 (BHEINT—%). [9.3.1. 9.3.251K]

16.6.3 S
TR (65 DL ) 1644 K OMEEG 4 (18~45%) 1557 2/ RIZ IV
TF 7 4 VE50mg & H AR %G L 72O Tt EilE N O EEETEN
ZNL2RK L L & 7 D IRIZFBE TS - 720 Conaxl 35 #5 % T302.5ng/mL.
FAEHC178.2ng/mLCTHh V) . ElinE LA FH L 1 60~T70%m\ iE % 7= L 72,
AUC X Flf#E e OF4EH TENLENI077.05 0586.0ng - hr/mL&E 7% ) | &
BB D AR ORI E EZ R L 72o tuald s T3 8. EE T2.6
HETHY ., BHEICBOTEL . BEMETIEZ )T I Y ADHEIZH
B pZEhRENE WEAT—5). [9.82H]

1) AF O HARTORRITREIFIH1F25mg~50mgTdH 5 o
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17.1 FE3MERCLLMICEET 55k
F & L CHIR#HIIIEF (International Index of Erectile Function : [EF
FHLtERERA 2 7) EMZ (I5EM) o9 b, HAOBEICHT2HEM 22
AEE, R AR, MEHEAT LI TEFE Lh? ] RUFED
HMEFFICBI 9 2 (M [ 2 CS4EM. PR3, A RMEFhiE % /4 5 2 LA
TEELZR? JICE 0 T, DFOZX a7 TR L 720

A7

/Ilil:/)cg)gi\:&_,izg & L ..................... 0
BEEDOFIEEER Q0RFIELIE) « - - e e e e e e 5
BB

CESG &Y 27 ) BRI ZEEL : W0ER7RARE) - - - - e 4
[ %4 (10[EIFRS[A]) =« o o o o e e e e e e e e e 3
2%

CEG X 027 ) TE S EE : 10EP3EFEE) - - - - 0 0 e e 2
R LRIEEAERL (OEALIEPIT) « - @ o - o o e e e 1

PO B4 TARAABR, KR R O 0 S TR C 1E, [H6AOBUE] &
O THHROMER] £ bIafky L CBIICHEREN RO iz, F, KHl
DERER L 77 L RHOMICHEEENIRD bie?,



HEADHEE | & [#HEOMTFE] DA a7 DR

5%
= 1) —
TIAN | | g | Bea ST 7 4 VB | ANCOVA
T FARA R 75 LA
25mg 50mg
T 1.65 217 | 3.527% | 3.82**
+SE HA | £0.08 | =0.19 | +0.19 | *0.19 | p<0.001
(BI%0) (243) (60) (60) (58)
Tl 2.20 2.17 | 3.18* | 3.65°
[INOL £SE | WM | £0.08 | +0.14 | *0.14 | +0.14 | p<0.001
(1%%) (481) (117) (121) (123)
FHE 1.98 2.31 3.27° | 3.65
£SE | GKE | £0.07 | +0.15 | £0.19 | +0.19 | p<0.001
(B0 (481) (190) (95) (100)
T 1.30 1.72 | 2.97** | 3.53**
+SE HA | £0.06 | £0.19 | +0.19 | +0.19 | p<0.001
(%) (243) (60) (60) (58)
P fE 1.83 1.96 | 2.99* | 3.40"
FhREDOHERF +SE 72l +0.07 | =0.15 | *0.14 | =0.14 | p<0.001
(B0 (474) (115) (119) (122)
T 1.58 220 | 3.15* | 3.51"
+SE | GKE | £0.06 | +0.16 | *0.20 | +0.20 | p<0.001
(BI%) (480) (189) (95) (100)

PG Hi O EATI T, B HOMIEHERTHME (LS mean) Th b,

++ 77 R L ODunnettfl o % # Higp <0.001

+ 7ROk (LEEOMEL L) p<0.001
H o« Bk - RO & ERIZ100mghE & & E 4B CEB S N2 2 &0 b FEHE T L S
CIZANCOVADRE Fld, AR COMIHEREIR Lze AHIOHATORZHEIE]
H1[\125mg~50mg T % o

18, EhEIP

18.1 {ER#F
VT F T VI, BEEREOPDESZ BN AY I L, Fiee K ORI
ML FH R ONORIELZ & 0 A S N7z £ iR RN O cGMP A i % 5 2 2 &
12 &) BRI & iR S8 AN L e E EhE M S b,

18.2 PDESBEEER
b bR O GMPA RS T HPDESOEME % . #IRW2 D3 A1
PR L7z (ICsofli : 3.5nmol/L) 2V,

18.3 BEEERIEANCGMPIEAIER
NOftGACTHLHr =t 7Ny FF U wa (SNP) Lok b, cAMP
WA R T3 2 LA L Y PR AN OCGMPI 2 Bk L 72 (ECso
fili © 0.43~0.52umol/L) @,

18.4 BR{ASHAREIRIER
e b AR 1 D R BE R B & B R S % 10nmol/LEL T HER L.
100nmol/LEL I Ttk KUs O Ffe b 2 ML L 720 F 72, SNP M OSHERR IR
FEARIZAER L CNOZ 8 245 A4 21) 12 X A5 5 FiEip ik obb
% S % 10nmol /L LA b CHgha | 72

18.5 MBR{ARERBIERA
MU K QDI EZ 52 8 % 3§ 2 & 7 L i B i % O'SNPIC X 2 ik
e A4 X OREZEHEARENIED LA %358 L 72 (EDsofl © 12.0ug/kg A6
16.2pg/kg SNP : RN S) »

19. BRI T 2 EEZHHME

— RS D VT T 4 v 7 T (Sildenafil Citrate)

14+ 1-[[3-(6,7-dihydro-1-methyl-7-oxo-3-propyl-17-pyrazolo[4,3-d]
pyrimidin-5-yl)-4-ethoxyphenyl]sulfonyl]-4-methylpiperazine monocitrate

73 F3 1 C2HaoN6O4S - CeHsO7

g3 1 666.70

PR VTR 7 4 v LB HEORKHEOHR R TH D, NN-V 2T
WT7ERT I FIZETRT L KLGAY = VIZHETFIZCL, TR
Vv, 5 /=) (95) XY TF VT —T WIZIZE A EHE TRV,

(s s,

[o] CHs

/

N

\N HO COzH

Y HO:C COaM

0 Nch, CHs

HsC

22, ‘G
N 7 5 8825mg)
208 (1088 (PTP) x2]
(N1 7 58850mg)
205 [1088 (PTP) x2]
100 [10%¢ (PTP) x10]
(INA T 50D7 1 JVLr25mg)
208 [108% % 2]

(A 74 50D7 1 JLLA50mg)
208 [10%% x 2]
504 [104X x 5]
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