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Tt (metoprolol), 2|0FAA| O] A (bendrofluazide), QHA| &L 1| =3 2FEHA| (Crefet e & EF, ©
= = 2|0t A Ol A (thiazides), Z& S22 THA, HIE-AITHA|, L/E= ST-2THAO] HE)S 2
ot0f, F2 ST IHYA 0| HTE|AC. EICt2tE (20mg EF0| HE& AA|EIL | S A 2
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EfCt2E -2 cyclic guanosine monophosphate(cGMP)-£0|& Q1 phosphodiesterase type 5(PDES)0|
Ciioto] MEHA 1A 2451 A|0|Ct A& A= (sexual stimulation)0] ZAXH O 2 A ASHS (nitric oxide)
WES Yo of, EfCt2tEof| 2|5t PDESS| X7t s H 4| (corpus cavernosum)OfiAl cGMPL| £2|&

Z7tAIZICE O] 42 IE 0|2 (smooth muscle relaxation)t 24 Z2/029| &l LAS JtAH2O2

K 27| (erection)E 7Lt EICt2E2 2 2t=50] @IS moll= 20| gith

In vitro Aled 21}, EfCielE 2 PDESS| M4 Q1 2|5 A|O[Ct. PDES= of B4 &=, A2t 2 U
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A L], 2 7t CH2 7| 20| A= 401 PDE1, PDE2, PDE4 2CH= PDESO] CHSH0Y 10,0008K

£ zl5t= O 2 £50| QUCH PDE37F Al ~2M(cardiac contractility)0f| 20{5l= 40|22, PDE3E
C} PDESO]| CHot Of2{8t MEHE 2 S25tCt, Lot EtCt2bE 2, A (retina) MM EHE= 24-0[2}

phototransductiong E4st= PDE6ECH PDESO| Cistof 2
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EICt2HE-2 AO|ERE P450(CYP) 3A4 isoform0j| 2|5t0] 2 CHAL EICH 2 +3 CHAMMSS 02 7L
= 222 2L}0|E(methylcatechol glucuronide)O|C}, O] CHAAFS-2 PDESO]| CHSHO] EfCI2IH 2O 2[4

13,0008 & 42 250| ULt T2tM, 2Has HiAE s=0M YdHo= 290 AT o ¢&[2] g
Ct.
@ Hi 2

Aot O|HA-S0|M EfcterEe| Bt Z7 daE(clearance)2 2.5 L/A[ZHO| 2 Bt BH7|= 17.5 A[ZF
s} ChAtt=2 RESH B[O, 2 i (F0F2| °F 61 %) =0M= G &
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® MAM/8[-MH>dd (linearity/non-linearity)

Ao WFASOIN EfCt2Lel %S

L

2 A2 =01 0] Bisto] @A (linear)O|Ct.

2.5-20mgl| £ ZF HRIO|M, =& (exposure ; AUC)O| E04 20} HI2|5t0] SIt6tCH 1Y 13 £0{5t &

2 52 O|L{0f| steady-state plasma concentrationsOff =&stCt.

Y7 B 2A=0|M population approachZ 24 2A&SH0| &7| £40| gl= THAS0M2| st

© 2Fat
Hgst 1F RS (65M 01d)2 19M ~45M|2] 215 TR0 BI5toq, EtC2tHel F+ 44801
SUA2D 0= 25% B =2 == (exposure ; AUC)S 7HA 2ttt Ol2{st AFo| 2it= A2 =2 79|5}

2| gor 22k 22 (dose adjustment)2 AH3I5H2|

-
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=Ct.

S (3HOLE| FAE 51-80mL/E) E= SS=(320tE|d A& 31-50mL/2)2| Y0NS 712 T|E
U7| A FH DHRSO A EICtetE 18] E2(5-20mg)S AFS S Yefefe| 710 EtCt

of FHIRACt. O
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10mg SE0| £0] £[UE U 3 E= SSE2| ZF ZoHi(Child-Pugh Class A 2 B)7} U= TS0

A EtCtetE Ol eE (exposure ; AUC)O| AZ e TIHASO|MO| leE (exposure) 2t BA5HAL S 21|



S5 22H(Child-Pugh Class C)0flAf O] 2f9f QHA-J0f tligt |l At=2 = Ao 0|22 XY ot= E2, 2

HUSsHA 7171 72l d/21 Y d (benefit/risk) = 75010 BiCt.
2F ZOoi7t U= BRSO A EfTi2FE 10mg2 Lt O 80| £040i| Cisty] 0|8 7hset 2tz 7t it

2F o7t U= S0 EtetetE 1Y 12| &0 80| e 0|8 7tset 2427t gle 8= AYst= F

SHA| ZH702] B /g /21 d (benefit/risk) & B 7t5H0{0F SHCt,
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S 2SS0 A 2| EfCt2tE el ‘oE (exposure ; AUC)O| 42t T|HXIS0| M| AUC 4 2Lt 2F 19 %

SACE == (exposure)oflA2] 0|2t 10| = 8T 2H S FYelot| gf=C

O

ORI of2lst, RH S, WS TH5A, U A S0 CHEH DAHQI APES J|2E & HYY ARE O

1,000mg/kg/L7tA| E045t SHEL} O A0 M 2| 7| & d (teratogenicity), BiZI= (embryotoxicity) &
= Efiot=4 (fetotoxicity)2| A7t ATt HEL| £HM L W= &= A (pre- and postnatal
developmental study)0llA{, no observed effect dose?} 30mg/kg/O|RACH Al SBHEOf| A O] 22F0]| A
9| calculated free drugOfl CHst AUCZ}F 20mg SZF0|M Q1A AUCS| 2F 1881 C.

2t HEO|M +ds= (fertility) Q| &7t RRUCH EFCHIE S 6~12 7HE ZHOHY 25mg/kg/Y & 11 O] 4t
O EO= Jlofl EO3HS f, BHE JHo| M FAA G| HAE 7HH = M AT (seminiferous tubular

.|
epithelium)2| E[H0] AACHT. B L 11.1) Gty 54 o &=x].



