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FAQA FFEH A, D FENETE FFAR STk 9T, 1

& [Weidner, New Eng. J. Med., 324(1), 1-8 (1991)]).

B9 HA AAAE 22 T AES AU & Aok

[0'Reilly et al., Cell, 79, 315-28 (1994)]). AR, LdF ZTEEZA, 7] AAY] A& A=

G Fox F¢ HY L FHS oyt (A [0'Reilly et al., Cell, 88, 277-85 (1997)]). H3F,

WAPAA ] AAAE 5 Fdo TF3= A2 e AR AHAA (dF 59, ggam)d dig o9 v
ATt (d& E9o], &3 [Teischer et al., Int. J. Cancer, 57, 920 25 (1994)] #=x).
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S Bz A AE A% D Bael 286 pelss tod tuEe Sode Bz wle A
Blo] FHuvjztg-S o} (@ [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), 377-3871; [R. F
Paulson, Semin. Immunol., 1995, 7(4), 267-277]; [A. C. Chan, Curr. Opin. Immunol., 1996, 8(3), 394-
401D, @ad g2 JyAlE aA F&A4 (& 5], EGFr, c-erbB-2, c-met, tie-2, PDGFr, FGFr) ¥+

H-=8A (d|Z 59, c-src, Ick, Zap70) ZIUAl=A 72 4 k. o os 7IuAe BHdsAY A
o= X e st F, AF Eo] HId e EAWold ok wiF duld E]2A] 7vA o] AlojE A
Bo AFE AFS oplsteE Aow et dE B9, 39 AF AA £&4 (EGFR)9 B4 F7he= vl-&
AXZ #Hd, gt 2 %ﬂol‘@r%ﬂ FFS Fi1, cerbB-29] A TVt AU, dAY, Y 9 AT o
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374 AA (EGF)= AAUNA thFsh Alxe] S48 feata, 2o wids Az o] Zasirl. EGF
&A= 170-180 kD] w-¥H5 dewAoln o= ufg- vheke M fFoA HETFseth. A7 FEA G
AFZ N-Zek Erele nxg FElzasty o] ¢lar, EGFR Aex oz Adlsls= EGF Ao Agkstt. =)
9 B euigel A 71k o2l Fgo] EGF FE&AE LA 7] 7] widoll, EGFROl BAA o= Ajfel= AAE
AHgste] B f39 s XE3s stk dE B0, EGF FEAE off AAHotuF, AW MELT,
FHAE, SAF, AEG TRdE 2 AEdddA AidEE Ao® yeikth. #3-F¢ e gl EGFR Al
28S F8elee AlE YurH o R EGRRY uidt B2 d Ao AS-S Futeklth. ek, iy Itk
FA Foko] B3 AFE EGFR I H3y Mol o wr} =8 Z2F W vy} e JjA AE Aol Aud
AE BoFArk

=¥ (Herlyn) 5& n= E3] #5,470,5715 )4 EGFRE @ sl A AoluwES X 83817] 93 AP EX S
Mab 4252 AFE&S AT, dEH 5& F-EGFR A7 o AlEe A 2L F2S AFeAY gAE &
= &} = J A

& Aow WA HGRRe Sol4e 2 AEEH SEE
#olol 54§99 g Asshed a9 slen waddn.  MAaEendio 5 UF 53 A

5,558,8643. o 4] EGFRel] 7AAA o5 ZAdtsl= X84 -EGFR MabE 7§A13+9t. I B.F I (Heimbrook) &

v 53] A5,690,928 %04 wEde] XNRE I FEEU(Pseudomonas) -+ WELol 3" EGF%%

AR, B2k (Brown) &< M= 53] A]5,859,018%. 04 53] EGFoll o3 uj/w& Al
2 =
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o WES W ARES FF 9Y BE OF SARAR Amse] Yy FF F9 Et ool dold A9
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E 3 WA S AR PR ARl AA Feldth. e, W mE 3 FolP Fr)9) sehay
e B4 Y EF RAES oM & A

Mz2e AgollM, T2 H A (metronomic) 3Fstaw (FE-F3+
A TS L Qﬂﬂ] vl &3t W
Ho 38 FoF (MID) < =3 vaste] gt A<l
4, 2 54 9@ 2AL8 (dE iﬂ, =594 HAE GFsAY (38 [Bocei, et al., Cancer Res,
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)]). =XE 3}st ]szq oFE o] FAISE EYE Hol=X EE dF7} E}E
AR a8 A o Z HFgstE A ot B dollth. adelm Eeta, A< st
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38X 8 A

g eAe oE-E3A dihddr A3 FAAE 73 2 g FIE 2 Aom yehga, vlg gk
gt T Bdox ZFS IS TS Holn, T u§ HE Fojgfor A8 AH9ox: AT S oA
ok (3 [Grant et al., Int. J. Cancer, 2003]). Z2iuf, JSefetAe] ¢ & FH2 Q13 FojAd
TAZE "ok, AR, A A FellA 2 EEAOIAY ¢ &edo] &S B dEe, AT ddHe] &
HHolx] Et Ao AZsA E4E 5 Y. wEkA, 2 ARSEE dEFHEA AA (dE B9, BE
(TaxoD) (5F3AE))E 2L &8iA7]=d AU R EE(Cremophor) (5ZAE)E Ao 3}, o3t AA] W)
o FYREIE(SE2AT)Y EAQE 5 (53 [Lorenz et al., Agents Actions 7:63-67 (1987)]) % o1z} (¥
& [Weiss et al., J. Clin. Oncol. 8:1263-68 (1990)1)ollA9] % A Hk&3} AFAF o] oz A9
Al :VE'FAiiEﬂiﬂC (A ERE) 2 B 2ENS duFefe dar) Q). Eg, o R AHe s
o] B (SEAE) U AA v Ee] FURIE(SEAR)E dFeehde gandds S48 Fasiagle A
o2 HuFEoew, ol IAYERIFE(SIFAR) EL Wil AAsE A7) A EE e ok ofZo] FubEl

722 ststa S EAdsy] Hal ¢3S
Cancer Res., 64:821-824 (2004)]). o]} #
ul 2] 517 ‘1’%—3‘ Fa8 Aojo] o]de &9 4 vk, S, wa 53 F7l #12004/0143004%; WO 00/64437

e

1Nk Be Folgom AbgHofol
Z

B

OFHEN(FTENR)S HREZ(FTIAE) EL-FI7 YA &5x-2% gFedoln.

g R A g&(5543) % vugt ofp gl (E541)e g 2 &5 (& [Desai et al., EORTC-
NCI-AACR, 2004]), B Aol FHudS 51 [0'Shaughnessy et al., San Antonio Breast Cancer
Symposium, Abstract #1122, Dec. 2003])o|A¢] A3t 7jMo] velgdt}, ol olHiH(SEAE) W AW
AA (dE o], 747 g4 2 E4Hd (Taxotere) (53AE))d AMEHE iﬂEEEEEZEq@%mXEE
AE) 80)9 BA, Z/m= nAdd W AXE oA gp60/7H=EF(caveolae) & AMEStE SEW-7| A
HMZJ S22 olgo] 7]¢1& 4= Ut} (3 [Desai et al., EORTC-NCI-AACR, 2004]). F=3F, Ez'_ﬂﬂf"—ii
= o yZFggalo] IRl Agsls AL FsA JAsE A2 YEl
A1 714 el 43S wEA 5 9lvk (&9 [Desai et al., EORTC-NCI-AACR, 2004]).

rlr

o
2
o=}

i, o

IDN5109 (S 2Bt (Ortataxel))=, thsobs WA EdF (MDR/Pgp) & dAste TG AlEFAA 9 wat-u]
d s 9 P-IaE (Pgp)ol oA wiifol] AR dA 11449 At BHiteltt (3 [Minderman; Cancer
Chemother. Pharmacol. 2004; 53:363-9]). ©]o] Aoz 2&, IDN51092 A AHEAHA EA(SSHRE)
80 (FaHlEl(sS4m)e 4 Hs|E) oA AAstdAT. oE 59, vdx=dx ¢RN-Z23 gEgEa
(P EAHETEAR))S A5, it AAZEE ARSAPAE AASAE o5 AHGA FF di-s=o H
3 oA % gFo] MAEY (I [0'Shaughnessy et al., San Antonio Breast Cancer Symposium, Abstract
#1122, Dec. 2003]). Eﬂ(%% i) 80 Wk BHAF, FEEgdo] i vle A st e AstA SAlsH,
ol MAMEH T AE Aol gpe0 FEAE Fe EHEH VA e FEES E4AE At (£ [Desai

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

I
LN
A

3] (7F& AREZ:(autumn crocus)? F3|F LFUIU(Colchicum autumnale) 2 olZe]7} P=A Wigh
(Mﬁwnchmmglﬂwﬂ‘%iﬂﬁﬁurﬂ vl(Gloriosa superba)® & Y7tz o|=9])o] £k T4 20
A7l zo A HaEJk.  o]9 Fxof #Agk A X4 AF F v WA A

Atk (3 [Shiau et al., J. Pharm. Sci. 1978, 67(3) 394-397] #&=x). 3|3 53] F4, 2% 2
AZAA, BF F5E2A 2getal S54& Adste FAHEE 50 o

of tigh oo E¥E, X R AT AAH tgeA 2AsHT EbgE AR Al g &
et = 53 A9 AR oA,

QF3) A o] AR IDNG404E= AlaFetel B EXE R A2780-CIS 3 A2780-TOPo wial W& 7kzl 17t
A MBS (subline) WolAe] o] EAufjiLol] A=A, olejgr ade oF A& HIYE, S I &
FtRolEo et 22 vAEd &y, 9 AZEHAIY Fold ExolhmwgA [ JA| artet dAEo Yt (F
3] [Raspaglio, Biochemical Pharmacology 69:113-121 (2005)1).

B (e, &5R 29 S (olEEb(EEdE))) ] YA 2AEE2 A4 2 5% & velA
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AF oF 3 mg/mt WA SF 400
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FA <F 1 mg/kg WA <F 20 mg/kg
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mg/m' (AW, < 6, 10, 15, 30, 45, 60, 100, 150, 200, T+ 300 mg/m’) L Z-VEGF 3] 40 mg/m' WA
¢F 600 mg/m’, & E°] ¢F 100 mg/m’ WA °F 400 mg/m’ (JZATH, <F 100, 200, T+ 300 mg/m'); Y=HdAF
ZAE T g4F oF 3 mg/m WA ¢F 300 mg/m (AW, <F 6, 10, 15, 30, 45, 60, 100, 150, 200, ZE+&= 300
3.
[}

F
mg/m') B F-VEGF A °F 1 mg/kg WA oF 20 mg/kg (ellAW, °F 2, 4, 6, 8, 10, 12, 14, 16, %= 18 mg/

kg)olth.,  AF AAIFHoA, 7] WS AMAAA d=gdat 245 F =4 9F 200 mg/m' o] 2 F-VEGF
A oF 2, 4, 8, EE 10 mg/kg o) FoetE AS T}, AR AA UGN, S gtF e eralo]t).
A5 AAFE A A, F-VEGF A= wuAF (A, opuAR(TEAAE))olth.  AF AAGEH A, At
2 gFE Ao, F-VEGF A= wlubAl TR (dAd], ofulAR(FTEAR)) |t
7] W] A AAFEoA, Bl yxdat 2HE D F-VEGF Al AAAl FAlN TR, A W
He| AF AAIFHo A, Ux=gdat 2AE 2 A AT F5oR FojHr. g4 Yeddx 2485 2%
Qo ek 3 oAIHel Fo] AAE YAt ZAE F EFF 100 mg/m' WA 300 mg/m' (AT, 200 meg/m’)
Aok F 13 (dE &, W 1, 2, 3, 4, 5, =& 6¥vit}) FoJo} F52o= F-VEGF A 2 mg/kg WA 15
mg/kg (A7), 4, 6, 8, 10 mg/kg T 15 mg/kg) v 25vttt = O A5 (dE &9, F 18, F 23], £
F 33) FolE ¥, LR AAGEA, gre sEFagdo|tt, AR AAgE A, Z-VEGF A=
HHRA| =T (A, ot~ Bl(FE4E)) o)k, A5 AA|GHlA, Bk dFegAoela, F-VEGF A=
HURA| =R (A, olulARI(FTFd3E)) ot
AR A Gkefo A, BA Ywedat 2AE 2 F-VEGF A= A A A or FoHY, oF o, 4R
AAFE A, F-VEGF FAE FoIstr] Aol g4 gzt =S 1 7] o (dx1d), 2, 3, 4, 5, =&
6 771 o)) T, 1§, F-VEGF FAE oF 3F o) (AU, 4, 5, BE 65F) &% T 13| o] (d
Ad, 23]) Tt A vdnedx 2A4E (dAd, S/ N dedx 24E, dE B9 ofrE
AHESAE)) 2 F-VEGE @A (A, HupASFE, dE 5o offAr(5ES4E))Y 23 Q¥ g 3
AA A1 Fo] AL Yxda 2A4E T B 10 mg/keS 5Y & Wi 15 HEo2 2 7] Fos &, g
VEGF A 2 mg/kg, 4 mg/kg, T& 8 F 23] Fosls AS XIS AR AALE A,
o) ot
3]
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AR e A, Babe T )eltt.

AR QA FEAA, olreabel FEFE oF 80 me/m A oF 150 me/molar, WEAIFEE FEFE OF 10 ms

/ks = oF 15 mg/keolth. Q% AAFEAA, ofnehie] FEFE oF 100 me/molth. A% AAFE o)A,
o w) pFhe wi v 3Fvi gt

o o
T = ar

/kg WA °F 15 mg/kgolvh. A AAIFEjolA, ofBEike] FaFL oF 260 mg/moltt. AF A
Sate v aFvich Foluch A AN Fel A, WuAF e FRFS oF 5 ng/ke WA o 1
Y AN G A, WA FEFE F 15 ne/keolth. QY AAFEAA, WEAFEE ) 250k

A5 AAjFEH A, (1) B4 F &x diido] ¥3td YwAs st
F-VEGF A& MA A Folste AL
350 mg/m'o]liL, B-VEGF 3A|9] @A aFo
71 MANA SAAE AE (oA o, dE
A 2AAE T gAY FEES oF 80 me/w’
mg/kg VW = 15 mg/kg 27 20 mg/kg T
oF 100 mg/melth. AN AAIFE A, i 3
VEGF A= w) 25wl e v 37wttt Fodtt, A HAIGEHC A, Yzt 2AE F gl
ok 170 mg/m' WA <F 200 mg/m'e]aL, 3-VEGF Aol 2 I3

7 20 mg/kg mlRrolth. AN AAIFE|A, Uit F
A, Y=gz 245 F et FEHS oF 200 mg/m WX
mg/kg 23 10 mg/kg VW W= 15 mg/ke 23 20 mg/kg
ko]l fraEe oF 260 mg/molth.  AF AAGE A, Y=gz =
AA Gl A, F-VEGF A= w) 25with e wf 3Fwit; FojEth. A7) WHES AU HAIGEHCAA, -
VEGF @A) fFasdS °F 2 mg/ke, °F 4 mg/ke, °F 6 mg/keg, & °F 8 mg/kgoltt.
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AR AN FEAA, B el el QY AAFHAA, B wude drmoltt, Ay AN g
A, Bare Seigdels, WAl wulde gyl A¥ ANGueld, dPUe A7 AW Lol
Qi AAFEANA, B R A wude] TahE vheddbs ohulelth, AR AAFHIA, F-VEGF
A WMEAFE (5, ot R(SSE)elt, AR AAFHAA, B R BA Bude] TgE thedd
= oolneatel, GVEGE FAE WMMAFE (3, ohlAR(5RAE)ol. A ANGHelA, chuehie

9
k!

)
FaFe oF 45 mg/m’ WA 2F 350 mg/m’ , H¥RAI Y] f 332 1 mg/keg 23 10 mg/kg W]9F T 15 mg/
kg 23t 20 mg/kg vInrolth. AN AAIFEOlA, ofEEite] fAFE oF 80 mg/m' WA oF 150 mg/m'o]aL, H
vhA| o] S EHS 1 mg/kg 2% 10 me/ke PIWF X 15 me/ke 27 20 me/kg mwbolth, AR AA|Ej A,
ofH ke fEHS °F 100 mg/m'oltt. IF AA[FE oA, olrEte F= 13 FojET). SR
AAGFE A, wupA T o) 25Eeiey e ou)] 3Fuit FoETE. AR AASE A, ofrEtY fage
oF 170 mg/m' WA F 200 mg/molar, WWIAIFEHS] a1 mg/kg 23 10 mg/kg vwh B 15 mg/kg X3
20 mg/kg mRkolth,  AX AA|FEjol A, o}lB AL uwf 2Fwit} FoHTE, AR AAFE oA, olH Al H
aFe 9F 200 mg/m WA F 350 mg/mo)al, WHIAIFETY] FE%FS 1 mg/kg Z¥ 10 mg/kg MW E+= 15 mg/
kg 27 20 mg/kg vwboltt. AR AAGE|A, ofrEte] FEEFS OF 260 mg/molth. AR AA[FEH A,
ol ikl vl 3Fwich FoEr. AR AAIGHO A, #ulAFHe v 23wt E= v 3Fwth FojE,
A7) HEY] AR AAejol A, wubAFEe] FEHS oF 2 mg/ke, °F 4 mg/kg, °F 6 mg/kg, L= °F 8 mg/

kgo]}.

“,
2

O,

A7 BHES A AAGEHAA, FAG AFS ok, A AAGH A, ] e e, #J, A
A, dAaY, =5 SAFot. AR AAGH A, fd2 ol fdeltt. AR AAGE A, o]
A fabele ctERAo|EY W/ Ehalow R AAYEAT. AR AAEolA, HSe v-4AE ¥
oF (NSCLO)oltl. ¥ 2AjkefolA], NSCLCE A 111B Z/%=E A IV ¥

FaF 2=, 2 (2) Fa¥
Eabe] fFra®e oF 45 mg/m WA oF

- = = ’ =1
350 mg/m'olal, B-VEGF &Ale] fa%S 1 mg/kg 23 10 mg/kg vk & 15 mg/kg 23 20 mg/kg wlwkel, A
7] RAA T ol (dlid, fFEek Hel)e] oA wh{ol AlgEch. AR HAIGEHCAA, YA 2AE
% gale) FEFHS 9F 80 mg/m' WA oF 150 mg/mrolal, B-VEGF 349 Fa%S 1 mg/kg 23 10 mg/kg ]2t
W 15 mg/ks 23 20 mg/kg wRkelth. AN AAIGHANA, YA 2AHE F A FEZS oF 100 mg/
melth, A AAGEHAA, YA 2HE F e F 13 FoET. A5 AAGECA, F-VEGF A
v o 2Fvit; T ow) 3Fvith RoEvr. AR AAGEHAA, Y=g 2AAE F gt FEFS oF 170 mg
/m* WAl e 200 mg/m'o]al, -VEGF A9 FEHS 1 mg/kg =3 10 mg/kg VI = 15 mg/kg 23 20 mg/

=t

w r

o

kg wlgkelth, AR HAAGEH A, Y=gt 24E F Bk v 250t Fojd
WA 248 T A FEFS F 200 mg/m A °F 350 mg/m'o]al, F-VEGF A9 f&
10 mg/kg W9k FE+= 15 mg/kg ZT}F 20 mg/kg PRkl el A, Yzt 2HE

. 5 AN A, Y
SaFS 1 mg/ke =T

F garel HEZ
o)y
=

1

2 9F 260 mg/moltt. A AAIFEHAA, Y=g 2HE F GA b 350t FoFn. 5 AA]FE ol
A, @-VEGF A= vl 253wt e o 3wt FoiEnh. AV W Ee] AR AAFE A, S-VEGE A<
FraH2 oF 2 mg/kg, °F 4 mg/kg, °F 6 mg/kg, T+ F 8 mg/kgolth

A5 AAGH A, a2 sFgAoeltt,  dRE AAFE A, ©A] el dEulott, U AAGE
A, BRARS gtE g Ao, @A ghuld e diulolt, AR AAFE|o A, dETE Q17 g dRviolt
AR AAFE oA, EAF H @A dildo] 3w YRl olH gt AR AAFE A, S-VEGF &
A WAl (5, oMlAB'(S5dR))elth. L5 AASEolA, g4t 2 & ddoe] x3e Y-t
= ofrgitola, F-VEGF AT HuAITYT (5, oM AB(5E5AR)) ot dF Ar|GHolA, olrehite
FaFe oF 45 mg/m' WA 2F 350 mg/molal, WIHIA|FEHS] a2 1 mg/keg 2¥ 10 mg/kg VW == 15 mg/

o]
kg 23} 20 mg/kg wlvtolt}, AR Ar|FEfol A, ofB it FaHS oF 80 mg/m’ WA F 150 mg/m'o]iL, |

ol
off

Al o] S a3 %S 1 mg/kg 27 10 mg/kg BTF EE 15 mg/kg 27 20 mg/kg mvho|th. AR A A kA,
ot gate] HEFS °F 100 mg/m'e]tt. AR AAgEolA, olREte F 13 FojEU), g
AA e A, HwlA TS o] 2Fuigy e v 35l FojEuh, AR AAFE A, olB et AT

(e}

ok 170 mg/m* WA °F 200 mg/molar, WHA|FHO FEHFS 1 mg/ke =3 10 mg/kg P9k T 15 mg/kg =3
20 mg/kg MIRFe|TE, AR HAAGE A, ofHEgkE w 25wt FojETr, AR AAIGH oA, ofBHEAe]
a%e ok 200 mg/m' WA 9F 350 mg/mo]x, HIHMIAFHY FEFS 1 meg/ke =7 10 mg/kg VT EE 15 mg/
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Al FEfell A,

W) 3Fei Eolg),

2 mg/kg, °F 4 mg/kg, °F 6 mg/kg, =X °F 8 mg/

]

10-2009-0087906
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=
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=
E=

ok

IR el A, WA e o) 27 vi

AP AT, HEEA RS e

3 20 mg/kg V| Rtoltt.

=

kgo]t}.

kg
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20 mg/kg (ofZAdH,

=2 =
= =
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1 mg/kg WA

400 mg/m* (of|ZATH,
A oF 1 mg/kg WA F 20 mg/kg (W], °F 2, 4, 6, 8, 10, 12, 14, 16,
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12 mg/kg)olth.

of oF 1 mg/kg WA °F 20 mg/kg, ©l
o ¢k 100 mg/m’ A

o
-

TC
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1
[}
¢k 3 mg/m* WA F 400 mg/m' (7AW, °F 6, 10, 15, 30, 45, 60, 100, 150, 200,

= =
=
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E
=1
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kel
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EFA
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~VEGF
15 mg/kg)

R E
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-VEGF
/kg (W), <F 2, 4, 6, 8, 10,
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EE
18 mg/kg);
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A <k 1 mg/kg WA F 20 mg/kg (AlAW, < 2, 4, 6, 8,
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VEGF 2
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Yl : 25 mg/m®
L5: ABX: 125 mg/m®
gl : 25 mg/m’
REE 4L F FoF
. ABX + ABX: 125 mg/m® qwk x 2/3 A4 1wgggﬂj§zq
- | 24ETHES4E) | 3429E295): 825 mg/m® D1-14 o A
A=AESAD Gk T 4 2409 14 2449
MBC % A% +
ABX + Aol ji’a‘:z{"“ ”L‘z
3. dEgAte 2 oot ABX + SAES4E)Y
o = i g 4448
HER2 &4 A ol4
ABX: 125 mg/m® fe gt gxdA
ABX + . A4 F% nab (==
& Angy | A 1000 mg/m2 e ¥3e AW-HEA%A
qwk x 2/3 (nab-3+Z 2 §4) 3%
AN & 28
239 14 4849
; ABX + Aol ofREA(FET) +
) RR2): e GW 5720169] /114
AY4 19 F5L¢E
g gAY uF
ABX + ABX: 100 mg/m® qwk x 3/4 Ay Ay ofR FH(FEH)
8. ey 2 5}€14:1000 mg/dol A A% E%% Fod ¢A Az
(X 291) 29 A7 @3tEl g
getaizs gad g
1% 5% 35 47
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. = AT 24
- iy 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
GE=3E) | JaeEsdn) S48 9349
ABX: 100 mg/m® qwk D1, 8, 15 Az 94 AolH Suet
ABX + H2REdR:AUC =2qwk D1, 8, 19 A4 Bl A9 ofuFH(HEH),
10. | st=nzdds - 5 e o2 R(ES 3 E) 3
(+oputzg  [PR2RCEE4E):10 mg/m” q2wk| (HER2-, ER-, sEnzadd 14
(F54%) PR-) dA4 4 B4 AT
ABX: 130 mg/m?® qwk
+ ol AU(EE4E)
o
ABX: 260 2 q2wk Aol g 1% HER2- &4
TR o Bl G2 e MBC 0149]
PHEEEEAE) |+ opihau(5348) 3 ofet 114+ Q4N
Ll
ABX: 260 mg/m® q3wk
+ OLAR(E S E)
. 2 13 MBSO A 8] ol
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 4244 BAE 24
BEGERD) + PI2AEILE) i 2249 14 9444
qwk
ABX + A6 Aol gt dg
VRN ET ECTCERE) :,&l;j 114 o2 2 (3% 9)5}
+23Ey ™ AAZHEEYE) %
gEd =%
's ABX + ABX: 3000 mg/m® D1 g3wk e 1@%%;’11‘";{2}%2*&
’ AN g 1250 mg/m? D1, 8q3wk] e @ o} Iy @7
4 A94 3L g
4 5 2 3
16. | ABX + RADO0OI Ao W&Zﬁﬂg?”

/g A+
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@ x| Py a7 2w = AL
e =% qA /57 e TEEZ AE
ABRs e ohREH(FET)H
17. | suees f49 +AEGSAR)E
FHE(FEEE) z28% 4 AT
AC+G-CSF q2wkx4 ]
ABx+ AC+ | % 27 99 f3e
Q - 3 o E
18, G-CSF | ABX: 260 mg/m’ q2wk x4 g | e
G HARGEEAE)| (pRo+ pisol g4 + = (J};ﬂ) Fe
LERICER T
29 %o AC + G-CSF
ABX+AC+ | 4 oot AN chuza
19, G-csp | T ABX kL (EH)9) 14 A
(+ S ARG S47))| HER2+ pise] 3 - Bz 9449
+3AR(TZHE): qwk
AC ¥ ABX: 260
mg/m*
- [
20. ABX+ac | H Bz Pyt
AC ¥ 9E(534E)
Rx Zo] 16 wks
gk A
- ABX+AC | ABX: 260 mg/m®+G-CSF F oFB A EH)9)
' (+G-CSF) | 92wk Bz 3 z4 5
Rx 2| 16 wks =2 AT
ABX + AC Z9 R ACH awpar-
22, | Gob2d ) apy (HER2+ pisol A9 ez qH BE fe AT
o R R L E) =
AC
i ~ anol- BIG A7 =% o 0
23. ABX+AC | ¥ ABX e il S L
q2wk EE q3wk
4- 29 $o] 449
A4 97te ou) AF -
ABX + AC % N AC X 4 — ABI-007 X4
24 | (ABI-007) + *ae- Q2 WEBKS+
© | AC+ wgas | ABX 2wk x 4 BEaY et (G RAE)-
(524E) 27 e Ao
e QgAY Bz
detayozd 42D
ABX: 100 mg/m? qwlcx 12
5 220 94 fatold
5-FU: 500 mg/m® q3wk Yrda gRd 2g
A=A 100mg/r e ﬂf,;‘jf))(i 5?
ABX + FEC AT (= 2 294 $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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| : = AT+
on =% AA/% fr 5 E T2 AR
okt 1: ARz W AAE:
2000 mg/m®, ABX: 175 mg/m?, 2280 AP BE
ABX + =28 A 50 mg/m’ . E%@ﬁ%‘%@? E—}l ]
2. | AL | q2vkns apzay | JREiEANEL
WATIE e iz an: Aad: 2000 (GEA)Y 2% Fo9)
mg/m”, ABX: 220 mg/m’ 4 9444
q2wk x 4
ABX: 260 mg/m® q2wk +
ABX + HAA(FEER) - 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
28 FEREHY 9 ;]TEZ 2 Anz Fotawd
T GHARGESE) | AC F ABX + 2R EFY + i 301 249 24 ¥9
+ AC S (5= E): 4 944
ABX: 260 mg/m® q3wk x 4 F24 A94 fEgA
ABX + ) - otn (I EE) %
29. AAAEE (24240850 mg/m” D1-14]  Awzad  |sdqasue 14 Anzad
q3wk x 4 o A&
4 B4 I-II914 9
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
AZRERD L | 4 gacsan e Fed adozA
3 |9AEGRIE ¢ | | oo oe e Auze¥ | dF Ed2%5F ABI-007
PHEEAEREE) | 422 x ) 2 =R EaEs @
Fojs 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 GREZ2NE(ARH &

Z3e dul ARz ey d4Ad

_33_

ZIHS3d 10-2009-0087906



<179>

4 : A7 2
e z% AHA/ T e TZEZ A=
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 -
gy | ABXqukE ohi2AER4E) & AP e
oPAR(EERE) | qwk+ C 9Y & EE; Illg};l‘])ﬂr
34, +AC q - P LR
(+G-CSF) | B&E24E awk b A Eﬁ;ff];{
ol 2R(SE4E) T A qwk+ m&é}ﬁﬁ
cHd
fridet- frAA g g 2AE I
35. ABX+AC |ABX ¥ AC 5&&3@ Tﬁizsm A4
ABx ABX: 300 mg/m® q3wk A9 v-99 H-24 X
M EaE - AUC = 1% ohe g Bt A e
36 =R Zed + AEREHYD : AUC=6 q3wk A84 NSCLC otnHAET),
HEREEAR) | ancesas) 15 mg/kg senZeld L ohukag
L EF=45)9 ¥ ER
T 3 48A44
L1: ABX: 225 mg/m®
12: ABX: 260 mg/m®
13; ABX: 300 mg/m’ i A4 o-24X
ABX + . 13 Hstol A9 ohmetat
37. P FZE 1-4: ABX q3wk AYH NSCLC | (459) 2 =nZael 9
ZBE 5-7: ABX WF 4 54 ou A7
FZE $: 2R EFH S AUC=602
2ANT 7599 #7F BR 3wk
SR Eed  AUC=6+ABX
- }ABX +a]-ﬂ o i ;} 3 5% -
: IFERE Z NSCLC 2
e n g AUC=6+944(5 3 4E) NSCLC 1% 24
1225 mg/m®
ABX: 100 mg/m?® dI, 8, 15
ABX + N = = 12 NSCLCdl A 9]
slznZad: AUC=6 gdwk 12
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, f%; mg/m® D1, 8, 15 qdwk A98 28 qﬁfzgj;iji;;
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
Ft2REebd: ZE of¢tol A4 AUC=6

¥ 43N
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ol 2 A4/ 91 sesg A |
o
A s ohueC4EH)H
42. ABX + = NSCLC ANE EE oju2g
ohAU(5 24 E) EE4me 2
R ABX + . o1 S AH(FE )T AP
| NSCLC 290 14 A4 4
B ABX: 225, 260, 300 mg/m’ ongAAEY) 2
= HERE :AUC=6 2R EEE AUC 6 +
s, | A=nEdas ik #e opl 2R (5 24 E)9)
oht2d(EH4E) | g3wk V% 47 (82 3+3 1402
+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) + TUE
AEAHE : 500mg q3wk (F=54E)9 /% 47
ABX & 294 NSCLCoI A <)
4. | grmea A ot Ed) +
N2Zeee) /14 44
L.
294 NSCLCY] A28
ABX +
A ofp (A E)
47, = 59 o d
4-&3;;;;})%&» A% WEN(E24E) 2
== AzEead Y14 47
P98 gAY 2AE
i3 ABX‘: ABX: 300 mg/m2 3wk SOLC sgtol A ¢ bR HAE)
T MERERR ) sepzan: AUCS6 qiwk ’ % AERERE I
PRk
ABX: 100 mg/m’ 3/4 A dagholA 9
49. e o i e dag ohuBACHE) +
f=RBAR | A2ngae: AUC=6 sengads 14 4448
s —
- ABIE gl 294 wade ARE
50. genzgu | ABX: g3w WA A% oprFEY) +
SEnEehe: E ookl AUC=6 Aenges 14 47
ABX: ABI-CA0344] % TBD 174 A Mo g g
— o AAE 52 A4A Y.
5t. senzdy B£(534%) 175 my/m’ dach Fenged AUCE +
HEREEY: ABX ) St2RZad +
= oot A AUC=6 B&(5E4E)
Fa4: Adglol AE, 4
o
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4 =% AA4/% T ad Zzeg A=
LES ] %3
ALY, 93 9y
] 2 sty A3 ¥ ¢4 BE
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
3 ohREH(FER)Y 14 AT
10mg/m’ g2wk
ABX: D1
) olu 24 E9)% 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
) FARGY 1%
¥ XRT/5%
5-FU: 750 mg/m’ c;:rv x5 o agcsEe 24
ABX + 5-FU + | A1=Z8¥:75 mg/m’® D1 Ao T BA5d5-FU 2
54. 2549 | 4 Apx DI AR NELLRERE
2oyl 224 2409 M4
F23 494 T= Aol4
FARG 174 A=A
ss. fﬂ';i]* 4 FARY opmecHED)T
AEA TS ZFe 14
Qe e JAAY
ABX + ABX: 100mg/m” qwk 29 AY4 29 FgoA
6. | gmpmpepa | A0 5-40mg FA% 4% 29 2 3hato| 13} ofa 2hat
= (REP)E 2848 14 A7
. ABX + ok otRZH(4EY) 2
) AE#E g 3% AETZEGEY 14 dFAE
ABX: 180, 220, 260, 300, 340
. ABX + mg/m® q3wk 444 ohu R ES)T
58 ANEY | A 1000mgt DI o ANHUE 2 14 4T
]
ABX: 100 mg/m? qwk x 3/4 A94 A ohu B L)l
55 ABX + PP [ A% a3 SA A2 AN
: ASEY §: 1000mg/dilA A% (X2) 7% Seuns 82 1§
2% 45 AT
Aol4 ZAFA
ABX + Aoy olnehikdE) 2
60. | opprucsaim) 247 PREENTCERS 3L
g a7
ABK - o4y ZAFS g
z L L PEE]
61. | ohhrRl(5E4E) il olnBHHED) 2
2524 E)
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il 299 14 47
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4 23 = AT 89
o 2% 4A/%A ox ZTEEZ AR
ABX + 94 119 A&B PS2 NSCLC
‘ﬂ‘/\]'/ﬁ /7}31%3}6 'ﬁ’E :F
b HEHAER) + FAA
ABX + ABX qwk + 2R Z8d +
5 FEREegd + | AL F NSCLC I aT
AR ABX q3wk + 7tER Z¥
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- ot FHEEY)
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Folebs WS Alwdn. 7] e As gy, I Ad, 3 2del isd vE 9 84 3 A
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= MID AT mE A, FHAA FoAolAM, 54 7I3del ZAH FE MDD A4S T3 29k FLdsd H
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e, 7 Tl FolEE S HAATIEA ARME Y/Es RIEE dgAIowA dgdEr. duidow,
2oy A T AAS T FoEHE Bk AACA o & Fgdn. A AR Foe w1 f4
Fol e vy FolRA ARE 5 v
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# 3
2 2% AR a7 a4 ZzEz AL
Hs ik
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Aol4 B3t 284 MBC #7414
1. ABX @& ABX: 125 mg/m® qwk x 3/4 Z“&"J W F ofn g FER)0E
‘T Azg ¥ AT
I # 2
. ook 1: ABX 130 mg/m* qwk P 15 Her-2-MBC
2 ABX ©% ok} 2: ABX 260 mg/m? q2wk oo 7o) A 9] 3-ofet 14
ok 3: ABX 260 mg/m” q3wk ECRk
Aoy g g
@A Fxa&
B350
ABX: 260 mg/n® q3wk LA
ABX 9% 44 Wi gz g2 ed) 2
= Aol 4
3. . Ll EELELSF )R]
Frza) e = o 5= @
4 ;175 mg/m® q3wk Jedgdd i %
A44 & A7) 9
1% Aod 739 A%
EA AT
ofet 1: ABX W5 A8 12 2 23 MBC|A
4, ABX @& obet 2: ABX q3wlk %%‘ A2 BAE B4 G
g 3 47 B 3-okh 114 A4AA
A4 & 1A, IIB, IIA, 1B
2 V(E27]) £
) A IA, IIB, A, | #3%E $E 94449
S, ABX ©E ABX: 300 mg/m” q3wk mB 2 1ve) $uo ARZE FFRYNCT) 2
YA 2 el
(ABI-007, o}224hg)
1% 4384
2 A 1% R84 NSCLCAA 9
6. ABX g% ABX: 125 mg/m® qwk x 3/4 1?\]].:6?0% opEt dd ey
/18 AF
ABX 260 mg/m* 13} NSCLCo] A4 9]
: s 3
7 ABX . 12 NSCLC ABX 9 14
o9 1: ABX q3wk 23} NSCLCel A 9]
8. ABX ©% obgk 2: ABX qwk 22 NSCLC ol g ey
Fd%TBD g 47
' k-
ABX:100mg/m”que A% HRPIA 9 w2 1
9. ABX &% Vs AQAY w3%F ofrH(FET)
E =} [) cq
ABX: 260 mg/m? q3wk Folel $A9 Y 47
12 AP A gelA 9
= AYPAQ
10. ABX ©5 ABX qwk ARG W ABX
i ABX BE ABX: 150 mg/n® qwk x 3/4 AQHY 14 Anzay 47
2%77) ¢ R
u % 14 ABX 100mg
12. ABX 9% ABX: 100 mg/m® qwk (F47] 912 AYAY (F47 99
g 23 HA/FA a7 24 ZEEg AR
we| =¥ ” %3 ]
ABX: 100 mg/m? (o] A o] }29)
a4 oo A=4 3
N X bl =
3] ABXER | spx: 150 mgm? (A1) 243 AR e ST
qwk x 3/4
ABX: 125 mg/m? AFRRY A%4 B2
14. | aBxw= e A3AF A4 4F Amol A9
qwk x 374 #e ABX] I} 4T
A9 dAHEA) A=E
15, ABX ¥E g 4% olugate 14 AF
u-d o ohy g
6 ABX ©E H-2 g A& 9% ABI-0079)
' A FF 4 9 A8 4%,
ABI-007
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oSl 242
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AAHE EFHeTh (ThFgk AAGHelA, 2AHor ojg ofFofF). A F&A = (A, i vxd
A=, oS Bo] M B3 45,916,59635; % A6,506,405%5; % & A6,537,579%5 2L W= B3] I A
2005/0004002 AlZoll 7]=o] Sk, 3trle] AFE 7wl Bilel] w1 spx|Rk, ThE oFE, d7dd etst
uko] Al 17-AAG, % olZAY E|F3] Mol % T HEEHE oz ofsHr.

AR AAFE M, 2APEL HF HAo] oF 1000 Y=rE (nm) ©]3f, oA <F 900, 800, 700, 600, 500,
400, 300, 200 2 100 nm & ©:= dh olakel YiedAE EFHett. AR AAGFHN A, ] Yol
7 272 °F 200 nm olsteolty.  AF- AAGE A, 7] Ydefixbe] it A °F 150 nm o]stelth.  AF
AR FHNA, A7l vd=gAre] Ha AE2 oF 100 nm oldteltt.  EF AAGE A, 7] YeqiAte]
2782 %k 20 WA °F 400 nm o]tolth. AR AA|FEHelA, V] xRS "Wk A oF 40 WA 2F 200

nm ofstolth. AR AAFE A, U dabs datd-of 2ot

il

del EAT 5 AL, T AAREH v
438 24 A, 9%, 958 95, ddz 959
gl 98 vEw g, Aoz o3

M= AL ofytt,

JE oble b EFsha/ At ul-otuliedte] AL el

ARG, 7] &oloe e Ao

Tl —

gof rwuAe 1Y
o Zele) (M wE
2 = Al o)

=]

5
= A S
2 x4 EE WE)e

2
A% 34, 2elzash, A4, obagsl, Qust =t Qe o
@ o, AF Fol ohulmitel 1% ool fA}

A (g Eol, mAd o) HE TR FAPES, R FYAN FAE g2 WPl
w3, welo] 7% gude AAdon w4 A, Z AAY (A, D owry FEHAY o
7 5

- =
d1 A, B dAdd A (7, g os ddEAY, Ee AR DNA Zlsel os dEE 2D 5 SdH

N

A A ede] ool do s dAA FdAoR B gl (dE Sof, 4FW, [gAs £9
b WgEREd, Addud, ojxxduwd B, dulit gl dg-2-AdIeEd, HRaREd, E
Ao, sE=dd, Q1A VIT, A=k VIIL, A IX, 1A X Fo] E3Eu, old Algs= A2 opd)o] X
g, AR AAGEA, wA GaEe v-ge) ad, g ARl a-SHESRY B B-HEIRE
dol A gAe WAoo we FHOR AxE F 9 A A FH A, Al F185 = FAel
TR, g [zt FF gFwlo] xdhen. QI I 4Hwl (HSA)E M, 65K 1 84 7 dd

olar, 5857]¢] ofmjimato @ o]FojA Ut} HSAE Aol 7 FRI gdalidoln | <zt g FRol=
AHEeke] 70-80% % ©@etth.  HSAQ] ofnial MY F 17719 ol3 stu, 119 f2 EE (Cys 34) 2w
d EHES (Trp 214)& ettt HSA &) Fuhf AFE-S igts &a9] o @ X gol izl A5
o Qi (& Eof, &3& [Tullis, JAMA, 237, 355-360, 460-463, (1977)] 2 [Houser et al., Surgery,
Gynecology and Obstetrics, 150, 811-816 (1980)] =), AlAJo} mlg]FRIEZ X g e &3 AZx
At} (= Eo], F3 [Finlayson, Seminars in Thrombosis and Hemostasis, 6, 85-120, (1980)] #=). t}
S EFR, oAy & FH &FRle] agET. Y] B-1ZF SRS ARRE, dE& 5o H-QIF XRHEE,

AAd 715 (elgbsE B wF)oA o5 2AHAES AMEsHE &4 A Ade = ot

ot

B

Az 3 LFT (HSA)2 o8] &4 2% H9 (5 8719 A4t HSAel Ui 2t=)E 7hAw, thgst
AE, B A4 % SAHeE " A SFEHR Ao (9 [Goodman et al., The
Pharmacological Basis of Therapeutics, 9th ed, McGraw-Hill New York (1996)1). 2719 1 2s}d A
& HSAY] AMBEZ=dRl HA 2 I11A el = AL=Z ASHA=, ol 54 2= EAd gig] Fade

A 7lssteE B2 7kl shdE Al B oolErd IVE e 1R A" 254 AT (dE
Eo], 53 [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)1, [Curry et al., Nat. Struct. Biol., 5,
827-35 (1998)1, [Sugio et al., Protein. Eng., 12, 439-46 (1999)], [He et al., Nature, 358, 209-15
(199b)] 2 [Carter et al., Adv. Protein. Chem., 45, 153-203 (1994)] #zx). wZFegd 3 T2y Zo
HSAd Astst= ez veiwth (dE 59, &4 [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.,
Arzneimittelforschung, 45, 1053-6 (1995)] % [Garrido et al., Rev. Esp. Anestestiol. Reanim., 41, 308-

b 4o
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Y=gzt S g (3 WTe] gpe0 FEA o FEE)e] 2FE HUEeTE ((E¥ [Desai, SABCS
20031).
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W ABI-007¢] A AL HE dew ad, QI3 HH% Xé‘g‘i W AE (HUVEC) 54 2 ¥ 94
Moz Frhgv. ARl el tEk ABI-0079] H Ao Fol#FE Balb/c H-FY¥ X3 vk (n=5/+;

o]: 1-30 mg/ke, i.p, qd x 7)< ZEZx N Yo +=3 U7 @?Aﬂi (CEP)9] F&& 4 AEZZAY o=
ate] AR} (3 [Shaked et al., Cancer cell, 7:101-111 (2005)1). ©]o}A, &A1 (qd; H=hul
NID (qd x 5, 1 5715 A=) ABI-007 3 S&E(e=dm)e FE¢ axe Bristar, SCID vk 23
MDA-MD-231 fr*8t B PC3 A o] Fol 42t Hlagte,

—

o JW -
ooNE o Hn Az

¢

A ABI-007 5 nMellA HHE dis® wAEd A, A7 WY Alx S 2 & F4ES A7 53%, 24% 2
5% Fds] AT (p < 0.05). FAAR] 8ol gk ABI-007] A ] Fojgd CEP SA4S 7|Fo=
6-10 mg/kg o= ﬂ&%ﬂ%} T ABI-007 (6 mg/ke)e F oFolA HulolN FF AHLe 4Ps] oAs
Rot (p <0.05), B&E(TEFE) (1.3 mg/kg)> 1¥A &3tt}. ABI-007 T+ B&(ST5YET)S & U 713
Hog glofe] A Z}ié FEdtA= @9kth. MID ABI-007 (30 mg/keg)2 MID B& (5S4 HE) (13 mg/ke) Bt
AR g T AFES AAAANE, olddl vl Ade AT AV vEEn SHEARE, FERAQ

ABI-007¢] &F% &= MID H&(S58®)e adtoh A
AE ABI-0072 A A Al Abed A9 A dagd &4 % FTd 24E e
2l 4b

HE dis™ el w4, 12-9 2A Y ZHolEE vEA (Matrigel) (WiAMFA=TF wl=x= 2A) Z
BEolglr wlo]lewt]d ZTRY = (Collaborative Biomedical Products))® ¥ 3&}aL, 37ColA 30& &<k 5
% CO,= AstAZT. FFdeWs 8-1059 7 2Zek1 =52 (Sprague-Dawley) BlEZNFE F53kaL, 1
How Adsla, wEA 38 4 A i 57t nfEAR Igsigitt. wEAL A2 F
of, IYEF EGM-IIZ Hi, 37C F 5% CO.oNA A QlFFue]dstiet.  EM-1I1& uF] A=
714 A (EBM-II; WEAE=F A2 &4 FEE 2~ (Cambrex)), B EGM-II E#H71E (Bulletkit) (FrEd
2)EA AgE W AE GG AR o] FojA k. o]olA], wieF wiHE 2% FBS, 0.25 pg/ml FEEH A
B 2 10 ng/ml ZEpfolilo® WZH EBM-1I12 BH‘LO*DP s s 1gE 4Y¢ st HEZ (0.9% H/EF
ql), FtEEAoln CEolE (CAL; 12 pg/ml), FEE ABI-007 (0.05-10 nM s+Zehd)S 3631 EBM-IIE
Aglstar, s5dAe #dslrt. A H 61”“46“*%1101 CAIE 44 dzvo=zA dioA 248 vhek sxr
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Fe FER ST avkelel ol AEAA £EW UEUS Agsel, 37 2¥e 43
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T 1A0] yEbd mhel o], ABI-007S FE-oEAl Wloz P E9 diFW wHdEH PSS HEEF izl
Hla) A3 JASAEY, 5 M (53% AA) 2 10 oM (68% AADoNA EAZR R Fm&dT} (p < 0.05).
ABI-0079] Z} o] EAste G719 4 WAFPA S JASH o),

o A 2] B4 Q7 uid AW 3 AXE (HUVEC, ZBEAX)E 37T 2 5% CO04 EGM-I1 ol 544
ATk, HUVECE 30,000 Al3E/del A=z 12-9 Zo|E Ao Algstar, A F2AE=E Foul,  o]ojA, H)
oF mjAg FolA7la, H|F (0.9% F/LHEW) EE ABI-007 (0.05-10 nM FEFEA)S Hiate MRS
HieF widS Zb Aol HUbskirk. 48217 Fol, MEE ERLlsiela, ZE&E (Coulter) Z1 AlF7] (Z2ET)

sl Al ZEEADE AFSink. AU A3S 33 dHESIT

1>

% 1Bo| YbER wle} 7ol Iz UlF AXE ZFAL ABI-007¢] 9JF) 5 nM @ 10 nMel A 27t 36% 2 41%7MA] 2
A3 A E .

Ny MED 4 B4, g9 9 &gol= AWE vfEy AR FES I, 37C 2 5% (0,94 308 <+ A3}
ATk, oJojd, HUVECE HI3|E (0.9% |/LH7) T ABI-007 (0.05-10 nM FZegA)S {3t
EGM-II el A 30,000 ME/A=2 ANW3staL, 37C 2 5% (0.0lA 16A17F Bk A5fu|o)dstgitt.  Q5fwo) st
Zo), &efo]l=E PBSE AFH3sla, 100% HIEHE Fo] 10% w<F AA 7], DiffQuick €9 II (2ol
Hiet23 &4 dgol= # &AL (Behring Inc))® 2% F<F A5t & A4S £X437] 98], 2.5x &
25 AMgste 7 48 gAY WAod #GIGtE. 9 S A dAE FRE 29Esitt. HE
223 (MetaMorph) AXE9o] (HAAdH Yol T-JEFE A4 UM o]u]A (Universal Imaging))S AF&
st A F=A2AM S 95 SAHNAY. ] A

O
r

T 1Ce YERR vlel o], ABI-007S 5 nM 2 10 nM = ThollA 75%71%] # S xpEtgiT).

& U9 AE (CEC) R 8 U9 AFAXE (CEP)E SATOZH ABI-0072] AU HA o YETHZA Folz
< AR 6-8FE e 4F Balb/cJ wH-2E FAR & o (ZF n=5): AHYHA &S o, WY 7Y F
oF o9& B3FE (0.9% FF/LEW), = ABI-007S 1, 3, 6, 10, 15 = 30 mg/kg S gz Bvhy 2
T2 FAE e om Ul Am 2o, " MES A WAR F5shaL, EDTA-IHr A d
(FAAT ZBEY ol &A ¥WE tXE (Becton Dickinson)) Wloll 38T, 44 f& AXEAHES

AHE-3e] CEC 2 CEPE AlFstitt.  (D45oll SolA¢l HuwFryd A5 AMEste] (M5t 28 AEES HHZﬂ*lii
o w2 9 mpAQL Blok 1k A1uAl 1/VEGE 841 2 (flk-1/VEGFR2), (D13 % (D117 (] E o5 bt
olal 2] BD w7l (Pharmingen))< AF&3le], CEC & o]E9] CEP MBAEES 7|&35%itr. 8 d4 (Z=27}
*E; gy ols 4k @A, BD #ulz)S Faste] CEC B CEP A9 A s Y e i e AxA
vagxe] 7hsAdS wiAART. AT &8 $ol, AME A, diaw B dEsE WA =S 3k
24 Alo]EE Agste] FACSCalibur (BD who]Abo]AAI=) 2 AE @Al s 37hatgich.  CEC % CEPS] W&
&% B487] Y8, Holk 100,0007H/ =L F58kdtk.  olo]A, CEC 2 CEPS] Hth5E, CEC 2 CEP AF

AEE AA MAT F2 Fohol £5 oMES WMEEEA ArdAnt.  dME AT WRee
gsta, A48 g4 dEwd wusidn. G4 A8 w-Sold W dand ke oz P,

7-obu| =otE] mmfol 4l D (7 AAD)E AR&-3te] A& AE

=

ol FEAA 9 AlE AEE A5

=2 74 F9F ABI-007% 3, 10-30 mg/kgo 2 HENY FoIste] W]-F%F ¥38 Balb/c] vh§-2oA] CEP 4=

F A AR SS YERdT. ey, ABI-007 10-30 mg/kge B4 A :mQl W TE £ Awst 7k

<} t}. ABI-007 6 mg/kgell 2|3+ CEP =5 #A7t EAZH R FonsiA+ Fxut, Mgy = 7Ha

A o)
AEDS

=<}

© et gokth. =R, FE A ABI-0079] tigh AW HA e BETA FolgF2 3-10 mg/keel ATk
3 Ao, Huhy ujd 79 B¢ FoIFk 1.3, 3, 6 TE 13 mg/ked] THHAHC BE(SENE)S AEIEI
CEP o2 93] ZAaAZIAE &2 W, 30 mg/ks oY FAAQ] BELE npg-2oq AZde 54 9 2
AAR AMEE of7|Elth. ddelA BAA R AL EE FAFe] gE(SHAE)Y HUh o= 59
oll FHEZ2(5S54%) EL v U gl a8 ofy|slal Axpx oz g g% g 5&
= oprlate Ao ol muEtt (F& [Gelderblom et al., Clin. Cancer Res. 8:1237-41 (2002)]).
oM APESE of7|elA] &2 A A BE(SEYE)Y TP (1.3, 3, 6 B 13 mg/keg)o] BEVE CEP
T WA= A o7k AWErt.  olglgt A9, 1AA HE(F5E) 1.3 meg/kee] U F
oA 13 mg/kes FoIg A dolatA] @& Zlolv. agmE®, Boh A2 FoAPEd 1.3 mg/kes HAEsto], F
& Ao mFeed o o FEYE(554%) ELY 4S HAFEH .
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T A QL B MID ABI-007}, T3 Al % NID BrE(e5431)9] T axte wusirt. A AHAg Al
ES PC3 8L IRE e AES MDA-MD-231E ofelEizt Bt A FHA (WAYol mhuAbz) ol 53613
ok PC3 AIE (5 x 10)F s.c. & 6-858 7 SCID vp-2 Ulol ARSI, MDA-MB-231 AIE (2 x 10)E 9
7L SCID ph9-29] Ef-sm AW = U2 sroldsgitt. i F F97F e 150-200 miol o] =5S
o, A7 s'Es FAAE 8 o (n=5-10/2) o2 Witk 2 e 0.9% fg/ SR HlEE diEd, A
Ry2(esdm) BL veE diaw, FAAQ HEGe5d®) (1.3 me/ke, H=Ul, qd), -1 ABI-007 (3,
6 == 10 mg/ke A, B, qd), MID E2(5543%) (13 mg/kg, 59, od x 5, 1 F7), =&

MID ABI-007 (30 me/ke HEHeledl, AU, od x 5, 1 F/DE Adstart. Tl £4 44< F 19 2«
A2 Zgsle] ¥uE Adsd.  An @, RE P9 weimvy A4 Az d9 4B
FESGT. CBC % CBPE ¥qo] 7% s ol A%,

T2 21 ABI-007 (3, 6 2 10 mg/kg)S UH%‘ 45 B¢ Huhy Foldle] MDA-MB-231 % PC3 T4 & o] A%
S 598 Mx{]o}oﬂoL} (p < 0.05), TEE) (1.3 mg/ke)e 1HA &ghvh (&= 3A # = 3B). ABI-
007 = g&E(s541)e & ¢ Ffzmog Adeje] AF FaE FEsAE &Urt (2 3¢ 2 = 3D). MDD
ABI-007 (30 mg/kg)& MID EHE(GS4E) (13 me/ke) Wt B EWAOR T 43S AP, ol v]
a HA4eo ®AQ e AT vk vebkkch.  ®=8 NID ABI-0072 A ® svbE] whg-s F 2nbE]s ofE
HE Fol F 6dAl A T sputell A vl FAE BT whelE Ao, 2448413 ol 3] E %]
o SHEARE, FH AR ABI-007 6 mg/kg®] FEY 3= MDA-MB-231 o]Fol4 el Aol MID B&(5574
F)o maztel AR (2 34).  TFH A ABI-007¢] FoHS 10 mg/keo B TUIANAL U F3I TF A
AA7F JERA = ghokrh. bR, #3191 ABI-007 PC3 o] Fo] Aol 3 ¥ 6 mg/kg FJHT} 10 mg/ks
(=

oAM o 2 FFFE vtes i 3B).

O

T2 AQ) ABI-007E MDA-MB-231 FY-EF vh92olx] Folg-olE WA o AEASH (P FEES 4
O A1), AEZFSE CBP FEE PC3 BY-XF vhgolA 2 H Q) ABI-0079] ojs) Folg-oEy dag
e O, 10 ne/kel AT EAMOE FovAG (= 4B). CEPS FFE T o]Folq muo|A TFHA
S(ESH)A o3 WATAE etk (= 44 L 4B).

L
Z248A A3e 93l PC3 TFS I F
3, @is HE F-vh9-2 CD31/PECAM-1 &
(1:1000, BD ﬂﬂﬂ% ]QH ﬂ4é~ﬂcﬁ1%ﬂ]HE (Texas Red-conjugated) 94 F-JWE 23 I
(1:200, #MAWYolE Y2E 228 AAld Y E8]=AF (Jackson hnmunoResearch Laboratories, Inc.))®

Aok, vl wAEeE (D31/PECAN-1de] i3l o= e Heo v EE vl AEZ e,

el EAE vAgEd A ZaskH &gdd. 4 Fdel gig MVDe Alo)x AR HE (Zeiss
AxioVision) 3.0 B3 @v7d G Alz=wl el 20x dER G189 7P 2dstA 949 3 29 Haae=
A YGERIAY. ZF vEE dx2a e ART 4 WA 59 Aolgt FEE BAEIT.

MDA-MB-231 F<Fell A, 2 A1 ABI-007 6 2 10 mg/kg 2 MID ABI-007 SAASZE fow|atAlE AR 1
AR A= (WD)E thh A2aAZITE (= 54). PC3 &dolA, F2 40 ABI-007 3 2 10 mg/kgs TAH o=
FonE A= AW WDE AaA7]E AoZ et (& 50). Su|EA%, MDA-MB-231914 MVDS} AE7Hs
3 CEP =5 Atolo] A9d A#AdA7 A48t (= 5B; r=0.76, P-0.04), PC3 EeojAE 22x &gt} (=
5C; r=-0.071, P-0.88) .

AAY W3 Frhg st Gl FAE HHE i wIdAA rtEYAE FEo 33 84S &
gttt  goksld, ANA AFRAE AF ARk (BFGF; W AESE wdlolZd A A4 R&D Al AHl=AL
500 ng/mlZ F23% vfEEA 0.5 mlE 0GA o 10578 4F Balb/c] vh$29] Gl s.c. FAEIAY. 3Y
Aell, s&5S FAAR 8719 o (7 n=5) 22 AAAT. 7 5 0.9% AF/LFR v E dE2a, YR
E2(FENE) EL W3 E v, FHRAQ gE5(5543E) (1.3 mg/kg, HF], ad), 713 A1 ABI-007 (3, 6
T 10 mg/ke HEYEA, Hu, qd), MID B&(F5FE) (13 mg/kg, AU, oqd x 5) E+= MID ABI-007

ong 2 2

o
2}
O,

~—

it

(30 mg/kg =4, AW, od x 5)2 AL, &4 dEao=A, FARRE ARl 5719 F7F 4
Balb/c] wh¢-2=o vREZA whs FARSIGIG.  10dAel, s FEol 25 mg/ml FITC-HAE- (v]F=e5 ]l
E Folx & Alavh) 0.2 mlE AW FAREIG. oo, EF &S Y. vEYA E8aE
AAskL, HzFe]2 (Dispase) (FAMFA =T HlExs A FHrdeolH= nlelewtd ZTryx)et 3
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37ColA WAL Aol Agt thg, FZSAIZATE. FL600 FFE FHE A5V (HEZEF 97227 &A v}
oleH A AXEFHX (Biotech Instruments))Z AF&3lo] P FAE5S 53PS}, P g4 Zea 33
T g 8% FFx9 vE2A4 9AFgAd vhES eI

FAE AT WAYYS B2 A0E e
31l1 ABI-007 3 mg/kg, MTD ABI-007, MTD 2 +f3
- Ho

T2 A1 ABI-007 6 2 10 mg/kgS FAIHOR %943“4] %
z}+7} TF B
A4 BE(EFA®R) o8 MAHA &= Z\_CL ATt (= 6). ol #Ee B 7jed FAH MWD

Al
)

AA 5. nab-5109, Yx=dx LRY-AF [DN5109 (nab-5109)L EA(SERHE) AA (EL(S243H)-5109,
2=2gg ) vF &5 A 2 54 ZAE 1.

W onab 71E& ARSEFY] YA nab-51095 Alxsta, #olA #F HAtew 5438kith. Pgpt DLD-1 ()
S 2 Z=AEA dis] iAol e Ao® dEA e - =@ [Vredenburg et al, JNCI 93: 1234-
1245, 20011) <17k UL olFoldel diEl, F= vk (n=5/)ell
of MTDZ utepd) 2—1 75 mg/kg (nab-5109)9] Fol&Fo 2 q3d x 4 AW
sholth. PBS 2 Iz ¥4 4R (HSA)9] izt = ARE-SSITh.

A7} nab-5109% HHF A7 Y=YAb, Zue= 119 om 2 A€ (Zeta) A = -32.7 mVE 58+ tt.  nab-
51098 44 WlelA 94 Bt Az B92 FEAZAAG. AAelA, nab-5109 (75 mg/kg, 3.4% A
) Bop EQ(EE43E)-5109 (50 mg/ke, 8.8% AT #AAh)E W TY¥ X3 FEAA O Hde AlF
7} A= (ANOVA, p<0.001), o] 50%9] T o Folgkola B slal, #2407 nab-51097F o 22
A4S 7H4S YERITE.  nab-5109 2 EQ(SEA4E)-5109 (ANOVA, p<0.0001 o uiza)el <3k A3t &
AA7F dE=d, nab-5109 (75 mg/kg) L EJ(SZAE)-5109 (50 mg/kg)ol sl zHzF 36 2 28Y HoF =
gl AAHATE. nab-5109% TF 4G Aol AoA EA(EFFFE)-5109 Bt ] @A o]ATE (ANOVA,
p=0.0001). =4 % &F WollA PBSS} HSA thza+ Alelo o]zl ¢idtt.

Al
=
a7

oX

2 50 mg/kg (EQ(EF3H)-5109, #
A)&3k nab-5109 2 EL-51092 AF

i o

o
O

1 o

AE Yx=9A dHEN-A3, nab-51098 AFH R Axste] ¥ B FoFdr EF5ta o HL 548 %
=, EAd(E5EE)-5109RY 50% © B2 FAFES AT 7 Ay, ozid By @2 FoFA, 75 mg/
ke (q3d x 4), nab-5109% EA(SE43E)-51099] H|al Pgpt DLD-1 QI A# o]Fo|2oA Ads] /fHE &

TS B

AA 6. Y=gt 432w AF (nab) o]FAA E]LZ3]H nab-5404, nab-5800 T nab-5801: o}HFAH(F=

4E) 4 ol xHZY FFF &4 vz B}

W onab 71ES AMESEe], Y9z WS Aok, A7 MK-1 LS G ES AREste]l Al

AEEAE Fristdtt. 72 wpgzoe] A &5 &4 (917 0129 A% 4 olFol4) S ol =zt

4 O}E%*L(%%*Jﬁ)oﬂ s wawaklch, nab-F3) W B olgl:H b ik Folg S AW ¢3d x 42
t 20 mg/kg, 30 mg/kg R 40 mg/kgRr, olEEMH(ETFHAAE)S o] MIDSI 30 mg/kgoll Al qd x 5E Foi3f

%%

Ax: AFA Bl F5| 7] oA E nab-5404, nab-5800 % nab-5801¢ ths] H 7] Zpye (am)7} ZHZF 119,
93 ¥ 8420 YxdAE FSEIIY. Uxgar dEde sAAZE BE 0.22 um FEHE F3 A58l
A Aol A, nab-54047F 3 AR = MX-1 (p < 0.0005, ANOVA) (ICs (pg/ml): nab-5404, nab-5800 %
nab-5801¢l sl Z+zk 18, 36 L 77) = AAU HI29 o]Fo]24] (p < 0.0001, ANOVA)el thal 7+4 7= &telct.
nab-5404% 40 mg/kg, 30 mg/kg L 20 mg/kee] FolFom FoA] FF Bul= 77 93%, 79% D 48%7HA] <
A=Ak, ¥R, nab-5300S 747 40 mg/ke, 30 mg/kg 2 20 mg/kg FOIAl FF FIE 31%, 16% 2 21%
7FA 9 A E Y a; nab-5801¢] WEAE 17%, 30% L 23% AT  nab-5404%, 40 mg/kg, 30 mg/ke
2 20 mg/kgo] Tl FFolA A7t 48%, 34% L 29% % AT ol Ztel T FU Ryje RE Fol
T olgmHZE T ¥ &l (p < 0.008, ANOVA). olHERH(EZAE)d Hl&l, nab-5404E Y
g AT AAE VIFo® F(W) FA(equitoxic) FolF (EID)ollA o ATt (p < 0.0001, ANOVA).
ZF Byl o]59 Z+7} EIDOlA nab-5404 (40 mg/kg, qd4d x 3)o) 98 93% 2 olEHZFAHSEAE) (30 mg/
kg, ad x 5)°l °J3 80%7FA] A= Atk

ZAE: Nab 71ES AF83e] 3 AFA ol=AlA B9 237 (IDN5404, IDN5800, IDN5801)S A=yl Folo] 23t
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rsL‘

U dat®2 ASAIZT.  nab-5404% nab-5800 ¥ nab-5801¢] Ml Al@atul R A UlelA e &
27d& 7HAT. nab-5404%= AT T olgl:mEHtEY A, AT iR A" T 54 F
A, nab-5404+= ofHEHEEER) BT AT, ©]E HolH= F7FE nab-54040] ATolA AAHG
AAe 7. oEZH(TIERE) U gAHHA(TIEE): 54 2 5259 44 A ¥
U oBERN(EEYE) B HAHE(E A4S q4d x 3 9om FEo] AlEE FE vheolA 9
Folg-mlel A ek Wiy, Fol# £ HaHHUEEE®R) 7, 15, 22, 33 % 50 mg/kg H ABX 15,

2k
[¢]
30, 60, 120 % 240 me/ke @tk Q7 WK1 FAS ) FoIHF F= vhioA 3F B F 18] 15 ne/ked F
ofte] ofHEA(ERAE) 2 BaHH(ERAE) FEY BYL wmeteirh,

ﬂl

El

Jpu
>
4

©

Ap: wpgo] B4 Ao, BaHH(SHFYE) Hd & FAF WD) 15 mg/kelal, 28 Fo
% (LDyo) 50 mg/kgtt. WHZ, ofR il (EF4E) MIDE 120 WAl 240 mg/keSiil, LDy 240
mg/kgTh. T AFolA, FEFIMESHFHE)LS TE Y A oA A FoAF ESaHE(TEY
B)RG 9 afHolAdrt (79.8% o 29.1%, p < 0.

O 0
o
o
=
=
=
(@]
=
=
~—

#)
QA Sadd (SR WY SRd. wa, ouety
A 3| i

8 gkt ot MAHOR Be £FS ofHIHERAL) Fol S g
A3 vmete] ohHEAH(ERAEIA Ueht SAE Am A5} AR, ARBAA] EAE 2%,
GEF DY kAN, Bae BHS FNA F ASS AT oluERHESAE) ¥ Sadd(E
SHE)E Mashs 37 2 BdelAg A7k QBT

AAd 8. FEY # EXo|AHIA-1 H3f o|F FE AFIUFS 2 UxdA €77 ZF HoEA o
FA) (nab-5404): A R AN &4 B}

W NCF7-S kg 2oole] wseke WA WelAl, MCF7-R (pgpt)S AREstel, Al @Adel ths)

IDNG404% AIZ3HsIth. NCI-60 QI1kh $9F AEF o] Uit olel AZSYE Frhsch. e A4S A
§3tol, QIZF ALZL Wa B ol FolH o ol4F SCID vhre] theqla Gul AF nab-5404F A F

o] 3klch.

A MCF7 AEZFo] disf, = shgE2 Fs|%19 TF A% JA= 3.9 £ 0.2 oMo MCF7-S Al g IC
@ (50% 7% oA s=)o = YRtk Uiid BolA MCF7-RE IC5°] 66 £ 8.6 nMolal, oFE WAoo = <l
e iEF 17d] Z7bebivh. IDNG404%= ICs ko] 2 1.7 £ 0.1 2 40 £ 3.8 nMQ F A EF) daf =714

48 Horh, o5 A= Hi 100 10 M wEel 3 MCF7-SSh MCE7-R A3 Abole] ujAde] 10m) wwkol

IDN54045 ZH= NCI 60 917t £ AEZF djdolA e, COMPARE dag]Fo s RI7l SytRol=el {fALS
FEY ARAZA EDNG404E EQlstal, ol AdE ATt AU, Al2l T FF o]Fol A o
o nab-5404°] &e B HAL Tl B AAel wp @A, Y9iAl nab-5404 v mIpH eIl ¢
A EHY Y ARE T2 T ANSH, qd x 5E 24 mg/kg N FolA], Supe]o] whe-2 F 5whE]vF 4]
A glo] o AESTE (LTS).  2#uh, 30 mg/kgo 2 Folgks S7HAI7IAL Suke] & 5ubE]7F S o= A}
a5ttt g3d x 4 YANA, 30 mg/kge 5vlE] w2~ F 4npE]7) LTSY AL, 50 mg/ke 5ube] = sulElrl =
qog Agatdtt. q7d x 3 YANA, 40 mg/kgS 5ubE] w2~ F 3mbE]v) LISY AL, 50 mg/keS 4ulE] & 4
uke] 7b o] sh3irt.

A& o]F A8 vWIIFE 2te 29t ElF33]3] oA IDN5404% pgp-Td, Al £
A EZFoA S48 B AR A, Yeglzt G50l g nab-54045 A121 WA o] Fo| el tis) & o]

At
AAd 9. }EFM(FEZRE) 2 HE A = AT

A7) AFF LHAERAE) (MBX, thegd SRu-AF REelgd)e] Fu@ 540w s, el o
oA golst Wae] %ol W A4, the FUSA kB W AN Ame) £ AgALT. oI5 Hl
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<321>
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Mol FdolA, ol

Aol

s

' HER2 &4 dol4d #4¢E ¥=
AANA ot aFED)F AN &
Z3¢ dFe 39 14 4349

D1,8; q 3wk

[ABX 125, A4 B 1000 mg/m?,| 13 MBCol A & ABX 9} 71 A Ehql of

>

Z2%& B7A37] A9

A4 HER2 ¥4 e 13 B
23k e oA Yz FEdg4
(ABI-007) 2 AR (T S4H)Y
w39 14 A7

IABX 100 mg/m’, b= n Zebg
AUC2, BED1,8,15; 849 2

H o] B = ABXS} st=1n Zebgl
L/EE AAL(EEER) 27
s 94 Fag A9,

mg/kg (1% 4 mg/ke) gdwk x 6| E® & =Fd= {4

B Vel gtdl A G-SCFe] &4
EE BA e BjF vxdy 2
ofr (P E): [-I4 AT

L1: ABX 80, W8 15;1.2:
ABX 90, vH1 20; L3: ABX

R 25; LS: ABX 125,
vl 25 qwk

100, W44l 22.5; L4: ABX 110,

1z MBCel|A| ABX¢ (5 E54%)S
2% 95 A7

13 MBCel| t @ w5 olnH(FEH)
@Ay (Her2+ ptsil A A
(TE48) F7h9 14 A3

ABX 125 mg/m” Q3/4wk

12 MBCOlA wlF ABX ©td 8oz
125 mg/m? Fi% doz 2 14

| MBC + A @€ PKoll & otn (X 3)
| + SAGESH)Y 1% 2348

ABX + EFAolEd

12} MBCO| A 9] 3-o}gt 14 A4A

ABX #1F (130 mg/m?) o
q2wk (260 mg/m®) © q3wk
(260 mg/m®)

MBCdl| & ABX g o 44&
EEECMEL

Agcty #AE L4, 13 2 2%
MBCol| A 9] 3-ok¢t I 4418

ABX W# o ABX q3wk
o W7 BEGESYE)

Z2 dol8: WF ABX df WlF g&
(554%); 9|3 ABX l 35 ABX; +
AEA AT EA-1 L SPARC)E
#5387 9% 29 ABX MBC 4444

/117 okB 33 EH) + GW572016

'TBD

ABX$} GW5720169] 2%
(¢]% EGFR 944 2 BCel dis)
7+ 3 A7 ey AA F )

AR 19 FFE A AAANA
w5 olu (3 ) A A T8
294 A7 AdE Y et st
[%éoﬂ g3 2% 35 AT

) 47 F 37
A5 89 1000mg/ddl A A2
(x29)

o5 ol (A ED) 100 mg/m®

ol 14 44A A2 ot (FEY)
Fo Aol AFd 29 AAEY F29)
444 R #8492 A A

114 12 MBC 44419

0% ABX (125 mg/m?,
@F 79,157 F4) +
ERELTCERE:))

825 mg/m’® d 1-14 q3wk

ABX 449 17 %o 217 §4¢
A§-3+9] 12} MBCOl Al ABX$}
24=HERE)Y 24¢
A7) 49

Fi el A oS A(EEH) Y
8 o Bzey J3AE

9 % AC+G CSF >
% ABX -->

ohitAR(FE 4 E)

29 £HEd] i RE e AP

27) g7 i dg
Bz ey 29 FojdA9
opBEAH(FET)

q2wk x 4

AC 2w x 4 + G CSF --> ABX| £ 7 ABX 44 (R& HzaY

A4 8] dn Rz dF

Fridol Aol ofnFH(FER)Y
W3 dulnzay A4AY

AC Q2wk > ABX q2wk +
G-CSF

M3 Bzay JAAZ dg
Fulo ou] Rzay AT

7}

e},

b
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<324>

<325>

<326>

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

ARZE: AXEN 2000,
A934)4 60, ABX 175
mg/ml, Tet2E 6 mg
SC, %% DI q2

wkx 6 Bzay: AN
2000, ABX 220, 7#H286
mg D1 q2wk x 4

ol ARzLY ATE Fe §48 vEd

%oz RE 9 GET olgd 7|2,
A4 HAA, ABXE T, E& §&
(5238)% gAE A9

FgdeA Y okn(FET) F

ABX 220 mg/m’ 2wk x

FEEE GE AAANAY ARz 2
sstan o 49 14 434

AC ¥ ABX + st2nZehg

AC ¥ ABX + 7l2nZed
+ AAU(EEEE)

% FECx 4
FECCHAMA +AARGRIRN [ o
14 544 9449 Nty
HAU(ESEE)
-z 43HE9 A4 A7 ABX+THE A4
(ABX+ S AR (554 H))
14 ABzav F (PIAGEAE) +
HAAEEAE)
TAC o ARZ YA AC ¥ ABX/

2R EFY T ABX/AEREFE/
HAA(TE4E) 2% d TAC

(FDA 949 Bz 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; q3wkx 4

4 @A 1A, 1IB, TIIA, B 2
V(E327] 289 8¢ g
qgdlAe Az FHAHW(NCT) 2
Y97 #2854 (ABI-007,
olngh(FEE) Y I8 4N Y

ABX: 300 mg/m’ q3wk

ES N

b
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Aol A, o5 AFoll=

13 A4 NSCLCAA 9|
ot HFEY) e ey /I AT

9§ ABX

NSCLCol| 4] ABX%
Eniadd s 2¢e
13 1% 4344

12} NSCLCO| 4} ofu 23 &) +
FenEdg g5 14 4449

ABX: 125mg/m’
D1,8,15; st=n e
:AUC

6 D1; g4 wk

AGHY 19 GHFFE G AAGAY
F 2 3% 44 oA A= Zad
2 olrFA(EED)Y 14 AN Y

obgh 1: ABX 100, 125,
150 mg/m* D1,8,15
qawk; okt 2: ABX
220, 260, 300 mg/m*
D1 g3wk. F ol¢tdlA
2R Eed AUCE

ol & 2-oket 14 A7
o3 AN o 29
F7t A7l O @
ABX/7tE2RZetd 2F A
Z2% folgg 2447

A Hl-2HE # ol A9
ABI 007 (OFR (3 EH)) 2
FrERggEs) 13 A7

ABX & (a): 225
mg/m2; +& (b): 260
mg/m2; & (3):300
Img/m2;q3wkdlA
2R Egde
AUCB94 23 H

ol# & 14 NSCLC 47+
A A e A M3 5=
ARAH A g e g
TN,

ABI 007 (o}EFH(FE9)) 2
stengdd 14 47

ABX q3wk
27 NSCLCOJ o & ofB (3 &) + ABX 9 ST EAE)E
GAEHGELE)Y VI8 47 TBD H-24 24 T3z 9y
3@ 284 + d& J
284 NSCLCOIA o] ofBFH(FEH) +
A2Eed9 VI 9448
2 A NSCLCY X85 & A%
olBFA(FER), HAN(TETE) 2
A 2Egd e /14 A7
13} NSCLCOl4 o) 4 ABX @l ey |ABX 260 mg/m® q3wk | NSCLCoIAl9] 13+ ABX 914419
23 NSCLCl A otk EY) 25E 1: ABX qdwk:
wdaysl 13 47 eyt
u]% ABX %% TBD
- 1
A94 NSCLCo A 9] ofRHEED) |54

2 steREddd dF VI 4348

ey

ARG, oI5 Aol

rr

2
A5 HRPO A ¢] v}F ABX o }]"OZO n;{g/zrgo
Q3we] 739 14 m;/mz ok

134 AN I3 ABX  {dlF ABX

13 HRPCI| A ] W% ABXS] 1% A7

e

I3 Arzey 47 TBD

AYAY + AEA Ao A 9] ABXY)
W AE Auzey JFAE

F47] flof wF 14
ABX 100mg

|
)
J

o] E3eh,

b
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Ay daged A9
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AR S 288 14 9849
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Az Rel A%y EE AR

4o A wolA ABX] 1174 A+
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q28Y

AR A 2lE (100 ABX) H
A=A 92 (150 ABX)
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Al 13b

olelgt A7 EAHE ABI-0077F (a) @ AARA A 7Y FAGE OCa-lo sl IFFF S4& 2teA,
2 (b) ol AAlde] 7lEE A8 AAS 7] WP =7/ 0Ca-1 FF] WA
2 PGrtstr] Y3k Aot

OCa-1 & AMEE C3H vh9-2=9] Stk el i.m. FARIAT.  FY o Aol 77t 2 W, T e
thajoll =4 WARA (10 Gy) B ABI-007 90 mg/kgs AwU] Fojsle] ©d AFeAY, i & oE A8
Sk HA A= dAS AAs] A8, WA 59 WA 9N R AP AL 24/\1 7 —?Foﬂ ABI-
0075 Azttt Az FHES MHL AgEA G TG A9 A

Aolwl AjHel FF A Ad (AGD)oltk.  ABI-0073F WAL ZFo
= A dE oz Aed FFe] Al dis) xFom Awd FdI ABI-007
12 mm=z s A5 Aol nER ARtednt. T TF Az AolA B8 WA AdAel tigk ABI-007
o) WA R & rkeby] dlel, D50 B4 Fasa 1409 ¥ AnE B 5

ol Folshs 5 UlA] 80 Gyl Al FeARE w@EoR Ho Al WARD Fol Aol ABI-007 2413} Zgtsted

Tkt

g AAZA, ABI-007S A EX] e EoF (16Y9)e] HlE 0Ca-1 &% (379)9 A AAL A3 A
A, &Y AAZAL ABI-0072 29¢ AAAZ 10 Gyol ©Y Foj ®Hu}p ayz ol 23 A5 A
/H =i

=

AL 71 52 olskel ABE ABI-00TE E-obd GEF AT WAAAT. 27 0A, 2047k 2

29, 39, 4%1 2 599 AR Ate] ZHAClA BFE 1.3, 1.4, 2.4, 2.3, 1.9 2 1.60]%th. AR Foll A

CERE AEGH AR ERE 9@ 2t 4900, ABI-0073 WAHY ¥ An:, w3
o 23 Al 55.3 GyRHFE 43.9 GvE HACEN FF Az 4T

ol2]gk A3 ABI-007°] OCa-Io] tha] Gd-AAl IFF S 7M™ 4 Hel Agd TAHdare ads
STAANAE dekdiy. g 2 mAEAe e o kel Adrgdh wiel o], AR S AE FUE
e AR HAANAM A G2/N7Z GAATZIAL, © 2 AR RS S ArtasE oprlske o gt

Ysel Aatet fArait.

AAd 14, otEFHESFIR)T HEA TIGA AAY =%

ofE et %—% )9 Aga 23 ASEE e da-folE B Bd T A4S AAsEd FEsi
120whe] 9] Y= whe-2uo)l BT474 FF AEE HEAA BIAT4 o]Fol4 FUS P Aol 9omte] 9] whe-
& F58a, kel g obeh (7t 5ukele] wh9-2) 0% itk ofeh 1 whesdis AWy FARR dixd
& Folsigitt. BE tE kg2 35 gek ofREH(SEAE) 50 me/ked F 131 AW FAbeRgint
oRh 20 OfHERMN(EHIE)S HHEOR Folsitt. ofgk 3, 4, 5, 6, 7, 8= AVEY I 29

A

F 18] S7F FolEke] opHeE(EER) S Folstitt. okek 9, 10, 11, 12, 13¢= AlFEY H2 19 Ao
T 13] S7F FolFge] opHEHEEEE)S F 6}03\:} ofet 14, 15, 16, 17, 189l AYEH a* e =

o et

F

dsh B F 18] 37h FoIFel olmeHERAI) L gk, F 18 oneHERAE) ®
O~

(524w = o A 4 9 AMEe Ao e Felme A,
wd E WSS ZHsje] RoPks ot EAetA, 2 B w19 Bx F oW Jo] S5
AE 24T Aold. olE HolHE Agae] ofnehH (R i ATHE B ANEY 2 WY A
% AEde AHel Felge Ausigtt

120mke] 9] = mhg-2of BT474 T4 AEE HEste] 9omte]e] T 23 w25 F5SI0IT. o]
E 6 (4 15vte)ow Wedek. obgt 1ol dixas AWl FARSRITE.  ofdk 20 ofH K
50 mg/kgS 35 woF 5 13 Auh Foladh.  of¢d 3o AYEY 150 mg/kg/ LS ATFE Fo

o 4ol &= ofHEH(TH33E) 50 mg/kes 0124011 g8 T AdeEl gy g7 vd Fosiict. o}t 50l
= oldd ¥ FoF AdEY "2 $of ofBEH(FEAAR) 50 mg/kes FASATE. o 6ol oA
o ¥ TR Avyd d2E dxoR F 13 Fofsigit. 3F 2W o, tixto]l HdY 58§ T
a71e] o]F WA wh-2~E FIUT.

AAe 15, APA HER-2 ¢4 FEYe] 12k 2P o249 nab(FRW)-EGA (B MTFER)), 7I=
S9E 3 EFRARFH(ESIEAR)Y F 13 £Y Fo9 11 dF
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o] A= NyH/ Aol (FA 1Ve] M%) HER-2-32& Fehs ek Sl A 13 AESA 2oz
EgpaFEFg/ol e (543 /7 2R Eed Y F 13 29 Fofo (1) e84 B #8A, B (2) 54 ukg
S Frlehed =gl W, EAREFHE SAR(SEEAR)0REE FAEH 9, erbB2 &2 AL
ddlo] Agtele mweFzd Aot

ks, FHto] MEmgd EE AN S WA 22 A XFEJT. olHEH(EENRE) ] FAFS
308 Auh FRow EE 3+ 3 FHo wet 1, 8, 159A ] 75 mg/moll A T3 F7]ol= 100 mg/m ©]FFE
FEARAT. FFEREZHE AUC = 25 1, 8, 15940, ¥ X5 299 F7] &<k 30-60%0] AA H F9o
2 AFagict. EgfaFEg 1, 8, 15, 22940 30-90%0] A AW Flo® 4 mg/ked, E RE &
Fol= I 1 9 2 ng/keS Tt

_7_
<o disl] H7l7bed 9ol $xF F 8ol tidl, ¥HsE (8 + HE9)2 63% 3, S A A= 38
%Rk, T BAAHC BEAHL SFETEAFT (39 4% 49 11%) 2D WEFAZ (33%) oA},

oft

o ABE EFAFFY, olHEHESRAE) ¥ 2R Ieeo] Bl UF 1A LWoRA e HEd
gt .

Ao 16. Aol FWde 14 A&dAA Y FHHA B + nab(FEH)-HEHGA (lEFHFFLE))Y 11
g ABAE

7t el A
AL, MBCO] %] &ofA] ?_‘r%ii ‘;‘ %ﬁﬂrﬂ o 444 avs Hole TFLEIYvd JtaniH e Eo]
=t

olel g AY-3EA, TU-okeh ATNA, OfNBH(ERAE) 125 ng/me 19 W 8UA v 3Fvict guy) F

Qo Rolshi, F7hw AdAEN 825 ne/me 19 A 1U4QAo] v 3Fvith 19 28] Folshairh, SR

3704 olgel Jlth #9E MR HER-2/neu £-d0l9ith. B Aol Adel taf olde] B8N, A
el

Bl oy, ¥ nE aWoR AP ETremvevd ey % shFega Beans we Hol g
Hy EHol G A 6We] B % 277] Fol wgEe] WK A 88 DAl 1299 B
SR, 4 B4 EE 1 xve AA9E% P4 S5 A B8 540 EAsAE g
W HlolEE 6] B F AL 2 F719 afelqw Sstdtt (14 W), 2wel SR (PR W 1
% g A% 19)7h 63718 SEaA. 2 F7] F AL s@e] BN, B wgo] 29, Y Aol
4%3o] 9}

oeld AT BAL 27 WAL FRdNA SLTUA (oheolutoldl) + AFRELFUE F ool
(5%43)9) 54 Brhek: Aol

BAE %7}-:—8& 20D SAd 27 @A 8 WAT BAd.

(of=gotmtelAl) 60 mg/m' + A|FEZE2IHE 600 mg/m (AC) ¥ 45 &<t ®l 25mir}; ofH AL
(554%®) 260 mg/m'S F353Tt.
309 A= ACE 4 FV|R Foluwgtm, 29% 3 2789 S ol (EEAR)S 4 F)|E woked); 33
%o FA7} ofHEA(FEFR) Fol B ANC (AU FAT M E gle] #HaZaksd (ke
(Neulasta) (5=4%))S Folwokrl. 99 hx} (31%)+ H-H ZA oz 9lg) olBeH(TEAHR) Folx
S AARAZRT. F 98] AU 273 Ux AAHTo|NL, 48] FAE 39 Tx AAYT (PN)e]len, PN
o

28 (F3EEH) diell 15 oldez HdE

oleldt Aibe H2FHA (60 mg/m') + AFREXIVE (600 mg/m)E 457] Fb v 25wk, o]ojA ofn
A HAE) (260 mg/m)& 457] &b W 25W Fofshs x2E Fo] 8ol 7] @AS] frdek shxbel A
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)9 g 7AAS el
AAl¢] 18. HER-2/neu-FA A did] HolAd FWdY 1A X E2Z2AM 9 nab-FH-ZTEHA (olRFHFENH))
4 EFAEFTe 3713

| A9 522 HER2/neu-YAd EAloll tis] 5= 13] ofBgits AT dHo= K7|x, EFaFFHE F713)t
Rolt},

olggt 114, /MW A dAFde F44 &g it =5 Aojd S ok 209 HER2-4A A ¢
508 9] HBR2-S4 SkAb7)

H x = =
125 mg/m& FoIR 5, 15 &<t Ay, HER2-FE Q1 &Abel]l ot A A5} SAll EfAFFHES o
= = o ¥
= =1

(]

rr

AAe] 19. nab-HEHHA (FEFN(FFEE)) R FIEERETEY [T A

| ATe) BAL ofH(ERAE) (F 18] % ) 3Fri BE) 2 AEuFebd AC = 69 A HE Fo
Fo A, KBS (PO ¥o) #4 ZAE Hashs Aoluh,
5

(]

i

EE W' Fo A48, 2494 w ARgHoR 9

157] =24 (220, 260, 300, 340 mg/m)< 7

w
N
=}
U,

Folgh &, v 3Fnith Ft2REEE AUC=6S Folakalth.  of¢d 201 3 18] (1, 8, 15¥A ] o]¢

olH A SEAE) (100, 125, 150 mg/m)ell o]o] ZF2REH AUC = 6& F95Ad. 7] A9 PK &
of tiafl, 157]dl= ofHEAH(EFA®) oo Fl2REed S Fostal, 2 Frlde= o SAE A 6, 24,
48 R 72A kA AT PK o2 ulEQLT).

o 37 dAolA, AT, ALRST L AAYTS 7P BAAAQ 3/49 54 (ZF 3/11eldt. 1
3 AAAAN, EFAT 5/138 MY A 3/4F S0l 5 18] 125 mg/m' (n=6)°] FHiL FolTF
Fofoll gk 7Hg e v 2 R uhg (A, SAF) B2 A A3k (NSCLO)olAtt. v 35 340
mg/m (n=5)9] FHil Fof=ke] gt 7bg 58 vhg2 1 kS Ak (NSCLC) B 2 F-8 ¥h& (SCLC, A%4)

o] t}.

ol HolH= ofREi (54N JtEREHY Y] 23 &8 Yehdo. 5 13 Foje gigk NIDE 300 mg
/mAar, o) 35wk 13 Foo] el 100 mg/m AT,

AAld 20, F2F APF/EFA R AAENL, I FHA P nab-FFE g (olEFIHEEY
¥))(GEA) =2 Fo9 114 YA E

M A ANA, G/ ARZA ¥ A 114 A3te 42 ARt d4 drEde. 2 A4 6 7]
St w 25Fmkeh A ZFATER 2000 mg/m', 6 F7] &<t wf 25wtk o FFR]A 50 mg/m', 6 F7] St w2
Fult} ofH AN (E243E) 175 mg/m', W) 2Fnith 2 IAjd] Had st ~E 6 mg s.c. YTk TA AE F9
FEF/BEA AW AL 4 F7] Bt v 25wk FAAIERL 2000 mg/m, 4 7] S Wl 2Fwle)h ol B A (S
Z43%) 220 mg/mt, v} 25 Aol Hadastad 6 mg s.c. ¥k, SARolE xFSHoT H4H WP/ AFA
Y AgEoz Bl dHlo] xghH).

AAe 21, B BEZ AXE FA 9] nab-g}sirie]l 3 ofBFH(FEER) 27 AESAH &4

Y B2 AL (IO F7 FEe) nab-ghstubeldl % 0 pi, 1 pl, 10 uM EE 100 pMe) ohHEALE
=) (ABI-007)9) Aol 96 A Selol= ol AYatgrh. nab-ehsbubolal R ohH (S A
T5Y ERE B A8, AR VSICE EF BEolFA-1 (ALEeF AEauE i AMERA
nvitrogen)® @Ak, M @yrmol s BHSA. EF SAIA-1S {UsA Y Az g

—~
—

o] Sabs AN g ol W] FF At dmolrh. & 7Ac] uERd whe} o], nab-efuiwie]dl
S AR FHES ST RN FolR-oE ] A AFES YERth  nab-shuuielle] ogh AlE AL
HE ot (EEAE) 1 ull B 10 pMe] s=AA SXEA ot ofHE(EHAE) 100 nllA =
o ST (ANOVA, p < 0.0001). L= 7Ac] vpehdl wpe} o], oElE sEo|FA-1R dME AT EG
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o}, I, AEE VEGF-A TE olulAE(EEAE)o R AHYsta, ol EFAE) dEoR Agd

AEEZALS W3R, = 11A0] ZEA]E bpel o], VEGF-AS] H7le olHEHEE4%)9] Ald 3y

AEEALNS ZaAHe. dHE, oluAsl(SE5AR)Y Hr7le olHghil(EE43) 9 Addy NESAS 5
(

AN F294 AA-ANN FA13 An B
5, oMAR(GTEAE) WE, ofn
olpfAEl(SEA4H) o Aeagdtt. % 11Bel “AE npe} o], olm A%
FAE F2U9 A 75 TAIFT. VEGF-A ©=2

2R (FAE) W= Hrle FAE FEYY 5 o HAANZRT. olBRFgHEEFAR)-
VEGF-AS] H7b= AEX5AY a38 TaAA, ofBgHEF43) d5d b8 48 F2Y $71 o BA.
ol A FEAE)-HEE AEd offAdl(SH4RE)Y H7le olHEM(SEHER) ©F &
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ol gAW R F7t WFd 7Fad Aow
=48 A5ads e,
AAd] 26, olEFIHFTE4HE) (ABI-007)3} oMA®EI(F3Z34%)Y -2 MDA-MB-231 £F o|Fo|dHANA F

¥ 43e BN,
|ehAl-aE NDA-MB-231 A3F ket ol Fol 4
ottt Wit FY P37k 230 miel o] =3

[}
WRRa, 9%, ofMEMERAE), ohlAR(SRRE), Ei olHEMHERYE)H opuiawl
o

B>

—~ —

1l

ofN > o N BN fU ot u
I

gog A, olEENEEANE)S UE w= xgo g 59 %ok v 10 mg/kg/DS 15 HHOE 2
712 FA3Qlty. ofHEAte 2 7] Fof & ol ABl(THYE)S 2 mg/kg, 4 mg/kg T 8 mg/kee] T
O 65 B T 23] FAEQITE. omlaE Wi 4 mg/kge FAHoZ £F QW] vlp-roA e FUS
Mo Fosiit. w28 TG A 2 FE 540 diE] RUEHAET.  dg-HEE dixztdA Hat
& F97F 2000 mrel] o2& W wh-2~E S| AAZ T

F5
L
A o2 ®RelF| 2 23 %TGI | 94 H48%°
(mm’)
T Y=z 2391 432 0
ofE e A®
(ABX) 117438 95.11 0
opup2"® 4 mg/kg 2089 £ 251 12.56 0
ABX + 2 R p
opp}2E1® mg/kg 13842 94.2 20 (1/5)
o}ﬁg(;@ 4 mg/kg 60 %17 97.49 40 (2/5)
0}13}]_3,})_(;@ 8 mg/kg 36+ 16 98.49 40 (2/5)
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5 SAANA e B TF Fueh ugoems Artegitt. ® 5 R k= 120] ZAjE nhel gl 4
mg/kg FoIFe] oI ARI(SHAE)S AW TF] AFE Fols AAletH XA (12.56% 4AE).  oF
BERHEEAH) B oA R(EEAR) 2T RS T olAlgo] 94.23% WA 98.49% A ofrl(

=
. TR FHa Rl ofH e (EEdE) ok
%23 ¥z Axz AFsAT (97.49% = 98.49% 9}
95.11%°] A& BlaL). ofHEHEHdE) F oA’ (TR 2FS AHYH vhe-2olA FFE HY
A3 2 5o 3 G225 YERdn. ofHERHEEAR) B
2 A" v~ 15 Hhﬂ Z 5 kel (30%)+= 4% T4 H3S e,
%

AN 27. olHEAE (ABI-007)T opulAE(SEA4H)Y ZFS MDA-MB-231 £ o|Fo|AHd A F¢ Ho|&
ZAaAZt.

AAAd] 250 7] AE wie} o], FA|HERA-TE MDA-MB-231 Q17F et o]
29 EHEE AW A= Y2 FholAEott. it TF FI7F 230 mel] o]2HE wf, wheaE FARRE 5
utgle] FEE o|Fo FEZ Ui, dF (n=10), olEEH(FE4E) (n=5), oMMlA®(TEA4E) (n=h),
T otH %W(%%*J‘ )} ol AR (TR E) 9 23 (n=5) o2 AT, olEERHEEAE)S vy E

o7 2 F7|E T3ttt ofnEte] 2 F7] Fo F o}
mg/kge] FAFOZ 65 F F 23] TSt opi®l(EE
Mol T3t vl E T 43

fllo Jiﬂl

o=
HPAR (S5 E) S 2 mg/kg, 4 mg/kg =&
FE) BES 4 mg/kge] FoAFOLR 23 &
ok

2 ookw 4ol s wuUHPSt. d5-Aen gl B £ Fut 2000 mel ol= e w whs-

28 ARG, Aol YT R FB AP 4 hpazRY Ave], AE FEES Axsdd. oE

Aol WDA-NB-231 AES) AL A el ®Alel ola) Wredn, ol QU4 FFomTEd
[e) O

AKoAH. FAAIA 9L AT & <%ook o1 ) 101e] B 9 Y3 AGom e

* 6
=4 Aol s o]
R T TR Y PR
woj%
10710
o P 0, ()
SPapp (100%) 7110 (70%)
ofR MY 0 0
s 55 (100%) | - 4/5 (80%)
opa=al® [ 4mg/kg [ 5/5(100%) - 3/5 (60%) NS
o}’:}lz(;@ 2mgkg | 5/5(100%) | - 1/5 (20%) 0.045
0}‘3}‘2(;@ amgkg | 2/5@0%) | 0.022 25 (40%) NS
O}Q}T‘;@ 8mekg | 2/5(40%) | 0.022 0/5 (0%) 0.025

¥ 69 =AE v} Zo], olHERAHGEEAAR) U EE oMMIABE(TEAR) dsoR 9 HYes AX FEEI
ol 2o T dolo] W Ee A3 adrt vk, Edd

FAF A o E=AE YERdY.  olBEN(E54R) T ofulH
= A58 4 meg/ke 28 me/ked] FUHA Hal Folw
= oA Hole] wWHlFo] 40%E "ol (P 7 = 0.022;

o714, P g FA(Fisher) & APS ol&3lo] A@wd} djxare] zto]lg BAFO=EZN 531311, NS=
ol AN EFEAR) T e opABY(SE4R) 95

rolshA 5& uEr.) S S X 6o =AE vk 2
o #mo] FF Holo] WHE] Ao mIr} gk, olHERN(EHR) N optAR(SEER)] 292 T
)

F&FE MHSY. 2 mg/ke, 4 mg/ke E 8 mg/kge] Tl ofHHAM(THLR) R oputAE(F
Z

=
EAT)9 2o I FEo] 27 20%, 40% E 0% = Hol ).
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(&= 13B)9] #HA&o o3k
AAd 28. FZFEA L T4 MAER LEE F/HAZI

E-71A (5, §E(E54E)) 9 Eu-F3F (5, nab-FE g4, olneH(E54R)) g AAE
= ] 7

FF B9 gaAT FF) vAAY AE (WDHE FM7IE SEel dal dgstan. sadga-u
AT ool 4B, e eha-vgg MES-SA olFol A, =

e a1, wi shEel e AUl NES-SA/DS o) ol AW &
Z3she 5 vhelo) bR olFolxl e B2 27 ms B HPTL (1) FE(EBHE) 13.4 ne/ke
% 59 FQ WY 18] %ol ("qd5"); (2) OFMEAHESHE) 13.4 ne/ks qdx5i (3) OFMEACERHIE) 30
me/ks qdiB; EE (4) BHE 3 QAG-gFE G5 OPBS) qbbE AGHAT. @ ABEAAE, F
F PG TAARE AAsel F 23 Frsi. Az AFTAAE, 49 vhA% 9 1A WDE (D31
Ao ola) gshatelh. WDE FF Fulol B 2 AN DI-FY TRA MEEE /)=,

1470 T=AIE wle} o] FF AA A= MES-SA/Dx57F IS8 gral-UAdolar, MX-1 % MES-SAV} 3= &
A AowRE ERIFUT. &= 14Bell E=A|E wpe}p ol T F49 A WD7L SUFeRRivE. MX-
$-, MVD7} 1.08 £ 0.65% (PBS)ellA 4.93 + 3.22% (E&(5=4%E) 13.4 mg/kg), 9.03 + 13.0% (o}
(534%) 13.4 mg/kg), @ 9.18 + 11.19% (o}B A (SE24H) 30 mg/kg) &2 Z7}a3itt.  MES-SAS]
, MVD7} 3.96 + 3.68% (PBS)olA 7.33 + 1.30 (B+&(5543E) 13.4 mg/ke), 3.33 + 1.03% (olH (5
) 13.4 mg/ke), % 11.69 + 7.51% (o}BFX(EE4F) 30 mg/kg) o2 ZF7ls3it). MES—SA/Dx5-°4
49, MVD7} 4.16 + 2.39%, 4.11 + 0.55% (S&(5F543E) 13.4 mg/ke), 4.13 + 2.30% (oFREH(SFH3E)
13.4 mg/kg), 2 2.52 + 1.08% (o}B.&AF 30 mg/kg) EA OJXééMl A = ATt %Jwﬂ%@—‘ﬂ%‘*é MX-1 %
MES-SA =vtellA, F& 39 A9 WDO F7F Atelell A aaAZE ATt (= 144 4 14Be] MX-1 i<
7 & 144 2 14134 MES-SA #id& wla), E&(5FA4R) 13. mg/kghl 7y FE9 olHEHEEYE) e
PBSE 9] A ¥ fE=EA-Ud MES-S A/Dx5elAl &% F3 9 MVDe] #E7bsgt HEeE T, = 14BellA
A sidS A EXEE AZMA BE S 3ol tig WD dolElE EAgtE. o] HlolEl= IHEE| -
fr=d Hedo] aFl FFA= WD7F F71etd i (o] sfetarie] whgste] W@ o] F7HASS W
43h), o] BAV 2 APAE ZAIEA

AN 29, oPIAR(SRATE)F FuH(FEAE) (ABI-007)¢] T Folt ofueM(SIAE) (ABI-007)
=S 94-11 4= £9 A4S Fo4aA AL,

SFHEA(EHFE) B B AT (ohhiEE

mé 1

o Jft o T 'y
Por e 8
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of\
0,

F B9 AAUNA 199

o EF Eel meh WDAB-231-Lluc’ A% 3 olFOIHAL 4 WA 67H FB FE (/) P

= 4

[s}
(& iEE‘r - &Y (Harlan Sprague-Delaney), tjofu QltjojufEZ] )] X{5E AW = ("MFP")9l
ol Aaklth.  200-250 mi 319 MDA-MB-231 FHS T wlS2E FAIR 742} 10 nhY FEE o] F
ozl 6719 wo= i, (1) PBS; (2) olHEgiH(E543E) @5 (10 mg/ke, AHW £ ("i.v.") qdxb);

(3) oA Bl(GTEAE) W5 (4 mg/kg, 5 33 Hu ("i.p.") FAFR Fo ("g3xwkly")); T (4) ofE e
AHEFAFR) O ol ol ARI(THAAR)ISRE A3t oM AR(THAAE) AHEE ofREHEFHYn)9 1

F71 FR 24X Fo Her 94 0.1 mlel £dl® 2 mg/kg, 4 mg/kg TE 8 mg/kg FoIH9
OMHFARI(TEALE) 02 AZElY, 55 Fb @3xwklyRE HH FAERITE. ofHEHEHAR)S 1 BE 2
712 fFojetgleh. 2 F7] ofHEAt Fojol A, ofH At (10 me/kg, i.v. qdx5)e] FHA F7= AR F7]

k. dxrTdAE U3 e r U3 By 94 (F, 0.1ml i.v. EBE i.p.

FANE 47 ol HEMH(EE4E) B oA '(T 543 S AEd 30 wYT Foll Fofsisint.

A3 2 gerE FA T EA-LE MDA-MS-231-FrH® F¢S Edets np-2o ] Felete], 1 EBE 2 qdxb
i3 =

Kol
=
F719) obHEAH(ESAE) Hta ) optAR($RRI)Y £He) EFS MuaAY. % Ph

#

o
o

H - 7-] [*)
Wstel ofel] el whel ro], ojw Ag]E vh-AolAM mA4o] FIF A @gkth. = 15 2 % 7
of AAE F AFe] vl B4, 2 F7]9] BRI (EHAE) (10 mg/kg)ol 1 F7]ol el TF A4S 7
A de Aoz AATS JeERNT (p< 0.05). % 15% olHEAHEEA4E) 10 mg/ks 2 ot~ ®(F

S 4 mg/ked) 2F 2o wRE e HolEE AN,
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#*7
EE opl2a®rog A %TGI'| %TGD" | &4 = J8%*
¢ 53
(mm3)'
A A3 1: ofn N’ (10 mg/ke) el 1 57
R B 2079 = 287 0
o} 21® (ABX) 596 + 98 71.33 20 0
oful 281 ® 2 mg/kg 953 + 127 54.16 13 0
ABX +olu201® 2 mg/kg 255+ 46 87.73 33 0
Ay A 2 ofu (10 mgkg)] 2 F7]
A5 =T 2391 432 0
o}nga® (ABX) 117+38 9511 | >65° 0
oprt2m® 4 mg/kg 2089251 | 12.56 7 0
ABX + ohi~21® 2 mg/kg 138+ 42 9423 | >65° 20 (1/5)
ABX + opu2a1® 4 mg/kg 603 17 97.49 >65° 40 (2/5)
ABX + o 2ai® 8 mg/kg 36+ 16 9849 | >65° 40 (2/5)

TFol 2000 mi Al o= Wil PBS-HYE txaS A 2o o (n=5) T o FTF F¥ £ SE

st k-0 He SAANA PBS-A e E oo vl okm-AelE o] Wt TF Fye] Hasd.

FF 4 AL ("IGD")L PRS- W ool wa] Aol Bt T H-37F 1000 miol o] 2i=d 2
23 F71e] AdFE ey, dRae U o4 F 2594 1000 mrol EE-sksivh
D2 o1 F 5ol ST FFo] Y vhe2e] MRS, B b 7 wolA @G HY B
&g 7Hzl vk 5 YERiT
P AY FEAC (FF AT 654A0]) W E% H97} 1000 miol o] 2A $kgk] WEol 67 ATeA =
AE A FdE 5 9
F 70 EAIE wpe} o], ofHEHETEAR) 1 F7] F Hy Y F9E 596 £ 98 mio|Yar, ol thRe]
H T4 Yy vud o 71% TGIo -85t Wi, olBHEMHEEAR) 2 7] & H T4 FIE 117
T 38 mrolflon, ol ulxwte] Hit T Fuet wud w 95% TGl Sttt 1 F7]9] R AT E
A T FY7F 1000 mioll o]2& AIHS tiRd T2 Bl 208 AAAHT. WR, 2 F7]9 ofrgt
AHEEAT)E FYF FollAE AA A9 713 Bt H FF 97 1000 miol] =@EkA] ekgton | whebA
Td A AAE ("N S HA 65974 AFAIAT. ot AE(SEAR) 95 (Umg/kg) S & AYHE T
(A2 ARGl 100-150 mi)S 7F wpg-2ol A AgS F3el7] witel T 4ol os W anE vE
WAL (= 154) F23 &35 YehfA gtk (2 15B).
T3, A7) Ay ofHEMH(EEAN) 2 ofAR(SEAR)Y 2F 8] oE 7t ofE thE Fojo] s
Td AL Aeaddoer dAENSS TN ol H AT EAR) B5o] 53| 2 F7] Sl A
oz FUd AL AAGAAT, TF A 2L TF AF A Ame} FAS BE w2zl FF AF
o] ThAl AlAtEQaL, olHEA(TEAR) T T ollAR(TENR) o Ay vhf A g
g wEEA gkrt. wHE, 23 QWS Fold w9y Qoo fE Ay vE FEAHoR FYol
o 2tk (p<0.05). HF, olHFANSENRE) 2 F719 ofulAEl(5EYR) 2, 4 BE 8 mg/ked 2F T
3 F gy vpe-zold FAVEEAY AdHos AEVMEE FYS AF UEhA 2t (2 1B 2 % 7).
o G uaE HE 529 vfo ol AB(5EAR) TR BHste AHEAA Fo4F oEA] FYE A
o UAA| T, TEEAM)Y FAF =5 75 4T TS HAS YR vl U ¢ B2 o=

AA) 30, SHHIAH(FRAE) (BI-007) BF Et opiAE(SZRE) ©So] ohld oFAHEILE)
(BI-007) B SIAR(SEAE)S EF AWE BE AolE Beady g4 Adbed 5 H9E et
3ieh,

Al 290 71A)sE wpe} o] MDA-MB-231-Freld F4S st w25 IdY. 200-250 mi F-3]o] FF
& X BhaE TR A7 10 vl FERE olFolW 6] Foz Ui, (1) PBS; (2) ot
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0O

FE) 95 (4 mg/kg, 5 23] B ("ilp.") FAF ("q2xwkly")); (3) olBEMF ©r= (30 mg/kg, AU
i.v.") Fo qdxb); EE (4) ofHFA(FHAE)O oo oputARI(FHAR) 02 Attt ofut~E(F
A ofHEHEEAE) 1 F7] T8 24A13F Foll AlzFete] AF FEAIZEA Hitr 9 0.1 Lol
55 &3t a2xwkly® Hoh FAFSES] F7] ohE it Fo
AR (5 10 mg/kg, i.v. qdx5) T8ttt dixdelAl= U W

dml iy, B i.p. FADE 47 olBHERHEEER) 2 o A'(TEAAN) S A s

ol
L
>

~
—

o

~—

]

o
du
o
=S|
o

—

e oo
:Czl:l

AN e
B
&
~
&
St
s
ol
1o
o
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T,

—

%_ L

A, 2 F719] ofHE(EF443E) (30 mg/kg) s i%k s aRAoR A Wi ofnkAE(
(4 mg/kg) dEo® Ao w9~ EE PBS-FALE tiERT A=

dx)e FHA F7I7F FRE A UE 25 Foll Fo] thAl AAstr] AlReklth. Wi R, 2 Fr)e
ZHES2438) (30 me/ke) H ot ~RI(E543E) (4 mg/kg) o] &3 T &
2k, T o2 F 95dA AF TEA FFS A 3] HAAZ.

AN 31. OlHBA(SEAE) (ABI-007) E olHlABE(SEAE)Y] ZF QWS MDA-MB-435-Luc -frE F%
2 74d whoxoA 24 AR, YxA o 3 Aol oA e},

—EF/\]ﬁ]E‘rZﬂ—EHZ 3¢ MDA-MB-435 AIEF ("MDA-MB-435-Luc ")= =8 Alo]ak(Dr. Sierra, 2#|9l wl= =1}
FUHAH L = HE A 23] 7]TQ219J%, de] 5AENEe k. #d [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 NEFE T2 ﬁﬂ§£9] ol
Adoel Eom, HxH=Ro] Hol= dilth., EE FE AEFTY WY wX= 5% Hol A& X, 2 mM
SFEY, 1 mM IHFEAMYEF P HjdF ofu|iile] BESH EWlZ /A olF wiX(Dulbecco's Modified
Eagle Medium)& o]Foixt. A ©dZFS PBSE AlFg 5 PBSE 3|4 0.5 mM EDTAC] 3 WA 4% =%
AgomA, A 9 ¥F AZE FASAT. AEE F 28 28 WS, = chololamags
ANl 5FH(Roche Diagnostics GmbH, = IA=w23)2HE ] HAASE J|EE o]|&sle nlo]lmZa}=uld] o)
SESEEINEETES

By

]Sj_‘
ol

MDA-MB-435-Luc’ ("435-Luc") AEZ 4 WA 658 93 IR SCID vk~ (E}2Y(Taconic), &5 3=
)9 EREE AW dol I35 oGttt 2 WA 3dvith 2 T AAS vAY A= A5,

A0 qw = pd'n/6 (4 F, D - AA, d - 297 e FF FAE Adskee oA, 435-Luc
FFe FAABHA G g vhes (BB FAE 4 FFES EISHE vh92)9) BAT FHES

UERAITH T2 A= Al wet #elEgint.

200-250 mi F¥]9] 435-Luc. FFS EFHE vhe2E FASR 747} 5 nhele] BB o]Folzl 69 wom
AL, PBS, ofREAM(SEgE) ("ABX") ©= (10 me/kg,

=2 = i.v., qdx5), oMIABR(SEAE) 95 (4 mg/ke,
i.p., 7 28], =& ofBEMHEEAAE) oo oAR(ETFE4R)CZ HY3Qltt. 2
FE)e 5Y A Fosa, FUIE Ateldle 15499 FA7E Y. otREHEESR)Y 1
< T3 PBS 0.1 mlell &3ll¥ 4 mg/kge] FolFoz Fosy]
i.p. B2 FARIIT. izl A= PBS (0.1 m1)E zHz; olr e (SEAE)
= p.2E FART.  Ho)X

= 1
7} 2000 miol] o] EH & ul9-2~5 FAAIH

‘T‘IE"
AN F, ol 2R(5EE)
NAYQT, % 59 B F 23]
2 oA RI(BEAE)S AT A% %
des] A, g BE FF
135-Luc’ B RANA FF Aol T FNBA(EBAE), oPuhAE(SRAFE), P ofH(ERAE) o
1

o
ohhARI(BEAE) 2T 8o BIE mAT

LO_L‘J
o5

oo

rlo

=
?-rﬁ
=

&
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# 8
MDA-MB-435-Luc+
8 otut~e® =% 59 % TGI' g4 595%
(mg/kg) (mm®)*
bz 2020 0
ABX g% 369 81.73 0
opitad g= 4 792 60.79 0
ABX + 4 167 91.73 0
o281 ®

o By wE TAE T 9 BF 2% 292 Jepi,
"2 A% gAE ("IGIM)E PBS-AE xR nlwd Aol He] Wi FF Hule] pagEA AW
=8

4 HPEL 9299 AA A V17 T dAe FF FAF B SATbss Y Eow wAAE FF

FF Aol 10749 Ase] YA (V) B FF APorvE fUR 2 FEEAM FAMGA BYS
=3gos 239Ut P=A 9

= A8 dAstaL, PRS2 MFstal, ZaeobA AAlA ZEd B PUSE (4]
avk(Signa), UFEF)E S5l A9 CCLR €59 (Z =29 7HPromega), 1222415 wt]<=) 0.35 ml <ol
A tAgtekglth. ME S daldEel oS AAGSTE. ARE e dld FEE Hysxo
(Bradford) #A (H}O]O—E‘r‘:(Blo—Rad) 7“ﬂ£‘4°]——r sFdlz)el oa FAsdv. FAHA A Aok

o}
(Z2u7}, Y22AF dgs) 50 s ARSN 8% 10 Wt EFsta, 102 Fo B3 ddd 4354
71 (M 2E=(Berthold), 5Y)E & o}o% AEsdt. 24 #2350 flE (R ¢59, 2 T4 2Fs)

S X
A % vk dxd g HE 9ages Ao dis gAgsia, ARERE Aggsiid. 5% dis
AA gaE oA ng & AFsE Ao 3 &9 (RWUMHE FAEHJT. oo WMHES Hlsly] Y,
W As7F Mot (g 100 3 99D B3] 800 B Tt Y FEEL Yo HriEr. Wd
zA48d A& (BAEA &)l o8 SdF oz o=, Moy Ao WagtEmrny A AA7s3s

bl (e}
A HAEHE Ha Alzel7] wie] o] s Ausisict. H=E o ol Hole P =d= AH
(GraphPad InStat, Zz#j=3= <= .(GraphPad Inc.), ZZ]EYo}5 Altjolal) T SPSS 14.0 (ol 223 o 2o

2 RIZL.(SPSS, Inc.), dE|imolF Al7kaL)S ol&ste] A F& Aol o) A4 Fodel el 3752l
ot

MDS-MB-435-Luc 9% AEe] Hol= Pxd @ Ho| 27 2ZEAM ZAFHeA S SHFoR Bela)
Aok Hole] WHELS F 99 AAEAT. T oW TolAE, 435-Luc TY-EF vzl ol AR (B

%*JE) 4 mg/kgS FoIsIAtt. oSk HM {%01 EH&EL 435-Luc FF-23 w929 100%7F #H HolE 7}
A
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X9
MDA-MB-435-Luc+
gz Aol
A opit2g® auE o) 273} PE
(mg/kg) NAA (%) |F1ELF JAE%
=2 4/8 (50)
ABX &% 0/6 (0). 100 0.01
opl=d g% 4 0/6 (0) 100 0.01
ABX + 4 0/6 (0) 100 0.01
opi =@ ®
EEX
B o 2a® Wy g EE= Pz
(mg/kg) NAA (%) [Pag AAe%
I ESS 7/7 (100)
ABX ©&= 5/6 (83) 17 NS™
ot~ U= 4 4/8 (50) 50 0.01
ABX + 4 2/8 (25) 75 0.001
opu =g ®
¢ = Aok 20 W SIE T

AeA gge 7 szl 1071 9 2 4 Ay FEReA 343
¥ =4 =

Ha 500 F BB TR ABe oz BARAY. FFL TIHA @ vhs 2oz §9
e 100 ¥ welo) g A5E Uehiglon, olF wanerw s 94 glomty Agsgr. At
7 AREA FHE AH AA mhs lF P YA mE o dolE A4 vhgse] AFEA AN
Holg 7kl uh-o] MP-ge BHbe] EASGAT

NS = FOSA ghg. WM FE Aol old B4 W Ade olxee] Aot BARCE frelsh 2%

S24%) (10 me/ke) 2 olFAE(SEAE) (4 mg/ke) EF 435-Luc Y- vl A #H Ao
2 gadow oAetd Ragla, FEEUEAE ofHE(EEAR)/OIAB(SEAH)] TS 7] do|2

o i, A e Hl& # dolE 7 mtg-29 MFES 5% FAAA
24E) (10 mg/ke) ©E, o AE(S2AE) (4 mg/kg) ©E, D olHSA(SEAE)/ohi}
g oy 2% "zZd dol2 oAsdd. olgd Au, ol (EEA

g BF odAstedl 53 9T = AL A

+
=3
Ly

©
BN
ol
ko
i
o
o
[k
el
e
h=)
2

AAd 32. olBF(FTIFEE) (ABI-007) H oMER(THIR)Y =7 22> MDA-MB-231- == MDA-MB-
231-Luc - E % 71 vhezolA UZd & 9 dolg TAAF,

WbHol wEl MDA-MB-231 EE 231-Luc. AMES 4 WA 6 FHe oA au/my v (S sxap

=]
N

Geh, QlvetF adveptEeze] NPl ol 4ttt ke, vheaE vHHAZIE, 4 x 107 AEES T
S AIE @Ee) 100 0 % 50% vhEe A(Matrigel, A, VIFEF)S NP FAISIh 2 WA 3edvit
A FF A4 UAY Aeuzz Sqstn, 4 5 = DA /6 (5 F, D= AR, d = 2472 et
FF 998 Adsted o gadth. 231-Luc’ FFS FAABHA FE U vhpis BAT FHES e
NGtk RS AR Aol weh # sl

FA A @A -2 E F4 MDA-MB-231 (231 -Luc) o]Fol WS & APy £ (2 460 m) o7 AFA AL, T
ZH9l = N=5, 6 = 79 4709 o yirol, (1) olEEHEFHAE) (30 mg/kg, qdx5) ©5; (2) ojulx¥l
(534%) (4 mg/kg, 2F 713 59 @2akly) ©5; (3) 2 F719] o}BEb (30 mg/kg, qdx5) B opupsdl
(4 mg/kg, A 717+ Bk @2xwkly)d 3% EE (4) 59 Fy 9 PRBSE A3kt

i‘-l:

5

WDA-MB-231-Luc” FF AES] HolZ Aol 310 /AP Wi ol Y=A W A 24 FHTAA FAAL
A BHe SAFoRA Festar. dole WHES Frle] g A%

wshol Hla 500 ¥ w97k P FEES FHom FrAAAL. A AXY WRAsH Piol o =9
How ey, A wasteERtt A AW AEHE HAx Aso)r] Wi o] e A=
Atk i@ Ans A SA% WU ng 3 ATFEE AU Y ws) CRLU (%

il
=
r_%
it
%2
k]
H
—
3
=
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olgigt dil=, ofBEH(THERE) (30 me/kg) R oPARI(SEHEE) (4 me/ke)el £ 2ol MDA-MB-231-

Luc -f el el BY-X3 vho2oln PZa 2L 3 ol wF ERHom oASYL, FRAWSAL ojnet
: =

=
Sa43)/opha R (5

(5Z4%) (30 mg/kg) 9% = olHlAEl(5EAE) (4 mg/kg) ©5o HlE] o} HAk(

=24%) o] #H HolE oA AR SS vehdg. ulghr, olBEEHEEAE) B olulAB(S5E4
F)9 =3 29w dAggor ) QAT FUY dnF, 2 AZE 2 ¥ Ho] BT Ao E3
frole = o9duk, mE, BA4E Sul-rA dEE g (BE(SEAE)) A HE AAE olREMHEENE)
(nab-u}Z2 g ] -5 a3 2 odA Zesde 23 od g3 g% #3438 SRy 94 3. 7}
F =da nFEFHe Aor ofpFANEEZARE)/oMIAE(SEAR) 2o ¥ T4 H Hol & o BF AA
gt AR 2 AgE & % s o azbze)dnk

ojd w2 Wikl olals BEFoR oAl W "W AAldge] AAMFHA VEE ] IR, EA AL W Y
MY S APt Zlo] Aol AE 2gsitt. aym=, A Ay 9 AAdE 2 Iy HEE AgA
=or

A7) 1838t TR Es A @ EE xdelE BE EIHL MEHom W FxHoz Jeh) g ukel 7
o], AR oz B WM FuEdoF =ua, o Aol Lalxo] g]

S S=3ets WAt Al FAEO v Ao whale ¥esls B odgo] wiahz sk Azl 2 v
5o 9l o5 ulehz| 3 AAjgEje] HEo] ] AAE AHS e FAAE HEe & . wy
A5 FAA7F olEe WS HHIA AFES Aoz r|YEty, 2w s o FAHoRE JeH
Az gz AyPsty o). ek, o] Wydls H4rEd Hoz $oA5E A e 89 WA ZE
% . E Jbs3 A

=<
g g S7MEe] xE. Hgh, gy UehAY Eud W8] dntE A e g, oo &
o w 1
[¢]

™ a1y WA o] oigh ABI-0079] &FE yvERdtt. & IBE AZF ¥ Alx SAe digh

ABI-007¢] ®¥E Yetdth. & 1= W¥] Axd P4 g ABI-0079] &35 R,

2 TrHARL FeE 1% ABI-0079] A=t HH FolRs dAshs e etk ABI-007¢] Folw

Jol gk Balb/c] mR9-2=9] Tz dA oA el AE T AFAE (CEP) 5 Yehd.

Untr'd: AR &2 gzt S/A: F5/S5 v & gixat. 9 H £ SE. +: A HA &2 gz
7 FeJstA el (p < 0.05).

% 3A @ 3B+ MDA-MB-231 (A) 2 PC3 (B) &< A& &¢-323F SCID mup9-2o] tish F2 A< = MID A A8
AFE-E ABI-007 2 €] 72 velditt. = 3¢ 2 3DE MDA-MB-231 (C) 2 PC3 (D) &%-%3 SCID »}$-
20 AFo e A w= NID Ao A& ABI-007 2 g&(5=43%)9 a3 yein.

(/L9 B (AUEEE EL gixad); ¢ (FFAQ g8&(5354%) 1.3 mg/kg); D, E,

Zb 7221 ABI-007 3, 6 % 10 mg/kg): G (MID B&(55743%)); H (MID ABI-007)% A2]gF ¥ MDA-

MB-231 (&= 4A) 2 PC3 (X 4B) Y323 SCID vl Tx dA Yo £3ksl= AE Wy AFAHE 5
1+

ool g+ B, (4 @g/aRw e ulzast Goladl dold (p < 0.05).

; B (AU EXZE EL dx2); C (1A E&(554x%) 1.3 me/ke); D, E, B F
(Z}z} 2 #Ql ABI-007 3, 6 2 10 mg/kg); G (MID ©<); H, (MID ABI-007)& =]2]¥ MDA-MB-231 (M) %
PC3 ([0) o]Fol2He] T4 mAdR U=E vepdrt. 2o 9 £ SE. = 5B % 5= MDA-MB-231 (&=
5B) B PC3 (%= 50) -2 SCID vh§-29] oz dof ol FFu vAda desl AE CEPY 4 Aol
FRAAE HERAT
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<58>

<59>

<60>

<61>

<62>

<63>

<64>

<65>

<66>

<67>

<68>
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6< Balb/c] vh$-29 Qe dstz FAlE vtEA Zeje) 974 AREAE AF A (bFGF)-#%=
Wyl ik FF 2 v MDD A4 AREE ABI-007 ¥ B adE vkl Ag-Ar d4/9
9 B: AYUEEE EL hE; € 739 g4 1.3 mg/kg; D, E, 2 F: 22 7339 ABI-007 3, 6 2 10
mg/kg: G: MTID EF<:; H: MID ABI-007. bBFGF glo] (-bFGF) o]43l mEg]doe] &4 tzxFozAr &3t}
o) 3 +SE.

EO7A R 7B A g AR A obREN(EEAE) W 27T nab-etubriolile] Ay S4E
E5E oEF sFolFA-1 (= 7R dAsAY, B AR (& B)ox dAMste] F7sgl

T 82 HT29 QU 2 % o]Fols] RdloA olHegk (55 d%) Y 233 nab-tubufel il Alxsad 24
< YERdY

T 9% H358 Uzt HSkE o]Fold EddA olH g T E4E) I 233 nab-17-AGe] AEEHA FAS e
R

E= 104 3 O10BE @5 tiEw e olHEMN(GEHA®R) SR A § MDAMB-231 TF AEAA ] AALE =4
gk & 10C 210D A Wi H ofHERMNH(EHAR) 02 A2 § MDAMB-231 % AlEolA el At
A2ZS BN, FAEE A F9) (10A 2 10B) EE AAAZF 39 (10C 2 10D)E e},

= B9 Aol olmeh(EEAE)-HeH MEo] sk VEGF-A % opulxEl
(53489 835 =T X 1AM, Ads AEex @& Az HEgzq BE AEo] ds) Al
b o] 9L ofHEMH(EEAE) UnoR AL® AXE Yehli, #ed 4o ofReh(SEAR)
9 VEGF-AZ HEld AXE veha, of T A ofHE N TEdR) B oMAR(SHEAR)ISE A
H AEE veldth, X 11BolAM, Axtes ZHolE § F2U9 #Hy 2 A",
T 12 MDA-MB-231 1 F< olFo|aHA ] Aol e olugil(FE4R) 2 oavl(5EA4R) A &
HNE TAST. o T AL E L Ae-AHEE up$-soAe] HE T HIE YElNa, ofFeA 94L& ol
A=A H vhg-2o A Ht FF FIE YERLL, oFEA rtERE oplAE (S5 )-AH 2 E np-2ol
Ao F TS F9E Uz, WA uERE ol RERHEHAE) + oA R(EEdE) (2 mg/ke)-H B E
th9-2ol M Hy FoF BYE Yehfa, WeA A8 ol BFA(SEHENE) + oA R(SEAE) (4 mg/kg)-A
5 2 ofE (T EEHE) + optAR(TEE3E) (8 mg/ke)-

e e
Aele vhgolNel B ok B depdn, o
95 e

T 134 ¥ 13BE ?%k E3F wpg-2aof| A
A

=
o ABXE ohHEAH(ERHIE)Y 2 F7 A

ﬁd
=]
X
)
™o
=

Z4 9 w2 FAHebAl-%E MDA-MB-231 F% Al Holol| it
1ol A FIE AT, AfE U3y mE= b AX FEEA
?Mvﬂﬂ}zﬂ %}*é o] o2 YERdt.

T 4= gFera-nzia (MX-1 2 MES-SA) 2 gE g4 (MES-SA/Dx5) o] F o] Hej 53 (
14A) 2 ¥k WA A (= 14B)el uidt &vl-71A (5, §&(534%)) 9 8v-F3F (F, nab-TZ e

A, olNEHERHIE)) R AAle EahE AR

S4E) ©F EE ohlAU(SE4E) WHo] ohiet olue(5E4E) B ohliE(E

ok RE ALE a4k B HaS ekl

Ht ohulEl(BRIE) BEol ohu ofHeHESHE) W ok iE(E
( ( 3
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280000
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EERE R LNCE D)

40000+

L -
iz CAl 005

ABI-007 (nM)

H)8 F tlzFd gg
ARH HELER

IC 160000+

120000
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k
N2
W

3A
32Im
2800

- /ARE BT
s ST RIE2ELUZZ
~%- 712 2 Q) E& 1.3mg/ke
& 229 ABI-007 3ma/ke
* 5+2]3 9 ABI-007 6mg/kg
#2321 ABI-007 10mg/ke /

- 8- MTD B¢ qdx5 A

—%- MTD ABI-007 qdx5 X

s 1w

[y
g
HN

4A

4B

T T YT T T ™
S 0 15 20 25 30 35 40 45 50 55
4

1.2+
¢+ 107
oF
& 0.8+
O
;g 0.6
o
X 0.4+
—
m
~ .24
0.0
A B C
1.2-
{ 1.0
F
& 0.8
@)
¥,
£ 06
o
3
—
m
[« )

__¥:¥
B 2P 2 ¥ E EL &7
.
D: 32 ¢ ABI-007 3mg/kg
E:
C3aF:
[ TeH

SIS

3B
3200 -w-G/ART Oz
-+-3YREE ELUZF
2w v FAHY B 1.3me/kg 1
o 7723 Q1 ABI-007 3mg/ke
_ uw- ¢ F322 ABI-007 6me/ke
“ 72221 ABI-007 10mg/kg
E 2000 -®-MTD =& qdx5
" ~#MTD ABI-007 qdx5
T+ 1600+

T
IS 25 W 3 40 45 S0 5
a4

&
o LI 1)

o AFE

—— T
025 30 35 40 45 S0 85
2

A/ gz
TFH A< B& 1.3mg/kg

T3 A< ABI-007 6mg/kg
TE A9 ABI-007 10mg/kg
MTD &< qdx5
MTD ABI-007 qdx5
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A /SR g 27

B B: S92 22 EL gj=F

e C. 733 g4 1.3mg/kg
0.0022 + = D F3 A< ABI-007 3mg/kg

0.0020 - E: 7332 ABI-007 6mg/kg
0.0018 4 F=3F: A=< ABI-007 10mg/kg
0 00]6 . -GiMTD E‘f% qu5
0'0014 I H:MTD ABI-007 qdx5
0.0012 -
0.0010 -
0.0008
0.0006
0.0004
0.0002 - e
0.0000J :
H
TA
O 0uM T84
A 1uM SEEEA
0.25 v 10 uM s eEa
N & 100 uM sH2ee4
14
®
6
< Z
B2
~ Ub
fny
T
gt strlo] Al Fof F (uM)
7B
O OuM #FZ=84
A 1uM FZHg4
vV 10uM =54
0301 % é O 100uM HEE4
0.25 W = &
0 o020 g
B e 4 ¥
TR 154
M oH
2T 0.104
o~
~ 0.05-
0.00 iy
0.05 0.5 5

o] A Fe] (uM)
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g g

3% 5-9) (mm3)
3
8

29} 3.3 (mm3)
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.- 8%

-4 -ABX (10mglkg, qdxs, ip)

XA 23} o] A (40mglkg, Sxwkly/4wk
-0O - Zgvlol Al + ABX

-S4

-/ - ol 223k 10mg/kg,qdxs,ip
57~ 17AAG 80magrkg, 3xkV4wk, iv
~® 17-AAG + ot 23
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3500+
3000+
2500+
2000+
1500+
1000+

ZIHS3d 10-2009-0087906

-

—eo— ABX 10mg/kg (2xqd5)
—— o}l 28 4mg/kg

—0— ABX + o}ul2 | 2mg/kg
~o— ABX + o}t~ Hl 4mglkg
=~ ABX + o}H} 2%l 8 mg/kg

r—r= 4

A=A A FAEZGA &4 E
(10 2 LU/mg &4 A)
-k NN W [, 4]
c8588888LEEY
L,
1, )
%, . S,
< S
» %
Yo, o
x O I
70’ 9,(
‘YQ <, N mﬁi
+, %o
"
%0 S
9?0
%
Ho X FA E A B4 =
(10 * LUImg & 3) w
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EHI4A
MX-1
-5
—A- & 13.4 mg/kg qdx5
== o} B &4 13.4 mg/kg qdx5
=@« o} H 24k 30 mg/kg qdx5
MES-SA MES-SA/Dx5
4098
-
E
E 2048:
w
- 1024
10 -~ .-:'——-—
512 . SILT
Y
a7 19 21 23 25 27 17 19 21 23 25 27
o 4
EW14B
MX-1 MES-SA/DXS
100 1
75 .
X
) .
g 501
25 1 T
B
.
1) T T T d 00 T T )
] 1000 2000 3000 4000 5000 0 1000 2000 3000
FF 5% (mg) FF % (mg)
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