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O = LIEFRLCE. ThetM, Of et HEfS] 77| 24t (organic nitrate) AlA|etE ¥7|H L/E= M2
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YA 20| T=T, 150F 2| EA7tEfCt2tES OiY 20mo¥ 7Y
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- EIC2FE2 CYP450 isoformsOfl 2|5t0f CHALE|= of= 2| HaE(clearance)E YL2A 22 R2OI5H

AollstAHLE REg o= o Ax|R| =0t Al ALt EfCt2E O] CYP3A4, CYP1A2, CYP2D6

CYP2E1, CYP2C9 2! CYP2C192 Z&t5H= CYP450 isoformse A3l|5tHLt SE5HA| t=Ci= 24
O| &olg|fct,

- EfC2}E (10mg, 20mg)S S-2tIp2l = R-QHIF2I(CYP2C9 7|2)0f| CHSH 2 (AUC)O]| QLO0{A QA
Moz ROISH AES LIEHLHR| (o, EfCt2tE 2 totel(warfarin)ofl 2laf REE ZEEEHI A

Zt(prothrombin time)2| HSH0| = FekS D| 2| R| QLUCE

- E}C}2}Z(10mg, 20mg)E OFM|EI A2 Al At (acetyl salicylic acid)Of| 2|5t 28 A|ZHS ZT1A|7|A] o
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SEf L 2, CE L= 2|0t A O A|(thiazides), ZESE XA, HIEFAIEA|, L /E & YT-2}E
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HE A0 A, EfC2HE(10mg, 20mg) 2t YFERA
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2) CHE 710 BHrOf E= A2 A0 £ L 2 FAIHO|M BIF2|otA| G2 0= e 2 HEl
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Ofl CHoto] MEHA 712 Z{5HA|0|Ct. HA Zt=(sexual stimulation)O] ZA XS 2 ZAASHE (nitric
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QU oH3k 9l LA ek (vascular and visceral smooth muscle), 242, AT AMZE o & Ak

(cerebellum) oM EHE|= 2A0|C, EtCt2HHO| b= CHE phosphodiesterases2Ct PDESO]| CH
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contractility)Ofl 20j5h= £40|22, PDE3ECt PDESO]| CHSt O|2{5t MEHM 2 ZQ 5Tt 5t EfCtE}
L2, Uok(retina)of| A Y HE|= EA0|2} phototransduction® B&5t= PDE6ECH PDESO]| Ci5HO]

HY O &50| QUCH EfCt2PZe T35+ PDE7 ~PDE10£CH PDESO]| CHSHOY 10,0008HE 2 1tst=

ok 700
O 2 250[ UL

O A(E2A| FNEEH)O| Bt37(|2tS &S| 57| 2510 HRt5HAH 22| 2 Al4 (at-home setting)O|
M 1,054F9] S 22 3719 YLAIHE LAISIAUL,. Of of2 &V|FHE SAH22 Rl
A HEAIRSH, 2ot B|1sto] &0 165 $5FE 4542 HAE It 27| dEi7 RAIE & OfL
2t F0ot = BAIS0| 36A27HA| 454 GEAE 71 4 U EO| YS =AU
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(22 1.6/0.8 mmHg2| Fat 2|t &), MUS W Jy+=7] L 07|22 (242 0.2/4.6
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(FAM/=AM)0| Zoi7t AE =l A| AT Ol2{8h Z2t= PDESRt B|we [ PDE6O] gt

2 2150t Az|SICH RE A4 A-O| 2A, color vision2| B0 Cist El= EEQ
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|0l A, EICI2}E 2.5, 5, 10mg2| 1Y 13| LB0| 2o 2 Wtz
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97|52 2
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9| 28%Q} H|WMZHES [, O] 2 5Mge 41%, 2.5Mmg 46% 2 LIEIt ZHo2 B NE|QICt 0] 3742 ¢

o Aol 203U E et tFE2 20| 20| THE PDES AofiA| £0| Al B35t F&0 UULE



17%

b

IS
[

—

o £0f 44
(o]

o=

E

[e]
Y, %
o
=

of 142

=
T

Of| A (BfEtE

3|

o

[}

FA|

—

o]

t

A B2 186 HO|H| 12772 AA|
) EICt2HE 10mg = 20mg2 2| 2% 8210j| A (flexible dose, on demand), ¢

__o_l

of

ol
=
-

tO1 EFCE
=l

O

Ch 11

3

—

1]

7t

=

=)

tof

o

2.5L/A|
PAl B E2x[0f, 2 A (F0=2| 2F 61 %)

o

O 1} B2

=
st A 52 O|L0]| steady-state plasma concentrationsOfl =&

o] 22 CHAt EICt,

O

o

to| o (semen)Of| Al LHEZRALCY,
A& (clearance)

=R
.|

Z
o
FHAME 2 74

o

3]

a

(o3|

(=5

]

EfCt2t20] 22/0 82 ES LBt 2|2 S=0AM 3o

(exposure ; AUQ)O|

=
=

o

—

-
of 2
H25
o W@ 37

Io|
=

=
(methylcatechol glucuronide)O|C}. O] CHAFAFE -2 PDESO]| CH

SPH 20} 2[4 13,0008 H %
0|, =

=
o
(=]

o

d(linearity/non-linearity)

o

Ol A EtCtet
2F H

17.5 A|ZHO|CE. EfCtetE
Ol A EtCtet

A

|

O] 2¥ 63 LO|H, Of

EtCI2HE O 94% 7t THef2

=

=

=

1 2}
ALEEE
A}

a

3]

t(Biotransformation)

—

-M

o

(e}

q4=

Ct (JAHIZ Alget 2ot2 A2 Al

s
g/H|

AN

|

O
[st
S

7telE 2FF2H0|
r

_I

—

—

EICI2IZ 2 AIO|ETE P450(CYP) 3A4 isoformof 2
=

I 0 M= B AZH(FO™O| 9F 36 %)O0| B &L

C) =& AIZHOH tf A4)
£0{ 29| 0.0005% 0O|2t0]

2.5-20mgQ| £¢4

A
T
@ A3
E|
@ bi
A5

®



ol A2

=

12}

]

(S5

o] gl I

OlM population approach

=

JERET

=13
=2

Ol Xr o _ L
g 0 N ! B &g 53 o
&0 ol W % X H oo 5 il 20
ST S o0 W noR N R
| 0 2 g os AV &5 oM i
© ™ < ol Lo 2 U N3 o
5t ol = oo N 2R ow 0]
A By ™ O @z M m T e
o 3 3 5 ol < § X © N
o £ e s 03 " < 0 = 00 My =
__Ol_ o _ n (] — [N o —_ 1l
s~ O o S s >~ ol oo o ~ o
T DR X TSR | H e e)
5 © T H o o= X HoR o & [
| W o = 2 S5 2 L 3
i S oy o D gy 59 = 35 T N o=
S R & Y @ U 550 5 =X 205 =) o0 mo
X R X "0 ol X B0 = o T & ta) S o
BB 3 T oW tebe b g
El ior T om oz & Y 5 = o =
o W & T Y s ® oS 9 g2
oS RO = O & o 0 =5 oz g > =
— T —_ —_ - N Y
"< m o g 2 ol o B 4 g
o o = H = = =2 of N0 X ok o ]
z 5 0 uo S EM AU H M T oz — & <
w 2 £ Mo up B A o & O o U U zo
T ¢ B J i = o O 9w ok M o 0
= S Y oo LW B 2 2 o = -oF
EANTT — B oo H T Y s o o 76
U T W T ool XM s 5 = = - 3
0 I O 0 3 L i =
o P2 E 2 3 Mg w s
O W S X 2 = 2 3 ® oo o a
S © T oo ¥ E WG T
— 0 ([T o @ a =
N X o AT H 3 33w = N < T =
© n 0o o = T or o oH K L S s
U ~N Iy o io =l |_NI - ioj < Ul ujny 1o
= ~ A & 5T o o = L
~ o GO U oo X°L K X3
Bl O 58 o ¥ g = i ol <
e e FUSE ow BIBE G L
w o w ®os N TR owow o S Al
g T oF e X * oo MNE X £ oL W
X @ MNoE o M® ST N o= u_% N = = of m
hilY 0 O ~ o ® B84 o7 ~ m g R KO K0 RO A
H ™o o ¥ Mmoo N 2 xoOM O NT AW W

Ok
2

ol M2l AUC gf 2Lt

=

f

1

o

[

I

UCE.

oro
LS

Ol M2| EfCt2tE 9| =& (exposure ; AUC)O|
&2 LIELYZ]|

ICH == (exposure)O|A{Q] 0|24t

=2 M

=

Lto

St 2t
19 %



1,000mg/kg/L7tA| E0{5E SHEL} OFRAO| A 2| 7|3 M (teratogenicity), HiAH=Ad (embryotoxicity)
£ = B0t (fetotoxicity)2] M7t YRUCH SHEQ| A LU MS B2 A2 (pre- and postnatal
developmental study)OllA, no observed effect doseZt 30mg/kg/O|RACH Al BHEO||AM O] E2F

Ol M 2| calculated free drugdi| Cist AUCZt 20mg 20| A Q1A AUCS| 2F 18HHRCY.

A4 HENM sdsH (fertility) 2] 7t SIACH EfC2IE S 6~12 70 ZHOHY 25mg/kg/e &
T 0|42 2= Jlof £E0I3HS W, EE JHO| M HAIR O HAE 7HH = M 2T
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