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1) In vitro °F&E THALF AFolA FEFZEIZ S AFRe] CYP3A40l o8] thAE LS
o2 CYP3A4 JAAIE Fo T A odA FeEIZHEEY EF =71 71
ATH wEA ZFEHS CYP3A4 JAAE Tt Ho R E83l= A olA FERHE
g 54T g Fodlof g}

2) FEI=HPEE AR $AGEH ¥4 wERET 258 © =2 1000ng/mL %
oA AFEe] F2 CYP450 5F &4 (CYP1A2, CYP2A6, CYP2E1, CYP2CS, CYP2C9,
CYP2C19, CYP2B6, CYP2D6)°] 7] &ol T3t in vitro ALE JA|ekA] &F3kth =3
FEF2H Y == N9 A=A in vivo Al@olA CYP P450 FFHEARA CYPLA,
CYP2B, CYP3AE #F=3FA] &34ttt

3) Z Ad ZEA - 24 YAAE A5 FHEH(PK) B4 A CYP3A4 FA|
Al Wt} A(-37%, n = 6)F DE O} (-44%, n = 5)2 HEFEY P& uf FelxH
g o FEods AU ERIFEAT R E CYP3A4 JAAZF obd ZE Ad
AGAR] dZHAH+7%, n = 43 FEI2HIEE HEEAGY S w FelxEH g =9

ez ZHae BEEHA FouTh

2
s grast olo] }E w=EY bt FezHese] We A (@FEFe] Av
1098 Ao 671Uzt BAA FAF v Yrh)o 3| YA °
2 BuEA gon® g3 2yl AFHA gt

4 a-ol=d g oA APF AU

of=FutE, AMrxeIE T HUEJS dASAY ol Y s3hEc] FEb-
HE =S tAsA = St

6) otutel : 23] AR v PA el Al FEL2E = 05mg/days 35 &<t ohutd
I BEFAE W 5 Ex R-oE o)A FAYH oFEste MIHAIA &

[¢]
3l prothrombin time®l] W3t <}utdle] &35 WHSIA| 712 XUt
32l 209 A4 FAPAANA FEF2E Y E 05mg/dayS 35 B T4l
3 FAGH oFsS WMIATIA FUT
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9) 71} ¥E&aY : 5483 42 FEEY 3G AP HAAEA Zgoy 34

AFA oA FEt2HFES Fouwre mPAe] o 90%7} THE kS B3t 9]
‘ FTA PR, A QA AF FA(ACE) oA

ol=Ad FHF FE(NSAIDs), phosphodiesterase Type V AAA] W FA=EA FA
Aet HEFANS W FerzEg =] BEFod 7|Qdd ddHer Fo4
+ B F5AeL AT

O ezt

1) etebdel g & =59 #&

@O g2 F2 CYP3A40] ofste] thabdth CYP3A49] ezl AsiAQl A
EFUE(1Y 200mg)S Btietd @EFoqfAe] AUC, Cmax #oll Hlsl, Btehetd
(10mg)e] AUCE 2", CmaxE 15% S7MNFHAL, AEIUZ(1Y 400mg)> Efthet
I (20mg)2] AUCE 44, Cmaxs 22% S7HAF .

@ CYP3A4, CYP2C9, CYP2C19, CYP2D6= A3l3l= protease inhibitor<!
ritonavir(19 23] 200mg F)= Cmax® ¥ glo] BoetE(20mg)e] AUCE 2H]
S7HAF .

@ EoldQl dzAgo] AFHAE FUAT, saquinavir T TE  protease
inhibitors, 18]l erythromycin, clarithromycin, itraconazole % grapefruit juice%}
22 BE CYP3A4 inhibitorst= Eltetde] €4 #58 S7HAZE Zo= d4dH=
2 FYste] §E&F Hojof &ty T ANEA 43 o] AT o] FRkEY TANIE
7y F7vE 4 ATh

@ CYP3A4 =& 234l (rifampicin), ElthEtE @5 FJ A (10mg &3) 2
AUC kol ws), etthebde] AUCE 88% TAAATH ol eoatde] ase

2NZ F YA, 1 A ARE AR L) uﬂblﬂ]—EH]EL(phenobarbital

H Y E<l(phenytoin) ¥ 7}2#8}ulA| 3 (carbamazepine) ¥ o] ©-& CYP3A4

Ao HEFo JA grgtd o 84 w55 TFAaAE F Aes AT F 9)\

® Elgetgel R X (disposition)ol A FFA(transporters)2]  FE(dE =

p-glycoprotein)& & A A FUth. WA, FE A} (transporters)®] A& &3k ¢

EAS 28 IS5 AE 9t

® E}E]—E}—ﬂ»} ARA - (FAFE R Y 5/ A s TR )Y HEFA ErrEkE 9
=ZF(AUQ) & W3} glo] & WHs AU

=25 %%%01] 3t goiet ol zHg

AFAIFoll A, BohetE (5mg, 10mg¥ 20mg)S A4 (nitrates)d] d A8t 2h-&-

= S7/M7I= Aer yeiun. mEtx, oud FEe f7] #HAH(organic
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nitrate) A A= A7 H/Es P o g B8 dAolA= BluEbE o Fo
7F F271eltH1. A B 2. v SAelle FAEA @ A & Fxl dGAE A
of W29, 150%° A7t BoatE S oY 20mg® 79 FS TSl 04mg
nitroglycerin A3t S theFgt Atthel TR o, olH3 FEAE-2 2443
ol A&HUL BoEE < “PX]‘%QE FoARt 3 48A1%k0] Ayte o © o] u
E}LHA] mw}r)r uebA, Btetet3 & Foj(EthebE 2.5mg-20mg) st A7 Aol 9
de e AFol Ak é’&oé«l Fo7F ofstzlor WtEAl gk Agols B
tetd S “]'X]‘llg Fogh & AR 484]%F0] At Fojof AAHe] FoE W
HE = Aok 223 ZFeA dide FoAd dis FAET 9 954 RYE Y
(hemodynamic monitoring) ™ &7 &JALS] A4 ZF=o] FHlE ofof it

@ EtohEbd & CYP450 isoformsol]l &3t thAitE = &9 A A& (clearance)s ¥

A2 FostA ASAY S AoR dAEHA gdet YA 2 B
Ztdo] CYP3A4, CYP1A2, CYP2D6, CYP2El, CYP2C9 ¥ CYP2C198 X3t
CYP450 isoforms= A3 etAY FE31A] =t Zo] A=A

@ EBEbE(10mg, 20mg)e S-ofutd Ee R-9 I (CYP2CY 71d)e] did =
(AUQ)ell oA Aoz 793 A8e UehlA gtoen, gred e
(warfarin)oll 9J3] F=¥H ZZEER Al (prothrombin time)e] W3l = FFS |
A A AT

@ EBEHE(10mg, 20mg)> obAl © e d 4 (acetyl salicylic acid)oll &3+ = AIXE
= S7HAZIAl et

© &y AldolA Erretdo] dadstAle] ddAst A8e SR T
< ZAEIAT ZEFEAEA (amlodipine), A 2EIAl A FA(ACE) A 3iA
(enalapril), W|E}-o}= ]""3]/‘4 T84 ZA(metoprolol), X

(bendrofluazide), ¢HAILEIA 11 F=&a A (TS de) 2 &3, @5 == X

o}A A o] %Al (thiazides), TS ZXTHAl, HWEl-2TA, L/Es oA ebo] o

|2 25, F2 ATl AFHAH. B2 (20mg &Fo] AEH ¢
A ' Al T 84 AGA 2 amlodipined] g AFES ALg 10mg)> ©] A
9] 1%t FEAE JAH R [Fo3 FsEEo] g

ﬁ—\l

OE ddey AFddA EBreE 20mge FaES
Foste] AT o2 Faudyd ABAE FAST @AA  ambulatory
blood pressure®] W3l= dotxd Aol #do] = AR Ueigt. o9 #d
sto, dotxdo] AHA e SAdAE I vt ¥ ZAHME o3 EditA
7F iR gl A Adst S #E A= Fun). Edxdo] FH1 e
gt A= debararE A AR Abgel A UEu= A Bt

@ Fd3t A (antihypertensive medications)E W &3l= A0l A, EBohetE

o =

20mgo] ¥t fHAE dod ¢ glon, o|A(dAAEA = A9, ofef Hx) dut

B3A4 4FF7HA < A
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3}(1)-adrenergic receptor blocker?l HAFZAI(1Y 4mg =+ 8mg)d Eftheh

S

=
=

Feo.
o e 4 Ark. mekA, g

1€ 13 &9 X 20mg 93 Fof)= HE&I SA oA FAEA S A

2l (appropriate clinical advice)
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H 714
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=

(10mg,

=

3
140w zHH oo}

L

S
3AIZEA O El et

=

2]
(10mg E=+& 20mg) 2

=

HEatg ATolA, By
i

¢ 3}(1A)-adrenergic receptor AFTHA| <]
(0.7g/kg T 80kg WAolA 40% =

FoAH AT, BteEhE (20mg) 3 &

o

%9k,
%)

o)

o Hd €F 5= 0.08%)7} Elct}

o

3

FF 24 (alfuzosin) =2
3T

=
(tamsulosin) 2]

gy, &y AdA =

Joll &

(o]

]

A
.
& Fx(
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oF2 oAl Al 171014
HIYBAIE AV FErzEHE = wEE Aol FEH dA gololA Hstel=
2H2E2HEDHDY &3 s59 A= s o5 27 ddo] Asd +
olo o

elttetd  1,000mg/kg/ E7HA &
Hl 2} 43 (embryotoxicity) = Efjo
2) o] ¢k FRHFANA F7]olt.

FERRHE =0 AbR e B oA H A daiM e dExA F3drh RE=FE O
oz g FEAGAAM Boetd 9/Ee 1 gAAE HEke 5348 85 4
FEEC wE) oF 24 Wi £ TEE FE0E wHlEHAT. dal oGl B
F ARl diste d7d vk /g

8. Zxofell tigh &

o] oo 184 mRke] Zojo A ALLE 5 it 184 WRke] Zolo] thE <A
FE42 gdd H /g

9. AP Aol gt Foof

O FEZHFE

FA AP S g Al 71A °‘%Al§§°ﬂﬁ TEF2H B EE Fog 2,167 9
HgGA FoAl A 60%7F 654 o] FelAal 15%7F 754 oldeldtt. o€ I PRt} ¢
2 @A ApoloA bAAE EE 3*394 zkol 7} WA stk 7EF A
oM E DAL} 2 $AF holl W A Zol7t RaEA ettt

Et2HEES oI Ao AP Fort HAsRE

gich H@Ate] oF 17204 Fol 171€ ool PSAZEol

: 4 Fol= PsAgte]l o A A9 oF 50% A= M=

& 27\Fos AAsH U l:rE}iEﬂE]E% 341‘41 2d Fet <>=1ffL EHZMVM
].

3~6714 = PSA ,
2) T2 FX: A4 A, YF%n = 23)& FAYS we vlwste] FERA
g = 0.5mg/day(n = 26)= 5253t T3S o globulin 2% AT 2, estradiol,
A 4 TE2E X AT STE2F, thyroxine(free T4), dehydroepiandrosterone]
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FA7E AR Fo4d A WsHA LU 8F A F testosterone(97.1ng/dL,
p<0.003)3} 5254 234 A= E2E(TSH) (0.4mclU/mL, p<0.05) $=217} 9] <F3} n]
wste] FAHCE FYA A FUFIAT FEIAHEE FoAT WollA 27|HOE
Lt e testosteronev/] 745 8FA 17.9%, TSHE| A% 5257 12.4%
Atk AAF Alrptk 257 f833E g I A o)A testosteronedt TSHE HH#3ko] &
021 T T UFNY FAVL 2VH FELE IHRHJY FAH AP vdE

A FEF2HZIEE FAT 72y 34 ddARAA, FA 34 =28 St
o] Fdakel eMLA o= 12%, 12, 247N LA ol = 19% Atk

11. FFFAA 9] 2 A

O FEIAHPE=

A2 Aol A, FEF2HBE=E AU 40mg/day(’d-& 2] 80u)7EA] kAol o
g EET Ay Qlo] 793¢ Fostatt. dAAIZAAE AdA 601 ol Al

0¥i

Etthehg
1) A7 A=A 341 500mg7bAl 9] &&Fe 18] Tt o] a1, FAE
Al A 100mg7bA 9] 19 FAFS oA W TRk o] 9t} ol dnked AL
oA A" A FASA.
<4

2) JFFAe HPodes QA EF HEQ ¥ (standard supportive measures)
q0

Elotelm wj o] Ao IS mxx F=

1) ool &£o] ¥R ghe 3ol Rt
2) & &1 mrol ¥ A2 Aol HAY FE FA WA g sHA|

oS o]F 5a-FAABA AAN(G-AR)Q! FEF2H E =9 PDE5S AaAQl Elvhe}
4 F 7HA %FEY EFAR, I8 AP vdFBPH) Ao F4ES AAATE

A

B s HAEXHEo 5¢-Udlo| TR 2E2HE(DHI)CZ 3y

rr




B}ttt 82 cyclic guanosine monophosphate(cGMP)-5-©] A<l PDE5)| tjdte] A€l
A, 7t93 AsjAeltt. A& A= (sexual stimulation)®] HAhHOE AL E
(nitric oxide)®] W& €oZ o, grietdol| o PDE5SS AAZF 8 WA (corpus
cavernosum)©l 4] cGMP «] FAE SN o)A HEE o] $(smooth muscle
relaxation)# &7 2029 I {FUS 7MHFLEHA W] (erection)E ¥t}
giagtd 2 g3 A=) gle A-folle 2ol glth

+7 saAe} Hs5WAMY cGMPEE tig PDES Aslaxrrt Ay, 3
olZoAl FEHE ¥ HITAAE HFEHJIH. FAE AP HUFe 4=
slste 28712 B A A Fokt

In vitro Ag A3, elthelde PDE5S] A€ 2l AsjAloltt. PDESE WA B

T

of
g

<, A9 2 g 9 Ay 9 W) @ &I (vascular and visceral smooth muscle),
A, 4%, A%, #dl @ A (cerebellum) oA AR = Bio|t ErhetE o
83+ ©E phosphodiesterases 2T+ PDE5| thste] © & Jso| Ut ozt
o A% ) "z 7tm g2 7oA WAEE &40 PDEL, PDE2, PDE4 Hul:=

PDE5°] thsted 10,0005 2 st= o & &%°l vk PDE37} 4 ér—f—**(cardiac
contractility) el #& 3= E/\O]Ui PDE3E T} PDE5e| tig olzgt A8
a5ttt =3 BoeE 2, Wi (retina)ol A LA E = BA oA phototransductl n
933l= PDE6XETH PDE5°ﬂ ko] oF 7000 ¥ &%wol AT E}E}E} < EI
PDE7~PDE10X.t}+ PDE5°] thste] 10,0008 & Z2#st= of & &

A7 JZAEAA o] s FAYES o, Yok?l(supine) A%

of

o] £+7](diastolic) 3 ‘?}(ﬁz—.L 1.6/0.8 mmHge| H+ Hu] 74&), A3

7] D olr1dH(AZ 02/46 mmHge BF Ho) 7)o SdolA 9ok n
skl o3k Zpol7} Qlolem Alubrel oAM= Folgk ztol7l I

Azt o3k ghoelgel 8-S Hriskr] 93k AFoA], Farnsworth-Munsell
100-hue teste A& o, A AFE AN/ ZA4)e] Zoi7t HAEHA Fshtt. ol 7

Ash PDESSH Mm@ v PDE] tie ettiebgsl e Asteis ax@c wE




A3 Aol AA, color visione] HMsto] tig Hi= =EJTH 0.1 %).

Etttetg o] A A3 4 (spermatogenesis)oll o g Z‘:LXHE.?_ FEF= H7lskr]l Hsl, &
%FE 10mgs 6701€ 2 WY HE3AU, 20mgs 2 6/1E == oY 3 o
&3 G ENA 3 7HA 44 ?ﬂ:rL’e—ol /‘]/\]5404‘3} Ol < 2 el AolA Boket
o] Azot Bt A BRALS flo] Hole A oAet wE4 A4t &

ZE AT AR 54, FH, FEAFEEE(follicle stimulating hormone) 9] T2
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ElTe smgel B8Rl AEAAOE EFE Aoz G1Huc

(2 et

O T

gred e A5 & AEs] FEH #E3E ¥y A @4 FECmax)= F
of & FUHROE 2/ =LA ATFo 5 Eretde] A Aol &ES
AR A BTt

gaftd e FE3 F5 Axe AAb e A gorn= Boetd e AAL
o A = AARE A o 58T F Aok B& AR O AY)S S
I FFAZ tiste JAFHoE ARG A= FEo] AT

@ &=

B BEEH0] oF 63 LolH, ol BirEtdo] 220 ExdH<e YElit A8 &
ToA dAel A= Bt Y 94%7F @] Aty gl A AlVs
ool ofste] FIF WA =

Fof &9 0.0005% ®]Hke] ot:’j' 3] G 2}e] A A (semen)oll A EA = AT

@ YA - g (Biotransformation)

Elttet g e Aol ESE P450(CYP) 3A4 isoformoll 9|3te] F=2 tiAtdth F2o <3
AMHE S WE7HH S & FF 2 10] = (methylcatechol glucuronide)©|th. o] TAM:H
£& PDE5] thste] ElrpetdEct 4 13,0008 U A2 Aol Utk webA, W
23 A E FEAA AR FA4do] vt AFHA Rt

@ WA

173 @AM Bloet 2o B F T A A S (clearance) 2.5L/A1Zko] Al




Ll d

q]gﬂi(lE[_o:]%kp/] C‘)—}: 61 %)J’]‘ .u_oﬂ/\iv‘:—‘ ]:ll F’J:( O:]Eol:‘o/] C_)_}: 36%)O‘| HH}“]%I:]-'
® A3y "3 / B3 A (linearlty / non—lmearlty)
4l
2

5-20mg 2] -Er<>:1%t ‘%‘H"ﬂ/‘i, ¢€(e><posure ; AUC)o| Fo 3t vl st F713h.
745 549 o]l steady-state plasma concentrations®l]l =23}

B I DA (654 o178 194 ~45M| 9 AL P Aol wlste], Brie}
O Sgkom o]l& 25% U H& kE(exposure ; AUC)E 714
19 By dERHeE fFostAl o & F4(dose

AZ@Y e FAE 51-80mL/H) B FEE(IoEY FAE 31-50mL/E)
o] AANE 717 HHx LA EXS A

= =
9‘%*(5 20mg)° 43@ AeFe] Aol Erietge =FAUC)S of F wigdoh
A3 NPAERT 41% =A FRHUG. YT

B
10mg H&Fo] Fo HAe Wl 45 = F552 It Zol(Child-Pugh Class A
= A BEtE o =Z(exposure ; AUC)o] A4 I @AE4
Ao Z(exposure)@ DA AT TF5 175 FH A (Child-Pugh Class C)oll A
girtetd o] St Ao e AR E Aol BR A= BF, oAe AlSE)
Al 74702 OO]H/—,—]% d (benefit/risk)= 8 7}3}ofoF g},
T N7 e #ASNA BHEE 10mgHE T B & Fe| Fofo tisie] o] &

o
o
>
et
=2

2 A7 = A=A ElgEE 19 18] Fof &3 gk o] & JHEd AR
7F flerg Awste Ag, YAabe AlFstA e #9498 (benefit/risk) &

3
=W SAENAY BoetE e kE(exposure ; AUC)C] A3 & AtS oA
AUC # Bt oF 19% RUTE =F(exposure)ollA19] o]H ¢t Aol= &8 =4S

=

o 1o




\E —_'
2% 4ZFHT S FASLA HAth oW, TA9 A, o FErhY,
ol F 91k, 3T, 485, 3¢ YA

8l#o] LS mean(+SE)2 Ald T (FEF: Eﬂa 9} EPE‘rE‘r B3hA)o] -9.49(+0.37) 4,
=7 1(FEF2HEE)o] -440(x0.37)8H )™, LS Mean Difference[95% CI]&
-5.09[-6.13, -4.05]% .= T3t Zpol7} FAH LR 7238 (p-value<0.0001) thZ=T 1
(FEFZEHEE) vl A@ae E4s A5t wlolzgkel divl 485 AA
Total IPSS W3}&2] LS mean(+SE)2 Al -o] -9.53(£0.36) %, = 2(8tthebE) 7}
-4.24(£0.37)" 0] 212 ™, LS Mean Difference[95% CI]+= -5.29[-6.30, -4.27|H o2 +3t

Zpol 7t FAHOE F935H (p-value<0.0001) ™z 2(Efthetd) tiv] Al -
A4S dF3AY. 2EH o E wo]2g}l tiH] 485 Al Total IPSS H3}&o of
g ZF 2T tiH] ATy $94E BT dSekath
4) SZAANY AR
(1) FEI=HZ=

=4

Bl ~H B8 E+= TS in vitro®} in vivo Al EAA FAESAH S YERY XA 1%);1:]—

H] Al ]

2 59 FezHYSY FAS4S BT A3, %E}Awaz
9o uehbd ggth AgelAe] b F8 BAAE Ames

T8 ThsA
test == HE Ames testol] /] SAHo] o] AT
@ EIA

B6C3F1 mh-¢-2=of] thgh 21 d%ke] ek Aldell A, =3oA FetAE 2= 3, 35, 250,
500mg/kg/day &HFS, SdANA FEL2HEE 3, 35 250mg/kg/day §HFS Fo
skt 250mg/kg/day(1€ 0.5mg Fo Al o Y4 ==Y 290 E FoA7 &
ZAARE 8 A ZE AT A F7HE ST ArgelA el Fa tiAAl 37
% 205 vhezolA Rl k2ol A o] o] thAMA mE o] AlFolART
O S2A = SdHAA BT

Han Wistar B =0 thgk 21 d7Fe] 4k AlR@olA, FRAA FEFZ=HEHZE 1.5, 7.5,
53mg/kg/day &F<, EZNA FEZHZE 08, 6.3, 15mg/kg/day &&= F
= W 53mg/kg/day(cld A ==Y 135M)S Fodle v oA Leydig
Al Aol SrrstAt. FAlelAl 7.5mg/kg/day (el 4 =FF] 521f) H
53mg/kg/daye T3NS W Leydig Al IFFA WAE F717F YEIS T Leydig
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Ao S Wstel ¢ FA A TEEX 9 F7F ol Ko FuuA 3t
AEA B2 FHEHAL )AL 50-FPEEL A F AGeR-H3A-18 =
of X YFH AU A= W BFolA, A=Y FA FH TEZ F
27F 167% 744 S7FeEA Tk o] AollA A =& of 1~38o ==HIS =
Aol A o] =8 thARAl o] e ol thali Al Al sk

Ao ek WA AlPolA LEFHYS =T 158H) FoAAA FA FEAE
TFol FUFsEATE ey HEddA e AAE He AFo] dHd ASRE 11
He i Z1de AlggE ddo] itk k2o tiE dkd AdolA FF =
2o dg dFHoE AHE FdFS YA Utk

@ A2IA =4

Ao R A& 73 AsoA FErZ=HEE 0.05 10, 50, 500mg/kg/day(= A °F
=9 A I ==FY 01~1109)S 315774 TS o A sol &FH Al
ol o] Este] ZHasklar, Fagkw|e] A 7 i oy AR wEE H4s)
A e¥%3L(50, 500mg/kg/day), Fg, HYPM, G FAVF FAaEAL FH
A2 71 A dw g HErt eyt ZE FEREEE Tl 387] 63
o A4ed IAHHJL A F= 3 E7] 1457 To AFow HIYH S5a-FLEaL
w4 Wstols Fauge] AdAEe] Alxd Fxs), FuAxe Alxd Wi 3
4 Fol AT MY HArGox By A Aot ASAT ALl A
&7 14FA duldd WErt o ol YErUA @y A FoToAx
FEAo® J|EHATE 29~30F3F FEFZHEE 10, 50 E+ 5 oomg/kg/day—g— 5
A FHFG APeks FostA ¥ S wiARS W FH Y EHA FE
2 =7 A E(0.6~17ng/mL)Z &= AT —ErE‘réEﬂFJE% T HEdA 5
Heo 713 ZFaE st on ols F& AT tE S5a-FdEL A
o] ofgj&Ag 3} XA st= Aotk olHF FFS AA WA, F&, & N I
o] ARz 4 Folde fle AeE yHdn

HA HEol oid HigA @E Aol FER=HEE= 005 25 125

€ EFHHZANA G =EH= el 007
g Za)st FA AYAY A SH(F

de, e etd, 294 B eyt S Aast #Est] 3 Add J&%%

A2 Wy dAWE F7ME 125, 30mg/kg/day(dld U =EF2 56~1119)) &

#FEE AT =3, FElAHEZE 25mg/kg/day(AFEol A 2Al FEo] o4

G ==Y 2~10u)) ol &AM A7 F7F FAEAL, A Fek

Bte] o487t Zrletgh A AEE FER2EHEE 0.05 mg/kg/day(*}a’wl
Ao =2 0.02v] HTh) o] &l Ak

oA AFEAT A HAFE AFA Fel=EIEE=E 005 25 125,

30mg/kg/day &F o= Tttt F1 At F3 AMA A27]9] s, &




o]

ox,

719] A" 4, a=stE F7h 7 2E)7t 25mg/kg/day(‘EA ol A & ol
SEF 14~90ul) ol gl W Yeiyth  FElsE g
0.05mg/kg/day(l’d U7 =EF9] 0.054]) &FlA st FAZA AN

0%

=
=
=

o

ARew Fo44 AA F&E AB71Y A7t H4skA. 25~30mg/kg/days F
o v 2A dFA e FH 7|3kl FUFsIA AL A AR H AR 9 Al
3 SR AR AAG FATE F2sHETE 125mg/kg/day oo &k A
222 AT Rk tidk 371 Yelgth 30mg/kg/day &A= AR ST
skt
FA ALY AAStE=E Sa-FAEAL AAA FAHZE testosterone®] DHTZ Z3HE =
Zlol A" Ao wE dFH Az Adoln. ol A= FHH O 5a-2
AFEA7 AF8 G2 AA ot A #FH A3 v ssit

&7

of wielAL Aol A SF AA7] o] wpAg Al7]ol] sigste FH 7~29Y
of FetZ=HEE 30, 100, 200mg/ kgAY o A ==FY 28~93Hh)= F
oAttt HAY] 7 E71E AT OR HUPe W RE A4 F3H HA
o] oA U FAEZ LAY E7CA FeEkzEHPE= 005 04, 3.0,
30mg/kg/day(ll’d 97 ==Z9 0.3~53HH)% Er@lf‘z} T A wjEl A Al elA =
2E &Y FA A A 3k A7 el T B7] s g4
2 Aol A Aol Ao F8a 1‘4Wxﬂ7} UetEA ol tiaiAs & b gloh
a8y A% YgoldAl FEFAHZEE 2,010ng/animal/day7tA] §#F O 2 v E)
A B 71 B FEIZHPES AMEAA 3 2A B "ol 548 UE
WA EFutt BlAz deololAl AT wlejA g AF12/3) A FEl 20
~100¢ ol FEF2H = 400, 780, 1325, 2010ng/day S FH S uf 719 % A

2719 kol o) dutES doT|A Fdrh. BAre] FA FA A, BiAke] Ay
FA 2, BAre] A FAI9 13 A FPF HagES T dEoldA #
ZEJ 12043t v AFFAR Fdo oA HEd FEHZHIUZ=Y HU
TEE l4ng/mLAT 19 AHA 5mL—§— 53l 50kge] AANA FER=H =T}

100% &F9ti 7HAde o, Fe2EHE =22 F e HAHFS 1l4ng/kgol
o gA = dgoloA AWM FAR wej A LA P A ng/kg T E S
260ng/kg(AtES] AAS Sl AAo]l HUl =& 753 w59 186¥0 ) &
NAE FA Bz @t Y EE AbEe] A W o
o] AFE> 96%)°] vl 2% 7hsAdel Atk
@ FFANEA 54
HE, NollAl Fet=HIEE e AFEANS o dF A3 FEA HEelH,
7t A, 22474 dife] o =4S

SEEAS WY B 2R Wse EhA] sk
(2) etttz
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A, B A=A g 1A ATE

g $138& UER A AT
1,000mg/ kg/ L7HA T3 U w20 A FH 7] ¥ A (teratogenicity), WA=
(embryotoxicity) =& Eo}5 A (fetotoxicity)2] F77F fITh A=< Ad 2 AYF
S A7 (pre- and postnatal developmental study)oll 4, no observed effect dose”}
30mg/kg/ LIt Al HEoA o] L&A 2] calculated free drugell wgh
AUC7} 20mg &3FollAl QAA AUCS] <F 188 St
A5 AZoA FA5E (fertility) 2] el7F glATh Bl ERE S 6~1271€7 wY
25mg/kg/d H 1 o] &FOE o FAZYS wj, D A FAFAZY T
AE 7ML= AM AT (seminiferous tubular epithelium)e] Edo] UATHL. 7

71 %

o

3 2 13.02) rmery gn 3 3 =)
O AW L ARE7IZE

7M7), AL (1 ~30C) B, AZYZHE 3671L

O AxY

[AAAZ BRAKF) deia A2 sASE dds B9d 8424 3319 |

13 959 FETF

J

(DMF) A+&

X RIelo] 20 o3 HIS /W ASLICE

x olo] o ol B3HES U



14 37tzA @#@PstE 49

O (A 6d

»TobAtY ) M3RZE A TolotE Sof offof mEh 7A, MREMIEHI1SLS
O (HsR BHAY) <EY 2 F=>

of EZS7bAD-MAL 7 (A UX DA M7Z22M 1M 53 7=

1.5 MFANF AR AR (Gt 4-9)

O lojokFe] FH37F-A-AA 7F4, (A1FA Al A22A9E 75

1.6 SYFAA AN A AR AH 3FstE B9

O 7l& B AN B3 oFF5 2 A A-3278, 2021.02.04.)
5 H A FE A AL-2834, 2023.12.13)
O A -FaEA &S AE B (FTFIA 2FF74-230, 2024.02.22.)

1.8 AEH
: 7= QA FEA 23 AAHEAY AB9EFE
7+ B | EE5IU}
44 A= I+ A5 4 A= 4 A=
AR LR} | 2024-05-17 2024-05-17 2024-05-17 2024-05-17 -
1xH
) 2024-08-08 2024-07-26 2024-08-05 2024-08-07 -
L34}
1XH
2024-11-29 2024-12-02 2024-11-29 2024-11-29 -
AFLA
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[2fof & FH el
5-ARls 5-alpha-reductase inhibitors
AST Aspartate Aminotransferase
ATP Adenosine Triphosphate
AUC Area under concentration—time curve
- Bl BPH impact index
BPH Benign prostatic hyperplasia
DHT Dihydrotestosterone
ECG Electrocardiogram
eCRF Electronic case report form
HbA1C Hemoglobin Alc
HDL High density lipoprotein
lIEF The international index of erectile function
IPSS International prostate symptom score
LDL Low density lipoprotein
LUTS Lower urinary tract symptom
NAION Non-arteritic anterior ischemic optic neuropathy
PSA Prostate specific antigen
PV Prostate volume
PVP Photoselective vaporization of prostate
PVR Postvoid Residual volume
Qmax Maximum flow rate
QoL Quality of life
TPV Total prostate volume
TRUS Transrectal ultrasonography
TURP Transurethral resection of prostate
TUIP Transurethral incision of prostate
TZV Transition zone volume
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N-[2,5-Bis(trifluoromethyl)phenyl]-3-o0
X0-4-aza-5 a« -androst-1-ene-17 4 -car

boxamide

(Dutasteride)

212 4EYGFFE NEFE

o EfT}}E (EP)
o FEIZHFE

2}
N
O
XH
oo
O
wy
LU
B
Thu ny oﬂ
O~ =
miENCs
e S

= o i
0o0® g
vy
B M
HPW%J_%
S
— Ay
ALl B
T X
~
T . N
R
By A X
— N
W%WM%
B o
ﬂﬁo_uwmlﬁ
| ~e) o
BN
(‘mwoau./
@uﬂnﬂﬂv

%0 T M AR %
o U W

m"mOT

2.2. $A| ¢ %FE(Drug product)

221. A7HAS F7 (FAHA, JUAA, QA HolAld 3

ojn

o
o

222 $AGFE ANFYE

0 Y=g/ ARENT
3]
=
&
0

%)
=
FAD/ DAL T EA

O A2 A

0 28479443

F/ A A LA A

HX

o

A%
A/ EAN Y

S)
o
=
=

w0

.;A/

*

14AE, SI2E A, 258 A9

o)
il

&}

3
=4

* 718HA

A4
&

31. 959 %E9

KN
=]

5

e DMF #

32. A FE A



NEEF Ngz4 &7 /A4 A3}
A7 REANY 25C/60% RH [ .
- 2o g-4dFuF 71 &}
NEAE 40C/75% RH PIP 24(5715-<45719) 1 W 44

33. ARA 3

34. A @ AAA 9A
o AFHAD AIE FoH9

o AEY ZAAR

of uhe} A

=]

3}

A A

A =] AR

o 7127, AL(1~30T)E%, AXYZRH 3671€

glol 71 W 4
H

P8 ASTIe B

4. =Moo st Xtz
41. SAANIAE AL
N 32 5o 5o
A ) z= |©° X|T T = _8_ .
g D [ T [To -AMerel A > I ngke
| - - -
(SD) DA
BeRe] | Tl g |2 H . . I3-RA-107
=4 SUNEIN B BN ()
[sex R BE BE 7.2)
) “DutasteridD) TadalafilT) 110
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AlFEA Dutasteride @ Tadalafil(1:10) B3tA|S Sprague-Dawley HEo] ©3] HilEo 39S
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@A Al Zl:i Fo98F 3 WY FAq7IE BV

[DK-DT-001] 7A7s+ dAI ALkl A| Tadalafil 5 mg 3 Dutasteride 0.5 mg & &5 3, ok} oFsst 45288
ks 913 370, 2 FA, DEeA, wak RAE

|, 3, (A A&k AZAT 58P
AT, ddeA | 9A Nge] =% 5mg | ) O AZANT-
g7 Al thAA; C‘Tadalafﬂ, Day- -1 7:<} Ha Tadalaﬁl 9] AUCtau,ss, Cmax,ss
Sk E|(), - | 2 2} ¥4 Tadalafil ©] Cmin,ss, Tmax,ss,
CLss/F
A@eR I
OlROEAANE Q BFAIT-
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23, 271 1z A DKF-313 (Tadalafil 5 |thz=<k Tadalafil ¥ Dutasteride €] AUClast, Cmax,
At g2 |mg | Dutasteride 0.5 |ths)=ay, | |AUCHS, Tmax, t1/2, CLJF, VA/F
mg) 14 Fok F wat
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mg) 14 Mo o ¥
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o NHEH . A3 FA AYA A fROEA-N 05D 2 13 (Dutasteride 0.5 mg)Z Algel~A5d 2] 13
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l

(Tadalafil 5 mg)< @3] WE&FA #3} DKF-313(Dutasteride 0.5mg / Tadalafil 5 mg)e @3] G553 T
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o EXUVY : @A F v]AEA QA Dutasteride ¥ Tadalafil®] &
o %FT AYAH .
- 93 HrhAS - FEAHEE 2 gt ol AUClast, Cmax
- o)& WM - SehaEEs 2 gthel® e AUCIf, Tmax, t1/2, CL/F, Vd/F
sop 0 1) 2 %o - I . 7t 7 W ¢, = W @)

o AL -
[Dutasteride] F<F #1(0 h), £ 5 NG
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k58l SAEMYUY  HEFEZEA F Phoenix® WinNonlin® (CERTARA USA, Inc) £EZE0]E ALg3}d]
noncompartmental WHOZ kFeHd Hr|EE AESAS. 13 H7ESQ FERAHEE 9 e e
AUClast, Cmax® ZEIWH3IAE EAEAMS B8 AAS D, Z vy st G229 7|8t HF v 90% AlZF

e FYOEA AEBRA BEAS BN

f

A B - ol ds, AAMAAL BHAF, AL, AR
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2a9AE AGudd 5 WEEA AR I8 29
FEF AFUIA 5 : WA IR 5123 B, 1P Fol¥ 5933 19 A9)

- Randomized Set : %
- Safety Set : Il

- Pharmacokinetic Set : Il

k53 PrhAF . AP DKE313(FEF2H P =/ 82 05/5 mg) 14 @559 =& gzt FelxH s
05mgs EfTI}E 5mg WEEe] Al okEdta E4o] vslel Wrie Aw, FelzHel= 9 soebEel
Tadalafil © AUClast, Cmax 25 713187 Hlo] 90% A2 F7to] oESSA Hrlr]|2el 08-1.259 35 o]
NGokst Tel2EPE 9 BretE HeRds 4EHoE EEAYS

) Geometric LS Mean Ratio
Geometric LS Mean

Pharmacokinetic (Test/Reference)
Parameter(unit) Test Reference ) ) )
Point Estimate 90% Confidence Interval
N N
AUG,s(h*pg/mL) [ | 37665.12 [ | I
Cuner(pg/mL) [ | 2034.34 ] |

General linear mixed model with Sequence, Treatment, Period effect as fixed effect and s equence nested subject effect as
random effect

E 114 Dutasieride 2| UEF W HFT W75 89

Tiutesent | AW NS

it caer Cianil) N Geomyetnc R b i | Geometnc Anihmens Antiumehc e s i
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. Geometric LS Mean Ratio
Geometric LS Mean

Pharmacokinetic (Test/Reference)
Parameter(unit) Test Reference , ) i
Point Estimate 90% Confidence Interval
N N
AUG,s(h*ng/mL) [ | 1778.07 [ ] BN - B
Cax(ngfmlL) [ | 95.52 [ I - N

General linear mixed model with Sequence, Treatment, Period effect as fixed effect and s equence nested subject effect as
random effect
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o NEEH . 173 GAALANA Tadalafil 5 mg# Dutasteride 0.5 mgs BWEFA & F YFAIFE ooF

FS 247 USRP2 W] HAH ¥ FFAL AR wastel 1 SH0) AR FAREL
J

o NFAA : F, 2-FAT(two-arm), T T4 (one-sequence) YFAIH
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A AR A A7) A27]
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B - Dutasteride Dutasteride+Tadalafil
*Fop) - A 24 I B 54 Il

[A ZAF] (BFHEHE vs EloEd+FER2H 2 E)

- Tadalafil : A28 245mg 14< 1Y 134 [ wE R

- Tadalafil+Dutasteride : A/%2] 2% 5mg 18% ofRGEAANE 05mg 1€ HE3to 19 13 Fo
[B FA+] (FEFZHEE vs Bo e+ FER2H T E)

- Dutasteride : SFRHEAZ & 05mg 14€<S 19 13 F49
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o FEE AYAY
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- 453 AFuA & B9Am A 14, Arm B 1)

o BT

- Randomized Set : 47%H(Arm A 14%, Arm B 33%)

- Safety Set : 468 (Arm A 149, Arm B 329)

- Pharmacokinetic Set : 419 (Arm A 149, Arm B 279)
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Tabie 11 The ratio of least-squares means and 90% confidence intervals (CI for the PR parameters of
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A s | o4 {90% C)
Efriel (L)
{hr peL)
" Walties are presented oy arthmste mean = '.I.1.I:I-I!.1.1|.| devintion
' Tadalnfil - Dutastenide to Tadalafil; exponenintion of difference between means after log-trnnsfonmntion
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6.5.2. WA U4 (Pivotal studies)

[DKF-313-P3] 4A8Ad AR NS &AE o= DKF-3139 fFEA 2 P& Brlstr] 9

& DR, BRAUA, ol FEA, olFHAL IT Y, 487, A3 VWA

o AFEZ . FAHYAUUZ FAE OS2 DKF-313(Dutasteride 0.5 mg+Tadalafil 5 mg)& 4853t Fof Al
DKF-3139] Total IPSS 7t4 &7} ZF AEo] trdA o va] $L&qS Y&t hAA S Selstua a9

o A B N w1, FASA, olFEHE, olT Y, 3w
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4w oW W 12W 24W oW 48W
Visit 1 Visit2 Visit3 WVisit 4 Visit & Visit 6 Visit 7
Screening Baseline Eud of Visit
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[ulo] 22}l Al (Visit 2)
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DKF-313

Lk

S5

LI

[

Lk

Demographics and Baseline Characteristics (Randomized Set)

DKF-313
NI

Age (years)
n
Mean(SD)
Median
Min, Max
P-value [1]
Height at Screening (cm)
n
Mean(SD)
Median
Min, Max
P-value [1]
Weight at Screening (kg)
n
Mean(SD)
Median
Min, Max
P-value [1]
BMI at Screening (kg/m?)
n
Mean(SD)
Median
Min, Max
P-value [1]

Benign Prostatic Hyperplasia Diagnosis Durati

n
Mean(SD)
Median
Min, Max
P-value [1]

Sex, (%)
Male
Female
P-value [1]

Smoking, n(%)
Smoking

=

on (months)



No smoking [ ] [ [

P-value [1] |
Drinking, n(%)

Drinking [ [ [ [

No Drinking | [ I I

P-value [1] [
Benign Prostatic Hyperplasia Family History, n(%)

Yes | | | |

No [ [ [ I

P-value [1] [

(1] Testing for among treatment groups (ANOVA t-test (2) or Kruskal-Wallis test (k)/ chi-square test (c) or Fisher’s exact test ().

A BY . dA BEo] e AGUAAE 67.17%@448%)010 o, AEHoz AuEd 18y 3883%, 1A
d=0] 21.14%, T 17.69% 59 <02 A HEHo] HuHAS

93 fE4 Brast

(NPT vs FEIZHZE ©5T) %%“EOI FASOIA Al 9 FERZHEE TEFoly o o]l iy
485 & A AP ¢ A5
o, T 7 SAHLE Fofd AolE E‘},i%(LS Mean Difference -5.09[95%CI - 6.13, -4.05], p—value<0.0001).
BzEAE PPSToA e sdatA & b AR Fo3F AFolE EUH(LS Mean Difference -5.19[95%CI

(*l%‘% vs E‘ri}ﬂ‘r% %%L) FEHTY FASIAA AFd 9 EtthetE @5For e wlo]zgkel v 485 %

HA 24 A F3(Total IPSS) W3LF(LS mean+SE)S ZH7} -9.53(20.36)%, -4.24(x0.37)HolleH, &+
2 BAZLE 93 AolE HA (LS Mean Difference -5.29[95%CI -6.30, -4.27], p-value<0.0001). HZE4
QI PPSTAANE SHstA o 1 TAHOE F43 AolE HHAF(LS Mean Difference -5.31[95%CI - 6.34,
-4.27], p-value<0.0001)

M

Change from Baseline in Total IPSS at Week 48 (Full Analysis Set)

DKF-313 Dutasteride Tadalafil
N o~ ~D
Baseline
n [ [ [
Mean(SD) [ [ [
Median | | |
Min, Max [ [ [
Week 48
n I [ [
Mean(SD) I | [
Median [ [ [
Min, Max [ [ [
Change from Baseline at Week 48
n I [ [
Mean(SD) [ [ [
Median I | [
Min, Max [ [ [

I (1]



LS Mean(SE) -9.490.37) -4.40(0.37)

LS Mean Difference -5.09
[95% CI] [-6.13, -4.05]
P-value <0.0001

I ]
LS Mean(SE) -9.53(0.36) -4.24(0.37)
LS Mean Difference -5.29
[95% ClI [-6.30, -4.27]
P-value <0.0001

(1] Testing for difference between DKF-313 and Dutasteride 0.5mg: | N R RN
[2] Testing for difference between DKF-313 and Tadalafil 5mg: [ R IR
Note: [l included baseline total IPSS, treatment, visit and visit by treatment interation.

Change from Baseline in Total IPSS at Week 48 (Per-Protocol Set)

DKF-313 Dutasteride Tadalafil
Nl Nl Nl
Baseline
n I I I
Mean(SD) ] ] ]
Median I I I
Min, Max ] ] I
Week 48
n ] ] I
Mean(SD) I I I
Median ] ] ]
Min, Max ] ] I
Change from Baseline at Week 48
n ] ] I
Mean(SD) I I I
Median ] ] ]
Min, Max I I I
I (1]
LS Mean(SE) -9.53(0.38) -4.34(0.38)
LS Mean Difference -5.19
[95% (I [-6.25, -4.13]
P-value <0.0001
I (2]
LS Mean(SE) -9.58(0.37) -4.27(0.38)
LS Mean Difference -5.31
[95% (I (-6.34, -4.27]
P-value <0.0001

[1] Testing for difference between DKF-313 and Dutasteride 0.5mg: | N .
[2] Testing for difference between DKF-313 and Tadalafil 5mg: [ N .
Note: Bl included baseline total IPSS, treatment, visit and visit by treatment interation.

Change from Baseline in Total IPSS at Week 48
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Table 12,21 Summary of Overall Adverse Events (Safety Sel)

DKF-313 Dutasteride Tadnlanl Tatal

_Smg Smg
~'. -1 -l .

Subjects with TEAES
o549 Confidence Interval

P-value [ 1 I

Severity
Mld
Moderate
Severe

Relntionship
Certatn
Probably. Likely
Possable
Probably not, Unhkely
Drefinetely not
Unassessalle, Unclassifiable

Sulrjects with ADRs
G52 Confidence Intesval
Pevalue [ 1]

Subjects with SAEs
a5ey Confidence Interval
Pawalue [1]

Subjects wilth Sevious AR
Exact 93 Confidence Inierval
P-value [1]

Subjects with TEAE.

Lending to Drug DMsconfinustion
Exact 3% Confidence Interval
P=walive [ 1]

Subjects with TEAEs Lending to Dvath
Exact 5 Confidence Interynl

) P-walue [ 1]

INEAEs = weatment-emergent adverse evenis, ADR = Adverse g Reaction, SAF serions Adverse Event

[ 1] Testing for between-treatiment groups (chi-square test (b or Fisher's exact test (£))

X Qlolol QX0 ofs H|S7HE AUSLICE

o SFEOINHE ¢ 677 (10.23%)0 A 102749 FEo]HE-So] HIEHAS. APT 28%(12.79%, 437), FEF2H T
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Fable 12.3.1 Incidence of SAEs by SOC and PT (Safety Sel)
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