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AR FEAAN A, ddAE AR 0AB A RS Ukt AR FddddA, tdAl= A 0AB A58 WA &9t
A5 FAAoNA, Al FFF = A2 FFFS F 0 ng/ml WA <F 313 ng/mLe] WM 2E] A BH CuE
A& s

FHo oA, Al T == A2 TS ok 331 ng - hr/ml WA ¢F 3613 ng - hr/mLe] vW| 129 AN

AR FHA A, Al FokeF == A2 Fokske oF 0,547 WA 2k 6,047+ HW| &2 9] T2 a3},
AR FHA A, Al FoFgF = A2 Tk oF 0 ng/ml WA oF 313 ng/mlLe] vlW|1E] A e C,
¢F 331 ng - hr/mL WA ¢F 3613 ng - hr/mLe] HIH|L22] AAF Ae] AUC, Z/%+ 9F 0.5A1F WA <oF 6.0A17F

ool A, tdAl=, CYP, = CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6, % 3A49] 7]AQ1 o= g7, CYP3A
Alop 2 AEAE P450 ASAE WEste] =1, A, HE2AE ol =FdH.

Y F@AA, AL P-FEND AHAES Bete] £, HASAL, GEAL oo wEE,

«CYP3A/P-F A AaAl=, olo] AT A= Avt, ojnlov2, Jl2Wde, FERvlold, “EGE,
olefzutE, #hotEY, RIuHE 9 glEUH|2 22, YUY, g, fEUHE ) AR UEIE B
gEUN 2 dyxgua, grgun 2 9 gEyn 2, dgad, AFN, AFEAXY A, JEFHI olE
AR E 2 g EUH| 2 ZEgERuleldl, AZFRAxd, JEERnfolal, AuHad ZiuHl2 9 gEu
HZ,  g339(ds S, w9 g3, AEEgneE, p-olu| 3 FEA(PAH) (b)), ERH YA E,
He)ZFwn =, AHMEd, 32, oA avE, sz, EgvEZY, 2 wdEeid S 23e).

AR FEANA, A= Uk 84 AFAE W&t 1, AR, dE2AE ol =FdY.

BaAE pgA AFAL, oo ABAAE GAnh, AmEehv, olEny, HuA, o|ZIERE, Eu
A, SAAR, GAs e, SAoky, st s lolE, tAlolFEN, FekRAE, SANEY, ¢
SERF, AEAFAIE, o=zl MEYEASIE, EAAAAILMEAE, FARE, S, G
S, MEEZY, WMEY, T2AFeY, L colZeltE navle =g £gac

A FAAANA, tFAE AL 71ZE B vw ] 19 D Al Tk 9 o Fo njwaEe] 19 T A2 F
Ge Sown, PaAe +8A ARAT WG F8, AAIAL, GEAL ol wEHT

A oA, AT AL 713E st RiHlaEe] 19 G Al Tk 5l O Fofl W IEe] 19 7 A2 F
oFFS Folbal, CYP3A AsiAlE W&t +51, AFsku, d=2A= old w=Edr.

AR TR, WA= AL 7IE FE v R 19 F Al Tk B O Foll WM 2R A2 RS
Foltal, p-gebid AsjAlE WEste] 1, AU, dEAE ol w=Edd.

R, BAE e A S W Este] £, HASAY, TEAle oo wEHn,
QR FHAGA, WA GOV FEse] £, AHAAG, B2AL oo wmBHLh,
.?_

Aolol A, MElLEe Aok B, AAL T 60 B ulel, E A F 247k uo] FoE. QR 7@
alol A, wlHaEe degAlel A} oo el Folw),
ol ¥

QR FRoIA, HHILES AAL glol Ei AAL Aol Folfith, A% PRl , MRS HAks] 2 A

A oo, v RS 19 13], 1Y 23], = 1Y 33] Fojdrt. A5 FAdolA, HE1Ee 1Y 13
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Folgtt.

HH| 128 58 o)A 45 gou(BP)%L A= (HR) Ol QlolA] ZTAd =2 RE Y ®iske ¥ oF(placebo) S
&5 gAY} ddAos t2x Zrh. i FdA, ddAE As 7]{}(01]% 5o, 85 EE 125)9
AA 7|2 HE $57] FSH(SBP) 9 B Ao WEE A, 7 Fd HAd wste foks 585 o
Aol MKt 2.0 mm/Hg V%, 1.9 mm/Hg W%+, 1.8 mm/Hg "%k, 1.7 mm/Hg "%k, 1.6 mm/Hg ®|%F, 1.5 mm/Hg
vk 1.4 mm/Hg w9+, 1.3 mm/Hg vk 1.2 mm/Hg W%, 1.1 mm/Hg V%, 1.0 mm/Hg "%, 0.9 mm/Hg v|%F,
0.8 mm/Hg "%, 0.7 mm/Hg w]%F, 0.6 mm/Hg v]%F, 3= 0.5 mm/Hg 7|"to]t}.

AF FEdolA, ddAE= Al 7I17F S v 2] 19 & A1 T 2 2 Fof Him 2R 1Y & A2 F
s Fowa, Ax VHAHE B9, 857 EE 125)d AAA 4SS 583 OdAIEY 2 mmg/Hg v vHe
7R o ZRE S SBPY] Ht Hu WEE Aert. dF FddA, didAE Al 71z Bt HHIE] 1Y
T Al FokgF 4 2 Sl HMES 1Y F A2 FoRE Fowa, Am V7HdE B, 8F Ee 125)0|
AAA ks 583 WAART 1 mg/Hg vk 7Aoo 2 H-H o] SBPe| H4 Ho WatEs A3

AF FEolA, A= AFo] 654 ZFola, Al 7|3 ¢k AR 19 T Al Tk W 2 Fof v
W2 19 & A2 FoFE T, A5 7(dE 59, 8F & 12F)° ZAAA s B85 didA
Bt} 2 mmg/Hg w¥He] 7]AM o2 REo] SBPO] W Ho WeE AAdct. dF FddolA, A ARl
6541 ZFolaL, A1 717F st v 2R 19 F Al FoFg 4 2 Fol]l HHZES] 19 T A2 FFFES Fo
WAL, A8 7IREE B, 85 Ha 125l AAA floke w8 d AR 1 mmg/Hg mIREe] Z]AM 0 R
He] SBpo] 4t Aol ®stE F@ st

AF oA, tdAE APl 454 ZFola, Al 7|ZF ¢k AR 19 F A1 Fokg W 2 Fof H]
HTZE] 19 & A2 FoFE T, A5 7 (dE 59, 8F e 12F)° XA s 583 didA
B} 2 mmg/Hg WIREe] 7)Ao 2R e 9] SBPe] i+t Ao WstE Aot

AF oA, AT AFo] 454 ZFola, Al 7|ZF <k AR 1Y F A1 FofkgF W 1 Fof ¥
W2 19 & A2 FoFE FoAwa, A5 717 (dE 59, 8F Ee 12F)° ZAAA s 583 didA
Boh 1 mmg/Hg vIRke] 74 o= 5E o] SBPe] Hat Hd ¥stE FAs

A5 FAdoA, didAE
mm/Hg W%k, 1.8 mm/Hg W] 5},
wgk 1.2 mm/Hg W9k,
0.6 mm/Hg w]%k,

1.1 mm/Hg W]t
T 0.5 mm/Hg wRko]T},

A

1.7 mm/Hg 7",

£l
B
=
2
Lot
rr
fo
Jﬁ
o
_l

1.6 mm/Hg, ®]9F, 1.5 mm/Hg w]%F,
1.0 mm/Hg W%k,

Az 71ZH(AE =], 8F EE% 12—?)01] AN F|AM o ZRE ] 3F7) QOL(DB
P)e] H+ Hd WstE ddsta,

|3 gdAe WeRY 2.0 mm/Hg "9
1.4 mm/Hg 7%+, 1.3 mm/Hg

0.9 mm/Hg 7%+, 0.8 mm/Hg w9+, 0.7 mm/Hg »|%+

QR FHANA, AT AL A1 F e 19 AL Fekg R 7 Fol mage] 19 F Az T
Ge Fewn, AR AMAE Gol, 85 Et 127)o] AAA A %8R AT 2 me/lle 01T
ARz REsl Dpel B Acl Weks AADT UF FAAAA, FAL AL AT B uEs] 12
9 AL R R 7 o] muaEe) 19 g Az FhFe Folwu, AR JH(AE Fol, 857 EE 125)
AN ke %83 AN 1 me/lg viwe] /Ao =R Dppe] P A WakE FEA

QR FANNA, AT Aol 654 Ebela, AL 7%k Bk M 2E 19 F AL FRF D 1 Fol v
A 19 G A2 FOAFE Foldn, AR AR o, 8F EE 1)) AAA ke A8
urh 2 mg/Mlg Ml J|Ado 2R Dppe) W A wske FRach. AR TN, A Aol
654 Zpolar, AL 71 Bk vlwlaEe] 19 T AL Tk P 1 Fol MR 19 F A2 FFFE Fol
B, AR VNS B, 85F wi 12F)e) AAHA Aok BEd MAANT 1 me/lg Vel S AHo R
ele] Dppe] Fat A wakE FEd

QR FAdolA, oA Aol 454 Zhelm, Al 717 Bk wMLEe] 19 @ Al TR @ 1 Fof v
MR 19 G A2 FoFES Folwa, Mg /S Hol, 8% i 127)0] AAA 9IS B3H o
o w3 2 mng/ig Iwke] J| Ao zRE e DBPY] Wt Ao WSHE AU A% T, e A
of 454 Zpelar, AL 7|3t Bk MBS 19 T AL FeRF % 1 Fol mwaee 19 P A2 Tk
Folwa, A JIRHEAE Fol, 85 Ex 127)0] AAA ke R8T tPFARC 1 mg/g v 71RO
zyele) Dol F Al wskE et
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W22 1d & A2 T Fojwtu, A& 77HdE 59, 85 L 125)0] ZAAM YfS H83 A
2o} 1 mmg/Hg WIREY] 7| A Mo =K E 9 DBPS] Bt FHu W3, & A= 7|3t =
A f1oks 583 A EY 1 mng/Hg v 9ol 7| Ao 2K E 9] SBPe| HF Hdl ¥istE A3t

A FE>eolA, tdAl= Aol 654 Z3polar, AL 7|ZE Sot v 2Ee] 14 T Al Tk B2 1 ol W
W1z 1d F A2 FoFgs Foja, AR 7| (dE 9], 8F %= =y

Boh 1 nmg/Hg vwke] 71Ad o 25-Ee] DBPe] At Hd ¥a, 2 A8 7| (dE E°], 85 &
AM 9ok B8 tEART 1 nmg/Hg vwke] 7| A oA o] SBPe] ot Ho) WEks FAdH.

AE LA, hAA= X8 7|0 (AE B0, 8F T 12F)o] AAA 10 mm/Hg w5, 9.5 mm/Hg W%, 9
mm/Hg v]%F, 8.5 mm/Hg 7%+, 8 mm/Hg W%+, 7.5 mm/Hg "%+, 7 mm/Hg V%, 6.5 mm/Hg ©]%F, 6 mm/Hg v]%F,
5.5 mm/Hg W%k = 5 mm/Hg njgkel | 7Moo R FE ] 557 Y4 (SBP)Y Hit Hul HIE B3,

QR FAGeIA, BAAE AL 713 Eek wuaEe) 19 9 AL ek 2 3 ol mulage] 19 P A2
ofhe Felwi, A% VKIS Bol, 85 Ei 125)0] AAA 10 meg/lg PIwel 71402 E e SBPel
S I E R

QR FAeIA, oA Aol 654 Zypelm, AL 713k ek ulMaEe] 19 G AL Fek 2 1 Fol v
MEe) 19 @ Al2 Fopre Felwnm, AR |7HAE S0}, 87 E: 1279)¢] AN 10 mg/lig VT 7]
Auew 7

71ZF FF AR 19 & Al Tk 2 1 $o ]
1ZH(E B9, 85 & 125)o] AAA 10 mmg/Hg wIwke] 7

AR FHo oA, hAAE AR 7| (AE B, 8F T 125)°] AAA 7 mm/Hg 7%, 6.5 mm/Hg 73, 6
mm/Hg v)%F, 5.5 mm/Hg 7%, 5 mm/Hg v%F, 4.5 mm/Hg 7|%F, 4 mm/Hg 7%+, 3.5 mm/Hg ©]%F, 3 mm/Hg v]%F,
2.5 mm/Hg W%k, E& 2 mm/Hg vjgke] VAo 2 RE e 7] FH(DBP)9] Ht Hu WIlE Agsi).

7t &9k ] DEA 1%1 g Al FoFg E o So v IR 1Y 3 A2
o], 85 HE 125) AAA 7 mmg/Hg W Tre] 7] A4 o 2 RE ] DBPY]

o2

A Ale dAiol 654 Z3tolar, Al 713 Tk wiwaEe] 1d F Al Tk 2 2 o v
2] 19 F A2 FoFFs Folwa, X8 77H(dE B0}, 85 i 125)o AAA 7 mmg/Hg HTe] 7]1A
Hdeozieel DBPY] Aot Aol Wsts 4P

A5 TN, A= ARl 454 o], Al 1 7IZE Sk WM 1= 1E‘ g A Rk % ol
HlH 2] 1 7 A2 FoFES Fowta, A8 VIZH(AE 501, 8F i 125)0] ZAHA 7 mmg/Hg ko] 7]
AdozrE el DB A Ao Wets 4P

A FAANA, ddAlE Aol 454 Z3polar, A1 Vb S/t wpElaEe] 19 3 Al Fopg % 1 Fell )
o] 19 F A2 FopRs Folwta, AR 7 (dE 5o, 8F EE 125)d ﬁw 7 mng/Hg W%k} 74
Ao zie el pBPe] Hv Al Wak, R Aw IZHE Eof, 8F Ex 127)°] ZAA 10 mg/Hg o] 714
AdemFE o] SBPe| Wt Hdf Wsts Fd.

A AN, ddAlE Aol 654 Z3tolar, A1 VL Sk vl aEe] 19 3 Al Fopg 2 1 Fell )
M2z 1 F A2 FopgS Folwa, AR V(S 5o, 85 T 125)0 ZAX 7 mg/Hg vwe] 714
Mo @BE o] DBPY it Hu Wk, 9 A& 7|7 E S, 8F T 127)e AAA 10 mmg/Hg mIREe] 7]1A
Mo mReel sppe] Wit Ao Wss AR

AR FHol A, tdAE AL 71zE Bek v e 19 G Al Tk @ 1 Fof wjw1Re] 1Y T A2 F
ofgg Fola, Am |ZH(elE B, 8F Ei 127F) 1 AAA 24731 P F el Bt Sl glelA 71AA
czREe] Wets AP, of7]A Wshe SokS B89 didAnc A, Sjefate] Hol= oF -0.4 WA oF
-1.5, d& &9, ¢ -0.4, -0.5, -0.6, -0.7, -0.8, -0.9, -1.0, -1.1, -1.2, -1.3, -1.4, =& -1.5, &
371wl delel F gk Atele] Wejelth

A FE>aol A, tdAl= Al 71 F)t v 19 F AL R ® O Sl w2l 1d 2 A2 F
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oS Fouta, X7 7|ZHAE B, 8F T 1250 AAA 2447 G vl HE 3ol oA, oF
-1.5 WA ¢ -2.5, 94 So, o -1.5, -1.6, -1.7, -1.8, -1.9, -2.0, -2.1, -2.2, -2.3, -2.4, &=
-2.5, & 7] # A9 F # Ateole WA, rIAXezRE e WalEs HYsr).

YR FEA oA, A= X5 Hel| 19 & Ho 13] o] e dubgd 247D dIix=g Zka, Al 713t
Bt v 2R 1Y G Al B 2 I Fof w2 19 & A2 BIHES Fowtu, A7 7| (AE &
o], 8F HE 125)° AXA UI dFise Fi 3o lojA 7|AHoZRE S WHelE AEsiH, of7]A
Hals foks E83 gidARY Ao, ke Aol ¢ -0.2 WA oF -1.5, dE £}, ¢ -0.2, -0.3,
-0.4, -0.5, -0.6, -0.7, -0.8, -0.9, -1.0, -1.1, -1.2, -1.3, -1.4, = -1.5, = A7) 79 d99 F
7k Abolo] W 9joltt

YR FEAel A, FAE A5 Hel 19 & Ho 13] o] el dubgd 47U doix=g Zka, Al 713t
B HlW1Ee] 1Y T Al TR 9 L o Hu 2] 1Y 9 A2 FURES Fowta, X8 VZHCEE £
o, 85 Ei= 125)°] AAA UL dluare] Fa Slgol glojA, oF -1.3 WA o -2.5, dl& S°f, F -1.3,
-1.4, -1.5, -1.6, -1.7, -1.8, -1.9, -2.0, -2.1, -2.2, -2.3, -2.4, =¥ 2.5 TE A7] g9 <o F

a Atole] WL, Ao ri | WstE AT

AE FEdolA, hAAE Al 717F ek R 1Y B Al Tk 2 O Fo v EY 19 & A2 F
oS Foutn, A 7|IZHAE B9, 8F Tt 125)d ZHA vl & vl (mL)ol] oA VA Mo 7 EEH
o] WstE Agsty, 7|4 Wsle Hoks 583 didA R Ao, ke Aol o 20 mL WA 2F 35 nl,

A& Zo], 20, 21 mk, 22 mL, 23 mL, 24 mL, 25 mL, 26 mL, 27 mL, 28 mL, 29 mL, 30 mL, 31 mL, 32
mL, 33 mL, 34 mL, =¥ 30 mL, T A7) 39 deolol F gk Alele] W 9olt}.

F FddolA, didAle AE Aol 1Y T Hat 18] o] dubyd QAT (D) oFAEE zta, A1 7|3t
o MW L2 9 19 & Al £z @ I Fo v 19 & A2 TS Foldtu, X8 7|72 B
8 W= 1299)° AAA wlde] UUT olgA=e] H Sl glojA Holx 50%, ZoJ% 55%, A% 6
-

Ol% 65%, Zol%E 70%, Ho]% 75%, Ho|E 80%, T Hol% 85%9 7HAE AT,

29 ot e

oA, BRSO 459 4§ A% onset of action)E %
of g g AAIIE e A% PR, HMIEe oF 2

ol
>
R
Q2 w
S N 2
>
>
oo
rin
=
0
i
rlo
Y
oo
X
>
N,
s
rlo
i
92
2
=
il
1
i
o,
fol
i)
)
)
2
ol
S
i)
rlr
=
m\l
ic)
rlr
N,
)

1.
ok
an
Ho
oo
ol
BN
2,

o & orf
JORTIN
~m
il

SE., nAZAGY AERA, HAE, dE
SatA, WHE JRAVHEA UER, ==

rdgk Aoz 1AH FyAo|tt, AR FEAAA, 2 FAA A JAE
A, AgA, % EE. dyrdow B OmAANC 2 HAAr Fam 23
[Remington's Pharmaceutical Sciences, 20th ed., Mack Publishing, Easton PA (2000)]& =3},

(o
oo fr
o
oo
N
ofr
=
e
ofh
2
rlr
o,

(SIS
)
W
M
fr
%)
[
oX,
o
2

e

I e S )
o [u L
oft
Y

o

)

i

o

ofo

off

BN

oX,

Mo

flo
MRl e [»

Ho
e
é
il

¢

(
i

A FEANAM, B WA JHAE ket &Y S 2AHE2 HUE, vAZEAEE AERs, ARAvbERA
E

cslesA e Agrs, g vpadg AEHololES 2

2 Pl o8l Axd 5 Avh. 2@ JEe, 98 ol w4 Bus, w4
WY, HEF AR, A4 U, 2%, A%, L #Y 2E 29 TR
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ool A, & WAL W8] ofdt &9 &% 2= oF 50 mg A °F 100 mgo] BIM RS EIIT

ool A, B A g ofst the &3 2AEL oF 55 mg A oF 100 mg, <F 60 mg WA < 100
mg, °F 65 mg WA °F 100 mg, °F 70 mg WA 2F 100 mg, <F 75 mg WA F 100 mg, °F 80 mg WAl <F 100 mg,
ok 85 mg WA ¢F 100 mg, ¢F 90 mg WA °F 100 mg, == ¢F 95 mg WA ¢k 100 mge] vlW| 128 2 3lr}.
AN FElA, & A Wge] oFst w9 &7 =SS oF 50 mg WA oF 95 mg, °F 50 mg WA SF 90 mg,
ok 50 mg WA °F 85 mg, ¢F 50 mg WA °F 80 mg, °F 50 mg WA 2k 75 mg, °F 50 mg WA 2k 70 mg, °F 50
mg WA °F 65 mg, F 50 mg WA °F 60 mg, T oF 50 mg WA <F 55 mge] WIW1ES EFHSC)

T, & A W8] oFst Thel &% =AHES oF 60 mg WA oF 90 mg, °F 65 mg WA <F 85 mg,
ok 70 mg WA 2F 80 mge] WM ZES X33},

e
fr o

AH FRANA, I AA g ofst &9 8% AL oF 55 mg, °F 60 mg, °F 65 mg, °F 70 mg, °F 75
mg, °F 80 mg, °F 85 mg, °F 90 mg, = °F 95 mgo] HIMZES EAIT. AR TR, & A W&
oFst w9 &% 2B oF 75 mg] WM1E S ¥3}eh,

A% @A, B AN gl ket @l 8% 2R SAd 5 olvh A% oA, B AN Ug
oFst w9l g% 2AEL AT T Aol s

e Es HE AR W Z40A Aldste], 1ZE By-AROlA ole] #EAl s, 7IEF B It B-AR 8k

ol HIE ol AdEd, B e bgE 8ekE Fale] Ba-ARAIA ol Aes AASIAT.

HH L8 &4, QIF Ba-ARS MEAoR st T F2E WHACH)) AE HelA A ofuldAk g
stas G S7ke SAske Ve 2 er SAEUG. Gl A4 AEA (ol mE )l Bg &
3t A BghE ECyodt 71 SA4H

s

HIW|T12S B,-ARS] Zgsln AeEladel ZF8A=2, 1.1 MY ECyp 2 o)AXzHdEo| H|3 84% SA3tE 2zt
ok, 2o gH A|ZE(shift)7} 40% A7 A (ECyH = 1.7 nM, 102% ZA3}) =4 sl #ZEH | o]= o]
A gald A (gl A 49% W AE) ol A-S-3htt.

%

a
o
s

rlo
gt

N

s

FAAHOR, BrAR D BoR SHSIGAO] tlE BoaRel UhE WlHES] MEAE, AR EE BoAR B oln
SIS st CHO MlEZAdA Alggdozn AAEAT. v 12S 3,-AR 9 B,-AR o] B4-ARe] disl] =i
HeHole], AL A AW ) 715 BAAA BAR EE BoARRD BARe] B3] thste] 90008 Za}
o Aege walt,

MRS 1o AZF By, By EE RS WAE AXSRVE Azd %2 Ags] EF 24 2T
BN AgHt, RS BE AF BHANA MSolH BAR PAFEAR AGA T1-CPel A
Ul ByAR 10y = 193 n(86 ng/ml)ol2th. Q17b ByAROIA HlW-1Ee] e AR o) 8A) 2ol e
4

F AskEe] A deli, B BT AYA A B o5 -
zgg FgAd dal A4s S Aud v Bang. Fbdes, HuRe AT 44 BAGA
YFHE sk go] BAR EE AR F o= shbe] AFshA gom, ol of HFFol ofF FEANM &

W22 A3 AdAtel A F4 Foldx] tizf 1 WA 3 Al Foll Ad) 9% $=(Cuool =2dv. Hd
Coox B AUCEE 400 mg o]l A &&F-Hle WA ¥ AA S7kstd. A8 Ad s=e a2 d 13

Fepoz 79 wol wARA. A4 AE AU Z15 BE R w3 G Al oF 293, o
AC 2 ool o 2,809tk P ARl P AN WM wFe u-Quel B By oy
AeNA ) gl Hls) BA-§F Fol F oRzr FrhHrHeH vIE)

e

A od 2 d oAAolM AEs #4150 mg vl LES] vF B S Fol=, w4 AdHddA Y s
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[0127]

[0128]

[0129]

[0130]

[0131]

[0132]
[0133]
[0134]

[0135]

ZIHSd 10-2025-0095747

ol mlal, A1l oF 42% 3 59%, B Al14del oF 20% R 43%] B AUChos R Coax #HS Z AT
&

7 RRAL e BAAA IR GBS AT 9% 2-FE(twopart), LE-Thl, BU-§F AT

oA, v ZLEel gk Fule] HFR7] §3(Vd/F)= WeF 9120 Loldvk. HML&2 QIxF I duldo] Agte

(N EF 49%).

MEIES wowE, UE NE R D S TS R gRel s AP (PIME AYT 0 hALE
of A b oA

Salis F08 CYPAT, tiAbs wwEe] A A6 A
A 73 AT, sEE Lo gt WsiEx @

A5 Hit E 35 (recovery) = 79%9 0w, oy 2
gefo] gRES WelEA Fe M okEza AW Aoz uehgth, 774xe A% gapEe] x

] AZHYon, ol ZF 67k (ML, M3, M4, M6, M1l, 2 M17)E s iAALE =2
Z). ARE WS M aRe] 0-FFFERUE iAol dgelA [ ClHM IR el WA BEE 0.3
M) B Cox 2 2.5 hro] TS 7HATH 2 2 4A7bol A @4 AT wapyd Zasde 84 u
oF 78% W °F 7347} WalE ] Qe wEIEd o8 AA W, 0-FEIEZUSW) I} Fo 28 dAE(E =
g oFE-vid A=) oF 12 A 14%)9 Ao LT, T Ale] ZE7be] 2ok Abeby tIAMEE MA4 WA 6%)
176 WA o] EFE QI AN AFANA. FoF F 4xgtel We e e AdlA 4F AFAA
o WA E TasdgHsles U gt dgolA £3 AR 2HLe uig)e R4S bsE)
3= o]Fo] AldomNEe] BERe uo|E R 9ld, =HHA %yrh.

HlE 222 d B wmde] oAl A 59 Al 94A3Ee] A tys ZEeth. AR dElelA, =d i A (2

E
o}
2~
e
g

2ol Hat A FAECLR)E 127 ml/wolA ok A2 @9, B dolA (RS 2E 8% %
of A1 150 A 187 mL/min®] WA &) S7bel wat A A (fepom, s9) oA EHH= &3] &+
92 S7F ATl iglon, ol &7Fo] FUhHd whE AAo|gEAM SUtE VYA fepom,ssE FH
W t7g Al A 100 mgell A e

A farstedom, A3 dgel A 100 9 150 mgl A1 oF 149913, e
QR WFANA BT fepon D Lol M-LE gANA B2 A AR,

[

Zre
S WAl F4E vk 22, vEE 100 mg B 75 mgs o] ¥ =E0 T

e

Ux a3

g 4

Ao 1
v H| 22 AA AP
vl 12 AA(50 mg, 75 mg, ¥ 100 mg) FAS F 1o et
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[0136]

[0137]
[0138]
[0139]

[0140]

[0141]

[0142]

ZIHSdl 10-2025-0095747

# 1

HIHOZ2 2H =4
HE 48 el 2=

50 mg 75mg 100 mg
0] HA mgl & A mgl & A mgf ZA|
IVIK4618 A A 50.00 75.00 100.0
oH|E 3| A A 20,75 31.125 41.50
OMZEHE 4E2A 5|44 20.75 31.125 41.50
HA=AZHHEAUES SIA 3,000 4500 6.000
SIESAZRUAE=A ZEA 4,500 6.75 9.000
O1Hs AHOR0[E s | 1,000 1.500 2.000
A4 S04 (35.00-45,00) | {52.5-67.5) | (70.00-90.00)
= 30| % 100.0 150.0 200.00
=E 1% Ay
A4 E0i (45.00) (67.50 (90.00)
OPADRY |1 Green e | 5,000 7.500 10.00
(39K110004)
A 105.0 157.5 2100

1- 713 St AIAE

AA ) 2
F5HAH HolH

22 dd-g3F ot 29 o)F-wy, :Ad3}, Yok hxTY, dd A AT EF Ad AT
A AESAT. RE gAAE A3 Aok, Axte @9kS F 20 AAFT. 2 WA 600 mg HY Y
= , B tiee FF F 0.8 WA 3AIZE Abolol BHAET. FHF AA te AT A

AEQ A @A HHIE =FS v-d
AUCo- il w3tk 7138F o H](GMRs: LQ1/H]-
B, 300 mgollA 1.17(0.99, 1.40)2 &% 7ol wet ZHAEATH. QR(YER/PI-HES]) B vH 28 Gyl
3k 90% ClE &3] o8] QGakts ZAow Holx Pekon] WE &k A3 1.75(1.35, 2.26)% ZHH
th(pooled). A1 AN T T #L(1 WA 3AZF) B 23} FAqt BRI T4ty FHX (B8 WA 714]
) Bl-dEZ i A g fARSElTE, Hl-d Rl iAol fARSHAl, FE] tid A A AUC i B
Conxt= 300 mg ©]37HA = &5 vE WAng o & $71E H).

A Al FAAY wFdd vl oft FUMHSY. wjHaE
Hol) @ A23k= 90% CIE 10 mgoll 4] 1.75(1.38, 2.23)=%

gl
v
rﬂ
o
o
ot
o
oft
i
_?1_',

H-EQ) mde] g gl oA o Aol A 50 mg HlHﬂ:L
3 H oA AAACIA, 50 mg vlEl e Fo ¥
sk ghol mlske] 74z oF 70% B 60% B =T Tis W B (SR T = 1.0 hr)ollA e A {4
g, AR FAH e Fdel we mdeld oz o ARATH(ES Bty = 92 B 52 hr). = o]

A AR =ES md P EY g o Esikd

®
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[0143]

[0144]

[0145]

[0146]

[0147]

ZIHSd 10-2025-0095747

X2

MelfEl chel 23 @ |y 0E k5248 oato|s{e| f9f

AUCNM AUC@.;M Cm;;l; Tmaxh tyz®
g2mat N aml)  (ghiml)  (ngiml) (hr) (hr)
2 3 - 080403 0284002 30(1.030p -
5 6 - 8314480 079030 10(0560) -
10 § 7074349 004125 4765458 25(1060) 4322130
( E,Jlliﬁm ) g SR 2373 3M0+833 33 w18’ 1001040 5762380
a0 B 121:480 4002211 5255425 0B(0560) A42+126
50 6 SS1e262 2102123  HM7+350 20(0560) S20=78
: @iﬁm ) 6 85241 413 6225204 300580 644:87
50
f;‘ﬁg 12 9514300 3119 024236 10(0530) 9214159
ofad )
100 g 1690 + 698 845 + 401 2108 20010400 7282108
( ?}E‘E’J ) 5] 1770 = 418 920 & 300 190+123  25(054.0) 576x120
150 6 22704911 10504551 1954185 10(1060) 605105
200 18 380&1110 17404748 2744138 10(1040) 75391
( uﬁ;gl ) B 5200 + 791 20690 + BEG 518 4+ 200 2.0 (0.5-4.0) AR A4+ 80
300 6 7E0L1410 A7 L0906 G823 05(2040) 634450
; j_‘fw | 6 G010 AS01H0  THe20 20(1040) 5752
a50 6 DISTL1850 S50&1M0  GA5L185 30(05E0) 600404
600 5 155004350 00002770 1330529 30(2060) 60.5%52

WO M na/mLE HEHE s 0B (HH 2E 0] Bl =444 5)

a, ®WE| BAISI] B B HTR HY o) S

b EREE-2)

e 28 Wt + 75 5D

o, GHY| U & 3HYO) 2 mg BO|AM Y EAR HE Y 558 210 Crax, Trisw 3 AUCo-240]
ol 29 &A= 0| B cida 2Rz clojephg 7| g2 2 fick

e HMliE 7R 2 W Emgl| R LR A0, W7 FH tie U AUCen® HEEE AHE B8 3t

rT‘
of .
o,
W,
£y
~ oX,
=
o
__)&l
2
>
i
N
to o of L

HaHoR, A #AJe], 942 Fgol Hls] 50% v =
] 100 mge] WM& QD & A

9 w9,

GM Cpox B AUC FAHI= DS oA 79 200 mg &% oA 1.78 B 1.84%00. HwHow, diel

EZ(AUC)E Zt= Aol Qrt. = didAd
o

9 w@agdol mlatel] zhzh o 1.7v) 81,30}

o
2

[eX



[0148]

[0149]

[0150]

[0151]

[0152]

-

ol AA AE w=E2e Ad gA v-dEol
Aoz Folatstl. GMR(YEQI/H-LED) H &
1.27(1.09, 1.48) % 1.33(1.06, 1.67)°]t}.

(]

)

offt oX

boox o

(L2

32

g AHgatel s
PR Az ] 1zel

AA ARG

ZIHSd 10-2025-0095747

]Oﬂ*iiq o 30% U Eokom; wmEol
of A4 "9 AwaE AUIC B G0l deshs

= A R oA dE] Al Aol A AH =EL md EA B oA ml-dER] o
MEr 35% B o mEllAe Aol AR %94’5?91‘3} A4 GMR(Y <1/ E
of s del] whell WMl AUCre B Cn®l 45 1. % 1.8

Aeligl O 8 8 HIH|0E oS =8 m2tojeje] 2.9

AUCq24 Cinax Cirough Trmax® ty®
gz (mgr N (ng-h/mL) {(naimL) {ng/mL) (hr) (hr}
% 6 1644250 1664603 EO0TL07M 1005200 940060
50 6  B7+176  415:123 1524507 250560) 77.2+89
: e , 5 G13a26  59:M2 1654605 30(530) 694266
100 & 1280 = 529 169+ 809 318+115 10(0540) 7971156
: g"fm ) B TT0a52 18011t 410110 20(2040) 5684 102
100
(AU 12 20s671 2242920 5422153 100560 8842107
9ol )
100
(e 12 20683 393:165 573x122 150540) 751239
SlEal )
150 6 2285 = 1140 305 « 215 542+166 15(054.0) T92+92
150
( 24 9 T0=45 2031674 4624850 10(0530) 727+161
A )
150
{ 2u 9 B0=9%5  246:139  627:124 20(1.0:40) 831+172
ol )
200 6  300:1120 313:168  618+124 20(1030) 647485
: éﬁ‘m ) B 4M0sBls 63=fSt 6222907 10(0580) 5=19
300 18 BY80 + 1040 733 + 164 128+ 2386 2.0(20.30) B1.7£7.3
400 & 10500 + 2140 1400 + 257 189 + 54.7 15 {1.13-:19:1 589 + 59

EBOIM ng/mLE HEE =k HO[E(HHTLE2) #2132 = 444.5)
a D2l BAIE|3| oHe B H2E Hd Yol Eotg

b, SREL2| A2 CH)

C 28 HA+AE 5D

d 28Ye] B & P tin

=

2 she] A2bd ATE A AFS il

JakiTh. 184 WX 45*1] AR AAs G gl AeA el
AL (1x150 mg 78E) 2 AR (3X50 mg AA)) AP Tdd-g=F

95 FE5y

iy

4ol A A5 kel o] Aa AP Bl =S Aesdtt. T B 2RV T3t £

| ferekal.
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[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

ZIHSd 10-2025-0095747

X 4

UZe g8 oA 150 mg HIH 22| oFF2sto)| Cish A[>2| &ate| 29

715t 21~ A5 B2 (95% CI)

ok 243} If2}o|Eq Haa A GMR 90% Cl

AUC gt 2840 2660

(ng-hrfmL) (2512, 3220) (2350, 3010) A 87,100

Crse (gL} 290 a1 090 (075 1.08)

It (190, 295) (172, 264) ) R
204 ng/mL2 HBE £& GJ0|E (H]H 120 212 = 444.5)
GMR = 7| of 2429] 7|5} 2|4 244 B b
a. 1x150 mg H[HOZ &
b. 3x50 mg H|H1E FA|

oE-Thil, Gd-8%F, WH}, 2-713, 2-A 7, -4, WA AV AFE R Fold =S e F #Y
of AAl, F 74 BAE) F ved AA GRS FdAd A=A s54S Bttt

AZsH &g L o tiEAIoM 50 mg2| HIH[E2| okS2isto]| ohet A|de| =1t
715k 21 A% B (95% CI)
oFE 213 Ttetolef TEXTE TEEED GMR(%)  90%Cl
AUC oar 671 671
(ng-hrfm) (529, 853) (547, 827) L L
380 410
Con (ngiML) I B a0 B 1077 (874,1327)

=0M no/mLE HEHE = GO (HIH L] 2AIE = 444.5)
GMR = A[34 EA| of H24 FH 2| 7|5 2|4 25 B b

a. Bl=d A (PMFT)

b. =& (PMFII)

HIW 12 50 mge] ©U-&5F oFse g gt 279 axs A7e H-dEd 2 AR Hd gAddA F I
o] #ste o2 gk 3H, 9 oJAldlA "W E
150 mg9] ths &% I+

it B Coax ZHZFelA 46% B 67% A, B T ol oF 12131 AAS ek, 429 Hd FAdA 25
A& =22 A 50 mg MRS T AUCein R G ZH2FelA 37% B 52% A4S Zeshalon, o]x=
aA Aakel 3 FY &% FoE v-dE P diidAd o] Ao gigf fAbsklh.

A7 Fd Aol A AAkel A 150 mg WM 12| thE AT %] Fow, 52 JEHlA T &l )
3, A14Yel B AUCoom 2 Cuol A 22t 20% 2 47%2) 7423 et A4 A T, =
3 32 AEiel Al A A JATH6.0 ) 2.041%F).
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[0160]

[0161]

[0162]

[0163]
[0164]
[0165]

[0166]

[0167]

[0168]

ZIHSd 10-2025-0095747

X6

24 2 34 JEjofM AP Y2 U H|-LEQ HY Hd cYA, o AP U-gEY
U o chE A T 2l OHS 8% £of $ H|H|IOE ofS2 st m20|e{ o CHE A1F
BIfo| 2%

obs 23} nfailE =

A ol AUC, ot AUCq.24 Ciriax Tnadd
HE Z(mag) N {ng-himL) {ng-himL) (ngimL) {hr)
5 %5% T M6+127  007=229 762227  30(20-60)
50
( gome gy | & SS1s®2 219413 31730 200560
50
- 6 6052222  226+112 36233 15(0530)
4 E;U Sa g 5 BB W6.1®  02:24  300530)
N oS 248 IOl ae
H|-229 34 0 AUCD—H Cma)c Cuuugh Tmaxh‘
oA CFE S (ma) {ng-h/mL) {ng/mlL) (ng/mL) {hr)
{ff& 6  2540+3%  185:323 653787  6.0(30-60)
150
(s 9 380925 6130  €27:124  20(10-40)

S00M ng/mlL=E HBHE =& G0 B 122] 212 = 444.5)
a. 7|8 Br(CV o)
b. Sk (F -2 )
C A4 HH & S04 =5F PK Tieto|

2.5 BE Hi AATAN FEE

0ABE zte @xtellA dlshel, olF-wz, 91oF dxa B A vz, FIP-o 272 A A+ d
&\ 2 #H A (trough) %*(Cmmgh)‘?}% =78t o v 1E 50 mg 31 100 mg QD4 H (£ SD) Cirousn

Z+7y 27.4(%+ 18.3) ng/mL 2 73.6(£ 65.5) ng/mLolATt. A Hd FAelA Hlw|1E 50 mg H(x
SD) Ceroun= 15.2(% 5.07) ng/mLolAtt. HIWIZE 100 mge] HH (£ D) Ciown #t2 AZE Hd FANA Y

31.9(£ 11.5) W¥] A7e wde A9 54.2(+ 15.3)2 HHAT.
Al 3

55 AMALAA Y 545

3.1 999 73}

HH L2 =ES A (18 WA 454]), T (46 WA 644)) B = (65 W] 8541) 9] A F oA H7skal
tAd Gl vlaA], =E3E S GO FARsEIARE, 9 wEe S % AE Al mlsl el
MY = 50 mg &) & 5, WIHIIE AUk B G W Al mlatste] wid g Aol 2hzt

70% B 60% U AT AA tips AHS, ole-wA, foF diEate], @l &7 A ATelA, Ad tidA
(o

Aol 52 Alkell blaf, wmdelld 92 ARtew o Ank. A A v IE AUChun R G #2, WHIE
ol WA, fok dxwe] ve &3 4 A7l Ad S vl wdela Zz o 17w % ek 1,39
o Aok dobrk, AA A AUIC 718k Het A dlE Aol of 29lar, mdelA of 2,800 =
A, AUCoz R Cniz W3] W= ER1e] wwaste] 747t oF 356 x| 824 < 7hshaitt.

3.2 gHe] &

100 mg ®i= 150 mg &% F B AH wElLE Sl dig gHEe] ans d"ske, ol WY, floF dET
o, 0% &% Ao AR Arisiltt. Wl @ sk Ad G4l s vad A8 dAddM
AFRAARE g2 i Al vl i o el ofh o metori(d o AelA] oF 1.5 o =2 4
AEAUC), o EF mde] oMl wmES wde] Al Ao R E ol



[0169]

[0170]

[0171]

[0172]

ZIHSd 10-2025-0095747

ST A% 715 e uge BHEF 89, FEF 89, 2 4F s9)olA B §F HHIE 100 el
FEESS, 0E-vhl, BU-§F PK ATNM 89O 1R T A vwstanh. B stehuly
o 2oF 9 ¥R Are AF FolE 2 AL olFo] WANE ALY WAL AL mwg ¥

ZZ(eGFRO] 60 ©14F WA 90 mL/min/1.73 m” mWH), S5Z(eGFRO] 30 o1 WA 60 nL/min/1.73 m ©uh), 2
%% (eGFRO] 30 ml/min/1.73 m’ W, AL opd) 2% Fojs 7 =
Aol vla] P2 AUCo- = 212 49%, 106%, 2 83% O] =4tt. 43, 5%, 2 o5 AF Fo
v E A7 iz didAel wE] B 2E C. ZH 96%, 68%, H 42% U] =Skl f.okshd, Al Fefe
7t Axe, CuollA #2E wash A glo], vmaE AlCy oA T7teh ARE. A% 7% #a
Ay AR S AHESte] mdglslsith. 3
AR o e 7]972 71Z0 @ CL/F= eGFRAIAS 1 mL/min/1.73 m 27} @ °F 0.8% Z7}at= Zoz
velth, ol#dt A8 #AAE v|Fom, AFs g e, A5, 5%, 2 59 ATl g (L/F
= Zb7E 0.81, 0.64, R 0.500%  <FHQATE. AUCOl wiFh ASshs o5d W= 1.24, 157, H
2.000)Ac}k. CL/F 2 I otgd % A&, 48A17ke] =R 717b)
A3 A AAECLR) 2 AW J

HAY. AF, T D T35 A Fof
39%, 65%, 2 82% FrAaAZTh. f =

(7.9%) 7t vl=sllon, 55 2 535 A% Fof %X}oﬂﬁ Zy7} 5.5% ‘;l 2.1%Mr:}.

f
i
et
X

s
)
i
flo
ox!
[
o
::1‘
re
i
o,
4/
ne
oXx!
[
o
::1‘
=,
o
N
off
=
o,
®
)
rlr

22, 255 U 23 A7 HONE 2 B3t} Ol E s 2D ChAROIA B0
100 mg OF52/3} Tajo0|Efo| 20}

7|5t 2|2 A& Tt (95% CI)

ojAE 22
SEustmiaiole] N ST AR B SSSTNBRM B AT Tl ChED opa
ACom : 2620 3170 2290 1540
Ing-hrmL} (2200, 3810)  (2500,4000) (800, 2820) (1180, 2010)
152 180 210 107
Cres (ng/mL) 8 03225 (123:262) (144, 308) (708, 162)
355 315 436 649
GLIF: (Lhe) B (o768,4553)  (2480,4006) (3423 5561)  (40.67,84.47)
i . 05 13 10 15
e (0540) 0530) (0.530) (0.540)
297 24
e 8 131 (100) 108(21.0) 92 (115) 98,8 (13.9)
CLyb (L) 8 18(309) 36/(345) 83 3L 10.4(202)
Fe[auldshra(%) 8  241(576) 55(532) 85 (43,95 7.9 (430)
GNR (90% Cl)
Hj2 _
AUCqin Cinax CLIF
== 0% Aot as B 183 142 055
o 27 022 el (136,246)  (089.227)  (041,074)
222 1% 207} Sl LAY 206 168 0.49
oS AE HEE LA (165274 (107.263)  (0.36,065)
22 43 of} el sl 149 1% 0,67
Dl2s] 2215 |22 (41,2000 (123,343  (0.50,090)

SUAM no/mlL2 HEHE S5 HO|E (B AEE] 548 = 444.5)
Cl= 42| 22k GMR = 2|2 Al 22| 7)8t 2|4 2o W ol
a. SYRHA-20))

b. 7|z Wa (7| 5k HO| 3 mHE)

. N=7

_21_



ZIHSd 10-2025-0095747

[0173] 3.4 7HE3e
[0174] HIEI 2 100 mge] @Y &e] keHstE TETo b 247 WA 99 AYE-F(Child-Pugh) M) ZH=
8o Az} = AH, A BMIol wisl] v E 89 1A Aol 2-F8, &g, dd-&% A1
AT Wi, MMaE okgest s B4 wie ¥ sl AA@h F53e 1 &4 B 9
A7re gzt A Ao tE AUCH i 2 Cuae GMRs(90% CI)-& 7}7}, 1.27(0.96, 1.67) 2 1.35(0.88, 2.06)°]%1
om ol FETY 1 &ge] MR wEd g ddHer Fas anE 2K &S ousit,
F 8
530 7t 242 Zh= EHALet 0 A £l A2 CiR A CAA o]l A H|H1E 100 mg 2SSt
najolEfe] 2o
71t 2% A% B2 (95% CI)
A ML
otz 24} njatu|ef N ZEzzay e GMR  90%Cl
AUC g . 1820 1440 P (0.96,
ing-hefmL) (1440, 2300) (1140, 1810) : 1,67)
168 125 (0.88,
Crax (nghnl) 8 (118, 240) (876, 178) 13 2.06)
i 10 15
Tras® B (0.5-30) (0.5-4.0)
B EF b () 8 94.5 (8.88%) 92.5 (9.37%)
CLIF® (Likr) 8 56,0 (31,2%) 68.3 (36.0%)
Vs (L) g 7640 (33.3%) 9120 (30.7%)
S0IM ng/mLE HEHE 55 CIO[E| (M 120] 1T = 444.5)
Cl= 42l 77K GMR = 212 AH2S2H0] 7/8t 214 244 T b
a ZUZEH A2
[0175] b 715t BaH7I5H 0] A4 HAIE)
176] 3.5 S YEE A
177 6/ e 23R wHaRe WS 4le o 45As ATE FASAT. X o wHIEe] o
Hslo] 3t AEFUIE, HEoM = EH=EUO 3= okttt ¥ 102 Ul oEd Jd2ERT S,
dHEA2EY Ee FH R FFEde) tigh nw a2 azs gofsit,
[0178] 748k CYP3A4/P-gp A Al AEZUZE 200 mg D W52 CYP3A4/P-gp A AL HEoFA 240 mge] U5 &3
S Y &% W12 100 mgP =¥t HIFSETE. GM ¥ W 12 AUCo-inr B Cue 200 mg AEIZYZE9] o
T 8% A stolA Zzr 2,08 2 2.22¥] FIFSEATE. GM B ZE AUCoin 2 G, o £%9 240 mg
TE 180 mg YEoFA EA st A, 22t 63% 2 68% S7FSFATE. GM ty, S BlH| IR gEo R dEolAl wE
ABIYET 7 Fobd 49, 42 75, 75.4, 2 80.2 /\]7P°1°*E‘r ABITUE T dEobge] E4] slol A
HIH 22 t,,9] S7Fe olglst Ao, szl &4 oA Aoz HASSS AASTE. a8y, o]
5 4548 YRHoR folf Jlom dSFAE etk BURY R 4 nge vMIES] b5t o
a7 flvk
[0179] T S vW 2SS pgp 71E, UIFAG 23EH Hrlsgo. v a2 FEFAE 49 tFale] AUC-

ot GRS T1EH 908 CIE= 80 V1A 1256 ABSHE B54 W9l Ul TgEglon, wu1ge Qo oo
AER O3 kst B MAX Fee AT AT ek T e FF AR oEd daE
SIS (EE) % AR=ASEAANG S FEste thE gue] wjuEe] ela) WAHA ekakth EES AUC
Coax®ll OIS GMR(EE/LNG + W]W| 22 o] EE/LNG ©5)e tisl] 90% CI& 0.8 2 1.25 o] EZFH AT, LNG AUC

At THF & HWLE 24 shelA 18 A 21% T7FEAA T, o]E JdAH R T o oA
©ookokth. Wi LE 100 mg HEi 150 mg7t BEIZW ER 4 mget FEFE A5, 94H
A

et A5 g JehdA: et
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[0180] FTEF9E 9% (Conmed) o] EA) stellA vl &9 oFFHE dAn| A9 W3}
Conmed Conmed®] (W]H|Z1E& |n 715 <4 (95% CI) (Conmeds} $HAI/gle]) HlH|
2% (ng)| o] 8% S& ofpas sejue
(mg) v, 83 gl = 1.00
H ¥ 18 9% [Conmed + H]¥ |GMR (90% CI)
I
AezE (200 mg #h| 100 mg ¥ 10 |AUC 1370 2850 2.08 (1.66, 2.61)
12 A2 2 8% (788. 2380) | (2100, 3870)
Conx 113 251 2.22 (1.50-3.28)
(53.1, 241) | (167, 379)
SIE|ob4 ER |240 mg QD] 100 mg ©| 12 |auc 1330 2170 1.63 (1.4, 1.85)
B (1130, 1570) | (1990, 2480)
Cou 99.8 167 1.68 (1.41, 1.99)
(73.8, 135) |  (129~217)
Eel=% FR | 4 mg QD | 100 mg QD| 24 |AUC 1662 1797° 1.08 (0.94, 1.23)
(1382, 2000) | (1533, 2004)
Cou 158 163" 1.03 (0.74, 1.43)
(1L, 224) (127, 200)
150 mg QD| 23 |AUC 2783 3102° 1.12 (0.98, 1.27)
(2409, 3218) | (3787, 3463)
Cou 269 304° 1.13 (0.90, 1.42)

[0181] a. N=12% oA ng/mLE A s% "ol (M1 AT = 444.5)
¥ 10
[0183] FE A5 g v B EA A FE5FAE FE(Conmed)d] °Fs# 8 salulg o] W3}
Conmed Conmed®] |®|H|Z29] |n Conmed$] 718} B+ (95% CI) (2= A/
2% (ng) |-2%F (ng) §1°]) Conmed k5 #3}
g2tulg el W &
LS =1.00
Conmed ©= Conmed + ®]¥] |[GMR (90% CI)
s
S 0.25 mg T 100 mg QD | 18 |AuC 16600 1840 ° 1.11 (1.03,
o] @k 1.1

= o0c (14600, 19200) (16200, 21000) 9)

Coo 1160 1410 1.21 (1.09,

(965. 1400) | (1170. 1700) 1.35)

A7 79k 0.03 mg EE| 100 mg QD | 18 |Auc 810 838 1.04 (1.00,
g & (713, 920) (734, 958) 1.07)

Con 71.9 68.8 0.96 (0.90,

(62.3, 82.9) | (60.5, 78.3) 1.02)

0.15mg LNG AUC 31000 37600 1.21 (1.13,

g & (26800, 35900) | (32300, 43700) 1.30)

Con 2070 2440 1.18 (1.09,

(1770, 2420) | (2100, 2840) 1.27)
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[0184]

[0185]
[0186]

[0187]

[0188]

[0189]

[0190]

ZIHSd 10-2025-0095747

g 2Y R | 4mg QD | 100 mg 0| 12 |AuC 28.37 30.66 1.08 (0.97,
(15.03. 53.56) | (16.24, 57.89) 1.21)
C. 2.28 2.57 1.12 (1.00,
(1.32, 3.96) | (1.48, 4.45) 1.26)
150 mg QD AUC |13 95" 10.80 1.23 (1.11,
(7.39. 23.76) | (6.02, 19.38) 1.35)
Co |1 26" 0.92 1.37 (1.20,
(0.66. 2.39) | (0.48, 1.75) 1.57)
QIR = 718} | 1]; CI = A8 774 EE = o|g)d o] 2EgT]S; ING = dB A ~EAE A ng/uLz A3

5 dolE (W22 BAeF = 444.5)a. N=17

g3 Aol Hrrekdok. 5299 A3E diAdAlE 400 ng &3
o ko] EAIZZARA 400 mg @ B |22 wHHE gy &

i
2
—
>
o
4@1
=2
R
~
o
9\
S
~
I~
o
=~
3
=
@
®
o
lo,
[l
—
o
o)
=2
_>L
f
l o X

= . 59
Bol ) LS Her x}0](90% CI)E FoF 147 Fo W 4, 98(3 07, 6.88) msec% B} BE H 2ol 90% CI<]
A= 10 msec?] H3xE W THOIYITH(E 11). QTcFoll gt HA|SZFA A BAH o2 {3 azrt #EH3)

2 200 mg €F T DAHE GMCV%) Chpax 2 AUCo5.5mE 22 366(50.4) ng/mL 2 2270(37.3) ng - h/mLo] AT},

Z W7, AYs, 9o RFe, wHE(HYE A 2 B), v 7|3, 9d A AT £ A1
T4 100 mg] HHE S e wd didAdA 58 gl 1.63u19 &4, AUCE AT, 400
w9 &8 5 GAE V%) Coe 2 AUChos s e 242 1020(39.9) ng/mL 2 6450(34.0) ng - h/mLo] i},

O]Fé Crax 9 AUCo-23.5hr Foes H]Hﬂl% 100 mgg] s 95 3% =d EH}b]'f‘ﬂOﬂ/ﬂ 5% el 4.55m) ¥
2.89wj o]},

200 mg B 400 mg &% = EFolAM HE PK =S S48 100 mgel Hi 4 SFelA =d oA o
AL A

=
AN 2 e B G G R AUCoome B2 ZH2F 278 ng/ml B 2620 ng - h/mLo] AT},
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[0191]

[0192]
[0193]

[0194]

[0195]

ZIHSd 10-2025-0095747

H* 11

400 mg 22| HIH|OE, 200 mg S| H|H|1E, 3! ChY Z280] H{H|E0f it 9I2f
of Fofofl Cligt 22| 3 A0 2, 2{2tate] 21214 2}o|(H[H|1E-2{2N2LE|2| QTcF
H3to)| Cih FA Hl2

400 mg HIHITE2) 200 mg HIH|IJ22 HH T2 0] Cif @t 2| 2ref
CHE B & {msec) el 22k (msec) S B (msed
Azt LS B@  95%0C LS W2 85%Cl Ls W@ 5%l
05 AR 237 (0BG 407) 180 (0.16,363) A0 27407

14|74 41 {-184, 1.63)
208 (181165
114 (059,288 074 (0.99,247)

N
il
@0
22t 5
|
04D (214,133 043 (130,217
=0
5
]
il

N

5

449 (278619) S0 487 (313660)

073 (087,243 50 OB {D3ZATH)
50

3A2 -0.30 {-2.00,1.41)

N
52
52
52
52
Lt w2 281 (473 08
52
52
52
a2
52

&)

B AT B3 (003682 50 BED (863518 583 (737,380

BAIZH 160 (153088 S0 959 (1133 -7.86) B3 (1009 662)

104131 029 (4180 858 B0 882 (-1058,-7.00) 615 (789, -443)

12 4121 A0 (-8.80, 5.89) 1] 482 (-8.56, 5,00) 340 (483, :1.537)

235417 2.87 (457, -1 1?) 1] 2 15 (<388, 0.41) 50 253 (-4.28, -0.79)
300 mo BT T FYS BT T
oo Fre BEale] P‘.'r‘I'l{msec} 2] B

Ak LS W 20| 80% Cl # LS m 2j0| 5'0% Cla

05 A7 357 {143, 5.25) 2.0 (1.00, d.80)

14121 460 (271, 6.48) 4.98 (407, 6.88)

2A4|172¢ 0.81 [-1.07, 289) 214 (0,23, 4.04)

37 -1.04 (252, 0.85) 0.40 (-1.50, 2.30)

A7 2,96 (-1.84, -1.08) 0.8 (-2.73,1.07)

BAIZH 270 (-4.58, 0.61) 126 1-3.16.0 64)

BAIZ 324 (-5.12, -1.36) 124 (-3.14, 0.68)

10 &1 414 (-6.02,-2.25) 267 (-457, 0.77)

12 471 -4.00 1588, 2.11) A7z (-563, -1.82)

235421 -0.34 (222, 154) 0.38 (-152, 2.28)

QEO: LS T, 2 AbE Mok OLAIR 2

400 mg YW 1E 400 mg THE ST B[ TIE(B=50 ma HA).

200 mg B[HIZLE: 200 mg CHY S0 HIW 02 (4550 mg A HHIILE + A b) L2 of 4= ok )
Flof: ol gan| b a0 o) 2lshs f|2f@xH|H| 20| o4El sk e ),

2|20 A QTR (b Mat): 812 = 40738, 400 mo HIB 2 = 407.64, 200 mg HBIOE = 406,75,
Z2MEEAH =407.77

a. S 00% HE P72 B HE 95% 48 A S ECL

ANl 4
4 &% dlolH

(0AB 2& 9 0AB vlEo2 AZ3td) 0AB§ zhe JA R Aol A v RS dEs, ol WA, floF uix
i R A dx, -7 A2 FE 2bd ATE SREGT. Al FES vEaEe kdd, e, R =
s B =HEY ER 4 mg 3 HlHﬂJEA Z3 Fofel digh Jid Ao TS BUkskr] g -9 A
Toldth. Al F-iellA di=F 9808 e WAl e A m FE T stUE olF W WA eR Heskd |
slatdrt: 85 w¢t WY 13] WM R 3 mg, 15 mg, 50 mg, HE 100 mg; 85 B¢ wid 13 ESElE9 ER 4

&<k Bl

mg; 87 B¢ Wl ek 13 EE 45 ¢t SEHIEZY ER 4 mgd A HIW|IIE 50 mgoll o]oiA] 45

IE 50 mg. A2 FiES HE TR A W a%s AlSste] HUMSIE S AAETE. A2 FEelA, 4087

o AAE 2:2:2:1 BE, ¥HZE 100 mg, EHEZY ER 4 mg, EHEZY ER 4 mg¥} H¥ & 100 mg, T=+=

AekS 45 S 19 13 vl AY AE FiE T SR, ol WA Ao dAdslet. Al B R A2 F

B B didAE 1de dF e T&se= jE”/\FdO 7HEY. Fozke vle dAE fASES 8T EHYL
= i=]

o=
W, Zhzke] g Auh, F AT, L A%H AF WA WAL ZHAT. AL B L A2 FRe) I
[}

) = =
A% el X galxe] acketh
AARNA, I W AANA A% A F 83 o del BF vim NFE Aokl Bk, FAHoR,
0B RE AZNAY WAL 7% Ax F 18 ool Ay AF olFrte FF NFE Aokl Bk,
0MB PHE AZNM TRAL A% A% G 33 olge] Aupy edis Bt H4 L /)% A4 T 18] vwel
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el
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[0196]

pud

s vA], H|

Aol FAHCE FAF i, AFAN ok 2ol o)

W12 100 mg 2 50 mg X Ztl

A1 FielA, e

[0197]

23]

13).

=i
=

x 12

;
It

Shteh(

51

s
=

w

3 7Adem

Rk

glotel
of et 23 F4 el o)

He At
X 12

L
ar

J2atoll A Hl

s

50 mg A
100 mg

=il

=

=i
=

100 mg
, Bl Z2& 15, 50

=

=

=

U R e
7}

3]

el

o

-

[ d]
o]

A|8==0]| Bt T Bl ZHML)O| AOA 7|22 2R E 2] #

0.032
< 0.001
<0.001

0.002
<0.001

Higx

2loFzte] 20|
LS Hofl ke

10|

15.99
28.23
29.05
23.36
30.77
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N
144
131
146
148
133

ER4mg

HIH 1 E 3mg
HH1Z 15mg
HHIE 50 mg
H|H| 2 100 mg
SHZE

[0198]



[0199]

[0200]
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I e e R B R R R EEE
5:_ o Sl =] b= SRS vl el =1 == E= A= = SIEIE=] bl =
g|$
2 gI®E
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o 51213(235/5 2 555|582 5 25|85 2|5 5 5% B
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ey ™
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EA O | O | O 0 ) e f e | e || T | O | e O] | e O | OO0 | e | OO | | O
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BH n.l_. Enm-mmmmmv—-——-:-:-—-——-—-—-—-—*f?"\rm'%rm il
i
o Hl
a
% §T b AT BT P 0 | = | o I'Il.ﬁf'qtﬂl"lﬂ}hhﬂml‘ulqmqm
3 QUE|HF| 2SR F 8 S 5 D8 TS 8 e SR 8RR TR
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= - o
[i1] i oy | e [ fies
wBSEEEE =2 s = 2o @i lm oo i
ﬁ Lo g ] B e e B B e e e B L
0 &l
= =Is(3|88|8 3|2 2| == |u (5| 2= (s (8|2l |2 (0|8 |23 £ o
R v §
. 1
= & EH;
gr'?"j E’E E’E E‘E Eg‘g&%
= o 1 - =4 - 5 S| N Gt
il PR BcE (2B Bss BB E (2B s g
orJ i et P O i e b e e RV
8T e e o O i O s e s
B L= ol o ol e o e e o e
= R |55 |55 wler|=| 5|5 |5 i | oF| = | 5= | [w/oF = o] o o | 1 D
& 1D
oo~ 5 gl
a7 ul ) =3
ol = g Ej i o mR
= & 4 4 SR
=1 o % =g #o RO
E D = s W
8w
E'ﬁj o H b E s TG
= el LS EL w0 Bl oo g
OABE zt= 4 B ofAdollA weLge] kA B G55 H7ksty] flal AAE, ole-U4d, Adstd, foF
=, 4s-% 1, A3 AE SRSkl fleF dnlFo] (run-in) 7]3be] kel whel, 1,23278 9] $HAb=
Agste o], HW| & 50 mg(N=370), ®I¥| & 100 mg(N=369), ¥1°F(N=369), = olw|tts L4l 0.2 mg(Fo &l
°JE; N=117)& E‘?’S}‘ﬂ, 127 &9t BElE AT AEE Eyvh. A= wid 13]9] v 2Ee] v, UUI
quiE=, F AF dyi=, 3 HYA dYAES X6t 5T FHuHAA SAHeR fFod s A

E14). 0ABel ThE wlMl 1Rl 71(527) kAR R S WA fstel AAE w
OE eE-ghi, daF g, BE-AE, A3 A7E St 17 B 10 nAl, 16090 BAE

2 £ 50 ng AASAT. 8% F, §%E AHoR AW vhsh gol, WY 18] 100 ng7t
A Z7hE S gtk B 5270l 4A 50 ng Ei 100 mge] §FOE WML ALsirh. o 13
MRS 52Fe) AR 7] AA ke dMAS, W ANAE, F AF Auas, @ Avky oNsss

o})l
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[0201]

[0202]
[0203]
[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

ZIHSd 10-2025-0095747

X 14

H12700 Do) R ZL0 HS0M 7IHMO 2 REle| Hste] 24 -AI3HE I To|
Ef £4(cLDA) 2

50mg 8% 100mg S

2%
B 0.86(-1.12,-060)p<0.0001  -0.81(-1.07,-0.55) p < 0.0001
Ay edz omas

B -0.27 (-0.44, -0.10) p = 0.0015 -0.39 {-0.55, -0.22) p < 0.0001
Z daomac -0.30 {-0.49, -0.12) p = 0.0015 -0.43(-0.61, -0.24) p < 0.0001
Hurdd oA s 051 (0.76,-0.25)p=00001  -0.67 (-0.93, -0.42) p < 0.0001
Bl ke ZH(mL) 25.76 (20.02, 31.46) p < 0.0001 22.16 (16.44, 27.89) p < 0.0001

a. 7| HHS2EE{ 9] 2|4 AkS W 2% XY HE2 A HAIE B2H95% ME| 77 [Cl]), p-2th
Ao 5
tAA dHlolH

5.1 A1 oy vo]E]

1539 k¥ A1 A7 2 x27]d FRE 13] A7 (0] dFE &% v A #ANA Fe olfFE T
2¥)E 2§, 16709 A AFEFEH b dHelEE FRHET AV T2, T 4667 ] o
AAE Holx 13 gk v 2RSS FHsidEl; 2388 giadAE 2 WA 600 ng MY v &3S 5
shgiar, 238We] tidAl= 289 o]t F<t 25 WA 400 mg HHle] Ue &FS FHINT. A1 T2
A, A2 %1%@3?& Z AgEAT. 52 Qs B FT o WS (SAE) Ev AP RaEXA
eForom, uitkse] ol WhE-(AE)S dA|Holal, Ak WA AF EE TeTolUunh

i
N,

ALY AT, T4l AU T4 flol(dE
gotol A 20 mmHg 2%,; A W/xs=

100 mg =+ 150 mg % EH =Y ER 4
o % olF AES] A {ARSIGTE. A
ARAZF, oX§{F, AAH T, EE 4
AR Ae AXFHFT2 100 mg °]de] &3
200 mg Z¥o] HWlILE  &FelA O
HEF-AFEA]), B F2HA Wz 3
7kz oA A FEFoE B9 719 AR

Z, oAYHE, AXNA ) NEA AL(FFY)
oA 10 mmHg 3} #4)e] @ 2ol duh. Hlw e
7194 AEY] T AS MR Ee EHEY g5 F
S5 AFeA 100 mg oldte] &FolA, AAZ U
AEE HEg3 &3-S AAS YehA Zev. g,
How AR "ZFato] e 71HEA AU
ZFAc, BHZE 100 mgo] HEZES (U
ol hfe] ok oY T e HeA 1
Srbed=

om] A 1g oA ﬂlO]EH AEE A3 oA detrg (s, das 2 wH4A) E= PR, QRS ¥ QTc
t RHIE AR ged. ZAR QT 977 SEEHN

Qe i Qg HE FHow S Ak g Ao Baser

o
o3
~
gt

=]
oQ
o
ol
o
o\ & =2
N

»—~
o
iy &
lo

[
k)
X
N

i

r:i

ot i

oX rlo

2

~ oy o

off ol
o

lo
e
o
rlo

Mo

9337 e A gA7E Aol 18] S| v aRE R @] A2 ATERE gnw A2 A gl
= At WdAES 2 A7 5 85 olsk ot 3 A 100 mge] W19 ]uﬂz &3 FEegt
(4% = Eﬁﬂiﬂﬂr Z3). BR AT7E 45 0B F, 60599 digAlE A% AT B3 525 ols) Tt
HlW 2 50 mg(Whs) HEi WM E 100 mge] S (HE Ei FHEY 4 mgd 23S SRS, AT
Fo Ayl xHglen], SR USRS FEL w2 Fa A7 % A% I AT e AP
& HasA gokh. wHaEe dibe s ghfiEodnh. AR Al 3 B R Eo ofd-wdE AR
A TGl 2fol= fokl e ARTE TN AEHA @k

Al & 6077 (43.6%) oA A HAE et HH| L& 50 mg R H|H| L
AEE zhe o Ale] BIEe flokel frARSRITH(EE 14 F2). o & vl
o wake] WM 15 mg 2 WHIE 50 mg + SEIRY 4 mg X FaolA st o)) ARE
Bastith, 7 WIWE] Bad AE= 7 AEF, T, QEFAWTD, B MRIFHeldnt. 7+ HAxFe



[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

SIS 10-2025-0095747

gL floF e vE R ddAsT v, FHEY(HEE B g DS R LolA o 8

12
e
e
=
&=
N
NS
30
s
)
)
—
oL
1o
=
oz
2
N
NS
N

ZAsg e, HWIE 100 mg A EaolA FE-TE AES] JM Ll 1
E-7d AEE e gAY vEe vEaE ]
Hla] W& X maell A wA otk o Erh. ofE-dd AER <Qlste] T

Z 9709 SAEZ} 8o tfiAlelA HaE o HETe] A UERRTH(2® 919k 1% v I 3 mg: 19 H]
W12 50 mg; 3% EHZY 4 mg; 19 HHIE 50 mg + EHZY 4 mg). H1E SAEE c]'ﬂ%, e Al
Whg, o AekE Iv7l, R Hidd AZE, ndEYy, doEg, & =4, 4 18 oAl A H(pan) WA
Az & AR A= oF 23 2 XS & BEFen, o Jeriirs: ddAHY. 19 iJﬂlJ oA
ol 5442l AE &ol& HIALEA gttt AFAEC &, EE SAEZF A7 o=l #HHEHA 4 3o 3
FEH At

527 A B, ABTE FAA ol BFE e TF ol WY WA EAdA L onglE zto]7t TEE A
%Skt

A & 5317 (62.8%) oM Hars k. s} o] g
}

T AZxFe W H] 9] =

X gtol] H3] HE XETA o %%ﬂr

GE-#dH AEE Zte didAl] B &2, HWIIE 50 mg 2 100 mg ‘]Ei%ﬂ Hls), ZHZ4 ER 4 mgd A5 %
He 85 FEoA I o E=Jvh. AR BE FE-TIE AER I8 T WHH H| & 7|E} o2 iLEnZ
of Hlal, BEl=d ER 4 mge] 4% ¢ =g, A% Ft 4149 ﬂ]*&zﬂﬂl A ZE 46709 SAE7} LEIETAS e hm S B |
o e A &7t v E 22 100 mg X B9 HlaE, EHE2Y ER 4 mg 2 H]uﬂ:i 50 mg X B4 HIlE
Aok, e FE-w# SAEQ] miulAl A AFo] EHEY ER 4 mg X BTAA HuEHQon; o] thaE o]
AEZ Q18] FaH ATt

obg] & 16w HHIA WEFS 7H Al A HIH 2R A|24 TR a4 BE YEhUE o] hgES 8okt
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[0221]

[0222]

[0223]

ZIHSd 10-2025-0095747

e 2o Ady hdds 0ABE zte k9 A4 AYA FelA HUEEeith. 5279 Ao =,
dgstd, g 9 FA4 FHHOH(BHEW)-UET X85, -8 8% 2 kA Ao, 771A 71"
T AEAAR A8k AXHZ, Aald T4, 2 7198 Al o) wkhe AE £33 7 69 (0.4%) 9] tidA
oA LAEAT. o] A A7 919k (0.5%), HI¥IZE 15 mg w(0.3%), 2 H]HZE 50
mg + SEHEY ER/BHIE 5 8 ol A 3w el oA (1.1%) 71 2
AEdek, A5 AA o

4 N AED Ao AR
A weEd. ojw A% FHg fukelx

~—

3 ] d<k(SBP) ¥ 7] ot
(DBP)9] 7%-, 50 mg 2 100 mgell thall, A1Fel o] H s} 2 8o A F Ao Walrh 9oF 9 vy
JE7b BSEEkglen ) ol 1 mm Hg MRkl X7} QQlth. SBP 2 DBPellA 9] Zhe|aiz] Wal= 91k} v aE
Zroll 3 FAsE e, DBPOlA 15 mmllg 22 7 AM o2 RE ] WMEE Zhs nw 2 iAo Mgl A
100 mgoll A 9] ¢kzre] Z712 7R TH(1.3% 100 o 0.5% $1¢F). 85 A He H) Wyt ko] haf H]53t
(2 bpm ¥ whel, &F-o]EA H2 HRol dis] HEEA Fdtt. wlwlEe] dis] W Ul Aldg 23
o JRAZ st Al WG e 2 Aol BHEY EEAM Ay FAFEI T

¥ 16
% A%, HHIE % EHZH g JAHOZTEY &Y RAF ¥}

Z|AX e 2EES R W3
k=3 n 3 7 (95% n B (95% CI) | =5 mm Hg =10 bpm =5 bpm
CHAF) Ay n/N(%) /N |n/N®)
9] oF 186 0.12 (-1.04, 200 5.08 (4.02, | 17/188 (9.0) 1/188 0
1.28) 6.13) (0.5)
3mg 141 0.36 (-0.90, 143 5.57 (4.25, 16/140 5/140 1/140 (0.7)
1.62) 6.90) (11.4) (3.6)
15mg 126 0.35 (-1.15, 134 6.56 (5.20, 17/132 4/132 1/132 (0.8)
1.85) 7.92) (12.9) (3.0)
50mg 140 0.29 (-0.88, 146 5.49 (4.28, | 12/144 (8.3) 4/144 1/144 (0.7)
1.46) 6.69) (2.8)
100mg 237 0.35 (-0.69, 257 6.12 (5.10, 28/237 7/237 1/237 (0.4)
1.38) 7.15) (11.8) (3.0)
E"H2Y 4mg 246 0.68 (-0.31, 257 5.66 (4.69, 29/242 11/242 4/242 (1.7)
1.67) 6.63) (12.0) (4.5)

P HUAE= A1F WA #A8F9].
33 d& T IAN =28 TFo 7 3 AL,
A2 HE ] SBP W3}

= n 7 (95% n B (95%| =5 mm |=10 mm Hg =5 mm
CHF) CI) Hj|Hg n/N(%) Hg

n/N(%) n/N(%)
9] ok 186 -0.21 200 7.84 | 24/188 | 10/188 (5.3) | 3/188
(-1.85, (6.27, | (12.8) (1.6)

1.43) 9.40)
3mg 141 -0.35 143 7.14 | 21/140 | 10/140 (7.1) | 4/140
(-2.34, (5.18, | (15.0) (2.9)

1.65) 9.10)
15mg 126 -0.34 134 8.93 | 22/132 | 9/132 (6.8) 1/132
(-2.46, (7.18, | (16.7) (0.8)

1.78) 10.67)
50mg 140 -0.79 146 7.01 | 24/144 | 14/144 (9.7) | 3/144
(-2.65, (5.31, | (16.7) (2.1

1.08) 8.70)
100mg 237 -0.77 257 6.51 | 28/237 | 10/237 (4.2) | 3/237
(-2.22, (5.09, | (11.8) (1.3)

0.68) 7.93)
EH 29 4ng 246 0.04 (-1.36, 257 7.29 | 41/242 | 19/242 (7.9) | 7/242
1.43) (6.01, | (16.9) (2.9)

8.57)
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[0224]

[0225]
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At HuA = AT WA AT
33 A& TUIAHH mES V|FEoE 3 AS.
7| QK25 DBP W3}
X & n B (95%|n H(95% CDHAY | =5|=10 mm Hg =5
CHAF) M- 0 /N(%) mm
lig n/N
n/N Hg
(%) (%)
9 ¢k 186 0.11 200 |4.89 (3.89, 5.89)| 18/ 6/188 (3.2) 1/1
(-0.94, 188 88
1.17) (9. (0.
6) 5)
3mg 141 -0.37 143 |5.03 (3.92, 6.15)| 14/ 3/140 (2.1) 1/1
(-1.69, 140 40
0.95) (1 (0.
0. 7)
0)
15mg 126 0.03 134 |6.37 (5.20, 7.53)| 15/ 3/132 (2.3) 1/1
(-1.52, 132 32
1.59) (1 (0.
1. 8)
4)
50mg 140 -0.70 146 |4.19 (3.10, 5.29)| 11/ 5/144 (3.5) 1/1
(-2.07, 144 44
0.67) (7. (0.
6) 7)
100mg 237 -0.69 257 |4.80 (3.88, 5.72)| 31/ 8/237 (3.4) 3/2
(-1.72, 237 37
0.34) (1 (1.
3. 3)
1)
EYEY 4ng 246 -0.12 257 15.19 (4.26, 6.13)] 30/ 13/242 (5.4) 3/2
(-1.10, 242 42
0.86) (1 (1.
2. 2)
4)
A HUA = A1 A AT
33 A& SIAN =g o= S A

A 2 Gl o BEH9 BHE PR ALY ATNA AFR =

4 BAS TFD AP dAAAA vwzee] b,

WAE, whskd, Ao dE AP, §Fe ABE

ngel WAATH FF F 4N AA s olF Pl oA (M
A A S 908 A8 UL 17l AN Al e ks

Z|CH MA4 HR U A|1420] B[H| 121} 2|2k7te] 20|

| 9AEN A SR

WA 2 oo PKE BUle] 99 63, oF-

el e 5

g 2% (mg) Na 2cy MA4 HRE 21%te| 20|«
#HE ojoF 14 3.07 (0.26, 5.88)
A 2% 5 1.47 (-3.24, 6.17) -1.60 (-7.09, 3.88)
B 50 6 1.50 (-2.79, 5.79) -1.57 (-6.70, 3.56)
C 100 6 3.28 (-1.02, 7.57) 0.21 (-4.93, 5.34)
D 150 6 3.7 (-1.13,7.46) 0.10 (-5.04, 5.23)
G 200 5 567 (0.96, 10.37) 2.60 (-2.89, 8.08)
H 300 6 9.06 (4.76, 13.39) 598 (0.85,11.12)
| 400 6 10.33 (6.04, 14.63) 7.26 (2.13, 12.39)

a. T2 A Y GO 242

SiLEO| CHA A 2H0] STE| e, A14 Yo ClojE=

b. 2|2 245 B Y 4S5h= 90% 4 A2

. 2| RS (EGA-S

) & A4E58h= 90% 42| 72| AHo0l= HE
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[0226]

[0227]

[0228]

[0229]

[0230]

[0231]

[0232]
[0233]

[0234]

200 H

ZIHSd 10-2025-0095747

Ay obHAS w3 400 mgel ¢4 &3 T HAI QT ATl Ul BAAE A AAFAA
Hrletg o, ol 247 100 mg 2 200 mgoll A vl 22 A AE] =FS JjARETE, €k 2 RR A i3k
He Hd a5 7 189 YEld ule} Fo] f5fo] ¢ WS FE AAHUT, -8 IR “E25HY
2a-20 37 E4E& AHEs (39 AV ATFERE), 75 mg SHEZNE AME Hy £ BF AX Qe 2
AUCE 47 120 + 74.7 ng/mL 2 1140 + 476 ng - h/mLolAt}. o5 FAHXE (e 2 AUCZF 200 mg ©Y &

Fuot zhzh ofef 3,30 3o2w) o wtan, 400 mg e SFEn Zhzh 9.2nf B o6 o woke A ek

¥ 18
U-§F B weuE L B Ao 24 /A4 R 24 F YgozrHy v
4% B +SD (FF+D  ([Hd B A FEE |HY H7 9% 4 |F9 D97 A% 54
(mg) Crx AUC 7IAA R BHFo28H (9 71AH $%7) BP |2 7144 &837] BP
(g/l) |Ggn/ml) |5 o 2REe WsH o0k | Z3EY W (908
" e (90% CI)(msec) C) (mmHg) CI) (mmHg)
v E | 1100 + 6800 =+ -162.45 3.97 3.99
400 436 2300 (-184.24. -140.65) (2.12, 5.81) (2.62. 5.36)
He 12 (406 + 180) 2430 + 974|  -84.36(-106.37, 2.20(0.34, 4.06) 2.42
200 -62.35) (1.04, 3.81)
AN 68 AA6. 1 §F vl F5
Al 4o A =o®] A2 AT 19914 LR Hlel 7ol o] TlEF f-ojEA FIE A=3YL).

=
oz, Ak AF e F AT 8- = BEEA goktd. olE dHolHE Y 13] 50 W
2] 100 mg Abololld Wl wArAel fek-uks PAS vy, vEaE &% 50 WA 100 mgolA <Hg7)
2 AZs7] wioll, 75 mge 100 mgl® FAE e 5% FrIt
¥ 19
24 AT A HH2E 50 mg 2 100 mg® &%

I H 50mg - $¢F 100 mg - $1¢F 100 mg - 50 mg

e -0.64 -0.91 -0.27

Auby Az -0.72 -0.71 0.01

2 2z -0.60 -0.58 0.02

gupg omac’ -0.76 -1.24 -0.48

dlolBl= LS Fatol Mo AfolzA i tt.a. A8FollA ¥k

b. AgFA o iA=e] H 50|
c. A8FAA 19 7=

6.2 F2}g2] 3}

- AlEH o) A sk

A Aetsieh] Astel, §F-Cu 2

, 75 mge] HW|1E

2048 87eka, olo}H 100 mg £ ol§3tel YHY w9
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[0235]

[0236]

[0237]

[0238]

[0239]
[0240]

[0241]

[0242]

ZIHSd 10-2025-0095747

AF At J(outlier) Cpy #ONAE o]23t Fhs dAHoz Add AP aatd gz A4S da
EA=

A1 o &5 AFolA, 100 mg ©lte] oA, AR g AR HZF, AAXFZF, Hal A5, Ay 2
& ol wkge WEd fE-uks AAE UrEM% A gkskoh. sy, AR Qg oA HFL 100 mg ©]de] &
Fo| A Frksle Aoz Belon, o) wkg "] v V1HA A S-S 150 mg 2] HIW IR
LFo| A o Eth. o5 &F-3H o] wk3o| 9L, Lo 25% HAE Cu oA E 40% HAE A
Sholl wEh(75 mgs o] &3 A9 120 ng/mL o) 100 mgs ©]&gF H-$ 206 ng/mL), 100 mg A4 75 mgl 2 &F
Frazol & W H oz 7hAE = Qlth, o] ol oAl A= O}Xl‘j} |F STt w2 YA o] 8E
A gg-vle 2] F7ke Udel A Esbeet P-de A (P-gp)-mislE A AU & U, =5 2
olo] W oAt 29 AL 50 mg FHS o] &, FIE FadE & ﬁlﬂr.

100 mg &%l HlEte] 75 mg €S o83 Y W wFL 57T AR GA] o] vk fES wk
H] Eﬂﬂﬂoi AN, F55 A e 2te ddAe AR AF 715S zhe tiakAel Bls] AUCel A
L.6ule] A3t S7HS 74%] vk, e CYP3A/P-gp ASAIS FEshs didAle o= 2n) ¥ 52 =5& 7HA
ot 75 mg &F CollAl 28] S7FHE 7Hdske], 100 mgs o]&3te] #EH ZlHt & HWIIE (5 EAse
olE E43 AT 7heAe 5%t (= 1 FHx). S e A wFo A4S, A% A JA

Boh g 50 WA 70% ¥ 52 CGus WEH =d 2 o AellA Fastt.

W22 50 mg B 100 mg &% AbelolM Cuoll Mo wld 2o S7HS ol88hr] flste], =E& Ashs
1

a9, 83 A4l AgE F vk §F WAL AW Ik 2D W T 832 AAE 2ge
Sgelth. ol FEAoR £ S8 FA8S WAES LUHY 2 BaAsls] N6 FaRd. B el
A, eaE Ro Gej Ay wge] ARE A Al Foldth £3F 44 Fopyel A A,
AL AR 713e] A2 Feke As o)Fo ol Rolg Anch 4 4 qrh

50 mg X 100 mg §F| vl LENA Cuol A el e Z3bel F77F AFE, 50 WA 100 ngel MWE §
F Aol AHoE e §F-g WAL B2 FANE §F A4S bl e B, =B uh
EEER LIS

Al 7
75 mg &F tF FEHI} HolE

a2 5ol ofbe RS WUkehe SeH e s fusiiln. EE didAls A Aol
ok on] Azte] @oke] 3 200 AlFETH AT Gd &g MEIE 75 mgd ALl FHE, HEw
600 mg QDE A0 WA A23dell, 2]l @d &=k HE e 75 mgs A1TLl R S HEste]
Bk v e BoeEae] ol A% 9 B oo a2 AlEdg. A St ¥ TEAE,

=, 238

TEOLD 192 Wiy golirh. B AT, BG EE 94 492 BN guHow

o

A7 o
SAE Bz APEE BAEX efgrrh. 20789 WAl F 39 (150 0] At of=t wdEd AEE B S
<
o}k

¥ 2

718t B (%CV): HIH| 229 FFE3 g

Fopy
5} et g Hy 1 B HW 18 + FuR

(N = 18) (N = 18)
) 1.0 (0.5, 2.0) 1.0 (0.5, 2.0)
Caar (ng/nl) 82.3 (43.2) 153.9 (47.1)
AUCo-. (ng - h/nL) 1160 (34.3) 1210 (30.7)
AUCy- (ng - h/nL) 1310 (36.4) 1310 (31.5)
ti (h) 84.0 (15.0) 74.2 (25.2)

CL/F (L/hr) 57.2 (39.7) 57.3 (30.1)
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