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[63] Hobrg o] ARRw H ¢ Al EE2] AS49 M| 3= Skor Al SE=2 8 (Korean Cell Line
Bank, KCLB) & 2. 5B 3 gfiko} A gl ol o] &3} vt 74 2] &2, A549 ) ¢
M| 3ZE 10% FBS(fetal bovine serum, 4~ H| o} & 7 )(Welgene) ¢} 25 mM HEPES
(4-(2-hydroxyethyl)-1-piperazineethanesulfonic acid)E 3 g3} RPMI 1640
1l A (Robwell Park Memorial Institute©l] 2| 3}-o] <1+ 7] ke H-f-n)] F-&
Aol A Al o ul st 3t
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[65] <2-2> AS49 H| A A XA A X M G AA SA

[66] &7 Aol 1ol A FE 7 BaA] FE= o] # S Al 2 A549 Hlixﬂﬁﬂ qE2
A3 A g = gelsliu), A A 02 96 U o] Eof
7N 2] A549 #H| St Al 32 E 53 (seeding) 3} 2L 24A] 7t & QF vl ¥ f?,
DMSO(Dimethyl sulfoxide)ol] 591 47| WA of| E--2 & 55 747+ 0 W A] 100
pg/md S (A A o2, 72470, 3.125, 6.25, 12.5, 25, 50 H 100 pg/ml 5 5) =
48X ZF st A28kl W), Al S Asl el ARE Fle kG ). &
T FE=S AT 5, 96-9 S o] Eoll A Zh ol A7) 0.2 mee] Al E
Hj ool 20 102] Alamar Blue A 2F2 3713 5~ F o] EE 2l 5FH] o] B o] A

2AIZE ek kst 2F Aol AL E L= NEF A 7]V $lBto] HE o EE

=31, 544 @] vHgol|l A ARG E 2ASHEA 590 nmoll A & F-2]
£ & 44 =7 (Fluorescence Microplate Reader; Molecular Devices Corp.) -

7]
=45, A9k AL AE gL = 16 YRR
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[Table 1]
HEA F e Ht AEAEE @HT)  (FEAA
0 pg/ml 1.000 0.000
3.125 pg/ml 0.998 0.007
6.25 ng/ml 1.005 0.027
12.5 pg/ml 0.876 0.048
25 pg/mé 0.633 0.095
50 pg/ml 0.162 0.064
100 pg/mé 0.022 0.002

(60] AT T 19D 5 1o]A e ule} o] HER| o] Ae] Frt Hess

[70]
[71]
[72]

[73]

[74]

#H ot A3z e] Aol TFAastlom, o] a7t H A5 a3E M-S
ok = AT %, 3.125 pg/mell A 0.2%, 12.5 pg/meoll A 12.4%, 25 pg/moll A
36.7%, 50 pg/mlol A 83.8%, 100 ug/méoll A 97.8% = #| ¢F A & AFE A Z T}
o}-8-2], ECsy(half maximal effective concentration)~> 29.2 ug/mé = =4 ¥ 31t}
A7) R 1o HEAE Ao okA & 2w #H ek Al 4S8 75 12

7|E o= 3lo] Zhzto] W A] A ol WE 48417 $-9] H| 9 Al E o] A 4]
A ZFE 71 A BT o) oF #ho], iy o WA FEE-2 58 A549
H A ZA #HoF Al E AFE 408 7HA ), volrF H ok X5 " ol S-S

(e}

rie
g
=
o)
=
—
o
i
Pi
i
2
r
ey
E
‘]19-‘
N
it
2
OFO
>
ki
xS
2
2
r O
o
o,
=
s
N
N
—_

4 e
o2 o

ol
-

o] o] & ¢

653 ] %@%%Tzﬂ(sm SDﬁl AEE AHEste] A58 dS
ST 2 mhE| A o FEol Wy o] Ao 19] HEA] FEES
7474 0.5% WE A S22 &N AEslo] 5 g/kg] §F R T
BBtk Al gl Fol S gm0 HAbo N, Q1S AW sk E
wzkstal dejabz] gakel d N A stek A 2ALE A Al skgl o, 36l
Feror BT e §4G7) 9] o] ol g #EE ATt

A DA, AP EAL ol 3 E S| A B8 v o) o) HALE
e e, AT as), AL, s et AL B Sl
SAWshE AR A Gt o] ] A HEA FEES BT AEA S
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[75]
[76]
[77]

—
oo OO
=~ W

[98]
[99]

PCT/KR2012/002273

<1-1> BEA| FE2ES gFste 92 A (soft gelatin capsules)(F F %)
BEA] 55 20%, B EFY C 4.5%, 1] EFY D5 0.001%, SH42HE710.1%, H10%,

H25%, 5314 1+30.399%

<1-2> BEA FEES o= ZUFAE AAY A=(FF%)

BAA] FEE50.2%, T E0.3%, A2 2 959.5%

<1-3> BEA| FEEE g5l A Al (tablet)(F % %)

24

BFEA] FEE5 35%, B EFY C 10%, B EFY D;0.001%,

47+ 0.1%,

ARAZER Q2 25.0%, 5% 17.999%, 2~v|o}A A} 14|45 2%

<A|Zd 2> REA FEES FEAR R TR A5 ZAEY A%
A

B AEe Y] A4S E
5o e gelsko] o) & FEYRO

BB e

<2-1> REA FE2&& e EALT(FTEF%)

BV 2o e A g0 SIS Az,
o

%, ?PEU& 0.1 %, £§Z1 FZE0.05 %, 7t A /712
%, =L 5.0 %, A EHotd SFFAO| = 1.5 %, A2

<2-2> HEA FEES FH= ELHEHE %)

0%, MEF=F7F7.0

Ed=gAlEe] = 8.0
| & 2=Elo} e o] E 0.4 %,
AelobE &3 1.0 %, ET ol 8hE oFnl 0.1 %, B A %

al7] 714 | 2Agoll mpe} S/ A el W o2 JFAH S A xS

=249 3.0 %, FE A2 3.0 %, 5322 7.0 %, WEFEFZF7.0 %,
FFH 0.1 %, HHFA] 55 3.0 %, 7FEA g/7hr g EFA%FA 1l eto] = 3.0 %,
ZHo}# o] E 0.4 %,

2FAE 5.0 %, A H ol FF A= 1.5 %, AEB|E
Z &0l E 60 1.2 %, Eg &2 o}wl 0.1 %, A A5

<2-3> REA FEE&& Tdhe A 2H(EFF %)

ek

[e]
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[100]  3F7] 7A€ Aol mhe} S22 91 W o = wiAbA] A9 S A &8k ql Tt

[101] =2 A d 8.0 %, FE A= F 4.0 %, 53+ 45.0 %, MEF=F7F 7.0 %,
FEEH 0.1 %, B3 A 25 1.0 %, 72D /712 Y Eg 8480 = 3.0 %,
At 4.0 %, Al Eold FFFAFO|E 1.5 %, Al 27 28014 AE 0] 8 0.9 %,
HEA & 3.0 %, IHEF3 1.5 %, A5 A

[102]

[103] <2-4> REA FEEL TR/ H(FF%)

[104] 3 7] 71 A 224 ol uhef A Q1 g o2 S A 239t

[105] =2 Al 4.0 %, HE DL 15.0 %, 3| LF2Z4 FE5E 5.0 %, WEFSF7H
7.0 %, LHER 0.1 %, LA 55 0.5 %, =d 9ol H = 04 %,
Z 2 LMWl E 60 1.2 %, N2 6.0 %, AT %

[106]

[107] <2-55> BEA FEES Tt T YA dL(EFF %)

[108] al7] 71 A1 e 2ol whet T 9l W o2 ASE A &3

[109] S A 8.0%, FEAFE] 4.0 %, 5323 15.0 %, HEFEFFZF7.0 %,
FEEH 0.1 %, HEA] 25 3.0 %, =2F<LE 1.0 %, AlH ol S5 FALo]E 1.5
%, 2E 0 e ~H ol o] E 0.4 %, AlHlo}H & 1.0 %, W 4.0 %, A A7 A%

[110]
[111] gk, 2 g o] A A H

[112]
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