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QUCH m|=H}2H|E (phenobarbital), LI E2l(phenytoin) & 7t2H0LAH| 2l (carbamazepine) 2} 20| C}
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- EjCl2b ol £ (disposition)O|A =& A} (transporters)2| &g (0|& SH p-glycoprotein)2 Y24 QI

A| L}, WetM, +&At(transporters) 9| A{sf{0]| 2fet Sf=2d= A& 7tsd= UL

v

- O] oFi} A|LHA| (~LrototaH| g /Aot 0| 5) 0| FEFO0IA| 0] 2fo| L2 (AUQ)O= st 80| Of of



- AAAIAON A, EfER2HE (5mg, 10mg2t 20mg)2 A4t (nitrates) 2| Aot 242E S7HA7|= A2
2 LIEPC) w2k, ot HEfo| R7| 214K (organic nitrate) AA|2tE Z7|& Q/E= 2t ZHoz 2
Eot= B0 A= 0] 2| Fo7t F7|0[CH1. 311 & 2. T2 Afoll= FO5HA| 2 A of 2IZ]. A4AIH
Ztof| 2™, 150H 2| BRIt EfCH2E S 0 20mg# 7 S0t £045t11 0.4mg nitroglycerin A5t4
= CHASH A|ZHTHO| £ 045HRAZ M, Of2{St A4S 282 24A(2t O|AF A& A 1 EfCH2HE S OFR|8te = E0
ot = ABA|ZH0| A|'GtE W O Ot LIEFLIR| QEQUCE [HatA, O] oF2 SO (EfCI2HE 2.5mg-20mg) st Bt}
71 4O IS B A0l 2ot AAtFe] ROVt olstH o2 BEA| TRt ZR0= 0] 2fS OiR|9te
2 505t = 2|20 48A|7H0] 2| 20j|0F AAIHL| FO0IE 12{S 4= QUCH it AE0jM 24 E Fo
& = 245t Holl odskA D LE{ 2l (haemodynamic monitoring) 2t 874 2 Ate| MAlsH Z+50| 4=BHe|Of
OF otCt

- E}CI2FE 2 CYP450 isoformsOil 2|50 CiALE|= kS 0| HAE(clearance)S UAZHOZ L0|5HH| {3
SHALE REY A2 o452 =0t A4AI™ Z2t EITI2HRO0| CYP3A4, CYP1A2, CYP2D6,
CYP2E1, CYP2C9 & CYP2C198 Egtsh= CYP450 isoforms2 AolistAHLE RE5tA| E=Ct= 20| &
Q| AT,

uol'

- EfCI2}Z (10mg, 20mg)2 S-2tIf2l = R-HIF2I(CYP2C9 7|2 0| ChEH =& (AUQ)O| QLOIA A2 O
2 ROt 223 LIEILR] A2, EfCt2tE 2 tmt2l(warfarin)0f| 2|3 fEE Z2EZEI A

(prothrombin time)2| B30l = FekZ O|2|A| QLRUACE.

- EfC2FE (10mg, 20mg)2 OFME & 2| dAt(acetyl salicylic acid)Ofl st £ Al7+S S7HAIZ|A] RUCE.

QAN oF2|S A0 A EICI2FEO| S0 EAA|S| HRAA S 2ES SIHAIZ 7ts40]| TH5H0 ZALSHRICE
Zt5E 2210 (amlodipine), QA EIAI H&tS A (ACE) A3l A|(enalapril), HIEF-OLE | E2ld 224 2}
CHA|(metoprolol), Z|OFAIA| O|'=A|(bendrofluazide), QFA| &L | ~EX| ZFCHA| (T B L E2F, T

= E£& 2|0HAA OlA|(thiazides), ZE S22 THA, HIER-2IEHA|, L/E= LT-2CAO] HE)E e

oft, 8 I YA 20 AE AL EtCt2HE (20mg 0| {E& A 28I 1| 84

S
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=

0

amlodipine0f &gt A+=2 A2|T 10mg)2 Of A/E2| 0ot A=t YHH22 ROIe 2 2E0|

ACt.

HA AA

- CHE Yaeke] AIAolA EfCterE 20mgS 2 2|24 4ZF 7R 2t & HEF 0|10 H-LotRUCE.
S 2| 2| F0{5H BR10)| A ambulatory blood pressure| Bigh= @2 A A= 2+&440| Qf
(0]

g2t
WCE 0|2F 2E5H0], YL 2E0| & |2 ghe SA0|ME, BIS Ol STt HFEE9
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—
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=
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A24H =2 =2 RE22 ZHIEIAC. Y4 OF0|M EfLtatE ol AR

3) 1,000mg/kg/L7tA| E0ct SHELL OFRANM 2| 7|3 M (teratogenicity), BIAFSA (embryotoxicity)

E= BijOot=d (fetotoxicity) 2| SH7t UL
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A | o 7t CHE 7|20 2HAE= 2401 PDET, PDE2, PDE4 ECt= PDESO|| CHSHO 10,0008H
£ z1l5h= o 2 £50| QUCH PDE37F A =M (cardiac contractility) 0] 20{5t= £40|2 2, PDE3E
Ct PDESO]| CHot Of2{8t MEkH = S L5tCt, ot Bttt 2, L0 (retina)OllA EHE= 2A0[2}
phototransduction2 &%= PDE6ECt PDESO| CH5HO] 2F 7008H Cf £&50| QUCH EfCt2HE-2 E6t
PDE7 ~ PDE10:2Ct PDESO]| CH510{ 10,000842 23t5H= o 2 &50| YLt

2|5t0] HOtstA| 2tz Al‘d (at-home setting)Ofl A
ALSAIES HAISIFLE O] A2 LV |EHZ EAH2ZE FolotA 7HMHA|

=
o0, 2|9t H|WSHH £0 165 FE d54¢Q 2AE /I @7[dE7F 74l & Ot 2t &FO{eh = &
(e]

AU OERIS0|A 0] &2 E0FHS I, L2t (supine) M&4=7|(systolic) & 0[2t7|(diastolic) S

(224 1.6/0.8 mmHg2| BR 2 24), MUS T AZ427| U 0|20/ (242 0.2/4.6 mmHg| B

1 = i B |
o 2|0 ZA) SHOA L2} H|WSHe R2|TH 20| 7t QI MEFRO| AN ME F2|TH 20|72t QA
Ct.
AlZtof| cist EfCtarEol 282 Hotet7| st HF0|A, Farnsworth-Munsell 100-hue test2 AE3HS

M/ =) Of o7t A=A SUACEH 0l218F 21t= PDESRt B|1e tff PDE6O]| CHet Bttt
A

= Hd
o e 2t n AU|5tCt 2= AL A|F0)| ZA, color vision2] #3510 Cist E 1= ESUCH0.1 %).
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AJFRRRIE|QICH M2 2EA e HEIZS 22 (follicle stimulating hormone) 2] Cf
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AHHL| 1 21-82M)E T

Ao AAIGH 3712 AAAIFOA, EICI2HR 2.5, 5, 10mg2| 1Y 13| 20| S22 HIt=UCt 0|S

Z Qub TS ChAto 2 3 2749 QUAMA|FOIA 12120 E5S TIIsH 21t AWA|E HZ2E0|A g2k

31%, 37%2 H|W3HS T, O 2 5mg 57%, 67%, 2.5mg 50% 2 LIEtLt 222 g UCt E5t
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HAUSH O|HRSO| A EfC2PE o] W A HAE(clearance)2 2.5 L/A|ZH0| 0 T BtZ2HV|1= 175 A|ZH

O[Ct EICtetE2 223t tAME2 RS BiEEH, £2 H(FEHE2] 9f 61 %) =0M= & &

® MM /H|-MAH M (linearity/non-linearity)

AE THASM EfTiHEO| o5

1l

b2 AZ2H0E S 0| st M A (linear)O|CF,

| &0

o

3

ol

2.5-20mgl| E0{2F H|O| M, L-Z (exposure ; AUC)O| E0{2f2} H|2|5t0 2II6HC 1Y 1

2 52 O|L{0]| steady-state plasma concentrationsOf| = &F5HC}

&7| FH 2AS0|M population approach® 2 & 4=0[ 7| F40]| gle DAL= 2| ofSst

© 2F2t
Aot & TIHAS(65M 0leh)2 19M ~45M|e| A TI-A0)| B|SHO], EfCt2tE e F HAE0| o
SASH 0l 25% H =2 == (exposure ; AUC)E 7HA 2Tt Of2fet Al Eit= Y422 ROt

2| oo g2k & (dose adjustment)2 AY3}I5tA| O4=Ct,

AZ(IHOLE|L HAE 51-80mL/E) E= 2E S (FHOLE|L HAE 31-50mL/2)2| AlZtOfE 712l |3
At Y EMZ SH= U7 AMEA TIERS0A EICt2HE 13] 82F(5-20mg)S AFESH Qlarefe| ¢1720j A EfCt

of FHIACH HHEA SHUSOM, Cmaxe e LFASEL 41% =2 HEEA

o=
CBUSA2 EfCIRHY b0l FHo| YES 012 Yt

o

10mg 2 E20| £ US i 2= = ZSE9| 7 H0l(Child-Pugh Class A & B)7} Q= I & Z+=0f|
M EtCt2FEC| =& (exposure ; AUC)O| A4t T ARS0|ML| =& (exposure) 2t HASIRACH &5 74|
s 2tZH(Child-Pugh Class C)Of|lA] O] 22| ot/ Jof| Cist AMRIZ = A|SH2 0|22 X{Yst= F2, 2
At MSoHA 7H7H9] fAd/2IE M (benefit/risk) & H7+5H0{0F SHCt.

Yo7t U= 2SO0l M EfTt2HE 10mgR Lt & nEF| £0{0f tstod 0| 7Hset At=7} it

2F o7t U= SAS0A| Etet2HE 19 18] 0 80| tiet 0|8 7tset 2427t gle8= XYst= 3
A

te
MEZSHA 70712 oA /21d M (benefit/risk) € T715H0{OF BHCT,



FSOIAMLe] AUC 2t ECt 2 19 %

S B2}
G SIS0 M| EICt2IE 9| =& (exposure ; AUC)O| st I|&z
CIUCH == (exposure)Of|M2| 0|25t 20| = E& 2ES JU3totR| g4=C
3) YA HH Y At=
OtM/d ekglst, A =4, Y 7tsd, & A =40f| ot DAMOl RS2 7|RE S YA 2tz = 2l
o EES 2SS LIEHHA| LEUACE
SHE L} OFRAO|AM 2|7|8M (teratogenicity), HIZAF=SA (embryotoxicity) &
. SHEQ| AtM Bl M 8F AL (pre- and postnatal
A SHEO|| Al O 0| A

1,000mg/kg/L77tA| E045t &
= ofoir

= Efjot=M (fetotoxicity)2| 277t it
developmental study)OflA, no observed effect dose?t 30mg/kg/ 0| ATt
9| calculated free drug®f| Cist AUCZ} 20mg UM QA AUCS| 2f 18EFCH
2 ¢FO0fe 25mg/kg/Y 2 11 0|4
tI| (seminiferous tubular

o7} g1t
of 242 7t

2% HEOM 552 (fertility)
o g2ro@ 7o SoIS T, Y oM A 2
ICH1. FR Y 11.1) oRBta 54 & U2

epithelium)2| E|3i0] QU



