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Angiogenesis," Chapter 10, pp. 206-32, in The Molecular Basis of Cancer, Mendelsohn et al., eds. (V.
B. Saunders, 1995)]). d& E°], A% 2 mm 22 gjd TFL o]E A9 o FFS Aok shar, Al
2 BAEHY] 44E FEZoEHA olF dste AR UrNT. olF AMEL o] T4 U IEF

el (23 [Weidner, New Eng. J. Med., 324(1), 1-8 (1991)1).
P HA A= 2 TS A4S O 5 Adv

A [0'Reilly et al., Cell, 79, 315-28 (1994)]). AMH, dF ZZEZ A, 7] AdAA A& A8

of T Foll T HY B FHE oIt (£F [0'Reilly et al., Cell, 83, 277-85 (1997)]). E3H,
3 54 Tl TFete A2 & A8 A4 (E 5o, Fstan)d g o5 vkgS

[Teischer et al., Int. J. Cancer, 57, 920-25 (1994)] Z=).
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sl B2 JuAlE AE A 2 Esle] Al ojshis theket dhulo A oAl B2 )] <l
Abslol] Zufakg-8 3t} (£31 [A. F. Wilks, Progress in Growth Factor Research, 1990, 2, 97-1111; [S. A.
Courtneidge, Dev. Supp.l, 1993, 57-64]; [J. A. Cooper, Semin. Cell Biol, 1994, 5(6), 377-387]; [R. F.
Paulson, Semin. Immunol., 1995, 7(4), 267-277]; [A. C. Chan, Curr. Opin. Immunol., 1996, 8(3), 394-
401]). w9A 24 71vAlE A 84 (dE £, EGFr, c-erbB-2, c-met, tie-2, PDGFr, FGFr) i
H-=8A (dlZ 59, c-src, Ick, Zap70) ZIUA=A EFE 4= vk, o8 olE& 7IuAe BHd3sAY A
oEx] ke g4, F, odE Eo] HId T Eddold o3 wE dwld E2al g)vAl gado] AlolE A
2 AE AFS orlste Aoz Yelhth. dE 59, 339 A A 84 (EGFR)9 &4 Sk ¥-A&
Hd, g 2 FAFA 9&FS Fa1, c-erbB-29] A Tk AW ! !

N

A A= AFAHoE AE HW Ao SolA Fg&Aet Ao ME TS FEste Edolth. i
374 QA (BGF)= ABAUNA thFsh Alxel S48 fEata, 2o wids Ax o] Zasict. EGF
8= 170-180 kDo "w-#E G Aeln], o= w9 tgdt AE FPA HAEVFESIT. A7 FEA
AZ] -2 wrele new Felaastyo] gla, EGFRYl Mez o Adsl= EGF dhAlo] Zggac)t. =)
9 2 ofufgelA 71k o] Fgo] BEGF FEAE LA 7] 7] wiTol, EGFROl AAH o= A= AAE
AHgste]l 54 3l ks ARE $ivh & Eol, EGF &A= o AAotwg, HAH AEAF,
fFE, SAF, e g 9 A widy s Ao® yeldth, d-F9 awle] sl EGFR Al
2ES 83l ALE AubH o R EGRRY st Rux-SFRd Ao AMSS Fulkelgltl. msk, fw <17k
A Foko] B3 AFE EGFR L H3 ¥ Mol o Hr} =& FXE W BT} e JiA AE Aol Aud
Ag BolFArk

«3Ed (Herlyn) T V= 58] #15,470,57156| 4 EGFRE LAt A4 otudS Amatr] 913 WAMd A€
Mab 425°] AR8-& JlAISHGITh.  SIE® 2 F-EGFR FA7F o AEe] A4 9 SAE A AT
U Ao R HIASHITE. EGFRe] 5ol 3 3y = 2

= =2 =
#Falo] 54 F¥9 &S Au:sh=d a9l Aoz muHdrk. Wt 1(Bendig) & Fl= 53 A

1
o

— J—_J_EEE

5,558,8643. 0 4] EGFRel|l 7AAA o5 ZAstsl= X84 -EGFR MabE 7WA13+9c. B F 3 (Heimbrook) 52
v B3] A5,690,928% 04 wWFele]l Xg2E 9a rEREUA(Pseudomonas) E-wd WEZd §3E EGFS

MAEEA T, BEh-(Brown) %

oF AR W AYEL FF WY Et UF SARAR Aol Wy FF F9 wE o] dolE U9
Bl e AEAG. Hetay AR AYHOE wel FolF wi 539 tF FolFom FolmA,
EE 5 9 A S oY AR Azl @A Feldth e, wE Ei 3 Rl 779 ey
J = (<3}
[<) AN
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A= ATolA, T2 AA(metronomic) EF8H (FE-FIF F27]9] AE glo] AEFAHAE A-FoJZFe
2 HsHA Fosh e Y @1}74] %‘éﬁ}% W AlxE FAoR TS ARSI oo e ATl
A Aol 818 FA% (WD) diE Hlwste] 240 JAe 5 -4 &%, 4Es duAYg 1
3, 2@ B4 "9 Bze (JF B, TFAA) TAE JFsAY (A [Bocei, et al., Cancer Res,
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62:6938-6943, (2002)1; [Bocci, et al., PNAS, vol, 100(22):12917-12922, (2003)]; = [Bertolini, et al.

Cancer Res, 63(15):4342-4346, (2003)]). rE 3‘1}5—} ]f57H ko] FAME GIE Ho|E=X T AR} U‘re
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)i ‘%k%% L3217l =d A@EEZ(Cremophor) (554 X)E )
549 EA= & (&9 [Lorenz et al. Agents Actions 7:63-67 (1987)]
@ [Weiss et al., J. Clin. Oncol. 8:1263-68 (1990)])01]"14 < A J%Jﬂr A=l A
A FZ2E I Eﬂiﬂ‘: (G ERE) B 3] 2~EpRLS on]Fofst JJ°7} ATk, EE, IdH
o] & (554E) W AA g EE(%— Ax)E dEe g JHagy
o7 HIEGoW, o= AYRE &) EL el AASE 7] AA == o &
1A st a S Ggety] S8 dge AR B FogoR ARgrojof & AlAbSTE (FF [Ng et al.,
Cancer Res., 64:821-824 (2004)]). o]¢} o], A-Fo=F dZgrd HA o 34 MID steta Wy} A«
w2 314 0‘3 H2g Aojol o]¥e &4d 4 k. Eg, ma 53 FU A12004/0143004%; WO 00/64437
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s (¥ [Desai et al., EORTC-
NCI-AACR, 2004]), % HdolA HFeke 7k Al (3 [0'Shaughnessy et al., San Antonio Breast Cancer
Symposium, Abstract #1122, Dec. 2003])olA¢] A3t 7o)l vErt. o] ol (EE2A4E) U 71]]‘3qzﬂ
AA (g B, 474 g% 9 ghEE (Taxotere) (55743%)) o AFEH+ ZdEEE B EQ(Tween) (5
AR 80)9 —rZH /EE A W9 AE delA gp60/7HH &2 (caveolae) & AMEshE ERI-7IA &
Wb Ee] 9474 o] gl 7191 4+ At (4 [Desai et al., EORTC-NCI-AACR, 2004]1). 3t ﬂi'ﬂEiE
(5541 2 EQ(ESAE) 80 & tf gEZggtdo] 45l Ajsles AS AatA A= A2 JER
Fee A 4 Atk (3 [Desai et al., EORTC-NCI-AACR, 2004]).

=

FHEHFTAE) S AARLZ(SIHE) EL-FoH g QFA-AY shelgalolrh,
%
&

w

a1, ol RN 1A e S

IDN5109 (L ZEEA (Ortataxel)), s WA BEE (MDR/Pgp)S WdstE TY AEFA 2 wak-U
A BE g p-gald (Pgp)el oAl wlEo] AEE ‘?iZH 1172 214t ?“}0] (¥3 [Minderman; Cancer
Chemother. Pharmacol. 2004; 53:363-9]). 9]¢ AFA o= <18, IDN5109S A AHBAA EA(S2S41)
80 (BtaHlEl(5=43%)9 %%35} 13 E) ol AAgALt. dF 59, Yedx IEu-Ag sZeEa
(ol (T541))e Ao, Ba AAZEY AWEGAE AAsAE o5 AWSGA T d-&E ¥

3 g L a5l 7Hﬁ5‘ﬂr (3 [0'Shaughnessy et al., San Antonio Breast Cancer Symposium, Abstract
#1122, Dec. 2003]). E(SEAR) 802 L3 Al eraaamo] AR Adete S A A,
ol HMER YT AE AelA gpe0 FEAE B EHEA VA e S EFAE F Advk (£ [Desai

et al., EORTC-NCI-AACR, 2004]).

3% (7S AFZ@H(autumn crocus) FIF LEUY(Colchicum autumnale) o}yl Pz N
(African climbing lily)el SR8 QAL F#H 28k Gloriosa superba)® F£ %7}&01‘:?})4 gFd g2 20
A7l zoll He BuHAt. o9 Fxo e AW X-d AT 9 vy HAA 3§
Atk (& [Shiau et al., J. Pharm. Sci. 1978, 67(3) 394-397] Z%). %aﬂ% z
Az A, BF FEEEA ZE3 254S At FAHEE F5EU AR AAXNY. fAHEE BF

Kol
T =
of g ol mI=, Tx B e dEE g 2AstH BT AR Aladel W et

_8_



10-2017-0016017

5

=

=

H

el
=)

olzmetAl 1 o4 whe}

-
X

B 7kl A2780-CIS 92 A2780-TOPell

-
X

E

B oldt =

3] [Raspaglio, Biochemical Pharmacology 69:113-121 (2005)1).

=il
=
hyA

2e
7

i

e

p

L

o]ZFA|1 IDN5404
B2l (subline) WollA¢] o] ¢

E]
e

[0030]
[0031]

0

o))

)) K.}

-
3t

)

e (52

N
)
K
]
!
T

T

o

<O

oy

wul
=

F49 Aom e
sheel g a)

(e,

e

ST
X

o= W= F7] #|2006/0013819%; W= 37 #]2006/0003931%; WO 05/117986; WO 05/117978;

WO 05/000900°]
= A

.

Fe

2o g
B2 E e

R

o/

=i
=

[0032]
[0033]
[0034]
[0035]
[0036]
[0037]

23]

23]

=

A dwE (]

Aol 7] z3te]

A

o

sEelgd) 9 ogA 9 (ddd,

he Amshe

(e,
ERAE (e,

}

&

23]

Al
=

[0038]

3

o]

=

()

Fel 1

=N

b) fr

=i
=

,
=]
A=,

frase

7] WA A

o]’

ol 1%

a

b)

wl

44 A% (A,

=
o

B

ol

A AA

=
™

2ok

3L

=
—>

Hl7} 4otz o]

A,
elolt},
shelgd) 2 wA e

s

3T
=4

SrEehAbo] F¥)
, Ay A=n

Bl A 7IukA]l S AA],

hyA
s i

E

& sHA,

= =i

AA

2ol

B

—

=

a) B2 (o,

AT FE A,

[0039]

i

up

| B}A| =5 (bevacizumab) , )

(e,

A

~VEGF
WA ANA o]

&

frage

b)
obul~ ¥l (Avastin) (557

A
nze)

X

shee) 2 dAl w

a) B (o7,

AT FEN A,

=

=

))

Ead

H

WA ol Al

=

Ead

\

AO

M

(&

e
<]

o

5o

[0040]



[0041]

[0042]

[0043]

SIHS31 10-2017-0016017

1 mg/kg 23 10 mg/kg ™RF = 15 mg/kg 23 20 mg/kg vlvto|td, AR
earel FE3#FS oF 80 mg/m' WA oF 150 mg/mo]iL, F-VEGF Ao FEHS 1
T 15 mg/ke 27 20 mg/kg mIvolth. AR AAGH AN, Y=gzt 2AE F AL (dFE £, I
gaA)o] fFaEHe oF 100 mg/melth. L HAAFEHAA, YA 2=
AA Gl A, G2} 2AE F B FE®S 9F 170 mg/m WA °F 200 mg

/kg 23 10 mg/kg MW B 15 mg/kg 23 20 mg/ke wIRbolth. AR AAGEH A, Y=

e ) 2F v FelgEh, AR ANGHelM, vheddd 2HE T ke fEZFS oF 200 mg/
3 a ng
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50 mg/m'o]aL, F-VEGF &9 FEHFLS 1 mg/kg %23 10 mg/kg vWF =& 15

} 2AE F 2 (dE Eol, dEYEHA)Y FE¥S

= T gARS o 3FRit FojET A7) 59 A HAGEfAN A,

°F 4 mg/kg, °F 6 mg/kg, == °F 8 meg/keol 5 oA, -

VEGF &A= wf 25Fmic} = o 3Rt Folg B7] TR W/ T A5 AAGEA, AR
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shZelgdoltt, g7] Rolw W/EE Folye] AR AAFHNA, FVEGE AL WupAFEE (ohubag)(E
SAE)elt. 7] FolF W/ Folye] A% AxgeelN, gake shFelgola, FVEGE A= vt
AFH (oPuhARl (Aol T

QR ANFENA, a) G TS AP 2YE, D b) FEF) F-VEG FA () uhAFT,
A ol ohHtAR(SEHE)E AN Folshs AS . -VEGE A9 Fmpel AAUIIA VEGE
o BA-uAE §EE oAl FEE Fel, A7) AANA FHY AR (AU &, AE ol HPHS
At Yol ATEG. AW AANFUAA, @) HUE T FEFY 24T

A (e HuA ST, dE o] optAR(SEER))E AN Folds As ®

o wH, o
o
N
Ho
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1o,
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L
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B

fragol AAelA VEGFe] EHib-uild F=& A7 3 %

T do)E JAsE ol AFTHT.  LdF AAGE A, AA A VEGFe] Eb-miE =+ VEGF-A
o] ERab-mi/fE frolth. dF HAAGE A, Bk gFelgAelty, AR Ao, Bk ZA A
ojth, A AAGE A, BAE XEF= ZAES B 2 gA adoe] 2o JnedAE Eobete 24
Eolt},  AdX AAGE A, Eate] xetE UnxE dFeEdo] ehE iAotk AR A4
A, Eako]l EgtE iedahs TAE o] 3k -l xlelth

AF AAGH AN, ZAE F BAY FaES <F 45 mg/m WX F 350 mg/m'o]ar, F-VEGF Ao frawe
°F 1 mg/kg WA °F 20 mg/kgelth., A AAGE A, 24E 5 Ao FaEFF> oF 80 mg/m WA ¢F 150
mg/me]il, F-VEGF FA9] FaZ2 oF 1 mg/ke WA &F 20 mg/kgelth. A7 HAALEAAN, =45 F =it
(& Eof, HFeA) Faxd2 oF 100 mg/molth.  UF HA G, Bk F 13 Fojgct, 4%
HAAGE A, 2E F GAY] FEZFS oF 170 mg/m WA °F 200 mg/m' YL, F-VEGF A Fa®S oF 1
mg/kg WA 2F 20 mg/kgolth. A HAALE A, ZAHE F gk fFaES 9F 200 mg/m” WX 2F 350 mg/m’
o], F-VEGF A9 fFaZde oF 1 mg/kg WA <F 20 mg/kgolth. LF AA|FH oA, ik w] 25wt} &

o}
e T EY (dE S0, AEdY

ot AR AAFEA, = Bl o]l fa%S oF 260 mg/moltl. dF A
Algefel A, gk v 37t FojEnh. 7] HHES AR AAIGHCA, F-VEGF A FEFS 1 mg/
ke 23 10 mg/kg MW B 15 mg/ke 23 20 mg/kg wIRbolth. AN AAFEjol A, F-VEGF A FaFS
oF 5 Al ¢F 10 mg/kgelth. 7] WMEES] AN AAFE A, F-VEGF Ao FaETFS °F 2 mg/keg, F 4 mg
/kg, °F 6 mg/kg, °F 8 me/kg, °F 10 mg/ke, ©F 12 mg/kg, T OF 15 mg/kegolvh. EF AAGHOlA, &F-
VEGF &A= wi 25wt B wf 3Fuith Fojfth, A7) Fo® 9/Es Forie] A5 HAAIGEH A, Bk

Bjol| A, &-VEGF A= wvbAlF9 (opbut2d®(F

el eltt, 4] FolF W/m Felwel Ay HA%
SH;)elth. A7) Fold w/me Folye] AR WA, Be shFeledela, GV A=
HRA TR (ohik R (55 430)) o]
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Ueiak 24 R A a4 Foe gEor dojusd, S uxdA 2= Fo 7|3 e A
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ANGHAAN, 2= T YA de] Bk AR Fojdn. A5 AAGEA, F-VEGE A= A4
Wz Foldrh. o4 AAGHlA, dedat 2AE T BAE 3O A-VEGE A B AR Fojdn
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HERA T (7], o AEI (T F4E)) otk AR AAIGH A, ik sEElgdelar, F-VEGF IFA=
HupA| = (], ofwk Rl (F57d3E)) ol T,
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A5 Al A, BAE Yiedat 2AE F -VEGE Al A A SR Ty, dF 5o, ¥
AR e A, F-VEGF AE FoJ3ly] Aol &4k Yueda 2AES 1 7] o4 (dAd, 2, 3, 4, 5, &
6 7] o) FAgtt. 1§, F-VEGF IAE oF 3F o (X, 4, 5, E= 65) % F 13] o] (o
Ad, 23]) Fogtt. gAF Yxgixt 2A4E (dad, gEgA/SRR =g 24E, dE 59 ofEg
AHEEAE)) 9 F-VEGE A (A, WuAFH, oE S ohuAvl(5EA®)) =F 2d dig 3
A ARl Fof A Yxsiat 2AE T EAF 10 me/kes 59 ot Wil 15 Ao ® 2 FU] R & g
VEGF &A 2 mg/kg, 4 mg/kg, TF 8 mg/keS 65 <A F 23] Fosle AS TFet;. AR AALE A,
ke mEEgdolr), AR AAGE A, F-VEGF A HulAEE (A, oftA"E(SEZA4E)) o)t
A5 AA e A, ke wtZE|gAdolar, S-VEGR &A= #ulAl R (dAd, ohuAarl (554 %))t}

FEFS °F 80 me/m WA F 150 ma/molar, WupAIFTRe] FEFE oF 10
/kg =& o} 15 mg/kgom. A% AAFEeIA, ofrehre] fEFL oF 100 mg/molth,  AX A FeelA,
fHEE F 13] Folfth. AR AAFHeIA, MupAFEE vf 2Fvieh E v) 3Fviek Folg,

A5 2| el A, olBE FAEFS 9F 200 mg/m WA F 350 mg/molal, WWFAFEHL] £ =l
/kg WA oF 15 mg/kgelth. AF AA|FH oA, otR Ak FaFS F 260 mg/molth.  AF AAFEH A,
¢ Bl mg

] Al
ofHEARS uf 3Fuith FojE AR AA|FE A, vuprl e Fas oF 5 mg/ke WA ¢F 10 mg/kgol
ok AR AR FE A, Hﬂ‘j}"]—r?dm Fra®S oF 15 mg/kgolth. A HAAGEA A, WAl TS v 250}
o T v 3Fmit FolH),

A5 AAGEA A, (1) EA4F 2 g4 daildoe] x3d Yueas E3stes FEadY 2A4=, 2 (2) FEZY
S-VEGF f‘%iﬂ% 7N A el Al —roﬂé}E ﬁ% E@atﬂ, ‘/‘r—‘tmx} ZAAE 5 Ao frawe] ¢F 45 mg/m WA oF
= 15 mg/kg =3} 20 mg/kg vwkel
)

o ox

AAGFH A A, e
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A} ZAHE ZF B2 §EFe ¢F 80 mg/mt WA oF 150 mg/mo]i, I-VEGF A9 Sa=e 1 mg/kg 27 10
mg/kg PIRF & 15 mg/kg 2T 20 mg/kg wlTo|th.  AF HAIFE A, YA 2HE F A A
oF 100 mg/m'oltk.  AF AAFEjolM, UYxdxt FAE F AR F 13 FojEnr, AR AA S, -

[}

VEGF A= uf 25wt e v 3Fvith Fojdth,  dF AAGE A, Y=zt 24E F it
ok 170 mg/m* WA <F 200 = i3
20 mg/kg Motk A
oM, Y=gda 24E F EA
mg/kg =3 10 mg/kg PIWF T+ 15 mg/kg =3 20 mg/kg v
Abe] FrawS oF 260 mg/molth. AR HAAGEAA, Y=gt 24E T A

ARl A, F-VEGF A= wf 25wttt s vf 35wt FojEnh. AV WHES] A5 AASHlA, &F-
VEGF &A|e] fra®e °F 2 mg/kg, °F 4 mg/kg, °F 6 mg/kg, E&

ofy
m
e
flo
2
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e
e
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5
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og

AR FE A, BARS gEE|Eralolth. i AAIFE A, chul ] 2 <k T}
A, Bk gFegdela, whA wulde dpvlolt), AR AAgH A, LR QI ¥ dRwlo|t),
A5 AAFE oA, B 2 A guldoe] E3tE YA ofH o] QXL A A|Fefol A, -VEGF 3
A WEA T (5, o'l (EEAm)) ol A AAlGEHCA, g 2 wA g doe] EtE Y=gt
© ofHEtola, F-VEGF A= wvpAlFER (5, o'l (EF4m))olvh. A AASEfolA, ofr et
frage oF 45 mg/m* WA ¢F 350 mg/molil, HIHRAlFHe] a1 mg/ke =% 10 mg/kg VW EE 15 mg/
kg 27} 20 mg/kg Wwbo|th. AR HAIFE| A A, ofH gAY FaFe <F 80 mg/m’ U] oF 150 mg/me]aL, H]

o}__

Firel a1 mg/ke =% 10 mg/kg VIRF E= 15 me/ke 27 20 mg/keg wIRtolth. AR AA]LE| ol A
ofH kel FEHFS oF 100 mg/m'olt}. AR AAIGH A, olEEke F 13 FojHrt). A5

Elef A, dlupA| R o] 25wt} EE v 3Fuith FoHuh. A AAGEH A, olR gt faES
oF 170 mg/m' WA <F 200 mg/mo]ar, WMIAIFEHSY] FaE-S 1 mg/kg =7 10 mg/kg B9t & 15 mg/kg =7
20 mg/kg WRkolTh,  AX- AAFEO A, ofHEate w 25wir) FojE T, AR AAGE A, ofrEite] f
"2 9F 200 mg/m' WA °F 350 mg/moli, WMIAIFWS] FEFHS 1 meg/ke =7 10 mg/ke PIRF HEE 15 mg/
kg 23 20 mg/kg mlwholth. AR AA G4, ofH AR A OF 260 mg/molth. AN AAFE A,
ofpghibe w 35wty FojEr. AR AAIGH A, #ulAFERE w] 25wt Ee v 35wt FojET).
A7) HES] AR A, WuAl e FaFS oF 2 mg/kg, F 4 mg/kg, &F 6 mg/kg, T oF 8 mg/

kgo]t}.

A7) ae] dF AAGEHCM, T4 Aok grelth. A5 AAGENA, B7] ok ek, Hek, d™
Aok, wadh, B ST AR AAIFENAM, FdS Aol fdkelvt. A AAIFEIAM, el
4 Y GEPfeER B/Es Bter s dAYEdT. AR AAGHAAM, AdS v-aAxE d
b (NSCLO)olth. N AAFefell A, NSCLCE ©HA] 11IB H/%% ©hA IV H-A2A X # gttt

Fage 245, 2 (2) FEHY
Ebe] fFaES oF 45 mg/m WA oF
350 mg/m'o]liL, &-VEGF &Ae] Fa%HS 1 = 15 mg/kg 3 20 mg/kg mwrel, A
7] A A T ol (X, FE Hel)eo] oA WHol At AR HAAIGEHAA, Yzt 2AE
= Babe] FE#S oF 80 mg/m WA °F 150 mg/m'olal, F-VEGF FAS] FaE¥S 1 mg/kg =
= 15 mg/kg = 20 mg/kg WIRbelth. AR AAFHANA, Yx=dA =
molth, AN HAAIFEHAA, Yzt 2AE F ke F 13 Fodr
v v 25t} T ow) 35wt FofH) 25,
/ot WA eF 200 mg/m'e]al, S-VEGF & Az 1 mg/kg =3 10 mg/kg v T 15 mg/ke =3 20 mg/
kg mRkelth, AR AAFE A, Uxga 24E F FAe A 25wt FoEn. AR AAGEH A, Y
YA 2AE T B FEFS °F 200 mg/m WA oF 350 mg/molil, F-VEGF A frawFd
10 mg/kg "9 == 15 me/ke 23 20 mg/kg mINtolth. AR AAGEH A, Y=g 24
2 ©F 260 mg/mojrk. AR AAGE A, YAt 2AE T B ) 3Fwuith FolEinh, A
A, S-VEGE Al vl 25mbh = v 35uit; RojE. V] WREES] AR AAISH A, F-VEGF A <]
frade oF 2 mg/kg, °F 4 mg/kg, °F 6 mg/kg, T °F 8
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F 80 mg/m' WA 2F 150 mg/m'o]iL, |
Efol| A,

W 2Fnich

ok

o

R
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B

2 S L

o] 35w}
o] UK HAIFE A, WAl T FagdS oF 2 mg/kg, oF 4 mg/kg, &F 6 mg/kg, EE <F 8 mg/

L

-

T
200 mg/m" W= °F 350 mg/m'olir, WulAlFHE] FETS 1 mg/kg =2 10 mg/kg MIRE

E

7} 20 mg/kg w]Rtolt},

#H ¢k (NSCLC) ©] vt
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°F 170 mg/m’ WA 2F 200 mg/mo]a, WWAIFEHS] f-a%S 1 mg/kg =3 10 mg/kg "ITF & 15 mg/kg X3

A VEGFS] ERb-vilE R VEGR-AS] ERb-vislE o)k,
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AR e AL, wubAF e v 27wt
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2 FolHt),
S-VEGF A1) Ajtet Folge o & &9 < 1 mg/kg WA 2F 20 mg/kg, dE £ oF 1 mg/kg WA 2F 15 mg
/kg (A, °F 2, 4, 6, 8, 10, T

12 mg/kg)olh. AN AAFEAA, F-VEGE &Ae] FolzFe oF 40
mg/m’ WA °F 600 mg/m', °IE Eol °F 100 mg/m’ WA F 400 mg/m' (e}, °F 100, 200, iz 300 mg/
m)elth. AR AN H°ﬂ A, B sEE et R AAGE A, B

GEIIA, F-VEGE @Al wupAIFRE (A, ot AR (S EdR))olvh. AR AA G, -VEGE A=
WA (W, ofutARI(SHAIE) )0l AL, Bk shEe|EAleln

b 2 S-VEGE A9 o At 22 oE Eo] A oF 1 mg/kg WA F 20 mg/kg (A, <F 2, 5,
10, T+ 15 mg/kg) E -VEGF &) °F 1 me/ke WA F 20 mg/kg (AW, °F 2, 4, 6, 8, 10, 12, 14, 16,
T 18 mg/ke); B4F oF 3 mg/m’ WAl 9F 400 mg/m (AW, <F 6, 10, 15, 30, 45, 60, 100, 150, 200, IE
= 300 mg/m) 2 F-VEGF A 40 mg/m' WA oF 600 mg/m' , AlE o] ¢ 100 mg/m WA F 400 mg/m* (<]
Ad, <F 100, 200, EE 300 mg/m’); EAF °F 3 mg/m WX °F 300 mg/m’ (A, °F 6, 10, 15, 30, 45,
60, 100, 150, 200, & 300 mg/m) % F-VEGF A 2F 1 mg/kg A <F 20 mg/kg (AAW, < 2, 4, 6, 8,
10, 12, 14, 16, T=& 18 mg/kg)olth. Ay AAFHEHl A, 7] Wy &2k oF 200 mg/m' o] 2 &-VEGF
A ok 2, 4, 8, X 10 mg/kg o) FIdte AL EIET. AR AAGE A, gake atE Aol
AN AAFH AN, AR ZmAEAdo|th, AN AAGE ol A, F-VEGF A= wnbAlTY (7], ofupdl
F

(TEE) eIk, A5 AAFEAA, F-VEGF A= wukrlFrt (o), opv=d (F54435))0]al, Ak

P mAEdolt. AR A

\__

A7) el QR AAekEel A, B L G-VEGF FAE AN FAle] Folhrt, 47 wEel A% A

Bel A, B 8 G-V FAE FEOE Folfth. = (dd), R g 2

A9l Fel AL S 100 mg/m A7 500 mg/m (AT, 200 mg/w) A% F 18] (A F, W1, 2, 3,
8

) = 0
15 efke) ) 2 EE G AT (A Bo], F 131, F 230, S8 F o) Rel@ TiEd 48 409
Bel A, gate shEeEelt, A¥ A

= I FEol A, EatS mAg Aot AR AAFE A, &-VEGF A
= HERAIET (A, otA"(SF ) oIt %1—‘?— AN Gl A, BF-VEGE &A=

AN AA Gl A, EAF B F-VEGE A= AAAl AR FoErt. o E Fol, AN AAGH A,
F-VEGF FAE Fostr] Aed g4k 1 7] o (dAdl, 2, 3, 4, 5, =& 6 F7] o) FAsth. 1§,
G-VEGF S oF 35 o4 (A7, 4, 5, =& 65) S F 13 o4 (A7), 23]) Fojgry. ek 24
5 (g dFgd/dimn Jegdal 24E, dE 59 olBEiHEFA4R)) 2 F-VEGF A (A winp
A, dlE Bol oA RI(EFEE)) Y 27 el tid & dAF] Fo] AL YA 245 T Rt
10 mg/kgs 59 B WY 15 HHo =R 2 F7] FoJg §, IJ-VEGF A 2 mg/kg, 4 mg/kg, = 8 mg/ked 6
T B9 7 23] Foshe AS XEett. AR AAGE A, g2 gEgAdett. A AALE A, &
Ak mA Aoy, AR AAIgEA, E-VEGF A wiuAl ST (dAY, oA (SFAE))oth. AN
AA Gl A, F-VEGF &A= vvbAlEY (), olub 2’ (F543E))olal, Ak ghEEedoltt
AN AAFE A, 2AE T o] fFERS oF 45 mg/m’ WA oF 350 mg/molal, F-VEGF Ao frawe
°F 1 mg/kg WA <F 20 meg/keo AN AAFHANA, 2AE T BAFY FETS 9F 80 mg/m’ WA °F 150
mg/m'©] 3L, E-VEGF &)< w*%k% oF 1 mg/kg WA oF 20 mg/kgolth. UF- HAAFHAAN, ZAHE F gl
" oF 100 mg/molth, A AAFEjolA, B4k F 13 FojEd, A AAFHANAN, ZAHE T E
o FEHS oF 170 mg/m” HA 2F 200 mg/m'e]aL, ° F 20 mg/kgo]

[e]

T

2k a2 2 I-VEGF &A1 FE2%F2 oF 1 mg/kg WA <F 20

T A AAIGEHCA, 2E 5 B FEZS oF 200 mg/mt WA oF 350 mg/m'o]il, F-VEGF A

T2 9F 1 mg/kg WA <F 20 mg/kgolth, AN HA|GEoA, BARS w] 2Fnich FoHTh, A AASE

A, ZAE T AR frE®S 9F 260 mg/moltk. AR AAFEflA, EBAEE v 3Fmitr Fodtt. AV W
P kg

HEo] A A Fefol A, F-VEGF A9 Ga%S 1 mg/ke 23 10 mg/kg 79k == 15 mg/kg 27 20 mg

ulgkolt}, AR AA|FEol A, F-VEGF &S FaEFS o 5 WA ok 10 mg/keolth. A7) HHEEQ AR A
AlFeoll A, F-VEGF &Ae] Fa®S °F 2 me/ke, °F 4 mg/kg, °F 6 mg/ke, ©F 8 me/kg, °F 10 me/keg, °F 12
mg/kg, = °F 15 mg/kgolth. A AAGE ol A, F-VEGF FA] FEZFS °F 10 mg/keolvh. LF AASH
AN, F-VEGF FA°] FaZd> oF 15 mg/kgolth. A5 HA|GEjelA], S-VEGF A wi 25w} E= vl 350}
o} FolEinh. AR HAAIGH A, BARS stEegdelnt. AR HAAIGH A, B AR Adolth. R

_22_
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A e A, Hl
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ok 5 mg/kg WA ¢F 10 mg/kgolth.
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W 3Fvieh Folgth.

T = 15 mg/kg
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TC

W) 3Fohe Feld.

200 mg/m’ WA ¢F 350 mg/me]il, wupA]

pu

-

TC

260 mg/m'o|t}.
100 mg/m'o]T}.
260 mg/m'e]t}.

& v 25w}
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1 mg/kg
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ok
ok
ok
Al el A, wlupA] S

=

o FEH

170 mg/m* WA ¢k 200 mg/m*o]aL, H|H}A]

Al FE ol A, ofBEEL: wf 25wt} Fo

7} 10 mg/kg
5 mg/kg WA 2F 10 mg/kgolth.
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oF 100 mg/m*o]t}.
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15 mg/kgo|th.
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2 mg/kg, °F 4 mg/kg, °F 6 mg/kg, °F 8 mg/kg,
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Al FERON A, HmEA] S

[e)

L

/é}
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Al FERON A, EERA]
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Al FEION A, EEA 5

Al FEION A, EEA 5

SFEe ok 1 meg/ke WA <k 20 mg/keo]TF.
15 mg/kgolt}.

o
W) 3Fnich Foldt),

eoll A, HnpA|FERe] A

kg WA oF 20 mg/kgo]T}.
/kg == oF 15 mg/kgol|th.

/kg WA °F 15 mg/kgo|th.

=] ek 20 mg/kgoltt.
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wol FA7) ol hF 4% F 3% Fob 3 185 o) 3Fehe 18] v 2Fvh 185 35 F 23 B F 19
7 EFHG, oldl AHE A ol =@, ® 12 FEa

Sl 24 F ALY Felge i oWl 54 ¥ ARt 54 3o mel g gelt. el
o 2Ag: Mg, oAn) 54 A% oF AnA Er A wee BAasld FEE Folojof a4t
A £HE F O (R AAGEN A, sHFeEa)e] o= Folel oF 50 ne/m, 60 me/m, 75 mg

/m, 80 mg/m’, 90 mg/m’, 100 mg/m’, 120 mg/m’, 160 mg/m’, 175 mg/m’, 200 mg/m’, 210 mg/m’, 220 mg/n’,
260 mg/m % 300 mg/m F o= bk THASY, olo] AT AL otk el Fol, vhwesid 24
F shaeee RolFe 37 U 4% 100400 ng/me) W, wE )T AL FS 50250 ng/m'e] W

P . - o = -
d 5 Uy, =3, 3 1S FERey.

=z 245 (dAd, 3ZFga/980 Yedx 2AE, dE £ olRFNEEFHRE)) Fold g
2 oAl ARl o] AA o o] w5 100 mg/m'; 45 F 35 &<t F 13 75 mg/m's 47 F 35 B<h
18 100 mg/m'; 45 T 35 B F 13 125 mg/m'; 3F F 25 o F 138 125 mg/m'; FA7] glo] W
130 mg/m'; vi 23Fweh 13] 175 mg/m'; v 25wbch 18] 260 mg/m'; W) 3FwbCh 13] 260 mg/mi; W) 3FwHirh
180-300 mg/m’; FA17] §lel wjF 60-175 mg/m'e] EFFE, ofol] AlghE]= A ofyrh.  HgH Bl (dEo
2 e 23 9ol 2o 7lE" FFAQl Fol A wel Fold 5 gl

Umdzh 24E (id), AFeeA/dRn Yeda 2=, A& 50 ofREA(EEdR))W HE Al
23 gl digk Al Fol A= 35 F 25 ¢ F 13] 125 mg/m F v AdE=G(SHTHE) 825

mg/nm'; v 25k 18] 260 mg/m’, B owj 25Fwirh 13] of=gofuto]l 60 mg/m B AEREATVE 600 mg/;
u] 3Fmict 13] 220-340 mg/m’ 2w 3Fwir) 13 FFERZFEl (AUC=6); =I5 100-150 mg/m’ 2 =) 35wt} 1
3] 7l2RZE (AUC=6); "l 25wttt 13] 175 mg/m 2 AAER o] 25vlch 13] 2000 mg/m* 2 o 9 F1] 2 50
mg/m'; B 4F F 35 5 5 13 75 mg/m', H 45 T 35 B¢ T 18] JFEREZEHE (AUC=2)o] EFH, o]
of Ay A2 ol

AN GH A, B Al 2A4E B A EAlE ® Lol Vled doe Fo Al met

A AAIGE M, AN a) Bt (A, shFEHA) 8 dgvle] 2ok WedAE s AT
4%, B b) E 19 1-3590] AlFE vheh &L fFaF] 1T o] T A RAE Fofdhs As 7
sk, 371 Al ks ARss WEE AT AR AAGEAA, Y=dA 24E 2 SeA R4
o fFofm E 19 135l vERd wheh 22 qlefe] fFof A vk A AAGEAA, AN )
ERE (e, sFEEad) Blodkpwle] 2ekdl YegidE EYshe frEFY 4=, R b) & 19 29, 4
8 B 10-15<°l AgH vie} e fFEFE 1T ol e FgARAS FoAshs A T, 471
Aol A Aol fere Asshes WHe Aedeh. 45 AAGHAA, dsia 24%E 2 sstA s 7
Av H 19 2¢, 4-8¢ % 10-15<0] WEbd wheh 22 qleje] o Al 4 9lrt

A AAGE M, AN a) Bt (A, A HA) 8 dgvle] 2ok WedAE s AT
4%, 2 b) 19 19 2 1690 Alsd wpek 22 Fage] 15 o] tE ssARAE Foldhs s
Tdshe, 471 AN DAY U ARk WEs AT A5 AAGHCAAM, g 24w =
st gAlel Folm & 19 19 R 169e] uERd wpep 22 glele] Rl AAd oA dF
AANGEAA, AANA ) A (A, A2 EAA) B odRRle] EgE YnsAs xdete Fawe] 24
=, R b) 3 19 3ol AeE vhek 22 FEFE] 1T o] e FgARAE Folste Ae T, 4
7] AANA A IVe] ke ARshs WS ATt A5 AAGHNM, Y= 24w % AR
Alel el H19] 3o YER vhek 22 qleje] Feof A 5 alnh

A AAGE M, AN a) Bt (A, A HA) 8 dgvle] 2ok WedAE s AT
4%, W b) & 19 18-240] AwH vie} 22 FEF 1T olde] BE A RAE FAshe A T
dh=, 471 A Bx aos s AnstE WS Algdrh. AR AAGHAA, e 248
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# 1
o A
;; =% AR5 Ligﬁ ZzEz A=
XA HER2 +
ABX: 100 mg/m? D1, 8,15 oY 1% B
ABX gdwk x 6 27 8o =2A
* = _ AQ4 YA shge e
1 H2REGY + 7??5?%:’*[}(3 =2 DL& ISl ypgo+ (ABI-007)
HAR(ESPE) | TVEX g (ECETLIC A
HARN(ESHE)1F A 4 mg/kg, 2 HAR(ESER)Y
I % RE FolE 2 mg/kg % 29 a9
4 a7
12} MBCd dj &
R ABX 9= | ABX: 125 mg/m’ Aol4 dﬁiﬁiﬂiﬁéiiﬁf
© G AARERAE)) qwkx 3/4 Lk G245 27h 8
Wze) 14 44X
L1: ABX: 80 mg/m
W : 15 mg/m®
12: ABX: 90 mg/m®
) : 20 mg/m®
3 ©A Ve fdetalA
ABX + 1L3: ABX: 100 mg/m @A Ve G-CSFY] &4 ==
3. PAU(EEAE) |l 22.5 mg/m? o A ABX + gl
(*G-CSF) A — . ($348)9
S ABX: 110 mg/m 97 -4 47
ul : 25 mg/m”
L5: ABX: 125 mg/m®
sl : 25 mg/m2
EE & uF Rl
o e | | i
e R e G341)9 14 4449
2 A &
ABX+ wi | R
5. AL RNES) argor ABX + SA(FE4H)9
== = B /1 4N 9
HER2 &4 A4
ABX: 125 mg/m® fEe g BAA
ABX + Aoy #% nab (he 917
6 Anga | ANER 1000 mg/m2 a9 e3e AW-HaadEa
qwk x 2/3 (nab-92 2 &4) 7
ANENE 23
239 14 43N
4 ABX + A4 olBFAFET) +
: #3ey gt GW 5720169 /114
A44 19 e
2t B4 F
ABX + ABX: 100 mg/m® qwk x 3/4 A4 Ay ofna(EE)
. auey | AHEN1000 mgidel A A iae Rl 24 A3
X 2¢) 29 AT #tE e
getuizta W g
L 7 FA% 44 A7
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4 5 = AT+ 89
- =% AA/FA . TZEZ A=
ABX: 220 mg/m® 2wk x 6 Supotol o) ofmear
ABX +FEC oo (34) ¥ FEC (42317
o ¢ A" | pEC: 4%7] (HER2+ ptso] Hef + g +HARE AR
EEHEE) | qauEsin) S48 9349
ABX: 100 mg/m® qwk D1, 8, 15 Az 94 AolH Suet
ABX + H2REdR:AUC =2qwk D1, 8, 19 oA SR A o ofnHAEY),
10. | st=nzdds - 5 e o2 R(ES 3 E) 3
(+oputzg  [PR2RCEE4E):10 mg/m” q2wk| (HER2-, ER-, Senzaue 1y
(5248) PR-) g f B84 AT
ABX: 130 mg/m?® qwk
+ ot 2E(FE4E)
o
ABX: 260 2 q2wk HolA 1% HER2- &4
TR o Bl G2 e MBC 4149]
PH2EESAE) |+ oplrd (524 H) 3 obot 14 AT
9
ABX: 260 mg/m® q3wk
+ ol 2R(5 24 E)
. 2 17 MBSl A1 o] ofn st
12, " AAB).EQ ABX: 125 mg/m* qwk x 3/4 Aol 4 ) R R
PIEAESED | ) dbrue s LA E34D)9 9 ol AT
ABX + ABXoERES A avk o4 12 2 24 MBCeA
3. | gyracsesm |9 g Aued BAE 24
BEGERD) + PI2AEILE) ’T 739 M4 AN
qwk
ABX + A6 Aol gt dg
VRN ET ECTCERE) :,&l;j 114 o2 2 (3% 9)5}
+e e Y ™ AAZHEEYE) %
gEde =%
's ABX + ABX: 3000 mg/m® D1 g3wk e 1@%%;’11‘";{2}%2*&
’ AN g 1250 mg/m? D1, 8q3wk] e 9 obg} 14 AT
— A4 8L g
zl g 23 3
16. | ABX + RADO0OI e W&Zﬁiﬂgﬁw

/g a7
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[0165]

@ x| Py a7 2w = 5
as =% 1A/ 5o e ZEEE AE
ABRs e ohREA(FET)H
17. | suees f49 FAE(GEYE)E
FHE(SEAE) z28% 4 AT
AC+G-CSF q2wkx4 ]
ABx+ AC+ | % 27 99 f3e
Q i, 3 o E
18, G-CSF | ABX:260 mg/m’ q2wk x4 | e
ARG EAE)| (pRo+ pisol g4 + = (J};ﬂ) Fe
LERICER T
24 ®a) AC + G-CSF
ABX+AC+ | 4 oot AN chuga
19, G-csp | T ABX ke (EH)9) 14 A
(+3 49534 %)| HER2+ pis] ths) - VRN E AL
+3AR(TZHE): qwk
AC ¥ ABX: 260
mg/m*
- [
20. ABX+ac | H By Pyt
AC ¥ BE(534E)
Rx 7] 16 wks
gk ¥ A
- ABX+AC | ABX: 260 mg/m®+G-CSF F oFB Y EH)9)
‘ (+G-CSF) | 92wk RZEQY g =4 %
Rx 2| 16 wks =2 AT
ABX + AC ZzW R ACH awpar-
22, | Geobh2E ) apy (HER2+ pisol A9 ez qH BE fY AT
AR | roppzacsR4m): =
AC
i ~ anol- BIG d7: =% ®q 0
23. ABX+AC | ¥ ABX e il S L
q2wk EE q3wk
13- 29 $o] 449
A4 97te ou) AF -
ABX + AC % N AC X 4 — ABI-007 X4
24 | (ABI-007) + *ae- Q2 WEBKS+
© | AC+ wgag | ABX 2wk x 4 BELY et (G RAE)-
(524E) Z7] e Ao
e QgAY Bz
seteonA A3
ABX: 100 mg/m? qwlcx 12
5 220 94 fatols
5-FU: 500 mg/m® q3wk Yra gRd 2g
A=A 100mg/r e ﬂf,;‘jf))(i 5?
ABX + FEC AT (= g 294 $4¢ - . ¢
25. = (GANFZEE) FA3 ) Z2oz oA
CELICEEE N e REERY Py

A28 A ;75 mg/m®
(HER2+ ptsdl] dj3) +

AT ZEER)
NE2E230E : 500 mg/m?
q3wk

N gz X291 =(FEC)E
eAH R fF FAGE
Anz  Ftayd
g a4+
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[0167]

| : = AT+
on =% AA/% fr 5 E T2 AR
ofot 1: Anz QW AA e
2000 mg/m®, ABX: 175 mg/m?, 2230 AP BE
ABX + =28 A 50 mg/m’ . E%@ﬁ%‘%@? E—}l ]
2. | AL | q2vkn apzay | GRETEEANEL
WA ez an: Aav: 2000 (GEA)Y 2% Fo9)
mg/m”, ABX: 220 mg/m’ 4 9444
q2wk x 4
ABX: 260 mg/m® q2wk +
ABX + HAR(TEER) - Anzayle 14
27| saucEan) (¥ Anzed FE A A7
PAN(GEAE) + S AA(GSAE):
TAC
Ll
ABX + AC ¥ ABX + #t2R Zetg e FEEE g ARA Y
2% A2nEdd | g Az Anz gty
TG HARESYE) | AC ¥ ABX + =R ZdE + i 301 249 24 ¥9
+ AC S (5= E): 4 944
ABX: 260 mg/m® q3wk x 4 F24 A94 fEgA
ABX + ) - otnFA(FEE) %
29. AAAEE (24240850 mg/m” D1-14]  Awzad  |sdqasue 14 Anzad
q3wk x 4 o A&
A4 A I-1014 ¢
HER2+ ptsol A 9] Y=z gE2E84
ABX + ABX qwi * gpop- (ABI-007, ojngtat
30, 7}21%;}?1 Aensad qwk Anzed BE9)3} =R ZIdd
Gobzm | ) 2 o2 YIS
FS3E) % R Anz
2y (NCT)Y /114
AFANE
ABX: 100 mg/m” qwk x 3/4 HER2-neu 447
, ABX;ﬂ sl2RZad: AUC=5 FEZE 4T gAY
JERE + + HAA(E2AE) - F&d ajlozA
3 |9AEGRIE ¢ | | oo oe e Auze¥ | dF Ed2%5F ABI-007
PHEEAEREE) | 4z 2 x ) 2 =R EaEs @
Foise WA Fe
3 a7
ABX + ABX: 260 mg/m’” g3wk 99 ABI‘°°72(°E§ZL§‘§ ER)s
32 Rk #3+8'9: 1000me/2 Anzay GREZZNE(ARH &

Z3e dul ARz ey d4Ad
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[0169]

4 : A7 2
e 2% /A A ZTREZ AE
ABX: 200 e/t FaH AYY FEgAAY
3 ABX + 3wk x 4 g ofuA(FEY) ¢
1 Fh3l) A gl 24295245 : 1000 mghn® ARz2Y A]iigg%i}gg
D1-14 3wk x 4 -
enyy | ABXqukE ohi2AER4E) & BN 0)5
oPAR(EERE) | qwk+ C 9Y & EE; Illg};l‘])ﬂr
34, B E A 52304 2
(+G-CSF) | B&E24E awk b Miiéff];{
ol 2R(SE4E) T A qwk+ i yhted
cHd
fridet- frAA g g 2AE I
35. ABX+AC |ABX ¥ AC AL;&&@ T{*liz&ﬁ‘ﬂ A4
ABx ABX: 300 mg/m® q3wk A9 v-99 H-24 X
+ = 13 g g BatoAl g
s, | AEmEdRs | ARREIEAUC=6 Wk | gy gy PRI ED)
C | CHREEEEAE) | omauEeaE) @15 m/ke senZeld L ohukag
= (TE38)9 Ad B
437 14 9 4A9
L1: ABX: 225 mg/m®
12: ABX: 260 mg/m®
L3: ABX: 300 mg/m’ BG4 vl-2AX
ABX + o 13 A oy
37. SemEda FZE 1-4: ABX q3wk AYH NSCLC | (459) 2 =nZael 9
ZZE 5-7: ABX WF 3 54 oqu A7
FZE $: 2R EFH S AUC=602
2ANT 7599 #7F BR 3wk
AEREed : AUC =6+ ABX
- ABX +E} o i ;} 3 5% -
: 2R EEd Z NSCLC =
e n g AUC=6+944(5 3 4E) NSCLC 1% 2%
1225 mg/m®
ABX: 100 mg/m?® dI, 8, 15
ABX + N = = 12 NSCLCdl A 9]
stenEae: AUC=6 qdwk 13
39. ERE SlEBAAE
% e B3 : ABX: 125 mg/m* 284 NSCLC ﬂéﬂ_}%a}aﬂﬁ’g)ﬁﬂi:ﬁ; A
D1,8,15
ABX +
40. | AenzEddr | g% NSCLC
ol 2RI(FE4E)
okgh 1: ABX: 100, 125, 150 4%~ APy 19 44 FFE&
A, :Bx; mg/m® D1, 8, 15 qdwk 9% 28 uﬁf 33;2}‘1}1 ;E- ;—zﬂ
Feuged okg 2: ABX 220, 260, 300, 340 o4 2 o AE)
mg/m® g3wk 3%

okt 3: ABX 100, 125,150
mg/m* D1, 8
Ft2REee: ZE ofgtol A4 AUC=6

¥ 43N
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[0171]

ol 2 A4/ 91 sesg A |
o
A s ohueC4EH)H
47. ABX + = NSCLC AN FE 0}“}_él‘d
opaE(ER4E) S =Y
R ABX + . o1 S AH(FE )T AP
| NSCLC 290 14 A4 4
- ABX: 225, 260, 300 mg/m’ ongAAEY) 2
+ =
a4, | A=agou | TEREAEAUCSS st 7£iiﬁ§$§§fﬁl+
SPtERESEE) | g3wk Vg AT (E% 3+3 1428
+olul AR (24 E) a3k 114 40 pts)
ABX + ABX: 220, 260, 300 mg/m® 23} NSCLCol| e b etat
4. | quueeyn | PV A% HER) + TUH
A=dAE : 500mg q3wk (5548)9 /1% A7
— A4 NSCLCA A 8]
4. | grzea A ot Ed) +
N2Zed e 14 A4AE
ABK+ A94 NscLce] Amg
A ofp (A E)
47. = ¢ . .
4-&3;;;;})%&» A% WEN(E24E) 2
== AzEead Y14 47
RS wAY 2T
i3 ABX‘: ABX: 300 mg/m2 3wk SOLC sgtol A ¢ bR HAE)
T MERERR ) sepzan: AUCS6 qiwk ’ % AERERE I
PRk
ABX: 100 mg/m® qwk x 3/4 Ay daghol A 9
4. | ABEY e 4 dag SHBHBET) +
HEREHY e Eed: AUC=6 stz getde] 14 4449
s —
- ABIE gl 294 ¢age A28
50. genzgu | ABX: g3w dac A% oprFEY) +
SEnEehe: E ookl AUC=6 Aenges 14 47
ABX: ABI-CA0344] % TBD 174 A Mo g g
. a AAE 55 13NY.
5t. senzdy B£(534%) 175 my/m’ dach Fenged AUCE +
HEREEY: ABX ) St2RZad +
= oot A AUC=6 B&(5E4E)
F2: Adgel 4F, A2
ol
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[0173]

E 2% A A/% a7 4 z2Eg A%
LR ] %3
Ag4, 93 Uy
] 2 sty dz 53 da EE
5. o}ﬁ}fg}({:ﬁ o ABX: 100 mg/m® qwk x 3/4 s 9% B AES g
SRR o au(sEAR): LECBER LYE
, ot (FED) 114 4T
10mg/m’ g2wk
ABX: D1
) ot B E)T 5-FU
N ABX + 5-FU + | 5-FU: 750 mg/m" CIVx 5 =Ang 2 NAZHYL 28,
> A2ERE | J2%ed: 75 mg/m® DI e 344
) =329 14
¥ XRT/5%
5-FU: 750 mg/m® c;:rv x5 R B
ABX + 5-FU + | A1=Z8¥:75 mg/m’® D1 Ao T BA5d5-FU 2
54. 2549 | 4 Apx DI R A2Eee e A48 s e
Piensrfury Fo4 $A% M4
=27 294 =& Holy
F4R¢ 9 13 AN
ss. fﬂ';i]* 4 FARY opmecHED)T
AEA TS ZFe 14
2E 48 AFAY
ABX + ABX: 100mg/m” qwk 29 AY4 29 FgoA
56. q | @I 5-40mg FI% 44 s 2 3hato| 13} ofa 2hat
RELTE 3%
(AEH)S 2RV 1H AT
. ABX + 1y otRZH(4EY) 2
1 AsdEae %% AEdEea 1§ 9444
ABX: 180, 220, 260, 300, 340
. ABX + mg/m® q3wk 444 ohu R ES)T
58 ANEY | A 1000mgt DI o AN S 20 14 AT
% D8
ABX: 100 mg/m? qwk x 3/4 A94 A ohu B L)l
55 ABX + PP [ A% a3 SA A2 AN
: AE Y H: 1000mg/dd A A% x2) 29 Soazs 429 1y
FF 44 AT
EEEEXELRE
ABX + Aoy ohE A EY) 2
60. | opprucsaim) 247 PREENTCERS 3L
g a7
- oy FAFE g
= AAE P 2oz A
61. | opl2R(324E) iz el oo
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#* 3
2 =% AR5 ﬂ:’: a9 T2EZ AE
kA T
Ao4 =4 244 MBC #7414
1. ABX ©% ABX: 125 mg/m? qwk x 3/4 :‘M HF R MRG0
T A8 14 AT
. 2 - k
i o :}:J 1: ABX 130 mg/m2 qwk A4 _ 1 Her-2-MBC
2 o 1} 2: ABX 260 mg/m” q2wk Supo} RN A 9 3-o}at 14
o<t 3: ABX 260 mg/m® 3wk Lk
Aoy I gt
@A A ATag
) g (@dere-7¢4
PR R il iy YR tEaEa) 2
S0 gzas |7 Y 2dzE= AAsd
B4 1 175 mg/m’ q3wk " SR 1% %
4L grteln) 9
% Alod F39 A%
EA A7
oF 1 ABX B3 iy 1% % 27 MBCAA
4 | ABR®E | ok 2 ABX gk ;Hj}:i A2 BAE BAT
o 3 4% BE b 3-olt 14 A4A &
94 &7 IIA, IIB, 1A, IIB
2 IV(EFER7] 39
) @7 1A, IIB, A, | H3%E 4& 94449
5. ABX BE ’ ABX: 300 mg/m® q3wk B 2 1ve] upo ARZE FSFLHNCT) %
g thesA G2 B
(ABI-007, ot &4b)9
4 4944
- 13 A94 NSCLC| A ¢
6. ABX &% ABX: 125 mg/m® qwk x 3/4 lﬁs;‘ézyc)é orgit gd ey
/4 47
ABX 260 mg/m* 12} NSCLC| A ¢}
7, s x
ABX 9% vk 1% NSCLC ABX 9 13
obF 1: ABX q3wk o2t NSBLE H .
8. ABX ©5 obgk 2: ABX qwk 2%} NSCLC ofr gt gl ey
Fo % TBD 3 47
ABX: 100mg/m® qwk A= HRPAIA ) W% o
9. ABX BE - ARG 3% ofu A ET)
ABX: 260 mg/m? q3wk T #2414 @7
. 9= Ao 12 A9l A 9
10 ABX ABX qwk A4 1% ABX
3 2
| apxws | 42X SOmemaviao/ A 13 Anzey 47
X ] W] % 114 ABX 100mg
[0224] 12. | ABX ®©% ABX: 100 mg/m” qwk (F%)7] §1&) AP #A7] 92)
Héi =% A5 a7 o ZeEg A=
ABX: 100 mg/m” (o] M o] A B.H)
o =] al
s e aAma Ao 217
13. 1 ABX S ABX: 150 mgim? (X 2) %437 S T
qwk x 3/4
ABX: 125 mg/n? . AFRRY A%H EE
4| aBxus mem **E;’i* A4 2% A4
qwk x 3/4 ABX®) 114 47
A9Y ¢A%EH) A5E
15|  ABX 9% dad e opuetae 14 47
u-g o by Fpe)
6 ABX B% u-g9 A8E 9% ABI-0079)
' (ABL007) F4EF I3 g A8 $=.
Bd 8E,
[0225]
[0226] Y=z 24 E
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Yo 7led Yz 2AES gt (did, sEeEA) 2 g wld (oA, SRl xIH v
PAE E2Fect (st AAIGEel A, 2AAoR o|F o]Folf). A F&A4 = (dd, Fgihe Yy
A=, & So] mE 53 A15,916,5965; % A16,506,405%5; @ 5 A6,537,579% 2 W= B3 FIH Al
2005/0004002 Al 7]&5 o] k. 7)o AFHE 7]&o] bl AT xut, v oF=, oAy 2y

vlo] Al 17-AAG, 2 o|FAA E|QF I T FEHE Aow olgdrt.

e
4
11
>
o2
=
9
>
BN
ox
i
rlo
o,
M
>
oM,
o,
12

1000 Y=m]E(nm) ©]ak, oA <k 900, 800, 700, 600, 500,
400, 300, 200 % 100 nm & o= 3f °]3kQl YxdAE xS, AR AASHAA, V] Ux=gAte]
o A2 9F 200 nm olsfeolry. AR AANGEAA, GV Yol Bt AEE F 150 nm o]dfe|ty.  dN
AR SR ANA, 7] degAre] Hd A7 100 nm oJ&to|th. AR AAIFE A, F7] d=gate] Hit
=) ] 2

(<

o ok

7o
A7 € oF 20 A oF 400 nm olatelth. A% AAFHelA, A7) theixtel W AL oF 40 A F 200
m olstolth, A% AAGHelN, e BiFg-ol A elt,
wele] 7)%H A B AR (Al $AAE 24E) Nl EAT 5 AY, mr AAARE 12
Fol AstE & AT A AAATA W2l B, 9F8 44 0, 95, 958 95, Aoz AFH
oAt g, qlelm fE® wuld g9, elx 9%E T 89, JolE 9EE wEy §9, dom 943
A G4 FHA 8, AD-%F WA Fol TFu, olo] ABHE AL ok,

#

go] "gA"E Y = A obr kg EeFshaL/An Hl-opu|dte] JhAE = e
o] Zlole] (AR wi uy ¥3) ZAME S EE olu A FIAZ AT, Ay folos W Ao
1438}, obxdst, Q148 = gdeofo] o

A
L o & Zo] ofunate] 1E o)Akl HA}
h

A (d= S0, HHA ol B ¥IHES FGel= ZH 2 FAAe FTAE B g Eo
FotEnh, o VedE dwAEe Addoz wE A S AAY (A, dM)o2RE F5AY R/
H A, 2 " A (A, getdoz dAEAY, = AT DNA 7ol 98 dAE )Y = 9l

e oA dwAde] oes g T g B4R wAEE did (dFE 5o, d4RY, Ighs ¥
Sl HYZ2EY, XFdund olxxdad g, dylal getuld | wEl2-AdIREY, HERIEEY, E
Axvd, dradd <olxp VI, <A} VIII, <Ak IX, <1z} X So] E3HL}, o] AdHE AL ofd)o] £
sheth, AR AASEoA, @A dulAde nv-go duld oA FFAQ, o-FELSRT 2 -dEIFRE
ot} A gL HAHow wE AgHgor AxH F 9 AR AN GFH A, A 38 = FAel
E dR, dAY Az 4 dvwlo]l xtEch. Az dF LHEw (HSA)S M, 65K 1 84 7y o

ojar, 5857H] ofrjiitom olfolx] girk. HSA® dAelA bg FHI whijdeln], 13k dRe] Fro|=
= ) [e]
=

kel 70-80%5 @ ETh. HSAQ ofmlial A & 17709 o) hal, M9 fEl & (Cys 34) H &
d EHEZD (Trp 214)S Fsch. HSA 8§99 AWy AFES FA=mpha &9 o 2 X5 dis] AAY
o] 9lar (o Eo], ¥3 [Tullis, JAMA, 237, 355-360, 460-463, (1977)] 2 [Houser et al., Surgery,

Gynecology and Obstetrics, 150, 811-816 (1980)] =), AlAo} R FREZ X Eo|A 9o =87} A5 o]
gt} (& =o], &3 [Finlayson, Seminars in Thrombosis and Hemostasis, 6, 85-120, (1980)] #=). t}
2 45, d7d 42 83 dFde] mEnh. 7] v-17F dE ] ALES oE 5o H-RIZF X REE,

A 7tE (s E 9 FF)oA o5 ZAES AMESHE A HHT S oo,

3 59 (F 8 AWl HSAY Ui =) E A, ggst

2B NE, B3 4 9 sA4eR sHE A5 SFES AFett (FF [Goodman et al., The
Pharmacological Basis of Therapeutics, 9th ed, McGraw-Hill New York (1996)1). 271¢] 3 s} A
91 HSAS] AEEWQ) HA R OITIA Wl 9l 2o AEAEd, ol FA4 #i= A dia Faxo

A 71%EskeE B¥ 7PkeldlA sbdE gAl 2 ol2Yd RUIE Zte IER AFE AT EAen (dE
So], &3 [Fehske et al., Biochem. Pharmcol, 30, 687-92 (198a)], [Vorum, Dan. Med. Bull., 46, 379-99
(1999)1, [Kragh-Hansen, Dan. Med. Bull, 1441, 131-40 (1990)], [Curry et al., Nat. Struct. Biol., 5,
827-35 (1998)], [Sugio et al., Protein. Eng., 12, 439-46 (1999)], [He et al., Nature, 358, 209-15
(199b)] % [Carter et al., Adv. Protein. Chem., 45, 153-203 (1994)] #¥z). dZ#gd L Zg¥xZ 2
HSAol Adsts Aoz yetwtth (& 5o, ¥d [Paal et al., Eur. J. Biochem., 268(7), 2187-91
(200a)], [Purcell et al., Biochim. Biophys. Acta, 1478(a), 61-8 (2000)], [Altmayer et al.,
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[0234]

[0235]

[0236]

[0237]

[0238]

[0239]
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Arzneimittelforschung, 45, 1053-6 (1995)] % [Garrido et al., Rev. Esp. Anestestiol. Reanim., 41, 308-
12 (1994)] #x). =g, =AgALS 1zt g4 diide] ZAFst= A2 Yeyy (dE &
et al., Invest. New Drugs, 14(b), 147-51 (1996)] #*).

, ¢l [Urien

471 2w Wl JA 9 (oA, EERD2 drbH o gibe] Wigh HAlEA Hek=d, & 24E W
HA @A gate] =4 wid Foll o gGA dEE & A AU, Ex dENe] 2=l HE 24 &
de ZHA] RES FAskE As weth. oM BAS &EiA7] Ad 54 & (e AEEAdA) <
AREE dE = dar, wEpA iAW, D) o Bt Folz QIR 1F o)) FEEE &Y 4 Y
weba], AR AAIGE A, B Ve A2 AUSEA, Al AdExE (AdEEE EL(TE5E5E)

3 2 A A

B AW shAl etk (ddd, A3 FshA &Ee). dWmdA 2AES
AANA FARE W, 2AE W AdEE=E e AFSEA ] o] 1F ol F248(5)& olstld &
oAl ¥s A5, 2AES "AdExEE dddos dushH EAU e "AMSAAE dEHoR
S @=" Aot

2ol ed 2 W A @] e 2= Wl vE ARl meh ek Aotk AR AAFE A,
e 74 dHY, dE S0 AT FTEo|=A A (A, wh=siAbe] M e el JHE
S HSA7Il SR g @Al eude 9T AR AAGHA, HA ade 4 A )
Eate] HAES AaAlE Folrh. AT 2AE SlolA, HAl dmde) fe I Bate] e gRte]
7] 8 kel ne @it
gatel 4 i (e, THAAER] e s AR BA) Fol A AR 71z Eet, A Holke
°F 0.1, 0.2, 0.25, 0.5, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 24, 36, 48, 60 Hi= 72AIZt F o]= 3}
o AsE AR doldls Ay, A dEY FolA "Mt 7] A" wEAl 'l AL ofyA
v dubg o Al (A, AbelAl Fefstrlel Agsih. d7] dEee] e AvbHoR (WhEA]
a9 AE obd) A 2= (oW, A2 (AW, 20-25T) E= ¥ e (oo, 4T)oA B
dE 5ol, FHNL WiroR & o Ee FHS Ax F o 158 I3 AvFo= 10008 efsiA e
w, A MR e 4 Sl vEhbA @S o, hdsith. P2 B RS A A,
7] F 40T Z3te] 2roA H7kd 4 it
Ay AAGH A, FA Eide 5 oA £A A T S A7 SRR o =AY
.dE Bol, A7 2AE U B wEE 9F 0.1 WA 9F 100 mg/me, & Eo] °F 0.1 WA °F 50
mg/mé, °F 0.1 WA °F 20 mg/me, °F 1 WA F 10 mg/me, °F 2 mg/mt WA °F 8 mg/ml, °F 4 WA °F 6
(eI R=]

mg/ml, °F 5 mg/mb F ol spufo|tt. AF AA[GH A, BAle] TEE Aox oF 1.3 mg/ml, 1.5 mg/me, 2
mg/ml, 3 mg/ml, 4 mg/ml, 5 mg/ml, 6 mg/ml, 7 mg/ml, & mg/ml, 9 mg/ml, 10 mg/ml, 15 mg/ml, 20 mg/ml, 25
mg/m¢, 30 mg/ml, 40 mg/ml E 50 mg/m¢ F o= Fpito|t}. AR AAAEjo A, HA] Gl AL AHBAA (o
ZAd, ZHAREE) AMES F3h= o EABIA, 7] 2AAES AUISHA (A7, FYEREE)E I
St FAY ddH ez FfshA Fert.

AR AAkeo A, A Heje] ZAEL @A dWAES oF 0.1% WA ¢ 50% (w/v) (dE B & 0.5%
(w/v), °F 5% (w/v), °F 10% (w/v), F 15% (w/v), < 20% (w/v), °F 30% (w/v), <k 40% (w/v), TEx ¢
50% (w/v)) XEFgct. AR AAISHA, AA Jeo ZAHAELS FA dE S oF 0.5% WA < 5% (w/v)

AN AAFHAA, b ZAE F @A GuA, oF Sl 2wul, o B FHulE, el Ao
AFAAL AT 3 £ FE Folvh, @Al @A o el Fule Fold WA @ U
B 2ol ojs] HAshsolor & AClE], o F Hol AWE u B T (Wi o 0.01:1 WA o
100:1, <F 0.02:1 WA <F 50:1, <F 0.05:1 WX <F 20:1, <F 0.1:1 WA <F 20:1, <F 1:1 W= <F 18:1, oF
2:1 x| 9k 15:1, <F 3:1 WA oF 12:1, 2F 4:1 1A <F 10:1, <F 5:1 UIx] 2F 9:1, =& ¢F 9:1ojt}, dF
AAFEAA, BA G Y k] FHmlE of 18:1 olsh, 15:1 o]ah, 14:1 |3}, 13:1 elah, 12:1 ol3},

11:1 ©]a}, 10:1 o]a}, 9:1 ola}, 8:1 ek, 7:1 ola}, 6:1 ola}, 5:1 oleh, 4:1 ola}, ¥ 3:1 ole} F o=

AN ANGM, FA NP ZYF] FFE G glo] AA (AW, Azl FelHES Fh,
AR AN FEol A, TA WA (AT, RS QU] B Folw Qg 1F ol RAEE a7l
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s B owge id % WF elA dgd wdel b AAT Aotk B w 2l
AAAA B AT A% Aol Syl AAAE R B odye dAsht, BE el BHow ol
AdE AgAAE o A,

uge) g7
44 A%, 53 ol dal wrh aspde AnAe ATt

B g WEEAdel ik ABI-0079] @& YERAT.  E 1BE A Uim AlxE F2ld dist

1=
-0079] &35 vepdtt. &= 10 WF] M2 g gk ABI-0079] &35 el

e
o[N

T 2% FEAR FoE 93 ABI-0079] AESHY HA Fogs AR S vebdth. ABI-0079] Fol#
Jsol g Balb/c] wh-2o] wE A oA e AE Y ATAE (CEP) 38 YEeERAL
Untr'd: A2¥#] @& izt S/A: @54/S50 HgE tizat. 9 Hit £ SE. o+ HEER @& gz
I fre]sHAl AFeldt (p < 0.05).

L= 3A B! 3BE MDA-MB-231 (A) % PC3 (B) T A% T¢-2g SCID vhg-2of tigh qF2 2l == NID A4l
D)

AFE-E ABI-007 2 e 3E vebiTh. % 3C ¥ 3DE MDA-MB-231 (C) 2 PC3 (D) Z=<-33F SCID w}-9-
29 AFol thak & A = MID A4 AE¥ ABI-007 ¥ B (534%)9 ays yehig.
T 4A 2 4BE A (F/LE); B (AEEXE EL ET); € (FE A9 B4(5E4%) 1.3 mg/kg); D

2D F (47 239l ABI-007 3, 6 2 10 mg/kg); G (MID B<&(5=43%)); H (MID ABI-007)= A ]+ & MDA—
MB-231 (&= 4A) ¥ PC3 (&= 4B) F4-EF SCID vlf-2=o wx dA oA ¢3sl= AE WY AFAE +=5
o) wg= vepdoh, gl Hw £ SE. (o @/9Rw b3 E gzt $9s Aol (p < 0.05).
AHREZ EL v]8]E vz FoshAl Adeldt (p < 0.05)).

(

( ; B (ZHEXE EL "l&a); C (A & (s543%) 1.3 mg/kg); D, E, 2 F
(Z+7 & A<l ABI-007 3, 6 2 10 meg/kg); G (MID E<); H, (MID ABI-007)% ==j¥ MDA-MB-231 (H) 2

PC3 () olFolaHeY T PAdR d=& vepdy. = Fy + SE. = 5B 2 5C= MDA-MB-231 (=
5B) B PC3 (% 50) S~ SCID vh-29f Tz o oM Fdu] mAdd 2ot AE CEPof o Abol<]
FABAZE e

6> Balb/cJ wh§-229] Qo] Fstz FALE wtEA Feie] A7 AREAE A AR (bFGF)-F1=
WA Aol e FE A wE NID A AFRE ABI-007 & ¥49 a3= Jehdt.  xg-Ar g5/
95 B AUEEE BL ET; C R A B 1.3 mg/kg; D, B, 2 F: zbz} 37 &< ABI-007 3, 6 E 10

¢; G: MID B<:; H: MID ABI-007. bFGF §lo] (-bFGF) ©]A3 mlEg|Ao] &4 thxTo 8 28619},
g H +SE.

Bt B3 FAT AL Aol A ofneH(S2AE) T 2T nab-ehririol o] AEHY BYL 1}
& EF BFIFA-L (£ R GAAL, EE BAA (= B)OE Gt FrsH

% 88 HIZ0 Q7 A% 4F o]Fold Wl ofneH(ERAE)T 2T nab-eoiel o] LB B4
& b,

9= H358 It HAYF olFolA REA ofB A THAE) Y 2T nab-17-AGe] AESA 242 UE

% 10A 2 10BE 99 Ul&2a e olBHEHEEdR)oE AEd $ MDA-MB-231 &4 AXoAY IALE EA]
ghol. X 10C 2 100= @ UlE2T EE ol REH TSR 2 A s & MDA-MB-231 F%F AlxzddAe] A4t
22 EAS. FAEE IAF F9 (10A 2 10B) EE AAAZ 39 (10C 2 10D)E Yehdn),

= U4 % Bt AZSY R B24Y AYAN FERUTIFE) A4 NZA 9T WA 2 ohped
(5=43) EnE A4, Avhe AEA e AEe] HEaRA AE Axe el w4

- >
i

8
>

ojrl

B SlFEA fE olMEHIERAD) UEOE A8 ALE Ui, B B ohebHEE A
9 OVEGF-AZ AE AEE ehla, o84 HAFe olu(EEYE) ¥ ohAu(3SYE) 0 A
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Aol gpb0 £8A 71A AEE AESHAL, FEESHE)S odF AT e FERA 2E AoE e

Sh. R, SHRR-AE wlEQl SPARCE HHUEQOIA FuAsel, olueRHESAI) e S H4 27}

of Fo@ 4qs 5 vk ARH WAUZE T A el APE-ELgA BYAsL EY AX
3L

EE, AT B AAS] BYHoE AgHE ARBYA/ ), AT AARE2(FZHE), =9 (Tneen)
(B243) 80 % TPGSE shFelehale] o] Agshe AL sl oM, 35 F5< A,
ANE F7h delEE BU FoIFAA M1 A FRULF olFol Nl opneH(FRYE)Y Avel g
AHECESAE) o BAMCE ANEe welEn

ARHOE, A F 5%t FoIF 7 flo] AYF Be FolFor AAAY. dolHE §9 AdRE
(5S4 flo] hegat GRu-2F H2egas vEon Rolge W, Bz AdWZel F53 A
Ao vt F dolEE A8 wAUZe] AA Are FAAEE FLT S Avke 3R FAS

3]

Al 3. o}HFAH(FFE) (ABI-007) MDA-MB-435 QIZt FF o]Fo| A w43 Fagyd Ta-olfE
A=A e = (HKP) o e os 483

2719 7154 = (3hue E% ulAldd Aol D 13 F84 (ol x=FEthA NE 538, o
U F-sle] mE mEZ=gol vhe g o g o]Foxl A A ZER-olFEALA HHE= s
o] o]dol] HuEHJrt (F& [Nat Med. 1999 Sep: 5(9):1032-8] =x). HKP (3E Az H
Al oA MEI=Q] (NGRC-GG-d(KLAKLAK) .7} 7| &5 A4S 2t Aoz A
A ohulAR(GTEAE) ] MESAGA, o7 5-FF29edn 28t AE2E8S Holr] o
AR MDA-MB-435 QIRF 1 < olF oAl FAFA HKPeF ofHE

U=z stEeletd (3 T gp60 FE&A] o FEE)Y %

20031).

o4 ® Lo
[

o Mg -
o,
oELO
i,
N
~

Mo
2,
e

W \d Y F97F 100 mid W) MDA-MB-435 Q13F FF o]FolA S FastaL, vheAE FASE 12-13 F
BwOo® WAL, HKP, ofHEH(EHAE), e HKP 2 ofHEH(EHdR) o5 Attt HKP (250 ng)
& 165 ¢ F 132 M F4s3le. oA (S HE) A gl 59 Sk MY 10 mg/ke/ Y
2 A Folsiint. ARSE ofH NS EHE) Folg2 AdH o= NID (30 me/ke/, ad x 5) wlRto]o]
A, G HYomFE FFE ddste] HKPe @it FEE 5 Q)

Az A8 195 Ao, TF F¥= dEzw (10,298 mr + 2,570) % HKP (4,372 mr + 2,470; p < 0.05 of ©f
Z3), HE ABI-007 (3,909 mr £ 506; p < 0.01 ol whEwt) AbelelA sl Aadtolch.  ABI-007¥ HKPO
29 ey (411 mr £ 3865 p < 0.01 tf ofEERNEHERE) Gy E IKP ddan) By FF 5
5 4ds gaARy. Ass ve Zapelin

AE: olBEANFEAR) (ABI-007), YAt 4H7-A3 v= g3} MDA-MB-435 o]Fo]2] fHl F %ol
3t A £43 B Ad o)A ME|= HKP (CNGRC-GG-(I(KLAKLAK),)®] &2, & F 3 AA d5o

(12
>
L
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=
D
o
ro
&
S
[«)
\1
fo
i
L
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5y
1o,
e
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i
e
o
iy
n
o
2
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e
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oX,
2]
ox,
HE,
ot
o\
o
et
ox,

E dis9 arg], QIZF vy g9 oy Al (HUVEC) 54 3 o &4
3 ABI-0079] A9 Fol&Fe Balb/c Wl-F% Ed vk~ (n=5/;
o1 1-30 mg/ke, i.p, qd x 7)< Ex N Yo =3 W AFAHE (CEP)9 +5& 75 AXEMHo=
st} AA T} (3 [Shaked et al., Cancer cell, 7:101-111 (2005)1). ololA, &2 <l (qd; Edhy
MID (qd x 5, 1 F7]; A=) ABI-007 ¥ B&(F541)9 3FY a3E H7kstar, SCID #h9-2= 23 <l
MDA-MD-231 +-3Fet = PC3 A HA Y o]Fo] 23} v},

P ABI-0079] G BHL
Yoz g, FHHA 4

~

i)
2 o

—

) O
moNE o Hn [T

o -

A7} ABI-0072 5 nMelA HE s vAdd A, Az iy MxE F4 2 3 A4S 47 53%, 24% 2
5% = e AT (p < 0.05). TERZAQD S| gk ABI-007¢] FHAH e T (P SAHS 7|+o=
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6-10 mg/keo 2 TWAEFHATH. A<l ABI-007 (6 mg/kg)S F o]Fo]2] mulol Fo AFS A3 Al
o (p <0.05), §&(5F43E) (1.3 mg/kg)> 2R &), ABI-007 =& BE(SF54H)S 5 o 43
Aoz 9lojo] AF FAE FE5AE &kl MID ABI-007 (30 mg/kg)S MID B (524%) (13 mg/kg)HTh
A aHor FTF A4S AAIAT, ojdd vs) e AF Ta7F veEbgd. SHEAE, FE A

ABI-0079] &&F % ad+= MID BE(S554%) 2 adel FAHL).
AE: ABI-007& F2 Q] Aol AFgE A9 et duaAdAd g4 2 I3 48 vl
24l 4b

HE iz 1w B4, 12-9 27 et EYolEE vEYA (Matrigel) (MARFMZT fl=X= 24 Fe
BHolgld nlolowt]A 2y = (Collaborative Biomedical Products))® F¥3d}ar, 37ColA 308 <t 5
% CO= AsAZTE. FHHNEHE 8-1057% T ~2zek1 =98 (Sprague-Dawley) HEZFE F53151, 1
m Zele] FuHoz Husiy, wfELA I A A a Frt nfEZAR I®EY. wE A A2 F
S AN Fo|, 1S EGM-1IZ G, 37C 2L 5% CO.ollA wA) ofwo]Astict. EGM-11+ Wd A%
717 WA (EBM-IT; WA= A A FEE~ (Cambrex)), 2 EGM-1I E#H7IE (Bulletkit) (FrE€
2)2A AFE I ME G JAAR o]Foj k. oA, wld wlHS 2% FBS, 0.25 ng/ml LAEE AL
B % 10 pg/ml ZEpnolrloz ®HZH EBM-IIZ wlFdth. diew 12E 49 B3t H3E (0.9% |T/L45F
H), FFE2EAolu|=EgolE (CAL; 12 pg/ml), HEE ABI-007 (0.05-10 nM I}EgjEHA)S -3+ EBM-11=
Aelstar, 5AAel Zgstict. A E FUAFAGA] CAlE G NERToZA YA 24T et 5=
2 TEE ARSI 4nkEle] Aol HECA 53 e dS AMESte], A7
Wkl obk=H ¥ EAF (Adobe Photoshop) 6.0 AR&ste], Al oA Bauw Wy
Aegststaict.
= 1Ad YERA wke} o], ABI-0072 FL-oEA WAoR PEO diew uAdd LS HEE ulRat
Hla] 493 dAsrgdE=, 5 oM (53% A 2 10 nM (68% JADAA EAFCRE Fomsitt (p < 0.05).
ABI-0079] 7} FXxof &8l dFTe 42 WAPAHS AASHH FUrt.
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Gl

Wa AE 2] BA L 7t v A yu Al (HUVEC; B #EX)E 37T 2 5% COolA EGM-II el FAA
ZTh. HUVECE 30,000 M¥E/de] UEZ 12-9 FHolE Ao A, ¥ B EE Tk, o)A, ]

F WAL FANI, WEZ (0.9% P/FFR) EE ABI007 (0.05-10 nil FEEA)E i Aze
W oA 7b Gol AAASGT. 48A%F Fol, AEE ERASeln, 28H (Coulter) Z1 A% (Emeh
%, S 24 mLEADE AFRAT. AU AEE 33 B,

%= 1Bo] vERA wRe; o], <QIzk Wiy AlE Z218 ABI-0079] &8 5 nM @ 10 nMol A 27 36% E 41%7M A=
’Fdsl oA E .

Wy AEd A4 24, gy 4 &gfol= AnE nfEYAR FYdtal, 37C 2 5% CO0A 30E o
AJHTE. o]ojA, HUVECE HWI8]|E (0.9% 954/<¢HT) H+= ABI-007 (0.05-10 nM IEFgA)S shi-
EGM-IT WjollA 30,000 MZ/AZ AYsta, 37C 2 5% COolA 16A17F EoF qlFuo]Adstaict.  ¢lFu| o]
Sof, &ulo]=2 PRSE M AH3aL, 100% WeEre Zd 10%
vet2 3 24 dlo]= W®EAF (Behring Inc)) & 2% &< 4
25 Agste 7 48 YAY WAooz #Jglh. A
223 (MetaMorph) A2ZEH] (Aduyols th9-JElS
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o, @ A S %Qé}ﬂ H°H, 2.5x EHE@
st GAE FrE 293, HE
Y2k olu]# (Universal Imaging))ES A&

B>
2

A FARA FSshe F9E S48, A A9S 33 dhkEsgl

5 1Co] e vRe} Zo], ABI-007S 5 nM 2 10 oM = vl A 75%7HA # dAS xpdetgith

<=3k Yyl AE (CEC) 2 %8 Wy AFAE (CEP)E 33 ?}EOEN ABI-007¢] AJAUW Ao AEDIAY T
< ZAASRY. 6-8F% ] 4H Balb/c) -5 FALZ 8/ o (7 n=5): AYFHA Ze o, WY 7d F
oF & H]3]F (0.9% F4/L¢F7), = ABI-007 1, 3, 6, 10, 15 & 30 mg/kg FE AR Hohy &
F220 FAF AP FoZ Urdnh. XA dr)el, 9 AMES A JAER 55, ETA-FH AT AEH
(FAAF Z=hZ2 Fola A4 WE t]7l& (Becton Dickinson)) Wl FHstgdth. 42 §& I BEAHS
AFE3le] CEC 2 CEPE Algslsith. (D45ol] Eoldel mxmFad S ALEsle] (D45t 28 AEE ujAIAH
. w92 U3 wpAQd ol 7+ 71ubAl 1/VEGE 83 2 (f1k-1/VEGFR2), (D13 % (D117 (XY o}5 Akt
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2

Z=A1 BD 3R17 (Pharmingen))& AH&38to], CEC % o]5°] CEP MEAES 7]&ditt. 8
A Eyols 4b e, BD 4wzl Faste] (BC 2 CEP AlGe] A%ms das dam E=
ésﬂ 7} s AN AT g Foll, AP AlE, dad 3 HBAE WA RS et
AFg-eto] FACSCalibur (BD Who]@Abol A=) A% @etelS s37bahgivh. CEC 2 CEPS
13 1 flel, Aol 10000070/ 855 5atadtt.  olofA], CEC % CEPO] Adi+S, CEC %t CEP
AA W s ogete] F5F opES] MEgRA Algsiidd. dAE Ao wid
C AR 54 iz vlaskglt. F e -5l Wl ARG & AeR Aosigit.
oFEwmmtol2l D (7 AMD)E ARSIt AEF AE of obfEAS B AN AxE 1#6}‘21@.

BT
=
g

>

ol
3

e

ok

o & o X (T (M R
L
=
tlo 4y Mz o

I X o M

>~
‘I

7
o
- .
(
2 g

[\
fr
=
e
N

Q] =<k ABI-007< 3, 10-30 mg/kgo. & Euh)l Folslo] v]-29F Z3& Balb/c] m}9-20 A CEP
S I3 ZAARSS veEdt.  ZEy, ABI-007 10-30 mg/kee A X HEQl wig 4 o AE 7
o] vk, ABI-007 6 mg/kgoll &% CEP & 747t EAZ R fonsixEs &
wElx] gkokrh,  awEE, R A ABI-0070] tid AAY HA WETH Fo
TollA, Huhg wjd 79 Bt Folg 1.3, 3, 6 ¥ 13 mg/ked] AR A BE(
A

[e)
- o .
(P FEo2 48 AeA/AE B WE, 30 ne/ke oVge) FAH AL hpsod YA g w
A =
=

459 e oIS, GUAA BIHOR AHE Tl BE(52HE)O Behy Felr =g
Wl B EE(SHRD) B WA U AEE A A opldn A%Aew H8S BY AR 5
g oblste Ao oldd musth (

oA A}cgg P e

A
ﬂxqo] B (524%)9 Fol%F (1.3, 3, 6 2 13 mg/ke)o] AE715 T CEP
e A 15 9o, FHAHQ FE(ERHE) 1.3 me/kee] Hoh)
o= 13 mg/kgg worw As Mam 0 Aotk Zeln, mr} 4L Folwel 1.3 mg/ked AHsiel,
& AgolAel G2t Fol ¢ AAREZ(SEAE) L) FE HAxFHU.

l‘ii
701—
=7 h
= = i
% [Gelderblom et al., Clin. Cancer Res. 8:1237-41 (2002)]).
2 T
=
k=3

TR AL 9 NID ABI-0079F, TF2A<0 2 MDD E&(5SH4E)Y IdTF 2948 vusglrt. Iz dyid Al
X PC3 E QA7 Fd MES MDA-MD-231S ofdlE]zt EFY) HA FEA (MA Yol mfuatz) oA 53181
. PC3 AE (5 x 10)E s.c. 2 6-858 47 SCID vF$-2= o] AT, MDA-MB-231 AE (2 x 10)2 o
Z1 SCID w929 L /-5E AW = Y2 FholAsgitt. g T F37F digF 150-200 mwol] o] 238
u, A7 TES FALAZ 87+ (n=5-10/7H) o2 Utk 7 % 0.9% A4/LR v E dze, =2
EEE(C%@E) EL ¥3|E tixt, #2FA B5(5E4E) (1.3 mg/ke, B2, qd), 7232 ABI-007 (3,
6 L= 10 mg/kg FEFEA, Zuhy, qd), NID BE(53FAE) (13 mg/kg, ZUW, aod x 5, 1 7)), E&=

Y2 A, T4 77 AAS F 13 A

MID ABI-007 (30 mg/ke =884, AU, od x 5, 1 F71)
HZ ZAst] RIS Axkslgt. g @, RE Fo we2RREH AR Az dd gss
FE39th. CEC 2 CEPS E-9lo] 71<d nie} o] AFstqict.

TH A1 ABI-007 (3, 6 2 10 mg/kg)S uHOEJ 45 b Buhy Fojslo] MDA-MB-231 % PC3 % & Uvre A%

.
< FY3HA AR o (p < 0.05), B&(5541E) (1.3 mg/ke)> 18X &Advt (& 38 B = 3B). ABI-
07 L BEFEATE F o FAA0E 999 AT GAS FESAL AT (F K L E ). N

ABI-007 (30 mg/kg)> MID EF&(G543%) (13 mg/ke)Wrt A adHow FF 44 AAUAT, o]dd H]
& Hde] ®AQl AR AT Farh dvebwkth. B MID ABI-0072 A€ suhe] vk F 2nkE]E ofE o
HE T F 6dAl A T shelM v SAlE BRIk vhHle A3l 9lan, 24-48A13F el 3559
o SEEAE, FFAQA ABI-007 6 mg/kgo] FEF A= MDA-MB-231 o]Fo]2] R MID & (5574
#)e] ket FARIE (5 34).  TFH AR ABI-0079] FoiE 10 mg/keo 2 SVMAAR B A TF 7
AAZE dehA = gtk wkdlR, A A Q1 ABI-007-S PC3 o] Fol Aol e 3 B 6 mg/ke FolETE 10 mg/ke
oA B & FFEY e A (= 3B).

24l ABI-007-% MDA-MB-231 F¢-323} w

%

T A X 2o FojRk-o)E WA o AEIFE (EPY oS FAAIA
o (& 4A). AEES BP 5% PC3 TY-E5 vhg-2olA #2320 ABI-007° ] Folg-o&x 1A s
Ve oY, 10 mg/kgll AR BAH o7 fougtl (% 4B). C(EPS] 38 T o]Fo|4 muoA 1 Al €
E(5= E of o MAEAE &t (= 44 2 4B)

Zgg v DEd sk FR A D MID ABI-007, 2 FH A @ MNID B (5241%)9
Atk W% MDA-MB-231ZH-E 5 pm T2 @S F5aa, 2y A¥gS Y& P <
" B PHos HEER dAEglch. 7
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(1:1000, BD #H17l), olojx EAL: HE-ZTFAC|HE (Texas Red-conjugated) $4& FF-HE 23 A
(1:200, AAHUols J2E 278 2Ad 2 E2]=2AF (Jackson hnmunoResearch Laboratories, Inc.))® <
Attt @Y mAE 3 (D31/PECAM-1do] el Yoz e B 3 F= gdd Axz gojyy, #
W] A= mAgE® Aol HaskA] skt 7 Fgel dig MVDE Alolx AAeH]AE  (Zeiss
AxioVision) 3.0 &34 &wn7 °§*o Al =8 Aol A 20x diER ERIE 7Y 2EsHA dME 3 XY Faptew
A YdERATE. 7 HeE diExa e A 8a 7 4 WA 5] Aol T4E A 5T

MDA-MB-231 F<Fell A, 12 A1 ABI-007 6 2 10 mg/kg 2 MID ABI-007& SAASZE fow|atAle FARE 7
Ay 2= WVD)E Ui #2AZY (2 54). PC3 F¥olA, 732 ABI-007 3 2 10 mg/kge SAZHo=

fFousiA = AT WDE oA Ao2 Yelgt (= 54). FREA%, MDA-MB-231914 MVDe} A&7
3k CEP =5 Alooll Ad3k AaadAr7 EA8 (= 5B; r=0.76, P-0.04), PC3 ZoM= 28x] ¢t} (=
5C; r=-0.071, P-0.88) .

AAW Hagd Wrke sdssit. A

o

A" HRHE tA HYPAA wEYA EYa 3 A4S
et QoketH, A7 AREAE A AR (BFGF; PIv|AERE wdlolEe]s Al R&D Al =B ZA}
500 ng/mlZ FZ3% nfEEA 0.5 mlE 0LA o 10579 43 Balb/c] vk$-29] G4 s.c. FAEIAY. 39
Aell, s&=S FAAR 8719 o (ZF n=5) 22 AAATE. 7 5 0.9% FF/LFR v E dx2a, AYE
E2(TE4E) EL v F Uz, 1+ AQ & (554%) (1.3 mg/kg, H, qd), 7F3 A<l ABI-007 (3, 6
EE 10 mg/ke HEHEA, Hu], qd), MID BE(F5FE) (13 mg/kg, AU, od x 5) E= MID ABI-007
(30 mg/ke =, AW, od x 5)E AArt. 54 HERTOEA, FARgE AF e 579 F7F A
Balb/cJ w9220 vlEA ¥HS FABIGITE. 10444, BE TE 25 mg/ml FITC-9l~Ed (n]Fg 5 Al
E Folx &A Alamh) 0.2 mlE A FAEAY. olojA, 3 MES s, nlEYA YO
AAskL, ©lz=do]2 (Dispase) (AR =T Hl=XE A FHReolHE nlolewtd X2y x)9t
37°CoNA wA o] g e FASIAIZ T, FL600 FF% ZYolE W=V (HEEF %27 &4 vt
oA JAAEFH= (Biotech Instruments))E& AFE3te] FJ= #d=& FdPsY. wEHAD Y1 JF

= @ g viEeA qadd e YEdlt

~—

5 o of

TFAA Q1 ABI-007 6 F 10 mg/kgs BAALE FosHAl JAletA = FAT WAFYE A7 ASFE e
I-

2] 4 o] Al

Yok (= 6). WAFALS ZHzhe] vl F diztol Hlal A A el ABI-007 3 mg/kg, MTD ABI-007, MTD % %
Aol B (554E)0 93] WA %= Aoz WAtk (&= 6). o3 T2 Edd 7jed TFH MVD
Aol A T

AAd 5. nab-5109, Y=} Gxw-A3 IDN5109 (nab-5109)& EL(SENT) AA (EA(EE41)-5100,
c2etgd)o w8 &% A 2 B4 AaE B

WH nab 7S ARESEY] Y=Y} nab-51098 AlFskal, #olA @ Ao w EAFetitt. Pgpt DLD-1 (I}
S8 Ed 2 ZAgAdd s uide] v Ao d#A s - 8 [Vredenburg et al, JNCI 93: 1234-
1245, 2001]) 1zt A% && olFol2d &, F&= v-2 (n=5/1)NA 50 mg/kg (EQA(EF3E)-5109, 7
of MIDZ= vtebdl) B 75 mg/kg (nab—5109)ﬂ Fo#Fo 2 g3d x 4 AW A|F3 nab-5109 ¥ ELI-51095 Alg
shith. PBS ¥ 1zt @4 4R (HSA)e| dl&a% AFE-siSltt.

A7} nab-5109% H 2719 Y9}, Zwe= 119 nm 2 AE} (Zeta) WY = -32.7 mVE FE3519TE.  nab-

51095 945 oA |4 Eas s dx 222 sZ2dxAFHY. AWM, nab-5109 (75 mg/kg, 3.4% A%
H2) o EQ(EH43E)-5109 (50 mg/kg, 8.8% AT HA)E W T I s=olA ¢ AT AT #AA
7} 921=d (ANOVA, p<0.001), ©]+= 50% 9 U] B-& Fogfoa] E4slar, 22X O =F nab-51097} o] A& =

123
g
]_

4e 7HS JEbdth. nab-5109 % E(SF43E)-5109 (ANOVA, p<0.0001 o wizb)el o3k ddet T
AA7F A=, nab-5109 (75 mg/kg) E EA(FTFFE)-5109 (50 mg/kg)ell sl zHzF 36 2 289 &k U

Aol AAFNAT. nab-5109% TY A AAdd JoAAM EJA(FTFEFEHE)-5109 Brh o aAe|drl (ANOVA,
p=0.0001). =4 2 F% oA PBS HSA thza- Atolo] xfol7} QUgitt.

AEr A ERn-de, nab-51008 AeHom Axstel ¥ BE Fofln meta ¥ AL 545 2
i, EU(EHER)-51098 Y 50% U B2 Folds AT 4 Addn. olHd Hup B2 FolFelM, 75 mg/
il

kg (g3d x 4), nab-5109¥ E (5241 )-51090] H]a Pgpt DLD-1 <17+ AA o]Fo|2loA Aw3 MHE &

e war.
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AAd 6. Y=gzt 439 A% (nab) o|FAA Bl F3]|F nab-5404, nab-5800 % nab-5801: o}lH ZFAH(F=
%) 9 olgxu e &dFF g4 vn Hr}

W nab 71ES ARESlY], UxgA FHE AxsTE. A MX-
AEFAS Frlegivk. 7= 2o A o] BAY 3FE< (
%ot (TSR tisl Hlaskglth. nab-F8]% B olE]
A3-3 20 mg/ke, 30 mg/keg L 40 mg/keQiL, oFBEFAN(EEAF)S o]o MDY 30 mg/kgoll A qd x 52 Folg}
Act.

At AFA E|QF SR o|A|Z nab-5404, nab-5800 = nab-5801°l sl H A7) Zy. (m)7F 47 119,
93 B 8431 HY=dAE 5. WA @A dxzE BE 0.22 un FHE T ddsid
Al @l A, nab-54047F 3 AR F MX-1 (p < 0.0005, ANOVA) (ICs (pg/ml): nab-5404, nab-5800
nab-5801¢l thal z+zF 18, 36 % 77) % AW HT29 o]Fo]2] (p < 0.0001, ANOVA)el thal 7}d 7+ shgict.
nab-54045 40 mg/kg, 30 mg/kg B 20 mg/kg®] FAFOR FolAl F& FI= 44 93%, 79% B 48%7HA 4
A=Ak, ¥R, nab-5800 Z+7; 40 mg/kg, 30 mg/kg E 20 mg/kg FoIA FF HYE= 31%, 16% 2 21%
7EARE A E AL nab-5801e] A E 17%, 30% 2 23% AE ATt nab-5404%, 40 mg/ke, 30 mg/kg
2 20 mg/kgo] Tl FFolA ZbzF 48%, 34% R 29% % A ol Zre] WE U Ryje RE Foj
FoA ol H BT B EAHoldt (p < 0.008, ANOVA). olBA(S=4%) vlal, nab-5404E <Y
3 AF TAE Vo ®2 FT(A) A (equitoxic) ¥ (ETD)olA ¢ &Aoot} (p < 0.0001, ANOVA).
F9F Hu= ol59 Z+Z ETDOA nab-5404 (40 mg/kg, qdd x 3)o 3l 93% 2 ofr X (S=43E) (30 mg/
kg, qd x 5)9 <3 8 %742] A = At

iy

AZ: Nab 7]&S AF&3le] 3 AA o]&AA ElQ =32 (IDN5404, IDN5800, IDN5801)S Aoy Fofo] 23t
3 Y=g xE AFAFTE. nab-5404% nab-5800 E nab-5801°] H|E Al L AWl 43 FF
A4S 7M. nab-5404% TUS FoFe] olf|:mHTIRY AHEYrt. AT AR AHogwl T 54 FolFg
A, nab-5404% olEFAHGEHFAE)ET APk, o]E do|HE FUIRE nab-54049] ATFelA AAH

AAle] 7. B H(FEAR) U B2HA(THER): 54 R A5 94 d vu

7‘14

W ol BEAN(EEAN) B GAHA (3R 548 g4d x 3 oz FEo] ATH FE uhg-2olA 9
FojR-Hel Aol vuskgitt, FoAF £ HAHUH(SEERE) 7, 15, 22, 33 2 50 mg/kg E ABX 15,
30, 60, 120 2 240 mg/kgtl. ©IZF MX-1 §48 o]FolAsl Fr ulg-2d A 3F HoF F 13 15 mg/ksS F

h 4 1=
ool olHERHCEEAE) 2 BT (FERD)Y FEY DY Hwgt,

A3} vpg-20] Fo#- A AFA, gaHH(SEYE) AU 58 FoA%F (MID)2 15 mg/ke i, X4 Fo
2 (LDyo)= 50 mg/kegSitt. U2 olH AN TS24 E) MIDE 120 WAl 240 mg/kgal, LD 240
mg/kgth. TG AFNA, ofBFMGSELGRL)E TF G A YA TS Tt EhHHE (I
H)Ec o a0t (79.8% ) 29.1%, p < 0.0001, ANOVA).

AR g GPR-AF HZUHA (FHPHESAE))S FAF FoAFOR APAL W -1 T %
Wol A HAHA(EHAE) woh $5AT. ER, olme(EEaAm)e S gaHd(ERRm) R 4T
3 wgkedl, o HAHOE & FFC ofHHESYE) FolE sl Anh. odd Are FEE
SAE)I} Hste] ofHBM(ERFL)NA et FH AR AFS FARL, AVBYA EAE FF,
FEF G SHRAYIE, e B4 TN 5 U8 AN ofHERNESAE) 2 gadd(E
SHE)E vasks 37 3G wdeAe] ATt APFol,

A 8. FEY R EXO|AHTA-1 s o]F & WJlHFE e ydAt &7 A BeEs]il o
FA) (nab-5404): Al 2 AW 24 H7t

W NCF7-S ks R oole] vgekw Ul welAl, MCF7-R (pgpt)& ARSshel, A= el sl
IDN54045 Al #8HITh.  NCI-60 QI3F TF A2 sdel] tg o] ﬂﬂ R AR R oA B i R R
&3], QIR AL21 W TG o] FolH o o] 43t SCID vk A2 4HR AT nab-54045 AW

ol skl tt.

A3} MCF7 AESFo] disl, = &<l 3319 FF A JAl= 3.9 £ 0.2 nMe MCF7-S AlEe] th3st 1Cs
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# (50% 47 A wx)o=2 YERAY. A WolA MCF7-R2 ICx°l 66 + 8.6 nMola, ¢
a) theF 17v) Z7bsltk.  IDN5404% ICs kol 242 1.7 £ 0.1 2 40 + 3.8 nMSl = AEFol tha) =719

B34S Bt ol A= HE 10°] 10 M wEe) L MCF7-SSh MCE7-R A3 Abole] ulAde] 10m) wwkol

IDN54045 Zt= NCI 60 <Q1zF ¢ AEF sidolA] glsrt. COMPARE ¢ aE|Fo = RIFL dvtZo|=9) A
22 ATAZA EDNG404E 33lal, oA AFES AP, AAUA, Al2l WA 2 o]Fo]ld
3 nab-5404°] &% B HAL FoF 9 dAel wet debxvh. =9 A nab-5404% w9 @ eldar, ¢
A EHY P ARE FET 5 ANSH, qd x 5E 24 mg/kg BN FolA], Supe]o] whe-2 F SwhE]vt e
A% glol e A&t (LTS).  Zefuk, 30 mg/kgl 2 Fol@ds S7HAI7IAL Smbe] & 5ube]7p A 0= A}
DAY, g3d x 4 DN, 30 mg/kgd 5ulE] vl F 4nbElsl LISQEI, 50 mg/kge 5vbE] & s5ulEvl =
dow APGstATh. q7d x 3 9ol 40 mg/kg> 5Svbe] mhg-2~ 5 3mbE]7F LTSSIAL, 50 mg/kge 4whe]
whe] 7} fref skt

J

%

AE: olF & UINUFS 2t AlGF Bl EZ3|2] o] FHAIQ IDNG404E pep-2d, AlxZEiel 9 EXERE WA
MAEFA S BT AAGA, YedA &7 A nab-5404+= Al21 P o]Fo] A s &Ado

[e5

AAld 9. ofHFM(FTEER) B TE AAY 2§ AT

7] AR SFHEAERRE) UBX, vhedd GRW-AF )] Fed 5P 8, e o
Tol A old wael ol W 94, the FATHA g W WA Ame) 2RL AsAFT. o5 &l
vhshelch

HER2 &4 dAoj4 #44E & ARE: o 19
ARAA o dChE)s AN s g (ABX 123, AAHUI000 me/n, oy At A
=48 W79 29 14 9449 5 q W

A9 HER2 ¥4 #78%9 124 B2 HolE = ABXS s=nEee
27 e ozAe YR F2d94 |[ABX 100 mg/m’, st2n Eatg ;1/1;]% a];ﬂg?g_;)gg)g?g_qq]
(ABI-007) % H AR5 41)9) AUC2, 2 DLE,15; 51492 | 837 98 228 29,

e g 47 mgfkg (% 4 mg/kg) qdwk x 6| W ThE ZFo|E £88

. L1: ABX 80, W4 15;1.2:
DAL FATID COCEA A ABX 90,480 20, 13: ABX. |0 \noq0 apxat paucs S 4mE

EE= A A F Hed 2 100, 1184 22.5; L4: ABX 110,
on M ER): I-I14 AT U9 25; LS: ABX 125, =3 HAE 47
ynl 25 qwk

13} MBCdl| th & o F ofu (3 =)
9d 2% (Her2+ ptsol A 3418 ABX 125 mg/m” Q3/4wk
(5343) F7h9 14 444

12 MBCOlA wlF ABX ©td 8oz
125 mg/m? Foj ¢ FgHo= 2 14

| MBC + A€ PKoll & otn (X 3)

|+ saE=4md 1114 9943 ABX + =i Ed

ABX tIF (130 mg/m’) ©
1% MBCo A 9] 3-obet ¥ 4AAE 2wk (2;0(mg/r;?)g iun 2,3wk MBC| © & ABX ¥ 2 H4&

(260 mg/m®) EEE L]
Z4 dol8: WF ABX dl WlF g&
AEotA BAE BAE, 13 2 23 ABX "IF ol ABX q3wk (5=4%); W5 ABX 1] 3F ABX; +
MBColA 9] 3-oket I 43X o WF SE(FELE) AEA AT EA-1 L SPARC)E

F557) 1% F29) ABX MBC 9449

ABX$ GW5720169] =%
/117 otB 3 (4EH) + GW572016 I TRD (o]% EGFR 9 A4 2 BCel da

71 @ A Aesty AA F s

AYY 19 FFE g AANA ulF ofAH(FEH) 100 mg/m? 5 1.5, "
Wl olu A ER) A AFR YE o] 1’4 A3AE L opBrHFET)

5ol Ao AFHE 29 AVEY B2
29 A7 ASE Y e ge AT EWY: 1000mg/ddl A A1z o : > g
2o 0w 14 FAF 45 AT (x29) F34 R FEHE AR AR A

L
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[0322]

114 12 MBC 44419

% ABX (125 mg/m?,
(2% %9, 1F F4) +
AZHEEHE)

825 mg/m® d 1-14 q3wk

ABX 449 1F £9 4 15 F4&
A4-8te] 13} MBCH| A ABXSh
AAZRGEEER)Y 28-S
B71517] 94

ot A ofrEAH(FEE)
g o mzey 4448

24 %6 AC+ G CSF -->
9% ABX >
ob2R(5E R E)

"2Y FATY M nzay 4T

27] gAY 3 d@
Bz ey zd FodA9
oFR (I EH)

AC 2w x 4 + G CSF —-> ABX
q2wk x 4

Z9 Fo] ABX AA (BE RZAY
A9 A9 o] Rz dF

Fgeta A9l ohE A E)9)
3 dqulnzay A4Ad

AC Q2wk > ABX q2wk +
G-CSF

4 528y A8 g
E69) dn Bzey A7

AR AY4 EE 454 gAY
ARzaYd ANE, o5 2u]4,
ABI-007(GEA) 24 Rd 9] 14 4443

ARZQH: ANEN 2000,
o3} F1]4l 60, ABX 175
mg/ml, Fet2E 6 mg
SC, E¥ Dl q2

wk x 6 B2 a5 A
2000, ABX 220, 7#H286
mg D1 q2wk x 4

ol ARzSY ATE 2 €48 v
#Y o= RE 9 GET Hloled 7|2 &,
AR A, ABXE T, Bt B¢
(F530)% dAE A

FEEE GE AAANAY ARz 2
sstan o 49 14 434

X 220 ? q2wk
RGN FRGHFET) F ‘2]3?: FEC ;n 4g/ T
FEC(H A3 + A Ad(FZ4H))9 (Her2+ ptsel] & +
13 #¢d 4449 AAUE2HE)
-8 33349 I4H 4T ABX+HeE A4
(ABX+ S AR (554 H))
3 ARE LY F (PNEEAE) +
HAYG2AE))
TAC 9 ARZ M A AC ¥ ABX/

+ AR(ERAE)

AC ¥ ABX + 7120 Eed | slzn Eeby T ABX/FtE R Ed/
HAA(TE4E) 2% o TAC

AC ¥ ABX + 7}12RZe}9 | (FDA $9¥ 2z 8% BC 44)&
37}et7] 93

224 394 F9AdAA oprFGMFES)
2 A e I ARZLY AZAF

ABX: 200 mg/m’ D1;
a4z 1000 mg/m®
D1-14; 3wk x4

4 @A 1A, 1IB, TIIA, B 2
V(E327] 289 8¢ g
qgdlAe Az FHAW(NCT) 2
Y97 #2854 (ABI-007,
olnghh(3EE)d I8 4N Y

ABX: 300 mg/m’ q3wk
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AGHY 19 GHFFE G AAGAY
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2R Eed AUCE
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o3 AN o 29
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F8% HogE ¢AAY

A Hl-2HE # ol A9
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mg/m2; +& (b): 260
mg/m2; +% (3):300
Img/m2;q3wkdlA
R
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Ao A e F M4 55
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ABX q3wk
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3@ 284 + d& J
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£ W7k 99 Aol

0Ca-1 &% AEE C3H whg-2=9 AvkEel i.m. FARIT. T4 Hat , %
thfol] A AR (10 Gy) H+ ABI-007 90 mg/kgs AU Folste] o AmstAY, X & e JIAS
gk, HH A= A4S A3y Hs8l, WA RAR 59 UlA] 9AIzE W AR RAL 2447
0075 AlFatadrt. A8 FHS AYHL AYHA G TF At HAHo] 7-12 m=E FFs
Aold AdEe £ A4 AA (AD)oIUAtt.  ABI-0073 WARHY z=gho
YA dEez AEE T4 AGDel disl 3o = AEld %I ABI-007 o

12 mE Zgsks A Apole] HIEE ARXSIIT. T FF AR A B3t AR A
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o @ AAZA ] ABI-007& 299 AAIZL 10 Gyo @ TR Hop aapAeldlth. =3 Am A4
AR AL A5 ofstel AleE ABI-0072 Z2-F7HA A EvkE SAAZTE. 7 9AIRE, 24413 H
29, 39, 49 9 5d¢°] A8 Abe] 1HACA EFE 1.3, 1.4, 2.4, 2.3, 1.9 % 1.6°]30t}F. AR S0 A
g T AR mobe U@ ARG Adn. ABI-007+ @AM e 29 AR, E=9
2 AE FSelAe] 23 A 55.3 ENH 43.9 vE SFHOEN TF Amel 43

2R dn o4
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F58ha, 18709 Y ke (7 suhelel vhg2)oR bRtk obgh 1 vhgzdls Uy FAR dxE
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obgl 20l oM EAH(ERHE)S WUHOE Folagith. o 3, 4, 5, 6, 7, 8ol AVE HZx 29 Ao

tlo

F 18] 37k FolFe ofneHERRHT Folagrh. okek 9, 10, 11, 12, 13l AsEY B2 19 Aol
18] 371 FolRe) oeI(ERYLE FOAAGT. ol 14, 15, 16, 17, 1890 AL B ol 5
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120hele] R kel BIATA FF AEE WESH] oovtelel FF EF vhEAE FHAQAG. olF phes
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n/ke® 3% Fob T 18 AW Folsigirh. ook 3ol AEY 150 m/ke/ DS A sich. o}

o]
401 OhHEAHESAE) 50 ng/ke ol7lel YR Folakel ASEYD I MY Felsrt. olgk 5ol
ol 10 SR Folgke] ATEY B2 Fol ohHPHHEIAIL) 50 me/ke® FoANATE. ol Gl ol
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QokstH, FHo| MEFA Ee WA AHE BX 8»—8— 2 7F 2T S } FAHEFAE) FAHE
30 AU FPoe= ®BFE 3+ 3 fFel w1, 8, 1594 75 mg/mellA $4 F]dlE 100 mg/m' ©]3E
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vt} olB gk (FE4E) 175 mg/m', Wl 25Fwich 2 AAd] #HaEaE~" 6 mg s.c. . T Ale Fo
S/RzEA o AL 4 F7] St vl 25nkck AAER 2000 mg/m', 4 7] ¢ Wl 23wt} ol BEAN S
¥) 220 mg/m, v 25FAC] HaPaEtAE 6 mg s.c. (k. FAtolE 2FSHOR F4H APA/AFA

o

O

o dt Ay ol
o, My

3

AA 6 21, B4 BET AL BN nab-ehshute] N3t ofHBA(ERHE) £Fe A

AE (VMO E S7F &= nab-2kztvke]al 81 0 pM, 1 pM, 10 pM EE= 100 pMe] opE (s
(ABI -007)9] E=Astel] 96 4 FelolE Aol AFStitt.  nab-ehupvie]dl Bl opH (S EEE) ] A

J 2YE Fris] s, A" VOMCE ClEw sdolFA-1 (Aelxyols ZHEAuE L vERA
(Invitrogen))= @Mstar, = ggmol thaf FHsIth.  olElw do|FA-1E FAsHA AP Ao v
o] Sake AN 5 9l W] FF A dmolrh. k= 7Ac] uEhdl whe} rol, nab-euivie]dl

[x

=4

o
o‘.ﬁ,
et

B h e
o
@

i
>

=

e 1 AR WHEE FANYORA Folg-olA AE A4S etk nab-ghstuloldle] oF AL A}
He ofHER(EEAE) 1 pM EE 10 pMe] sEoA FHEX @ronh, olReRI(EEA4IE) 100 plelAE
Wb A (NOVA, p < 0.000D). % 7Ac vhehdl mish o], of€lF BaolFA-12 YA AXE T
AR wBEG, ZAQ AL (AMEZA)S HEe] AEAY ozveblol os) FY BAdeR i
Wi ul-gga Bajelth, ZAIQ ANl w=FE Aolgls AEE oFo] ¥¥ BAL MANA Al we,
AxAle] PP ek, = 7Bo] vhehd vhel gol, nab-glsbriel e AISlel o8] GalE FPme] a
o ek Felg &4 AERA B4 Ui, oled @yme it %ol oF YHom on
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ofHELS x|t & FALeA] 17U Fol dAe-AHEE dlE2w vwhg-2s 9 ofH e (TSR -H Y H vk
2RE T4E SRS, YA 9 2 AxaT Axe EAd diE T4 Hks }Oﬂv} AakinZ Aﬂ:ﬁ—c
Y RYGE-ad ek o] Wz sty HEd o8 lsrt. &= 100 Z=AE Be} 2301 ofH AT F
AE)-HYE wh-2o A FF A AdAE FF 2F A FAF (B 10B) B AAAZE (E 10D)S Fukelel
o A-HYE dEz2a vk T 2 A E AP @ AakhFo] BEE A kgt (= 104 2 & 100).

AA ¢ 25, VEGF-A & ojul2~El(524H

~—

< BT FFR)-F =8 AFUW Ax=Ael FFE v,

HlE VEGF-AE & W] A Eo) zZHg3te] £ a“%ﬁé@; Z4=3E #al o}y el VEGF-A 83 (VEGF-R)E
A8l 2% Ao i) 23 4 gltd. MDA-MB-231 A|¥+= VEGF-R2E W& sl whA | HepG2 Al VEGF-
S wEsta, PC3 AEA F% A EE VEGF-R1 2 VEGF-R2 & t} H&stgitt (dolgts LAlehA] &2).

ofHEMH( T2 )-F5E AEZA ek VEGF-A = 3-VEGF A (oput2dl(5243)) aite Algw
ol A Alzol] et AE5A AA o8 Hrletdtt. AEE tdd Fme] ofHEehal (1 WA 24 nh o2 A
3pglrt.  Hgh, AMEE VEGF-A T offAvl(SHAE) o2 AYstal, ofHeii(E54x) 4502 A
Aot Alxs4S vttt &= 1140 EAJE vhke} o], VEGF-A] H7be ol (G S54331) ] Al ahy
NEEZE AaeAZT. dHR, ol A'(5541)9 Hrle ozl (E5d41m) Y Agad Axs4Ss 5

i=1

=]
RuN

[\

JIA AT (= 11A).

AR 2294 2494 S A%k BREAUG. AEE Q5 otz oHSRHERAE) B, VG-
A BE, ohlAE(ERHE) WS, ojMeMHESYE) +  VEGF-A EE oleMKERYE)  +
ohtARI(GEAE) 0% ASYh, = 1Bel AE vhsh o], olue(ERAIE @5 vmid] vy
g8 2R BF F5 FaAAT. VEG-A 9RO At g48 Tz £ F7h7 u, o}
AR(5SE) wRel Arhe 948 ERuUd £E ot gaAAT.  olHAHERAE)-AeH ALl
VEGP-AS] @7be AESH EvHE g, olushHERE) wSel v G48 2aUsl b o wgt

A

— ]

FREAHERRI)-A D H AL olAR(ESYE
[

dR) wmel wls) AlxsA advr S7HE S-S SEet

AAe) 26. olHFAH(FE4RE) (ABI-007)F} oMutA®(FTE4R)Y 23 MDA-MB-231 T o|Fol A &
oF AAS ZFAaA It}

o= L=

[e5

>,
>

|2kA-3kd MDA-MB-231 <1 oF = (nu/nu) vH-29 IHEE A 9
oldatgltk. HE £F 3|7} 230 mrel o o, vhe-2E FARR 5 viEle F=R olFo
FI, @F, FHEAM(TEER), oMtAR(TEER), EE BRI (THEE) I OFH}*F/](%—%
Z=
€l (

lﬂ

L
+
e

DX

o_|>: ™
S|
ro o

oz AFYT. oPHEAESAI)S B wr 2fo 59 B Y 10 ng/ks/LS 15 7
2 Fofsigint. ofHEMbeY] 2 F7] Fo] & ofubARI(FH43E)S 2 meg/ke, 4 mg/kg HE 8 mg/kg4 5
2 65 S 23] FAslorl. ofulaEl BEL 4 pg/kge] FoZgoz %3 aWe] npoAg) Bt
dell T3t w25 T A 2 okE SA4d dE RUEHSATG. de-HE Rz Fi
& FI7F 2000 miel o] =S W vhg-2E I YA

mHuF

off > ofb N PN U o Hu
I

X5
ou A
A ohtxR®RelF| g s | %TGI | #A HYER
(mm’)
A = 2391 £ 432 0
Sy 117 £ 38 95.11 0
(ABX) -
oput~" ® 4 mg/kg 2089 % 251 12.56 0
ABX + 2 % "
opp}2e® mg/kg 13842 94.2 20 (1/5)
0}3}‘2‘;@ 4 mg/kg 60+ 17 97.49 40 (2/5)
0}11?}]_3,})_(;@ 8 mg/kg 36+ 16 98.49 40 (2/5)

ojuy gt Ao ME Fgo] BEEA gt TF A JAE (16D Aldxe] Bd TF F9& o
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A5 SN e Bt FF Pk magoms AN, £ 5 % £ 120 £AH Hsk 2ol 4
ne/ks ool bl iRI(SEAE)E ABE T AL fosh A BT (12.56% A&, of
B (eHdE) 2 OFBF H(e548) £ a2 TF oAAlEe] 94.23% WA 98.49% %A opat2®l (T3

=

o 7R Ha Fojgke] olu (S5 E) T ofuf~

= F5 3 AFRES AT (97.49% W= 98.49% %t

W), OtHERHESRAE) U ohtAR(5E4E)Y 27 ALY vhezolA FUS HY
2 5 25 Yepdo.  olEERi(EEAan) 2

2 Agd vk 15 u}ﬂ = 5 vk (30%)& ¢dd T4 HaAS Y, v

e

Al 259 Z)AE wkel o], FAIFEA-LE MDA-MB-231 Q1%+ Fe o]FelAAS AAH = (nu/nu) PH-
20 Tfrsw A = R sholsdy. B % F7F 230 mel o]2¥E wf, vhe-2E FAHE S
npele] FER olFoll IEE Wi, @5 (0=10), oFEFA(EIHLE) (n=5), oMIARI(EHERE) (n5),
Ee obHERN(E AR I optAR (AR 23 (n=H) o2 AHesgin. O}E%&(%%*JE)% s
= 2feor 59 Tt vid 10 mg/ke/ LS 15 HACE 2 FUIR FoSgin. ofHEHAY] 2 7] Fo] F, o}
PR (S E5dE)S 2 mg/kg, 4 mg/kg = 8 mg/kel] FAFOE 65 T4 5 23] Fosigltk. oA E(E
4 mg/kge] FolFow £ QWO vhg-oX et FAFd Al TS, vhe-aE T 4T

o TF FI7F 2000 mrol o] EXE wf v

[
i
E
o
>
b
i)
2
i
=2 1y o
o
©
K
N
S
o2
&l st
&
2

X6
Y Aol 3] o]
®
A RS wws | PR g e PR
. 10710
A5 g 2T (100%) 7/10 (70%)
®

°}(f§%‘ 5/5(100%) | - 4/5 (80%)
Sr=a® | dmelkg | S5(00%) | - 305 (60%) NS
o ge | 2meke | 5/5(100%) | - 1/5 (20%) 0.045
O}Qg(;@ amghke | 25 (40%) | 0022 25 (40%) NS
0}3}}3};@ 8mgkg | 2/5(40%) | 0.022 0/5 (0%) 0.025

I 6ol EAIE upe} o], olHEANGEHAAR) TE EE oMIAR(FTEYNE) HEo R Ae AXE FEEI
] hva X

A FA A EA ZAo os BAE wiel o] FxARe] F dolo] W E A3 ayrl Ik 2
A "R ENE 7) upe-so A A REAA A e EAE JEpd. olH ek (EEAdR) Y onlaE
(5439 232 T4 dolo &l ot ans JSsAdh. 4 mg/ke P 8 mg/kge] F7HA Hir Tk
o otHEHGEEAE) E o ARl(TER) HwA zoje] W Eo] 40%=2 "oAKTH. (P 3k = 0.022;
714, P g2 FA(Fisher) & APS ol&std AFdwd dixzate] ztols BAFoZH F531%0 3, NS+
et 2SS UEhith) ofHERHSEAE) ¢ EE oA (SEAE) BES I 60 EAE upel 7
o] H2e] T Holo W E Ao AIUF YATH.  olBHFN(TFHAR) Y opav(TEAR) 2FL 1
dolo] W Ee FFS wHTE. 2 me/ke, 4 mg/ke R 8 mg/kgo] FoAF] ofHEHFTEAE) H o AHI(E
S43)Y 23 A T Ee] 47 20%, 40% 2 0% = "Rt

o
[kl
i)
SE,
=
fu
lo
of\
o2
)

o

1= = 130l Z=AjE Hiel RFo] x4 FEEolA FAH A Al ofs] H7E i
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olHEH (T EFE) B o AH(TEFE) e 23> WDA-MB-231 T Axe H=A o] (= 134) Z ¥ Ho
(3= 13B) 9] #ael frold adts Yehl At

AAe] 28, FE2HA YL FF vAER dEE SR

Bl
o
k
=)
o
2
|
-
it
o
I
=
o
g
k)
il
i)
= _m
e
©
z
1
=
<

5 (e5331%)) d=894d AAS
i Fge vAEd 2= (WD) E STHAITIE £

ok BRI Z a7 o sl #HAsGY. dEFega-n
= gZa et MES-SA/Dx5 o] Fo]AH &

MX-T o] Fol A3, whEelea-wghy MES-SA olFol AW, Hix 3

re oY of
dp o ok
o

F= 5 kel o] mbg-2R oo ] w& 77 xFele WA APTE (1) HE(F5AE) 13.4 me/ke
5¢ F¢t mid 13 Fo] ("qdx5"); (2) ofEZHEEFFE) 13.4 mg/kg qdxb; (3) oFEFAHEFAE) 30
: 2 ("PBS") qdx5= A, 3 A=, E

mg/kg adx5; EE (4) BHFHE B3] oated-gkEd o
B2 17985 A Zbsle] = 23] Hrledn. A2
Aol o] Fstatgitt. MWD T4 Foo] i 2 =

1428l T=A)E ule} o] FF AR A= MES-SA/Dx57} FHEE|ebd-ulgdols, MX-1 2 MES-SA7F shZ&] e
-9 Ao RHEY ERIHAT.  E 1bel ZAJE uke}t o], FF F429 A W7F Fhekaivh. MX-
$-, MVD7} 1.08 £ 0.65% (PBS)ellA 4.93 + 3.22% (E&(5=4%) 13.4 mg/kg), 9.03 + 13.0% (o}
A(EFAE) 13.4 mg/ke), F 9.18 £ 11.19% (olE 2 (EFH443E) 30 me/kg) &2 F7FaATE.  MES-SAS]
, MVD7} 3.96 + 3.68% (PBS)ellA 7.33 + 1.30 (B+&(524%) 13.4 mg/ke), 3.33 + 1.03% (olB (%
3E) 13.4 mg/ke), B 11.69 + 7.51% (OFEEFANFHAEE) 30 me/kg) &2 F7FsliTh.  MES-SA/Dx59]
d-9-, MVD7} 4.16 + 2.39%, 4.11 + 0.55% (S&(5F543E) 13.4 mg/ke), 4.13 + 2.30% (o}E A (SFHA3E)
13.4 mg/kg), 2 2.52 + 1.08% (o}EEt 30 mg/ke) =4 HAGeA FAHUT. IAEHHA-9E MXK-1 2
MES-SA Ethell A, F& 3o a9l WD S7F Abolddl A Az dAZ AJT (= 14a 2 14be] MX-1 3
I ¥ 14a 2 14b9] MES-SA =ES Hlw). EHE(SZFAE) 13.4 mg/ked 7 x99 olBEFN(EEZFAE) EE
PBSE 9] Az & FZeAd-l4d MES-S A/DxbelA F4 F3 4 MVDO #HATE3 Wk gt & 14bellA
His) e 3 2299 AVE e % F3dd tig WD doletE =AgTh. o] dloleke & el
e o] MaAFA T4 oﬂHt MVD7} S718Eelal (o] shEta el wkgste] WAPAHo] F/IEASES uk

>
s
M

oM, A7 whxur Gl 11 Aol = (D31
ol Al CD31-d FxA 9 WiE&E=R 7|E3¢lt).

12 o2
2
o

rué ki
oL

o
Fﬂa Oﬁ

o Jft oY T
o ox o _IE

AA 29, olulABR(SEAR)F olBFHA(FTEAE) (ABI-007)8] 2 Fole olBZAH(SEAHE) (ABI-007)
dsol ola) frE T AE feleAl AANT

FHEAH(FHGE) WF L WNAFET (PIARCESYE)) A 23] -3 BYL YANNM B

oh. ®F el wheb MA-MB-231-Luc Q17F ek ool AWM 4 UlA 657H e 4R FE (aw/mu) w2
(& 2xg4-dgly(Harlan Sprague-Delaney), tlefus AteuypEaE|2)el /55 AW = ("MFP")ol
TaolAE Ak, 200-250 mi 3] MDA-MB-231 FY¥S Tl vle-oE TSR 47 10 viE] FEE o]F

o7 6709 2 UFan, (1) PBS; (2) olH e EEAE) &5 (10 me/kg, A9 5o ("i.v.") qdx5);

O
(3) O}HPi‘?‘_(% i) O (4 mg/kg, F 33 HUU ("i.p.") FAIR 5o ("g3xwkly")); E (4) ofHE
AHEFAE) Ol o]o] oA’ (TEAR) o= AYsigivt. ot ABE(FEAR) Aule ofBHENGEFA4E) Y 1
F7] F8 24A7F Fo "W 9 0.1 mloel €HE 2 meg/kg, 4 meg/kg EE 8 mg/ke T
AlZste], 55 FF o3xwkly2 HEH] FARSIGITE. ofHEMHEEAR)S 1 BE 2 F

olulRl (55 ) 0%
Az FAsglth. 2 F7] ofnent FololA, ofmetat (10 me/ke, i.v. dd)®] FHA T RwA 7
T8 17U Fo T WHoR Fdgk B9 A5 (5, 0.1ml i.v. EBE i.p.

Tt tH& A A=

I S T (5
FAVE 247t ohHEH(ERAE) ¥ oA E(FSAE)S AU A3 HAF ol Folatsin,

7
T7H O}Ha*P(% %E) (10 mg/kg)O] 1 5710l v % 44s f9
}71] 1:1? ﬁﬂrﬁ. o AT JEIATE (p< 0.05). = 155 ofHEHE24%) 10 mg/ke 2 olu2E (5
%3 g oz RE o HoleE AA ),

v
.
=
o
~
-~
o
o
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AAle] 290 71A7E wReh o] MDA-MB-231-frel® S¢S Edebe vk AATh. 200-250 mi F-¥o] FYF

& X3tk U}—"r*e FARIE A7 10 vhele] sER olFojx 679 wre® ual, (1) PBS; (2) opnki~d

(T54%) &5 (4 mg/kg, F 23] 9 ("i.p.") FAF ("a2xwkly")); (3) obBEHE &5 (30 mg/kg,
)

p.
") e de5), T (4) ofBHEH(EEAE) o]o] oluARI(FEAR
) A= ofBEMHEEAE)Y 1 F7] FE 24X Fol /\]5}0}04 AE ZFBAZMA Ed F9 0.1 Lol
4 mg/kg FAFY oMIAE(GTEHAAE)S 55 9 @2xwklyZ HE FALSI T, 2 7] ofHE} Fo
tAo R (EF 10 mg/kg, i.v. qdx5) T3t dizwolAle 543 Wy

CEE Q. FANE 47 ofHEH(EEAE) % ophAR(ERAE)S AW A% BAW @

~

(oo
— K °-|>3 -
T

H
o=z Ay gt olufrEl(%

-

I
-
<

o
-
& @
gﬂ
¥2 B
o

& e ATE 4R g 5 33 Frksialvh. Hlol
s 4%) (30 mg/kg) EHE TF A o
(4 mg/kg) WHOR Ae|El wh-A E= PBS-FARE tiE2T SEellMETRE tha =23 SR ofE ek
7h 58 A A 25 Fol Tl ﬁW *3%6}7 AlFadn. iz, 2 719 of
)

o}L o
lo
o
12
flo
H
5
o

AAd 31, olBEFIHFTEHER) 892 MDA-MB-435- Luc’ -frele T

o
& 7H vk ol B 4

ABI-007) % ollAE(SEAE)Y ZF
49 9 dolg oAFT,

A A g A-B L S5 MDA-MB-435 MEF ("MDA-MB-435-Luc ") =] AloJ@H(Dr. Sierra, ¥l HlZAZy
FUAE ol = e Al 3] 71TE19123%, deg] EAEAEe vk, E3 [Rubio, N., et al.
(2001), "Metastatic behavior of human breast carcinomas overexpression the Bcl-x(L) gene: a role in
dormancy and organospecificity," Lab. Invest. 8:725-34]. MDA-MB-435-Luc A EFE= F= wze] o] =
Aol =mom, "HxHE=RZo Hol= it EE Y AEFTY wlY wiA= 5% Hol & A, 2 M

SFER, 1 M HFEAGESR 9 HjEe o}uli"&"] BEzd = JfE o]F alA](Dulbecco's Modified
Fagle Medium) & o]Fojzth. AX ©dZFS PBSE AlZe F, PBSE 24% 0.5 mM EDTAY] 3 WlA] 4% =%
NPomA, A 98 TF ALE FRSAT. AELE F 28 23 udsn, 24 thololLwmsds
Al A5} (Roche Diagnostics GmbH, ¢ =W 2F)2HE L] HAHE 7|EE o]&3lo] nlo]ZZet=ulef i3]
dnH oz APa.

3
o

o

(e}

=
&
=
to
N
o
I

MDA-MB-435-Luc’ ("435-Luc™) MEE 4 WA 65He] @ IR SCID kg2 (ehmY
)8 Eftew A deel s olMsigliet. 2 WX 3Lttt 72 FF AF S UA" AevaR SAsha,
D3] = Ddn/6 (2 F, D= MAA, d = 22470l we BF wulg Adebil o gekith.  435-Luc
2 & e v 3SABANS-HEE T FFE EFee vk o 2

et FRe ARG Al el wesiar.

EERS up-2E FEQZ 747 5 oulgle] HEZ o]FoF 679 o=

Lan, PBS, of (= % (10 mg/kg, i.v., qdx5), oMHIAE(TEAE) G5 (4 mg/ke,

i.p ), EE ofHEH(EHE) o] O}HV\E](CE*J&)OE Ak, 2 F71¢] ofHEAN(TH

)L 5Y AE FolEdial, FUIE Atoldle 1549 FAVIE M. olBEI (e EEE) 9] 157 €%
© &

de WEA-FH PBS 0.1 mlol &35 4 mg/kge] FoIH Toqé}ﬂ

N
o

e C
oo

>~
r_‘Q rir

. & 59 w9 23] ip.® FAESITE. dizdelAlE PBS (0.1 mDE A7 ofn % & 3E
2 ol AR(SRAE)S AT A3 FAG ol iv. EE i R FASGG. dold Wad a‘ﬂtﬂ Ae
slgaty] s, dxweld BdE FF FI7F 2000 miol ol2F & © vh¢sE SHAAATE. E 8 MDA-MB-
’ 3 SR (EERIE), SPPAR(5ERE), R oHAA(EERE) Y
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# 8
MDA-MB-435-Luct
A% opul~ga® % 53 % TGY' AA HHER

(mg/kg) (mm®)°
e 2020 0
ABX ¢% 369 81.73 0
ol 2~ GE= 4 792 60.79 0
ABX + 3 167 9173 0

opr=g®
P Eg Rye mw BdY 7 9 A7 29 $92 Ygag

S HYES 929 HA Y VI b Ao TG FAF FHelA SATFssAY Eom A= T

F Aol 1078l Ao

hyA
A

Fnﬂ

=z ] 4 ("IN") 2 S gz fHE 24 FEEA FAEEA E4&
SATdo =N AAHAT. Hzd 9 AE AAstaL, PBSE AlFeta, ZaHolAl AlAl ZEd B PUSF (A
avk(Sigma), VFEF)E e A2 LR &5 (ZZ v 7F(Promega), =T AIF ojt]<=) 0.35 ml ZFol
A dAsksiitt. ME FEs %’S—Eﬂﬂoﬂ oz AMAsAT. AR GIEY @A FEE HIYPEEE
(Bradford) 778 (Wlo]@-2}=(Bio-Rad), ZAz|EUYolF sFd )l 93] SAsItE.  FAl=ASA A8 AleF

=

11{

[¢]

(Z2W7F, Y2ZAF mius) 50 S A3y &8 10 wot £3star, 10x Hy 23S v wg=4
7] (HﬂE%E(Berthold) =d)E 01%3}04 AEsRet. 27 #AFEe] §le LR 459, 2 T4S ¥ g3}
A e w29 #fExd 9 o HE Wages A diE) Ak, AREEYH st e Ags
AA gE dd ng F Asd Ao 3 &9 (RLUUMDE EFEHAY.  Adole] ¥HES Hkshy] 9§,
w3} As7b wagke= (W 100 3 99Dl Hlal 800 F ©UF HE FEES Ao R HUEAY. WY
2284 AE: (BAHA 3 93] SHAor RlsE, dold Aol Wagterrt =4 Ad7ls3st
A HAEEE Ha Asol7] witel o] & Ausitt.  #®HxZd 9 # Hold Aol =g IAH
(GraphPad InStat, Z#=3= <= .(GraphPad Inc.), Z]XYo}l5 MHo|il) H= SPSS 14.0 (o 223 29
2 Q1ZL.(SPSS, Inc.), dEmolF A|7taL)& o]&3ate] A FE Al & TAA F94d sl H7F=E A

o}

WDS-MB-435-Luc £ A|Ee] Hol= AxA @ wo] 2x 2ZEo|A A A B ZAHozy Fola)

241) 4 mg/kgS Tt oSk upel o], tiRT 435-Luc EY-E3 wpSA9] 100%7F #H ol t
2 \bE ) g2l 50%Rke] XA Aols shHT (3 9)
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9
MDA-MB-435-Luc+
g=4 Ao
A2 ofut=g® uE EEEE] P
(mg/kg) NAA (%) |[Mae JAE%
HEESS 4/8 (50
ABX &% 0/6 (0). 100 0.01
oflaY U E ) 076 (0) 100 0.01
ABX + 4 0/6 (0) 100 0.01
o ~E1®
EED
A2 opup2gl® d g e PR
(mg/kg) NAA (%) [Hlag JA&%
=T 777 (100)
ABX ©= 5/6 (83) 17 NS™
oful~E g = 4 4/8 (50) 50 0.01
ABX + 4 2/8 (25) 75 0.001
[0434] i |
[0435] P eNdEa B 7 nfearREe] 107]9] dxd B %= H 2ZEAM 24, 20 i LIHE 3
H2a 500 F H9E Fdiste AES FHow Huledn. FUS EdEA Ze vhea 2Ho2REHO £9
2 100 % @919 w3 A5E yehgoen, o3 wMage=g dte] A gromRE st Ak
7 AF TN FES JF AA whex A @ gzd w9 dolE szl npgao) JfFEEA AAE AT
HolZ 7h7l mpg-2e] wMEg o A5 ote] EAEITH
[0436] UNS = goeH e, M E2E A oa BAE W A¥ET o] Holrt EARCR Folatx] 2t
o},
[0437] ol EA(SEARE) (10 mg/kg) E oMMIA”(ETF4E) (4 mg/kg) EF 435-Luc’ FTF-E3 ulg-Zofl A H Aol
o R A eA EatPa, FEIATNSHAE ol (FEAE) /ol E (S 2
3]
-

¥ &2 Ho
Ry ‘l-ru lo
o

BEAH(EE4E) (10 mg/ke) ©5, off~Rl(E3H4E) (4 mg/kg) o5, % S
(5543 23 a8 2% g=xd dols AT, olyd A=, olHEHFEERE) ¢ ojnfxdl
(5=243)9 28 aWlo] Fzd 9 ¥ Hol2 ¥ A 3] 9T = IS AAEY

[0438] AA o 32, olHEFA(SZAE) (ABI-007) E olut2El(524E)Y ZF§ 23S MDA-MB-231- == MDA-MB-

231-Luc -5l FRS 1A wpSaol WA 2 g dolE AN ZY

[0439] ®F W] wel MDA-MB-231 i 231-Luc MEE 4 WA 6 FHo| A au/nu v (B Adaq
e, olrjofulE QlrjojubEals)e] MRPol ol Alakgith.  zheFE], whesE wkHAZ A, 4 x 100 AES T
st AlE dEd 100 w0 R 50% "FEZAMatrigel, A2k, WFEF)S MFPel FAFsATE. 2 U#] 3dwith
52 2% 449 gAY AHsg 2483, A B3 = ddx/6 (2 =, D= A4, d = 287)d wa}
Zof Bu2 Aatalsyl o] gatAth. 231-Luc e FAANHA B g nlg-sol £AF ZAFS e
YAt &8 A=zl A wek sk

[0440] FA 228 B4 MDA-MB-231 (231 -Luc) ©]Eol AW S & APY E£U (U 460 m) o7 ABA 7|1

A

\=]
s T
A9 E N=5, 6 L= 79 4709 Fo& o], (1) olBEHSEAE) (30 meg/kg, qdx5) ©=; (2) ofup~#®l
(5343%) (4 mg/kg, A3 717 ¢ a2xwkly) &5 (3) 71¢] o}BAF (30 mg/kg, qdx5) E opuls®
(4 mg/kg, A& 717+ &t q2xwkly) 2l 28 T (4) 59 F3 9 PBSE A s}T).

L o
N

[0441] MDA-MB-231-Luc’ Z% AlE2] Hol
A BAHE SATgozA FAsGtt.  Holo] WHES Hrlsy] &, EF 4
Geel vlsl] 500 F E97F e FEEL ¥
Hoz selEe, Ao woses
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[0442]

e
H

!
KR

M

A

o]

N}

vhebdith,  whebA], ohn eSS AE)

ol

) (4 mg/kg)e]l =% Q¥ o] MDA-MB-231-

-
R

o}

3).
GIEER

2

) (4 mg/kg) ©Eol H]

olu}

-
It

At (= 6
=i
=
e

3}

[e)

A
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oa |

| AAH
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EH]
1A 280000
« zaoooo«—T—‘
=
T 200000
%H,u 160000
o
o 120000+
B
80000
40000+
9EZ CAl 005 0. 1 5
ABI-007 (nM)
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100
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M T 60
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B E
i 201
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1 5
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A
1C
F
=
)
&
&
’Fj; *
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A
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w2 A FE)

4B

200 8- G/2RE EF

E. 200+
w
T 10600

®
o 12001

| -¥- 2 H A B 1.3mg/kg

® 722l ABI-007 3mg/kg

* 7222 ABI-007 6mg/kg
T2 A2 ABI-007 10mg/kg

- MTD B¢ qdx5

%= MTD ABI-007 qdx5

nYM e Aol A%

s JHRIEZELUZRZ [
/)

0 i
a s

T ——y—r ="
w1 oW B W W8

—
50 55

3B

Y

29 35 im

!Z(KI]
2800

2400-{

g

g 2
s 5

OO+

- -®-MTD =& qdx5

- F/ARE 27

v FAAQ B 1.3mg/ke

o 7239 ABI-007 3mg/kg

o #2729l ABI-007 6mg/kg
722l ABI-007 10mg/kg

- 3UREES ELUZF l

~#=MTD ABI-007 qdx5

A
29 g& 47 AW’///# ;

.A'// ' v/’

1
55

PB 14 3 A& CEPY $

PB 1ut 3 A& CEPY #

g

1.24

0.6

0.6

CrE
TR
Tk

I 30 3 4 4 50 S
a

R/ EEY 2T

. AYEXE EL YRT

n A A g4 1.3mg/kg
91 ABI-007 3mg/kg

ol

Q) ABI-007 6mg/kg
9l ABI-007 10mg/kg
it MTD &% qdx5

:MTD ABI-007 qdxb5
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200X @
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u 5 - pA % 0 10 20 30
200X = U v FLE 200X B= 4 wAdH A=



Ed6
A G/ SR 2T
BB 2y 2 ¥ 2 EL Y27
e C: 72 A< g< 1.3mg/kg
0.0022 D; &2 ¢l ABI-007 3mg/kg
0.0020 - E: 733 <l ABI-007 6mg/kg
4 000184 =3F: T3 2 ¢ ABI-007 10mg/kg
= ' B4
oo MO
X' : —
® 0.0014 4 acx
" 0.0012 1
o
Hy  0.0010 4
= -
il 0.0008
wl 0.0006 4
T
0.0004
0.0002 -
0.0000-J :
H
EH7
7A
O 0uM =4
A 1uM =4
- v 10 uM S2e=a
_ & 100 uM Eelea
4
'F—P
22
<z
4
~ ”hﬂ
iy
g
g g}uto] Al Ko F (uM)
7B
Q 0uM F=E=4
A 1 uM FEEE4
vV 10 uM == =4
0301 \Eé © 100 uM 2284
0.25 =~ G
W o204 T
[l ¥
TR 154
N o
2T 0.104
N
~ 0.051
0.00
0.05 0.5 5

_77_

ZIHSd 10-2017-0016017



EH8
20
- 0o <25
£ \500. =/ -ABX (10mg/kg, qdxs, ip)
E = 23w} o] Al (40mglkg, 3xwkly/dwk
s -3 #gv}o] Al + ABX
1+ 1000
ol
Mo 50
":T' v L v v L v Al
0 2 4 6 8 10 12 14
ALY F dF
EH9

o9
=/ - ol B = 10mg/kg,qdxs,ip
37~ 17AAG 80mg/kg, 3xki4wk, iv
3 17-AAG + o}B 2t

%% 35 (mm3)
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-

—o— ABX 10mg/kg (2xqd5)
—— o}n}~ ¥ 4mg/kg

—0— ABX + o}ut2® 2mg/kg
~0— ABX + o}t~ Hl 4mglkg
=0~ ABX + ojr}2Hl 8 mg/kg

.....

EH13
A=A A FAEZGA &4
(10 2 LU/mg & A)
- - NN
-8R HEELEEY
*
&
1, )
%, %
< 04.
%, %
'70*,‘ \9{?90 &
v, £
£ %
‘7@+x 040 i(é\/
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% Ve
%,
%
&

Ho A FA H A B4
(10 * LUImg & 3)
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~ o

@ e Qi ‘9" g T

VEI

ot

aer
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MX-1

2% 23 (mm)

CD31%
e

a s 0N @

MX-1

o

1000

2000 3000 4000 5000
2% % (mg)

MES-SA

ZUhD 30‘00 4000 5000

% % (mg

- 35

—A- & 13.4 mg/kg qdx5
== o} B4 13.4 mg/kg qdx5
=0 oL E2H4F 30 my/kg qdx5

MES-SA/Dx§

MES-SA/DxS
100 7
75 LI ]
2
.
g5 501 w8,
HCEE
4 L
25 .
®
00 r v y
0 1000 2000 3000
% 5% (mg)
32 o
o
16
8
§ 4
8 2

5 , . , .
0 1000 2000 3000 4000 5000
2% 5% (mg)
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0 20 40 60 80 100
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