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2. BURIELR 1 B R, Horb B il Jee e A2 M e o
BORIEESK 2 1 FH g, 2 rp BITad e 2 A /N 48 B e (“NSCLC™).
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L1, BRI SR 1 g, A & SR e a8 1 R K BORE 16 i 28 5 4 A
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12. BORE SR 1 3%, A A3 30 80 88 O BB AZ Be oK SOk 1 BT ik 485 ) F B
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22. BURIEESR 21 %, Horp Brd 9K SO 2 &4 1 ik A B VRN T SRAZ e 1 o
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AT FIMBAE NG T ARURKE BT

[0001] A< HHiE 2 HHiE H 4 2006 4F 2 H 21 H. %54 200680011677, 955k “I497 711
HEFE T I KL IRIT” M ER HER  R G .

[0002]  AHIKCHIIE

[0003]  AHIE TSR 2005 4 2 H 18 HELAZ AN &) B 60/654, 245 (IR SR RS, 2
BRI ANESANEN S

AR i

[0004] AR BIW RGBT MG IE VR B T AL G4, BLE i H 2258 (taxane) 1% /b
— R E AT ), LA TR ST BT M ) e iR T T SN G o i, AR R B B,
MAEEIZEE (paclitaxel) FEE A RIHKPUR (41 Abraxane™) FRBCA H B 40T7 8K
I, ik e AT R s8e T AT BLH TR T R .

[0005] T

[0006] K& IIEE AN 2590 R/ BOB0T S N, IK A SR RE VAT P — T E R .
S b, BARTEAL T S S T e, A ) R T 2 i e T X N SRR AR K
PUA B EIST TR EZ R R —

[0007]  PRAE, FENH =My iE b i — M e S RGBT RE « TR BT ALY . FARZ
TG 75305, FC b b8 Al 4 ¥ BT 7 M AHLAR 25 B o — 0, T RO V07 B BB AE A 24
BR T ARAE DB — SC A B 098 7 T AT I 2 25 489 2, £ ST &5 M A0 S Jok P g i, 4B
EABEH TR TT AL T FARE AN 1 H &AL R R, AN Be T8 7 R Mg 1 00 an
M5 o KT 50% BL B RPFEEAE A, R EMIHSHI, E0A R 2 AT RGBT RIEE . F
A7 ¥E] RESE 0T A 1R b i o MR e o R 2 B0 AR AN R AR 2 W BT AR
DU JE , A2 JE T e I A R TR R o

[0008] ey W = R RUIR o TR VAT AN Je e AT e SR I A 1 R ) B A 5
A 80 X TR R IR B A2 ek ) o 00T — M T8 e G T It A1 2R et
GHUARA PR E DX, E RS A e i 4 2R IR PRy ) 8 KA 468 B 3 1 2 2R R ) 77
/Mo SRTIT, B U097 TR B B 2G T e AR RAER) CInSRASEATTRER ) » itk
5 A R BT ) 1E A A BNV T I 2 R TV AR B M) U . AP A
— LAY EATIEERR N A B 7 B TBL” It FR A, T BB G 1A B A B R U
TEUT BEAAE AR IR S 5 S50 240 i o B 280N, AT EH 76 B 3 L AR % )l e = 2 4 T
AR o BRI, THOT HAR HA T A 178 a7 Fa 8, 813 R 2 A e A 7 indr . B2
PR TRUT BOARAR 51 RS AN 58 42 88 i /0> « I eg 52 0 38 Jn o 988 7 A 5 3 5 TSR B AT Ptk
b9

[0009] Ak 7 vy 7 A0 2 i e O3 ahil mle gt MR AC I IR o AT ] DL A 280, (R A P I A
YERL, l4n, &0 AL (WBC) /b B R R A S e B MR A o T Al Y i M )
YERL, VE 2 AE MR AN Be Bl Db 56 AT 77 %8 9T 55 I EIAE 622 52 SR ) AR
U5 BUE, I AT DL S AR IR ST IR o RSN, BT R I AR BN — A 4
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Tk Le 2y b i 3= B SR PR (DLT) o 481 201, b 4 A2 LA T 24 1 3= 5] 2 B il
etz —, Fridduss 25 S HIAC TN 40 M5 Pk 25 5-FU. A1 20 MW AT e It A= 2 0 o) 45
Fo XA IE TR EE M B BV 2 a0 55 B R R BE 2 EUE BLia T, B 7R LR ANG
J7 Y — SO e AR B TR I 52 AN RO T4 S7 o U 24 i Al o A FH A ph X 4
5 EIRE IR S AN RS 1 B 290 PR A A )R 2 BUE W 48 B LUSE bR EE IR
7 [ BIE R R AT S AN R AL T IR 8OR PRUA AN AT — 873 2 s IR EE 1] o A7 1
RO TP 250 RE IR P ) OR BRI ZE T A — P PRI

[0010] VAR T2 A4 I Jed FH i (0 P SRR N S A7 A N S IR AR AT R0 (1)
Rk SR BERTT IE R BURE B B KRR K.

[0011] ALy 5] 4 il 2

[0012] 254K ]2 KA AT IR EE B2 MR BE 0 i) — AN LR, ERL R il v o7 o0 75 e S b Mk
SR AR FE TS AEAE ) CL 22 B 29 d 1 1 40 i o

[0013] 25T H T A ui N T — M sl 2 Fioa s 9IS DU 2 FR . 25 9KHin]
DL B 1, 3K B ARE J5 AXT 250) 7 AL e 7, 8335 R DL SRASPE 1), S s WA S5 £ 1 1
XTI A N, 1250 G 0 TR 29 B Y. 2 AP HL (MDR) 2 r 2 R A1 2
VAT, SRR AE R i X — AP DL B DhgE B/ BREE M B AR 29 R A XKL I
SE AT A 1K) 2 EZIWRPIAE “Detoxification Mechanisms and Tumor Cell Resistance
to Anticancer Drugs”, Kuzmich and Tew, ¥R &8l VIT “The Multidrug—Resistant
Phenotype (MDR), ”Medical Research Reviews, Vol. 11, No. 2, 185-217, ( & 43 VII 4F
208-213 11 ) (1991) ;1 “Multidrug Resistance and Chemosensitization:Therapeutic
Implications for Cancer Chemotherapy”, Georges, Sharom and Ling, Advances in Pha
rmacology, Vol. 21, 185-220 (1990) iR,

[oo14] £ E IR HT MDR) 1K) — AL 22 g AR P- M s 1 (P-gp) IR &5 5 1K
170-180kD [ RERAKBI T I T, CAE/R, P- HERAET 2 AR HIK ERA
P2 R T FSRAF IR BT S E ] o 1E R Pgp RUJEM I ELIR 4% P—gp fREEI12Y
VAREKEL (KRR ER ) B EPER (&R ) MERRHEERE (KT
i) o BAR S P—gp A K MDR A2 ieg 4 oAby 7 AP = PuE R &R, 248, DR LG 2
ZRFE I AT 2 AR

[0015] e hEALST FAFUME FEAL ST I — A 32 B I SR A2 X i 18 40 Y 1 452 1 soont L Dy e ) 0
illo ELAARH, A7 103 4% B IR 3 S L B R AL 1) 3 I i A 0 T, AT 1 55 T S 1 i &40 e
CRLZH P J0K L L 2040 P SR A L ot AR ) IR A2 92, B 65— SRUR B IE ¥R 7 e hE
AN, B B 40 BB H (R 40 B R/ BORE40 i) , FF BT DL AN oG Ik s R AU ak 1 3 i
V2 IIE AT T ST J5 e 8l i W L 05 2R o AT SRR AT BLS [ /NSO AR T
IEH K, P A LA e o 20 ™ A2 AR AT DA S IR BRI o X T — LB RE A, X3 I
Z2 45 s H e E A R 004 ) DA PR AR A T ) KA ) G 2 e AR A R4 ()
FUM R BRI L2y o B B AT BRI EAL T AR B85 ™ )T 40 MR R, M
TS5 0™ 1 B 18 100 B0 A B BEFE

[oo16]  PBiy 1bAkyT BIAE FH B OR P et ALy BIAE F R AR A BRI R ko X T
Fon A i R IR S BT AR B85 D AR mb T e A SR S A [R) 22 HE R PR AR R E . )
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MEEAR AT LA A, 0 Y FE R0 o B 7 )Rl 1~ (G-CSF) VR4 i — B4 il —CSF (GM-CSF) .
KEAKRE T EGP) AT E LI E LM A plzs MR T R ER « B AZ 40 M A A A= R
pixykines 4R 7~ FLT- FeAA LA FA 38 1.3.6 A7, LIAE R INALT T 146 AT & A 21 21
FHE A ReEiE (20, Jimenez and Yunis, Cancer Research52:413-415;1992) , iXx4t
DA (R ORAP AL T B AR R AR 78 40 T i, AELRE B P B8 5 40 B3 0V 7 A1 I 1) O B S 4 i F)
H G 5%, OF -5 407 e g ieA7 s 1 n e o .

[0017]  JRg a7 AT 38 17

[oo18] S 4K Jif 983 Y A2 K A B B2 2 L kAR K A M Y (Folkman, J. Cancer
Res., 46,467-73(1986) ;Folkman, J. Nat. Cancer Inst.,82,4-6(1989) ;Folkman
et al.,”Tumor Angiogenesis, “Chapterl0, pp. 206-32, The Molecular Basis of
Cancer, Mendelsohn et al.,eds. (W.B. Saunders, 1995)), . & & 7~, % W1, ¥ K &
EAZ 2mm UL _E R 75 SRAS AT B BB g N HLE kg R R A i A AR KOS
PRIX — fde I S05F B H N B Ja s e AT A R T e A K R R A A K
+ LA S e Al B O\ A B0 R A R 30 0 G S i B 59 Be (Weidner, New Eng.
J. Med. , 324 (1), 1-8(1991)) » i AR %7 MR Sh A () 2590 st , I 78 2 A B R AR A ) 50 ]
LA 1E/NIPEE 4K (07 Reilly et al,0' Reilly et al.,Cell, 79, 315-28(1994)) .
F S b, AR 2Ty S, TX 0 ) R A A b R AR A AR L, TR AR T S RS
(0" Reilly et al.,Cell,88,277-85(1997)) . ifij H., $2 4 i B A A= 30 ) 571 1) — L& i g8
RE I EA I H ey 77 % (Blndesy ) By (20, 440, Teischer et al., Int.
J. Cancer, 57, 920-25(1994) ) .

[0019] & [ % 2 I YISty i A0 2 b5 U 70 il i A A R 23 A0 1 22 b 13 5 TP ) O T 2
Mk %% & % 8 1k (A.F.Wilks, Progress in Growth Factor Research, 1990, 2,97-111 ;
S.A. Courtneidge, Dev. Supp. 1, 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. Tmmunol. , 1996, 8 (3), 394-401) . & [ MR 2 B2 UG ] AR |~ SUH I 2%
NEZAK (B, EGFr. c—erbB-2. c-met. tie—2. PDGFr. FGFr) s(AE32 A& (fll1, c—sre. Ick.
ZapT0) W, C5oR, XL T 7F 2 (0 AN 24 BN 32 42 il 0, B, 25 1 T 20 R Tl
VPR BN, T R IA B BT EL, IR A I A AR B, R AR
& (EGFR) ¥ MG 0l K /) 40 Ja fitiges « J65 e Jee RSk 3508, c—erbB-2 3 PR IG I A LI e L B
Sl BRI . BRI, B TR S RIS N T F TR T i B A H AR R

[0020] A= KCERl 7~ A2 155 3 40 M G B A o, L R b L o S A LR T b AR S 2 A4S S S
o REAKET (EGR) & PN 2 R4 Mg, IF Ha R HE R KIr# . EGF
AR 170-180KD 5 B B2 11, I LAAE 2 Mhaf a2 BRI 2o 232 AR 4R HE A1 N S £
FED ARG v R R AL, I H S BBV 455 EGFR 1 EGF Biihdi&. CAaMNH T4 P44 EGFR
R 25 IR T — SR A RE , B A V2 T R Z AN SN I 2 AR U5 ) IR i R 3k EGF 3244 431
1, O 7R BGF S2ARLEVE 2 A 22 I B0JRg Witk 4 ez LI L FR (0 300 IR NI IS b e
g I Rk o BT EGFR R 48 LASRAFPUIEI 167 B0 21— MR 45 BV HEF X EGER (1) 5 v ¢
Biik. AN, R T SRR BIAIE 5T 57, BGRR 5 B R IR FIAZ AR 6 B8 BB F 3 v A
AAAE I I TR) 550 2 1) LA AR 1
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[0021]  Herlyn et al #ESEE LA 5,470,571 H/AIF T M AU FRIC Mab425 A7 & 15
EGFR [RAHZE IS TR o Herlyn et al. FWIE, Bt —EGFR P AAT] LIS il 4 Mo A= 4 A
Wo CLARIE, XF EGFR s e PE B & 0 v B Hrfh— i s ot sl B 40 e & Ak S 15
B, XYY — SR [ IE R AU . Bendig et al fESEE L F 5, 558, 864 AT T iRTT
MEPT -EGFR Mab, H: 5 EGFR 354+ ME 45 A . Heimbrook et al. £E3[EEH) 5, 690, 928 1/ JF
TR SRR T B R A A P R R A BGF R 9T BE EEEE o Brown et al. fEEEE
F] 5,859, 018 HHAFF T ¥AI7 LA EGE 25 5 1 40 ff iy B4 5 A R 1 (05998 1R ¥ o

[0022] it 4k 75 5K

[0023] RV H B — B2 PGS FIEAT S0 BT 4 2 W SRR RE N, AR IE R I i r
BRJRE 5 e IR I v S AR JE 40 i . — b, A7 BT BURFE R R B B LA KFIE 45 T, 5.
SELERUE R A AR TR BR TR 25 77 AR, BE B2 A0 B R 2 B A 7 mT LA | AT Bk 1
TR EEH .

[0024]  SFrHIAFFLREH, T AELST (metronomic chemotherapy) ——RIKHH & AN E 25
T 40 M B T R 1 O A K 1) TG 24 A T 5 A e S I R R AL B N B A . T 2 I IR T
BRI AR B, 1A T SAH EE T 5 ORI 32500 & (MTD) % N 5 8 B DL B e 2w« A
AR BT A R A AE R I B R I AE T (A0, B dl ] ) (Boced, et al., Cancer
Res, 62:6938-6943, (2002) ;Bocci, et al.,PNAS, vol, 100(22) : 12917-12922, (2003) ; #H
Bertolini, et al., Cancer Res, 63(15) :4342-4346, (2003)) . &5 1A BI4LIT 7 K FEAHL
VB Bl 15— 284y 351 B L e Ay A B S I 7 28, D8R R AR S SR, A AL T 4E
S RS AT A DR e S I T T T AT AU

[0025]  4bJT

[0026] 48 EoR, EAZBELE 5P vA T 5P S5 b B BB B R B AR L, OF BAE
B 71 ] 4D JI R A 28 R I D0 S e e v 5 S ELAE DA E 55 50 8 P It 1 i 5
R4 (Grant et al., Int. J. Cancer, 2003) o AT, SAZEE IR G HEZE A T K8 H T
MER o ST b, 7R B KA JB R [ A AN v B0 AR T 2 1 25 ) ) Bzt T DA EE 1 99, W R
2 DA A M . B, H AT REAZREIF (B0, Taxol® ) 7555848 LM L JRR
( Cremophor™) KIE A1) - Cremophor™ /E L HIFI TF IAEE 5504 (Lorenz et al., Agents
Actions7:63-67(1987)) #1 A (Weiss et al., J.Clin.Oncol. 8:1263-68(1990)) K] ™
TR AR N A O, PR g B XA AR T N R B 2 [ B (b S8 K AR ) Fpi 4l iz ).
T8, 700 8 14k 28 4L £ 0% B JBR il ( Cremophor™ EL) 7 Taxol® Y I PR AH ¢ (1 vk i 4 45 4
¥ B (B L 765 26 B AE FH JE 2%, 1% 3% B ZE Cremophor  EL A it il (19 3% — 25 W sk e HiiE 24
A] B T AR PO S A RO A AT B U N = S R = N A (Ng et al., Cancer
Res. , 64:821-824(2004)) » (A1, S5FE 481 MTD ALI7 AHLL, B = SR E LI EE 7 LA KW
AFIEE R LA RERE IR . 12 W36 I &R A4 2004/0143004 ;W000/64437

[0027]  Abraxane™ J2& Jo S48 £ 4% B BRI (Cremophor®™ EL) [ 456 40K BURL 1 25 11 1K 2842
[

[0028] I PR AT AR 48 W, AHLL T Taxol® (Desai et al., EORTC-NCI-AACR, 2004)

TAE BT HEBEFLIE AT (0! Shaughnessy et al., San Antonio Breast Cancer S
7
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ymposium, Abstract#1122, Dec. 2003) , Abraxane™ 7E 22 4= M F1 20 % 77 10 & & o gk, X wf
RE L T Abraxane™ A A 17 £E 135 M7 (4 401, Cremophor”® 8% Tween® 80, 73 il J £

Taxol™ M Taxotere™ ™" ) , F1 / BRALSE N 2% T B 82 B B s AL, A LR U N B2 40
i E i gp60/ /YT (caveolae) (Desai et al., EORTC-NCI-AACR, 2004) . M4k, B4 &ow,
Cremophor” Fl Tween® 80 538 ZUHM K L2 5 (B AWM S &, WTRER W T AE AN KIE
(Desai et al., EORTC-NCI-AACR, 2004) .
[00290]  IDN5109 (Ortataxel) ZHr I EA42Le, H AT 11 A, h T HAEREZ EHYHt
PR Y16 e 4 B 2R (MDR/Pgp) H iR = A2 CHRBLAIAT PR d 1 (Pgp) 199 il 1 % 32t ¢
(Minderman:Cancer Chemother.Pharmacol. 2004:53:363-9) . i T-Hm /K14, IDN5109 H 5T
FEFR T M Tween™ 80 (5 Taxotere™ FH IR 2R HP i e il o A ERAZ BE T A 2% bR R TG
PEFR, 40, FEGIK IR R A 45 A R AZEE (Abraxane™) FIWEIL T, B 5EMI&ER
[ PRI R N AR L, B o i 22 AR (07 Shaughnessy et al., San Antonio
Breast Cancer Symposium, Abstract#1122, Dec. 2003) ., Tween”® 80 3R ZIHIH] LA br 48
KIS AEANE S, v e MR R U E N S48 E ) ep60 241 R T A E A4
iz (Desai et al., EORTC-NCI-AACR, 2004) .
[0030]  FKyER 404k, #K /KAl (Colchicum autumnale) FIAEPNZEEMEH &, 5% = (Gloriosa
superba) T[] 3= A W A — B K AUl PR 0 0 R 0 PR, AE 20 AL )RR kR iE. T8
o X &AM VE 2 R A i, LA A A A1 W] (2 D Shiau et al., J. Pharm.
Sci. 1978, 67 (3) 394-397) o AIKANBRAL I\ Ay A 22 73 455 PR 571, s ol A2 AE tyhmi e | iz R I
Y, HAE b g R B e 9 HRL 25 . & 0 2 BRI E A MR T B
X 2 A RGBS AL 278 AT 4k R e iR R — A B AR+
[0031]  BRARAKAKAlAK (Thiocolchicine) 2R f& IDN5404 Hy T 3 7 % A0 A1 4T w1 % e
A2780~CTS Fl A2780-TOP H. A7 Hit M i N OF 5398 v 5= o (3% M0 Al ik 8. 1% AE W B XL
EAEFHLH, BE, 4018 K208 A O 35 M, AN [R) 1 =208 el i 3 0 S A B T 3 a4 A
(Raspaglio, Biochemical Pharmacology69:113-121(2005)) .
[0032] LRI, KLY KIR AL EY) (AR AL S IESZE (Abraxane™)) L
'E ALt 1 Taxol® il Taxotere™II¥) 55 1 0 B, I HL7E 2 &R % 0y 1 B W B ook (1 25
Ro
[0033] LRI, BEEALTT, 4, F—Fh ek 2 by s e by 77 XA Bl an, Bk sy
58U BT ARG T I, He 23 ) B 24T slcep a7 T S T
[0034] HEzZaREEE A 2006/0013819 ;36 [H A AF 2006/0003931 ;W005/117986 ;
W005/117978 F1 W005,/000900.,
[0035] 50T HETE PR, e ) Jee i I B AR T
[0036]  ASCHE KB A H R L R R HIE A TF ISR S 1 2 IF N 2 DU AR T
ANKIANE NS
[0037]  JkBAfjIA
[0038] A BHERAL T ¥R MM RS W AE I 15 o AN R BHER AL 1 yR 7 BEAE P (o
e ) A IRTT ik, iR i AdE a) 51677, R4 7 M SENA &Y, ik 4l
8
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EMEFEEHESE (WEZE) MEAED (WEEE ) BYPRER, A1 b) 25 87T,
WHLIST T TFEAR VB A S o 75— 7, P4t TR TR RS 2T B T MR AL SR
T7i%, TR A EWAFESHEZ G (WrRZEE ) MEdkEn (BEEB ) PRk
[0039]  7E—Usizjiti 7y A, A BHER AL TV MR R BE s (Wsihe ) 5%, AR
BT MR a) ARENAESY, TRAEGMEFmEaAEYREMEAED (AEA) K9
KIORL, Fb) AR Z D — ML . E—2esi )y X, AR B L T 3397 A
(PIXETE TR (e ) 17k, ARG TNk o) AMENAEY), TdA e afE&a
KT AR AR GKBORL (40 Abraxane™) , 1 b) HRE K2 /b—FHE4ITH. £
LSy b, AT R AT R AR ( BL R AE— 2 st y  ATRIE B ) BRI
(SO ) FE T 25570 A7) s BRI 57  BEOR R hi A 2 KB
B BN HIT] KFR N B FNh D S A B0 5 o 75— 28527y Xrh, Ay Al 5 T
2551, 40~

[0040]  #F—2esjifi 7 b, S HE KR A EY) (WFRA “9rPRBuR 597 ) Fibry
FBE LR R — A AP SO ML A G RN 257 75— 285y 2, g KBk 41
E PRI FIBARLRZE T, BT, FE25 T AT R 2 AT B SR 26 T 9K BN 4 &40 » 75— 285
77 A, KR 4L SRR SRR 25 77, B, b K S0k 46 AL T 500 1R 25 24 1k 1) B AR
S AE LS 7 AR, gR B0 4 S AL T RIS RIS 25 T o 494, 45— 28 szt 7 U4,
TELE TATT T 2 RGO BUR A S W25 T o 16— 205 7 U, 7R 45 T 90Kk 4 &
Y W4T RIZA T

[0041]  7E—25i 7 U, 28— ¥R B AL B AR B B B A A RS, R E L
H) 6, 566, 405 ATk, 7 LL AT & 44 Abraxane™ £ @i 22 8, AN, BB G Bk
AR A R A2 QK BORL R 1 45 A 1 2 MR B A2 I (docetaxe 1)), 1 4, 538 T35 B £ R A A
2005/0004002A1 ,

[0042]  F5— [, 24 7RI AR ISR PE R CUEE ) BTV iR E N a) B
BT, ARG TANRAEY), A EVMARE S AR REMNEAED (WHEBE ) 9K
B, B b) 553897, AR UT PR A & £F 25z R, $240E T 187 AR B8 5E
P (CUEE ) W7V TR &) SR, BERS TMAA AW, A G aRE S
HEEEMAEA RGBT (U0 Abraxane™) , fil b) 58 3477, BT PRI 4.
TE—Se S 77 b, 3 VR R IUT o AR Ssty A, SR iR R TR RS
AP, B2 09T 2 BTAT 3B —¥09T . 10— 28se ) SXrh, 7528 iR 2 SR T A R .
[0043] 53— J7 M, ik 7B dfsn 7 A WAE M (e ) RV SLsh e 51697, B
RIS VR TT LS & AL B IR T Rk B AT RIS B A S 58 a7 . IRGE
57 o] LLCAZ B A A 77 205 77, GnAHgR S T ek [RIRT 25 77, W SR R AH R4S T, T DAFE S,
TR IRIT ZATEC R4 T R A b, NI RS T EH B IR . R
fift, 5 3697 AT DAL FE —Fh DL B B4y

[0044] A BHARGE TR T T S fE—Hs y h R T 4 T A AW T,
BTl SRS AR HMEAEA (WAEA ) KgeRPk, 2o prid gk ok 404
WIAE 2 /> —A H IRt , 6 rb At 2 18] B9 AT AN 22 K — 8, 9 HLE A 2t FH
IR )2 A2 Jo ) 8 A 3 MR A G2 25 245 77 5 ) L e R TR 52 371 B 1T OK 4 0. 25% 2224 25%, {1 — 48
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S T A PR T A T AL A T BTR A A B S A R R A A g KR
(41 Abraxane™) , 2 T IR oK FI0R: 41 A )8 22 /b — > F R IR) A 5 5L r R0 FH 22 1) 1
[ A2 T KL — A, I B B0 FH I IR 28 A2 B ) Bk 3 A 4 45 2 7 S 1 L a K
SR L 0. 25% 24 25%, E—LEsTj 75 s, EAZ ke (WIERAZEE, 5 41 Abraxane™) ()
FERZE 2570 B e KN 52 55 B 20 1% 2% 3% 4% 5% 6%+ 7% 8% 9% 10%. 11%+ 12%. 13%. 14%-
15%- 18%. 20%. 22%. 24% 5, 25% HH AT 7 3 L LU R o 76— 2852 5 b, g K BTk Z &4 LA
R DL IX 22X 33X AXB5X 66X TX (B, & H ) TR 5 25 (E—LeSTjifi 7
A, BRI IR 220 7 H .6 H.5 H4 5.3 H.2 HAF 1L H AP ERA i ) i b LA R .
76— 25 5 b, 9K PR S AE S /D2 2.3.4.5.6.7.8.9.10.11.12,18.24.30 F1 36
A AT — AR 25 24

[0045]  7E—esijli 77 0, 1R 0L T 4 TA G WM 77, TR A &Y EFE S A K2 K
EE CEEA ) BRI, Hrb I A2 e 2 b — > A e, Heh Rt 2
[ () T B AS 22 F- K 29— i, 3 B A A i A I R 8 AZ e 30 A 24 0. 25mg/m” 224 25mg/
m’e AE—LESHE T S, L TS TALE W T, TR A A AR EE RV EMAEA
MEAED (AEE) KK ER (40 Abraxane™) , Hih Bk 2840 2 /b —4 F#
)t A L P R vkt 2 TR B TRI B AN 22 1 K 20— J 5 O HLEL AP B 2t FH B P 5842 Jo )
29 0. 25mg/m* 22 25mg/m*, E—LE5jE 7 KA, Ak (WTHERAZEE, 9 4 Abraxane™) 1)
FFIRE 2557 B 22 2.3.4.5.6.7.8.9.10.11.12.13,14,15,18.20.22 F 25mg/m” 1 [ {£- ]
FE LR o AE— 285t 77 A, g A S LA E 22 /D25 1X 2 X (3X(4X 5X . 6X,
TX (B, & H ) HEME— TG 2. 18— LSy 0, kg 25 R R kg 220 7 H .6 H .
5H4H3H2 HF L HARREFTRRGLLR . £t 7 20, 9K Bok 442 /b
21 2.3.4.5.6.7.8.9.10.11.12.18.24.30 F1 36 A H rh TR 25 24 o

[0046] AR BT iE— Mt dhiss TG, k-G W HE & A2 BRI ER & A 1) 44
KR o 75— 2652l 5 AP, G0k 2 B A5 & A BAZ B A R A I 9 K R » 76— 4
SEHE T A, EAZEE / R KPR T3 BAAAN K T4 200nm, 7E 285l 77 0, 46
R/ AR ADKPR A SRR EAE (AE) R MER) (U Cremophor) o 7E—4&
ST P, AP ARA SECER ERIL A 18:1 BCEAK, W2y 9:1 8UE(K. 7
— sy P, R AN AR . £ s 0, B2 R/ AR O YKRR T
BEAAK T2 2000m, 7 HEEE / AFE A SRR LS (WAE) FimahEs (o
Cremophor) o 7E—2650jti /7 A, B2 EE / AR AGPKEUR T 3 B2 A K T4 200nm, Ff
HEEBEAWAAEA, LRFEWHL A S EWEE, £ sy b, 99K Sk 4
G Abraxane™, FH BRI (N2 EEZEER ortataxel) FILKBUR 415 YH
ALG FRRRIE P B — R A

[0047] 3@k 58] 132 B i 1% 0 AR BREASOR) S 3K, AR A BH R 8 7y i RG34 DA B L8 7 T
DAl 2 2 2 WA o tHoRe ol BEAR , ARSI (1) 22 Fh St 7 S8 b 1) —Fh s — Se sl Fr A R 1 T
CIBE 20 5, LA RCAS S B IR H A 5 it 7 =Ko

[0048] [ I fejid

[0040] & 1A 7= HY T ABI-007 A KB E BRI MAE R AR T . K 1B /R T ABI-007 Xf
NN B2 40 B 3T K i . B 1C 7 H T ABT=007 X P 572 40 /88 TV Rl (40 52 o
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[0050] & 2 7 HE TG T A 4R 2 1 ABT-007 (A A m g . Bl T
XTI S BT ABI-007 /R WA R[] Balb/cJ /N B AN & ALY, 4735 IR ) R AH 40 i (CEPs)
[KJ7KFo Untr’ d, RACFXTIE ;S/A, 3K / BER 3R . AE4%, 24 £SE. * 5RAb
T2 2 ANA] (<0, 05) .

[0051] 3A FH 3B 7 HE T A ME BOMTD 5 b WA ) ABI-007 FT Taxol A i A
MDA-MB-231 (A) 1 PC3 (B) /Mg ) SCID /> B g ALKy . ] 3C AT 3D 7 HY 1 1tk
o, MTD J7 Zevp i F ) ABI-007 il Taxol Xf 77 MDA-MB-231 (C) F1 PC3 (D) AEI i SCID /MR,
RORZSERF-A R

[0052] & 4A A1 4B 7R T HER R AN WIR YT 2 )5 B MDA-MB-231 (18] 4A) 1 PC3 (&
AB) Mg (1) SCID /N BT A1 A I opy, A7 3% B ER N S tH Al e (CEPs) HIZK-F AR AL <A, EhoK /
£ ;B, Cremophor EL XM ;C, 754t Taxol, 1. 3mg/kg ;D.E Al F, 54 ABI-007, 43 il
H& 3.6 1 10mg/kg ;G, MTD Taxol ;H, MTD ABI-007. #:4% :¥J{H +SE. * 5Kk / AEAXR
PRSI BN (p<0. 05) o ° 5 Cremophor EL # AN HEBH B A (p<0. 05)

[0053] & 5A 7= T N R 4 s s 7 i MDA-MB-231 ( ) F1 PC3 (O ) AR fE 4 (1) i
SR N UM 25 GA, 2K / A48 8 3B, Cremophor EL XfHE ;C, 148k Taxol, 1. 3mg/kg ;DL E
FE, T ABI-007, 43512 3.6 1 10mg/kg ;G, MID Taxol ;H, MTD ABI-007. #:4% 3
+SE, [ 5B K] 5C 7 T 7R #4H MDA-MB-231 ( [&] 5B) F1 PC3 ( & 5C) &3ty SCID /L,
JIh g PR I 85 R A A L if P A7 3 CEPs 5 B 2 1A R G I

[0054] K678 THER TS A Balb/cJ /N RMAE R HE A (Matrigel plug)H, N T
EEME B MTD 77 28T I ABI-007 8 Taxol X8 e 4T 4E 41 A= Al (bFGF) — 353 i 1ML 8
KA . MFE—A, £h/K / FAEE A :B, Cremophor EL %M ;C, I5HM: Taxol 1. 3mg/ke ;
D.E F1F, 5 4tPE ABI-007, 4> %I & 3.6 F1 10mg/kg ;G, MTD Taxol ;H, MTD ABI-007., ANt
bEGF (-bEGF) FIRE A HIE T (Matrigel) YERMIPERT . FE4%, 414 +SE.

[0055] 7TA F1FE 7B 7R T nab— FIA#E 3 5 Abraxane™ B4t i B TV WL 40 B 41
BT 40 MR EEE IR A CMERE R B AR -1 gl e (B 7A) BUEd A AR
geaamiE (K TB) .

[0056] [ 8 s T 7E HT29 A &5 7 MR i A A, nab- {5 1175 % 5 Abraxane™ Bt
A A M EE PRV M

[0057] & 9 7nHE T 7E H358 ASiif AR, nab—17-AAG 55 Abraxane™ BX4r i 41 fi
BEMEVE .

[0058]  RHEHFIA

[0059] AR EHERAL TBEA IR 75, ARG R 5 TG T BEES T
THECENEAED (AT ) KPPKRRR, 55 07 miyy PR G720 —F i
BT RBENTNA G AR 7B 7%

[0060] AR BH¥S FOXFERI AT :Abraxane™ pH T HLAR A B M8 v 2 R BAATR P 2 PR )
ER, Befg 5 BRI 500/ BUG T T XBe& i, AR e Ae 1 R Ay vh N . i
TEHZY /) BAREAGRIRIIAEY) (U0 Abraxane™) 12 41 B 003, BATIA,
N X AR KR 20540 (W Abraxane™) FIIBCE 407 LU N H HLE 29 0B 4057 SE N
o AN, UK PR A4 (1 Abraxane™) 5 SR A N A A LL B 25 5K

11
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GBI SE AT 2. AL, SHGRBUR AL 5 CRp R BRAZET / A AR BTR A 54,
Abraxane™) 5 EALST ZYHA AN, 230 5 I Eih 7 ARG A AT, AZAR T A B0F
HICIRTF AR AT fEIR T BETE I (e aE ) A BB o
[0061] A WIAE— ANt Ty 20, 58— iR 7 NSRRI F iR 7 B SE IR 0ms e
E, B — IR BLEE AL B I Abraxane™, 5 TR YT W1 Y5 — ST 25U LFMLST 25 80 B AU
9T o BAREACEE IR MR 36T R DU SRS T SO ST M I AL B, Bl
LRSS 7, B2 ER WU EDH RIS T .
[o062]  iE—Dh, LRI, B Abraxane™ 5 HEVE 45 25 77 R LUAH IR 5 40 & W) A 42
MTD 452577 Z A % CURIR, Abraxane™ ISP 15HEME 45 2577 Z2 LL Taxol®™ M1 A ESS
2T
[0063]  ASCHTIR v — M 6T 0 R R R . JASSCRT Y, “ iR 77 R 3R AR
A BT RS R 7k R TR H I, 7w B0 & AR 4 R EAR T FHE
TEEA P EE FOER SR PN FE B A S O R AU RS CRIL, AL ) S TRy 51
IR PR (B, #6458 ) <5 1 BUEIR P A AR B A < SEAR B i 2 Fe S TR IR A&
DO e (BB 2y Bl ) o “VRTT” WA SE IS M A B SRS . AR BT R
& T IR T T P A B A
[0064]  QASCATHL, “HETEIES ” e SO PR (AL RIESCRE ) M/ ST
¥, ANE I s A AL T AL, SR AR, 452 SO B R A1 —Fhel 2 i e (6 — 2850
7, B H ) FUIRE IR AT AR GRS IR | e R e PR ES EOR L NS R
Fidee: e BN MR L 65 EL R S Sk 3 o AEAR i W) B 9 R SO, B ME DO n] LI — 2D
B RGO G AT YEAL R RN (R AT U SR I T AL, B ET AL )
A AR B 2 B B K B A R A R I~ 1 JULE L, M A AR5 B B Ak A . AR
Sty b, B O R R o AE - 2E S SR SRR R AR R . £ LY
S 7y A, BT R R BCE R o 2 b SORITR SCRE AR AR g B RE I
R et B e 7 i e A% B B UNT / SR RIS B IS, AR/ sl
IR AEfT Ak o
[0065]  ASCHTHIARTE “H 2R " i 2 LAY R Rl IR SO0, A S pdl e
A/ BEEIRH M e MR AL S e SRR . B3R SURIE B B AN A 40
RETEI , A7 R4 A DL SR A A/ s PR R ARl (il i A2 1) Bl
1EBUER L AT E A MR . AE 2RS0T 3, A R e A DB IR S0 K e
o B SES T A, RCE R AR I EBUE IR AR/ B R . AR E R LAE
R kg b . AEREIE MG D0 1, AT R0 [ A s AL S nT LL (1) 9808 48 R AR
B (A1) MBS s (111) e FEEEHLINH] L GEIR gz , JF P ¢ 1 Ey 40 i 17 &0l
BRI 5 (L) i) BN, — @ PR e, R Hh 2511 ) R es ; (v) SR A 1C s (vi) B
1 BE IR R A AN/ B A AT/ B (vid) — E R PR S e AR SC AR — i el
Fifto
[oo66]  fE— L8l 5 b, St TR T SRR MEIN R I R AR LSty b, R UE T
T HR K ik (BRI, ISR IR RS BT ) o AE— 28500ty 3Crp, $R 00 T i e 00
RERI T ik AE— 250ty A, 2406 76 7 FUIRE (R L2 HER2 BH PSR HER2 BIYE ) 5
12
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5 BLHE, 9, MR AL, TV BIFLIE , R e B L A A e FLR R . A SE Sy 5K
o SRR TR IR R TV, LA, A, B/ i L riEE (NSCLC, g 3 NSCLC) /)~ 41 i il g
(SCLC, Tt A SCLC) A0 i o Aty B M R T S AR MR o 75— 2B S 77 U, 4243 1 ¥R 7 B S
SLEUE OB IR R AR (BRI R AR ) (4 E R R AL (n
W SR ) rh AT — I 7. E— eSS, SR A T IR g Mg sE A/ B e
TR 7. E—2es Ty A, 30 T VRS T AL RN I 7 TS s (AR 41k
I8 A 8 2 B 8% 3 JCHE R AL R T 1 LA M MG T o AN R B AR AR 3L T SR AR SC BTk AT il
5 T 0 F R T

[0067]  ARIE“AA” ZIFLENY, BFEAN . MAEFEEANRT AN D AR R E)
V) MG S ER R KB . 828 st 77 A, MR AR CInA ) wT DLER AT I 5
BRCFE P AR PR » I g S A o AE— 8 SI 77 3Xh, AMR AL TS BE e (CAndiiE ) 1
B FE— e85t 77 3, AN A T 8B T e B R (s BT ) o AE 28y 5K
o AR HER2 B . 7E— 285l 77 X P, A2 HER2 B4 .

[0068] A7 ] LLTE S B I 00 5 S8 . “H W15 o CAl BhiG o7, B I %, adjuvant
setting) ” & FEAN R B AT B8 GE MR 5 00 R ol SRR e S0 I PR 0, JF B — A% ((EA 2 4
W) AT RN, TR G AR EAR TFAR (WFARDIRR ) o7 F4sT . 28000, BT
FEPEBE Ve ) AR s, IR SN R DA R Adb T R AR s 1) RS o “ B I L Th IRTYA
Jr kg 2y R SRR 7. SERGFRIE R, 4 Bh i o0 T B9 A DAk A2 “ i AU Bk
RIS ) BT LA ZR, Bl o 18 RIGTT I R R R . A ST 7 vt ] LLAE
B WG Ol (neoad juvant  setting) T SEE, B, ART7EW LIENIE / S Jai6d7 (primary/
definitive therapy)Z BISEHE. £E—LE5 0t 7 N, MR BT AR TT « 7E— 2850 7 =X
W AMEZ BTR G HRTT o ARS8y A, W7 R —4IBYT (first line therapy).
[0069]  NiZFRfF, AN SCHTIAR AR 2 BH IR 75 1 A0 S e 7y B < ER - R S i g R
(consisting) "Fll / B “FEA I 2% 5 T RS2 il 5 A4 ik (consisting essentially of) 7.
[o070] N AT FIMECGIRTT

[0071] AR BHARAE T 3097 MR M (WTEiE ) Bk, BFR4 TME sa) AL
HAEGY, A E5MERESH L MEARED (WAEA ) MYRRPR s b) AL
B DML EITR . ST T A, B GERE RALE  2 I BB ortataxel
T —Fh e (FE—2esili 77 P, A IRk ) o E—28sE 7 U4, 4K
KL W) ELHE Abraxane™, fE—265j 77 U, (b7 RSB IUACH (RS ZEFRL) ) (5E
TR 2570) S e A 3« % B S B D A1 0 MR AR R KR AR IR B 1 RS R A
PN B R HA b S A B 50 b AR A (FE— 28ty Kb, 18 B X225 ) o

[0072]  FE—2esEjliy X, Bk ARG TAE ) BRENAEGY, Fidd &9
FEEH RN A EAMAKRIN sfb) AREM2 D —FH eIy 2, £S5y
A, BEE / AERAGPRBR I ERA KT 200nm. 7E—2850 5 77 b, AR /
HE EAKER A SRR EAE (WAE ) REFEEF (41 Cremophor) o 7E— 485 il
HRA,AEWHPHARASECENERILIZA 18:1 8K, 129 9:1 (K, F—2
S A B RASE AR £ X, AR/ AR AR RURL T
HAANKTZ 200nm, 3+ HEEEE / ARAASYEAR EAE (WAE ) REFEHER

13
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Cremophor) o fE—#E52Jl /7 3, AZHE / 1 E I GORRIURL (-1 34 B4R AN K T4 200nm, I
HELBEOHAAERA . £ 290077 P, 90K 4L 542 Abraxane™,

[0073]  fE—2 Sty b, AR PR AL Ty SRR IR TR (IR e ) 1 5k,
EIT ARG T MK a) B[ Abraxane™, Fl b) &= 2D —FILEHITH. S
Abraxane™ FHZKEIL [F) 25 T BRI 25 T R AL L O 25021 & 1t 15 A B2 — 410 AR EC I
RIL R 5 BTG SRS PE AL A, )2 5 DS R ME AL SR AR AN/ sl BE MR ¥R K 41

I
= o

[0074]  ASCHTIRRIALTT FRITT LAt 25704 5, HL2h 2% b nT 4 52 i sh L 24 2 BT 252 1)
Big, DA R ST AR S R AR S A A1 T TR A SR . BT DA T BT ALY ) (— e 2
B CLR G il 2550 (—ApE 2 0D BRI 60, b ik 2522 A -5 R6 25 2% bl
Z AR R T B o
[0075]  ALJTFRIAT LAAEAE T KRR A& fdn, 76— 25y L, 324t 7R A
PRIETEYESR (WUEE ) 7735, BG4 TAME ca) ARERNAEW, iddAdavafssfa
KM ED (WEEE ) FYRKRRE 8 b) AENAEY, iR EWasE&H
/bR E AT RIS A E D (AEE ) FPeKRRk . 7225y N, ik 5
IR T ME o) ARENAEY, ik -6 WaRESA B2 EN O & A KPeRBk: (i
Abraxane™) ;Flb) A& M EW, TR AEWERESTH 2D —F LT R AR
B (MEEH ) BPPRRRL 252 77 b, 7 5Re SRy i (8258 Ty
A, EE ) FRACEKAADBEEELAT A Cn — AR ACHKAL AL, F45, %140, nab-5404.
nab-5800 1 nab—5801) , 75 %% 22 B HAT A=W, kg /KB = s HATAY) (a0 17- Jm A 2R
FERGRIERE R (17T-AAG) ) o AE—H8SJt 77 AU, AT f e B e 2= 76— 28ty X, 4
JTH)S2 17-AAG,
[0076]  ASCEEME T 4575 1E AL TT B R Ju R AERR SRS K . A I AT AL ) A,
KA, MR T S 2550 CanRKOR A BRI JLAT 22900 ) 5 B & A2 2y, ¥R T Pk,
EGFR &2 [] 5], ¥ 22 BRI ) 501 (G P s R B il 7)) » IV 6 S8 R 64, a B AR il
), HOREF (W2 ), BeAb ), 5 TEI R 25550, BERRHTAE 2R, P b R A B 570,
KW BEZE, 1697 MEDUIR, Poa s (A e R4 R B LAT 2B ) sh IR R Bl AT )
(U1 17-AAG) , FHASAIR A 0 & FRUEALTT 57
[0077]  7F — 48 50t 77 b, AT R 2 N A AR T A i (AFE — 2 st 7 A, 1k
H ) o« Bl 2 2= 8K K Al Bk BR B W IZ L i 26 i &R 9ok B & duanorubicin, ] #F &
K] B R 22 R R T E S OK FE B R B RE L R . R = A YT (BCNU) L
JE —CONU. W4 K 4B v R, 40 2= = 0k S HEAim A= 4 28 o IR 8] L SR 42 e J LA
Ay (), A B R AT A, R AL AT Y ML) | topetecan, K F
B K 8 B Al 55 25 UR YA 4% L. nab—5404. nab—-5800. nab-5801. & 7. %% . HKP.
Ortataxel. 7 P fik &£, Herceptin® . K 3 ¥ 52. Doxil®. 55 fib ¥ (capecitabine).
Alimta®, Avastin®, Velcade®. Tarceva®. Neulasta®. Lapatinib. Z& #7 F JE (Sorafeni)
AT, AU O AN AT IR A . A —2esit 7 b, (T He 69, hiddl &
VAR S HWRARKARAT ED A ED (MEEE ) KRR,
[0078]  #F—bsizjifi Jy XA, LI SR BN 2, IS EAPR T K41, Navelbine® (K&
14
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) IR P/E R (Doxil®) . lapatinib (GW57016) , Herceptin®- &5 P {{h 75 (Gemzar®). £

Ry (Xeloda®). Alimta®- [iiEH . 5 R WEIE R B 5F 22 VI . Avastin®., Velcade®

faray
¥ o

[0079]  7E 85 7 b, Ak ST R A2 2 5 R AR ) B IR S B0R), BTk BT 2
EGFR. ErbB2 ( th#% 4 Herb) . ErbB3. ErbB4 8 TNF. A I, 25 7 AMA—Fp el 2 Fh 4t i 5+
AR A . A — 25t 77 2N, VT 2 AR KPR . AR IR A E T A B AT
N A 8, JF BT L AR KA R S e B & EH (A A

[0080]  7E—485jti 7y A rh, ALST SRR BR T L VEGE Hifk . HER2 Hifk . FHL3H HCF B 551
2 HMEIATT 7o

[0081]  ARSCHERRAL ST I A 1) P 2538 T i A7 SR B AT A2 4, BRI A e BH %5 1 A
BB ISty A (2550 s R EETAEY (— M) o AT RIS AL 2 1
“HrEmn” R BAREAIR T, 458 1 54057 85 a4 &4, 8B £ 54097
A 2 AH [E] T8 A 24 2R R AL S 4. eSSt 5 A, AT SR BRI AT AR ek
AR 5 AT N BEE AR AL 22 R/ s EE R (L5, o, ThRESSIE ) &

[0082]  7E—dLsizjii /7 X, AR BHARAL T VR 7 AN RSB M (CAndEsae ) 732, 107
BEELS TME ) AHEMNAEY, TRAGWERESTAHEEEMNENRED (WAER)
[RIER KSR 50 b) A 350 I IS 2 BRI 7 o 7E— 288 7 b, AR B3R A T ¥R
IRIETEYER I (WAE ) 107 ¥, SRR A T MK a) AR E NG, fridd &Y a
RS H SN AE AR KPR (U1 Abraxane™) ;71 b) 75 245 R 22 B8 1B 40 157 o
T D T 2 I A Bl 1 o) ) B 49 4, AP S i JE (Gleevee®)s 7 4 JE (Iressa®) Tarceva,
Sutent® (3ERIREFRFIE ) PRI JE o £E—Le ST 77 2, 1% 2 e S 30 il 7 4 bz i
Bl o2 7y b, B BRI 57 /2 Tarceva, Tarceva &/ AR AKMH
T LAY/ R ¥ %2 A& (HERL/EGER) #HF), HAE TTT #il ARG th 22 B, e 41 4E /) 41
Mg (NSCLC) AMMARMIAF TGN 5 — 2o s 7 X, Brd 77 vk 1607 SLE , 5818
7 iR MR LR A B 00 R ¥R T SUMRE . 76— 285 7 X, ik v T
WISk o AE— Lo sty 2, AL T A FLsh P FR ik EGER I e BT K TV 1% T
AL FELL T LI F IR M LB Abraxane™ Fl 35 AEES B , Hrp 5 R JE i o k) =
(pulse—dosing) 45T .

[0083]  7E—sLsizjii 7y X, AR BHARAE T vy MR M (CAndEsae ) 7 v, R4S
T :a) AHEMAEGY, TRAEWEESTAHELRMNEAED (WAEA) YK
FORL s D) A 2 E PR CUniZ BB, CdG, 4 an, NERe I Fims g R4 ) « 18
— s 7y b, AR SRR L TR AR B R (AT ) BT, AR TN a)
AHENAEY, TR GRS HEEEM R AMYKRER (40 Abraxane™) ;1 b)
A ERDUCEST . “ BT (antimetabolic agent) "@&{E45 1) E HAMYIZRLL, (B2 A
RE LLA 73 07 SRR FH 25500 VF 2 SRR PUAZ & \RNA H1TDNA 1142 i, HiAR
AT DU A% 2R, H AL R (RN BR T BT 40 M T M ngE g | < B fih iz (Xeloda®) [ 4k g
tr.cladribine. [ #E UMEEE (cytosine arabinoside) (ara—C, cytosar) « =48 K B UK
WEIE (05— FURMERE ) JUFT LR L 75 PE AW  SRIENTES | 2 FPERS (it S 0EEns (4 6- it 1
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RN ) o LB PR ALSS, F a0, L- RABEE (Elspa) &ML (decarbazine) (DTIC)
2— Wi, —D— AR R B CAREERME) o E sy X, R 2 R ST
Y (AE—28s 7 U, 5 B ) 75 PO AR | SR s g PR a5 Ay o 72— 28 st 7 rp, B
R ITEH T e M FUN S B S M L . e 2o sty Kb, rid 5 iE A T
PEFLE ) — 21697« A0S0t 7 2, JrE TR R AR IS O LR . AR
ST K BTIR T P TR T NSCLC. 6 1 45 i T e R e B3 4 S A4 988 v (%) 42 T
[0084]  7E—Usijiti 7y A, A BHER AL TV ARG TE s (W ) 17, g
TAME ) AMENAEY, TRAEMERESAELENEAED (WHEEA) gk
FIORL s D) AR IR AE—20s i 77 b, AR B TR MRS TE B (n
e ) W7V, BARLGS TAME sa) ARMENAEGY, A EWARE A SR A&
YRR (4N Abraxane™) 1 b) AR EFIFALT. A8 BT FEH AR T I %
(Cytoxan) A L3 A R T R AT RVEC R AT (BONU) BERFUR | 1V 22 e 25
%25 ethylene imines. &I+ HESCH] VT BERREA e AR IENZ L AR ZE IR & 55w VTR0
Wit Ao ARS8t 7 S, BEA LRI BRI . AE— LSty S, 7RG T AR TR A A
W iiss T . AE— STy b, Bk 7 TR T FUHSLURE . 7RSS Ty
i, ik 77 T 7 4 Bh 8RR B 5 00 T B FLIRSE -

[0085]  7E—usiyti 7 A, A ISR A TV ARG T e (e ) 1T, ST
LG MK :a) ARENAEY, hiddaMEREEHEELEAEAED (WEEA )
IAKIBURL s 81 b) ARG S T HI 2550 75— 28sit 7 X, A BRI T 337 A~ A1
TR CAERAE ) 75, % AR EE TN a) AERNA S, Fridd & ass s
HREEAAE A YRR (U1 Abraxane™) ;AT b) A2 & W A 257 SENET
2 FE AN R TR0 R AR b R . AE— sty b, TR R .
TE— 252t 7 b, A7 T6RT SR (HER2 P BR HER2 BF 14 , A0 45 5 7% S Mg A g
WIFLIYE ) e (ALHE IR NSCLC, — %k NSCLC, SCLC i r Fry g SO 20 otk S 40988 ) 5 O SH98
Sk B AR (ARREBERARE) .

[0086]  7F—2Lsii 7 A rh, AN B ML T VR IMARETE MR (WUEE ) 5V, AL
LT E ) AMEMNAEY, A EMERESTHELEMEAED (WHEH) K
KBORE s F0 b) A EMNEMRPUER. £ 205y b, AR BRI TR ARG E
PR CAE ) vk, BFRS T MK a) ARMENAEY, TRA &M &H L2
BRI 1 (U1 Abraxane™) FIEAE A (W AEE ) MYKRPURL s F1 b) 202 1 &
WEPAER. GENEREIUEROFEEAR T Doxil®. & W& LR R D RUAFE
(daunorubicin (daunomycin)) fif 2 2 (doxorubicin) ([N (adriamycin)) & 2.
PR R CKFEERE . valrubicine 7E—2850j 77 X, M EHUAERE N IMER—Fiek 2
i (FE—2e50ji 7 X, IEH T 4)) : Doxil®, 3R [ A R M A 38 . 78— 25y U, A7
ERTRTT RIS . 75— 2B STy S, ATV TR T i B slOR A B 0 IR LR

o

[0087] L85y b, AR IR AL TR 7 MRS MO (eeiE ) 105, A5
TR ) ARENAED, Fridd MU SHELRMERED (WAER) K
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KUK S b) AR I 75— 28zt )7 2N, A% R AL 1387 A A B 5 Tk 5 i
CANdEE ) U775, BUFRZE T MK a) AENAEY, TR A& SH KRN A E
1 (41 Abraxane™) FIPKFUR A ARG (BEEA) b)) AREMNKELR. 518
(KA AERRALHE, B0, KA KRBT KR M L KA 5 72 (Navelbine™) fIl VP-16, 76—
s sz 77 P, KB I KA 2 (Navelbine™) . 76— 2652 77 2 b, 40731 TiR97 IV
L e R0 e

[o088]  7E—Lsijii Jy A rh, AN A BHAR ML T VR IMRIETE PR (WUEE ) 5, AL
BT MK ) ARENAGY, TdAdGWaRESHEEERMEAER (WAEA) 1l
KR s F D) AR RIA N BE . 75— 28 St 7 20, A8 BRI 13857 A AR B9 5 1 5
(ANEE ) W77 BUFEZE T MK a) AMENAGY, iAW aRESH K EMNAE
[1 (41 Abraxane™) FIEAE A (EWAEA ) MLUKFUR F1 b) HUENKANE. &
TR N B HE, 9, B WA 2R R w2 £ —2s0il 7 Uh, KM B2 5
AR R B AT A . AR 285 7 b, AR TR TR 7 SEARR

[0089]  7E—usiyifiy A, A ISR AL TV ARG A e (e ) 1T, s
TAME ) AMENAEY, TRHEMERESTAELENEAED (WHEEA) 9K
FORL s Fb) A RCE I TR . B2 7 A0, AR BRI T iRy ARSI
PP (e ) 72, AdE4 TAME ca) ARENAEY, kA S50 afE S a 220
FAEA (Qn Abraxane™) FEAEA (HWAEA) MYPKEURL sF1 b) A 80E IR 7
R HIR o 75—t 77 2, A7 RS a0 S A B iR, AdE, 904, R F R T A
VAN FARIBE 1T AR . Ve eI S AEE T P05 6 FEEAS PR T BB, 4 378 JiE A
FEyE . RN A EE 1T S0 A FE A PR T 220 e ARKFEA KB R IR
s e v o

[0090]  7E—HEsijiti 7y A, A BHER AL TV ARG TE s (Wi ) 172, AR
TAME ) AMENAEY, TRAEMERESAELEMEAED (WHEEA) gk
FORL s Fb) AR P AR . fE—2esi 77 s, AR B3R AL TR 57 I ARG B P
i CHEE ) W, ARG 7K ) ARERNA ST, hid A6 WafESA SR
| (4 Abraxane™) FIEAE A (EWAEA ) FPKEURL sF1 b) A 2% 1P A g
o B2 77 Arh, AT VR T 097 HoR It LR, A IR O BT Sl ) I 0 T 1 3L
S i (A0— kMR NSCLC i NSCLC)  BF Sl fl B 550 (BFEHEB IR AR ) .
[0091]  F £ B M4 A B3R O % e JF B2 A 903 2 %0 1, B §E Carmeliet and
Jain (2000) 41 2& [0 28, i i B A R AT BL RAR R AR R B3R RAR KA. £ — L8
St 7 2 AT SRR A R B B A AR . o, DART R R, DA SR P TR
[P I A5 A R L HE T A Dh Re s — AN ) O O A By D13 B2 4k (R
N, 55— AN AL S TR 2 R AR . Nat. Med. 1999, 5(9) : 1032-8, R IR — 8 = Z Ik
CNGRC—GG—d (KLAKLAK) 2, ¥k & HKP (Hunter Killer Peptide), A ocidk iy s v 2k
I, 78— e st 5 R A, P AT AR KGR HKP. 7 — 2652 75 b, B A5 A A [/
BT -VEGF HifAk ( 1 Avastin® ) ,

[0092] 7285 77 Arh, A BRERAE TR AR I G TR It s CandieiE ) 5, dE
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BT MK ca) AMENAAEY, TRAAMERESHESRMENRED (WHEH)
KIBURL A b) R R A BRI EIF], W bortezomib (Velcade) o £F—4852jifi 7 R b, 4
KRR TR AR (WUEE ) 7%, AR TN a) ARENAED, T
WASYAFESHEMENAEA (W Abraxane™) FEAE S (EEQ) 9K EER
i b) AR 1) & R AN EIF 40 bor tezomib (Velcade) o

[0093]  7E—Usijiti 7y A, A BHER AL T VAT ARG TE s (W ) 1T, RS
TAME ) AMENAEY, TRAEMERESAELEMEAED (WHEEA) gk
FORL s D) ARG PR . 78205ty A, AR SR AL 1 ¥hyT AR RS T PR
(UEIE ) 7%, BEERA T a) ARENAEY, T &Y aE A K EN A E
1 (U1 Abraxane™) PLRERARE A (WIAEA ) FIYUPKPUR R b) B R RGT HEDUE. &
& BT U B EA IR T35 -VEGE Fifk (U1 Avastin® ( DIARHH0)) BT -HER2 Bk (4
Herceptin® ( fHZER 40 )) « Erbitux® (cetuximab) Campath ( Fil-&H41 ) Myelotarg (75
BT )« Zevalin (ibritumomab tiuextan. Rituxan ( F|ZE 81 ) Fl Bexxar ( FLVH 5 B
B ) o AE—2eszil 77 8, AT )2 Erbitux® (cetuximab) o AF—4852E 77 L, A7 )2
B XF VEGER Bk HER2 FIHTIR 2 SMEIA T TEBUIR . #E— 285ty X, A5 v F TR 77 HER2 B
PRSI, RS IE T WL, TR T AR, VAT A B OO R R FL R ST B A B
O R REAE o 7E— 285 7y XA, AR TTEH THIT T AT B otk PR A B 1 4
LR AR A B A D0 T R FLIRE i (A — eI B NSCLC HINSCLC) « G S8 Sk 3 |
MR (OREEBTROERR ). B, /£ szt y b, #2405 TR 77 K HER2 BH
PR R 1 L (0 77 V2%, B R4 R 48 AN 125me/m® BAZIE / AR QKR 254 (o
Abraxane™) , ¥4 3 Ji, 55 4 F{E 2y, [FIF 45 T Herceptin®.

[0094]  7E—485 it /7 b, FEGKBURL AL S, B T 88 A0, 1045 T IR ECSE 2 Mk 7
7o IXLEFHFRSE 2 FITRIRT LD (EALT ) BT AFESRALIT . A SCERAL T X L
HEWE 1. HEedAahpEiE.

[0095]  7E—2L sy Arh, 324 T VR AN R IS TE R CandEE ) BT, BARGS T A
1% :a) AMERNAEY, A EMEREEAELREMEARED (WAEA) K9P ;
b) BHREBUREY CWRZTH 2, Bl n, &5 v ) s/ o) BIRRHIAER (LR &
K)o TE—Hes Ty Arh, 3R T VR AR TE e (aEE ) U, AR T AME
a) AHEAEY, TR AEWERESHEMEMOEAMYIKERL (U1 Abraxane™) ;b)
ARERPACEY CInRZ R, Glhn, FVEME ) o) AMEREMEDIAET (R
BEr ) o (LS Ty X, ATTER TR R B 00T LR . 9, £E— Le STy
oA 4L TR AR SRR/ R T BRRS T AR 220mg/m” RAZEE / 1R A
KPR A (U1 Abraxane™) , 5 2 JH45 T :2000mg/m” 75 P, & 2 JH45 7 A1 50mg/
m’ RENE R, & 2 FgE 7o B2l 7 b, 38400 T VR Sl B Ol ™ A R B LI 16 7
%, BFRS TAMA 1Tomg/m” SBAZEE / A B AGPKBUR A4 (41 Abraxane™) , B 2 Ji25 T,
2000mg/m” 7 FifhiEE, & 2 45 T, fl 50mg/m” KT EE 2%, B 2 AT

[0096]  7F—2b s 7 Arh, 34 TR ARG TE s (e ) 17, BERS T A
& :a) AMERNAEY, FriddGWEIEEHELEMEEED (WEER ) K9k,
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b) ARERETHMZH] Ca-R81) , f o) ¥y ik (gt -HER2 Hifk (4 Herceptin®
) R ~VEGF Hrfk (40 Avastin® )) . 76— 2657 v, 42408 T V7 AR PR (
FEE ) W, BAREE TMAE a) ARENAEY, IR AR SHEEEMNOEAN
Y KR (4 Abraxane™) sb) BRI T2 CliR51), M o) I Pk (o
$t ~HER2 Hi 44 (40 Herceptin® ) i —~VEGF HilK (U1 Avastin® ) ) o 75285l 77 U, A 77
ER TS NIRRT < 0 F0NRE , R kLR, 0 B A% 00 T i L ves , Rt (&
5 NSCLC AW NSCLC) o AE 285 77 by, S it TRy MR R 1 5 %, B dE 4 74
& 75mg/m’ BAZEE / 1A AR URL AL 54 (4 Abraxane™) FIRH1, AUC=2, H. A &f i 45
20,8457 3L A FAG Y 15— 2y A, AT ISR R 245 T 4 2-4mg/ ke (1)
Herceptmn o

[0097]  7E—2Lsji )y b, 348 TV AN RIS TE R CandEE ) 17, BARLGS T A
& :a) AMENAEY, FTddEGWMEREEAELENEAED (WEEA) 9Kk,
b) AR THIZH (R4, F o) KA&EIERL (W1 Navelbine®™ ) . 78 —£852 i 7
o PR AL TR AR IETE M (WEE ) W, ARG T AME ) ARENAEY,
RAEWEFE S AR &AM (40 Abraxane™) sb) A %50 5 T 4119 257
(IR, f ¢) KFEWER (40 Navelbine® ) o E—2852 75t 77 2, A7V T4 97 i .
[0098]  7E—usiyti 7 A, A ISR A T Va ARG T o (e ) 1T, AdE s
TAME ) AMENHAEY, TRHEMEFEST AR ENEAED (WEEB) 9K
UKL sb) A RGBT CInEREEEZ ) M o) B EPIAR (WPIEZR ) . /LSy
A, AR TR Ty AMARRE M CUEE ) T, AFE s T AME ) ARERNA
G, iR A YRS A SAZ B A B B AKBIURL sb) A R e AR Cln sk iz )
Mic) BIRPUAER (WPEER) o B8y L, A0EH TRT7 SRS . f£—
WOt 7 A, AT TR T S O SO AR IS DL T RS o 9, 75— LE STy
A, B T VR AR LI 00 5V, RS T 260mg/m’ RAZEE / R (A 4K TR AL
44 (1 Abraxane™) , 60mg/m’ B 25 25 F1l 600mg/m” FRBAIERE, b & 2 2525 1 K.

[0099] &Sl Jy AAAESR 1 Ak, i dn, 75— 2es e 7y A rp, S 45 T VR T AN R LR
s 7 BAR 4 T ME ) ARENAEY, iAW aRESHEZENAEO RN
KR (U1 Abraxane™) ,b) B3 R, £zl 7 b, A7, 46 7 MEE
X 1) Herceptin® . 76— 285 7 A b, 4248 T 9097 AR M 5L I8 1007 V5, B A T4
1 ca) ARG LG, BTk 416 58 & R TR A B A 4K B0k (W Abraxane™)
b) A E K VG . AR 2o Ty X, SR T VR T AS A B ES A N Al  E 1K TT V
BFRLE TAMME :a) ARERNAEGY), A5V aRESH BN O &Ea KRRk (dn
Abraxane™) , b) HREK K.

[o100]  7E—4bsijti 7y U, 3245 TALE, ITd A S BTE S A B (INEEE. 2%
EA I ortataxel) MEAED (WEEH ) FMAPKBUR A2 D—M e r7 5. A3
PR A& m] CLAFEA R R BEAZ BN ), a7 S TR (AN ) o /15— 285K
77 A, AT SRR AZ e LA TIUE LU A 205 W TP A7 AR, Pirads e BL A i 40 A SC BT ik ()
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. B2ty b, AR T A MENAGYIA S ERNZ DML E T
T B P [RIZH 54 (synergistic composition), Frik & & KA G W EIESH EL L
(WERKEE 2 R AZ Bk ortataxel) FIZKIEUR .

[o101]  7E—bsiji 7y b, A BRI 1 FH T8y BB MR CAndee ) IZmal&v),
Frid AR S HEEMEAE D (WARA ) GRKRPURL, Hh BT id AL HE [F i
R/ sRARGRES T 2D — P e AT . AE— RS Uy U, AR BIER AL T R TR T s
P (WEE ) 2 A, Brid 4L e RE 7 75, Hod Brid S A ARG [ A/ ssikH 4k
B THEW, TR EMERESHECEMNEARED (WAKA) KPRPR.. 7£—Lsg
W T A, AR BRI T SR A B K B AL SRS R e T R AL S, F
FIRIBS R/ BRAHGE N CLYA 7 BETE ME e ( WeiE )

[0102] #5277 X

[0103] G A LSRRI A AW (RN “GERETR 4 E47) Fikyy ] Ly
RN (B, [FIRS 442 ) A/ shH4kiE A (BRI, AHEREE 25 ) o

[0104]  7E—285jt 77 Ay, PRk A& WAL 7 ) CREFEAR STHTR () BARAL T30 ) B
RIS 255 o AnARSCHT FHIIAE “ RN 45 257, BURE LA 2 T4 15 4380 1IN (8] [R]B% Y 25 T 4
KSR S RIALT T ), AN 22 T4 10,5 B L 438 b (OAFAT 1) 18] TR B o 24 25400 [R] i) 45 25 1
YRR A (K 25 R T T AT UL S ZE R — 2L a 90 (0, &8 R BUR AL 7 7 i 41
E) BHES T A (BN, gk Pk &4 — N AP AT RIE S S —HEs
Yrb ) o I, EAZBERIATT IR LAEAE T3 8 2 /D WA A R g ok (4 B — 159,
HAP AW I — SRR PR AL FE SRAZ FE R R B (1, 4B 11— Se dL s gl R Ok AL 45
WITFIFIEAR TR A . AR A ERAREIXFE A G . 18— 77 b, gk Bk Hh AL
FHE . A2z R, GeRBUR AL A B 25 RN SR R B 25 24, W] LS b
SN E B /| BT IS

[0105] {285t 77 U, YK BUR A DAL T FIARGREE T ARSI F RS “ AH 4k
Y5 257FR AL 15 4B DL b R [R) [R) B 25 T Al oK ok 41 &9 B 29 AL 7 370, Wy 20,30,
405060 B H K- I 8] T R IS (R AT R LA b o TT LASESS T gk ks 40 S a7 57 . 48K
RN G RTT A S A FFRA G, eI DL & AE R — 28k A R a2+
[o106]  7E—285jit 77 b, oK URL & WAL 7 R 25 7 72 [RIISFEEAT 16, B, 25 7 4K
UKL LS I TR R 25 P AR 7 RN TR A SE B S . B — 2S5 Jy 3P, K0k 20 5 A
IR 26 T A RIS BT (1o 490, 76— 285t 77 X, 7R85 TP R AT 626 74K
PR AW (B85t 77 X, fE45 TAUKIUR A G V) Wi 4 145 Tl IXPIANEE
[ 22 25 22 18] (IR TR) 1T B v AR 2 2 A48 K24 8 FRISE I, i k4 4 A

[0107] AR 45 25 0= A1 2 W, W] DAY FE 1 L5 250 KUK 415 0 R4k 37 5 1R 25 25 9
Ko 3N 2, T L CIASR] (25 25500 B0 W) (R BR 25 37 2 25 WD el oK ks 40 - ) Ak T 7
o B, W] CLREJE 25 T 8 & i AR BUR LA 4, AL 500 19 25 2 A nT DL R ek A .
PE— 285t 77 A, B DU 5 29 AR BURE R/ BRALT T 0 R RF SR ST SEIRRR AR
IR 38 o ) 70) 2 A A ATk L S 17 o

[o108]  H] LA FHAH A 45 2532 48 SO [R) () 25 23R 4245 T 9 K B0k 20 A AL T o 45—
wes it b (R RN 45 25 FIARGR 25 2 ) 5 LA TS 08 1 LU 25 T 2 KRR 4 &0 i
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BAZERATT ) o 0T, 75— 2o 5 77 b, GRRBOR A &9 R B2 e T 7 A & L
FEA LI 1o fE—20s0t 7 0, LT DUEZ 0. 001 4 1 Z [AIFIZ) 1000 2245 1 2 ],
B2 0.01 RL 1 2 [AIFIZ) 100 B4 1 2 (] 762850 7 X, PPRBUR 4 59 h 52
Y AL T ) B B B 24 100:1.50:1.30:1.10:1.9:1.8:1.7:1.6:1.5:1.4:1.3:1.2:1 Fll
Ll PR EEE R DUT o 75— 2885 7y 20, KRB0k 2864 R S AZ e FAL T 7 570 1Y) B
EEAZZ) 1:1.2:1.3:1.34:1.5:1.6:1.7:1.8:1.9:1.30:1.50:1.100: 1 PR ERLLLL E,
75 18 H e )

[0109]  EAZHEH / BALTT FIR T AR o (EARLFR ) KT 3es 38— 255
IR R . PRI, 7R SRSty S, AR 2 A ) T YR T B 2N/ BAR TR
s . “WigTE (KR TIBITHE, Subtherapeutic amount) ” 8 “ W iGI7 /K (K TG
JTIR7KF, subtherapeutic level) ” Z2FRAK TIRIT EMN =, B, Ird EAK T 5 Mes 744 K50
KA 25/ BT N N = . R R T] DUB e e e s 2 4
TR WA/ BRAETR e I ) BE2h T IR s e (B IAIR )

[o110]  7E—285jit 5 X, 45 7 2 W (KA 500, A 15 BASAH [ V6 57 F2 52 i 75 1 44 K Ak
YT R 25 () T 50 B A 22 2D 2 5% 10%- 20%- 30%- 50%- 60% 70%. 80%. 90% B, 5 £
[RAEFTRRAR & o A8 — 285t 7 N, 25 TARKBUR -5 T 02 2259, (TS USAH R T
T B BT 8 IO 35101 1 5 370) B BAATG 22 2D 2 5%- 10%- 20%- 30%- 50%-+ 60%- 70%. 80%. 90% B 56 £
KA R &

[o111]  FE—285jt 77 XA, QKRR &9 P IS AZ e FAL 7 30 )57 2 b e s 24 1 A
IS FR) I ) A B AP o A — 28 S it Ty Xy, KRR 215 ) P IR 2842 e Ak 7 77 2 A
a7 K, BEFEAR BRIP4 28 7o A8 — 2S5t 7 U, PRRBURL LG A /87 557
ST PAR T 7 1 s R EE R (MTD) o B0, KRk 20 &9/ B4k 57 AKX T
MTD 25 50%. 40%- 30%. 20% B¥, 10%.

[0112] W\ AN A SCT IR 4525 75 %5 (administration configuration) 414 . HAILA
BRBEAT A SCITR B G IRYT T, B8 5 55— 1097 W F AR SO T BRI T BTG
7 FRAIR ST DA AT o Seah, HA BRI R AR 38 B T 7 9 1 AU 1 A R] BARR 32 ¥R 97, LA
AT/ BRAEIR s R o

[0113]  WIARATEE @ H AN 520 50, A7 I A d ) = 2 Bl IR G YT T N i
BRI &, Her AT R Bl 2 25 s AT A 45 2 o ARTEAIA T B0 , W] RE R A
BN W ERTIA, B2t 7y A, W DL RLRRAR K45 A7)

[0114]  ASCHTIARIG KR A5 Yn] LUBE 2 Mg 2474k Can ), Wil B 46, 55
FREK Y B P R Y 2 VRO VR UL R B VIR BN B R . 45
i, m] DLE RN T A K EURL 20 A1), DU R 7 PR TE 5 o« v CLAZ A SR T IR
T a0 Bl 4T R4k PR ZE PR S0 R e SO I RSB o AE—Le Sty X,
WK N 25 T KR S o AE— 285t 7 N, &2 245 TALKBIR 459 o

[0115] 45 T YRR A& P 4 29I Bk T B V09T R M BUNUE R VG 7 IR 58 500
— IR L IR AR EA R T, B AW g 7 s MG T e A ST 3 (G T
=UE—D ARG T B IRG T s RRGLTE 3 TR T 2 . SR
1,
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[o116]  ZPoK UKL 2H 5 W v IS A2 I 1R 351 B s B o K 6 08 7 I 1k SO Y8 7 TRV 9
AR, o T VA% AL LA SEIRIIT 75 () SN, IR R 28 5008 ER 3R 97 BRI B M o 1K IR 454
PRI S (FE—2esjl 7 U 2 A2 ) (R atE s & AR EA R T, £ 50mg/m’. 60mg/
m’. 75mg/m’ . 80mg/m*.90mg/m’. 100mg/m’ . 120mg/m*, 160mg,/m’. 175mg,/m’, 200mg/m’ 210mg/m’
220mg/m’. 260mg/m’ F1 300mg/m” H [T 7 ) i 9] 40, 4 K S0k 4145 40 HP 1R 48 A2 T 1) 55
VU LU, UL = RS 2507 2245 T Ik Ry 100-400mg/m”, B LAEF i — IR 45 245 5 =45 T
50-250mg/m*. 2 W 1.
[0117] S5 TYERPRA A (WEIZEE / A B AGKRER L5, 1 U0 Abraxane™) [1)—
AN TR LS 2577 ZAFEHAIR T, 100mg/m’, B 25T, TR 5 75mg/m” B FE 45 77, 4E 4 JE
#5713 J 5100mg/m’, RS T, 4E 4 B es T 3 A 126mg/m’, BEFISE T, 4E A IR e T 3 A
125mg/m’, B & 45 ¥, 4F 3 A A 457 2 & 5130mg/m*, BFF 25, TE R bG 5175mg/m’, Bf W Ji] —
K 3260mg/m’, B i — X ;260mg/m’, & = J& — KX ;180-300mg/m’, & = J& — X ;60—175mg/
m’, BT, TR G . ShAh, v DAZ AR SCRT IR MR 45 25 5 /48 T RS HE (S sk It
EIEIT ) o
[0118]  4KFUR AL &Y (WRAEE / AR OGB4 54, 541, Abraxane™) FlIHE
A IR IT 7RG PR 2577 A FHEAR T, 125mg/m’, BEFIZS T, 46 3 R 4a T 2 JA,
i 825mg/m” Xeloda®, & H 45 5260mg/m’, & il — K, il 60mg/m (i) 25 2 Fl1 600mg,/m F % It
fiz , 5 il — IR 5220-340mg/m’, &5F = J& — K, iK%, AUC=6, B = J— K ;100-150mg/m’,
J 5T, IR 41, AUC=6, & — J&—IK ;175mg/m’, & Jil— X, il 2000mg/m” 75 P fhiE Al 50mg/
m’ R EF, B — K s F Tomg/m’, BEFZS T, 46 4 B e T 3 L In-R 1, AUC=2, & J& 4
T4 4 BFeE T 3 .
[o119]  7E—28sizjf 7 b, ARPE R | R IR 45 2577 58, 4 T B gk vk 41 &
MFALTT 5.
[0120]  7E—2Lsiji 7y b, 324 TR IT AR FLIE I v, A G TR o) AET
HEW, TR AEGWEFESH RS (IRZEE) FAE A9 KE0R, #1 b) A= 2
P BT, a0 LA 1 2 35 AT iRt . 7R — 28 S y Srh, KR 4 S AL
SRR 25RT L2 WnER 1 Hha 1 & 35 AT T m AR 45 277 8o A8 — 205t 77 0, $ 4t
TR R LR 71k, SRR S T MK ca) BRENAEY, ridddE&Y)
HAEGAEE (WEREE ) A& RUKER, Fb) AR 20— R ey 51,
WK 1 5 2.4-8 F1 10-15 A7 P fit . 7E—2esti 7 U, GRBUR 4 &P Fnb 7 25
il LI 1 TP 2.4-8 1 10-15 AT T B R AR5 25 T 2.
[0121]  7E—28sujta 7y =, $24E TR ARG I LR e 1 T, AR 4G T MK a) AL
HEHINAEGY, TRA GRS A SR (WEEE) FE&EANeKRETk, 1 b) A3E
()2 /R EAIT), WiEk 1 s 1R 16 AT TR . AR 2 sy U, g KR A A
MIAULTT RIS 50T LR IR 1 RS 1 A 16 4T TR R AT A 25 )7 o 76— 2850 7y oK
o BROE T VRTTAMA TV BHFLIE 7V, BLERSS TAMA ca) ARENA AW, fridd &Y
FEAEE R (A2 EE) MEAEBMRER, A1 b) A 8E K 2/ — ML e 47 7],
1A 3AT TR . AE 2SI Ty X, GRS A SRS R 4 2T L an R 1
A 3 AT IR 2T .
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[0122]  FE—25d 77 Kb, 324 TV T7 AN R TR B 1% DL T R FL MR 9 7 2, B AR 4G T A
& :a) AAENHAEY, b HEVATESHELH (WrRZE) M E & E R, F
b) HAE A DR eI, Wk 1 AR 18 £ 24 4T iRt 7B 2S00, K
TR0 AR T FIRI A 25T LU IR 1 b3 18 & 24 AT TR/ IRATAT 45 245 77 %5 .

[0123] {25 7 Kb, 34 TV MR TR B A B G 0 T B L B 5, A dE g T
AME a) ARGEBA G, ik G aRE AR R (WHEEAZEE ) FE 8 A KPR,
A b) AR E DM SR, WiEk 1 E 25 £ 35 [T TRt 7E 2 szii
YRR 20 BRI RIS 2T DR W3R 1 2R 25 22 35 AT TR RMTAT45 25 17 %
[0124]  {E— 265y 7y 2, 340 T 307 N PR e 160 07 725, B AR 45 T AN K ca) ARE A
G, TR G WEFESH RS (WEREE ) FAEAMKER, #1 b) A8ERRD
— RS, Wik 1A 36 2 48 AT TRt . FE—Lesiil S, 9Kk 4 A R4
FFFNIZE 25T LR R 1 TP 36 2 48 AT TR R MR 45 25 17 %

[0125]  FE—48sjta 77 ey, 3245 7R 7 AN NSCLC (AL G 8 NSCLC Fil— %k NSCLC) 1177
0, ARG TANME (a) BRENHAEY, TR SRS HEEEE (WEKEE) FA&A
(R RIRE , AT b) A 2% 1) 22 /b —Fh e A7 ), Ak 1 aS 36-40 A 42-43 4T TR 4t . 78
— 2SR T AP, AR URLZ A ALY R 2h 25T DU sk 1 rh g 36-40 R 42-43 4T B
T RATART 25 245 7 48 o AE— 205zl 7 b, SR 05 T 387 A A IR0 I A 50 S 20 e s A48 1 792
AR TAME ca) ARENAEY, TRAGWERESH RS (WEEZE) fia&EAan
YRKIIUORL, B b) A 3R B 2 /D> — R e AR, gk 1 A 41 AT P it 7R Ll 5K
W G SEURE L A AT S 25 ZimT DIR R 1 R 38 41 AT TR B8 2 7 28 . E— 45
Jit 77 XA, SR T VRIT AR SCLC 515, BFR4E T /MK a) ARE NG, frid AV
FoAEG (WERAZEL) & AR 8K0RL, F b) A &% 1) 2 b — ML e Ay 5, o
X 1R A8 AT TR . A2ty 2, g KR LA AL T I A 2T LR gk 1
e A8 AT TR L 2T & o

[0126]  7E—2e5jti /7 b, $2 4 TR T AN AR BN B 1) U7V, ARG T AN ) AR
HEW, TR HEWEREEA R (UHERZEE) F1E & A RPeKERL, fb) A2
PSSR, Sk | AR 49-52 4T Rt . fE— LSty b, KBRS AL
SY N2 LR IR | WP 49-52 47 Bizs R IKATAT 45 25 7 & .

[0127]  FE—285zjti 77 Kb, $2 4 7R 97 AN A Sk S 1 7V, B 4G T MK ) AAET)
HED, TR A EWEFEEA L (WrERZE) FEEE PR, flb) AENE
PSSR, Wik L A 53-55 AT T ER A . FE— LUl b, 9Kk 41 A AL
ST 25 LR IR 1 WP af 53-55 47 Bz R IKAFAT 45 25 7 & .

[0128]  7E—sesizji 7y U, $2 4 T ¥Ry MRSl (RLHRIG TS IRSR ) 1 ik, B dhsh 7
MMk ca) AHENAGY, TR A-EWEFESHESG (WEEZE ) A& gk,
A b) BHRERE DML EITH], WiFR 1 5 56-59 T ATEEft, 78—zl )y b, gh
KR B FIAL ST SRR 25 257 DL Wk 1 AR 2R 56-59 47 BT i AT 25 257 %

[0120]  FE—desijtiy b, 42 TR MAR AR (BB RERE) ML A
RS TAMAE :a) ARENAEY, TR A E5WaRESHESR (WEEE) MEAEARY
KAIURL, Fl b) A 3% & 1) 22 /b —Fp e A7 ), sk 1 s 60-63 4T 4 it 7R LUty
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[, YRR AL G AT IR 25 2] LU ansR 1 P 60-63 47 fos th AR 45 245 7 52
[0130]  7E—dusijti 7 =N, R4 TV T MR M Gl B R 5 B AR 4E T MA a)
HARUENHED, rid A EWEFESH R (WEZEE) A& B9 PRL, 1 b) A
BRI AR — PSR, Wik 1 AR 64 AT PRtk AE—2siE y rh, 9Kk A
IR T 2R 29 mT L2 ansk 1 e 64 AT TR A 2577 %

[0131]  FE—2esijiti /7 Kb, $2 40 7RI MR IR 1) 7V, AR 45 T AN ) AR
HEW, Fri’ddfl EWAFES AR (IEEZEE) MEAEA KGR, 1 b) A& 2
P EAITIR, iR 1 R 65-66 AT TR AL . 7E— 28 ST T SXrh, KR 41 S R AL
SPFIZE 257 DL WIER 1 H5E 65-66 17 FTos H AT 25 25 77 & o

[0132] £ 1

[0133]
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i HEMEA) J R AR WL ok 27
5 TR | (BUFEREF A
B0
1 ABX+RHI+ | ABX: 100mg/m” 5 | Bl | SRR -HEKE
Herceptin® 1. 8, 15 K, qdwkx6; | HER2+ | k42 EE(ABI-007),
Carbo: AUC=2, 5 1., | FLIE | 41 ™ Al Herceptin®
8. 15K, gdwkx6; I AR5, 1B i
Herceptin®: 25 1 J§ 4 HER2+¥L s 19 —%k
mg/kg, 7 b JE % FA R ERIRTT
2 mg/kg
2 | EMEABX | ABX: 125 mg/m’, Rt | B3 Abraxane™ 2
(+Herceptin®) qwkx3/4 HE | B L hRR, BT
—£k MBC(Ji
Herceptin®, T
HER+pts #)
3 | ABX+Navelbine® | L1:ABX: 80mg/m” | IV 3 | -1 #9WF9Y, Hifd
(+G-CSF) Nav: 15 mg/m’ fi5 | ABX+ Navelbine®, 7
L2: ABX: 90 mg/m’ A A H G-CSF, 7E
Nav: 20 mg/m’ IV 3L s
L3: ABX: 100 mg/m®
Nav: 22.5 mg/m®
L4: ABX: 110 mg/m®
Nav: 25 mg/m’
L5: ABX: 125 mg/m’
Nav: 25 mg/m*
B K qwk
4 | ABX +Xeloda® | ABX: 125mg/m’ | ¥k I Hl—4k ABX+
qwkx2/3 FLRRE | Xeloda® MBC X%
Xeloda®: 825 mg/m’
% 1-14 K, gdwk
5| ABX+EIE R | 1AL ABX
FUBRAE | Doxil®F T MBC Jiii R
H1i PK
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6 | ABX+iPifhi | ABX: 125mgm’ | BBt | BEHULRE I LA,
Gem: 1000 mg/m* FUIRSE | 8 nab(40K B0k
qwk>2/3 HEEO)-RIEE
(nab-2E A2 ) 5 7 T At
B, fE A HER2
FA e 8 T LR 1
B
7 | ABX+H7IHEEE L2 2 2id VIT 1
FLE | Abraxane™+GWS57201
6
8 | ABX+iMMiEE | ABX: 100mg/m® | #¥BH | ML dom B g, 2
qwkx3/4 FLBREE | RORsnseibsr
. &mT SRR I e B 1B AR
1000 mg/d x2 K BEANARE ST, 765 R K
Abraxane™gi 4y T
9 ABX+FEC ABX: 220mg/m® | FLAREE | AEFLARE, 1 EITEAR
(+ Herceptin®) | Qawkx6, Bfif54T AIASS, Abraxane™,
01341 FEC: 4 4+ BE G4 T FEC(IE X+
Herceptin®, x| T Herceptin®)
HER2+pts)
10 ABX+EH ABX: 100mg/m” | ¥Btk | e tERm2t
+Avastin® qwk, H 1. 8. 15K, | FLUREE | W%, Abraxane™.
41 AUC=2, qwk, | (HER2-. | Avastin®RI-E41, 7& =
B 8. I5K, ER-. T BIPE R B v FL R
Avastin®: 10 mg/m’ PR-) ey
q2wk
11 | ABX+Avastin® | ABX: 130mg/m® | #84E | =410 W%, #—
qwk+ Avastin® Lt FLIRIE | 2k HER2-B{E MBC i
ABX: 260 mg/m® gl
q2wk+ Avastin®
ABX: 260 mg/m’
g3wk+ Avastin®
12 | ABX+Avastin® | ABX: 125mgm® | HE#Bt# | #4145, Abraxane™
qwk*3/4+ Avastin® | FLHEEE | Al Avastin®, 748
MBS
13 | ABX+Avastin® | ABX+Avastin® qwk | #BHE | BN 0 08, 7
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b Taxol®+ FLERE | 2 gk MBC
Avastin®qwk [ AT P oA o
i
14 | ABX + Xeloda®+ e | 1 Abraxane™X
04 SR e PR | Xeloda®FI4uif 2
Ay, F TR TR
#
15 | ABX +i5 Vifthi% | ABX: 3000 mg/m® 55 | st FOR TR AT,
1R, q3wk, 7Pl | FLARE | Abraxane™ 5 phflh
1250 mg/m® 4 1. %, HT—4 MBC
8 K, 3wk
16 | ABX +RADOOI B AL /11 BARR ST,
s Abraxane™ Ej
RADO001 k4, 7EMER
FLH g
17 | ABX +Sutent® FLERRE | 1S, Abraxane™
kA Sutent®
fo13s] | 18 ABX AC+G-CSF q2wkx4 | FL0s%- | Abraxane™, FH#4E
+AC+G-CSF | BiJ§ ABX 260 mg/m® | #hE) | #hiksy, BT RMA
(+Herceptin®) q2wk x4 s
(+Herceptin®,
HER2+pts)
19 ABX FEE R ACHG-CSF | FLARHE- | Abraxane™II M1 %
+AC+G-CSF Bl J§ ABX WY | SENAR, A TLAE
(+Herceptin®) |\ Horceptin®, *F
HER2+pts)qwk
20 ABX +AC AC, Bif5 ABX: 260 | JLAME- | WEBhAHE S AL ML
mg/m’ i 5
54
AC, BfiJ5 Taxol® Rx
KK 16wk
21 ABX ACq2wk, Blif5 ABX: | FLARIE- | Abraxane™(¥] 1T #7#)
+AC(HG-CSF) | 260 mg/m’ +G-CSF | #i8) | BSEHRRBHBIAN,
2wk Rx &% 16wk 29 s
22 ABX FIEEE AC, BE | JURE- | BRMBILETR
+AC(+Avastin®) | ABX (+Avastin®, *f | HBEh
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F HER2+pts)
23 ABX +AC AC, BfiJG ABX q2wk | FLARHE- | BIG i3e: AEFE
5 q3wk HiBh Lt
PRUER BT
24 | ABX(ABI-007) AC Bl ABX FUIRE- | O W-REDR, TP
+AC+Neulasta® q2wkx4 WiBh | MIREEA N RN
g ACx4—
ABI-007x4Q2 4
+Neulasta®-1 A4 Bl
I T, fEm R R
FAFLIRE Aotk
25 ABX ABX : 100mg/m® | JEESER | 11 MIRESY, BrAbEnik
+FEC(+Herceptin | qwk x12, Bif5 5-FU: | HIFLAR | 57, Mgk %A T4k
®) 500 mg/m® 3wk, # | WP | WO RO A 1%
% 100 mg/m’ Bl K Bi(Abraxane™), Bf
(%47 Herceptin®)a{, J& RS- IRWENE R
KPIF#: 75 mgm? FE# BB (FEC),
(% H] Herceptin®% T 7 Joy WG ST L M o
HERZ2+pts)
IR 500 mg/m®
q3wk
26 | ABX +3 PR+ | 41 1. BTREBD: WEVE | FLARNE- | IR, MRS RN
ESTE 3 3 filiF: 2000 mg/m® | B | BN PR, REE
ABX: 175 mg/m®, # #, ABI-007(GEA),
Bl 35 % 50 mg/m” T J5 B e W B A TR L
2wk X6, f i
42: b Hifb
E: 2000 mg/m’
ABX: 220 mg/m’
q2wk x4
27 ABX + ABX: 260mg/m’ | FLEREE- | 11 HIE R OB
Herceptin® q2wk+ Herceptin®, R BiGir
b J5 Navelbine® ~+
Herceptin®
28 | ABX + £ TAC LA | 3 ABENL R R O
(+Herceptin®)+A 24 HraEsh | e, BT,
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[0137]

C AC, BT ABX+EH e R
ke
AC, BifG ABX+F4
+ Herceptin®
29 | ABX +FIEfhi | ABX: 260mgm | SLEW- | 11 BTEam B,
q3wk x4 Bk | Abraxane™diR B fih
Xeloda®850 mg/m’ 55 TEE, 7 Ja i g S L
114 K q3wk x4 H
30|  ABX+FH ABX qwk LR | 10 MRS, FaREhiik
(+Avastin®) 18 qwk B | FFNCT), MESTH
+ Avastin®, 7 KR R
HER2+pts (ABI-007, Abraxane™)
B AR EAIAT Avastin®,
FEWGER - 3ep
31 ABX +F#1 | ABX: 100 mg/m” qwk | FLIR- | 10 1890, RGP
+Herceptin® %3/4 Wy | kR T RS T
+Avastin® 4 AUC=5+ M2k, ABIL-007
Herceptin® kg1, fEFEARMR
+Avastin®, 4 J& J& J¥, 1F HRE2-neu #: 1K
*6 1P B o
32 | ABX+iUWEEE | ABX: 260mg/m’ | FLARE- | REFEBAAR, BE
q3wk kb | ABI-007(Abraxane™)
FaEEE: 1000 mg/ 1 GW572016(Fr i
K JE)
33 | ABX +EHiliiE | ABX: 200mg/m® | JUBRSE- | I WEEREDIRE,
q3wkx4 By | Abraxane™FI-E Kl
Xeloda® 1000 mg/m’ S, 70 S S L e
#1414 K q3wkx4 s
34 ABX ABX: qwkt Avastin® | FLERE- | TR0, BIZEELL
+Avastin®+AC(H | BERS A qwk+C 8 | Bi%hlh | Abraxane™, 4 A
G-CSF) e WA Avastin®, B4
Taxol®qwk+ i R AR
Avastin®Pf )5 A G-CSF
qwk+C [
35 ABX +AC ABX, [fifi AC FLbRw- | BB, A
Brih B R Kk A HT
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36| ABX +F#I ABX: 300 mg/m’ —gk | TR I R
+Avastin® qiwk I 14 Abraxane™, R
. AUC=6 q3wk | NSCLC | Avastin®, 7ERG 19SS
Avastin®, 15mg/kg ARAE /N4 Bl
44~ F
371  ABX+FRH  |Ll: ABX: 225mg/m’® | Ml | 1 @R RTI,
L2: ABX: 260 mg/m* | NSCLC | Abraxane™f |41, ¢
L3: ABX: 300 mg/m’ e S0 Al s 4 o 9 o
#1 1-4: ABX: @3wk
41 5-7: ABX: %
M 8: 75 DB EE
KR E AUC=6,
qIwk
38 ABX +F 4 FHi: AUC=6+ABX | —# T A -NSCLC —
Lt NSCLC SatEtid
E4H: AUC=6+
Taxol®: 225 mg/m’
39| ABX+EH | ABX: 100 mg/m’, | —& I s, w8
[0138] I, 8. 15K, NSCLC | Abraxane™ -4, —
K41 AUC=6, qdwk £E NSCLC
&: ABX: 125
mg/m*, # 1. 8. 15
K
40 ABX +E4 &M NSCLC
+Avastin®
41 ABX + 1 41 1: ABX: 100, 125, | MofE-Me | 1HK58, Ren
150 mg/m®, % 1. 8. | Wisi{k | Abraxane™, % & filfs
15 K qdwk, MR | S HRIEER, fERE A
41 2: ABX220. 260. R g
300. 340 mg/m” q3wk
41 3. ABX 100. 125.
150mg/m® 1. 8 K
K41: AUC=6, 71/
Hl
42 | ABX -+ P NSCLC | Abraxane™ 5 % i f
& ABX i, Avastin®it &
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28/66 7L
+Avastin®
43 | ABX +7 P i3 NSCLC | 1 1i{55, Abraxane™
5 P
44| ABX +EH ABX 225, 260, i /1T S 5
+Avastin® 300mg/m* Abraxane™ 140
F#1: AUC=6 AUCG, Jil Avastin®
q3wk+Avastin® (bRdE 3+3 1 3t
PhIl: 40 pts)
45 | ABX +Alimta® | ABX: 225. 260, fitigiz VI A58,
300mg/m* 3wk Abraxane™+Alimta®,
Pemtrexed: 5Gﬂmgfm2 BF —HI NSCLC
q3wk
46 ABX -+l e VI R,
Abraxane™ NI,
HINSCLC
47 ABX i /11 55T,
+Navelbine®-+i Abraxane™, Navelbine
s e, AR
NSCLC
48 ABX +FH1 ABX: 300mg/m’ SCLC | 1A%, Abraxane™
q3wk AR, 2B BUb
1. AUC=6 q3wk 41 g
49 ABX +£4 ABX: 100mg/m’ qwk | B | 11 IHR3E, Abraxane™
X 3/4 Fidn, R R IR
41 AUC=6 Fiei
50 ABX +F# ABX: gwk BRELE | 1590, Abraxane™
ABX: q3wk R, AR
®H#: AUC=6 B LR B
2
51  ABX-+F# ABX:TBD, B | 12k, BeEERER
ABI-CA034 (debulked), JEMHLL .
4 41 AUC6+ABX H-f
Taxol® 175mg/m’ #1+ Taxol® 175mg/m’
4l AUC=6, FEPI #5: PSR,
AN pies
52 | ABX +Avastin® ABX:100mg/m” B SRS | 1 MRFEY, DR HOR
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[0140]

[0141]

qwk X 3/4 Abraxane™, 7EEHE
Avastin®:10mg/m’ R S T
Q2wk B G B R Pk
JRAR 1 F
53 | ABX +5-FUH ABX: DI, S | AETU)ER YRR Sk 2
i 5-FU: 750mg/m* #i5, 11 19 Abraxane™ )
CIVX5 5-FU RS A
JisH: 75 mg/m® D1
B S XRT/ TR
54 | ABX +5-FU+i 5-FU: 750mg/m* Setitir | ASAT IR D Sk A0
il CIVX5 i, 1L 3 5-FU e,
N4 = 75 mg/m® D1+ Aol #H Abraxane™
ABX DI
Bl S XRT/ TR
55 | ABX +Cetuximab SR | OB hORE,
Abraxane™} &
Cetuximab, 7E—£i6
e B o
56 | ABX+H A% % | ABX: 100mg/m’ SRR | DIRESY, RO
Qwk & Abraxane™, {EIf
HMAHR: 540 mg s o ch
UL n
57 | ABX +Satraplatin SEUE | TS, Abraxane™
F1 Satraplatin
58 | ABX +#/ufthiE | ABX: 180, 220,260, | gl | ¥ Wi%&, Abraxane™
300, 340mg/m’® 3wk | S5 AR T A A
T Pl 1000
mg/m* D1 #I D8
59 | ABX+# 482 | ABX: 100mg/m’ MelE | 1A RS IR,
qwk 3X3/4 Stk | dEB R AE ALK,
HIEERE, BET 7E4 4 Abraxane™ ]
1000mg/d X 2 &uy
60 | ABX +Avastin® Atk | 19T, Abraxane™
gk | B Avastin®, AR
98 RE R
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61 | ABX +Avastin® REE Abraxane™H1
o Avastin®, 1E XX
BB EERT
62 ABX +FE41 Pk | 11 IS, Abraxane™
WEE | fRE, RN RA
T -y
63 | ABX +&HrdE B+ ABX: qwk R | 1LIF9E, Abraxane™
+4H FPAEE:D2-19 BEE | BREFRMnMRfIEE,
41 AUC=6 DI B TR E R D
64 | ABX+EHibiE ¥ % Pk | 115, Abraxane™
4 W H | BE Xeloda®, HT
o (FE | AR S
£ 7T R HipgEmblargEesgd
W Hebid s ey
e T
I
B
57 R W
J&)
65 | ABX +3 PiAhi B BeliE | 19T, Abraxane™
BRI, TEER
JiE
66 | ABX+ 7 it ABXA+ Pifi s el | IR, 7ERE
= s
i bR
67 | ABX+LIlLE Abraxane™ ik &Pl
B RN Avastin®
68 | ABX+EE Nk Abraxane™K & H
EE B ity A7
Velcade®
69 | ABX-+EGFR 4 Abraxane™: 4 EGFR
il A1 Tarceva®
[0142] 4 A SC P A (B 5k 1 o), ABX & fi Abraxane™ ;GW572016 J2 #& $7 10 & J@

(Lapatinib) ;Xel /&35 3 yE 5k Xeloda®: UL BR 31t F5 4 Avastin®; ] 2 2k B P K
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i Herceptin®; pemtrexed 75 4 Alimta®; 7§ 22 & F. 5B FR Jy Erbitux®; 5 4L B HFR A
Iressa®; FEC fif 65— UK MEIE \ [0 55 32 FHPN B It Ji IRV B & 5 AC 2 FRIN 2% 22 0 PAVis IR Mg ¢y B
A sTAC 245 FDA HEUE R BhFLIE 77 8 sRADO0L J2Fi7 By WAEE AT A4 sNSCLC 2 459E /N4
g sSCLC A& 57N 40 Ha fiides o
[0143]  WASCHTH (040, /63 1 ), AUC 23R th 4k NI AL sqdwk S 355E 4 IS 25 1 %,
q3wk 2R R 3 HZE 20 1 IR sa2wk SEFERE 2 2520 1 IR sawk ¥ REE 1 IRZG 24 sqwk X 3/4 2
FRBER L IRZE 25, 45T 3 Ji, 56 A AT sawk X 2/3 ¥R L IRE 2, 457 2 8, 58 3
AT
[0144]  SUTFIFRIEAIRTT
[0145] 5 —J5 T, AR BHERAL T ¥R 7 G PER . (ADRE ) M55, S —1Ryr FsE —
BT, BRI BRS TEE (REE S B gKER ) Ak, 3 iR A
FRIE A/ BFER
[0146]  7E—4850 7 U rp, AAAEE a) BT, BEES T MEAAEY, ITid A5
FEEAANEEERMEAED (WAEA) PR, F b) 5 3677, BT FAR
BUHA . 25t 7y b, BEAA SR ED (WBES ) . /£ 2siry A,
BRI RIUT . ARty b, BB T R TR
[0147]  FE—4850 77 X rp, iEAHE a) 5007, BEES T MEAA G, b A G50
RS A IR A R A AR 0, AT b) 55 AT, AR ROT VT AREU S . S sE
J7 3 BT R T . AR ST P, B IR T R TR AR Ees T A, KA
W/ (2R TR P2 B AR AN K T4 200nm, 7E—S6siziti 7 b, SR / (8 A gk
PR B WEEAR EAE (A ) RIENEPER (W1 Cremophor) o 7285 77 L, A6
VPR ARASEE BN E R RZ 18:1 8/, W4 9:1 8 /M. 782652t 77 2,
EURAYAOEA. £y, B2 E / BEAYKIR KEFS EARA R TY
200nm, - B / ARAHAEGWEAR EAE (AE ) KmEyEHER (41 Cremophor) o 7F
— st 7 A, AR /S VAR IR [T B AN K T4 200nm, IF BB AH
HE A, 7625zl 2, 9K B0k 20 542 Abraxane™,
[0148]  KFURI AL A0 45 25 7] LLFE U A/ BCF AR a0, U A/ SRFR 25, 85 T)
SR/ BT AREN AT a0, GeREU A G0 2457 1T DIERUR R / 8P ARG T 2 sk
Z )G, By B R AR o AE— 2o sty S, VRTINS AT S A I TR) B X R
(1) ALAF BRI / F AR BN 40 M R A s MBS TER o i, 9K BTki 40649
PRI EE (WPRAZEE ) A LAAETBU A/ B R Z AT 1.3.6.9.12.18.24.,48.60.72.84,
96,108,120 /NN HAEFTIN TR LR 457 o 75— 28520l 77 2N, 4K B0k 41 & Y0R8 Fl /
BTFARZHTA 9 /ML T o 75— 28500t 7 A, 2K B0k 41 G 7R U 1 / BF ARz
A2 1.2.3.4.5.6.7.8.9 8L 10 R WAEMIRELZ WLE T 762850t 77 X b, 9Kk 41
ETREZG (WERZEE) U/ BTFARZ 529 1.3.6.9.12,18,24.48.60.72.84,
96,108 B 120 /NI ATAT I R) 2 N TR AA T o AE—28sfti b, o T iR R B
T B (), FErh AR RGBT LR 22 LA TR B o
[0149] AL BB ALHE, BN, v - 2R X- G4 (AN ) FE Beiindt U 1 H
RrE B R A M o 075 FE AL e T K DNA 33407 PR 25, Al it UV JRS g % 18 . W] DAFE R
34
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— & PTG, BUEERIE B b LRI ES TR . A SCE BN RS &
MZY 1 22 100Gy, BH5, Bl 1, 29 5 22 80, 2] 10 24 506y, ) 10Gy. L7 &ER] LLIES>
B 7 . 00, T 2T DIASEE A EIIE 2Gy R BARFR  . CSRE [) 2E  F)  E T
CLI™ V2 284K, AT (RIS 33 1 4 S JRE ST R0 S R 2R R i

[0150] 4% SR 045 BV FH RO 1 (R A7 22N, W) 467 38 ] LA S5 80 ) PR 2500 IBE, vy MEBuik,
SO U MR AT BR M BIAE A2 A3 BB IS T TR A7 A R AE AN R 80 ™, 1 B, ™ R
36 %’57 %96’58 %}5’ ﬂa 67’ 152EU, % 67,3 /%:\” ﬂﬂi 123’ ﬁﬁﬂi 131’ %lz_l 111’59 %% (5Qion) ’32 ﬁ?ﬁ%’ ﬁé 186’75 ﬁ@,%
i, technicium™ f1 / 8042 %,

[0151] 72855t 75 X b, B e 8 P04 S it n 21 1, DL AR AR AT 7™ A A0 R E 7 F2 R
TR IUR H A P h R B (AR A2 EE ) 1 1E 5 5 3 FRAK 22 2D 2 5%, 10%. 20%- 30%
50%-+60%-~70%-80%~90% B HE £ o 7E— L5t 5 A, 245 T @KUk 4590 12 88 K2R 42
ot ATAS ™ A AH [RGB T 5 PRV 59 140 1E 5 7 2 BRI 42 2D 24 5% 10%- 20%- 30%. 50% 60%-
70%-80%~90% BY 5 £ o 7E—2U5jti 7y b, KPR A S0P B2 T (UERAZ IR ) RIAR ST
(%9571 AT L B A I 8% ARV 19 1 5 ) A1

[0152]  FE—48s5ijti 77 U, B 4h T YRR & W) FRdE S 6 7 F= A I FnE A . 7E—
Leszi 7 A, KR A AP TR R A e (WTEEAZEE ) LA 90mg/keg IR E R HLE T—IX,
BT LA 80Gy HIFIE R H4G T Tk

[0153] AR SCHTIR (1)F ARAFEVIRA, Horh A8 8060 75 2 23 e 28 26 Bk DB A / B
o MEUIBA ZIRMHE LR MR 20— B TR 24, FARGT i
MTFRETARHANR2EF B $H T A (micropically controlled surgery) (Mohs
FR). BWEEIEBEERHAL (superficial surgery) JFEAFREIE H24H2 .

[0154]  JRUT R/ BRFARAT LATESS TALIT 2 AT« flan, v DL Je 4 7 MRS B2
(RN KSORE 20 G 400 F0 22 /D — P L A7 3R, B S 52 507 A/ BT AR . e, T DL S H
BT A/ BT ARIGTTANME, G 45T Ak ok AR 22 b — R T . e Al
[0155]  S4Ly7 s THCE 0 LA T GeRBUR 4L & 0045 T, FIFEE H T 507/ 8
FAKBE .

[0156]  7E—esijfi 77 2, AP R 2 PR AT 45 25 77 &, BRI g KR 44 59
N/ BATT S U B

[0157]  7E—2Lsj )y b, $2405 T ¥R 7 A NSCLC 19 5 v, BFG a) 5-—IR77, Bi4A T
MERALE, TR A G ERESE SR (WHEREE ) AR ARGRER f b) 54 —3F
I7, BLRETRCES, Wk 2 Wh S | &2 5 AT IRt . 7E— sty S, g Kok 41 A AL
RIS TR LR 2 TS 1 & 5 AT TR AR5 25 T 2.

[o158]  FE—485ijfi 7 X rp, 424 TR T MK S 1 75, AL a) BE—IRTT, BES T
MR, b S ERS SE SR (WHEREE ) AIAE AR 7 b) 5 —iF
I7, BRI, Wk 2 WhES 6 2 9 AT Rt . FE— Uy S, 9K R 41 S A AL
FEFIRIZS TR LL2 2 2 TS 6 2 9 4T TR AT 45 25 7 42

[0159] 7R85t Jy A, St TRy MR E BRI 0 U7 v, A ) BRRYT, BES T
MR G, b AW ERE SE S0 (WHEREZE ) AA&EARgRER s b) 5 —iF
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J7, TR W03 2 FR 3R 10 47 B it 8 S8ty S0, GERBTRIA & AL 75
K125 T rl LUK 2 IS 10 AT TR 45 25 77 5.

[ot60]  fF— LSy X, 4R 4L 16T R B R TE IR B0 U7, A ca) S —IRT, R
BT INRAGY, T e S aREs (WERZEE) NEE A 9KR0R ;A1 b) 2
ZARTT S BRI, WA 2 FP AR LLAT R TR . AR 2SIt SR, KRBT AL S RIAL
JrAIIZE Tl O 2 FR IS 11 AT PR i 4 2577 %

[0161] 3£ 2
[0162]
175 | ke (88 HRAR WISIRITRE | TR
1 ABX-HHT NSCLC oM %
Abraxane™ & il
i)
2 ABX+ R NSCLC VLRV o
Abraxane™ 4]
AT
3 ABX+REHS | 1 81 ABX/R#1 | NSCLC 4k 2% oy
W, B 2803 (chemoradiation),
BRI E ABX+ 7 NSCLC
TR
4 ABX+FHI+HEUN NSCLC Abraxane™/ - 41
Abraxane™ + Ji
S, 7 11 3 A&B
PS2 NSCLC H#
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H
5 ABX+RHI+HU | ABX qwk+-F 41+ | NSCLC 11 w9t
B, BEE ABX
q3wk + R4
6 ABX+H Sk Abraxane™/E i
Wik, A3k30
S ep
7 ABX+ 75 ¥ 8 3 FE 1711 ] Abraxane™
iRz ) A TR
HBCH
8 ABX+ R 1% ABX 135 | LU v Bege, A
+5-FU+R FE IR + | mg/m® qwk +E4HI Abraxane™F1-£4/]
& AUC=2, Bl & Rl MESIT, RE
2T ABX: 7] B 45 7 R SR 1
100 mg/m* BE . B R
5-FU: 600 mg/m’ Abraxane™ i
FAEBR: 5000mg IMRT, HF &
01631 BID SR 4 Sk 20
9 ABX+ F #1|ABX : 20-50 | i mg kE L W oW B
+Erbitux®-+J{ 4 | mg/m® qwkX7 | 4 Abraxane™IJ 4
38 . TR YR
Erbitux® : 400 IMRT, 7E Ji # W
mg/m’ # 7 K, S0 40 R 4 o o
250 mg/m* qwk X 7 S B
£ H: AUC=LS
gwk X7 IMRT
10 | ABX+#H Pifii+ | qwk i A BEHLALE T 0k
T B, fEEHA
%, Abraxane™Hl
SIS, BT R
R SR
11 | ABXHNE+iE0H B e /11 ] Abraxane™/
WAIRBOH A
HFREVIRDG
¥ /GEJ e pk I
[o164]  7E—Usiyti 7 A, AR et T AMA W, O EH EZEH (WEZE) Mg

REE (WAEA ) WGKBTR, F TR IR (e ) , Horp Bk B A5 5 —
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BT, AFEUT FAREBHA S

[o165]  5EMEVRTY

[o166] AU BHAR ML T VG IT 7 & Rt TARIE Rt 2T R TR A AN
JiiEs TR A GRS SH B (WEREE . 2/ B2 R ortataxel) FMZAEE (W
HEEMA ) WAKRRRL . A7 V518 67 77 REIR RIS SCHTIR 1) L& e R A S F0 T
Z (configuraion). U1, 7628 7y X b, A7V H TRy BTE M (AndEaE ) o
[0167]  ASCN IR 2577 227 248, TEWA K 1 R BE s 0L S A S b es 7542
Bt 26T IR E A T MR A8 A 10 0B 190 e 4 245 N TR) A o 19 e K 52 37 3 (RS RO “ A it
MTD I [R) 27 BC“BRvEE MTD T %e”) o TR 25 25, ] LAAE— & I [R) Py e 4845 7 5 iE ik
FRAEMTD B 1) R 25 7 IAH [A) B AR B R AR B2 ) e 7B — S8 00, X Jd i i Kk AT iy
25 24577 S TR R ISR/ B, (]I B AR BR R 25 255 ol S . — et T8 A O B
IR 25 25 5 R25 T R Bl MR S Ui 52 o Ak 2n 25 th ] DARRON 4R Rr 25 24
(maintenance dosing) B1& 452 (chronic dosing).

[o168]  7E-—2bsijifi Jy X, 1R T 46 T A G T, Tiid A & EH &H K2
HWEA (IAEA) Mgk, e E b 1A BIRS TarK R A5, ke
iz RIRAREAZ T4 1, B PRk e 25 RS2 e ) o2 i L Sigh 25 77 RN
KT 52 S 2 0. 25% 222 26%, 7E—28sjti 7y b, $2 4 T 245 TA -G W5, Irid 4l
EWAFE S A BN A A YRR, Horp e 2 /b 1A H ARG T 91K R 464,
Hr ik en 25 2 R ARG A 2 29 1 J, 3 H LR BRIk s 25 R A2 e 7 2 2 B I AR Se ey
2577 S H I KN 52 1) B 20 0. 25% 224 25%.

[0169] 7285 7y AUrh, BRIRZE ZiIN 9K R A S P I B2 (2R ) 5il&
£ T MTD [ 2 1% 2% 3% 4% 5% 6% 7% 8% 9%~ 10%+ 11% 12%- 13%- 14%- 15%- 18%- 20%- 22%-
24% BY 25%, FT ik MTD 2 AH R EEAZ Bt (U EAZIE ) FEAH [R50, 42 5 08 I04E 4225 245
IR [A) A3 B MTD . ARS8 (1) 25 25 (R R Ha— Mk DI IR 1S 00 T AL I 2R 25 (R 36 . 46,
Abraxane™ [{) 4 G 45 25 I 1R) A2 B = JE (1IN [R) 36, B, B = A 44 T 416

[0170]  7E—Usijiti 7y A, BRRZG 2R EAZE (WTERAZEE ) 5@ AH Y MTD {E 112 0. 25%
22y 25% 2 7], ALFE, A0, AR MTD (K145 0. 25% 224 20% 2 0. 25% 2244 15%. 2 0. 25% 24
10%. 24 0. 25% 2227 20% F1L] 0. 25% 227 26% TP IRAEFIVER] . % AL G2 25N R R A2 0t
(9 MTD {E A2 CLANTRT, 3038 AT L AT AR N IR 25 S i 2 o 9140, 24 Abraxane™ 4% f8 & 4t
(1) = JE &5 2 ) [R] R 25 T 1) MTD {4224 300mg/m”

(01711 7E—2eszjt 7y X, 3R T 46 A -G W 7, Tid A & aH &H K2
REA (IAEA) Mgk, e E b 1A HIRS TaK ka5, ks
ZiZ [MREAZ T2 1A, IF B APRRR G 250 R R AZ iR B2 2 0. 25mg/m” 224 25mg/
m’e fE—LESTiE T b, 2 T A T A T TR A S eSS A RS EM AR AN
R RRL, HorpfE /b | AN H IR &5 7 9K Bk 1 &9, Sorh Rk e i 2 RN ARG AN 2 T
29 1 R, 3 A RRRE 250 R AZ BRI 220 0. 25mg/m” 244 25mg/m’,

[0172] 78Sty S, BERGG iR B (PR IZEE ) FIEIRT 2 2.3.4.5.6.7.8,
9.10.11.12.13.14.15.18.20.22.25 1 30mg/m” *P T E . B0, Lk (W ELEE)
70 & 30 B ] BLAEY 0. 25mg/m”* &4 30mg/m’, 25 0. 25mg/m”> &4 25mg/m*, 27 0. 25mg/m”> &
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2y 156mg/m’, 49 0. 25mg/m” £ %) 10mg/m” F1Z) 0. 25mg/m” 42 5mg/m’,

[0173]  GPRBR A G TR (WrRIZEE) Mg iR a i EAR T, 202454 1
WABFR 2 RGEER 3 RGEER A WRGEERE] 5 IRVEERE] 6 IR H 1 IRFP IR RS ZingR, —
Wb, BEIR 25 2522 TR IR TR) B A 2D T2 1L R, ol an /b 14 6.5.4.3. 2 8 1 H R REL. 1
— 2Oty A, RRIREE 252 IR TR R A e ). dn, WTCAREE R 2 H VB3 H VR4 H
B 5 HBU AT 2. 78— 285t 77 0, nT DADARE H 2 RGEREH 3 IRECE S A b 4T
.

[0174]  ARSCHTIR T FREPE 25 25 7 2 n] DUE K — BUE K I TR BL, W2y 1 AN H 24 3 4.
B, 4525 )7 ZAT IFEK 2 2.3.4.5.6.7.8.9.10.11.12.18.24.30 136 4 7 7 (4T I []
Bto — b, TE25 25N 1A) 38 A AT

[0175]  GEIE AT RE T RIEE R (WERZEE) 1 EBUHETT LA S TARYEARHE MTD 25
I [R) 3R LR AR RIS [R) BE 25 T IR AZ Bl & o AE— s =0, Tk 5 7 R 45 T 16
AL BRI S5 T ol T ARPE AR MTD 25 24 i) [R) 36 £EAH [R1 B (0] B N 25 T IR R A2 e 771

=

H,

[0176]  NZIRfR, AR SCHRBERIZCR OUE N T 25011 B 1 5 I FARTE 2% 30 Ik [ 203 Fi 5
T ARE MTD B[R], W] DU M 45 25 7 AT 1 Ao s 9 FLx 2635 v A (9715
25 25 77 SRAVAAE DAy 2 24 1) I AR e 52 ) () ] R e A2 1) — A8 1=, T a2 245 1) ol R e 82
()2 BRI MTD I [R)SRAE 1, USSR R R 15 R P25 25 5 6

[0177] AR SCP IR I 15 A P25 25 U7 2] DL R 4 ) B4 B8 Ve 3 B VR T, BRE EBE G A
ST, WA SO IR B G707« FE— 288l b, MR T s A T T UL S
FRYEMTD 77 o5 T E O G T BCA BE & “BiE 84 & (combination or in
conjunction with) ” EWRE , AR BH R 25 25 77 R B2 5 O IGTT IARYE MTD 5 %8
RN EAT , BUR AR VR TT I 897 R TR AT DA YE 3555 S 3097 A R AR i a4k, B AR
TREEANHI IR A=A, RN AN B i g Be s A2 T — 3 ST T RERIRE . B
U, 75 S AT 6 MTD A7 i R 2, T RUR A 25 &

[0178] R4 A SCHTIR (TR R 25 25 77 SR 45 T IR PR 41 & ) mT LU ok 2 Flog 124 2h
T CIIA) s Wl B AL, B EF KN B PRE O IRV LB N
RPN B B EE R AR . B, TT DU R RN 25 T K O 4L A, DUE TR ST R R
o LAY DU 67 VIR » W AT Sk | DA 2 P 40 SR 98 s S =0 iy g A
KA . AE— L5 b, & O TR A 59

[0179]  NTHIFRME T — LA A ()7 48 o St 75 5K

[o180]  7E—bsizji 77 A, 1R 6L T 4 TA G WM 77, TR A &V EFE S A A2
REE (MEEE) KIgKER, b e s/ 1A H RS Tk Bk 454, b ke
iz MRS A Z T2 1, I B RRR A 290 B AZ i o2 FL s AR 28 25 77 21
BRI SZ R 2 0. 25% 222 26%. {E—2esiji 7 b, S ik n (A& n ) &
B o AE—S8SE T A, BEIREE 25 B A2 e ) B A T B K 52 57 52 (K20 1%+ 2%+ 3% 4%- 5%+
6%- 7% 8% 9%+ 10%- 1 1%+ 12%. 13%- 14%- 15%- 18%. 20% 22%- 24% BY 25%, 7F—Leszji X, 48
WAL R DRI 1 X 2X 3X AXBX 66X TX (B, 8 H 1R) PREEHERL Y. 1F
— st 7 A, RRREE 25 RN BB T2 7 H6 H.5 H4 H.3 H.2 HA L H AT
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BERE fE—2esj )y b, BB R D2 2.3.4.5.6.7.8.9.10.11.12,18.24.30 F1 36
N AF TR BN S T

[o181]  FE—2esiji y b, 34 T A TAEG WM 7k, T A & AR S H K2 A
ARG, 72> 1A H IR P25 T 2K RBORL A4, Forh B ik 45 25 2 TR) 1)
RGN Z T29 1 J8, 3 HILrh BRIk s 25 I8 5842 e o) i A 00 R AL Ge 25 24 7 S8 0 3 K 52
FFE 2 0. 25% 22 25%, fE—L850t 77 b, SAZEE / (A 8 VAR URL K P 3 EAAA K+
25 200nm, 7E—Le5j 7 P, B2/ AEAACKER A SRR EAE (A ) &
[P (U Cremophor) o« fE—2852jili 75 s, A AW I ABE A S REENERILNY
18: 1 BUREAK, W12y 9: 1 8EAK . 7E—2esijti 77 A, B A B et gk o 76— 285t 77
W R/ B E PR 1P BN K T2 200nm, JF B / A& AdaMEAR
FARE (WS ) RWIEMER (W Cremophor) » fE—S65Ti 70, AR / (5 A4k
RIOREL PR BAR A K T4 200nm, H BB AHE Qi E . 7628506 77 A, 90K 50
ki gH-5 W)= Abraxane™,

[o182]  FE—esizjli 77 A, 1R 6E T 44 TAG WM 77, TR A &Y EFE S A K2
B (EEE) KK ER, b e g0 1A H R Tk Bk 454, b ke
i [MREAZ T2 1, I HIL A REIR A 25 R A2 B 2 0. 25mg/m 222 25mg/m’,
FE—2esil 77 P, BB AR AED (WAEH )« £ 7 0, FHRG AT
BT EIL T4 2.3.4.5.6.7.8.9.10.11.12.13.14.15.18.20.22 F1 25mg/m” P ({4 &
FEE o AR 2l 77 AP, AL B AR DR 1 X 2X 3X 44X 5X 6 X TX (BRI, & H 1
R PIRAEATIERLS T o AE— 205 77 X rh, SRR G 2 TR RIREAR 29 7 H 6 H.5 H.
4 H 3 H 2 AL Hrp Rt Ta] o 76— 28877 b, B L2 /040 2.3.4.5.6.7.8,
9.10.11.12.18.24.30 1 36 I H AT RN TR BN AT .

[0183]  fE—2bsijifi 77 X b, 3R T 48 TALG W ik, TR A & WA & A R A2 R
H ARGk, A e R > 1A AR T 9K BOR 415 4, Horp BRIk 45 25 22 TR) 1) 18] [
A2 FL 1R, I B A RRIRE 2 (R AZ R R /22 0. 26mg/m” 224 25mg/m’. £E— 4651
W7 A, AR/ AR A YUKBIURL I BAAA K T4 200nm,  7E—2852 i 77 U, 542
B/ AR AYKER A GEAR EAE (WAE ) RIIEHER (40 Cremophor) o fF—4851
W7 A, AT ARA SRR E R R 18:1 SRR, 4 9: 1 siF K. f£—
west oy A B EEMA AR £ s R, B/ AR AR T
HARNKTZ 200nm, 3 HEEEE / ARAHAEYERA LS (WAE ) REIEER
Cremophor) o {E—&5ji /7 A, B2 HE / B A GPKRUR: 1 T3 B2 A K T4 200nm, F
HEEEAEA AR £ X, 9KRP0R 45 /& Abraxane™.

[0184]  fE—dbsji 5 A, Abraxane™ (B B2 B / AEAYKPRAEY ) IEH
7] 3mg/kg 4] 10mg/kg IFELLT o 252 )7 s, Abraxane™ LL%E H 2 6mg/kg 42
7] 10mg/kg IFBLAT o (B30 )7 20, Abraxane™ DLAEH £ 6mg/kg HIF &4 T . {E
— 4652 77 A, Abraxane LLREH 2 3mg/kg BT &R AT o

[0185] AR EHAMARAE T FH FASCHIAR TR 7 R EY . 7525ty o, fe 4t
TAEY, HAREHEEEREMEAEA (WAEA ) BgKBoR, b irk 4l & 4@ s
25 257 S TR, WA SR (125 24577 56
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[o186] AR HET71H

[0187]  — 7, ¥4t T ¥ 7 AE MR W 5 v, ARG T AW, TR A e sE & f
R (A EEE . 2 HERE R ortataxel) MEMAMEA (WAKA) RZKBR. 76—
et gy SR, SRS T VR RRE 1 TV, AR S TALEW, FTiR A A AR & ortataxel
MEAED (EEE ) FGeKTR .

[o188]  {E—bsijf 77 X b, 3R T VA T BB MR 1 vk B RR LS TALEW, IR A1)
ALFE S A AHOKAAREILAT Y Can = RARAHORANGR ) MEfcsE s (mEEE) 1
YRURL . AE el 7 A, R TR RE R T, AR TA AW, TR At
T RN A EA R B (W AEA) FGRRRBURN  7E—2e50 5 77 U, gR PR 4
G TP IMEE (25077 b, 6 3 F41) :Nab—-5404. Nab-5800 HI Nab—5801
[o189]  7E—4bsijili 77 b, R4 TYRIIRE 1 VS, AR S TAEY, IR A A5 ass &
A EIEE R GIRPURL, Forb Tl gk Fivk 20 A WR TR 3 TR M T B A AT &G T . £—
Lot 7 2, e T BRAL BE I R R TR L

[0190] %3

[0191]
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7% | BRE 4 T RAE WA RIT KA 77 R
1 gAY ABX | ABX : 125mg/m’ | BERSPEFLNGE |0 MIRR AL,
qwkx 3/4 Abraxane™JGi7, 1F
LR MBC
B
2 FBRE ABX (4 1. ABX | BEPEFLAE | 3 4 0 AR, —£
130mg/m’ qwk Her-2-MBC &t
4 2: ABX:
260mg/m’ q2wk
H 3: ABX :
260mg/m” q3wk
3 o B9 | ABX: 260mg/m’ | BEEBEILME | T 1SR BERLILEY
ABX(Capxol) | q3wk TR C I 5T, BL
2 P Capxol( £
Taxol : 175mg/m’ Cremophor ] 4 K
q3wk MR BE ) M
Cremophor it i {17
Mzt At
FLIRE B
4 HHE) ABX |4 1. ABX: 8 | HBMEILRE | 3 A1 KR, £
7 2: ABX: q3wk 2R Fn 2 MBC
41 3: Taxol &/ £ BB A ) 22 AH 1
ot
5 Ml ABX | ABX : 300mg/m’ | IIAIIB.IIA. | 11 #1346, IV 48K
g3wk B, IV | B K % & B
i ges (ABI-007,Abraxane)
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[0192]

[0193]

¥ % & Bh b 97
(NCT), fEIRIK LA
1B, IMIA, HIB. IV

JAFL R Lo b (R
H e R R
i)
6 Al ABX | ABX ¢ 125mg/m® | —ZKWEHI | Abraxane HZSIRIT
qwk x 3/4 NSCLC | {9 111 BIwF 5%, 76—
£R 16 1 NSCLC
7 Hpi ABX | ABX : 260mg/m” | —% NSCLC |1l ¥ ABX #Zjih
q3wk ¥, fE—% NSCLC
H
8 A ABX | 41 1: ABX: g3wk | %8 NSCLC | Abraxane #.25i097
#12: ABX: qwk IR, fE
& TBD £ NSCLC
9 Bk ABX | ABX : 100mg/m’ | 85 IRE BEHLAL T MRS,
qwk bk Abraxane™ i} J§ —
ABX : 260mg/m’ bR B — K, 7
Qwk A Z(front line)HRP
w
10 Al ABX | ABX qwk T 11 3] ABX, 7r—%
% s
1 ) ABX | ABX :  150mg/m’ | M50 1 34 BT 5
qwkx 3/4, 2 &4
12 AL ABX | ABX @ 100mg/m® | i) s 11 3] ABX 100mg,
qwk CIEIRED e, kg
13 POk ABX | ABX @ 100mg/m® | P 208 | 1T WILLAT VAT 1L Y
CEARGRIT D MBI R
ABX : 150mg/m’ PR ERR RS
C ok %D
qwkx3/4
14 L ABX | ABX : 125mg/m’ | B HUE ABX 1 11 HIBF 5T,
qwkx 3/4 ERFEREREE
B a7
15 HPhEYy ABX ViR Eh Abraxane [ 1T S
7%, 697 e Y1 o1
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(=)
16 G ABX Jkifs BB | ABI-007 5 11 S
(ABI-007) 95 ey g, T8
7 3 1 2R 4 bk
Wio [HIAE

[0194] g KFUR A5

[0195]  ASCHTIR Ik Al &9 s & A EA2 0 (W) fgdEn (aE
) FIEKEoR (762 Rl s 3R Bl EfIam ) . KEEZENZ9Y (WrEE5)
IR SRIURE CL e H ks T, 2 B £ 5, 916, 596 36, 506, 405 F1 6, 537, 579 H, L H#IA T3¢
[ & H) 240 2005/0004002A1 o BEAR R SCERAE R REIA BARE ST AZ b, (H N AZ R A, 4H [F]
(R IARE T H e 259, i tAaE 25 LT-AAG FI SR AABRACR KA -

[o196]  7E—Lsijifiy A, DG EFE I BEARA K T2 1000 42K (nm) KRR, 40
A KT#5 900.800.700.600.500.400.300.200 F1 100nm F* [{4F4] H A%, 78— L5 77 =
b KR K EAR A K T4 200nm. 75— 2850 77 A rh, 2K - B AR T
2y 150nm. {5285t 77 b, 9Kk ()~ BAR A K T4 100nm, 75— 285277 A,
YRRSURE R AR A 2 20 2249 400nm.e 75— 2852 77 b, QKON I~ 3 B AR R 4 40
F2 200nm, F— 285 77 A, KPR AL AT R B IR o

[0197]  ASCHTIR IR RO v] LA LB R A (AR T459) ) 88 TAHVAHE T
H e A DA BUE R EARR T, KB KA it #hK Z2ih K 2 1R
) 126 22 MRS VB i 180 D ) 30 0 M Vs T B A e G s L 4 A R R IR 22 s L &
R AW AT IR G2 s & RS LRI 2R o

[0198]  ARif“HAM” 2IREEKENZ RS EERESY (E2KEF B, KL
SESME B S, AR BRI 2 TR/ B AR R TP W . 2 AT A AR AR B
(128 MR R S B TSR I Z I IR R A o9 — Rt S il B 240 IR AL - SeAk
WA BT AT A E B SR . LU B4, B0, A — P AR E RS (B4,
B, AERAR AR ) DL AU A BB MmN 2 k. A SOk 18 3 inT UK
SRRAERT, B, 3R A Bk B RARRIE (Wiyg ) BUR G R (Wibss & sl i B 41 DNA 4
AREL) o

[0199] A 1& AR T A 1~ B ol o DL T iy s 2 i 2 B o, AR EANR T3
A RIEERE S TeAVJIBERAVEIEEA B, a -RMIEMEA. B 2- BEEREA . FIRIRER
EAVESEAAEEA T VIIVEF VIIT E - IX BT X R . fF— st 7 =X
o EAE E R AR E O L RS E A o - FUEEAM B-FIKED . FAEAF LR
SRR B A& 1) o AE— 28 stE 77 U, 257 BRI ERass aEa, i A miE B
HH. AMIGHEEE (HSA) 2R E, Mr6sK, H 585 M FEMRA . HSA 21
o mFE B W B F B A RN MR AR 7 e 1) 70-80%. HSA W2 JR 158 e 414 1 e 3t
L7 A Zhisd, — NP R IREE (Cys34) Fl— %R (Trp214) o HSA FKEH K N N H £ 48
B T AE AR M A S R e (200, #4140, Tullis, JAMA, 237, 355-360, 460-463
, (1977)) Fl Houser et al., Surgery, Gynecology and Obstetrics, 150, 811-816(1980))
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FILE BT A LR LR MUE VR TT 5 A8 #4175 Cexchange  transfusion) Z54 (2 0., fl4n,
Finlayson, Seminars in Thrombosis and Hemostasis, 6, 85-120, (1980)) . H'& A
&, W R I T E . X EEAE N A E RN AT BeIE T G, IR AR S AR AR
FLA RIS, s B NV (RS KRR N ) .
[0200] A IMLiF F 8 (HSA) H A 2 AN Bk I 456 6 sl O g B2 35 8 AN, IR I IR
& HSA B US PHEBCAR ) IF B 256 AN R AL S AZ Bt R Sl o M R O v A 1R i /K AL S 4
(Goodman et al., The Pharmacological Basis of Therapeutics, 9™ ed, McGraw—Hill
New York(1996)). fF HSA []F 25 #4) 38 HA R TTIA 8 $2 T P A o 45 & 4
K BT A v AE IR B K R, 3R BRI L A A R R 2 TR MURS 2 IR Tk Ik, R
PEBC AR KRR TE 19 25 & S I Bg (2 W, B 41, Fehske et al.,Biochem. Pharmcol, 30,
687-92(198a), Vorum, Dan. Med. Bull., 46, 379-99 (1999), Kragh—-Hansen, Dan. Med.
Bull, 1441, 131-40(1990), Curry et al.,Nat.Struct.Biol., 5, 827-35(1998), Sugio
et al.,Protein.Eng., 12,439-46(1999),He et al., Nature, 358, 209-15(199b),
Al Carter et al.,Adv.Protein. Chem., 45, 153-203(1994)) . C 4 & 7n~, 2 ¥ B M
propofol &5 & HSA( = W., 4] 41, Paal et al.,Eur. J.Biochem., 268(7), 2187-91 (200a
), Purcell et al.,Biochim. Biophys. Acta, 1478 (a), 61-8(2000), Altmayer et al.,A
rzneimittel forschung, 45, 1053-6(1995) 1 Garrido et al.,Rev.Esp.Anestestiol.
Reanim. , 41, 308-12(1994)) . b4h, O BN, DM R RS G AMKEA (S L, i,
Urien et al., Invest.New Drugs, 14(b), 147-51(1996)) .
[0201]  HEWHHEARER (WAEA ) —RIEAELENEE, I, SASEKES
TGV LEL, HE V)P B BRI AEAF A2 5 S 5y IR AE 5 /KA o rh sl 1 Bh 4 7 &
T o IX ] LABEG N B PES 70) (EBCGR NG R ) RIS EAZBE, ] LARRARES - MA (n
N) BELE— Rk 2 M alER o Bk, 75— 2852t 7 Xrp, RSCITR A SRR EAY
(anANE ) FKyEMEF, 41 Cremophor (f3$E Cremophor EL® (BASF)) » £E—%5jifi 75 A A,
YRR GEER EAE CIOAE ) RIFEER . A% T MRGPKEUR AL A P, W
AP Cremophor B [T PRI &AL DAEA A b g R — el 2 M al e i, WA S
“ILA LG Cremophor” B “FeAS FIRFR NS MEF”
[0202]  ASCHTIA LGV P A S RS R A G B 2 o 75— 2 Sl
J7 A, A AW AFE R B B 2R DR B K BT TP AR S AR, 140, 2 Ae e IR 1A &
PRI (A e KRRV ) o 76— 205ty A, A SR IR R PR 5K
P HIEAZBERIDTRREE . T3 BRI 40 G4, B8t A & Bk T8 AZ bt g K Rk
FRI R /NI B
[0203] 41 BUEAZ e R FF & IE AL S KA B (CAnd A m] W TTE st B ) — BUE K i
6], W /D2 0. 1.0, 2,0. 25.0. 5.1.2.3.4.5.6.7.8.9.10,11,12.,24.36.,48.60 5K 72 /N H
IR TR, WIETE S K BIF R 2R E R BIFBREIEES T ME (WA ) (HAZ
WA BRI AR E M (EART ) EARAT (AnEdE (U120-25° C) sl i
WA (an4° C)) #vbtr. il an KSR A2 T 29 15 238k, % T #RIR 23 24 48
1000 & 't5 WA N M EZ IR A7 2R D0 H R] DL R 2Rk aRURE SR AR, ML BT AE I A7 IR S T 2
R i€ o AEE T AR AT LALE s ARG 25 F R VPOY, ande i T4 40° C B T
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[0204]  7F—485t 77 A, B E A7 R B L LR SR B AR 5 K P AR E A8 — 2 ik
FET . Blan, AR ERZ IR 22 0.1 225 100mg/ml, 64140, 29 0. 1 24 50mg/
ml 2y 0.1 £%) 20mg/ml. %) 1 £%) 10mg/ml. %) 2mg/ml %) 8mg/ml. %) 4 £ %) 6mg/ml. %)
5mg/ml PR EI AL . 82050 7y X, AR & 2 /02 1. 3mg/ml .\ 1. 5mg/ml
2mg/ml.3mg/ml.4mg/ml.5mg/ml.6mg/ml.7mg/ml.8mg/ml.9mg/ml.10mg/ml. 15mg/ml.20mg/
ml.25mg/ml.30mg/ml\40mg/ml F1 50mg/ml HH AL R . 7528t 7 b, Bk B A7
TE 1) 5238 S 2R H 5 P55 (40 Cremophor) WIS, A ZH A AS B BRI A b AN 5 36 1 7% 1771
( 41 Cremophor) »

[0205]  7E—2E5 i 5 A, AR TE NI S EFE 2 0. 1% 2 29 50% (w/v) (5] 41, 24
0.5%W/v) 2 5% (w/v) 2 10%(w/v) 2 15% (w/v) 2 20% (w/v) <2 30% (w/v) 2 40% (w/v)
B2 50% (w/v) ) AR H o 78— 25t 7 A, AR T X A -G HEL 0. 5% 2229 5% (w/
v) B ER.

[0206]  7E—485jt 77 A, KRR A &Y h MEkE O Al aE O S ECENERE T
SEIXAER, 1T R 2R BG4 & T4 sl d fufria, HARMKREA S EEANEELN
W0 T XA R R B AR e A G AL, (I8 F L, ks Al A E R 5 &
PEE L (w/w) 2£290.01:1 227 100:1.290.02:1 ££750:1.£70.05:1 2247 20: 1.4
0.1:1 A 20:1. 49 1:1 A 18:1. 49 2:1 24 15:1. 4 3:1 24 12:1. 45 4:1 ££710:1,
295:1 L 9: 1.8 9: 1o £E— 4S5 U, HiAE A SR ER L 18:1 558
8151 BREEAR . 14: 1 BB 13: 1 BRI, 12: 1 BBEAR 112 1 BRFAR. 10 1 BEAR.9: 1 B8]
AR 8: 1 BUEAR.7: 1 BREAK.6:1 BRFAE.5: 1 B EEAK 4: 1 AR R 3: 1 sk AR P /=
LE .

[0207] 7l 7 b, HUAE AR A EWHes TR () a5 EIE
Mo fE—2esjty b, ke (WE&EA ) WS UK N 2GRN — e 2
FEE o ATE “BRACHE A B — R sl 2 PR E 7 3R IAR S O BlORE 50 2842
Fn | — e 2 MrEl e, LA T 5l A2 e At 8ok (Anfdi i A2 el T 59 1
HH) SIEREIER . X LeEVE AR, 51, B aE ] e et B R RRCTE | JORE L FR ORI
(venous irritation) ERAKZS G S (skin irritation) 4 JEAHZRIR R 40 i
Z Mk (neutropenic fever) (i8R OV HRIK AR A8 (extravasation) FIEATH
HE o AR, ELLRIE AR RTE TR, 582 5A X e @ E HsEE - A5 &8 ]
DAY A

[0208]  /F—4Lsijfi 7y b, 41 &) E 45 Abraxane™, Abraxane™ J& F A [ 8 (1 USP A22 1)
SRAZBE NG, Hm] DLy B m] B AR S . Y BOE A A 1 & KA B 0. 9%
SALEN SR EL 5% 258 STV P I, Abraxane™ JE plifa 8 ISR BRI A BRI . IR &
TF VAR R AR KSORE PP 341 50K KN 2 24 130 992K o T HSA #E/K 0 H HH¥fi# , Abraxane™ R
i UL 58 3 [ P9k P Y R B A, AR 1 (0. Img/ml BAZEE ) BRI (20mg/ml HAZEE ) , £LFE,
#4n, 2y 2mg/ml 224 8mg/ml, 2 5mg/ml .

[0209] il & PR RO AL -G W ) 7 e ARSI AN a0, S B2k (A2 EE ) M
HAER (WEER ) MYPKER ] LIE GBI 4T (o, B8 A0 A4 83k
LZAT ) )56 o IXLETT VAR T, Bl tn, SR & A 5, 916, 5966, 506, 405 11 6, 537, 579 1,
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WA T3 EH L H) A4 2005/0004002A1 H1,

[0210]  faj 52, RAZHE (W I HAZET ) PO ARAEAT HLIE R b, IF AT Agohn £ M
HERAEET . AREYESZE R AT B S AT DU 28R 2B LA . SRA5
TP BT LU — P VR o Al A LR ELAE, 40, 1 15 1B L S R AT A sk 40

L EE . B, AN DU A e A/ Sl (B, L2 1:9.1:8.1:7,
1:6.1:5.1:4.1:3.1:2.1:1.2:1.3:1.4:1.5:1.6:1.7:1.8:1 8¢ 9:a) »

[0211] A KPURL &b e 45

[0212]  ARSCHTIR I GK Bk n] LAAE &8 e il e R s i e I A G5 h 7 E.
i, oh T TG AR RO A & A EAeRIE AR E PR, T RUION — 2E G B A g . IR AR
Ha AT B 7 B FE A AN R T, IRV IR I H VIR &, P IRy IR th H U H R L IH R 36 22 U IH IR
AT HE R B LR 2 SR IH R L AR T RE RS I A IR« 1itocholic acid. RE AR IH R \ I AU E R
M B AR s BENR, BLARORBENR (S0 ) JEBEAR, I T SRR AR IRAR Ak Ik v 9t i 1 1
FIELRRE, A e 9 T 9 T ke S T O A P 9 V. 9 TS5t O T O A i 9 e gk e I I L A i T
T A% A= DY A 9 e A 0t FEL A R — R R R e IR e . L& B IR LG L o — U1 DY Bk T
AR (DMPC)  XUyH B i IR IR . (DOPC) « — A IR Tk % e W IR A (DSPC) « &4k K 2 O /IR
(HSPC) ML EAHIRAL A o H FL A 2 10 35 T ) LA Rt 3 T S s i), 4 2, IR ] e
FREN TN o

[0218]  FE—4Esipti 7 A, AEWiE 745 7 AN 78— 2eSLjiti 7y b, A6 W08 145 7
FLahn, SN H K IE BRI A 5878 H -G 18 KRR 4 S5 (2
WL, B, SEE LR 5, 916, 596 A1 6,096, 331) o AHIFIF 7 ZAUAE 7R B ME R, oA 2 B
T PR o 5 T 1R FH PR 500 AT BL R G S AL = (a) VRV, 4 R R A T AR SR
[RALE, R AR ERK B VT, (b) HREEEEBUA T, & B A FUSE i e & 13 1t sy »
Wi Rk, (¢) FEA TG B ETER, M (D) GERALH. 7 fmT LA 2R H =
B BOKTERD B4R S UE Ry Il it 4T 4 25 ST R AT s B s I 1k — A AL Ak L 2 R R 4 4 22 0
NERSIN IS8 I TN = T BN i o N =R [N = 5| I B R | N i I o
252 FAHB IR A () — Pk 2 Pl BEFITE A RT DAL FE AL, T80 2 OB A0l 4 s B
T R R Ay 5 UL R A 2 T BH R ek B B R Sz AT s 3 2 e A 1)
BEF FLIR B, TS A vty P s 23 &/ MR AR Ak 2 0 ) S 2RI T 5 R 28 B =K

[0214] &3 2R T 0 RH A 8 551 (11491~ L (AN PR T P00 A 2 00  IEpl L (L AL L 1
FE I VTR TR s R R AT P R Bh B L B I VR BR AT L AT 4 B R LR RIS ot
Wi £ 4 25 7K« ERZK VR R L PR SR T A 25 L AR L RN TR 3k 52 3 28 FF IR b L 3 A T i PR B AT
43 o AT LB kb A 2 ) SR 300 LA R R R E 5 7 85 7] BRI Bl U]
[0215] & T A0 2 25 160 500 B 16 & K R AEE B K I8, S598 T0 wivE S T L& H it
AT G I B ) AT AT 050 5 B AR 52 A R IV A A 2 R T, K R AR
B IK I B RTE VL, FET DL BV 50 B ) MG ARFR) A e SR BT JS 55 o il ] DURAFAE
BRI 2 BB AR, W22 (ampules) FI/ME, 35 H AT A AFEA T (IR
) AT, HAT AN H 80— ZI I N JE B AR R ), 90, S K o i IR 5 v
FHETFVE AT LA Bk AR 0RE R HT IR R 1 51 il 4% o D0ade ] 3 568 )57 o

[0216]  E—485 iy N, A WRBCHI A B2 4.5 245 9. 0 1€ pH JE [, B4, 40,
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205.0 £2258.0.246.5 2L 7.5 F1£7 6.5 ££5 7. 0 () pH JEFH P AT EVEH . 7E—LL52 )i
J5 b, A pH EECH S A K T2 6, W, flin, AKX T2 6.5.7 5 8 TR
(n2y 8) o I IIANEIE I Tk R H 3, n] DUEZ 59 5 555

[0217]  WAFH&

[0218] AR EAWMIRGE T H F AT EMRAF G . AR S s — ek 2 fhass, ir
ARG B B AR PR 2 & (BRI RN / Bl ) R0/ B4R, fE—4E
St 7 2R AL R ARE A SCATIRMT R A R GO A . WS I T DU RE S IR RS T
HIT ARG U . AR BT R PR S A Ul B B — R AR 2 B e R A (i, 1)
BEPAESH—I40) B U P, (ER LR TS UL (B, fERGR B
UL ) BT DIz,

[0219]  fE— 25zt 5 A, IWF S B ) 416, TR 5T &HE2 LRI
RO (WAEA) MYUKERL, b) A RE 2 —MIL ety i, f o) HTRIEA/ oA
9k JtE FH 2l K ks ALY SR U6 BE A, T iar BB e om (WE ) » fE—2essiti g U,
B EBI I 2R B BEA ortataxel LR . 76— 2850jE 77 P, Wl F & iR gk
FORL, AL a) A, FTiR A& aFE &AM AR AR BURL (41 Abraxane™) ,
b) AR 2> — P AT, R o) B RIS/ S3ORH 4k i 29 K R0 R4k 7 550 1 154 B
H, 1R B M (WEE )

[0220]  7E— st 7y b, IWF G ) 4169, TR A &5 WERE&H B2k
A (WMEEA) KPR, b) 469, Fridd G aREEH 20— Pl e 7 I
B G AR D YRR, FH ¢) FHT RIS R/ sAH 4k i 28 K S0k 4164 1 i B 15
I SEIE W CAnEE ) o 78— 28 S 7y b, R S S KRRk, A4 ca) 4146
Y, FTR AW EFE 5B AR VR A KAk (U0 Abraxane™) ,b) 2064, FTid &
WALFE S 20— P e A7 FIRE AR A Q0 A B DRI, Fc) H TR/ 8
AHR il 2 K Ok 4 A0 0000 B -1 B A R G BT M (e ) o

[0221]  HRKR PRI AL FI AT IAEAE T 0 PR AL D BE ARS8 MO BE, W5 &
AT DVELRG — Bl ORE (1 2 A A sl R sl 5 2 AL &4, o — R AL A RS Kok, — A
HAEYAREIT

[0222] A BHFRF G AL T 6@ A b . A& A A R E AR R T, /NI I R
ke (1, seled Mylar BRIEEIE ) FRLIA. B0 DMEE R4 L & 455, ingnf
AL HIE

[0223]  JCF R FH AN K BIOR 41640 1 v B 5 — M 60 ¢ H IR TT 50 & 45 25 7 SRR 4G
RN R o BT D2 AR ERE (Flin, 2HEaEE) 8Ol 47572 . i, iR
FIR T REERAE Ny, B BRI EAZ L (U2 R ) IR, WASCITR, USRI K
I () (A 2R a1 JE 2 JE3 R4 6 N8 F3 M HVA AN A B AN AT A8 AN AL
9 AN Bl S KB 1) P T R TR o SRR Rl mT DU HE 2 5 R 2 R SR AZ e M 2 ) 2 5 ) R
A5 F UL, 91 H DU DA AF 16 25 5 N (9 B, BT 24 b 49, B Bt 25 s L 25 24 55 o
[0224]  ARGUE AN T FNIE , 76 4% R B AU ok, JLA R4 R AT BB B 2% R
FTHE PR AIPE 7, A B SN Al e R o R Z) Sk — D U T AR R B, (HR Y
AR AN NAZ AR Ay LAATART 7 5 PR ) EL 3
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e 51
[0225]  SEjiEfe] 1. B =JH25 T Abraxane™ 11T #8574, Abraxane™ #H Eb T Taxol® 04
T A W) Y R BTG 1 g

[0226] g Fp ok [ I B 9k 2 i R T 1100 A A 26 B 0 PR AN T R R [ B T S 45 2
(1) A 22 9 g 52 N ] 5 1) iy B T) A0 B = 1) )
[0227]  {EBEHEHBMIIE MBC) KIAAH, ¥ ABI-007 (Abraxane™) ANEATATE
(1 gk Bk B RS — B BEAE M A R A S A R, 55T Cremophor™ 48
F B (Taxol®) LU 8. #EAT 3% 11T HIRFST LA SCI R BT AF 9%, MTAIE B ABT-007 5 Taxol™HH
LU P e 25 R RN B I 5 Pk o A ARBEH AL eV 3 FEE IR, B2 7E 30 43 BhHATE] (K
W) %5 ABI-007 260mg/m’ MiATSELE 2 (n=229) , BUZLE 3 /N HA TR & ik P9 45 7 Taxol™
175mg/m’, FSE45 25 (n=225) » 45 Taxol® FHEL, ABI-007 &7 Hi B 5 B8 i () Wi B 35 B (33%
Lt 19% ;p=0. 001) F1HH & 57K (1) e v 1B 1) [A) (23. 0 LL 16. 9 J&, HR=0. 75, p=0.006) . 7E
52 ABI-007 [AMAH, BA T K A3/ A g % (65. 0 Lk 55. 7 F ;p=0. 374) « FEARIT
R 53 #H7, ABI-007 $& 15 1 52 — 4 sl B = 4 vy MR IR A7 S5 IS 18] (56. 4 B 46. 7 J,
HR=0. 73,p=0. 024) o 7E ABI-007 20, 4 2 1 [ 40 fa ek /D 1 e AR 6 B 2 BRAIS (9% LE 22%,
p<0. 001) , BAREAZEEF 5 71 49 % o 3 JUB DL AN 4E ABI-007 2L H b Taxol™ 41+ 58 N i
(10% Eb 2%, p<0. 001) , {HAE L Taxol™( Hr RIS 73 K ) SEA B dl 5 BRI ek e B SR B (A ]
22 K)o {E ABI-007 HRE— A, Wi RAEMER (3804 4% ) W0y BB,
BAREA TSELA 2591 HAE 25 R . 52 M0, 3 BB RIUR N AE Taxol™ 41 R A4, HLARRY
FHFRUERITRIC A2 (B9 2 DA IS 3NN ) o 3 BT &, YA s T ABI-007 41
PP AN R RIS [ B AT 4L R 24 53R, £F 2% FVAYT AT, 78 ABI-007 2L i) 18 MMk
(8%) 1, HEAT FSE 45 24 AR 1R X LR/ QTR BUR B 5T AE 95% BRI, Taxol®™
) 224 DMK 099%) B2 TG 2. 2 AT A2 18] B BAS [H] P — IR PR AL 22 2
1E Taxol®™ — 197 A, (0375 1 25 B 7K1 58 iy, Il A PRt B A o8 v Y s IR e AR 2, I
ek AR CARFIER ) (1507%] Eb 301%] 5p=0. 003) o k2, FHEL T Taxol®, ABI-007 7EiX
LA AR TP IR B T B e RSO R B PR 22 R o TR R AR SO R I T I A e
T A [ i TS 20 2 TR B AEAS I A K B0k 1 85 1 45 6 I SRAZ I Ak MBC ¥R 7 A (1 B
resid
[0228]  SEJEf 2. fEBRAZREMEIR R M FLIE N A, B8 45 7 Abraxane™
[0220] AT 1T BRSO 46 A B PEFLIIR G ARk b, L 125mg/m” B JE] 25 7
Abraxane™ ( GKEURL (8 A 45 G EAZEE ) F= B KRR a ), BTk 38 I 46 Y
Taxol ™ 5K Taxotere™ I 77 I UL FUREERE (BRI, Frid AR B LA R ) .
[0230]  Abraxane™ # A AR T HE— LW EMH BAEHAEY, HAHZ AN T (gp60) 1)
T, P T8 B4 IR AT TG TR — SAZBEI a4 e N e o B I b 55 1o 1T HAHF 5
LT 75 AN BRI R R TR AN A B DL 125mg/m” 3@ i 30 2 BhETESS T
Abraxane™, ANTSGEA T2 W / DLl 25 84T G-CSF PRl » AN A 52 = IR JE 7)) i, Bl Ji5 150
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1b 1L 28 RER . 5 Taxol®™ 8 Taxotere ™" 118 A 1T Be il g SRR 1) 2375 37—
AN, R A E A AN KUk 242 ¢ 1A AL AT BLP= AR 5ok i i SR R 0 e X 28t T
HBIT I REE T
[0231] o, 2 R T, BOARAE 1% B TG 48 97 RIS SR A2 e 2 B T AN AR B P 1
T JE ) Ak 125mg/m’, H 75 AR AU 3 A4S (4% B F A8 E A 49 i AT AN 1
Abraxane™. 1M H., fE£8 )07 3 AN EARERE AR, — % 80% BN LEIR | 8% 2 FlJ5RetE &
OB VAT gk 224 57 PR B 1) Abraxane™, SEXH 4 N H . X—RBEMGE S RATM 111
HIR A0 B s R — B, TR 45 RS2 5 Taxol® 5 5 (U4 M 409 A EL, BRI ) SR AZ 2
(HI, A% Cremophor”™ ) 7 SN N5 HIK L3 o IX 48 Abraxane™ I KR 22 it T
P AT SRS A B VR FH B — IR LS, S RIRER X 23 ok JE T 1T JHAN I11
WIR I 2 07, IAEZE R W, A6 FR S0 ARG AN R K5 W9 77 1T, Abraxane™ j=A: [{14h B f £5
i LA | Taxol® 5K Taxotere™ 7= £ I AN #2290
[0232]  Xf T-45F Taxol® 5K Taxotere™ J& 4N A A28 KRR 22 )71 , Abraxis Oncology f%ilT
SERL T AT 200 AN R 2= S R T A, IR 25 A IR TE AT A A BT Taxol®™ 5 5 I 91 J 4 22 9
St 2 AR AR GG / B TR 525% IR 2 KRS “ T-12 S 7, S8k 23% A5 “ A
iR v 3 T Taxotere®, & B (K1 H 45 L 22 29% F 7%. 3% L6437 5 Taxotere® Fl Taxol® A B4
NP RR — 3
[0233] % TT 854 190 AR B, FEIXLL TS AS R IGRFIR (87% YAE CRlIATATE) S50, 69%>3
AR, 88% TR ARG L T I A ) T, Abraxane™ HAFVEE, iR BEA 2 g # 85 1
FLIIE BB e R HEA A o W2 45 BALFETE Taxotere™ — MEVAPEA 17K P IR 128 il 22 44%,
75 Taxol® — MEIGPE A BT 42 ) 2 39%. 18 FE RS I 15 100 3 B 0 ) Taxotere® IR
TR IREEAA T (n=27) , WLAR 7632 52 B 6] — K 1) Abraxane™ J5 {1 N3 J2 19%, {F
RSN 0 N S Taxol™ IR K BRI AR LEA A b (n=23) , WEZ B FERE 2 B — IR
Abraxane™ J5 [0 R 22 13%,
[0234] %A —IRAE 30 2 Bh AR 25 T B, R IL Abraxane™ # B 47 52, H i AN gh 724
[i] Ji2 5K G-CSF TRl :4 2%+ PERL 40 Mo i A E =3% (& G-CSF) 4 A 1M =1% ; 3% A ™ E 1
FRES SN, ( AR A TSGR 2 ) o 101%0m FETUAL BRI, 75% B4 LLAE A 125mg/
m’Abraxane™ [fJ5¢ 4> M AL, A BTN/ BMER SR F R, ER4 3 Hk
B PRI TR, TT% B PRBE8E BB T 4RI AR T 5[ Abraxane™ (75-100mg/m?) FlHz
34 12,2 (JEH, 1-28) [ARSNE 1K) Abraxane™. BT 73, 78 &5 N ] Abraxane™
[P e A, ZEMZER OGE A 1 RE 2 K5 14 R, 80% (10 H ¥ 8 A4 ) HIAS R RERE 5T
FFURZIATT » XM gt SR TR TTT HREG M 22 45 3L, prid il 56 BV 260mg/m” 1)
Abraxane™, i 3 JE 25T, HA thiEm B 2 M P ool (g 22 K)o BRI
PRIRE , 2R BH 2 B2 T R AZ T, AR (A 2 ALLT- e ) 4 o HL AR 2 13 1
[0235]  Abraxane™ N BN P K 41 i b 35T gp60 SZ R IE I, LAkl A A - 52
RS G BN AN IEEN IR BR, DA BN, Taxol® Nl X —HUHHE. mH, Q%A
454 I EL ) SPARC, £EFLIR I EE ok B 380, W] REAE Abraxane ™ (135 ¥ i 8g Py FR B ke
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Mo P LHIZR B, — BAZ T e, W B R B - B EE A a5 W4 ki -
FFAEI] SPARC 455, I HLIE i = E v Bl AR AL il e 0 o A0 N s 4 i o o

[0236] M4k, H AT I 28 A2 Jot i 500 b — 5% S P 0 2% T 35 570/ %8 57, 1 Cremophor™
Tween® 80 Fl TPGS, 5 ZUHNHI AL ML 5 (18R (IR 454, NI BR il P B2 #538 « 7R I e 3
R, £E MX-1 FLIYeE A A b, %57 & 1) Abraxane™ LU Taxotere™ MR ES T 1
A et

[0237] S22, 7% AR LLSE 4 iRl AT ¥R T7 , IS oA K « 2R R B, spleh T4k
TR A 2R 454 B AZ BT B 5 77 Cremophor™ I, AR S #H 22 13 B Muis st . e S0
PRAL T HINIUESE , E BH AR AL AR G A 25 SR 5 T v] e s AR H

[0238]  SLjififs] 3. {F MDA-MB-435 A8 AR, Abraxane™ (ABI-007) 5 # [ if
EEBACRA TR HKP) W FEH .

[0239] /NG IR I T K B o A A B 2 0 7R A T BB A i, — 48 1) P it
& LI CDL3 324k (2 ZERREE N) , o) — MEPWALE TR R AR, iX DL pliliE . 20, Nat
Med. 1999Sep:5(9) 110328, 5 — X — B & ik CNGRC-GG—d (KLAKLAK) , i 4% &y HKP (Hunter
Killer Peptide), KILH BA SO MHUIETE M. B TP A S Avastin® R ILH 5
0 o F5 ME TR 0 5- FURMERE K E R VR, BATTE MDA-MB-435 A FLER IR SRR+, YR
BN A2 551 HKP F1 Abraxane™ (ABI-007) (115515 H , Abraxane™ J2 [ [ 40K Eiki 242
W, HHIME N R ) gp60 52 1R%% 12 (Desai, SABCS2003) .

[0240] 7592 « LAV 3 8 AR B 100mm® % 37 MDA-MB-435 A JiJ84 5 i 5 B 490, 4 /1N L B
ML A 12-13 Hsh W 4 41, 3 FH HKP. Abraxane™ 8¢ HKP FI Abraxane™ &b PH. #% [k %y 1%
HKP (250ug) , B & 1 ¥, £r4E 16 Ji . k45 F Abraxane™, & H 45 F, #4825 H, 10mg/ke/ H,
B — RTI4TN Abraxane™ 51 &5 it FAK T3 MTD (30mg/kg/ H , qd X 5) , LLF)
15 e SE AT IR , AT AT AV & 3 HKP 1I7E A

[0241] 455 AEALTRES 19 RN, AEXHEZH (10, 298mm’+ 2, 570) F HKP (4, 372mm*+2, 470 ;
p<0. 05, LLXFHE 4 ) B ABI-007 (3, 909mm®+506 ;p<0. 01 LXf HRZH ) 2 [, JiRg A fR I 22 %
Ko SAT—H 259877 FHEL, ABT-007 T HKP [ 5562 B 8 BRI g A AR (41 1mm’® £ 386 5p<0. 01,
Lt Abraxane™ BLZYA YT 8L HKP BR25I09T ) o FTIRAL PR R UFIH 52 .

[0242] %51 :Abraxane™ (ABI-007) YRR 1 25 I SRAZ R, 5 S SR 1) P
B BT S AR BK HKP (CNGRC-GG—d (KLAKLAK) ,) k-5 V377 MDA-MB-435 S5 Ff f% A5 40) L W i
JEFR O, AHEL TAT — 2500 B 203057 PR AR B2 PR AR . BT EE R E7R, Abraxane™ il
UM A= 5540 HKPs BA] RE 2 Avastin® [ BES, 7 DL 25 1 .

[0243]  SEjifA) 4. TR ABI-007 ¥697 KRR 18 A 45 A B B PUILE A s BT
i i

[0244]  SLJEfH] 4a

[0245]  JyyZ: <dE K SR = BAKER N JE % Tk A Bz 4 i (HUVEC) ME3E AE B5 T B 56 vRAN
ABI-007 [P Az e P o 3L 52 Balb/c 455 AR AR /)N B 40 ) i AR A B P i 4 40
(CEPs) WI7KF (n=5/ 41 ;37| 1-30mg/ke, JEIEL, qd X 7) Faii X4 M 5347, ifi 2 ABI-007
FH T 897 I B 77 & (Shaked et al., Cancer Cell,7:101-111(2005)). b5, {E

o1
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i N MDA-MD-231 FLIRI AT PC3 Fi 41 s e MR AE A (1) SCID /B A, YRAN IF EL s A 1tk
(qd;i.p.) FAMID (qd X5, L AJEHH, 1. v. ) ABI-007 FH Taxol®™ BT 2N .

[0246] 455 :5nM [ ABI-007 3 (p<0. 05) i K S ol kAt & 1) A 2B, AP 2 40 e
BTN T R 73930 9 53%. 24% 1 75%. HR4E CEP e , MEE 2 ABT-007 F] T MEIGT7 1
S AEF B 6-10mg/kg. T HE ABI-007 (6mg/kg) T AN+ Taxol® (1. 3mg/kg) B3 (p<0. 05)
PPl S PR A ARSI e (3 g Ao TR S T 10 ABT-007 F1 Taxol® # AN AT 4
. AR MTD ABI-007 (30mg/kg) EL MTD Taxol® (13mg/kg) FEA Rk F0Hi i eg A= K, B
AU F SR B R R R0k AR, 1A ABI-007 BBt 4 I L MTD Taxol® 1)
U AE .

[0247] 4518 4 T 5 20, ABT-007 FEIR H SR ASCHT I 45 28 R RN P g v Mk o
[0248]  SEjfl] 4b

[0249] KB =30 Bk 3 20 M. ¥ 12 L 20 21 8% % AR 4 B R i i (Matrigel)
(Collaborative Biomedical Products, Bedford, MA) , {# H:F 37°CHl5%CO, Nt 30 730 8h.
M8 2 10 B HENE Sprague—Dawley KR PIEEIN E3h Ak, YIS 1-mm + FIRT#E ] )7, %
TEEE R EEIR (Matrigel) AL AL, FHBSMYZE B (Matrigel) g, WESH 2%
SRS (Matrigel )22 &, | EGM-TT 8 §2iX 2834, T 37°CH1 5%C0, T H - EGM-TT Hi P 2 4
W JERl 3G 9255 (EBM-1T ;Cambrex, Walkersville, MD) P9 Bz 40 oA K IR 44 i, BL EGM-T1
Bulletkit (Cambrex) #42fit. Bl 5K s 725k 56 #e ok EBM-11, %M 78 2%FBS.0. 25 1 g/ml ¥
PEBE R BA 10w g/ml JRRFEZR. HESAHEZE (0.9% K/ AEA ) JREDE =M (CAT ;
120 g/ml) 8% ABI-007 (0. 05-10nM 5 AZHE ) (1) EBM-TT AL EF kA 4 K, HAEES 5 RIEAH,
CAT 2 AN I AE A2 ), DAy T PR b ] SEBRA R B2 SE F, VR R . FH =k B U i
ANFER B BB E R 4 Y. ] Adobe Photoshop6. 0 fEAK I & AL i R EAN, #0245 4
ET B E.

[0250] 1] 1A i, AEA T A0 B, ABI-007 LAY AR 1tk 75 =20 B S 3 ) oK B 323 ik
T A 7] A AR, 78 5nM (53% #PH ) FI 10nM (68% #IHH] ) I, BRI 4 vt 2% B P (p<0. 05)
DL ABI-007 R4 — ¥ BF SR A7 7R 1K 1 8 1 s AN 00 ol o 78 A o

[0251] Py K2 40 Mo MG T iR 50 . 7E 37 'C A 5%C0, T, 7 EGM-TT Hp 4 4= A J5F & ik Py K2 48 Jie
(Human umbilical vein endothelial cells(HUVEC ;Cambrex)) . ¥ HUVECs F T 12 FLAR
b, BERE A 30, 000 AL /L, AFHORY B I . Bl S WO IR RS FL I S R
(0. 9% £h/K / BEE ) BLABI-007 (0. 05-10nM ZEAZHE ) (KR IRIk. 48h J5, 40 bl i
FEFE AL, T Coulter Z1 11%#% (Coulter Corp.,Hialeah, FL) 113, A RE EE =K.
[0252] i 1B Frow, A PN B2 40 B G5 4% HnM A 10nM (1) ABI-007 =& #1H, 43 7 F0 ] 36%
Fl 41%,

[0253] PN R4 e e i Ee . H Matrigel B4 8 fLB A= (slide chambers) , ff#LF
3T°CHNBK%CO, I R E 30 738 Bl 5 755 A HA (0. 9% #hK / FER A ) BCABI-007 (0. 05-10nM
A ) 1) EGM-T1T o, B 30, 000 40 g / fLFf i HUVECs, T+ 37 C 1 5%CO, TH#LE 16 /)
o E G, 7E PBS PRI A, 7 100% R [ 2 10 #2480, A DiffQuick % 1T (Dade
Behring Inc.,Newark, DE) 340 2 438, 7 0B TR e, A 2. 5 X WX 4~ FLIEAT
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A IEAH . B — N EE AP, MR Gy & . N MetaMorph #44 (Universal
Imaging, Downingtown, PA) Y4AHMN AU B 914 =40 H » A= Z AT IR,

[0254] & 1C T, ABI-007 7F 5nM F1 10nM IS BHITE T % 75%.

[0255] @ik I GNP S 40 (CEC) FNAEER P B2 AH 4t i (CEC) #fisE ABI-007 )4 Py fef:
. 6 28 RS HIMEYE Balb/cJ AN ERBENL/ A T4 8 40 (54 n=5) RIAJT ;i
b A R P 3 LR S 2 a Ak (0. 9% EhaK / AERE ) B ABI-007 EATIRIT, FIE AN 1,34
6.10.15 B 30mg/kg FKAZEE, BEAT 7 Ko 097 AW, @Ok 28 MR BUMAE , 76 544 EDTA [
B2 (Becton Dickinson, Franklin Lakes, NJ) Sl £E . FHUY (37 =040 oA o+ %5 CECs F
CEPs. W4T CD45 2 m ik HERR CDAG+ i& M. N H W BAsEW, 6 LI
FIR 0 1/ VEGE 5244 2 (£1k—1/VEGFR2) \CD13 F1CD117 (BD Pharmingen, San Diego, CA) , 3k
CECs M H: CEP W25, AT # Y4 fh (Procount ;BD Biosciences, San Jose, CA) PAEHER: I /)
BR BN MU T4 CEC 1 CEP VRS A Mtk I mT REME . 2040 M2 i , B vt F T HERR AE
Y0 i I/ INBR SRR B (R4 BT 4%, il ik FACSCalibur (BD Biosciences) YWAN 4B . N
T 43 #t CEC M CEP 111 4334, 133 22 /b 100, 000 N 2p4F / FEfh . Bl J54 CECs Fl CEPs [44
TV, CEC A1 CEP T U f2 i AR W 4 1 o 2iie LA At M B, e e 2 40 M Y
B8 SEE R R LG . B R O, K PAER s . N 7- &
SERUH R 2 D (TAAD) X A7 3 40 i Ee A T RO E T 40 Mk AT v 4.

[0256] & 2 7R T, DA 3.10-30mg/kg & HIRIEL N 457 ABI-007 $¢4L 7 K, B & FRAKE
157 Balb/cJ /MRUIR) CEP Ko 2R, 10-30mg/kg ] ABI-007 55 37~ E5 1 1 3 40 i v %%
(1) 225 PRAA 6. B4R 6mg/kg 19 ABI-007 X [1) CEP KPR AR B Geih 22 B 1, (1
40T B i e AN B . PR, S5, T M ABI-007 [ 14 P B dE AR 4 2 51 o
JE 3-10mg/kg Z [ fE—MF5EH, B HIEAL P 2577 1. 3.3.6 B 13mg/kg #7157t Taxol®
FRER 7 RBA W35 PRAK CEP 735 K, 17 30mg/ kg BX B8 /= 115 74 1 Taxol® 5| #2 /) U™ E (1)
B I H 0T, DAATHRIE, BRI PN 5 7 I PR35 3t 3 FH 771 2 1) Taxol® 5| 4842 i 7E 115
JEL Jis AL 3 #E Cremophor® EL IR d A, &5 RAT 1 M KB AL BEK A R (Gelderblom et
al.,Clin. Cancer Res.8:1237-41(2002)) ., iXffH¢ T A5 IE T Taxol® (1. 3.3,
6 Fl 13mg/kg) FJ & M ABESUE CEP 4735 Ko FERXFMENL T, I LA 1. 3mg/kg FIE4S
TN Taxol® A S5 13mg/keg IFEA T2 R B, EEHAKHIE 1. 3mg/kg LMETE
bS5 R 6 P A R IR 4 T R A2 1) Cremophor® RL & 5 /Mb o

[0257] 5 73t FOMTD ABI-007 AH Lk + 715 4 P A0 MTD Taxol® (¥ 5T M 584 /E H . A BT
B OBE JE 40 M &R PC3 AN FL AR B 40 Mg &R MDA-MD-231 78 H American Type Culture
Collection (Manassas, VA) » ¥ PC3 4l (5X10% f¢ FiyESH A 6 % 8 A’ SCID /N i, 1M
MDA-MB-231 40 g (2 X 10°) JEATFE AMENE SCID /N LIRS FLHR AR I 28 24 J5 % M Brhydd A R A 3]
25 150-200mm® B, Z W RERL A H 8 41 (n=5-10/ 21 ) » FFLANH F A& TETT 0. 9% EhK
/ AR A B AR . Cremophor® BL £ (A5 I T4 Taxol® (1. 3mg/kg, i. p. , ad) TR
ABI-007 (3.6 5 10mg/kg EA4HL, 1. p. , qd) MID Taxol® (13mg/kg, i.p.,qd X5, 1 ) 58
MTD ABI-007 (30mg/kg HAZEE, i. v., qd X5, L ANJAH) o FINARZAR A 1 RN & e 2 5 B
12, FE S EANARRR . ZE3R9T AR, MATA AL/ BR800 27 I R BUM A% . CECs i CEPs
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WARSCHTIR T4

[0258]  JEJ N &F H 45 F A5 HE M ABI-007 (3.6 AT 10mg/ke) 1M A& Taxol® (1. 3mg/kg) £F
S 4 F5, B 5 (p<0. 05) #5] MDA-MB-231 F1 PC3 PR £ K (1 3A AT 3B) » 54 MELA T
ABI-007 Fl Taxol #EANE FALATARE R (18] 3C M 3D) . AR MTD ABI-007 (30mg/kg)
P i Rg A=A B MTD Taxol® (13mg/kg) SN 4%, 7R AT # HHO 42 B B A 22k, R A
HEME. AN, iR IRFEG 6 %, FH MTD ABI-007 JA47 11 5 FU/NEL P 2 R BIH BA
RIIRRIE LS o BRI BTN 1), 7E 24-48 /NIT N IR o A7 BRI¥T A2 , 76 MDA-MB-23 R A AE YY)
B, 6mg/ke (115 ME ABI-007 BT /E FHZR LT MTD Taxol® FI7ER (&l 3A) o N
FIHEPE ABI-007 (5 & A 10mg/ kg U ANE T 50 5 22 1 e 2B KA HIE A . AHLLIM S, 76
PC3 SR T, 10mg/ke (15 ABI-007 Lt 3 1 6mg/ke 5| 58 98 (BT Mg win iy (&)
3B) o

[0259] {57tk ABI-007 AR A P 77 2 2 25 P AIK MDA-MB—231 i #5415 /N Bl b A7 3
CEPs JK-F (&l 4A) o 11 PC3 g #8575 Bl , Wi B 1152 M ABI-007, 473 CEP /K P IR
HR ) O A (EANAE 10mg/ kg IABIG 22 W ME (1 4B) o ZEPIFN R RS A A5 20
1, CEPs (7K F¥%A #15 Eeik Taxol® B8 (1] 4A F1E 4B) o

[0260]  FiERPEAIMID ABI-007 5154 A0 MTD Taxol® X [Jeg Py huf il 2 25 B 11 /8 FH At A
5% b—um JE ) 15 B A% A MDA-MB—-231 F11 PC3 g, 38 i A AT R 52 CLn i bRvE 77
%, N H&E Gt H T AL & 4 TR, K BB/ B CD31/PECAM-1 it
& (1:1000, BD Pharmingen) X ¥] 5 4eth, b J5 45 0 6% 4L (Texas Red) — fECHIEHTR
Pt (1:200, Jackson ImmunoResearch Laboratories, Inc.,West Grove, PA) 4¢ff, H
AN AE 4% SR 5 CD31/PECAM—1d HY € 1 P (AN T SR SR A 40 i, s AP AEAS 2 ] T1E
NTAIE VR BT T o B — I ) MVD 378 — A P 8 5 25 SR 10 X B P 34258, DL 20 X
WVBI{E Zeiss AxioVision3. 0 2 WIS E RGP % e . MW R—2 AN BG4, ot
4 2 5 PR R o

[0261]  {E MDA-MB-231 187+, 6 Fil 10mg/kg #7154 PE ABI-007, LK MTD ABI-007 fBL-F-4%
TR PPN E 25 B (microvessel density (MVD)) , AR IAEIG 22 B &M (K5A) o 76
PC3 PRI, 3 FI1 10mg/kg HI FEME ABI-007, fBASF-BAAE MVD, (H¥ H X RIS it 22 &M (K
5A) o ABRIFISE, 7E MVD FIAF TG CEP /K~F- 2 [B)A7 75 B B R IRk, 3X % A T MDA-MB-231 ( ]
5B ;1=0. 76, P-0. 04) T A& PC3 (& 5C ;r=-0. 071, P-0. 88) i,

[0262] AT 1A PN B AL A o AT IR BB S 43 it (Matrigel plug perfusion
assay), A A E AN & SR AT/ B 6 5 2, 7255 0 KAG4h 787 500ng/
ml BT Rl AT 4E 4l e 2B K X1 (bFGF; R&D Systems Inc.,Minneapolis, MN) ] 0. bml J& Jfise
I (Matrigel D2 RSN 10 FIRSHENE Balb/cJ /NEIMNIE . 7E55 3 K, K sh Lo Bic 2
8 (FE4H n=5) . ST A &IMALTE 0. 9% Eh/K / 5 AZ AN Cremophor® EL
RN R M Taxol® (1. 3mg/kg, i.p. , qd) M ABI-007 (3.6 B 10mg/kg RAZEE , 1.
p., qd) MTD Taxol® (13mg/kg, i.v., qdX5) BMTD ABI-007 (30mg/kg &EAZEE, i. v, qdX5)
VE R BT IR, 575 40 5 SRR B A MEYE Balb/cJ /N By S5 LA SR ) 5 B IS (Matrigel)
TEA5 10 K, X T sh ik 57 0. 2ml ¥ 25mg/ml FITC— #ijZ## (Sigma, St. Louis, MO) . bt
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JGUREE M A RE S o ZoBRIE RIS (Matrigel plugs), FH 0 BB (Dispase (Collaborative
Biomedical Products, Bedford, MA) )T 37T CIRE LA, bl J5 5124k . FH FL600 % Y6 A i
45 (Biotech Instruments, Winooski, VT) $RIF9 NG5 I8 25 B S S 3R 7 A F5% SR B
Mg G L MR DO EAE .

[0263] 6 1 10mg/kg KI5 ABI-007 A9 fIC ILE A i, BUARSMHIVE FH e ik B G vl
BEM (B 6) . 5% REAXT AL, 8 4 AT AR 3mg/kg B4 ABI-007 MTD
ABI-007 MTD FH-15 {1 Taxol® {4 (& 6) o ixXegh FEAALLF A SCHTIR I iR P MVD &5 21,
[0264] S Jiti 5] 5. Nab—5109— — Ffr 44 K Ji kL 1 25 2 45 & 1) IDN5109 (A Nanoparticle
albumin—-bound IDN5109 (nab—-5109)) —& It Tween® #1571 ( Tween™ -5109, Ortataxel)
O ()R AR R0 PR 1 B 1k

[0265]  J7 ¥Z: : N FH nab £ A i 2 44 °K BURL nab—-5109, H 30Ot 8 R k. 75 B W
H (n=5/ 4 ), &I XF Pgp+DLD-1 ( 0 &0 H 4K $U K A2 B M £ 46 58 A2 B —Vredenburg et
al, JNC193:1234-1245, 2001) A & ¥ e FoB A2 49, Il 52 Nab—5109 Fl Tween—5109, 7 & 2
50mg/kg ( Tween” -5109, LLFTH /1% 4y MID) Fil 75mg/kg (nab-5109) , LL q3d X 4 kN4 T,
AV H] PBS R IMLYE A (HSA) AR

[0266] 455 :Nab—5109 F= 4= A 3 K/, Z,,. = 119nm ;Zeta HIAT =—32. TmV ({449 K 5
Fio H4 Nab—5109 T A %K 2 £ Eh K P43 BRI 4R Ko FEAR I, 75485 71 g i /s B
I H Tween® —5109 (50mg/kg, 8. 8% A EE &K ) B4 HE % 2% 81 & K+ N A nab-5109 (75mg/
kg, 3. 4% A £ 2% ) (ANOVA, p<0.001) , iX K 7~ nab-5109 HA7 5L it I FAR 175 14, B AR5
& T 50%. nab—5109 Fl Tween® —5109 X {81 #7 8 2 ) (ANOVA, p<0. 0001 Lk %f i),
nab-5109 (75mg/kg) il Tween™ ~5109 (50mg/kg) [ iR 4= K 43 HILEIR 36 KA 28 Ko 7EH]
iR A 5 T, Nab=5109 EE Tween™ —5109 ST 2L (ANOVA, p=0. 0001) . PBS il HAS X H 2
Z (8], LEEF P FNAEN Ty A 72 57

[0267] i AN KERL (128 11454 1) nab—5109 % Ih il 4%, 3 H AT LALLEL Tween™ —5109
1 50% [T LT, BRI m(H A EREM . 5 Tween™ -5109 AH L, 7E Pgp+DLD-1
N R ), Tomg/ kg (q3d X 4) [¥] nab-5109, 76 M4 s 7l & 1, I H B S ek 1)
[0268]  SEjiEf 6. A KR A8 A 455 (Nanoparticle Albumin Bound(nab)) —ZB{A
BRACRK KA AR nab—5404nab—5800 F1 nab-5801 :Abraxane™ F4K 3785 FE (BT IEE 15 ME (1 E
VY

[0269] 77V S FH A KIURE [ 8 1 45 4 (nab) B AR 48 4K BUR R OKANIR . R A MX-1
FLIME R TEY), RN VPN 40 MR B e . LSt S FEA Abraxane™ ZE#R B A 0 P B i 8g v
M (N HT29 & g e e R R84 ) o nab— RKKAL BRI AR ) = R 1437 27K P 2 20mg/kg
30mg/kg A1 40mg/kg, LL q3d X 4 F k4T . Abraxane™ 7 & 2 H MTD, 30mg/kg, LA qd X 5
%Y.

[0270] &5 HKBRACEK R AN BRE = 58 oA 7= A2 40 F I 4 K B0kE < X+ nab-5404. nab—5800
Ml nab-5801 1M &, “F ¥ K/ Z,,. (nm) 43 %) K 119,93 F1 84, i it 0. 22um i & 25 A1 1%
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T 5 4 K UKL V7 W PR o 75 1 S, nab—5404 JE = K LA R X MX-T B A
(p<0. 0005, ANOVA) , ( XfF* nab-5404. nab-5800 Fl nab-5801, 1C,, (ug/ml) 43 il 18,36 il
T7) , LA AEPR A XTHE HT29 SRR R B AT A% 00 (<0. 0001, ANOVA) o I 51 40mg/ ke
30mg/kg F1 20mg/ kg, nab—5404 43 H|F | e AR 93%. 79% FH 48%. 52 AHEL, 43 i v FH 51 &
40mg/ kg 30mg/kg F1 20mg/kg, nab—5800 X1l Jf87 (A F 73531 g 31%. 16% FT 21% ;nab-5801
AL A I8 PR B2 1k 17%.30% T 23% . Nab-5404 £F AT 1) 5 7K P 45 L B N7 8% B o
A% (p<0. 008, ANOVA) , £ 40mg/kg+30mg/kg Fil 20mg/kg 7K1, A S5 HEXT g (A AN 4331
0] 48%.34% F1 29%, 5 Abraxane™ A LL, & T AHZE A T K, nab—5404 78258 M5 &
(equitoxic dose(ETD)) FHHAIEE (p<0. 0001, ANOVA) » 7E4% H (¥ ETD T, e A ol
nab—-5404 (40mg/kg, q4d X 3) k] 93%, # Abraxane™ (30mg/kg, qd X 5) ] 80%.

[0271]  £5i8 : N Nab £ R4 3 A i 7K M = 58 A B AR B ZK Al Bk (IDN5404, IDN5800.
IDN5801) #5245 Sy 3 - ik i 5T A 4K ki » Nab—5404 #HEL - nab-5800 Fll nab—5801 H.Ag
DAL IR SRR YR M. Nab-5404 ELZEH BB BB (Trinotecan) A %K. £
SEREVERIE R, AR E R IEATHA &, nab-5404 L Abraxane™ A 2. X SO A5 47
Hi%t nab—-5404 VEE— 05T

[0272]  SEjfafs] 7. Abraxane™ Lt Taxotere™: 5 1t FH AR M R A L4

[0273]  JjiZ: AR LA q4d X 3 I [R] R 45 T 2540 (AR B 1) 57 s R 5 o, LR Abraxane™
il Taxotere™ M FE M. 718 /K F &2 Taxotere™ 7.15.22.33 F 50mg/kg, ABX15.30.60.120 Fl

240mg/kg. A A MX-1 FUIR T AR AE D IR B, LL %8¢ Abraxane™ Fl Taxotere™ BT
v, B 15me/ke, FE4E 3 .

[0274] &5 3 AE /) BRI IS DA 531, Taxotere™ i KT 52 ) & (maximum tolerated
dose (MTD)) #& 15mg/kg, BIEH|E (lethal dose(LD,)) #& 50mg/kg. 52 AHEL, Abraxane™
MTD £F 120 % 240mg/kg X [8], LD, 4 240mg/kg. {EMRIRFFTH, Abraxane™ EbAH %5 & 1)
Taxotere" 118 AE A7 1H SEAT 4% (79. 8% L 29. 1%, p<0. 0001, ANOVA) .

[0275] 2518 < 7E MX—1 g 5 20 vpr, 4 DUAH 86 500 & 00 08 I, g K0k A 8 B 456 TR A2
2 (Abraxane™) fLT Taxotere™. 1M H., Abraxane™ [ 14 B BAE T Taxotere®™ (K55 2k, {13
Abraxane™ [{JF) & AKCF-SE 5 b0 e IX L EE LABIT FH Abraxane™ 5 Taxol ™ AH Lt BT L) 14
SR (YR TT TR AU, 2 B3R T V5 MR R I A7 A6 m] BB P 5 A2 e 1 2 02 P I g i ek AR T8 A2 e
k. EH e MR, L Abraxane™ Fl Taxotere® ({53 IEEREAT H .

[0276] =i 4] 8. B X4 B 2 RT3 0 S A BE LR U R A ML 4 oK BORE B
A S AR K AL B = B8 /A (Nanoparticle Albumin Bound Thiocolchinine
dimmer (nab-5404)) RSN FEPERI TP

[0277]  J5ik N FH MCF7-S FLIRSE I 3L 2 250041 1% 5872 7K MCF7-R (o gp+) il TDN5404
(R4 M TS 1t o AR X NCI-60 A e 40 e RALVEOY SL 40 Mo st o NV H 2 PNt [R) 3R, F 4h
KBk 85 3 456 1) nab—5404 # k45 1 SCID /v i, BTk SCID /) B FHE A A Al121 B
SR e AR A o

[0278] 25 2R XF T MCF7 41 f &R, BEARAL A WK AKANGR, 27m T s A A H0 i v 1, X

MCF7-S 4 MUy 1Cy fH (50% AACTNHIM AL ) 52 3. 940, 2nMo PLPEAL A MCF7T-R B7R T 1Cy,
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B4 66+8. 6nM, T2 Hilk, 1C, HEML 17 fif. IDN5404 SR T F W Ffr 4 i 25 ) 7 1tk 1
B, B0 T 1C, {20 A2 1. 720, 1 A1 403, SnM. X U645 HLAE NCI60 A5 40 i 2 20 h 43
FHA, IDN5404 [#1FE34 1C,,<10~ M, 7F MCF7-S FI MCE7-R 40 e 2 hHi itk K T 10 £ . COMPARE
RS E EDNB404 ATE R A S G, TR ABEILI, AUER T AT gs . AW E
X7 A121 GPEL IR F A AE A, nab—5404 [R5 5 R RN A2 1) B RTINS [R)ARR 12k 1 o oK Stk
nab-5404 #f R UFi 52 3¢ H BB 75 3 56 B 4RIV @ HR K4S 25 24mg/kg, qd X 5,5 H/N A
15 B KH(7E % (long—term survivors (LTS)) , BA M8 FEYE . SR 10, 34 7 & 2
30mg/keg 1115 5 K] 5 HEFMAET:. 1E q3d X4 J7 &, 30meg/kg 115 5 H/h A H 4 X
LTS, 7E 50mg/kg B, 5 ) 5 HEEMEIET . WA q7d X3 HE, 40mg/kg 115 5 /N 3
HULTS, 76 50mg/kg, 4 LA 4 J A S 3 LTS,

[0279] 4518 :1DN6A0A——— Pl ¥y B A 0T 46 A AL il i i A AR K Al i — 28 A ——AE
pgp— FRIK IR A FFEIR  Be b 40 J R T RISt . AEAR P, QKR O s B 455 1
nab-5404 X} A121 SRS R RRAEY A G M.

[0280]  sEjififs] 9. Abraxane™ FIH & 255 B A1 560
[0281] 1 F L& Abraxane™ (ABX, 9 KB R A E AL AW EREZE) KA F MR,

Abraxane™ T NI T LLRE#E BT T-¥F 2 AN R4 2575 RN R R i 5, OF B 5 IE
B b7/ VYY) CaR RIS e 2 1 ey U

[0282]  TEHEAEMEFLIE T, IX LERF 5 A4 -

[0283]
BE M4 11 K58, 45 M | ABX 125, AR 1000 | b T IR0 ABX B P54
Abraxane™HX 475 Pafb i, | mg/m®, DI1. 8 q3wk | IEMBEG, fE—4 MBC
7E HER2 [ 1A 1 L IR o
A

I HEFSY, B AR s AR
K B kL % A2 BE (ABI-007) F
Hi, F Herceptin®{F Jy i 1
HER2 PHYEFLIRSRE ) —4

ABX 100 mg/m*, &4
AUC2, W##H DI, 8,

15; Her 2mg/kg(4mg/kg,
wk a) gdwk x 6

BEx THEE N ABX
L4 fi/a8 Herceptin®
KRB WA BT H

(oS
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[0284]

[0285]

ERIRTY

4 Ji & 47 4 (Vinorelbine) I
Abraxane™, Hrf] BLARHA
G-CSF, & 1V WIFLIg .
111 S

L1:ABX 80, Nav 15:
L2:ABX 90, Nav 20;

L3:ABX 100, Nav 22.5;
L4:ABX 110, Nav 25;

L5:ABX 125, Nav 2§
qwk

ABX B4 Navelbine™7i:
£k MBC (% 00

it

I %, 435 Abraxane™
MBC( i Herceptin® , 7

ABX 125 mg/m*, Q3/4wk

£ —# MBC P, 125
mg/m’® fUAEF ABX Hi2Y
RITRIAER K 1 B

Her2+pts ) 5%
VII B3R5, Abraxane™ il | ABX+ B 2R 4 %
Doxil®, [T MBC b il
PK
341 1 RS, —# MBC | ABX 5 /8(130mg/m®), Tk ABX B25R9T
H 54 Ji%, M MBC
q2wk (260mg/m®)
= 4
Q3wk (260mg/m”)
34 1 RE, 2 TE | ABX £, BHLAE ABX MBC %,
MBC 7, PEBfA YA ;t;gx - LUK EEROR. B
2T W ABX LA Taxols 4
Taxol *4F F ABX LLRE— i ABX;
IAEbEE R (EEA
-1 f1 SPARC)
hig ] TBD ABX Hl GW572016 4545
Abraxane™+GW572016 (TE EGFR Wi
X BC fe i A& B 2k
YR
1 BB R A 9T, 2 K IR | Abraxane™ 100mg/m®, 6F | % 1 WHAR b T #isE 2 K
TR etk vk, A | R, 4 PR T 3 s | AR R i g ot
13 Abraxane™ 2 §i45F, | H A B B B IG5 T 1000 | 21, {F Abraxane™
7 W S0 S g AN mg/d X2 K GBHZEST
I 3i—2& MBC 5 4 ABX(125 mg/m®, | K& [ iF it ABX M
2wk B AT . lwk 2 | Xeloda" Bt S, %

1Ey+Xeloda® 825mg/m?,

MBC #, {FHRI&R—&
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d1-14 g3wk

2 B, 1 B R ABX 4
HHE

Abraxane™{] 1T $HR R4 B

FE % AC+ G-CSF—

CHAEEE " R RM

WA, R 5 J& ABX—Avastin® BhH oY

Abraxane™, 757t B0 | AC q2w x4+ G-CSF—ABX | Ukt % B ABX ) I

Witksrdr, HTRIFLRE | q2wk x4 FAHBIE T, T X hRdE
BT R EE R

Abraxane™J I R Z 4B | AC q2wk— ABX q2wk + | & BIWIST, £ 11 1

R, fEFLREt G-CSF I HE A

[0286]
[0287]

FEFLIRE BTG D0 B, AR 4
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I RS, S i
Bt v fthiss . RPIEE.
ABI-007(GEA), {FJ5

sl HvEfbEE 2000,
K& E 60, ABX 175
mg/m*, Neul 6mg SC, Jif

SEE B SR TR B
KM GET £udii, 75t T #4
Wtk fEH AT F g,

Wk 2 P FL e P 44 D1 q2wk %6 4ilh: | ABX ¥ # T 2 Taxol®.
Gem 2000, ABX 220, Neul
6 mg D1 g2wk x4

Abraxane™{ I I ARA7 | ABX 220 mg/m’, q2wk

ik, B FECGEXHh, |x6 , B i FEC x4

+Herceptin®), 7EFLIRES | (+Herceptin® , T
Her2+pts)

I R AT 259 - 25 9 M AR | ABX+HL e 2471

L

I 30397 (ABX+Herceptin®), B J&
(Nave}bine®+}ierceptin®)
FAE LT IBESLL T | TAC te AC, BHJG ABX+ | B TV AC Bfi/5 ABX/

WK, eI IR A AT

itk AC, B ABX+
41+ Herceptin®

1 #2 ABX/ k #
/Herceptin® Bt & L
TAC(FDA #tHERI%8 ) BC
Ji%e), EFHBh R T

I W %4 By o 5%,
Abraxane™ 15 55 4ib 5,
1E Jar i e BAFL A p

ABX: 200 mg/m’, DI;
Xel: 1000 mg/m®, D1-14;
q3wk x4

I W5, B Bh by
(NCT)F1 40 K Fi ki 22 42 B
(ABI-007, Abraxane™), 7F

ABX 300 mg/m®, q3wk

WK TTA, TIB, HIA, HIB
IV WA SEN R

PEYFLBRE Lot
[0288]
[0289]  FEFEEMFFTH, iR A0 A HE -

[0290]
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/I #1856, Abraxane™FE
NI, fE— iR
NSCLC

ABX %/

& 1 M5, ABX Btf
41, 1€ NSCLC #,

11 W50 , 5 ] Abraxane™
T4, #E—4 NSCLC

ABX: 125 mg/m’, D1, 8,
15; F41: AUC6 D1; gdwk

I W%, R 8|
Abraxane™, L% J Hl 6
= I ) A W B A s
AR AT

41 1: ABX 100, 125, 150
mg/m®, D1, 8, 15 gdwk;
741 2: ABX 220, 260, 300
mg/m®, D1 q3wk. K41
AUC6, TEFHA 4

% 241 1 R AL
B ABX/ R B4 S,
FI T MO A 2 RO
s — S5

n H WK B .,
ABI0O07(Abraxane™) il
B, AEBR IR0 B i
e

ABX 7K (a): 225 mg/m’;
JKFE(b): 260 mg/m?; KF
(3): 300 mg/m’; q3wk F
B 5E T AUC6 g3wk

it 11 8 NSCLC Wi &=
AdyE, BT E—
S T I RS .

I B |« B
ABI007(Abraxane™) Fl |
el

ABX q3wk

mm e w
Abraxane™+Alimta”, T
T NSCLC

TBD

o B Ak S A 1 dh
#;, ABX Fl Alimta®7] LA
RARTENES

Vi1 #1iR5%, Abraxane™J
I, {EME I NSCLC

I B96FF5%7, Abraxane™,
Navelbine®, fniig, BT
HHTT I NSCLC

II ¥ ABX ¥y, fr—%&
NSCLC

ABX 260 mg/m®, q3wk

#%— ABX %, NSCLC
Hh

11 WIWF5T, Abraxane™#
2y, {E#E NSCLC

41 1: ABX g3wk;
4] 2: ABX
. & TBD

m ¥Rk, ¥4

—

Abraxane™fl £411, M
I NSCLC

[0291]
[0292]  HI4 R IS LS -

61



CN 103169729 A i B P 59/66 T
[0293]
WML 1T 3 ABX 8, | lomg/m®, 8, H 260
th Q3W., 7E Wi £ (front | mg/m®, 3wk
ling)HRP
I1 3 ABX, fE—4Hi5I0 | 94 ABX I 5T, B8 — K ABX,
P fE—£k HRPC
1T SR Bl TBD ABX 19 2 51007 il Bl ik
5, TER0S IR A ks
AR
11 i ABX 100mg /4L
J¥1]
[0204] B S0z P AT ST ALEE -
[0295]
Abraxane™{p] I #ik55, | TBD

M RIT e i (=
59

I #A58, Abraxane™iIf
W, HTRIT BN AU
II i3, Abraxane™/
B, HF 5 00 Hl

FETIALT 7 A IF AL A

ABX #J+FH1 AUC6

[0296]
[0297]
VI R 5, Abraxane™HE
E 1S, 7 NSCLC #

Abraxane ™I A i SR
HE&N(k ) TBD
[0208]  HEHFFTELES
[0299]
ABX ) T iR E6, V897 EF | 125 mg/m®, 1. 8. 15, ¢28
GER kT E SR K
I, A6 LURTRIT (100 | 26->70

ABX) fl A& ¥ 47 19 (150
ABX)H B
ABIO07 f I s —Rs7

[0300]

62



CN 103169729 A OB B 60/66 TT

R, AR R &

Abraxane™ [ £ $it 1 5 2k
Rt Avastin®
Abraxane™ k& & H B0
HiRin Velcade®.
Abraxane™l & EGFR 4
I Tarceva®™

BEMLAE 1T HAREE, WAH
Pifihie . Abraxane™HI4h
BRIBCH, TR B S e
Jig i

[0301]  SEjffsl] 10. KRk B 259 5 e ATa T 7 A A&

[0302]  ASCHTHR 14K POk A BH 25900 B AR B3 PR AR A5 Re e 5 e B BN s 8GR 1)
JgRg 22 2y A e a7 5 GG IR IR KR A B2 R . 2 G EE . e
IR A% R R KK A S  combretastatins FIZEAIAY) Bl /K MERE AL A
Y)\lomaiviticins FIZEIY), FE HA lomaiviticin O NE4), TR1H 4 2 RIS
Y. discoderaiolide MM EE, AR AP ] LRI EIZEE 2 G RAZE . RN
B2 (platins) P85 5 GRFTE 25 ABEERE = FRBEIENZ | 75 VoAl R s L K
AT T FEWTR R KT e A S 25 B 5-F U EMP AKFEIAER 28 A IS RIS Bl 4

I
= o

[0303]  SEjfifs 11. Abraxane™ Fl-4f1 &% Herceptin® FIHK 4

[0304]  Taxol ®MI-REARIELS O s O HE A% It SUIR I I 8 AN . AR S I TR) e, A1
IXPPIEA R, Taxol ™ U AT LALL 80mg/m” [RIF S 45 2 o 5 iy A7) & bl T ae e AN B i 52 o
41, 24 Herceptin® 43, & E3A 9T 77 22 h N, HER-2— I PEAN(AAS B TE K 35 b o HEAT G FFIRCMERT T
T #ABFFC ISR 2 ABI-007 (Abraxane™) HiXEeZi¥) it R T VEM - JF4A B Al it 5 LA
VEAY ABI-007/ 4R Herceptin™%of T~ HER—2 BH LS A A ) 22 42 MR 8 07 7 o ABT—007
551 Herceptin® BE 545 T, 1 I # Ak 4, 7 BAT HER-2 PHME M AL IR (K Mk — 4L 3 4
AR5 Tomg/m* TV ¥ ABI-007, Bt #2532 140, H b AUC=2, 4 45 7, 1 Herceptin®
i (38 1 Rk Amg/ke, fEREJG & F 0 2mg/ke) , 1A F . IR EEAARS 29 W 52+ 73 UF
PR BT A AT B L BRI £, ABT-007 |57 A 18 R &2 100mg/m”s 3244 1 VA3 T 6
AR VRO IR 4 AR, BT 4 AR (100%) XV TT RILH N . NAZTE R, H
T Abraxane™ BRI, 7 LAZS T LE Taxol® 5 & R B R A2 B, XA AL 2 A
[0305]  SEJEfd] 12. Abraxane™ 5 R4ABCS

[0306]  Taxol®™ 5 RN G/ R I I B . 7B A A, IEAEEAT
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L 3 J& 77 S Bk& N Abraxane™ F-REIM) 7 —HF 5T
[0307]  sEjiffsl 13. Abraxane™ 5 U B4 M
[0308]  SEjifs] 13a
[0309]  Abraxane™ 5 Ifi IR ST 16 &, 39 58 V6 07 R R R PRAK IE W AR M. N
Abraxane™ 3455 IR (10T VAT 3 AL 5 1 i iR 6T SR YRR R0 23 VR JBUS I S R 5 4 58 1
i 2 RO TR 1 s R AR B 0 T AT T L
[0310] N #EFR A OCa—T (1) 53 B0 S, S L8 bl ) V29T 150G, AR T R 3 e ik
5F, #5F Abraxane™ (¥ S A I [R) B 152 52 by 7= AE B K PUIRE R0 o T8 LA P ¥ 5 g 40 e,
JFRg /) BSR4 0 R A 2 e /N IS B Smm N FFAR VAT o 10Gy B350 & U, 55
& Abraxane™ FIN | Abraxane™ BB AT KIGIT /N L, FHREC SR 77, Abraxane™ 78 JiUi
BT 5 RERS G 1 RIAFER R T NS T B0 T2 RS KNI 52 FIE 2 15 51
Abraxane™ F| &, &4 90mg/kg. MWL fZMRE A KAEIR . R4 H 8 N/NRM . WH
Fr 1 (Aiml) Pk, P2 AEFIVET7 IR o BN 28 SR MR AR K ZE IR . N 5.7, 5 B 10Gy JRGH i
o, LU H 101, 5 812Gy R 1SR ok sl o ISR i 45 77, 1%4E 5 K. H T Abraxane™ ff
FEAE R BRI RN 5 N H 4l B — AN B s Ve, 7RI 7 SR A i R
2457 Abraxane™. FHTIPRIBT 15 2% B brse SEIUM R G /&, Abraxane™ 355 i 8 iU
ALVA IO D e . N S5 B R AR KBRS R BT IR 1 T AR T &, B T R H
#5 T 2 & 16Gy 5 EYE [, Fea 5 K CRHRISFRIE 2 10 22 80Gy) » B SR Ja#iHiR, & M
BTG 120 RIS iR A3 A2, BRI 52 TCD50 (A 50% sl 4= A= Jm il g v A BT 75 1R TS B 77
). AP TCD50 5 ANAUBH FI Abraxane™ UH , F—1X50 10 AN 7 2044
B 2 BEA 15 HU/NR . T 35T 28 AL AT U B 57 f 45 Abraxane™, JL3E ey fi
Je TSR 5 IS DA 2R T EH SR 5 AR P LE S AL 2R A R 3 00 o VRO R Jl o I X B A — 52 31 %
KBt s i — Fh e G PR . N TR RS (Jejunal microcolony assay) i€
TR T IR/ B 2 i b A Bess b 2 Al I A9 s 00 o AN BRR R T Bt (WBT) , X
LI HFIEMM 3 2 TGy, ES: 5 K. H Abraxane™ A/, DUAHAE I AZ B & 80mg/ kg,
76 WBIT B RFIS AT 24 /NP ERIKZE 77, 75 WBT RIKFRIER 5T 3. 5 RARIE/N . Hil & =t 4
LR, TR IR P P R R BR BT B, O T U A7 IE 2k, P AR B s B e AR
AT 4 B
[0311]  SEJiffsl 13b
[0312] AKX H A% 2 VPO ABI-007 &5 (a) BN B — 2450 B A 41 %) [F] & &L 0P S5 98
0Ca~1 BB AER, T (b) 75 T SEHE5) T ik (65 ¥R 57 7 SR 85 0Ca—1 M8 IS
N, X I S AR T B
[0313] K OCa—T FhJed 40 MO L I VRS N C3H /N JE B 4B K E S EAE Tom B, IF
R 485 A IR 10 R 35 N R U (10Gy) , #E ik 25 7> ABI-007 90mg/kg ' H.—HYT , BLM
FRIATT o T H € SR IR TT 7 58, FEIUN AT 5 K2 9 /NI BL U i 24 /NEF45 T ABT-007
TBIT 2 A IR A AEIR (absolute tumor growth delay (AGD)) , 5 XCARYT e Al
RIGIT M 2 B EAMN Tom AE K2 12mm REUN ZE 5o W TBCA N ABI-007 FUH 16
ST, THE IG5 7 (enhancement factor (EF)) , AEEE 6T B & A1 H ABI-007 ¥
I7 R A Tom AR A 12mm KRB 5 O RDBURE ST IR ) AGD L. A T VR

64




CN 103169729 A OB B 62/66 TT

F T3 BB T3 Z2 160 ABT-007 X 2% £ e v A IR 0 B B s, 1547 TCD50 3R 56 JF 23R T
140 KJ573Mro 5 MFH D EIFRI 5 2 80Gy F R T i o2 B ph2h T a2 5 ABT-007 BX & 45
¥, ABI-007 £E 1 8O I B2 /T 24 /M 45T

[0314]  HoRGy7 MR 16 RARLL, 4E 0 8—253), ABI-007 B W 4E 1< 0Ca—T PR A=<
WEIR (37 K)o ABI-007 1E 4 H— 2550 LL 5 — R 21K 10Gy SHA 4K, 10Gy 74 29 RAEIR . Xf
TEEAIRIT 7 %, ABI-007 ZEUF AT 5 RIGTATIN (R 25T, 7= AL B e Ri e . 7E3A
SEIAIRE O /NEF 24 /NIFAIT 2,345 RIS BF 43 W02 1. 3.1, 4.2, 4.2. 3. 1. 9 FIT 1. 6, 47305}
JE 45T ABI-007 I, BEAPUIRAE AR T L3R B0 AP P46 A o 38 R bs AN FH U 16 97
(K598 £ TCD50 5. 3Gy 648 Sy i B 1697 IS 1K) 43. 9Gy , ABT-007 FISUSR (I BE A if 7 okt
e v A B AEA (BFL. 3) .

[0315]  X—IREULHH, ABI-007 Xf 0Ca-1 HA 2G5BT AIMR G M IF H Uo7 < s H 4
T I RERS G SRIBOT IOVE o W2 BTN T AL BN 2 0 AL B BT AE A 1), U A 54 A AT RE
S HUHII S5 5L, 7558 (096 77 18] BRI 40 i A 30 5 5 R £E G2/ M, R K IR 7 RIBg I 3=
T PR AR

[0316]  SZjififf] 14. Abraxane™ FITHS 2 FR IS A1 I G &

[0317]  HAERF k45 25 5 Abraxane™ B4 W , X6 T3 3 1K EGFr 1) i Rg B TE 2 7
R . FH BTAT4 g 40 fude i 120 AR, LASRTG 22/ 90 Uy Ay BTAT4 SR e it
N FHK L A 18 MR A (experimental arms) (RF4H 5 HU/NR ) o 41 L /NREESZAT
WEFEIKE S . T e/ B2 5 B e ke 5 Abraxane™, 50mg/kg, FF4: 3 J. 412 #:%2
BRI Abraxane™, 2H 3.4.5.6.7.8 & JE 457 Abraxane™, fE5¢ 2 RS2 INFE I 5 R
Jefkfes 25 (pulse) o 419.10\11.12,13 £ #5252 Abraxane™, fE5% | REZHEINFIE [0 7
R ek 25, 41 14.15.16.17 18 B A 52 Abraxane™, [F] & H 25 1 35 3ol & 1) 75 9F
B BT AR e BB ORI 52 5 &, 1285 K 52 55 & m] CAAERE JAl — IR ) Abraxane™ 2 [
1 8¢ 2 RN T, 80 5 Abraxane™ YELE4S T o ILAN, Xt 088 v 5 F6 00 B A 5 S 15
LFAEF B N 3¢ R FR AT 2 KRR 1 KRR R o B I e B8 1k 8 bk v 75 AR %% B
(5 AN Abraxane™ 25 TSR H & 485 B I R &=

[0318] A BT474 e dn sl 120 FUAR R, 1531 90 Uiy A Mosg i)/ Bl i a1 A
620 (B4 15 ). 4 1 B2 RER T 5t 20 2 # ik 452 Abraxane™, 50mg/kg 5 4,
T3, A 3EZOREIEE)E, 150mg/kg/ H. 4 4 B35 Abraxane™, 50mg/kg, & [
AT E AR e HRIE . 415 #:52 Abraxane™50mg/ ke, P AT 45 LART A 7 75 368 e bk
FERIFFLLNT ] 21 6 352 LART R S it A 35 AR e kbRt a7 — 8, I/
T 0 B K 31 B A R Jieg /S o

[0319]  SjEf] 15. 45 & % 4 nab™~ KAZEE (Abraxane™) . 1 Trastuzumab® ¥ 11
SARIFST, 1 R W 0 HER-2 901 1tk AL B (1) — 2% VAT

[0320]  AHFSUAITH KIS, vEOY (1) 4 PERT 320, A (2) & FE 50 &35 4 i 2 2k bt /
Abraxane™/ “REI B AR RN 5, (B4 A / # R (IV #AMYE ) HER-2 1t RIA FL e
BB —8i0T . IZER AU S BB, thFk  Herceptin®, & 45 & erbB2 24 (11 f s
FB.
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[0321]  — i & , YA T A0 s 1 e AR B S RN . R b 3+3 AU,
Abraxane™ 5l & M 1.8.15 K[ 75mg/m’, 30 73 BP i bk AaE 34 in % 100mg/m”, BE4T b J5 16
], 41 AUC=2 7E55 1.8.15 KB HlikiinE 30-60 H8h4s T, Frale ) 29 K4 . i
ZERPAES 1.8.15.22 KB FHIK AT 30-90min 457, 45 1 FAGFI &2 4mg/ke, FTE b
Ja 25 J ) 2 2mg/ kg
[0322]  {ER[VEHY SR O AN EEE A R 8 AN, S MiER (AN ERBIAIR ) 72 63%, 38%
SERRE IR o St 3 B PR S P MR AN P (3 2] <44% 54 2% 11%) FH A I BR Yk /D e
(33%) -
[0323] XLk RERIR, [ZER PN Abraxane™ IIREIEN MBC 1 —i097 B T M8
(YT i Ig v 12k (R I ELA RT 4 52 BT i 52 12k o
[0324]  SEJEf) 16. A FLIRE — 2697, REHMBIE n a b™- LA EE (Abraxane™) [
1T A5
[0325] b TT MRS H B2 RN 2 e Dhaie (I TR ik e A AR A7 ) R MBC A3 1)
NG R, TR B R IR B Abraxane™, S5ty & S g S 2k TR IS, thFR A
Xeloda®, C.4 Z/R1E MBC JA77 W LA SE TN, BRI Bl 2 T &5 A ot
[0326]  {ESLFF AR 2050, Abraxane™125mg/m” 10 i FE KR4S T, A5 1 RAN
58K, B3 LT, KRB 825me/m’, fEH 1 & 14 REH WK O, &3 4T, &
2 HER-2/neu [HPE, T4 3 N H UL L. B3 2 arsca S B w6
IT » LT RIGAEEIEYT , L AT e R T AR Bh 428 T 45 7 I B A2 BEALTT
[0327]  FHZ% 12 2B, EAT 6 N EE P 5 Mo, 2 4B S AR AT 8 M P
MR N WA MR I BRI AN B B I, Y 4 g h el 1 UL AR ais . OV SR
IAERS S 2 MGYT I (CBE— VP ) B 6 NBFH TP HEESE . A B e T 6 MR, 1
AR RN, L AN E B« 2 DG ERT 8 N, 2 AN NV, 4 D AR E B .
[0328]  iXdbgh BLR Y, R B Ath i FIE 0GR & (1 5 A Abraxane™ BEA /2RI AT I, 1244 1k
BABEEM . Abraxane™ FHICE M B AEA RIS L1 A MR 40 ok /D i , F L 45
AE e R R R B
[0320]  sjitifs] 17. 765 HHFLMRSE g, 77 5 2 B2 P 25 22 I A I i B )5 e FH nab— 2842
iz (Abraxane™) ERZEWFFY (Pilot Study)
[0330]  ARIGH B (S VPRI 2 (P& ) I BEBERZRE 5 7 A Abraxane™ 76 FHATL
YR aliEE A
[0331] B3y HA W FARM VAL =AM E IR . G 2 MEziER (E
) 60mg/m* A% 600mg/m” (AC) BEAT 4 /&3, B J5&F 2 i N A Abraxane™260mg/m’,
BT 4 R
[0332] 30 &4 B EEZ 4 DRI AC, 29 4 B R v 27 &4 4 A FI M Abraxane™ ;
33% ) £ 12 52 AE S ) 5 (Neulasta®™), [Nl 76 Abraxane™ HIRIBR = ANC ( Zaf o ok 40 i i
) MK E. 9 ZEFE (31% HTAEME % FEME Abraxane™ FE K, B3k 9 L EEER
2 WAHMEPRENN, 4 4 B3 B 3 RAHMNEPEANN (peripheral neuropathy (PN)) ;7EH1 R %%
28 K, PN b= 1 4.
[0333]  xiLgh RELIR, 45 B F AL (0 8 b, 0 B (0 7 i 2 AR VR T Y R L
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% NV HPTEEZ (60mg/m”) INEABEREZ (600mg/m”) FIFIEB LAY, & 2 BT, 4 AN
RG24 Abraxane (260mg/m®) , & 2 EHEAT, 4 AT,

[0334]  SEJtif5] 18. &F J&] nab— K AZ W (Abraxane™) 1E b %6 1t LI J 1 — e ¥R 97, AT
HER-2/neu SR N 1 Z 2K it

[0335]  HRTHFFTHI H 2K Abraxane BB BIRTLAE (frontline setting) FMN
N HZE2RH P T HER2/neu— FHME S .

[0336] U TT H9FFIRCMERRICAIFGTEEE 20 AN HER2- BH I 50 4> HBR2- [ .25, ik s
A SRR s M FLIYE o Abraxane™ fE5 1.8 il 15 K LA 125mg/m” H kL2457, i
[ 30 238, B 55 b — & i ZBRBPLLh T 5 A SIA 7 R 54T, H T HER2— FH P &
Fo VPSRN, 5 &SRR 5P (time to progression (TTP)) A7
(overall survival (0S)) FHE:E.

[0337]  {EZZAFEk, 23 4 B EIE A2 PR 3 DRI Abraxane™. i 17477
FHEAF A2 3 2P MR 40 /D E (8. 7%) , VA 4 BAFIZHEE. 4 ATV B3
1 AT W Y. o

[0338]  SZjififs] 19. nab— E42HE (Abraxane™) FIHREIR T #iKE

[0339]  AHAFTHI H /28 52 Abraxane™ (& FIFIA =) 1 K 5257 &, =41 AUC=6,
I H B4 255 2 0 25450 )% (pharmacokinetics (PK)) HISEH

[0340]  HA “FrUEIRYT (standard therapy)” Ji &A1 i 1 20 2R 5% 504N A 2% 0E B 1) 2% 1
PR R B B e . 41 L RUSRIS 3 e 2Uf = 53252 Abraxane™, ZET-&F 3 J (1) )5
1 E#ME (220.260.300.340mg/m%) , Bl 5 =41 AUC=6, 41 2 4 B85 (55 1.8.15 K, bl J5 1=
1k 1 J ) Abraxane™ (100, 125 150mg/m®) , Bt 5 K41 AUC=6. %f AHIF 53] PK #5455, F# 1
Abraxane™ 2 J& & RH1, 45 ZIUTAE S 2 HPmifs], PK KSFAERRAG 624,48 T 72 /NI g
TE o

[0341]  {E4E 3 FARF R R A, Fh Mt 40 sk 2 it /SR sk 2D R b 20905 2 B LG 3/4 Rk
(A 3/17) o« FEREFIRT R A, kgl fa /> 5/13 & B id 1) 3/4 Hrgth. xR
125mg/m” [f1 55 R B2 25 (n=6) [ AN 2 A Jdim v (e S8 ) 2 A4
FE %9 (NSCLC) o Mo F —J& 340mg/m’ ({15 R M 25 2 (n=5) MImAEMINE 1| MaE sk
i (NSCLC) A1 2 4> fmima i (SCLC. i )

[0342]  JXEEHGPE KA, Abraxane™ FI-RAIBEA VG M. 45 2510 MTD /& 300mg/m’, Xf T
3 IR, 45252 100mg/m*,

[0343]  sEjtif 20. F)E %A VG AhiE KETE Z R nab- E12E (Abraxane™) (GEA) fE
SRR AR/ s TR R 1T B

[0344]  TEFFIKMEARIC 1T HIRHST T, fE R TIATHaG5 S / BB &, WWIr i &2
T VAR 2000mg/m” F K, BF 2 JE—K, 6 NI H 3R PT 8 2 50mg/m’, B 2 JE—IK, 6 N
Abraxane™175mg/m’ B 2 Fil— %, 6 A~ ;3 £ B AL AERS 7] 2 (pegfilgrastim) 6mg J7
B2 B 2 R RIT IR RFARE /4By 7 &2 & Pl 2000mg/m” & 2 i —
W, 4 A FHA sAbraxane™220mg/m” & 2 Ji—k, 4 AR, FI2E £ —BEALAERS 7] = 6mg B2 T,
2 IR R BB S A Z2E N R /2 1 LR IR ) EE

[0345]  SEJafs] 21. nab— FEMAEF A Abraxane™ X T ML ~F- 4 L 40 1) 40 it 75 1 vl
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[0346] f& X4 Jn W B K nab-FF M0 FH ZH M OpMIpM.10pM 5 100 M K
Abraxane™ (ABI-007) {7 7€ (¥ 1 U T, B (M 45 1 38 L (VSMC) FhAE € 96 FLIR o A T
VM nab— B M 4 3 FH Abraxane™ [ 5 P 1E H, 4 4b 2 VSMCs FH & WEmE [7] B — 5%
& -1 (Invitrogen, Carlsbad CA) Pt I el e, LMERE [RIZY — 50k -1 & mrse fi ik
(1), FOCHZ R J (), AN RS 1 It A2 43 1R DU 40 B A T A A% R 4 (5 4] 7A BT 7S, nab— 5 i
B F A I R B ORI A0 R A T, A0S RS I P E R o 4H ML nab— H IR A R ORIEAL
MNAKE 1 uMEL 10 0 M ¢ Abraxane™ M58 4R, # 100 1 M f¥) Abraxane™ K AIEHR (ANOVA,
p<0. 0001) o WIE] 7A Frzs, H ZEme R 2R 0k -1 JeE 4 i, th 22 8 T st 8. 5%
4¢3 M (Invitrogen) ZIES T, HiB ik AEe 7 M M TR R K i b 2O B 2 8 . Bk iR
TG BAREE AM B 40 fR R I BE S SR (0 e, RN B AT RERE 7= AR 2 e = M AR 194
=) W 7B JiR, nab— B P8 2% R D0 HH 700 5 A0 1k 40 M s ek v 1, an 4 i 25 AR 1Y
TGO B KT R . PR 5 Abraxane™ FHyE F i LA & U 77 IG5
YEFTH Abraxane™ Zi)¥E T, ANOVA Zi 1145 Hi p<0. 0001,

[0347]  SEJitiffl 22. nab— T MA%E R IEA Abraxane™ Xf HT29 ( N 4573 ) ived SRS A1
0 W 5 e 9

[0348]  #FLAA M B RIS 10° A HT29 4. — H P8l fi&n 3¢ HAE 100-200mm’ LA I, 6
ST UG . BN RBENLY N 4 4 (4 n=8) . 2 | Tk oK, B4 3 Wk, 47 4 4 41 2
H SR N #3252 10mg/kg [F¥] Abraxane™, #E4T 5 H ;41 3 § k%% 40mg/kg ] nab— 75 1A%
2 B 3G BT 4 B4 4 %2 nab- BRI R (40mg/ke, FER 3 K, BEAT 4 F, KO AN
Abraxane™ (10mg/kg, & H—%, #4765 H, KN )« W&l 8 Fizr, Abraxane™ Jill nab— F1
B BCATRTT N IR IR AR — R — 1Ry 4.

[0349]  SZjifh] 23. nab—17-AAG B4 Abraxane™ % H358 ( AIEE ) Jieg S Rh A 400 ) 40 i
T

[0350]  # BRI A I BRI 107 A H358 4l e, — FLPJR ] fit&n 3 HAE 100-200mm’ LA L, ¥8
ST UE . N RBENL A 4 40 (4 n=8) . 2 | SIkEESZ 3K, B8 3 Wk, JE4T 4 JH 140 2
H IE I N 52 10mg/kg 1) Abraxane™, 4T 5 H ;40 3 ## ik 52 80mg/kg [ nab—17-AAG
at, BFJE 3 I BT 4 J 41 4 #5652 nab—17-AAG (80mg/kg, )& 3 Ik, #EAT 4 J, ##keE T)
Il Abraxane™ (10mg/kg, & H, 847 5 H, JEERN ) » W& 9 fron, Abraxane™ Il nab—17-AAG
HRA VAT IR DR FAE— B —¥RT7 .

[0351]  ELARG T V5 AEHLAR Y H 1, AT A BH O b 265 48] o BH R0 S (1 5 ST — 2 72
FERIVEA R , (B ARSI AR ke U, AR < ] DAEAT — 263N e fis o BTt
A TSI A9 AN WA RS kg B o) A i B R

[0352]  ASCH|HBIITH 2796 3O, A4 H A & SN & R # IR AR SCHE NS5, IF
ANRIFR AR Y T4 B & — 255 SO MRy e I N AR SCE A 7%, 3 BAE A S DL 3
PR R

[0353] AN SCHER T AR B 0L S it 7 2, S R BH N T 1) St A A B 1) s £ 7 5K
TE 8] 152 1 TR P 8 i S S0 St 7 X AR R F AR AR N 2 21 R A
BEHRN GBS Y N HIZ LA, I H R BB R ETE T, DA R T AR SR e Rk 1 7 5K
JEA A B o R, AR D BH A48 T B AR 32 SR A5 mh 8k 1 = 8 16 B A 48 SR 56 (R 40, ] A
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P BRERRE T VRIS o 1y HL, WA SO 3 AN I B S0 B it , 48 5 n] B A2 AL
TR ERREATA S, MO S EAR KT,
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A K/ R R
g B: Cremophor ELX Y

e C: R Taxol 1.3 mg/kg
0.0022 - D: WM ABL007 3 me/ke -
0.0020 - E: Fi{t: ABI-007 6 mg/kg

0.0018 4 E=3F: F§ffp: ABI007 10 mg/ke
g 0.0016 - W G: MTD Taxol gdx5

3 0.0014 O H: MTD ABI-007 gqdx5

%é: 0.0012 -
= 0.0010 -
4H 0.0008 -
= 0.0006 -
8 0.0004 -

K 6
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o thiK

=/« ABX (10mg/kg, qdxs, ip)

7~ E B E (40mglkg, Sxwkly/4w
-3 BIHERE + ABX

Kl 8

o~ #h7K

-/% «Abraxane 10mg/kg,qdx5,ip
== 17AAG 80mg/kg, 3xklidwk, iv
= «17-AAG + Abraxane

K9
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