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(57) Abstract: The present invention relates to a method for increasing montelukast bioavailability. The co-administration of a mon-
telukast salt together with a solubilizer, such as an endogenous surfactant (bile acid) or a polymer surfactant, according to the present
invention, effectively prevents re-precipitation of montelukast, which occurs when montelukast or a pharmaceutically acceptable salt
thereof is administered alone, thereby increasing the absorption of montelukast and the absorption rate of montelukast in vivo, lead-
ing to excellent montelukast bioavailability.
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Q1A4k<d €5 9l (phosphate buffered saline, pH 7.4)°l E¢ 80(Tween 80, TW80),
Z g o & @l =] = 400(polyethylene glycol 400, PEG400), 35 A}
407(poloxamer 407, PLX407)& 0.5%2] &%= &38| A T}

gk, Q14 945 <l (phosphate buffered saline, pH 7.4)°ll A& &2 ©] E(sodium
cholate), 2~ H]5-A] 28l ©] E(sodium deoxycholate), A~ F
+ 2] & ¥ ©] E(sodium glycocholate), A~ EF--Z F 9| 0| E(sodium
taurocholate)E 10 mM 2| 55 2 £ Al At}

Qurzow EAF, Eelol D FLF, ERAN T 2E 7H88A
%%ramLHAA%EZﬂ&ﬂM£$ﬂﬂ”@@ﬁ%%M%&ﬂ
Asko] 0568 M SHATh BN ¥ FeloI =, 2F WS A F )=, ¥

=Y Z I E, &7 BRI EY A% AR T HEN v

22 5ko] A 223 T (2 E : Concentration of BAs in the intestinal lumen are
variable but usually high, estimated in the medium millimolar range.; Marin, Intestianl
bile acid physiology and pathophysiology, World J Gastroenterol (2008)
14(37):5630-5640).

<1-2> 2HEINAE A2 F A
FHFEIRE AF @2, gol2TE AEslo] EHFIFAEZ A 10 mg/mL7}t

5% ) aheln.

<1-3> 2| FItAE A=A 7z

gl o] £-57(deionized water), 1493 2 9l (phosphate buffered saline, pH 7.4),
ﬂ*P?ﬂ%Zoﬂ(pm Hell 0.5% 5 5= A7 E4 80, ZelolEdl = —5400,
FAFH 407 2 QA GF N (pH 7.4 10 mMe] F =2 S3A171 A&
Ee’*'ﬂﬂ olE, &¥ HSAIFU O E, &AF S ZF ol E, &R E]r‘rf*'-—‘“i’ﬂ o|E
Z}ZF 1.8mLA 12-9 Ze o] Eoll @ottt. V] ZHlol Eol, LHFILEE & F ?ﬂ
02mLE Z7sto] HF | mg/mLE 3|4 gk 7, A8 & AF A o= Antk ALzl
= A AR S 2G5t AR g A A o] AlF2Q1 A O B = 5] 9

4

L. ?ﬂﬂl 7 : OLYMPUS JP/CKX41SF2

2. ¢lv] % A= 10X/0.25 PhP /-/FN22

3. 7} 2} : moticam 2000 2.0M Pixel USB 2.0
4. 3 2 713 : Motic Image Plus 2.0

I AFNE & 1-59) e AT

k1
[\ &
uls
>,
o
ox
B=)
2
=

i

H
)
Y
N

N
(m
1o
=
N
e
ofk
ox
o
o
Bk
e
Sl
o
p
A
(*
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2

AFA o= #edd Aol

3e Ak Aol W BHFhAES] A4 AL BAF A4
BRIl AES rbe] A 78 s A o] A E ek

bol Aol whE Bl FohES] A YA BB A

872 E 2 7F 43R0l A 2] Abxleltt,

Lol Aalo] & B FIAES A AL A3

o2 FhgaAo) BHFIAE A7hF 603l A o] Aol

M&&

1-r1
B

[120]

>
o)
o
ol
i

ki
uls
N

;

[121] 4= A
=

= A

Su
>
™
o
i

ki
W
uls

[122]

[E

S~
=
rﬁ

[123]

(124] % 1o vhehd vhe} o], BE|2ohAE R Bl 2 L85 2|, A4 Al b
Auhe Al o] Qlofibis A 1% 5 Q. 4] BEFALES ST

golo] 71882 W7he A el e Besiase] 417

A4 QuE ARl 2 T 52 20) hEhd uls) o), 7HE S A B A 7hes

ol offt ¥

G A7heE 7HE BHA o] F el whef ZEHFIERE L] A A =Tt
oj¥= Ao eyt

24

I
[125]
[126] Ru FAHeR ZHFIAE QA A o5 B2 7] 93e] Al A % 3
e o, 32 & 4o vehd vle) o] EHFINAEES HTbsr] A
7H&EHA| A &F, | FILEEE A TFete] &3 A7 A (0 SH 01]7\1
of ] &t A w15 A ek}, o]of HEslo], L E| FIF~EE H7Fslo] 603%-0|
gk F Aol M ZHFIFEE A 9 gol e, AN 9l (pH 7.4),
2ol el 7l =2] 3 400, 24 Felo|EoA 2] 3 H o] MEH AT vh,
HEAD AN EH 80 EFAMH 40701 A= - A g 2 d o] Az E 9l oy
8] E5A 4079] A5 60w 74X = ZE o] Kool A Gt Tt mpA ) S
k1 12040l o] &g A EH o Q= Alo] QT o]of vlslo] ¥
) Z Y o) E] AS 12050 Aol Ao HAE V= 59 o) thE
Aol vlete] 1 &2 =3 Ao, Ax USAZFHO|EY Aw
b2 Ze ol B9 A9 12040 5= o] Ao A gkt
[127]
[128] <dEd2>ZHFINEE &8 99 &3 H7}
[129] CHFIIEE &5 ol 7HEEAIE HTEso], AlRE A el whE SH R A E
A 99 &3l WH3tE Hrtslr] fete] a9k F> AP S FAsT
[130]
[131]  <2-1>7}-& 3R] o] H)
[132] Q143 €5 9l (phosphate buffered saline, pH 7. 4)01] E 91 80(Tween 80),
=gl &l =] & 400(polyethylene glycol 400), 3=5-AFH 407(poloxamer 407)&
0.5%9 s == S A F o).
[133] gk, Q14 945 <l (phosphate buffered saline, pH 7.4)°ll A& &2 ©] E(sodium
cholate), 2~ H]5-A] 28l ©] E(sodium deoxycholate), A~ F
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[134]
[135]
[136]

[137]
[138]
[139]

[140]
[141]

[142]
[143]

[144
[145
[146
[147
[148

—t e e e e

[149]
[150]

[151]
[152]

+ 2] & ¥ ©] E(sodium glycocholate), A~ EF--Z F 9| 0| E(sodium

taurocholate)E 10 mM 2| 55 2 £ Al At}

Q22> FEH|FIAE AF 99 4]
FHFEIERE AF 92, gol2TE AE sl EHFEIFEEZ A 0.4 mg/mL7f
H =5 =) kel

<2-3> &% A7t

gl o] £-57(deionized water), 1493 2 9l (phosphate buffered saline, pH 7.4),
AN2kA XS N (pH 7.4)90 0.5% 5= =2 232171 EH 80, Z2lol €=l =] = 400,
ZE2A0 407 2 A EN(pH 7.4)0) 10 mM o] FEE SN A F
FHlolE, &7 USAFUCE, &% S8 aFdolE, &F BTEEUEES
ZA79mLA FHel Tkt AV FHO, S HFAE &F 9 ImLE 7k
& 40 ug/mLE 3 A e T A5Gt} 0, 15, 604 A& 1 mLE #3814 0.5um
A AR e &2 o] pshar, FA] a9t N A 7 2 vl E 12 3] (High-performance liquid
chromatography, HPLC) ©]-&4 2 & 1/10 8] 4 gt & HPLCZE 4l 3to] 5 &
AEFst vt A& 3 HPLC O] A2 Q1 At e 2. 1= 3H7] ¢ )

1. HPLC A] 2= ¥l : Agilent 1200 serises;

2.0 :02% EY S F 2 2oA Y AN =F FHioh= 60% o Bl EEY,
10% ¥ gHe- 2 30% 2ol 25 &

3. 58 &5 0 1 mL/,

4. A% (Column) : Phenomenex Gemini (250x4.5 mm, 5 wm, 100 A, PN
00G-4435-E0, SN 290750-12);

5. 7% 20uL; 2

6. UV 3}7 : 389 nm.

1 AINE 560l HERHAT

62 A7 AT whE B RAAE 45 0 88 WEE el
olu] <o)},

% 60l YERG b} o), Bro] -4 Q1A &F 9 (pH 7.4) E E el el
=] F 4000 M 3= Aol Aol whet 5 A4 7 5 ZhAaTE dEE vk Ak,
AEA AH G AQ EQ 803 E5AM 407, 1A A A A (HEADHS!
Ay FHOIE, &R USAHHOE, &7 2 ZF U0 E, &F

L

b2 3ol E A7F Aol = INRHA] &7 2 §x5= Ao g e

")

[}

whabA], @1 7F 4 3 3] (human intestinal volume)?! 240 mLo} ¥-E]| 71~ E A4t
S0l 10mge] 2 NAM = 7HE A FEA], HHFIIAES g5 o
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[153]
[154]
[155]

[156]
[157]
[158]

[159]
[160]
[161]

[162]
[163]
[164]

[165]
[166]

[167]
[168]

o
7]

N

lo

A9t g5 B FUR ) F75 0 A ) Tt
o,

3 5=
LN AR

b

o 1
- 2
4> °P
b

et St
o

<HEd 3> BHFFNEE LF G 03 71834 o] FFn] H7}
YHREIAE AR 9 1 S8 0.1, 1, 10, 100 o] 71834 =

Arhstel, BEIFIAE AF o] §AE WS Bk Aste] a9 B
9% S,

<3-1> 7H8 314 o] 4]
Q14+%3 ¢+ <M (phosphate buffered saline, pH 7.4)°l E-¢1 20 (Tween 20), E¢ 40
(Tween 40), E2 60 (Tween 60), E 2 80(Tween 80) E 9 85 (Tween 85),
= ‘j/] of &l &l =] 400(polyethylene glycol 400), ==AHH 188 (poloxamer 188),
E-AFH 407(poloxamer 407), =18 E.3X 0] A25 (Cremophor A25), =1 & E.3£ 0] EL
(Cremophor EL), =1 ¢ 5.3 ] RH40 (Cremophor RH 40) ¢ 23X o] RH60
(Cremophor RH60), A& & #| ©] E(sodium cholate), 4> Eﬂif\] =1 °] E (sodium
deoxycholate), A~ F = 2] ZZ ¥ ©] E(sodium glycocholate), 4
E]r—orfﬁﬁi’ﬂ o] E(sodium taurocholate) & Z}2} 0.00444 mg/mL (E < 40, E¥ 60,
A 407, AH ¥ 0] EL, A8 B3 o] RH40%F 3 ), 0.0444 mg/mL, 0.444
mg/mL, 4.44 mg/mLe| F 52 &3 A 2T

<3-2> EHFIAE AF Gl 4]
EHFIAE AF 9L, @o|255 A8l EHFIAEZA 0.4 mg/mL7}

5% ) aheln.

<3-3> &3l = Hot

el o] 2 *(deionized water), 14+ ¢+ < (phosphate buffered saline, pH 7.4) <}
<3-1> A4 1] & 7183 A S 242 1.8 mLA [ Bl Hotth Ar] FHa,
ELHFIIAE 4AF 9 02mLE H7Fske] H 3 40 ug/mLE 3] A 3k &
G ( 7 7HE S A = SE| FVFEE 1 T3l dishe] 1, 10, 100 S 27
Hh). 0323 600l A1 0.5 mLE F ko] 0.5 um A 4] B 2 o) 3}sfaL, A
L8} oA A & v} E 218 ) (High-performance liquid chromatography, HPLC)
o] 2= 1/10 34 3t F-, HPLCE A1 3le] 5528 J sttt A& &
HPLCE] A2 Q1 AFeF o = 3= 3} 7] o i

1. HPLC A| 2=®l : Agilent 1200 serises;

2.0 :02% EQ] EF LRI Y AA=E §H§-3l= 60% oA ELo| E-,
10% ¥ &He- 2 30% Eol L L35,

3. 585 &5 | mL/¥E;

4. A% (Column) : Phenomenex Gemini (250x4.5 mm, 5 wm, 100 A, PN




13

WO 2016/148455 PCT/KR2016/002487

[169
[170
[171
[172
[173

[174]

[175]
[176]

[177]
[178]
[179]

[180]

[181]
[182]
[183]

[184]
[185]
[186]

00G-4435-E0, SN 290750-12);
5.7F9%:20uL; 2
6. UV 34 : 389 nm.
T ANE 57,5 8% 5 9o YERY ST

%8 ZHIFILAE 1 TRl thate] 7HE-31A) 0.1, 1, 10, 100
SHEA o g FIAES SRS 0ol ol T3 60Fol A2 F
H] ()2 YER oju| x| o], o] 7] A A7) FE8](%)= &3l E LE TR E
FEH)(%), 5, ZFE F 07 A A9 s e ek 603 A AA Y R () E
SR=RNiA=g

5 9= 7RSS Aol L FIFEE HIF 60w 7o Gl B A A o' YEH

ojuj %ot}

57,5 8 % & 9of vpERd vRe} o], E 40, EY 60, F5AM 407,
Y F¥o] EL, I ¢ 2. ¥ 0] RH409] 60% 39| &&= Lo FIl~E 9
7H8-3HA 1:1 F &R ol A 5 0% thH] 90% o] -2l & = - #H ol 3 A
W2 g3kE Bt E9 20, E 80, EY 85, A B ¥ o] A25, AU ¥
RH60-Z 1:1 F#H] ol A = &3l 2 7F SR 7F 1:10 S 28] B = 60+ 74 Al o &=
0ol &3 %9} 719 FALE Ao A WA a5 BYlvh g HEAke
1:100 21| & A 7138 A$-o] HE|ZIAEQ A A AL x5 4= 9 S-S
glstiT.

<AEd 4> A 2AAA 7HE8sHAld & ZHFIAE S8 & W3 F 7}

CHFIIAE AT Fof A AA o] &F F7HE el A= 7o kA
FAANME ZEHFIAE7E 8 E FEHE fAEoF & Aol nR o] &
B7vst7] fete] stv] o A3E skl

oluf, 7] A 39 & 7-8& E3ll 54 £ (pH 7.4 A ZHFIH~E 9
S EE 5 T7HA7I = A o2 1 7HEEAl(E 4 40, E4L 60,
Z 2 407, F¥ E3E 0] EL, A8 ®.¥ o] RH40)Z A el5tgi )

<4-1> 718314 o] 4|

AT A= oFA 117174 2] A1l pH 1.2)°) ES 40, EH 60, Z A
407, A F.3¥ o] EL 1= A ¥ ¥ 0] RH40-2 0.0444 mg/mL2] &5
&3 A A T

<4-2> FE|FILAE AF Ao 44
HFHFLEE &7 92, 2ol 8 ALEsto] ZEHF7HEEA 0.4 mg/mL7t

5% Fulshgict
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[187]
[188] <4-3> 23| v A7t
[189] el o] 2-*(deionized water), 918 Y (pH 1.2) © 47| <4-1>0l 4] 1] gt

7HEEAE A2 1.8 mL A T F AT V] FHON, ] <4250 A £ g
LHFIAE &2F 9 02mLE F7Fsto] HE 40 pg/mLE 3 A g 5
SR} o)oll Zh 718314 = FH TR E 1| 3ol tiste] | F357-7
L=

[190]

[191]  LEIFAASE &8 9o H7F A5 08)H 2 60 43+, AR 0.5 mLE
Hst 0.5 um A A FE = o] Hslar, SA| 519}
ol 7| 71 2 v} & “12)] 9] (High-performance liquid chromatography, HPLC) ©| 54 2. &
1/10 3|4 gk -, HPLCE -4 6fo] 5 =5 G 7Fs vt AH& 3 HPLC ] A4 <l
Ao =2 = 8] oF g

[192] 1. HPLC A| 2=®l : Agilent 1200 serises;

[193] 2. 0] 5% 1 02% EY] EF RO E AAEE -8l 60% ol Evo| EE|
10% ™l ¥H-& 2 30% 2ol & T3 &,

[194] 3. :CZ% 5 0 1 mL/3

[195] . A% (Column) : Phenomenex Luna (250x4.6 mm, 5 um, 100 A, PN 00G-4252-E0,
SN 290750-12);

’

[196] 5. Y& :20uL; 2

[197] 6. UV 3}7 : 389 nm.

[198]

[199] 2 A¥E % 100 Yeb o

[200]

[201] T 102 A Aol EHFIIRE | ol ko] 7HE A 1 TEFRY
A5 EH 4 =S 0F-ol H Lo g gk 600l A 9] FXEn](%)=
e 1z IE}

[202]

[203] %= 100 YR vpe} o], 7EE-3HA o H 7T glo] Q1E 9 l(pH 1.2)7) S+=
2N = 0ol Z2=2 EEHFFAEZE G4 8] 2w o], of 3ol & A s
A 2] et g-of Br-o] 5= A £ 3 5 (40 ug/mL)2] °F 29%°l &35 33t}

[204]

205]  ZHEBAS A A5, 371 HEEA S A7k gl AT ur iz Ao
) 3ol EEﬂT?}*EQ Aol A HE AL HAT 5 Y, AHE D
HEIAE % 53] AARZO R Y 2N A BHFALEY SHRES
@43 Z7A71E 2o e,

[206]

[207] O| 2 AU EF = Httol ihE LEFIFAES] A WA o] Sl A
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[208]
[209] <A8d 55 A STEs Hot
[210] EHFIAE &F 99 AF B EEHoEE HEFAT I, d4

‘ st sh7] e 2

B 2AAEe] $EE Z4ste] A T4 FIHE] 9

SRR E T

[211]

[212] 8T8 9] 7 AT | T1-th-9-2](Sprague-Dawley, SD) HE || o HZE FUA|A
PN Z1AL, -5 A E ol A PHPE6OD) }Oﬂu} ofF, X dHe ZHFIAE
2w SHEHFIIAERZA 5 mglkg) T A
B} -2 5o o) E(EF -2 o] E A 825 mg/kg)E, AEL U3 &£ S
AHgte] Aol itk et o BEH FALE &
F(EEFIEERA 5 mgkg)S W5 02 455 8131t} 0,0.08, 0.17, 0.25,
0.5,1,1.5,2,3,4,6,8,24* kol A3 300 uLE A L3 5, Tk &9l G-
A7k E). 12,000 rpmell A 3¥-3F A W2l & shar, 5o D8 -80°Cel A
HASE 7] Dol YR EEF] Bol iz o B B 4ujFg
Thate] debetan, AR @ F A oA ARrbE Ay A
37 (Liquid chromatography-tandem mass spectrometry, LC-MS/MS)& -3l
A3 T ARE- g LC-MS/MS 9] Ml A Q1 ALaf o 2 3= 5] oF )

[213] 1.HPLC =71

[214] - A 2= 8l : Flexar FX15 UPLC-UVD (Perkin Elmer);

[215] -0l 54 1 0.1% EE4E 3R 80% oMl ELto| EE;

[216] -5 8 55 :04ml/A

[217] - A % (Column) : SepaxGP-C18, 2.1x5.0 mm, 3um; %

[218] - Y& 10 ul.

[219]

[220] 2. MS/MS Z=71

[221] - A2~ El : Waters Quattro micro™ API mass spectrometer; 2

[222]  -ES ¥AHH R X ZHFIFAEo| thaho] 586.4 - 4222, Wit 5

T 5le] 592.4 - 427.2.

2231 2 AFE %= 120] YJERH SR

[224]

[225] S 12% EHREIINAE DY AR ESZ I oE HeXu T, EHREIAE
s gl o] AUl e 9 s YERg = o u A o]t

[226]

[227] = 120 YERG vle} o], BEHFEIAE D AR EF-EEY0lE
g A atel A, HEHFIAE v g 7t 3 H] WA AUCS Cu 7t 9 2-31)
F7Fo R AL, Towi= 173 G5 E o] 571 A &8 dojuh= A& gl skl



WO 2016/148455

[228]

[229]
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A, A B2 ol E 9 7FEskA = EEH FAEL] AW &4

= L
JPg Fohz AL AT 5 9

A ol &7t

Hodbg ol whE LHOW A A A (4
7H8 5 A B BEHFIAE 93 e Foe= o
ofsta o8 58 7hed 98 g o R Folg)
CHFIEEL] AR o] mapa o m A H EE A W LEHFIAE
T&o] F7tste] -3 Aol g ES YER = 78

&

i

EO{‘ r
do
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[7d - 2]

[ 3]

[7d - 4]

4% 5]

[ % 6]

(7478 7]

[ % 8]

[47% 9]

[7d7-8 10]

74738} 11]
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AT

7HE3HA| & AL8-31 o] #EF 72 E (montelukast) 2] A A o] £
IA] 7] 2= A

o
L
rlo
)
2
=
i
=
i
Y
Y

>,

[

E (montelukast) 2] 2| & WA 51

2 o 2 &= Hl H]—HJ

o
e
o
olN
L
>,
N
uly
Sl
o
_11m

2~ E (montelukast) 9] A % A& W=] 35}
T:TZI:% i} 2 7| 5= 7/3% 5% 0= 3h= W,

RS A A ] - 572~ E (montelukast) 2] Al & A 2 1EX] &) o
| &&59 HAE ol A 50 o= Wi,

$-2 29| ] E(sodium taurocholate), A F
E (sodium deoxycholate), AF = 2] Z& 8 ©] E(sodium
glycocholate) 2 A5 29 ©] E(sodium cholate) 2 ] F o] A= 7~ O & HLE]
HE = 1F o]l A& 5 SR g W,

?ﬂ]S?SL = Aokl ol A,
A7 HEAN T A F BEF-2 27 ] E(sodium taurocholate) == A F
t] - A] Z 7 o] E(sodium deoxycholate)$! A& 57 0 2 3F= WA
A 56101 0] A,
A} 7] /\}Ui-ra%t =5 A4 124 (poloxamer 124), = Al 188
(poloxamer 188), ¥ =A™ 237 (poloxamer 237), 3=5-AFH 338 (poloxamer
338) ¥ =5-AFH 407 (poloxamer 407)% O] Fo] A= T O 2 HE A ey =
1E o]/ A& EH o= 5h+= W,

A5gol olA.
A7) EQ = EE 20(Tween 20), E9 21(Tween 21), E2 40(Tween 40),
E 9 60(Tween 60), E2 61(Tween 61), EA 65(Tween 65), E ¢ 80(Tween
80), E2l 81(Tween 81) 2 E 2 85(Tween 85)% ©] Fo] A= 7- O & H-E]
AEEE 1F o] 4Rl AL 5 0= sk Wi,

A5akel] oA,
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A7) A B X FE A E X A6(Cremophor A6), =1 2| B3 01

A20(Cremophor A20), =1 2| 2.3 o] A25(Cremophor A25), =1 'L’ﬂ

EL(Cremophor EL), = ¢ 5.3 ¢] ELP(Cremophor ELP), =¥ ¥

RH40(Cremophor RH40), =1 2 &30} RH60(Cremoph0r RH60) A5

RH410(Cremophor RH410) 2 =1 & .3 ] WO 7(Cremophor WO 7)?-_

o] Fol A= WO BB AEE = 1 o] el A& 5 R o= W,
g8 121 A5l o)A,

A7) 28l E5 T o A (weight-average molecular weight, Mw)

100 W =] 80002] Zdjod#l =2 &2 AL 5H 02 3= W,
473 13] - H F7}=E(montelukast) F=+= ©] 9] 0@”—1 o257t 2

7H&EH AL E 3k Al el Al A,

A7 7HE A = HEALE, E5AM L, EY R, AU R XA { ¢
FYFRE O] FOAE LR A= 15 ol AS SX o w
sk Al

[7d 73} 14] HB@M N o) A,
A7 AL AR AAD AES EH o= 3= A,

(78151 Al133}tol] o)A,
A7 Y-S ATFA, 7AWF, AT b AW T, BT,
Y 3tFAE, F5TAL, A 9 Fo] s Au At od] oy = s

lo 4

2 3= AE.
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[51]

-
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6]

DM PBS

1507 1507 1507 Qa
|j100<r—————§ ————————————————— =00 S0 e e *
o0 gy, LT I 00 gy,

3
0 1 J 1 0 1 T 1 O 1 L 1
0 20 I 0 0 2 1 0 0 2 10 60
AZHE) AlZHE) AZHE)
- | _

1501 150 150
=l0e-— 10— - 55ll0e-——o— 3
S I 7 50 % g0-

[ ]
0 1 1 1 0 1 1 1 0 J T 1
0 20 I 0 0 2 I 0 0 2 1) 60
AIZHE) AZHE) AIZHE)
1L S T e L] S X
0 50 % 50- 0 50
0 1 J 1 0 1 T 1 0 1 L 1
0 20 1 0 0 2 I 0 0 20 1 60
AlZHE) AZHE) AlZHE)
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[5=7]

- <Eo|2, N AZE> . <ER120> <ER40>

o —_ —

1:1 110 10100
160 - <E260> 180 <EZl80>
—r
110 10100
. <EeEEZIZOe E =018
B S
jg5o-i % = jpo-i % ==
0 0 - - . . 0 .
101 110 1100 11 1710 1100 101 11 110 1:100
[5=8]
<33 2 E0{RH40>
101 111 1110 1:100
<AE 2 220/
11 110 10100 11 110 10100 11 110 10100
150, <28 HSAZ0E> 150, <28 EHPEEHE
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6/7

9]

1:0.1 | 111 {110 {10100
EEES AN
O AT Rt SOl S
90 M7
£ B4 %
EER 077
=240 - 7%
=285 _ DA
EoljEs 22400 | - [V
ZEN 188 - L AN
ZEAT 407 YHHH
EEEELTS - YHH
EEFEGEN BB
EEEECE RN
EFFECL) V0
25 ZH0E : )
cEdsNEddE | - ||
AE 2zEd0E | - D,
15 Bezzd0lE | - )

PCT/KR2016/002487
5 TH|(4%)
0-50 s
<% <65 NN
65 <% < 80
80 <% < 90
W< 77

150 1
10 -
= 1
_Ho
50 1
_
_
0 - T i |
PSR
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[5=11]
22 16.7
18 . EQ4) 15.6
t8aH (15-18) | Eglg 149
E28) 150
" 15 E9I83 1.0
drd A (13-15)
" EEAIH188 L >
ol 53 (g-16) | ESMEAT 1823
s 32 E0| 405 1517
S A =M (-0 3 2EY 1014
38 2T0f R4 1416
wlo S (3-6) A ZE0| RHEO 15-17
A AE Z#0|E 18
A )gl _ (=]
! g2l A5 USAZHE 16
[5=12]
1500 -
= o | EHRIAE pERE2
= 10001 o1 ZHTFHAE 9 £F EBPREY0IE YEHRIT
1loi
I
0 50
=
0 . . |
0 10 20 30
AlZHh)
*, P <0.05 %, P <0.01
AUCO—QA AUG (-4 / AUC (-24 Tmax Cmax
(ng hr/nl) (%) (hr) (ng/nL)
° 1264.71541.8 13.8+18.7 54419 A7.71164.7
A 2054.341493.7  421417.3%  1541.0%F 743.14622.1
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