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T UGk olEd oel FEHEE AS vpekA] gonA, mEA WA= HAY wEYRY] #45E &ols)
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FA W FEHA, g, 2 25 23S 2T dofo A 2AE FA4E 5 vk, g FA A
A, 3% S Reemay® (Kavon Filter Products Co.)ol# o]Eo 7 Alfy s TEY e Zgo=HZ AR
FAZolth, FAAEAA, TS JEAA FToRFE E4A BE R dFS FA o vUE A
dell A, F1&e mUldd 9718 98 &% Ao] wolt},

g AN, TS 559 7|FE xFetE vAtEd ot 2y AAlddA YlER AT Zo] Ax
H odAIAR1 Ao Alz=Ele A, wAthEd whe] B Vg §v 2AAES TSt & FAGNA, vt
T4 7ol VFES 8 RAES OE AGAE 2 HE FHEAA F ol s e F vl EAlsE &WlE F
sl o] oz FAET. dF Bol, vAUtEA = V|FE E dAe & 2AES EdoldE ANE
HolE, AAEA, @ a-3tol=FA] 4 IAF AsA F s o]doltt. thE dAle] FA= Egtold " Al
EolE, AZHE Ryl olE, Y g9 FHolE F 3 o]doR FAE &u 2AEC|TE. & FA
oA, &l £AEL 40 A 80 TH%e] Egtolald XEHOIE, 5 WA 40 THF%0] 2} ZEolE 2 5 U
2] 25 TR AEME GedoEE 2ottt thE FAC A, & 2AHELS 50 WX 75 TR EE 55 Y]
A 70 e Egolold A|EolE, 10 WA 35 T T 15 WA 30 %] 292 ZFEHoE 2 8 WX
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geolE, B AR . IF HS HHA 2 obA-A/Hd opAlE e
Tgle-gol B, Eglolod AEgolE, 3 g} g 40l
AzEel A, A ERA ofE AFAREH ZdHE =5 Ajsty] A% vaved
A W= s ofg Agaeh a7 HS HHA] Afolol F]l £ Alo] whe] Fhel] 2juju

gholyd Bl A Aol HF A AAEHE FAeH] Aste] ol s it

kA | 3 FA A, =UEE HCII FEaE YEF whgd od] Atz A =usHE o

olold AE0lE, A=ug BugfgolE, 9 FHdor FAE &l 2AE; @ tuddy Zudy
E9= R ofa™A/HE ol H o ES FEFA ] FFAY, FFAA WEYAE X} e IRER EE
Hog FARE AAA MEY2E Egets 2AEo] ATdrh. v FA A, oF 10 WA 25 %] =)
Hd HCLT oF 1 WA 5 2% SeA YEF] wkl ofs) AxtelelA] AdE =v#d <17]; ¢k 5 YA 15
TH9e] Effoldd AEHIE; & 0.5 WX 5 TH%] 422Zugt Bxgg-dolE; &F 5 WA 15 T =7
Al oF 5 WA 25 FF%0] 7t AfE ZEndyEe

OJE FFTFAE Tt T IRER BFHoR FANHE ZAEC AFHU. o FAddA, oF 14 U
2] 18 F#%e] =u#d HC13 oF 2 WA 5 F%e] =
A71; oF 8 WA 12 F%%e] EgtoldE AJEHCE; °F 1.
YA 11 2% /A" F 13 U] 17 T3%9] 7t dse EujdaEes; 9 oF 40 WA 42 5299 of

hE |
addolE-ndolHolE FERANE P =E aER BAHoR PAFE HA4 WEY2E ¥

o _E L opmoh K orfl By 19
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e O aft X O o oglo X o

Zed 2AEES Bl A des A% 4y D Al&ged ARgstr] A omEn. HHAA 24E
= A FaE A8 s e dede mvlEEe] 971 FEHE AR A B fiste], mdlsE e
A Fe B %H7] (€Y DE AREste] Alxzdn. ¥ A A" B9 ofm AAAd] Edtoldd A
EolE, g FEHIE, =AY, A2ng gkeolE, 9 od ofAEHlE T sl o, H ¥F HH
Aol o oAElolEE TG, & FAldolAM, FE AL B HF AHAE 4 Edoldd A Ed
oJE, Z-E FHEHOIE B ZEH|E e-dolE T sy ol s TFIAY. e A, IF HF AHHA
© FoAES EdehA den. gE Ao, d¥ AAEE of= A B HS JHA T oshel E=
= Ol 43 Svis T s oS ey, AAEER AYAAY FEALR AY, B 2AERE X
shel Ho] 7les 7R maned wE 2R g Aol maveA wre] B 7lee Edfold
g AEHE, #-d HE % L2087 Se-dolE T s o] s ek Sl =S 2T E
gholold AEo|Ex e AL, mived #el Ves, H/Es AF HFAC oF 1 uA 20 T, 2
WA 25 T%F%, 5 WA 15 T%F%, 5 WA 12 TF%, 7 WA 156 TF%, 7 WA 12 %, 8 WA 12 TZF%, 9



[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

SSS0l 10-2545643
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0.1 WA 10 S%F%, 0.5 WA 8 T&F% B 0.5 WA 7 %, 1
5 %%, 2 WA 5 TF%, 2.5 WA 5 TF%, 0.25 WA 5 TF%, 0.5 HA 5

0.5 WA 4.5 T%e] Foz 2h9d gHo|ES EFIT. & FAAM, o AdrE HE
Aok e HeElolEe] <t BAY ®i= oF 0.5%, 1%, 5 T, 10 TF%, 155 F% E 20
Fel 2" FEHolES 2t

=
2
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A
of TN 4 om0l
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I11. A= ¥

el 7lsE qaEe] 2AEE 2 Ay dg AlaE (B Ay A e ZARE AdEE)S Ve, =y
ALz A& dYE A5s= Wil Agdn. FAldEddA, A Fof = AHE A8, AFs A, 2
He A, A w3, A, A=E Ay, 2 S4E Adskes v 7838, =vEHds 23k 24E 2
FA7E EhA AgEe. FAdEANA, BulHdSs et 2AE B X, e AL oy AT, A}
ae] A4, 719, Eeks 7l obyet 1A Aol e de] iy o] FE FHES dY e =ds
= A T Aok shus XA A Ve Al fs AlsEy. FAldEelM, A el dzstelH
ojlty. 54 FAldel A, A o= d=stolmd Avjolrt. FAM SN, mUHAS 2= =S R A
A= e, BEe, B 5 d=stolnles ARk SOl AREsr] fls Als et

SECREE

o, ezstolv]

=R Ao 7 &3 ddlola EHAEA wi
=

65A417F {79 6 WA 8%, ¥ 85AHE W& A7 AY 30%7F 2@ ™ (Sozio et al

Neurophsychiatric Disease and Treatment, 2012, 8:361-368), ¢1#] 71% % 3= S8 &4 zIsr), &
Z3sfolMg o] Al of7 tf WA LUt d=Ffo|Hgo] olAAEH (Ach)S ZFS o8 ¥ MAAAE=
Aol 7ad FF3 BHo] 7] o], dAAe gE FHd2vHIA JAAES Foldtes AL Fosig, F
o ~H A dAAE= Al B SR zEeEA 2/EE FEHIHARHZAE JAToEN otAdE

welo] Z1%® A9 FAE BAAL) AVE LS L EE A% RolE 9ls] AAE 5 etk AL 5 mg, 10
ng, % 23 ngdl HUlSA] AU AT $FL FANAY. A% FAY YA F &3 FA9 A7 L A
A hE 2 o BYA Fatel ols) AFW Aolekz Aol AW Aotk FANNM, BHAE frel A
7] gejel mdlsdelth, Eud @71e § e okE Felrk o @el (aAn musA dared)s) vlaste]
A = oodvh. BFS o7 fal o e ofR ¥aE wgett SEe 4A (4 ¢e) L/EE o Ao
279 oE o ske 3 7

e,
[o
by
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o
o H
M
Al
il
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A el A, AFd] A
10, 3 WA 74, 3 WA 54, 5 :
= A wEEARRE A8 ]t 2A A

SvHd 9718 ddANA AR ddste o]l AFHT. 1 HAA AT HdE AlARE 9] 485
i, A9 dd Alzdlo] didA e TR ALd o, A A XzAY AT T BETFHOR FFE
A (s drAREE)e] A EF v=F ATr] fstd, =ulEd 9719 AH dde] dojdrt. ]
oM =ojEE A o], AETH T4 (a) 4Y dE A=goRdy 4 AT dAgs T3 Fo¥ A=
Ao, 0.70 WA 1.43 & 0.80 WA 1.259] Al Hat Cmax 2 AUCY 90% 412 3, £+ (b) Z¥ A
G Ao gRE DAY AL Ed Fog@ X224, 0.70 WA 1.43 = 0.80 A 1.259] AUC 2 Cmax

of gk 71sksh4 ot wj&e] 90% AF F-7kel o)

A (Fe F-shd & T A oAl
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WOAUC (A7l diuE @R wE 24 oldlel WA Egdd. ofd WANSES S48w Wrlee die
Aol @ LA AT Belol J1%w As AW Axauel WA FREelsy Zuade, ddst 4
e oh)AW, (1) ol ¥ EfF Ao N A4Y W, FAW FoIFor Told, g FTE A
99w JUE Add Juo Feel B Cush ARIFHOR BEW, mdlsde] Ay Add Jejel o
F o B/EE (2) Fol T ERF WA FFAA BHE W, FAY FolFor Foly, o4Ee 47 A
gd me gy AuE Fejel ACS M Asl AR on SR, musde Fu Agd Feel @
AUC: B/EE (3) Fol F EAF A BPAA AAE W, AT FolFoR Foly, e AT A9
d mx guy A9E el o@ T,ol oF 80 WA 125% vel =, mWAAe] 4w Agn dee g@
ToE ZEavh vgde 4s Ag Asge A9 wee 54 (1), (2) 2 3) F 5 o4 23 74

g}, v el 4% A9 Asde 54 () % (2) F shl = B oE A R

oekFE N FofollA, & "AESA FEA"S ARt o HA AAFHL A= Ao}k, thet fA 7]
Fto] T ofEo] AETH 0T FHA] oldAE HrIs] Y 44 VFE E HAEE JHRTE. ol JE
94 HAEE FAHo2 Ak A kel AAH AMEF I AETSH S5 Hube 3 AF 54 9 ATl
g2 AEY aAET vusEE oE Y T2 FAe ¥ FHEA AXHU. HAAZR 5EAH F39
A (A FDAS] "oFA AloF A& A HrlE AF)S Fujstr] 3 A8 24T w, F5(follow-
on) AFe] 71E AFol dis] AEHoz F53 Ao HolE Flo] By x|

A, e, 53] nj= AFook 2 ASskE 79 1Al 71 (BMEA)] o8] AlFE G 2 AUC
Zhol=ghlell o&] Holw= A o], w3 FAE AEle] uiidAe] ek 2HeA (7] = 9 e 4
T EE AU Foof AEIHoT F53, 2 AuHe tigAdA =vdA 9UE XFeE Ay dE A
2®}S AlFshe 9 g/EE Foske 9AE kst o FAdel A, e =g vjFA] e g A
ol di Al thek ZHeA(F7] e F FeHe)e AT e Ay Fojo) AEEgHor FHI, T4 A
e didAel Al =ulEd 718 XFete AY AP AA8E AFes oA /s Foste dAE wEkst
. "= FDA 2 FH<2 EMEA 7lel=gkl Sfell A, Tk AUC 2 Cpeol Wi 90% 412 -3+ (CI)el 0.80 WA
1.259] JoW (T, HE=T A H4-0 dist AESH 54T E T g, 7 Alx E5 ¥y AET
Ko g B53lth. 9 EMEAE olAdE Aoldk EFES ARSI =, AL AUCY] thallAE 0.80 WA 1.259
90% CI, % Gl WalAE= 0.70 WA 1.439] 90% CIE L7389, G 2 AUCE SAHsE= WS FdA
Z A o,

AAld 1o meE AxE Ay AY Al=RE Al 4oA TeE A Fo], ZdlHAe] A Hdo] ol
AANAA HAESAG. oA AW Ao, 68 AzF Ayl 259 v L8 Ay dgd A==
K T e 2

2 ARE Wk

)

£ 24t Bed 43 A9 AAHoR 15 B (A8), EE Al 19 % Al 790 A7 FH 5 ngo) =)
A2 () AmE A DAAGA, ng/mz e, muede] BE 9% FEE wAdT. w2
A¥ g AsRe GAR g e AT A2 AFH 94 $E 448 9% vRE AT
Ak, webd, @ FAdelA, BUMAE Angon st wge mulsde) FT Fold os dojdl o
gt Zusdde] ARGoR BEF FREASL Zuade ATsHE A AP A29S Fogony
g,

S 2BE 5 ngel EUlA AAe 4T %ol F (A7) 2 = A A9 Axgel AA F (98) 247
2 el = 2amREe] Holy AHe 2ol HolFi adzolth, 43 AW Axge 39 AA F 244
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2R ASH A7 (AAY 39, 59, 79, 149) F B9 APF IF SRS AT, ol 2%
FEE A9 AR 99§39 Y AT FolE oFolx ¥F FEst BANoE WAL o 10,

AAe 4o A e] AFE oA FxsHd, =dHd Ad de A2¥lo R 15 Bt AEH 6% At 159
AREEEH AY Alago] AAR & oed Bk 95 A=59] 2o s RUHHEHAT. E 4= 154 6
gol Al 4 2 Adg Alagle] AA o] |7be] #EE HF A5E BT ) 2z o)A 3
A bl 95 2k50] gl S e FYE2 A9 g e 95 258 JERdn, dd ARl
AA F 713kl A5 A=l AV el F5 A5E ZHElal, oo e A5 85 HEE o] g
CET e e
& Ao, AzF didAE WY 18] 8F0F 10 mgl® AT Fol® EvHEe AETHoR F53 &y
HHel Fs AMHoz ddstr] fste] AAE AT dg A="oR X8, 27k B2 Hdd s
AAE FEEATA uj/ESES] Cmax, AUC 2 Cmino] &}7] ¥ 194 vlagc),
Z 1
Jdd FEFIEH AETE

A e A9 F 13 29 A2 |10 ng A7E = |78 Hd HE

PK vl 4E Ae=H 2, 4 19 (A%:47)

71818t Ht Cuax (ng/ml) 40.6 45.6 0.890

71818k Ht Cyin (ng/ml) 34.2 30.8 1.110

71818ts H AUCew (ng- 6367 6165% 1.033

hr/ml)
webA] ) g FACel A, TUlEd @r1E didAd Al st Wiel AEdEn. 1 e TuHdR FdE
A A A2HE Awste 9, 2 Ad dd A2"S g gite] FAstAY FolE AAlghE W
S XFs. Y X EA9 AT Foot AEgHoR T Zudde Ay dEs o]FH, oju AET
A T4 (a) Y Ag ANx¥lo2RE F AT ALS T Foj®E =AY, 0.70 WA 1.43 == 0.80
A 1.259] oAl Ff Cmax 2 AUCS] 90% 212 F#7F, = (b) A A A|x=¥lo2RE 9 A3 AgS
B Fo® 2zAY, 0.70 WA 1.43 =& 0.80 WA 1.259] AUC E Cmaxel Wit 7]38}8h2 H v]&<] 90%
2] el oa] FHEAT AA A 5

I iAol va] FddE AFE 7Iwsted, 2vAds st 4
ATelA, #FAES Wi 13 A7 =M

2 AdES vwsE 67Ee 3-7], T3
WA AT Foete AoR FRIFJY. A¥ HAE T A7), S A9 BE AFHAL, FI HXELS %
HAHS Adtue BE SHdA Fdd treatment arm)e] FAAEL 1FE 5
?_

Els

ek, Q7 Fol, 7 AR ( =
ng/del BUMAL e F, 455 T 2709 F 18 4% AARYE (AT 19 AR 2) EE 4
2 (ARE 3) A9E 10 ng/Ae] BUAAS Bavh FREGS FYAE, I 5k 4P 53 =9
Wel, 10 ng/ AR A 4F Fol B, A% ARE W PPAS] h Do) PFo] FREAIL
=437] fatel Al 47 Ul W1 ALEUG. AFE BUAS e GPASS FREASS S 9
5] ]

Fo] Al 459] wixEl o] AP A. = ,
ng/mL2, & A mAIE =, ERelA AAdE ¥ A2 wuAs 7p A e
HWAS 7 A Ao sFEet. 6 WA 7d FAL, 1E A2 AHH =

9 22 yehfa, 3 s 3
AR =HEe] HF 8

2 Feolth. o & % o %
it

4

A} FEEA o #e WA 0 A7 839 st 3 | WEHH 554 WA
P ke o1& (%) (F7 80 WA 125%)

AUC (ng-hr/mL) 104.7% 95.2 WA 115.2
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|cnax,. (ng/nL) | 91.6% | 83.1 W1~ 100.8 |
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1.80 139 94 FHoJE ¥ 89.69 1] AdE ofAH|ES &35Gitt. 6.00 1] S A

S Arbata £l 9.00 2] mulFE ke 2 1.82 1ol FERl YEFS = Hrleta B
ARG, 29 F 12,00 2R AnAdH, nEsE ZeudyEeE (Kollidon® CLADE H7bela EFE
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Ay A Alzde] FHRAES] FH WEES T 1.1 YeERAT
X 1.1
AE FE AFL Feo AE AFA 9 Ag A2g F9
Z9 =% = 5%

=d =& HCl 5.2% - 3.6%
Fekal UEF 1.1% - 0.74%
szulg 2xggdol | 0.7% 0.8% 0.73%
E (Span® 20)
Egolog A|Edo|E | 3.5% 3.9% 3.6%
22 gegolE 1.05% 1.2% 1.1%
g olAE ol E 52.3% 33.5% 46.6%
A3 3.5% - 2.4%
ZtmZagd, vEgdd | 7.0% 7.9% 7.3%
ZEn)dy g E
(Kollidon® CL-M)
ol ”AL/r|d o}AlE] | 25.6% 50.9% 33.4%
olE FFEA)
(Duro-Tak® 387-2287)
ololAZzl ¢IL - 1.8% 0.54%

AAld 2

Sdlsd Ae) Ag A

Evld s £dehs Ay A ALEE vadt dol At

OFE Agao] Ax: AEHE HielSdo]E (SPAN. 2008 Effoldld AEdolEd] &aA7]w g9 )
olEgt Egagitt. ZENES bt £, muldE Akl H e JEES EFE Hrteta
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