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4) Ztotu| o] a4(AST B/ %= ALT)Y HloAekel 227} ket 9] 3ulE 275t 8t

5) The] AlEA Aekat
* A 90Y oW Al M) QISld St
5% AEY #H<90/50 mmHg)

6) 771 it (organic nitrate) AAE A714 YL/ FHHORE B8oh= o4, Elriebdo] AAreol st 4-8-S
S7HARIT

7) B Ao} e JropdAik mElstas A=Al (Guanylate cyclase stimulator)$t B8 Fof @Y #a} axke] 717t
yepsttt,

8) o]x2] PDES JAAl 28 offel AGlo] vl Hs|EA A4 WS (Non-arteritic anterior ischemic optic
neuropathy, NAION) 2.2 Qle]| g1 =2] Algjo] AlH 3kt

9) o] k& e shpalal glemg  ZetE oA EuX(galactose intolerance), Lapp fraallad A%S(Lapp lactase
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7) ZFEol 2txt
o] ¢k MELD(Model for End—Stage Liver Disease score) =19 & A9|%|= 55 7Hol Skl tjsf A7LE]A] e,
o] OF2 5 7Mool &AWl Ttojuliglo] aATE A fojulahA Abgdt Mol ARl :x|7F A a9 3u

Zahol| A FolE AlRFSHA] Y=t

8) XIS |15 & 242 aiFsx 71y
PDE5 SAAR &8z WAoAA A&E7]F5o] BaEglet, 4AzE o W77k A48 749 SA] QAR Ed(medical
assistance)s 7 2 FAolA Yok ik, A&GW7|Fo] A AREA] oW 57 22 &3 R9] 58] G
gAlo] zefd 4= ek,
S7g0] diata oz 7%l Sz d(angulation), W Ad-f5(cavernosal fibrosis) E= Ho|Z2YH(Peyronies
disease) = 54744FY] 4%lo] d 27& 7Hl SHHAAEI (sickle cell anemia), TPAIE4E(multiple
myeloma) Fi= W) A= o] RS AlF8] Fofstofof gt

9) CYP3A4 L&A FE= Sxn|et e
732l CYP3A4 FF=A|(el; 2Bui)E A7) 58521 k] 79- o] oke] B8 Foi & mjsfof g},
732l CYP3A4 AAA (o] AETUE = HEUR|2)E Fof 591 3] 74$- o] ok B8 Foi & mjsfop sict,
35w CYP3A49} CYP2C9 ofF AAA (el E23UE, ofu]| rk&)¢} o] oko] B8 Fof= asfof gl
10) CH2 PDE5 SAMKQte| B2 E04
Ejcteldy} o2 PDES QAIA] Ei= o 27|57 2524 B-8-2] oA U i A7 A] ok, ShajolA olzfet ojekEt
o] kG S| EH-8517] ek dejFo]of gt
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chere] 4R Aol thet 94 A7k glom e, ofeiat ol of ofe] ARG WA gkt
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girfetd e AdA Y Y A 2T 4 9l A Y EAS 21 Q. $5 FULAREERGY, AdnT
AEAIFAEL 22 E4 7|AATA B oPYA] AL FAp) ol d3EY &
A3 efsfof shct,
U AHAE B-45R= gk S efrtetd BE Rols AR S S AEYS 29T ok Qlck, 1 uE o] ot
EARRALS] g Fof= AR oh=tt
A DUE Alg9] o]57H F7toll AR AR (n=4)2 Hl5iudet o A& FHo| gl 654 o4 SrlollA o] o] A=
A 1Y oldo] BuFHGH 474 F 27L& AR F FEHAL, 2 270 o2 oA (MR A
WS AP ZZEZ| u} Al2)) 9 HIE)R Qls) A= FHBCE

12) "l Xz
o] of 2ol 5 ARG B A|9 AFo] A5 WUETs|of Stk A o & fofulgh Ao AR} whAYEh U9 sfekslal(e]: o]
oko] o = 74 A, o] of Rol Frto] WagE gelsy] 1%t Hrke AAleitt
T BEI A AR dEnd@eld deidl Q4 Aujolrt, e 484 ZFAERA) H ARH(] ok B85
FAjollA] Ba)ofla] A geFolct, o ok YAAFOIA Tx FE/AHY AR HAES B dixd ¥ olF B/
ghltol A 242} 20.6% H 17.3%Act, uRAEERe] $JoF gz ol B WEE upAlElEt 10 mgwollAl 21.9%,
Skl A 20. 5% AT
714 F4A 7] ool = A= ERA AR A2 & AlZke Aol AR WA $ldo] 53] & 4 Aok, A 715 oo
olet H|uEY Fhato]l ot upAlElEE At Atof|A] lokto] uis] npAlElEkto A AlZket Ao} ARE o Fo| AHEFoH,
AN ofstE Qlgt A TRt 7t o] WOk, uhAlEIRE RS AlRReE 2] H 5 o|ujof] BhAYSE K Wl A9 A FO] AllE AT
BaEglon] A= oAl S F3H SAU vt A AR Qlel gl¢lo] Hagct,

13) 21 2 7IAARES 0] 0|l= 23
of o] A Ei 7)AEA felol nAL el o ARE 4 slolet. Tl Ehe] Qb ol (RE %
AL o] A B 7ARA o] Rk v 5 olh B gAolt 7|AZA Ae] gle] o] o] 0@ kg 3H=A|
QUAl3} Slofo st

6. 4%

o] oFo2 AAF R/ d T At e it nHAEET} BlrteRd o] delxl A0l 7]xsto] o] ko] olzjat i R 1He]

OFETH AT ARG AV A| okt

o] ofe upAEIRk} BlrtebS obetne 7h ARt WiE Ao AE-S udsof gt A AR AEe 229 7R

Hroes gk,

ahEs
1) AHI2| AR

@ wpAJEIEhE 25 CYP3A40] 2fel] tiAkE|o] SATAAIE FAJsk, 29 CYP2C8, CYP2C9, CYP2C197} o]o] 7]ofgtet,

@ upAElE} 4 dARARE CYP o gt oAU Rz E3p7) glck,

@ YA O [FOJt Frof|A] upAlelEt 2l 1 XA th oFE A dA(P-gp, MDR-1)ou theoke ¥ 54 4=
FEAMATEL 2 MATE2-K) 59 AL okt wpAJRIRkS: P-gp, MDR-19] 7]Ho] o}, V& os fofgl
Lol A mRAlElEk} S AR 4] S0l 424 Ze]RE = (OATP1B1T OATP1B3)S] oiAIAL} 7] o] of e},

@ or FO3t FrollA whAEE} 24 tiAAlE 1F EEARY a5 B9 Sl oA (o] Bile salt export
pump(BSEP), Sodium dependent taurocholate co—transporting polypeptide(NTCP) )2} A 2R8-514] o=t}

2) ALY AR

OouHd - wATERRS 1Y 135] 10mgo2 HHERod 9 il 25mg @8} Al S—warfarin(CYP2C9 71%) T
R-warfarin(CYP3A4 7]4)9] =20l 3k AR giotet, nAISS ofutio] INR7tel tht oFelshd avfol ks
] R|A] ke, wpAEIRR 2] AR O] OFE TR Sfutel of fRke WhA] gl

@AGUE - AguE 20mg & 1Y 332 vpAlElE 10mg 19 13]9F B8 FoIgh 39 A E A AgpEe] w22
15%717] Z713ck, Aduge CYP3A49] 7|12 A nfAlElgre] ekgstol= o] gl Bh | npA|Eler 8 thabale] s
15% #2AZITt, ol2jgh Mdh= dAor fofotA] ot HeWudY SE O R g fJof-thx YA
Al g FofA] mRARIERS] QP - Rl S EISIT

@ 73t CYP3A4 AR« ZFEst CYP3A4AIAIR] ARIUES MY 400mg Fofdhs E3t, MAIEIERY] 28 oF 2
S7¥ooict, npAjRige] 4 diAAS] mE 26%7H4] FAastgitt, uhAEIERS: et CYP3A4YAIA (A, o]EetaiuE,
ARFUE, He|3uE, SHeaguioldl, viohtE, elEUH|2 AU 2)9 -8 Fo] A] 3205 7|00k gttt

@ 5= CYP3A49}F CYP2CY of5-2lAIAl « Aejata] 79t oF53HPBPK) e Fol 715te] $5:29 CYP3A49t CYP2CY
OlFAAAI EFAUEE 1Y 400mg FoIok= FF HARIENS] 122 oF 3 87 4 Ol F7F8 4= Qlet, Tyt mpAEIERe)
2 dAAY =22 YAHoR fo3t Wskrt giglth, THEES S5 ECYP3A4LE CYP2CY olFAAA (el
EFIAUZL, o] 2rkR)9} B8 Fo] Al 345 7|Folof gt
EQF pARIERS S50 CYP3A4 AAIAIC], AIZREEAM], Aolgasxl dejopdl | ofeAgntolal  Hizkuhd) 9
5529 CYP2C9 Al ml =i, T]u|gh)et -8 Fof Alolle 2015 7] Zoof g},

GAllZEAETA 1 CYP3A4SH OATP o] AR AlZ2AEY AS 19 23] 100mge2 o] o} e Fold A¢
AR} 2] thARA ] S/ o]l A O ot AR daRs nlX|A] oottt

© ZHACYP3AL §5A] : 7323 CYP3A4 A &4 Al vARIRke] o] Fagt 4= Qlet, 7323t CYP3A4 f&Al (e,
2lgulAl, St. John's wort, ZHEHMIAII, YRS} of oFe] W-g-2 Fajof sitt, 2|HT]4ls MY 600mg o o] ot
B8 o] Al HPARIES] g lego] T9%71A] 4ol oLt &4 tiAA Y] Zoll= kel Igict.

@2 goloF | T a2 m]QJokel| tigt £ oRE— ks Ao ARE Aol =] A] QRokAut, mpAlElEkS: AlvubE e T2
CYP3A4 7149] ezl kS vlA|A] gofet, 18R 5224 w|QJore] auks AekA] ohg AR ot

® et A A (BCRP) 714 OFE © npAEIE 10mg S 1Y 13] B83191& 1], o] k2 Z1AIAIQl 24HEAEE] 10mg 2
2 QA 1mg®] o5l ks 4] Atet,

ehefel
1) EICt2FEo]l chst T2 AES2] &g

@ Ejtietd e F2 CYP3A49] oJate] tialdnh. CYP3A49] A4l AsfA}l AEIUYE(1Y 200mg) EfcfhE
FoAl9] AUC, Cmax gkl BI3], Elctel2(10mg)2] AUCE 281, CmaxE 15 % S7HIFHIL, AEIUE(1Y 400mg)>
efteRE (20mg)9] AUCE 481, CmaxE 22 % 57},

@ CYP3A4, CYP2C9, CYP2C19, CYP2D6& A5l protease inhibitor¢l SIEUYHIZ(1Y 23] 200mg Fol)e=
Cmax®] Hglglo] et} 8 (20mg)e] AUCE 28 S7HAIAT

@ Eo]Z9l AlaAgo] ALE A= U9A|TE saquinavir 52 T protease inhibitors, 183l erythromycin,
clarithromycin, itraconazole ¥ grapefruit juice®} 2 th2 CYP3A4 inhibitors® EfttebEe] % 525 S71A12
Ao o= B FoJsto] H-g- Fole|ojof gt} 11 ATfRA] 43)0f| GAZH oGO WA= S7RE 4= Qlet,

@ CYP3A4 F=&49l 28T A rifampicin)E, Bittebd d=5RoAl(10mg 839 AUC ol Blel, ertede] AUCE
88% HaAlFit, ol= BltteRE Y] A5-S HAaAld 4 AN, T3 A AR gl
¥i-vt2H[E(phenobarbital), HUES(phenytoin) ¥ 7}2HlupA|H (carbamazepine)® 20| th2 CYP3A4
FeEATRe] Bg Fo oA Birlebl o] I s A 4 A o 4= Sit

® erhehgo] 2 (disposition)ollA] =5k transporters)®] 4l U p-glycoprotein}> A QA gt wheba],
462 transporters) 9] Alafol] 2Jgt AFEAE 28 754 Qlet,

® o] oFt AHA| (ARt I/ 4431 E) o] W8 FolA] o] oFe] kZ(AUC)ll= H3} §lo] o oF] F4=go] s
a9l

2) CIZ =50l Cist ElC2fEe| &

@ YAEAA | Bttt (5mg, 10mgTt 20mg) AAkd (nitrates)o] BYASE 2H-2 F7HA7 1 A2 VeIt wbA] |
olujgt Fefo] 7] Aitd(organic nitrate) AAE A714 W/EE A 0R B8k flofAl= o] of9] Foj7t
w71oleH2. The Bt FolshA] U A F x]. AE Axpol mEH | 15079 2} efrtebES miY 20mgd 7Y
BeF Folskal 0.4mg nitroglycerin AoHEE thyst Azt o] Folalgls uf, o]efah AFTARE-E 24417F ol A&E|QlaL
erietd s vpAete g Fofd & AgAITEe] AkE W ©f o YEhbAl AgtTh, wEbA, o] o& Fol(erietd
2.5mg-20mg)3 TP} Aol AAS k= Aol Asto] Aatelol Fofrt oJetAog WHEA] Fagh Aol o] ok
upA|eko 2 Fofoh § 2|Agt 48A7k0] A Fojof ZAMYQ] FolE aredh 4= Qlr}, et AdstellA] AR Fofd i
A o ok BUE Y (haemodynamic monitoring) ¥ T 2AL] AIAITH 7155 0] St ojof it

@ efrfeREe CYP450 isoformsell 2ate] thitel= o9 HFa-(clearance)s YFHOE F2siAl AsfetAt =gt
Aoz dAtEA] o=t YAE A} Elreldo] CYP3A4, CYP1A2, CYP2D6, CYP2EL, CYP2C9 @ CYP2C19S
Z3I8H= CYP450 isoformsS AsaHAL fEatA] Sh=rh= Zlo] ZRI=|Sct,

® Bl (10mg, 20mg)e S-2fkel E= R-2H(CYP2CY 714)of| gt =&(AUQ) QlolA YAFA oz o3t 28-S
UeRA] ioton]  ElttetE e ehubel(warfarin)oll 9J8l el ZR2EFH AlZHprothrombin time)2] HEole @k
] 2|2 ettt

@ e (10mg, 20mg)2 ofAlEA A  acetyl salicylic acid)oll 23t &8 Al7HS Z7HA171A] ket

® A s AFolA srtetdoe] FEGAY BGAS A& FVAZE el dste] AT
ZAasE2AE A (amlodipine), AALEA AHEA(ACE) AoiAl(enalapril), He-ot=ddadd =84
At Al(metoprolol), ZoFAA olkA|(bendrofluazide), SHAILEA 1T 484 AHA|(CheFet S 9 85 % E=
AoFAA| o]k (thiazides), ZeiaZAHA|, HER-AFEHA| | W/ E= dup-AdA|2te] B8)E E3sto], 4 g UAlTo]
S| olet, EFFERE (20mg Beo] A-8-5 Q| LEA 1T 484 AFHA] 9 amlodipined] tgt S5 A9lgt 10mg)- ©]
AGO] olwfgt OFETE QYA O [t AT ARgo] Tt

© o dere] AldollA EfttERd 20mgs FAES) ARA 4FFTIAL} T e Fofate] dteioint, o] et
ABAE Folgh oA ambulatory blood pressure?] Wak= Yxd Jwol o] Q= A0R vepdtt, ]9}
THste], Fofxdo] 2 7| U= oA, HIE ol2fgt gt o] Sl AFY S welo] A=
WUARE L a7h o Zioh, dgzde] A HAL Gl SAtlME Bttt Aglal A7 AlelA vehte At
lssoiet,

@ 18} oMl(antihypertensive medications)& H-83k= 2504, Btkebd 20mgo] EoF H4aE 9o 4= glen,
OIF(YTpA A= A, ofef 2hx) YUubEoR Fax] gron QAFH R [oJela] g Ao R LA A 34 A
Apa o] B4 Ant, Fade oOAlE o] ot WES AT FArELL oA glo] o] kg B3 SR 7hof| okl
Zol7b qloich, 2eiu, Fadet OAE HEsle A U9 Ha Tl welA SAEClA AT A
A (appropriate clinical advice)E dtoof g},

® Yul(1)-adrenergic receptor blocker?l SALZAI(1Y 4mg E= 8mg)¥} et (5mg 19 1314H E= 20mg
H3Fol)S Haet SrtollA] FARRAIS] AeE a7t fogt =R SR o] Ak Fo 12 AZA] 435
vehgom 718E a3k F4to] vheba 4= Qlrt, webd | efrtebda) SARRAITE 8- U] ohett,

© T Qo] A7et AYAE dioR g AT A dtolA, B (10mg, 20mg)¥ YFFAl(alfuzosin) F-2
Aez)el doH(1A)-adrenergic receptor Al BAZAl(tamsulosin)®] B4 FojA| YAA R Folgt sy}
HAER] okokeh, Tefut, dut AR 25l Gl Ak 9 58] g Ae] = Bk ANAl 95 7]olof gt}
g MO R A M o8 2w ofof gt

O YL FE(FA H EF 5= 0.08%)7t Betebd(10mg Ei= 20mg) 9] B8 Fofo]l sl Fakata] oloiet, ®3h, Ya&S

8 Folgh & 3A17HAel| efrtebd w0 Mabrt uretbA] efgtet,
UL T FRIE 23} o7 |ffet GRS ot ThAlsL Yt Fof & 2ARWIRA] $A1E 4] Oe) 07 FofE|Qlrt,
EfttebE (20mg)t -5 9| Foloks 749 BlrfehE 11889] Uat&(0.7g/kg = 80kg ‘@Al 40% U2 EH
oF 180ml)ell oJsto] etz Bt BUUAE S7HI7IA EoAt, Ui Sjoll= Al9ld @715 7194 Aol
T, gt 285 d3&(0.6g/kg)Tt Folal wf, AT TATA] P A/G2 Yig GEOR
FoJaloS mieh FARE Bl 2 Yepdt), QA7 tieh &) 282 et (10mg)oll 2lato] F71=A] ottt

@ Elt}2ae ethinylestradiol®] AT AAol&E(bioavailability)S S7H171E A2 eyt gAHE0l Fa4e
EZAISIAT terbutaline®] 7 Fof Al §ARE 5717F el 42t et

® A oFz]el Stof|A Elttel 10mg2 Bl H 3 (theophylline(a non—selective phosphodiesterase inhibitor))¥ ¢
FoARE of ofFEatd Adakgo] giglet, Fgh oFelsha A-8-2 oFo| Aluk(3.5 bpm) 7SI & AtolA o] A8
F00HA] L QAR FAE AT, olefdt eSS W8 T ol olelet 28-S efstofof gt

® P FAETH] Fol Al Fa A A7F 43w A] okt

7. 4%, #75, 7MY € Eis
1) 25 2 7RI
QAL Fof o] oF AMgo] thgt ApR= §lct, o] AR wRAJHIERS: AMSSl B ATA BlE 7P 0= QlEl] YAl FolAY
A= aiet 9IS AMESEA] ok 14l 7RsAde] Sl o AdollA] ARgslAl = <t it
OFE Al 71570 Sz o ollAl Tl A9, AATSHA] QokS-2 Bijleliof lat, ] elof et Adet s AlFeljof sk,
Al st gjQlo] aiE|ojof gt} o ok FETE & 19 Ft YAls|Al= oF Hrk, AAlS Z710f TA|EH] Sf5te | o] ekS
Folohz Feh ud JAEAE AN AE AR o] oR wpAHIEHT} BjrtebE S EFSHRE 7 AEol A0 m¢] B AR E
arefafof gitt,
o] oko] 7 Adwtol] ofet YAl T A R= okt At

-

)

oAl
Ab o} eljobo] ApZo] $1dAdo] 7] wiiel HEHardYellA Al F7]olct, npAEIEre] QIR Fojof digt AR AlgHAolt,
Abholl TRk A4 1% oF2] LA kTt SEAIRCIA 27180 HALE|et, mhAlEIghe: Folih= of o)Al = niA|EIRHo]
efoto]] L = A2 dejof glrt, wpARIER QA Fofl FofaAE ot Hrt,
HRATRIERS: 1Al 7R530] Sl ool ol -, AlskA] ekoka-s Selafiof shaz, m|lel] gt A gt 22 sfigeolof sk,
W-Eukst T Qfjo] fsiE]ofof g}, mpARIERS FTst & 19 53k lAlel|Al= ok Hrt, ALE: 7] 787 Hsto], whAHIERS:
Fofoh= 53t e AAIHAL =)o Tt
chofetn
ol gt At Aol SHEL ke AE ARSSH SEARA 27194, uirksA Es ok S et
2) +RE
ARgrollA] o] ofo] R o Ej=A] off= A §IA| vt whAldIRt} Blriebd A AR Aol 712l 4 & o] Ok
Folafi= g Ht,
avh e
ARgrell Al upAJEIge] HG2 o] El=A] of = G R|A] oottt HEONA = 42F- F npARIRt} 2] thAAI7E G o] =it
AL Bz ofolof thgh 1FE w4 ik, mRARIERS Fofih= 59t = F7]0ld
achfel
HES tpfoR 3 SEAIFA Eted 9/ E= T diAAE ks Skl 8%
FEORE EHE it
3) Eis
ARS] eEsoll thgt of oko] ke WrhE|x] Ittt o] o2 ubAJEigkt EfrtepE S Aekslu R 7k ARo|A 9] SHlE
ARE 1sjof gt
avh et
A FEolA uhAEEE AR T 08k Al 915 o] WEE AR 233 dEER 84 APAE ELsl=
SAEAN AN A A7t QI opAJRIERS: T2 e dlR] =8 2} ni kA & G o] ) Aol Bl
ul 4= Qlek (14, 271 gt AR 4) 3=2)
EEEE
AU AEA =458 (fertility)Q] Fol7h $oict, Elttetd s 6~ 1270€7t MY 25mg/kg/L(20mge] T3] §3S Folgh
QA A T LeZw T XAl JUiE Wi B[] 3.7~ 18.6] At 27)) U 1 o] §F 0= ol Folghs wf | U FHof|A]
4218 (spermatogenesis)?] g 7HA 2= AT (seminiferous tubular epithelium)2] B8 (regression)o] A%
eftetdo] P94 (spermatogenesis)ll tiet AAIZQ HFE B71s17] sl £ k2 10megd 674 7F WY E4siAut
20mge 217t 67119 = 9717t mi Y E83h M EollA 871K Rl AAIE I o] & 2719] Atol Al ElrtelE of 2w et
TSt A B glo] Hole AR 2Ate} wE| A4t WEESIY, A7 54, 38, dEASIER(follicle
stimulating hormone)?] THE HEE2] Wish= W] ooket, (14, FR71E i3t AE 4) F=x)

8. 2010 Chst £of

18A] w[Eke] srofofl A of ofe] QhAd Bl fra/de S EA] Attt

9. 1EX}of et =0

654 olge] eijol A g 242 BastA| et wEw LAY SRS TR oF o] oFe) PAIRIoNA 65M] o o] ks of
20%5ct. At BlargAte] A 9 e o) Aol HolA] okgitt,

10. AlZhof Ekxjoil chst £of

4% WA 555 Algol] 2kxjel] gk ol 1841 o] Aol oigh 84185k ul2rt,

55 Aol i} 9l FAZR | gk of ofS] QA ol FHL girt, Brtehd Y S Al SRlollA F7IslaL, B4 F3t
342 3717} 0|17 Qhch, Wb | 5% Aol 82 A BRjo] ] of ofe] Soli ARE|A) oer.

11. ZFZol EHXjoll st &

o] 22 MELD(Model for End—Stage Liver Disease score) 219 2 A 2|el= 55 7Hdo)] gkxjo] dfal] A71%] 2] $c,

N ARo] gt SA-toll A mRATRIENEA AR w22 4, $55%, 5 1Pl #HChild-Pugh Class A, B € C)ollA
242} 21%(20%), 34%(25%), R 6%(25%) A4S0, o[t this VA o= fouleh A0 THER] ghert, Efrietd
10mgS ATEeIAS ] e 3% 5% 780l ERHChild-Pugh Class A @ B)ollAd 2713} Ao, Elcteld
10mg o] Gkl tigh 7ol &2} QA uk= gict.

12. ZIZE0AQ] XX|

AFtollAf o] eke] FheF Fof ZF2 gict, o] of npAleigty Bjrjebd S agkeln g 7} ARt dE TR o] S
gtk o] ofg Mg Foldh A9 Fagh B 2AE Fjeljof dit, 7 A& Azo] 7|Zste] FAES a7t 9l 7Fs Aol Wt
nupA|ElE

AR Z7<10NIA T8 0= 2o 600mg7HA] Fol=|qict, AR 5, &, FFoo] T, BekRo] A, Had
w2t 3R 2 Qo] e E|ofof Fitt, upAJEIEr] & T ATHE uiol £ Al Yk,

s Ejr}ely

2783 g2l Al HaL 500mg7HA| o] §7:& 13] Folgh Ho| 9lar, B0l 232 100mg7IA|9] 19 Folke ofe] ¥ Folgh
Zo] Qltt. o] AR A gaFol A A At fAkeoict

FFRojo] HQol= LaA] F& HZ2W(standard supportive measures)S At FAEAL glteld wjdof 79|
G wAA ket

HEsmol vlg) of 2,41 &2 FEE

13. B2t 3 RS FoME

1) ofglo]9] izl HA] Qa1 o] BA] Oh= Stof| Hkghc),

2) THE 8710l Hito] Wiz 213 ARl olo] HAL FARA A BigHAokA] ot ol o3t

14, M2IE st HE

1) L2|EE
o] ok ol Elg4=83] Z43A (Endothelin(ET) receptor antagonist, ERA)QI upAlElErm} EAEC] o AE2HA|
5414 (Phosphodiesterase 5 inhibitor, PDE51)Q] Bt} S Z3tsh= 1483 23tAo|ct,
dzd(Endothelin, ET)-1 ¥ d=dd #=8A(ETA, ETB= 5, A05, o4, Hd € 9% 58 virhsict.
HEW T 2 A 270N 94 BT AL AR 28E 1, Fa(d) 9 7]3 4do] tojelt,
ORAJEIERS ET-10] Aeg?] 48A(ETA 2 ETB)o| Zske A& AAlsks dlegl 4284 43| (endothelin receptor
antagonist, ERA)oIct, mRATRIERS Q17 w5 m Fet AlzofA] el g0 gt =2 W3zt 2454 284S
Helct, A €] AlgdolA] npAleigte] ikl el =80l ool wRAlEIE WA ofr] oF 20%9] & 2= AoR
4t
Ejti2hES cyclic guanosine monophosphate(cGMP)9] £3lE ©ddh= 542 phosphodiesterase type 5(PDE5)O]
gt Zrestar AeA]l ARAolct, HeBuE Tt oA AANO)2 WE Aot W T2 QIgt HlsHEet e
cGMP &% 7+4et #-o] Qltt, PDESE HEHA A A 2ol ~eepAlolet, efrfaldol oJgt PDE5] Asle=
cGMP 555 Z7HA H83 e 429 o]t #& 3 Hpulmonary vascular bed) o] 38k 9o 71}

2) USEIH EY
o] oF 10/20mg A EIE EfrtepE) e 27kt Adele tio R o T3] Fof Hlu kst AlofA] upAlElEt 10mg ¥ el
20mg 7+ 149] B8 Folof A o= F53l3rt,
o] oF 10/40mg(HA[EIE EfteR) 2 770et Aole: tidoR o o3 ol Hluekssh Aol npAJElE 10mg 2 Efcteld
40mg(20mg 2%4)2] #-& Folet ETH 02 55313t
o] oF 10/40mg& 773t AIolAl A AlAfel A Fofstgls of npAEIERY] R gl o] WREA] ook,
EftkERd o] AUCE iskA] gttt Elkehde] Cmaxe AAM ARt 9] Bofalohs o 45% S7ketsiou, ddosr
Folgt 20] Hizh= of itk o] oF 10/20mgell Wiet SA1E B B7lelA ARl A oR fofgt Alol= WEEA|
okt

3) AR
HEHLEY FAolA] o] ok fa/4e 18799 HEHLIY(WHO FC I1-111) g o= gt v=i7h, op7]3
olewrbd, A4, TS, EA-thxdt, A AIFINCT03904693 (A DUE)IOA AFEILE, o] AJEL o] k]
a9 RS A7 @A & npAEE B Ehebebd 3 v wste g AAE I, HE WA (PVR)O] F&
240 dyn - s/cm’?] 37} o] eK(n=108), WAEIEF 10 mg HUAI(n=35) E= Bl 40 mg TUA(n=44) 1Y 13] Foo]
SR w A=l
olFw/hd A= 7IRE 8 A2 E e = A5 o] IAUHG2.7%) ERA(1T.2%) T4 PDE5I(30. 1%)% 228t
AEol Adek. TEH @Ae EUAY deWE(50.5%), A4 dAeWHaEG(4.8%), AF2AAE A
HEWIEN(34.9%) F= AR APFAR W A5 BIEUE.2%7F ATk, A= Bak 50,241 (1S 18-80)%AaL 2ate]
20.4%= 65M o, 22.0%=H4d, 61.8%= H2lo|qlct, 55 A #419] 51.1%7 WHO FC I3 48.9%7F WHO FC
IIISAct,
Hlo]AeilollA PDESI A& 882 Folihz] o2 il 152 24 717t 53 vpAIE 10mg 2 Bl 20mgs Foiiglet,
AEe] 12} B7pHGE wo]AeRIoREE 16 = & /Hd e DAl o=l PVRY] Wstgleh. 6% 23 AZ(MWD)=
o] Aetel ] 165714 o MK S 20 22} H7FHSSIct,
Qalst
o] oF x| npAlele ju] PVRO] 29% 743 2 U= 0.71(95% CL 0.61, 0,82, p<0.0001)9] &3e Bgow
Elctel diu] PVRO] 98% 74t 24 Uehi: 0.72(95% CL 0.64, 0.80, pc0.0001)¢] ATE Holn] EAHOR ujo
Fofela QAo ofu] Q= AukE Wit (G 2).

H 2 M165 AIE0IA PVRE| Hlo|AZIR! ChH| B3}

X2 70| SUALE APHO] X2 Z&0] AL AR
ERAZ X|2EI2 Z2 PDE5GIZ x|2He 72
OfA[EIEE (n=35) 0] 2 (n=70) Elctztz (n=44) 0] 2F (n=86)

o] Ael Bt 815.9 834.3 802.1 884.7
(FEHA (401.2) (630.9) (552.0) (640.3)
165 Al-ellA 9] 74 (dynes -162 -371 -181 -385
*sec /em®) Wt (EZHA}) (240) (429) (237.5) (396)
718k HH (165 w01 ~2k0) 0.77 0.55 0.78 0.56
A& 5} v -29% -28%
(95% CL*) (-39%, —18%) (—36%, —20%)
¥ p-#t 0.0001 0.0001

*CL: Confidence limit



PVRol o] €12, 4, Q1% 2] 1o 9 wlol<2}] WHO FC ¥ 39120l o ofe] $EAE Al et 3t A=
7o) 171} ol loll ERA = PDESiol -2 o4 235l mab Qabaolelet,
*5 59

5 may7Ao] ol mhAldIE 9 hekeb o) 4314 S717} wslolt

3167 A0l 65 28 7{2)(6MWD)2] #o|Aalol e st

X2 ZEO0| SHLE AFEo] X2 ZE0| SAHLE AFEo
ERAZ X|2HIS Z2 PDE5IZ |24 A2
OfA[EIEH (n=35) 0] 2 (n=70) EtCt2k (n=44) 0] 2f (n=86)

wo] Azl Hat 347.2 354.3 361.8 351.0
(F&8D (88.82) (103.49) (70.44) (98.85)
165 Aol A] wjo]A2k]l tjH] 38.5 52.9 15.9 43 4
WsH(m) HoH(EEHA (70.4) (88.2) (45.0) (78.0)
A& a3k gt 16.0 25.4
(95% CL*) (-17.0, 49.1) (-0.93, 51.6)
%% p-#t 0.3802 0.0591

*CL: Confidence limit
4) S AR
s A EIg
O 7HE IO gk AJglofA] AR gt B] 57} Q1A lEo] 174 S3olA] AR 4 ~ 395 & TAFIt £ S 1A 2
QPR AR Qlel] o] A7 QI7kat o] Qlrkar TR ] o=t
QA =E9] 12 ~ 1168 eEH vk HE D jollA] 42805 7] AlgelAl= 7k o4 Azdo] UreRA] Qioket,
@ %54 2 ek
TRAJRIERS S ol et 29 AR (EFEAWe] GaAoVY, AR FAEAdS TEEA] ool
2 59 WA Wb Al At ok ukeof| tiaf QA mEo] 75u) I 140819] ol WA WAEA| ekolet (AUC
710) 3k Qb= HEOA 747t 8 3ul E 42u9] ol = mRR7FA] it
@ A =4 9 Fels
QA 2] Z7F Tl 1 238) o) leZE HE W Ajof| thgh 7] =4 AFollA 7HE gk gto] | Qlt, 2353t Fof
T, QA =20 44 leEE HEOA ek So] Uyttt wpARIERE QIA| lmE0] 717} 19 ~ 44H] H 99| mZofAf A
F= YA 5ol FR AR G A AEOIA ARG, L5 D Fefoll PR n|AA] ottt upeLof A Fol &
2QA7NA] 313k A7o] PR A] et
HRARIERE: HE AJG] -gafollA] E7]9F HECA 2713/0] QIGlet, & FollA AEa ¥ story §3 o] Vet
A S715E =371 A7 HE| djgh npAldg Fol= HAE Q1A 2o Sulf WS A A4 A A 9l 2] A4
5 &4 28kt
AT 4 ~ 1149717 7] HEY] AR QA &9 7ol eZollA A 74 2 13k Y58 zefslgleh. teled J3
HE7] oforet
el
EfttelE S 1,000mg/kg/ G714 BoAgh SHEL nRe-Aox] H7|gA(teratogenicity), HiAREAd(embryotoxicity) E&
Elol=A (fetotoxicity)2] 717t Ygict, HEL] AP W AYF vkg A-H(pre— and postnatal developmental study)elAl, no
observed effect dose”} 30mg/kg/golct. U4l HEA o] GiFol|A9] calculated free druge] thdt AUC7} 20mg
Bof|A] el AUCY] oF 18u] it}
U= HEA g5 (fertility)2] o7t Iich. EctelES 6~12 WY 7+ Wld 25mg/kg/d L 11 olAFe] S0 sfof
Folgis o Pl Aol ArE A Q] A4S 7hH 0= AT (seminiferous tubular epithelium)] Ego] 191},
(ZHEr])
10/202] 154 78/ H7/PTPEA x 1)
107408223 3074 /437H10%/PTPE4 x 3)
[(Zzer]
71987], A&(1-30°C) B3

gul
2~
B

[etAL A, il QAL 2 4E S0

" 2 OOfE2 Q23 BARRIS Tat MBULICH T A7 IRt EE RE7[%10] X
i) 220 OF7RRL, OFAHICINE Tiofx} &l OlofE HHRIXIS S5i0) metelof SRILIC

n ABJRPHE2IILL SN SRl OlofE(UD PTPEA ORiE)2 2851 & 1f OIfES TN UK 8hn 285iiL,
QU T A2US S| SRHORM A I &4 50| O S5 2247} 0L FOFHINS

o

OlOIES 021019 20f ZX| o4 HEBHIAIR, RE718H E AB7IRI0] Kt HES AZ3HA| DRIAIS.
HESAE 42 . HEIAE B A
1

S22 HfeiA| AEE ol fFE T2 (16446223, 14-3330)0fl & 4= UAELICH

0] MM ZHYURK2025\H 83 72)0|F HAE LIS St=2oMdl E0{0IX] (https://innovativemedicine.jnj.com/korea)
EE= AlZEolot
s T

E L

= T3}02-2094-4500011A Q15K 4~ QELICE,
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