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A9, B, T A 9 oS o] glont ol @ H A Rhen,
| &1 %] 4 3F8k A Al (Remingtons's Pharmaceutical
Mack Publishing Company, Easton PA)& 5.5 A8 7}-5 8}t
g o] WE sl S FAISeY] 8 Al Al = A ol Aol BT
ol 7} b ekl QIUAS] ol ok AA o] B el A 4 90, A4 5
= A, SEA, ATA, 5 A, B Al AlH 2 A
& AH-& 0}04 Zxﬂg‘?} Aol E e g A A=
T2 3 N A A =
3 S AF8E = 0454 A1<]
=, ﬂﬂﬂ, JJra}*ﬂ O]ﬂ ol & 7FA] F-G A, o & B FaA A A, A,

s lﬂ_ muﬂ o] %A Bo
Adolo] Aokl 4= ) o, o & £, 211 (Angelicae tenuissimae Radix),
ZvH(Gastrodiae Rhizoma), A & (Bapleuri Radix), & - (Angelicae gigantis Radix),
1= ¢l (Persicae Semen), /] A (Cinnamomi Ramulus), t}] & (Rhei Rhizoma),

7} % (Glycyrrhizae Radix), % 3-(Cnidii Rhizoma), ¥ 3] (Aurantii nobilis Pericarpium),
B A} (Alismatis Rhizoma), %% (Coptidis Rhizoma), ¥+ (Scutellariae Radix),

% (Hoelen), 2} <F(Paeoniae Radix), ¥ % (Atractylodis Rhizoma alba),

249l (Phellodendri Cortex), | AF(Gardeniae Fructus), W+3}(Pinelliae Tuber),

Z 75 (Uncaria Ramuluset Uncus), Z] 2! (Ponciri Fructus), ¢1+HGingseng),

) -5 (Liriopis Tuber), €1 #] (Polygalae Radix), 23 % 3 (Acori graminei Rhizoma),
“J< (Atractylodis Rhizoma alba), 75 = (Chrysanthemi Flos), %5 (Ledebouriellae
Radix), A 7} (Zingiberis Rhizoma crudus), " 2 (Natrii sulfas), U] 2 (Zizyphi Fructus),
4 (Salviae Radix), & ¢+ 3] (Mautan Radicis Cortex), A 3 (Rehmanniae Radix),
113} (Menthae Herba), 4} <F(Dioscoreae Rhizoma), ] ¥ (Polyporus),

3}~ 2. (Polygonimultiflori Radix), 7-A}(Allii tuberosi Semen), 4 ™§ A}-(Cassiae
Semen), 7-7] A(Lycii Fructus), ¥ € (Araliae cordatae Radix), 75 (Eucommiae
Cortex), ¥ 8} A} % (Hedyotis Herba), 2F9 % (Saururus Herba),

°] ﬁ(Artemisiaecapillaris Herba), A] %.(Anemarrhenae Rhizoma), - $}(Carthami
Flos), ¥ 7] (Astragali Radix), A} <5 A}(Lycopodium), <=3} ¢! (Ginkgonis Folium),

8} (Polygonati Rhizoma), 1 4}5-(Nelumbinis Semen), & (Fossilia ossis Mastodi),
A& 7] (Lycii radicis Cortex), -$-% (Achyranthis Radix), < #] 8 (Rehmanniae Radix
preparata), = %] A} (Perillae Semen), ¥ A} 91 (Thujae Semen), ] ©}(Hordei Fructus
germinatus), A} A (Cuscutae Semen), 3=+ % (Morindae Radix), 3l <5 (Pini
koraiensis Radix) 5= T 0% B= | §kalo] AF&S <= )

b % Qi oA o o 886



-
.

] AF-8-5

AN A, A 7T

= 2| Z(Propylene glycol),

PCT/KR2012/002272
el

.

| =

S

o]

[€)

, ghet o] ofol] o 2] 7}A] 1

1o

]

T

=

o Alofl )7 o] o v ZPA] Al g B ol
)

o] ZFA % vk TAH 02, WP

L=
[€)

=

Al

=
L

A, K

60]:

ks

CEPRENE

A,

1.

WO 2012/134164
&

[26]

~ T o) ® = 1l o
o g o= AR LR g N oo 70 X o7
S s L Ey WERLwE S o w o Mo, o R
TR RS AT Egpd L E W R
O . S - TR S i o N T q4 8
W2 008 T o : N To 4, B T LN L
]WEo7],A_WJEI dﬂdleg_id. B o) K o O ~
FET R LT BT ok g B < ZER T
o XK X0 o ~
Sl N m¢w%w%% w%w Hm%q
WE T Al TR o W o .
Ty Mg w R %wo@ﬁmﬁwﬁﬂm%dl T P %MMM
~ = = TJ —_— = 0 !
FETEezpx zrigiezi prz  RiiT
~EPEBRENT Tomd T TEL S ony I
N r RS ool S
STEZITeE ZEECERLE BDT gEs
BIRT P PIT o gpuelas ook e
= " b B oo W s L w )
TRPEGg Vs Tapusd -7 o2 N o B e
WLV R emoeQo L TOE oA
ﬂEﬂ.r.ﬂw,_ﬂ&mM%Ho maweﬂ.r.%mﬂm%a mt%% mMmmLﬂmﬂw:
FERRF LT R wgFE sy g hl =< H
Ak o) oy E gy T oEn gm0 e EFED LT T
o?}dﬁgg ‘%%_su%u_g/ = 5o N
A g™ X == ﬁﬂz%a&%ﬂ & oo 2 g8 e
2o ™ Vo w P dooguyrdunf ), S WO T2 o
~ = o ]UL%' 9 mo - = ) _Zrcoﬂﬂﬂ XX E
W 8 R do T o B o = ~ % = ST
g2l g R ® ST sBT g 2 Sy
- % o mﬂ]m_uj = ﬂaﬁmﬂ%ﬂ/ﬂﬁ . N o £ v =
o 2 9 g K 4 T o U ch T 2L XD
o &R oA T g W KT R 4 do E W =g K
mE @ Mmmd =EF L Cu Lol m ST R
WX do —~ X1u.1_ﬂu T S| Sy Qe o
I ot Vo s N = B GRS - S-S A -
R -G o du OF ® N o o) o oo A m M s <%
seu eV Aob oS wpemw mT Ee W
ﬂboﬂdljﬁioﬁLxﬁdliLﬂaﬂhiﬁaodldlﬂo o B E g ot 2 Ak
I SR BT S SR CERCE B ST
= > 2 -
il ) )

A

rgoll A g, "ol g o]

[33]
[34]



A A

<

PCT/KR2012/002272

A7}

=

[e)

9]
ol o] &

OU]_
, o obAE o] E,

o] & ¥
T
22X E

=
-

A= 171
A

A=

.71 &)

°©

°©

A
o

Ke)
| o EH &,

LA

2 =]
=

=

=

A

=

o]
DA

9]

o} vl

=

nj]v‘gj_n% E/\é%q
%S
[e]

o)

(DMSO), 1,3-

T

5 9]
L
ol
s

=

1

Rt
Sl

T

oy

Alo]

°©

3£
=5

J

O, of A,
A

e ol A E|o| E, t& 22 e N, N-t] |

=

A A7) =
A i
—C:;l_
g4

S
]

WO 2012/134164

(=

it
_

Gt

Foj ol 3, v gof 3

3
T

A A

_ZTI

3 A= 7]

S

2 =]
2]

=

1

% gle vk
=2, B Y, obA B AL,

1

<
p=2
=)

_(H—
§l_ oﬂno

[¢)

T

187}

o

o rgoll A, Bof "efA sk o

[38]
[39]

P
oy W
o

o} opal 2B FF AHE O] WAL A 5L

[40]



PCT/KR2012/002272

B2, B6, C, E, YolAl, 721 21, W E}e

WO 2012/134164

A

[42]

W
o

3

o)

—_—

0
o
N
e
N

—

I
o)

K
B

EE R RE S

=

T

[43]

SEBEEEEEE

o

mK

-ofel #

S}
o]

7E} 2|

| 5 A 9 1

A

=

T

FA L o

S

o]

BN
Y

fiie)

il
o

I

LN

- AR

ol
oH
iy

8% 2.3 9]

S

gl
iR

°©

°©

2 =]
2]

=

&) &-o]

S

o 7 13]9) 1 WA 500 mg/kgo] vF

N
RN

5o 7} vl
7]
1 WA 100 mg/kgo] v}

sk, T i Akl 2

S

—

.

?(é el

Aol B8
L
i B

35l

=

[46]

ol

[47]

5 Sk Farfarae Flos) ©l|

[48]



PCT/KR2012/002272

WO 2012/134164

=
W
k

TR, 29F, B2, 914, e, 7]
o

ol
gt

, 3251

ool

Wl
o M
ol S
= ol
~o aﬂ
N =
e o
dﬂ X
T W
=
T
R
o s
T ol
<0 X
Eo bo
BEO&
ol N
— &
Lo\
— o}
Q =
plo ol
<= <
rouSA
in Jjo
w0
S
=208
K ma %
W
ol B mo
ol P =
MU ol
ol M

o

=

[50]

[52]

T

3l Alamar Blue

o} 1.7] 4]

o
B
T
B
=
)
oY
!
N
=0
o)
i
>
noow
TSR i
Ho o
S
C @
w o o
do & miw
R
ol = Y
i
= M RO
o = T

2

=T

3
T

L MR

&+

Al eflell o] A dko] 1T A

Al
=

3} 7]

3

] A Mol ubH) ek 9] v A

)

T
“W
A
0
i
il
~
)
—~
fiie)
qr
o
gmo
L
.
T W
O
o) K
&
(e
{+ mo
L
;OE T
7A
W =
f
S
T
XX
N
B oy
blo =
o<
K 5
T <O
X Mo

[56]

<A 1> A5 3

[57]

A
95% ol] §2-(ethanol) 30 £°1]

KoR
T

3=

=



WO 2012/134164 PCT/KR2012/002272

[59]

[60] <AAd 2> #F 3 FEE] HA AEY A PR = FF

[61] A7) AA el 10| A 58 HE st FEEo] HY AE] Aol A= dEs
ol 7] $3ake], Q17 #| o A QL A549 1] M| LA # 9 A ol 55}

2 F5 58 48417t A 2] 8} 2L Alamar Blue l"ﬁ:’—‘i'% A 8 3} 2 v}, Alamar Blue

se 3 SRS EEEREE

sato] BolH UM Yot AR el 4B A/ S

of U] A9l 52245 Shopif =

[62]

[63] <2-1> Q7 H G A EF2] Fu] 2 A7

[64] - irg o] AR #H| S Al J A549 A 3= Sk M| L2 8) (Korean Cell Line
Bank, KCLB) & 2 H-E] H-oFnlto} 2§ o] o] &3} v}, -4 4 0. 2, A549 #] <F
A| 3ZE 10% FBS(fetal bovine serum, _/EEH 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-&
| A]yoll A Al e vl oF 311 -

[65]
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[Table 1]

westwie H ek A2 ASE (EH) FEAat
0 zeg/ml 1.000 0.000
3.125 pg/ml 1.083 0.061
6.25 ng/ml 0.995 0.056
12.5 pg/ml 1.066 0.054

25 pg/md 1.021 0.078

50 pg/ml 0.341 0.029

100 pg/mé 0.091 0.008

[70]

[71]
[72]
[73]

[74]

[75]

[76]

AT 31 E E oA VR BRef o), HE sl A R e
ok MEZ] o] gHAskglon, o] 2R #Es HY A5 a4E VS
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90.9% = H| QF Al L& ALEA] FH 1), o}-& 2], ECs(half maximal effective
concentration)> 48.5 pg/ml &2 Z=AH E A A7) F 194 #53E X7 5HA] &
zto] #H A AES 75 18 7| F o2 aho 2h2e] T3] A
T Lo w2 48A1F F-9f H| ok M| 32 o] Ao A M| 2 7] A SFRL T o] oF o],
o #Es FEES T ‘J AS549 B A 2] H S A E AE E A S
7HA ), vpolrt #H ok X5 9 oW &S VIt S Y E et
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[77] <AZd 1> BT FESES FEJECZ FF= dG AEAY A=

[78] A AE 2 A7) AA O E B8 Asst e He AR S50l
Holds glste] #es FE2ES Fadi o= it dd A=AE
3l 719} o] Azl vh. ek, 34 7] A 5 A| o] Al xdl= X 5 A Bk ol g}
A7 2550 Az & §-&3to] AR&E 5 ATt

[79]

[80] <1-1>#FF FEES T %3}1: o] A 7+ A (soft gelatin capsules)
[81] 53t FEE 20%, Pl EF C 4.5%, VI EFY D;0.001%, F2HE310.1%, 2 10%,
B F25%, & 3} -30.399%

]

] <1-2> # 53} FEES TFol= AUFALE A A A=
[84] 53 FE:E0.2%, THHE0.3%, A2 9 59.5%

] <1-3> 53 FEES g3l A Al (tablet)

]

[86 53} FEE 35%, B EFY C 10%, B EFY D5 0.001%, B2 d7F0.1%,
HAAQAER Q2 25.0%, T 17.999%, =€ o} Akl 1Y) 45 2%

[87]

[88] <Az 2> AT FESES FEJECLZ FFA= 715 A FY A=

[89] VP aEE GV AA o E B3 Hes FEE HY A m EA o]
HoldE #elste] o] & FEAL O R FHrab= 7154 A 8719k 2ol
A Z 313 o}

[90]

[91] 21> &89 Ax

921 522 mg, A S AN S mg, 1] FELARO I 10 me, QAR B E el LbE
3 mg, A4 B 541 2 mg, O] =Al & 30 mg, L EEAF50 mg, H5 S FEE 048 ~
1.28 mg, & 200 m¢ 2] 7] 24 W ko 2 5lo] 54Xl WH S ALE-5)o
525 Ax3SY

[93]

[94] <2-2>F PR A=

[95] A 0] 2= 20 %, A 76.36 ~ 76.76 %, TSt FEE 024~ 0.64 %, FEZF 1
%, = 2% &7 27 R FFOE o] SFARJN WS AR Sk 7Y ,j-%
Al .

[96]

[97] <2-3> 741 ¢ ;ﬂ]z

[98] A% 50 ~ 60 %, = 39.26 ~ 49.66 %, T3t FE= 0.24 ~ 0.64 %, A &
0.1 %2 471 £ R FHF o afo] T340 W= AEske] AH &
BB e

[99]

[100]  <2-4>H] 27| A=
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[101] W 15 88 kg, 815 76.4 kg, AW 16.5 kg, A1 2.5 kg, = 2.7 kg,
% EW 405 kg, &5 53kg, =% 0.6 kg, FolFAUEE 0.55 kg, 2715 5.0

H]E} B10.003 kg, ] EFY1 B2 0.003 kg, D8 0.16 kg, & 71.1 kg, A A 25
g, U188 1 kg, AL A4 0.1 kg, A 1 ke, 5 25 ke, #H53)
%%% 02 ~0.5 kg9 7] A W stk o 2 glo] BAFA o] HFH S AL-8-3} o
N 275 A 2813l

[102]

[103]  <2-5>0}o]2AHY A=

[104] A 10.0 %, FA 53195 10.8 %, AF 12.0 %, =S 3.0 %,

Tk A (2= 9, span) 0.5 %, F=(=EZM ) 0.15 %, = 63.31 ~ 62.91 %,
5ot 25024 ~0.64 %2 37] 24 R FF O sho] TN S
Abgafo] ofol 29 & Al 233l

[105]

[106]  <2-6> &Y A%

[107]  A1¥ 34.36 ~ 34.76 %, S50} B ] 34 %, 510} u] 2= 15 %, F.50} 99T} 15
%, AA 0.5 %, FFE EFF 0.5 %, P53t T 5 024 ~ 0.64 %] 7] 24 2
FFFo R sho] BAAQ S AR Skl S Al AT

[108]

[109] @4, 2 A7) 71428 2 A o] Hrh B3] H 9o
1

ol sfo] @ = Ioh WSl B S Ao R
EEEE RE U 2 ugE S 8 g W92 Takste] o 4 )] o}
).

[110]



PCT/KR2012/002272

13

4T

WO 2012/134164

mK

& 1]

i+ 1

er

[

A 2

|
|
|
|

}2

[}
}3

[}
L4

[}
}5

[}

k)

k)

k)

k)

er
er
er
er

3|

[7

3|

[7

3|

[e)
[e)
[8
[

ol

Hah 4

Eis 5442 29

I

Z

6_}14' e}

F(large cell

@)
=

3L
fou

F(adenocarcinoma),

=

A

(@)

l
ol
S

o
T

oF
=

3L
fou

F(squamous cell carcinoma)

@)
=

3L
fou

331
carcinoma) ©. % ©]F-0]

E|

G

3

H
Farfarae Flos) |

|
|
|

AN
5+ 7
i} 8

k)

k)

k)

er
er
er

3|

[7

3|

_O
[78
[78

B



1/1

WO 2012/134164 PCT/KR2012/002272

[Fig. 1]
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