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A5 AAIFH oA, el 7]AE WH 2 2E AMESY] 9% A ZEEIE~HZO|=E <F 0.01 mg Ul
2l oF 20 mge] AT ZEEF2EHREO| = A Fo] £ 9F 10,000 pg/ul ©l3f, ¢dE £ 1 Abole] EE gk
2 s £33 9F 9,000 pg/mL, <F 8,000 pg/mL, <F 7,000 pg/mL, <F 6,000 pg/mL, <F 5,000 pg/mL, <F
4,000 pg/mL, <F 3,000 pg/mL, ¥ 2,000 pg/mL, ¥ 1,000 pg/mL, <F 900 pg/mL, <F 800 pg/mL, <k 700 pg/mL,

°F 600 pg/mL, HEi= °F 500 pg/mLo] B Hdl B & (Cnax) & AESESF AAStEt. w2 A FH
oA, A7 FEREF2HR|=E oF 0.01 mg WA oF 20 mge] A FZRE|FAHR|=] A Fo] I oF 500
pg/mL ©]3}e] CmaxE A|&3t=S A A ster).

- AN, ol AR W W 2Rl ALgEy] AF AT m2Em2HR =R oF 0.01 ng o
°F 20 mg®] AT FZE|FAERo|=9] A Fol § oF 15,000 pgh/mL ©]3}, <& Eo] 1 Ato]e] RE Gk
2 S E EFe °F 14,000 pgrh/mL, °F 13,000 pgxh/mL, ©F 12,000 pg+h/mL, °F 11,000 pg+h/mL, ©F
10,000 pg=h/mL, ©¢F 9,000 pg#h/mL, ¢k 8,000 pg+h/mL, °F 7,000 pgxh/mL, <F 6,000 pg+h/mL, °F 5,000
pgxh/mL, °F 4,000 pgxh/mL, <F 3,000 pg+h/mL, F 2,000 pg*h/mL, °F 1,000 pg*h/mLe] i AUCy.= A3}
% AASFEC. hEAE ANGHAA, Bl A8 P 9 2gEe] Ags] A% AT ez
Zol=i= ¢F 0.01 mg WA oF 20 mg?] AT IEE|IAHEO|=9 FT Fo] F ok 3,000 pgrh/ml ©]8te] Hit
AUCy-04 5 A &3S A A stH ).
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549 v AAGHAAM, & WSS 2 AFUaYES £FE

A AAlGEol A, 2B A o= °F 100 pm ©]8F, °F 75 pm ©]&F, °F 50 pm ©]sk, Bt} 53] °f 25
um °Jsk, FE= %k 15 pm olate] Hat YA AVIE zte A FHz AT Ao, JAAdEe] 54 A
AFE= °F 10 pm PIRE, ¢F 8 pm VIR, ¢k 6 pm VIR, EE 58] oF 4 pm vREe] H JA AV]E A
7] 18] mlolaRIE FEE|AAHBO|ZE AFF).

getaoz, olelgt 242 MB-volazuly ®9je] Hy A7 (& E°], o <1 um? Eé& dA A7) E
7HA g 9da, S ussdak (& 5o, oF 1 -100 nme] 9o Bt A A7) EA 24T 5 dv. I8 A
Al ZE I HEO EE F4Y PR, odF 5o oFE AAASE Alget= °W§}xﬂ, & Eol,

HdyEglE (PVP), 3=FAZRE fedEas (HPMC), J=ESAZRY AERA JESAqYUAsEs
25 £FZ8 A (Soluplus)®, F8=(Kollidon)® VA4, 2% W o]|E, E(Tween) AHEAAA, &
23l (Fudragit)® EPO F&H4), 2 19 &332 3} 33t o] &4t

—{o
-1> o

B

AAIHEL] AeF A Eol EAshs IEEIAERO|ES] e Al

4 FOIEEE AR oles Huglet=E: AdedEu. & JRAUES] 1Al Aok 2= del, 24=

o] AEEAAHROIES] F2 oF 5% w/w (=0 TH/RAEE FTH) viRtoltt. AR AAGH 2

d& T FAEE|AAHRO|=] 2 of 4% mRlolth. T UE 2

/\1%@1011*1 Oli °F 2 TF% ‘f’l‘i, °F 1.5 %% 1%, "4 L %% visk, °F 0.5 T%% "%k &=
<@ °|

r

£ H: ofN i riz

Al g ol A ﬂ‘:’k IHE F ZVAE] Eﬂio] 94 & ¢ 0.75 mg WA °F 12 mg ]EP. o5 %"‘]%kﬂoﬂ q
Ak 2E Fo| F2EIAHRO = e oF 1.5 mg WA oF 9 mgolth. T U AAGHAA, Z2E A~
H2ol=9] %k 9k 0.01 mg, ¢F 0.05 mg, 0.

_|O Jg;r

1mg, ¢F0.15mg, ¢ 0.1 mg, ¢ 0.2 mg, ¢F 0.25 mg, ¢ 0.3
mg, F 0.35 mg, °F 0.4 mg, <F 0.45 mg, F 0.5 mg, °F 0.6 mg, < 0.7 mg, F 0.75 mg, °F 0.8 mg, &F 1
mg, ¢ 1.5 mg, ¢F2mg, & 3mg, F4mg, F4.5mg, & 5mg, & 6mg, &F 7 mg, & 8mg, &F 9 mg, <F 10
mg, °F 12 mg, °F 18 mgol® I Apolo] BE W % s NE 2§,

kA gk AAJGE A, Zol MAE At ZAYE (dF B, D) F9 IZBE|FTLHRo|=9 42 oF 1.5
mg WA °F 7.5 mge] ®lel™, °F 3.0 mg, °F 4.5 mg, 2 °F 6.0 mgS EF3TE. npEA G A Sl A, Al
°F A= 0DTo|al, FEEALHEOEE oF 1.5 ngd do= EAG. & nighAgh AA e, AF
2AEe 0DT0), AEERaHRo=E oF 3.0 ngd) Fow EAVTY. E e vieAd ANGeel A, Aok
=2 0DTo|al, FEEHALHECEE oF 4.5 ngd] Fo= A, T ohE vl gk A gejolA, Aok
ZA 5L 0DTolal, F2E|FAHRO|EE oF 6.0 mg?d] Yoz &A%t AR g upehz sk AA g, A
oF ZAEL (DTo]al, F2E|FIAH R =+ 9F 7.5 mgd] ¥o= &3t}

UK AAFEH A, AAUNE] F& dl 2AES AT 28 5o FH (dF Eo] 00T, &, #4439 v
Ex T dolH)E AEAIIAY, &M IIAY e dE] 53E foldA sl vlolA23 FZEFAE
2olt YgAF Frahe vz A A AE s ZEFoEMN i*}ﬁ“* AEd

K
A A 2sh)
Atzbeel =] dAFE E9
ﬂiﬁ} F2EFAH RO = YA}
2, 45 AAGHAA, AEHIAAHE

2 g/EE g stE 5 9l et o,
ojE (& Eol, mlolARs}t AEHALHRE A= ARy F&H = wAS 3 T, Aok 159
BalAl daket 2¢E Hoj 159 F &F Z/xE Apvletel= S xIetE F5 BA vAaEa g
=)

of FHol & TH, ﬂoic 154 B9} z3tw %015 129 o o=
= -

S AU ssleE, 300 Lﬂxl 900 mg WYE FHEr}). OE]%'— A A] R ol &
T Aol =gt 23d Hojm 1% FalAE EFd. FE 24 3
= AMLEelEe] e FElA-dR HEe F T o 99%-90%, EE °F 95%-90%
B2E #1449 SHAE gt A AAGHA, & &F L/EE Aol =9

71 9 30 um ©]3F, = 5o 2k 1 -30 um, 2 5-30 um, °F 5-25 pm, °F 5-20 pm, °F 5-15
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o
)
o
>
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S
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pm, ¢F 5-10 pm, ¢F 10-30 pm, °F 10-25 pm, <F 10- 20 pm, ¢F 10-15 pm, ©F 15-30 pm, <F 15-25 um,
°F 15-20 um, °F 20-30 pm, °F 20-25 pm, E=+= 9F 25-30 pmo]t}.
AF AN G A, Fo] FHele F F%0] 300 mgeliL, °F 0.05 mg ( 0.16%), ¢F 0.75 mg (0.25% w/w), °F

1.5 mg (0.5% w/w), < 3 mg (1% w/w), <F 4.5 mg (1.5%) , ¥ 6 mg (2% w/w), °F 7.5 mg (2.5% w/w), <F 9
mg (3% w/w), °F 12 mg (4% w/w), 2F 16 mg (5%)2] I E2E| I AH RO =S TH{-3It},

)

gR Ax A, Fo] FEE & Fgo] 600 mgoliL, <k 0.75 mg (0.125% w/w), °F 1.5 mg (0.25% w/w), ©
3 mg (0.5% w/w), ¢F 4.5 mg (0.75%), F 6 mg (0.1% w/w), °F 7.5 mg (1.25% w/w), <F 9 mg (1.5% w/w), <}
12 mg (2% w/w), °F 18 mg (3% w/w)9] IEE|IAHR|EE Sttt AF AAGH A, F22 2Eeh=
FEE I Y Ro|EE ZREFE ZRIoYo]Eo|al, ol Ak 2AE F ¢k 0.05 WA °F 15 mge] HY=E,
o)
o}

ZAEY TFE 7R 9F 0.16% WA 5% oFE dom EAgH.

el

A5 HAAFE A, ZFEIE ZRIQEE ZAE T oF 0.75 WX o 7.5 mge] HHR, 2AHE T o
0.25 &% WA 2.5 % o8 stgFoz EAs
A5 A A, EFETE ZRIQY|EE ZAE T 0.05 A oF 18 mge] MR, 2AE F 25 0.125
TH WA 5 TF0 = FFoR A
AU EE] AMEEE AR FEEE HAE By 2Fsied Aeta (dF B9, IFEY F
2 Ee ARY FEEHE @A T oFE dgdo &), ol EI= e 2 AdAS Awstal #YyE W
Aste dx EAEE 98 8498 @A 545 7HAoF gttt ol IEHIAHRE I 4dAS AT
v AT AT F drh. Ae AGS FHEEE gAHe nANEAEE AER 2, 3 nAERE AER, 9
HABE s AR &85 AR, FRol=A AEyt B FAY LR uEe g (43 (VEEGUD™ i =
o A (NEUSILIN)™O 2 4] Aoz J47bsdh) & Edtatt, old AgtE A= devh.  wpshzgh A Sl
A, IEE|FIAH R0l = F2S fg Ak FAl= s vAEAAE AER oty ™A g nAAA
A AgRs 2 ZFRo|EA olitdlgth PAR FAHE 3 vAAFE AERA (ZEZEHE(PROSOLY)® SMCC:
MCC, 98% % CSD, 2%)7} wlgAsict. /MAWES ZAHE F ol AE9 A8 IAZEIAHRNE EFdE
o % % EUd EAS MAAZIa; dE T FE G0 AA B PAeRe] 19 HFT UHEAIMA A
FoteE B AAY JMAE EAE gdAd/sEA 2 EYH A, S AAH] g-EF 9 ZEEFEEH R
= ulo]Z 2R B E I AY Hasehe o] s dAgHEn. FAETY] EFERS o3 HA 9
EAE E=3 AN E 2B AxY AAHS mATT (53] A% AFAste] §& 7ied o3, dF 4
A GEd A, B B fddA, we-ig AAg 9 g9e §54S vepdle 2A9te A8 I2Eax
HRols EAErh sfAldnt, olgfg BlEE w4 B3 gME ZEEHIXHRE 2AES skl 5
3 Agsict.  AAINES AF AAGE A, BA=E 3 vgAgd AERs A F3E SFETE X
2 UolE, & F4 it A% gE zeheit
AA GOl A, FEEI2HROEY  FFE A ARY dE&HE @A wlolaRstEt. SR
AAFE A, wlelaR38} A FEEH= FA= oF 20 vho]AR2uE uRE, dF Fo], ¢ 15 wlo|aRME
e 9 mpo]a 2w E] w|gk of 8§ mlo]a2wE w|Rk, oF 7 mjo]g2uE w]Rk,

ulek, o 10 vholZEvlE] viwk, o l
6 vhol=LZr|E] vlu, oF 5 vhol=ZrlE vIE, oF 4 vholZmulEl wgk, of 3 vhol=EulE] vlw, of 2 v}
amvle vg, wE o 1 vlolAnuy wwre] 449 v, 54 AAFeA, wlolaws) Aok
$HE BAE o 5 vlolaRug vwre] 47e et

o], ODT) ol ¢k 1 % w/w WA <F 20% w/we

= =
b} - =
g B9 1 g9 BE 2 A AE E3e oF 2%, oF 3%, °F 4%, °F 5%, °F 6%, °F 7%, °F
1 % ©

8%, °F 9%, <F 10%, <F 11%, <F 12%, <F 13%, <F 14%, <F 15%, <F 16%, <F 17%, <F 18%, & <F 19%= EAS
o A AAGHA, AR AL A 2R (AF Eol, 00D Fol °F 10 & wuel Wele] Foz
At

AR ANFEel M, e Azl SE AKY HEHE WAt e RS B do mErmsvzol
T Folgko] oF 85% WA oF 115%2] Wl (AE £, 1.5-7.5 mg, 1.5 mg, 3.0 mg, 4.5 mg, 6.0 mg, L 7.0
mg EF) delX mEEmiERlE g FAYEL %

1
AT Be A4S WS AT, IR AA %
9 oF 110%9] Wl ulellA, = 2F 95% A
7% WA °F 103%, T oF 98% WA oF 102%, EX oF 99% WX
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HxeZH 2, gZgu|2 ) TNX-355, EgZFod, EREvied | wgA S 282 WA F20 2, B38| S,
HighElRl) vlgud ) v, A e, Ayeei 2 9 RS ZEeh, oo ASEAE @

< FoF Fro m4RE ALsE ZEHIALHEOE (AF o], &% oF 20% o3t Al AA | EES
zb= FEHIZHZO|E, B Ml AAO&ES ARV fdl AAstE ZEHIALHR|E, Z7ES 4]
ZIAE) B AKY FHEEHE HAE MPoPD% q71A oFE2 oF 5% WY (B FH/RAPEY T Yoz
EASE DT Fo] Jels et A4l £ Fele oF 30% v Yol B3z (USP W), A, 4%, ¢
/BEE do] Y EEAH E%}gisﬂ IS Aded SRS TS 2ARs U oS ZAer. 4%
AxFeol A, BEdol ZAE ODT Fof dFefeo] ol AL oF 1% v|vk, oS S0, °F 0.9% wwk, <F 0.8% v]gk,
oF 0.7% w9k, ok 0.6% ®WF, ok 0.5% W]k, oF 0.4% w9k, ok 0.3% "Wk To]i, 2 Atolo] RE W] @ 3§

v 3k AA G oA, o] JAlE Wl AMEE= (R 1o AREE7] 913H) ODTE 9F 0.25 % WA oF
2.5% w/w (2= ¢F 0.75 mg WA <F 7.5 mg)e] &9 F2EIAHREO|=; oF 5% WA oF 15% w/w (== °F 20
mg WA °F 40 mg)e] Fe] A°FF HL¥= w@A; B oF 40 % WA °F 60% w/w (= °oF 125 mg WA °F 175
mg)e] &o H& b nMZYES 28k, 7A H5E B vAFEE 9F 90:10 WA oF 99:19] & &F/A}
Fletol= o HajAlel HE 2. AA el A, DTE J9=2 oF 5% WA F 10% w/w (EE 2F 5 mg WA
20 mg WA <F 30 mg)e] &9 FalAl; <F 20% WA F 40% w/w (= 2F 80 mg WA <F 100 mg)e] ¥l T &
Z T AtERel=; B o)Al RYAE FUIE xS

_L

ol

el MAE Ak AlAL whEA g AAFEE F 1 = 5 20 7A€

¥ 1: Z2EIE DT, 1.5 2@ 3 mge] g&71538 Bdso 248

g:hvy = H 7<= oDT
ODT 1.5 mg 3 mg
(/B AD | (mg/BAD) %/ BAD| (mg/78Al)

njo] = 2 3} ZFE IpE 0.50 1.50 1.0 3.00
Eiqgﬂ]EU@

FRo|=A o] ks A NF 0.30 0.90 0.30 0.90
T M AARA AZZANF | 10.00 30.00 10.00 30.00
AR ASHENF 7.50 22.50 7.50 22.50
FIAYEZANF 0.40 1.20 0.40 1.20
R A Z W= USP 30.30 90.90 29.80 89.40
F& a3y 50.00 150.00 50.00 150.0
2% Aol Folglo] & 1.00 3.00 1.00 3.00
z 100.00 300.0 100.00 300.0
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AES] FoE #xe] Hom 1] AR 3 sAE F A1F, oF A2F, oF A3F, oF A4, F A5
F, oF A6T, °F ATF, F A&F, &k A9F, &k A10F, ¢F A20F, °F A30F, F A407F, oF A50F, F Al
605, <k A70F, &k A80F, °F AN90F, <k A1005, <k A1d, ok A2d, = oF A3do] oF 14/HPF W],
ok 13/HPF wlwk, <k 12/HPF w|wk, <k 11/HPF w]gt, °F 10/HPF ©]=+, <F 9/HPF w9+, <F 8/HPF w|gk, <F 7/HPF
w|gk, ok 6/HPF w|wk, °F 5/HPF w|wk, °F 4/HPF w|wk, <F 3/HPF W%k, ¢k 2/HPF W%k, ¢k 1/HPF w|vF & 71
Rk (dE 5o 0002 ZaAXvh. I AAGHdA, 2o MAE Ak 2= FoAE A AHojw
7he] Aol da S5 oF 15, oF Y, oF 270, oF 3704, oF 470, oF o/l oF 670, oF 1d,
ok 24, oF 5d, EE ¢F 109, e 1 %3 B oF 14/HPF Wk, ¢F 13/HPF w|wk, ¢F 12/HPF w|wk, oF
11/HPF W%k, <F 10/HPF w|wF, <k 9/HPF w|wt, <F 8/HPF wwt, <F 7/HPF wwk, <F 6/HPF W%k, <F 5/HPF w]wt,
ok 4/HPF w|"t, ©F 3/HPF wwt, oF 2/HPF mwk, oF 1/HPF mwk = 2 mjuk (o2 Eo] 0) o8 ZAA Y.

A% AAFEAN, Bhel ANE el g FT meEasHzolse] Foli ARH Hxe] Holx 179
BN T2 AT (IE Aok (PDY, A8 Eol, A4 2o] J1AE vist 22)E MARE B4 Ei
A Aol BAF Dol Aol WP 92 SATe) vl

) =
gk Hol& oF 10%, <& 5°f, 71 Atele] EE #
st S E3E oF 15%, oF 20%, °F 25%, °F 30%, °F 35%, °F 40%, °F 45%, °F 50%, <k 55%, <F 60%,

oF 70%, °F 75%, °F 80%, °F 85%, °F 90%, °F 91%, °F 92%, °F 93%, <k 94%, °F 95%, °F 96%, °F 97%,
98%, W= oF 99%WHE AAAIZITE. 5AT AAIGEH A, F3 SA FFEES oF 50% WA oF 99%°] R
%, A= B0, 2 Alojo] BE F 2 SYES Ee oF 55%, °oF 60%, °F 65%, °F 70%, °F 75%, <F 80%,
oF 85%, <k 90%, °F 91%, <F 92%, °F 93%, °F 94%, °F 95%, °F 96%, °F 97%, °F 98%WHE ZAHT}.

18 18 wE

ANFEAA, ELlol ANR At 2B Folt Ay BARTE ] Ao 1o AAAA WA &
£ A%, A26%, Ex A5l AAAAT. A% AxdeelA, Bele] AAE At 2ABe] Foli
d SzrE Ao 1718 A =

12
B —ﬁd o

] A SAFE A2, A265, = A525] °F 6/ HPF w|ito =
FanZtk, A AAGEHNA, Zdol iAE AleF 2= Fo= AsdE FARNEHY BE APE A
oM d=A BATE A2F, A26F, = AG2F] FAaAIT. A AAFE A, Edol AHAE AleF =4

w9 Foj= AR5Y dARFEH BE Agd A v w4k A125+, A265°, Hi= Al52Fel of

6/HPF muto 2 Z+AA 71T},

A5 A FE A, Edo JAE A 2dES Foe A e oite| o S A AEA A F
ATE AT, A8 AAGHAA, AiEAs A AEd @4 A5 (EEsADeolH, o]+ dsiatst 4
dejo] o] WP FFE W HIEE RUEPEY] s 7-d 3 717 EE wjd 34 71s AR ¢ 2
o AR AASHAA, AEAE AT 4 AEA DSQolH, ol dikd HEE EUHHSY] 9
AbEEE w4 tholojglolth. AR AASHA, HAEAE wE A-HI A7 Frloln | ol& AstE
S-Rade] HJrte sttt i AAGE A, AR ol7d] EEsAl = PROSES] F Hoe thE #AF 3
7hel Z23E o] AREEHol Xz digh A WSS SAeT. AR AAGEHA, HAEA A4t 2A4TH 5A
(& 5o 34 FHEE) AL A dddAe A=l dig 3 wh-gS veEhdct

A5 HAAIFH A, H AEA Aee AREH FAdA AlF D A10d Ateldd SAHET. A5 AA Gl
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3]

|
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°F 9 wwk, o 8 wmxk, °F 7 wgt, °F 6 vwvk, ¢fF 5 wwk,
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s £49 us gol AL MARY S wE A8/ ANEY] A AR BAG wlawste] AHA,
578 CAE 2R, AR wa dash, 4% AR B, A= AT 9w (s, L)

54 Amd Ao A A1F 5 Al10d Atolo] H
73
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A605=, F A705, oF ALOF, °F A0, °F A|1005, oF A1, oF A2d, =& oF A|3de] AAATCE.
[e)

(?—_._]
P C R Aok 2o Foj= YA oa] ZHHE vie} 2 54 mAnw
A} i AR Ao 5AF DA wlasle] of 15, oF Y, oF 209, o 3A4Y, o 4, o 5719, o
6709, oF 1d, o 2, o 54, mi of 109 w11 Z3b B9k AMANG A% AAFeelA, AAHA
of o3 ZAHE vieh L& 5L Ay oF 1008 AR, A% AN FHlA, WAAAA ] o8 ZHEE
e} 2o S4e wAny 84 EE Aw Ao 59 axel vaste Ao oF 1%, oF 5%, °F 105, °F 208,

19
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40%, °F 50%, <F 60%, <F 70%, °F 80%, °F 90%, = °F 100%%HF MAAIZITE, AR AA G A, B |
Al AloF 2AAES] Fos WA o8 ST vhel 2 5EAS vARY 3 e AR A9 Y
gt #zlo A9l EndoFlip F4=¢F vlaLste] oF 15+, oF €9, oF 2704, oF 370, <F 4/0€, <F 570, <F 67
4, oF 1d, oF 2d, o 5, & oF 10d ®

40%, <F 50%, °F 60%, °F 70%, °F 80%, °F 90%,

QR AxgElel A, Beo] AR Aok 2B Folr And AelAe] WAGAA e ZHu = v}
2o 549 wARs B mE An A9 58 X wmete] All2F, AlF, LE o AlseFol
AN

AR ANFHNA, ANE Ak 2B Fol ALY Fatol weh Fsk FASHE ok AnE 2=
o 5 BaAAT. oldd dsase] MARA o Al EE SAB A 2R £FUT. old@ of
Jase wge Sl oa BAl B SARS A Fo BAG o nuD 5 X, BA EE §4
e A 279 A% Fol EE uNZ /12 oldel A Z49 & Avk. Ale] PUS A1gshel PROSES
I B4 BAS AL Bud 5 Ao
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5 AAGFE A, A7) AlZEY 7|3k AR A sHE daare] FE Aok Ul dIiE, Hojx 27 d
= Aoz 37 dyir=, Hox 47] oduiA=, HxE 57 oduiA=, HoE 67 oyi=, Hom 77 o
At Aojx g/ it dojx 97 dIiAs, Hox 107)] AL, Hojr 117 dIiAs, dojx 12
A A=, Hojr 137 iz, Hojx 147] L=, Hojx 157 ddi=, Aok 167 dyi=, &
o 1770 dF A=, Holx 187 dFA4A=, Holx 197 c¥AiA=, T Hojx 207] dy4L=, Hojx 217
oA Hojk 227 A, Aok 237 dFAE, FHolk 247 dFAE, ZHojE 257 dFiA=, FHolE
2670 oAz Holx 277) oAt FHolk 287) dyAE | ZHolk 207) ol¥AE = FHolx 307] o3&
= AHojx 317 A=, Hojx 327] dyA=, Hojx 337] A=, HoE 347) JuiA=, HoJxE 357
HAE, Ao 367 dFiE, HAE 377 dFALE, Hox 387 dFALE, Hox 397 it EE
ol 407 A=, ZHolk 417 oA= FHojk 427] oldA= FHojk 437 oA, ZHo|k 447) ol ¥
AE, Aok 457) A=, Holx 467] ouAE, Hoj&E 477 oI A=, FHolx 487] o¥A=, AHojE 49
Mool AE, B HoJx 507 IR AT, A AASE A, AIRE 7R o 15, oF 25, oF
37, oF 45, °F 55, ¢F 67, °&F 7, oF 85, oF 97, °F 105, oF 205+, ¢F 305, <F 40F, °F 507, °F 60

’ -
F, 9 705, <oF 80F, oF 905, <F 1005, oF 14, <F 21, T oF 3do|t}.

& B oo

o

Fof gl Fo
Yo MAE AT ZEEIAHZEE oo A ¥R, Qoo AHFe Ao 2AES AMEdlY F
od 4 gk, B v)Eitere] B4 vleAbs Zhzbe] AldelA wigA e 58 AAHET ¢ YA, = o
olo] BAS 93 AaAe] AT &H, oI o] 19 FEAY AF AzaRg o 1 volmzaW (p
g) WA < 100 L2 (mg)e] WY W, vigdaAE 190 A% 228G oF 10 ug WA < 50 mge] ¥
W g 7P vt A EHAlE 10 AT A2 oF 10 ng WA oF 50 mge] RS WY F Ark. dF AA
FEjell A, A 2AHES AL&E, dFE 501, °F 20 mg olstRE FolEtt. AR HAGENA, BT A2E I
HRol=s 19d Az AZaAF °F 1 ng, 1¥o] AT A2 28F oF 3 mg, 9/EE 14 AT L2a9G
oF 9 mgo 2 FolHtt. HAs: §E sy &% T b B AHd Ao ® Foly= 2 o] §hY
-gFog FAE £ Ay, o5 FY-EHE o= 5o oF 10 pg WA < 1000 mg, ¥FEASAE < 0.05 mg
Aok 20 mg, % 7P wbHSAlE oF 0.5 mg WA oF 7.5 mgS Frehs @9l Fo dElE Fojd o gl
0

o}
.75 mg, 1.5 mg, 3.0 mg, 4.5 mg, 6.0 mg, =+ 7.5 @9 Fo ez

AR AAGEel A, Bedo] AAR Ak 2AF (AT Bof, A7 mEEmAHZES TFeh GA EE 1
A 2B Bl 19 18] ARARE H)ol Folfith, A% AN, Ak 2B BANA 19 2
3 (BID) Folfith. A% AN, Aok HEL BAolA ool 158 L Aol 18 FojE. AR
AAFEAA, Ak 2B Hlolgds A (B B AE MA 243 F EE AoE MA 1A A EE
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oF 12417k, oF 12.5A1%F, ©F 13A1ZF, <F 13.5AI%F, oF 14A1%F, ¢F 14.5A13F S7HET (olE B9, A A4 EE
TE z2A4)

AR AN A, A e Mo FAA T A (F Sxle I FHFol FA4 ¢S) AT ZE2EA
2RO =9 T2 F 1A A 9F 10417FS] 9F 80% WAl oF 125% WY, oS B0 2 Alojo] e g A 3}
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AlZE, oF 10.541%F, oF 11A17F, oF 11.5A17F, oF 12417k, oF 12,5417k, oF 13A]7ko]t}

AR AAGH A, FE AEHY M FAA T3 A (E Al O FHFol FA4 @) AT ZE2EA
2H Zol=9] T, = ¢ 2417 WA &k 3047+ ok 80% WAl ¢k 125% WS, oS Eo] 1 Alole] RE Ik & &)
AHAE 23k oF 1217, oF 1.6A1%F, oF 2,541, ¢F 3A17F, oF 3.5A1%F, oF 4A|3F, oF 45417k, ¢F 5A]7F,
ok 5 5A%F, <9F 6413, 9F 6.5A1%F, o 7AIZE, <F 7.5A1%F, <F 8A%F, ok 8.5A1%F, ok 9A1ZF, oF 95417, oF
10A1%F, 9F 10.5A1%F, <F 11A1F, 9F 11.5A1%F, oF 12A1%F, oF 12,541k, <F 13A1%F, ¢F 13.5A1%F, oF 14AI%F,
oF 14 .5A17F, 9F 15A1%F, oF 15.5A4)1%F, <F 16A1%F, <F 16.5A1%F, <F 17A17F, <9k 17.5A17F, 2F 18417k, <F 18.5
AZE, 9F 19A1ZF, oF 19.5A1%F, 9F 20A1%F, 9F 20.5A1%F, oF 21A1%F, oF 21.5A1%F, <F 22417k, oF 22.5A]%F,

{t A .

AHHoR, SAEL FHHCE T,,5 AAA 7, geba] 2 Ao g T,,.5 482 F5 FH T
Hoh o . gy, o dTe T8 GH Tae #kel A4 E TRt 9 3ve 3S g uigic.
upglA] AR AAFE A, FE FH Tus A2 FEH T2k oF 1A7E, o 1.5A1%F, F 2413, oF 2.54]3F,
ok 3AIZF, 9k 3.5A17F, F 4AIZY, 9k 454, ¢ 5AZY, ¢F 5547, <9 6AIZY, 9k 6.5A17F, ok TAIZE, oF
7.5A7F, oF 8AIZF, oF 8.5A17F, oF 9AIZF, ©F 9 5AIZF, oF 10A17F, ©F 10.5A1%F, oF 11A17F, oF 11.5A17F, oF

¥ ° 7, °F 14A7F, ©F 14.5X7F, ©F 15A17F, ¢F 15.5A7F, ©F 1647k,

8.5A17F, ¢F 19A)17F, ¢F 19.5A17F, ©F 2047k, T== 1

BT AEESAHEO RS Ao Sa A, ¥ vk (B RS NYE) A AACSES e AEHA
s Roj=o] Abgor Qlaf, ol VA WY B 2AeE SRR B ZEHAHR RS 9 5
o2 FoEE AT 4 gt I2EI2HRO|ES e FAY FF o]0 IBE AR =] M4l o
ob dd¥bel F28e] A EE syjolnt. webx, AR AAGHCAA, 2o T I B 24ES 52
SR EE N 4R (dE B0, Ax)d I2EI2HRo|=Y] fFaFoR FA Foldte] 19 HF
(5 £0°], EoB)& =& Agdtt. A5 AAFHAA, 47 A2 AieRol== o 0.01 mg WA °F 20 mg
o] A FAEBE|F2ERo|=9 A Fo] T oF 1000 pg/ml ©|3F, oE E°], °F 950 pg/mL, °F 900 pg/mL, °F

850 pg/mL, ¢F 800 pg/mL, °F 750 pg/mL, °F 700 pg/mL, <F 650 pg/mL, °F 600 pg/mL, <F 550 pg/mL, °F 500
pg/mL, ¢F 450 pg/mL, <F 400 pg/mL, <F 350 pg/mL, <F 300 pg/mL, °F 250 pg/mL, <F 200 pg/mL, <F 150
pg/mL, °F 100 pg/mL, = °F 50 pg/ul ol&te] Hyr Hdl 4 % (Cmax)E AT &vh. wiE2 g AASH
N, AT FT2E|FAH R =E oF 0.01 mg WA ok 20 mgd] AT ZEE|FIAHR|=9 AT Fo] & ok 500
pg/mL ©o]3}e] CmaxE A| &g},

el
b
[ &l

kA gk AAGEN A, FHUE B G BV FAUE $ 6 mge] EFEHIE
o] & oF 15 pg/ml WA ©F 40 pg/mLe] °F 80% WA oF 125% RSl W, & B 2 Atele] e 3t % 39
A= £33 oF 10 pg/mL, ¢F 11 pg/mL, ©F 12 pg/mL, °F 13 pg/mL, °F 14 pg/mL, ¢k 15 mg/mL, ¢F 16 pg/uL,
¢F 17 pg/mL, ¢F 18 pg/mL, ¢F 19 pg/mL, ¢F 20 pg/mL, ¢F 21 pg/mL, ¢F 22 pg/mL, ¢F 23 pg/mL, <F 24
pg/mL, °F 25 pg/mL, °F 26 pg/mL, °F 27 pg/mL, <k 28 pg/mL, °F 29 pg/mL, °F 30 pg/mL, °F 31 pg/mL, <k
32 pg/mL, 9F 33 pg/mL, °F 34 pg/mL, °F 35 pg/mL, °F 36 pg/mL, ¥ 37 pg/mL, <F 38 pg/mL, <F 39 pg/mL,

w23 oo £ %
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o 40 pg/mL, °F 41 pg/mL, <F 42 pg/mL, <F 43 pg/mL, °F 44 pg/mL, <F 45 pg/mL, < 46 pg/mL, °F 47
pg/mL, °F 48 pg/mL, °F 49 pg/mL, °F 50 pg/mL, ¢F 51 pg/mL, ¢F 52 pg/mL, ©F 53 pg/mL, °F 54 pg/mL, H&
oF 55 pg/mLolth.  AF HAIFEA, EoEE XBFed GAHE W I 5 T3 AREIAHRE
o] Ml Fojo} vy F2ES ZAAL. dE B, HS 95 kst AAYH A, Z2EAAEH R
=5
=

g T = =
& Aol s Felrk AX F4E FANE ACE ANHoR FAHo] Yglw BTHn A

A% w4 e A4 BAl U@ AT mEEmsRel=e] A4 #ae) (9 maste] Helw o 16, olF
5ol 2 Abole] BE g 9 SN EFF Aoiw oF 2, Mol of 36, Hol% o 44, Holw oF 54, Aol
% oF 6%, Holm oF 7%, Holm oF 8%, HolE oF 9%, HolE oF 105, HolE oF 1%, HolE oF 12%, Ho|w
oF 136, o= oF 4%, Hol% o} 156, Hol% oF 166, Ho|% oF 176, Mo o} 186, Mo o 106, Holx
oF 208, HolE of 256, Holw oF 308, Holw o 35%, Ho|w of 40%, Holw oF 45%, Ei: HoE oF 50%
o s

AR AAFE A, A ZEEFEAEHROEE 9F 0.01 mg WA 9F 20 mgo] AT FEE|FAHRo|= A
Fol 3 oF 10,000 pgrh/mL ©]&}, dlE B, °F 9,000 pg*h/mL, <F 8,000 pg+h/mL, <F 7,000 pg+h/mL, <
6,000 pg+h/mL, °F 5,000 pg#h/mL, <F 4,000 pgxh/mL, <F 3,000 pg*h/mL, <F 2,000 pg+h/mL, 2<F 1,000
pgxh/mL, °F 900 pgxh/mL, <F 800 pgxh/mL, <F 700 pgxh/mL, <F 600 pgxh/mL, °F 500 pg*h/mL, <F 400

pg*h/mL, <F 300 pgxh/mL, <F 200 pg=h/mL, ¥ ¥ 100 pg*h/mLe] Bt AUC, S AFsith, EAs 2 A )

AA, AT IZEEILHZo)=E ¢F 0.01 mg WA oF 20 mge] AT IBEHILHZO|=9 HF Fo] F of
3,000 pgxh/mL ©]d}e] Hit AUCousS A|-&3Hct.

o]

A AAFE A A, #FAF] AUCoz (pgrh/mL)+= #2P7F FHAe &<k 1.5, 3.0, 4.5, 6.0 Ex= 7.5 mg9] &

7k T2 Quo]ES] Fof F ¢F 50 pg - h/ml WA °F 1,000 pg - h/mLe] °F 80% WA oF 125% WS W,
& 50 L Abele B gt R skeluelE 293 oF 10 pg - h/ml, °F 20 pg - h/nL, ©F 30 pg - h/mL, °F 40 pg
-h/mL, °F 50 pg:h/mL, °F 60 pg-h/mL, °F 70 pg-h/mL, °F 80 pg:h/mL, ¢ 90 pg:h/mL, <F 100 pg -

3
h/mL, 2F 110 pg - h/mL, <F 120 pg - h/mL, °F 130 pg - h/mL, ©F 140 pg - h/mL, <F 150 pg - h/mL, 2 160 pg -
h/mL, 2F 170 pg - h/mL, <F 180 pg - h/mL, °F 190 pg - h/mL, °F 200 pg - h/mL, <F 210 pg - h/mL, <F 220 pg -
h/mL, 2F 230 pg - h/mL, <F 240 pg - h/mL, °F 250 pg - h/mL, °F 260 pg - h/mL, <F 270 pg - h/mL, 2F 280 pg -
h/mL, 2F 290 pg - h/mL, <F 300 pg - h/mL, °F 310 pg - h/mL, °F 320 pg - h/mL, <F 330 pg - h/mL, F 340 pg -
h/mL, 2F 350 pg - h/mL, <F 360 pg - h/mL, °F 370 pg - h/mL, °F 380 pg - h/mL, <F 390 pg - h/mL, 2F 400 pg -
h/mL, 2F 410 pg - h/mL, <F 420 pg - h/mL, °F 430 pg - h/mL, ©F 440 pg - h/mL, <F 450 pg - h/mL, F 460 pg -
h/mL, 2F 470 pg - h/mL, <F 480 pg - h/mL, °F 490 pg - h/mL, °F 500 pg - h/mL, <F 510 pg - h/mL, <F 520 pg -
h/mL, 2F 530 pg - h/mL, <F 540 pg - h/mL, °F 550 pg - h/mL, ©F 560 pg - h/mL, °F 570 pg - h/mL, 2F 580 pg -
h/mL, 2F 590 pg - h/mL, <F 600 pg - h/mL, °F 610 pg - h/mL, °F 620 pg - h/mL, °F 630 pg - h/mL, 2F 640 pg -
h/mL, 2F 650 pg - h/mL, <F 660 pg - h/mL, °F 670 pg - h/mL, °F 680 pg - h/mL, °F 690 pg - h/mL, 2F 700 pg -
h/mL, 2F 710 pg - h/mL, <F 720 pg - h/mL, °F 730 pg - h/mL, ©F 740 pg - h/mL, °F 750 pg - h/mL, 2F 760 pg -
h/mL, 2F 770 pg - h/mL, <F 780 pg - h/mL, °F 790 pg - h/mL, °F 800 pg - h/mL, <F 810 pg - h/mL, °F 820 pg -
h/mL, 2F 830 pg - h/mL, <F 840 pg - h/mL, °F 850 pg - h/mL, °F 860 pg - h/mL, °F 870 pg - h/mL, 2F 880 pg -
h/mL, 2F 890 pg - h/mL, <F 900 pg - h/mL, °F 910 pg - h/mL, °F 920 pg - h/mL, <F 930 pg - h/mL, <F 940 pg -
h/mL, ©F 950 pg - h/mL, ©F 960 pg - h/mL, °F 970 pg - h/mL, ©F 980 pg - h/mL, <F 990 pg - h/mL, °F 1000 pg -
h/mL, ©F 1010 pg - h/mL, ©F 1020 pg - h/mL, ©F 1030 pg - h/mL, °F 1040 pg - h/mL, <F 1050 pg - h/mL, ©F 1060

pg - h/mL, ¢F 1070 pg - h/mL, °F 1080 pg - h/mL, °F 1090 pg - h/mL, °F 1100 pg - h/mL, <F 1110 pg - h/mL, <F
1120 pg - h/mL, ¢F 1130 pg - h/mL, <F 1140 pg - h/mL, ¢F 1150 pg - h/mL, <F 1160 pg - h/mL, <F 1170 pg -
h/mL, ¢F 1180 pg - h/mL, ¢F 1190 pg - h/mL, ¢F 1200 pg - h/mL, <F 1210 pg - h/mL, ¢F 1220 pg - h/mL, <F 1230
pg - h/mL, ©F 1240 pg - h/mL, °F 1250 pg - h/mL, °F 1260 pg - h/mL, °F 1270 pg - h/mL, <F 1280 pg - h/mL, <F
1290 pg - h/mL, °F 1300 pg - h/mLo]t}.

o]

A5 AR FE A, B2FY] AUCho (pgxh/ml) & A7} A9+ &<+ 1.5, 3.0, 4.5, 6.0 =& 7.5 mg9] &

e mevlevelEe] %o (44w TH FelolAel Al Fel) F o 50 pg-h/nl 1A e 1,000 pg - h/nl
of oF 80 A oF 125k W9l I, AF Fol 7 Aol WE g R SASIWAF FHF 10 pg- b/l % 20

M o

Y
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pg - h/mL, ¢ 40 pg-h/mL, ¢F 50 pg-h/mL, ¢ 60 pg-h/mL, ¢F 70 pg-h/mL, <F 80

pg -
h/mL, °F 90 pg - h/mL, <F 100 pg - h/mL, °F 110 pg - h/mL, <F 120 pg - h/mL, °F 130 pg - h/mL, °F 140 pg -
h/mL, 2F 150 pg - h/mL, <F 160 pg - h/mL, °F 170 pg - h/mL, °F 180 pg - h/mL, <F 190 pg - h/mL, <F 200 pg -
h/mL, 2F 210 pg - h/mL, <F 220 pg - h/mL, °F 230 pg - h/mL, °F 240 pg - h/mL, <F 250 pg - h/mL, <F 260 pg -
h/mL, 2F 270 pg - h/mL, <F 280 pg - h/mL, °F 290 pg - h/mL, °F 300 pg - h/mL, <F 310 pg - h/mL, <F 320 pg -
h/mL, 2F 330 pg - h/mL, <F 340 pg - h/mL, °F 350 pg - h/mL, °F 360 pg - h/mL, °F 370 pg - h/mL, <F 380 pg -
h/mL, ¢F 390 pg - h/mL, <F 400 pg - h/mL, °F 410 pg - h/mL, <F 420 pg - h/mL, <F 430 pg - h/mL, °F 440 pg -
h/mL, 2F 450 pg - h/mL, <F 460 pg - h/mL, °F 470 pg - h/mL, °F 480 pg - h/mL, <F 490 pg - h/mL, 2F 500 pg -
h/mL, 2F 510 pg - h/mL, <F 520 pg - h/mL, °F 530 pg - h/mL, ©F 540 pg - h/mL, <F 550 pg - h/mL, 2F 560 pg -
h/mL, 2F 570 pg - h/mL, <F 580 pg - h/mL, °F 590 pg - h/mL, °F 600 pg - h/mL, °F 610 pg - h/mL, 2F 620 pg -
h/mL, 2F 630 pg - h/mL, <F 640 pg - h/mL, °F 650 pg - h/mL, °F 660 pg - h/mL, °F 670 pg - h/mL, 2F 680 pg -
h/mL, 2F 690 pg - h/mL, <¢F 700 pg - h/mL, °F 710 pg - h/mL, °F 720 pg - h/mL, °F 730 pg - h/mL, <F 740 pg -
h/mL, 2F 750 pg - h/mL, <F 760 pg - h/mL, °F 770 pg - h/mL, °F 780 pg - h/mL, <F 790 pg - h/mL, 2F 800 pg -
h/mL, 2F 810 pg - h/mL, <F 820 pg - h/mL, °F 830 pg - h/mL, °F 840 pg - h/mL, <F 850 pg - h/mL, 2F 860 pg -
h/mL, 2F 870 pg - h/mL, <F 880 pg - h/mL, °F 890 pg - h/mL, °F 900 pg - h/mL, <F 910 pg - h/mL, 2F 920 pg -
h/mL, 2F 930 pg - h/mL, <F 940 pg - h/mL, °F 950 pg - h/mL, °F 960 pg - h/mL, <F 970 pg - h/mL, 2F 980 pg -
h/mL, 2F 990 pg - h/mL, <F 1000 pg - h/mL, <F 1010 pg - h/mL, <F 1020 pg - h/mL, °F 1030 pg - h/mL, <F 1040
pg - h/mL, °F 1050 pg - h/mL, ©F 1060 pg - h/mL, °F 1070 pg - h/mL, °F 1080 pg - h/mL, °F 1090 pg - h/mL, <}

1100 pg - h/mL, ¢F 1110 pg - h/mL, <F 1120 pg - h/mL, ¢F 1130 pg - h/mL, ¢F 1140 pg - h/mL, <F 1150 pg -
h/mL, <F 1160 pg - h/mL, 9F 1170 pg - h/mL, <F 1180 pg - h/mL, <F 1190 pg - h/mL, °F 1200 pg - h/mL, °F 1210
pg - h/mL, °F 1220 pg - h/mL, °F 1230 pg - h/mL, °F 1240 pg - h/mL, °F 1250 pg - h/mL, °F 1260 pg - h/mL, <F
1270 pg - h/mL, ©F 1280 pg - h/mL, <F 1290 pg - h/mL, °F 1300 pg - h/mLo]|T}.

o]

A5 AR A, Ak AUCoos (pgeh/ml)= SA7E 79130 S9F 6 mgo] SFE7FE 23] Qo] E
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71l A g &S Folweth, AR AAGHAA, b= Ul o] 7] Bt oug §¥E FoRkr] &
=0

AN A e ol A ﬂz}“ FrE 2HolA et FA ZHo|X ¢} vlaste] ¥ @ &S Fojwkerh, R
AA GOl A, B 2 2H A B F A 2Eo]A 9 nlarste] ¥ AL &S Fouterh. AN AAG
EloA], #AE FE B A 2H K Tt oudt §¥E Foukx] ok AN AAFE A, B
T 2 §A 2Heolx & v} Bt oue &% T gfErh. AR AAGHAA, @4E 2 2 FA4 ~
Hol#] B T4 £FS Fojuert. AR AAGEHCA, FxE 5 2 FA 2EHoolA Tk dEHoz
TU3 S Fojueth, A AASHOAN, FAE FE AHOIA F9F 3.0 mg BID B A 2E|o]A] Fet
1.5 mg BID Fojwi=t}, Ax AANGHolA, 2= F= 2HolA FF 3.0 mg BID 2 #% 2Ho|#] F<t
1.5 mg HS Fowr=rh. AR AAFEH A, 2= fFE 2H oA 52t 1.5 mg BID % f#] 2Ho]#A] &<t 3.0
mg BID Fojwk=t}, AR HAALE A, FA= F= 2Ho X T 1.5 mg HS ¥ 4 ZHX 5 3.0 mg
BID Fojwt=rt, dF AAGHdA, A= F= D FA 2HolA & tF §<F 1.5 mg BID Fodr=rt, dF
AA G A, S F R A 2Eo]X] Fek 1.5 mg HS Folwi=th, AR AAGEHAN, A F 2
A 2"HolA Fet 3.0 mg BID Folut=r}. AR AA , 2

2] 2="o]A] F<F 3.0 = 1.5 mg BID Foj T,

i
>
o

= *Eﬂolzl &3t 6. 0 mg

d5 s
BID, % ] ZElolx] <t 3.0 ®= 1.5 mg HS Fofik=rt. o AAGHA, &A= Fi Eﬂow Gl
1.5 ® 3.0 mg BID, 3 #4 2Ho]A] 5 6.0 mg BID Folwtrt, A AAFHAA, S f= 2H o]
Al &9t 1.5 B 3.0 mg 1S, B A 2=HolA §7F 6.0 mg BID Fofbert, i AAGHAM, A= {5
R AA ZHelA = o §RE 6.0 = 3.0 mg BID ittt A AAGHAA, S i R A 2
oA E<]F 6.0 Ei= 3.0 mg HS Foiturh. AR AAGEAM, A= f= R FA4 2E01A] E<3F 6.0 ng

00 A G, BAL FAT AEDE PASOSM AAE B-FolwA @tk Ay AAFHAA, B4
= PEGE B ARa}ES T-FenA e,

54 NG, BAE ActolAw, BE AN G L ¢ TREE, AU 1 HAFE (A
Sof, 7 Ei age]), i E EE 4 BE (F Bol, %, &, ¥, EE A F At

24 Qe

54 9% FE AT A Aow Qv B FAHE Qelel BAE B AANGe] At 298
Ty % glrh. Ay AAFHAA, BAE gelolrh, AR AAFellN, BAE Padelt. UF A
Fefol A, BAE Lotolth, AR AAFH A, BAE Fofolrh
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N AE7t §lE A AR ghdagstEnh. AR AAGEH A, wEAE A5 A skske] TA
o) WA FHlE /= FE FAE Yeldoh. A AAGEHCA, e g2 9 18 e 5%
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A7) AN ks e WAl AelE FHAVA G B g sheadaEg. 2408 45
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HAE BT 3853 &=
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WA =g
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SEAZA Bloltk. At A
x A7t
e X Az Aol B
2o 2L MAE 19
Sol7br] 918 7-od 34 zRk
tol S7bE BEsAl ASE 714

Z2IQUoE AT B8 AA (APT-

& Bk 4

§7P%}7l <1

A =7 B AA: 1.5 mg HS WA 3.0 BID®] &%Fe] APT-10119] :=Z-Whg Bl A4 & 8§35 Aostr] ¢
3 ®E lotk.  olzle Wi H = 9ok} wlaste] 1.5 mg HS, 1.5 mg BID W& 3.0 mg BIDEA] Fol¥
APT-1011¢] 37F4 19 &% (1.5 mg, 3 mg B 6 mg)o] 7918, olF-44, fof-dx &F-ALA
Aotk A= H3], AA= B GV FHo] FFo] w3 Frhd slolrt.
A4 AlFo| ALg¥E APT-1011 (ZFE7t&E Za2Tovo]E, D) AAE 317] Tl A"
A& =5 E 71 ODT
oDT 1.5 mg 3mg
(WA | mgAA) (/A (mg/FA)

nlo]l g 23t T FE IS 0.50 1.50 1.0 3.00

23] @ U] o] E USP

7 o|=A] o] ALs}f 4 NF 0.30 0.90 0.30 0.90

e A AR A AEZANF | 10.00 30.00 10.00 30.00

AR AFNENF 7.50 22.50 7.50 22.50

THAEEANF 0.40 1.20 0.40 1.20

7 AE ¥ E USP 30.30 90.90 29.80 89.40

=4 Hal 57l 50.00 150.00 50.00 150.0

2 2E|o}E Erlg o] E NF 1.00 3.00 1.00 3.00

& 100.00 300.0 100.00 300.0
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A Z5E 7<= ODT
ODT 0.75mg 4.5mg 6.0mg
%/ A) | (mg/AA) | (mg/AA) | (mg/ZA))
nlol A7 5 ZFEIE 0.25 0.75 4.50 6.00
3 23] Q@ Y|o] E USP
FRo|EA o]Alsly1 A NF 0.30 0.90 0.90 0.90
e e A A4 A AEE 2 NF 10.00 30.0 30.00 30.00
AR AEAENF 7.50 22.50 22.50 22.50
AL T NF 0.40 1.20 1.20 1.20
7 A& W= USP 30.05 90.15 86.40 84.90
S B 31 50.00 150.00 150.00 150.0
2F 2Yold Ful#| o] E NF 1.50 4.50 4.50 4.50
& 100.00 300.0 300.0 300.0

ol 3709 Fof ol tisf, APT-10112 1.5 mg % 3.0 mge] &% %z W7 HAAQ=A A= otk A4
Fol o el E A EE 9ol EAT Aotk AAE BID - 24 308 ol 2 HS (HFHAZH) el Foid
Aolth. 1.5 mg Fo wollA, tldal= 24 308 Aol AoF AA L HS (HFHAZH)] 1.5 mg APT-1011S §HS
< FEIT. WAS fAE] AW, BE A 24 A F HAAR Fod gis) 2haEE o).

sagg: dAE 24 AR WABAA BDE 239 Rold. e

¥3
HPF )2 b5 7HAw dnks] S 4 > 5 3 7- 374 BEsAL A5 > 208zt i dAls Sl Evlel
Eojd & vk, 1Y volojee] 7]xske] F7hE EEsAI A, > 80% 1Y tholoje] E4 R >00% A oFE =
S 2 BE g 23 Ve S5 A BAeiskd Aot didAlE 37 249 87 B 9ol
L1112 2peishd Zloln

ATE = 19 20] ANE v} 2L 370 e FaE Ao, WE 12 SE 2= Ar-FH AAE
GeRT. e 164, Am ol WARTh WE 204, AWl Az D AT Awme} fiok Aol A

a
Mol AjolB X, B Jao] B,
HE 1 AR (1Y WA AF). oaAE 48 (<184 2 > 184) 2 AT Foke] WE PRI ALE ("

>
Ee "ofyo el o AFshE zela; olojA 49 Fo w F IR TR wjA=" Folth (M)
1:1:1:1).

H-8F2- 2= A28 7R M-3R (OL) 3 mg BIDE WS ZolH, #2859l EGDE v+ )
Al EoE WEEAL= IIE 39 Eo7ir]dl AU Aolth., 0L Azmo gt v]-wkgAl= 2-F 33 7|7t &

A D RS Sd MY 2 oln, AAZEEA e W A WE Aol Skl ol5uo]
of @k, Al 12% Bob Amd geln, At 2 A NS WA 98] BDE W Ao
o 24 QM ASHow WokE Aot <6 WFY 93 saTe] 2A%A e W F4e] o) (dF
Sof Z1EA3} Hlaste] T3k EEsAL A5e] B2 Ei &4 wile) vase] RAE dysh: oAz 49
S Bob WA AL A= 20 AFAARD Aol weel AAE FEAA L A i

[e) =a
O S
o2

FE 20 AR-A3] (A4 WA A28F). IFE 1RFH Bk WA
= 311 FAREE FAegkd Aot agd AoR 01]”&1 flek wh
2o} 7] F3F EEsAl AR B ® °

S otgl (dE E EE A o1sle] ) e &2 RS Adste
g 2AZH A &2 BEAA WAFAAE &8 Aolth. WAIAAAT 875 E &4 9y e 3
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E AT el AA

WA7E & B4 TATA XA (Fok)S 24 3ATE759 &4 2 Ak 753l SA4S EQJeg g
= kg Wod-us) Z3olrt.  o]AL ZREFE T2 QUo|E (FP) Al AT B3] AA (D) APT-
10112 A1 YA dgolH, Had 2 A<l EoE &xloll A ek (PBO) I HlawLste] APT-10119] 27} Fof QW9

vleby 2 ekige Brkskeln.

Wi gl Al E APT-1011 1.5 mg BID [BID] (n=8), APT-1011 3.0 mg QD [QD] (n=8), X+ PBO (n=8)& WEH

Lz FASseit. Exbs T AT JRES] wEkE griet] f& 71 (BL) # A8 F5 [EOT]
(A=)l A A= A A AE--H oA WAIEHAL (BGD) = %Q}E‘r. 22} T2 Eok WAE = A
4 (EREFS) % A%t FFm=e] 3 Hdnba B7t (PatGA)el o3 HAHE vbel e A4 52 /Hds 2§ st
Ak, ko] gk HIbE AT

Arf: 249 o)A (98] Had #xp, 4o X8 FEdd 3% X23HE 8-F olF-UWA 7S EEIAT.
71%4 2 EOT OOP AL AT FILE (xﬂz/mm‘ THlE Alok), 39 EREFS A<=, ¥k o}yjzk PBO, BID %
QD ol thdt F<F PatGA7} AAHCE (F 8 EOToll A, &9 A% AT 7FEE= APT-1011 (274 &9) 1

AFE e 3 1o 4 BLERE] £¢ o}ﬂl AastdARE, Yeko]l ATH gAY AolME EA k).
APT-10110] xﬂ%% gt F ool A (BLE vlaEkelS w) 1719 FoF EREFSO] f-ofsk fharb &Skt
$leke] Aol 18R &okth.  APT-1011 BID7} AlF® SxlolA AF FIo| x Mubd Hrkel {93k
7N el tXHo}aiﬂ“J Q7F AlFE el Aol A, $1eke] Aeole 1¥A &t #E 82 FY (F IR) 4
T AT ME, Bl olygl F9F EREFS H4E AAZT. < 0.059] P-3ke fold Aow 1tEY
8
A I E EREFS &5~ PatGA

PBO BL 459 (286 - 609) 6.5(45-75) [40(4.0-65)

APT-1011 1.5 mg BID BL 379 (289 - 563) 6.0(2.5-9.0) 3.0 (2.0 - 6.0)

APT-1011 3.0 mg QD BL 378 (224 - 458) 6.0(45-75) [45(.0-65)

PBO EOT 323 (200 - 523) 5.0(3.0-7.0) 3.5(3.0-5.0)

APT-1011 1.5 mg BID EOT 0 (0 - 60) 2.0(0.5-3.0) 0.5(0-2.5)

APT-1011 3.0 mg QD EOT 23 (0 - 109) 25(20-35) [20(1.0-3.0)

p-#t PBO (BL vs EOT) 0.3261 0.5347 0.1167

p-#%t BID (BL vs EOT) 0.0002 0.0088 0.0104

p-#t QD (BL vs EOT) 0.0111 0.0019 0.0563
g HHA 8 A (TEAE) S vl&-S 75% (PBO), 75% (APT-1011) (QD)QITh. RE TEAEE ¢k TolA 19
of tiidAlel 9% 247 179 F5E YE 9 F5E 858 AYsae AR AEE VT

=

© APT-1011°] 9% 8-F ms & A, Ao 4 igm EoE ﬂx}on 2] APT-10119] AE-L 2% &
ES

O

AAld 3 - ZabtA A= (BoB)S zhe HAad 9 AAddAe APT-10119] F2H18l, olF-wH, flof-ux,
S-wAAY 2 FX AT

1AF 524 3 A g (BoB)S zhe Aad 9 AgRlellA APT-10119] &5S H718h7] 913,

22} 54 FoEE 2t Aad 2 Aol APT-10119] ¢HdAS H7lelz] 918 APT-10119] §3-wH-8-& A <l3)
7] 919k 3de A% & (5)S AEsEhy] A% EoEE zbe Al B A SHeIAECA APT-10119] 7HE
°fEdts Wl 91 Eoks zt= @xbellA APT-10119] Hwk oF&dt (PopPK)S H7bskr] A% &5 4
=i J A1

= =

Brst7] 918 EoE WAlE A% A4 (EREFs) (Hirano 2015; van Rhijn 2014)E A}-g3}o]
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5t oF5 8}
& 18 - 8% FP FE3HA gepulEle] 8
A8 A AEB AR C
@5 A 34 A7) (HS A %)
ste}r H N=22"¢ N=21° N=23°"
713 18 718t 713 718 13
b C.V. %) qF C.V. %) 9 C.V. %)
Couax (pg/mL) 31.1 (103.6) 342 (102.3) 23.8 (111.9)
Toax (A1 21 10.00  (2.00-30.00) 5.00 (1.00-10.00) 14.00 (2.00-20.00)
AUCy (pgh/mL)|  775.049 (94.6) 548.933 (111.1) 669.695 (98.3)
AUC4
{(pg-h/mL) 366.607 (115.8) 361277 (105.5) 359.541 (100.5)
AUC,¢ (pg-h/mL)| 1044.308 (90.1) 587.890 (107.2) 726.451 (100.2)
AUC. (%) 7.13 (77.9) 5.82 (51.5) 491 (47.5)
Ay (MIZED 0.0362 (32.5) 0.0370 (23.7) 0.0474 (212)
tin (A17h 19.14 (32.3) 18.72 (23.7) 14.61 (21.2)
CL/F (LAZY) | 574543 (90.1) 10205.99 (107.2) 8259.33 (100.2)
V,/F (L) 158611.12  (99.9) 275613.92 (126.6) 174108 33 (106.1)

a

" AUCi, AUCu, CL/F, VZ/F, Ay,

© AUCinr, AUCuy, CL/F, VZ/F, Ay,

d

TgH B R A

D Tyl 3l n=17

D Tpapol W3l n=21

A4l 001, 002, 004-018, 2 020-024
© oAk 001, 003-007, 009-018, 2 020-024

" oA 001, 003-024

¥ 19 - PO BAH B4 2o - 4% 9
7]8} LS #* 90% A1 F A (%)
sty | ARAW | q=p A= A Al %)
C.V. (%) 2 _ . _ 35 PSS
(e }‘]g) (&5 }\]‘@) b o=
m=21)" (n=21)"°
Conax 37.1 37.7 31.3 120.65 99 84 145.79
AUCq.24 23.1 402.404 367351 109.54 97.12 123.55
AUCq 249 607.477 789.234 76.97 67.64 87.59
AUCy¢ 249 650.820 915.302 71.10 61.46 82.26
‘ %‘?’]"1:—1 Cmaxoﬂ EH3H Dg/mLo]F’—, AUCO*Z% AUClast ‘;% AUCinfoﬂ EH_E’_H pg - h/mL.%]

" AUC.,;ol i3l n=20
“AUC,coll thal n=16

‘ g4 001, 004-007, 009-018, 2 020-024
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7] 8k LS #* 90% 13| A (%)
gy | B3N 2= ARA | ) ()
C.V. (%) _ SR &3t A5t
HSAE) | (FF A9 = ©
(n=22)"* (n=21)"*

Conax 37.1 25.6 31.3 81.78 67.93 98.47
AUC;.4 23.1 389.137 367.351 105.93 94.14 119.19
AUC, 24.9 729.171 789.234 92.39 81.39 104.87
AUCiy 24.9 796.317 915302 87.00 75.24 100.59

a

?—}'ﬂ% Cmaxoﬂ EH3H pg/mLo]J—ly AUCO*Z% AUClast g’l AUCinfoﬂ EH3H pg - h/mLou]
" AUCi,ofl 8l n=20
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¥ (¥h) 3 AA A 3}gk Aok
(HS A1 &) 34 A9) b =
(n=22)"* (n=21)"*

Crnax 37.1 25.6 37.7 67.79 56.29 81.64
AUCo24 23.1 389.137 402.404 96.70 85.93 108.83
AUCy 24.9 729.171 607.477 120.03 105.72 136.28
AUCiy 24.9 796.317 650.820 12236 107.02 139.88

‘ %‘?’]% Cmaxoﬂ EH3H Dg/mLo]F’—, AUCO*Z% AUClast ‘;% AUCinfoﬂ EH_E’_H pg - h/mLoU]
" AUCi,ofl ti8ll n=20
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