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1. VBT AMMEPE T RRR T, BFRE T A4k

(@) ERENAEY, FIRAEYEREEERERNEBAEQBYIREH,
Fn

(b) BB VEGF #ilk, HPFRg KRBk A WP E A RNEN
F K4 45 mg/m? & K4 350 mg/m* Z [6], I HEPrikH VEGF kB HER KT
1 mg/kg FJ/NF 10 mg/kg 8K T 15 mg/kg /M T 20 mg/kg.

2. ARIEBCFIESK 1 Bk 7k, T B ik s 58 v g R R IE -
3. HBAURIZ K 2 Bk 771, HrP TR B FLARE -
4. IRPERCRIER 1 FrR I 5VE, HA bt VEGF fitkz IR F .

5. WIEBRAER 1 BRIk, Hhrdsl VEGF Sk MEAN KL
6mg/kg.

6. MERFER 1 Fridmdrsk, K id$i VEGF HANHEUENKY
8mg/kg.

7. WRIEARIESR 1 BTIREI T iE, PRGN A YRR AXRE
BATF K% 80 mg/m? K2 150 mg/m? 2 A I TR AR BURL A &4 H K 2 4¢ .

8. MRIWBURIESR 1 Frid 7, HA R4k B A &+ RN A N E
BT K2 200 mg/m® K4 350 mg/m® Z 18] I FTR 4K BURL 4 & 0 B EAZ e«

9. MMIERAER 1 Frik 5%, HrppridgkBid &5 Bridiil VEGF 3
TRARGE LS T FTR A

10. IRERFER 1 Fridi 7k, HPES T kst VEGF JiikZal, 4
FriRg Kk BR a5 EL— .

11. MIEBGRIESR 10 kR, HPATFRRGRBNAEY), RS T
i VEGF ik, FHEEZE/DKRY 3 H.

12, RIACRIESR | Fridfods:, Hp g rikaEe oK &9+
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HIEZet, TS T8 VEGF ik,
13. WIW/AF)ER 1 TR, HPREEREREE.

14. BIFPRFER 1 fridi iz, HRRAEYHIgekBrr-FHER
AKTF 4 200nm.

15. MIEERFIER 1 Frid 7%, RHrdEaEaga®El.

16. HRAEACF)EK 15 FriR 72, PR EBNASMPRIERER
FFTRECHENERLNZL9: 1T,

17. RERFIER 1 ik, PR gk Bk 4 &%) 4 & Cremophor.

18. MIEMAER 1 Frid s, HpfaMERA.

19. MEINMEF RSB R %, BIES THRAME:

a) HUERNAEY, FiRAEWaRESHE LS RMBUEE D RGAKRR, M

b) B EMYL VEGF Hilk, KPR KB A Gt EERKAREN T
K%y 45 mg/m® T K4 350 mg/m> 2 &), I HPTARHL VEGF HLAMAEREAKRT 1
mg/kg Fl/NF 10 mg/kg 8K T 15 mg/kg 2N T 20 mg/kg.

20. WRIERFER 19 Frideirik, HPdiEsEBRERIIHES.

21. BIEBANER 19 Frid ik, HHFidMBEER %R 2.

22, WRERFIER 19 Fri’ ik, HprdiEss 2 ALRERER.

23. WRIEBFIER 19 Frik 7%, HA gyl VEGF Hik £ NALE .

24. WRIFEFER 19 Fridmgris, Hdprdsi VEGF fUEANAERE N KL
6mg/kg.

25. REARESR 19 Pk, Kkt VEGF HiikirE B KY
8mg/kg.

26. WIEBRIE R 19 FrRMIHE, AR groRBR A &9+ R 25 H K
BRAT K 80 mg/m® 3 K4 150 mg/m® 8 () BTk 4 K WOk 41 & B A e
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27. FRABEACRIZESK 19 BTk 7%k, P Frid K BURLA &Y R HE K
BREANT AL 200 mg/m® F AL 350 mg/m’® 2[4 K FTIR KR &b B A4S
o

28. MRIEBRIEK 19 Frid 7%, HFFrd GRBR A 59 5 Brid§il VEGF
LRI ESS T B iR

29. WIERFIER 19 kK5, HPEAL TR VEGF HiikZ w1, 4
F ATk gk Bk &M E > —A .

30. MIERF)ER 29 FTidKI L, EPATHRYPKBHRAEY, RemnT
¥t VEGF ik, FEE/b KL 3 H.

31, WIEARIER 19 Frik ik, KRR A EaEe Ty KRB AEY T
K12kt FAT4 T P10 VEGF Hiik.

32, RIERFNER 19 iR ik, R LR~ LR

33. ARERRIER 19 Frid 7%, H PR &9 M gK Bk ER
ANKFZ) 200nm.

34, BIERRIESKR 19 ki, Kb dgidERLREA.

35. RIBACFIESK 34 TR 515, HPrdgkBrAaayhrdaER
FTRECRNEEL L 9: 1T,

36. RIBHURIE R 19 Frid M7iE, H AT gk ki A & A& Cremophor.
37. MIERAIE R 19 Frikfy ik, KA MR A

38. MREAURIER 19 PRI, HoEDKRY 40%HEB M.

39. RIEWRIER 19 PRk, HHE DKL 80%KI B4 H .

40. YT AMER I RRE N T, ARES TR AMA:

(VERENAEGY, MRHASWEFRESE: M
QB MERYL VEGF Hitk, F AT VEGF Hiikf7a M ERH A6 R

4



200780049054. 5 A B ok P H4/4am

A FH VEGF % RHE.

41. ARERFER 40 Prémir i, KPR EEHENAeYRBEEH
BB AR E A PR BRI A SY) .

42. MENAMEF IR EBR %, BES TIEME:

() BRENHEY, FRAEYWESESE, M

(2) AHENI VEGF Hitk, HFPrdl VEGF HiiERFUERH B H %
5N 1 VEGF AN HENE.

43. BAER 2 WHE, Bhda& R RNASYRBETHERZHN
BAEERA PR NHEY .
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SAZEER B R B GUOR BRI & TR B LR HUREEE

AR,

[0001] AR BAW RIGIT W ERBRA T IEMAEY), BFEEHEEKR
(taxane)F 2 /> —F EEIBITFI, CAERA FHTISEMERFE BRI ERNEKE .
e 3 b, % BV R 7 PR A, 85 S8 4% B (paclitaxel )R 5 2 [ (K140 K 50RE (2 Abraxane®™)
HEA R T REBOT, HAT LB TETRAE.

BRBEAR

[0002]) KEK BRI MR/ BUTRR N, XREERTHH—"
ERES. Bl BREATASRPIET —LitRE, LRRERFLREE
T NBEE R IEIIA B LT TR EZEREZ —.

[0003] Bi7E, FENH=MTEFH—FEAERBTEIE: TR ¥
FFRMLTT . FARRAEGEE, HPEWason s AV dh; 2k, —f, FK
ST AT B B AEESA K. BRFARELZR LI ME T EANEE XN,
Bln, ZEILRR. SRR R, BEARA TWRTA FARIESXASIRHE
BRI, BAREE R TR SRR A RER A B . 3T 50% A L B AE
AME, TEIBE R, IR ERERUFEARBIT MRES . FAIET RGN
A S8 ) e R A L IR AE PR B B . K BURE MR RIE S W B F AR JE T2
fE, TiRIETEEMEBNER.

[0004) e E ¥ RITRM . BUR VT (UK FERE A0 o SR I
SR R BRI R MR B &, W TAA B KM EIRER TR . BUT AT
S RE BTSN SRR R E X, HMRMEREALNRKNTER
KA I HHE IE B A SRR B R /M. R, ET RS RS TRE
ARRFHIRARRTER). B, 5REAABENEEAREREMET
SRRt R B TSR E R E RS . AR —RIT, BT A2 H B
HCTBI RS FE S, FBEBZRHET S AR E TS . BUTHARERS T HEIH
20 B 9280 R DA T 48 o BT IE %5 40 M AR S A M BB PR VE T RV . BRI, JBUTT %
REHEERERITIEE, FEHRKSEIEEARSET . EERENBITER
WEFRAR MR/ MBS R B 08 ARG S B .

[0005) L3287 ¥ K 40 0 & ) SR 40 AR BB« AbyT P LR B R,
BEETEMEIER, i, Ko, AAHRWBORD. BE. AEREMEE
HMER. ATREOEERER, FEBEMED LR T BT TR
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WIT SN EIVE R B2 BRI AT R, 5777 DL B2 A AR E T B
o BEAh, ST R RIOAFIBIER — RS T IX LY ) £ 250 & RHI %
EHEOLD). Filln, HEERLFIUELSHEERN BRGNS —, FTRIUES
BEFREFMRELES 5-FU. FEERANFMERERNMER. XEWTH
SFHIBIE A PV R ERE RS BUERAT, BUE T ERRRIG TR
— B RE A 1 FRHLTT B 2 A RTTSETA07 - FURE 25 (0 45 3w ) 4 i el ik 2
B RSERERRTSHERN . HPMEIFETMERAZHIER &5 U AEA
FISERR . SIERIVER MRS R B BERAT KRR, BANE 824
WIERHE R AT IR BT PO R 8 A AR et T — 2D B

[0006) VA T8 . MBERBEEMTEREN K, SERFA. T
TBOT BRI R R IX P B AE B BUT R EE B KT K

AT 7R B 0 A

[0007) Wit 24745 o) B R Bk A AT M E E I i —NMEE, BT
A ER BT R AR AR A ERN LR AP A,

[0008) it 254 & B F B m ANma B T — M 8l £ Fh 6 T 25 W R DL 42
o THZGHETTUARBEA K, XEWRELR MRS —FEE LRGP, X
FZOTULRRBIEN, XERE G 1L R R W 2 R R — P 22
YP= e . % E 25T (MDR) 24 € KB M 251, AR LR AR — ML L
ThE L F/ER K LR MM B A R B YU T B B 2
“Detoxification Mechanisms and Tumor Cell Resistance to Anticancer Drugs”,
Kuzmich 1 Tew, $53&2%4> VII “The Multidrug-Resistant Phenotype (MDR),”
Medical Research Reviews, Vol. 11, No. 2, 185-217, (¥4 VII 7E%% 208-213 M)
(1991); F1“Multidrug Resistance and Chemosensitization: Therapeutic Implications for
Cancer Chemotherapy”, Georges, Sharom I Ling, Advances in Pharmacology, Vol. 21,
185-220 (1990)F ik .

[0009) % Eii 2t (MDR) I —Fh FE R AR 1E P-BE B B (P-gp) IR &5
411 170-180 kD MEERBKBMHER B RN TH. CEER, P-EEOSEFEZAME
S BRAK M RAR = 25 4 ) B ARG MR PR R AE R . 1R P-gp RURYIIFH
B P-gp AENAYRBKEEBEENRAKER). EXRRFERTER
THEZ)MERARAZTZARIEHR). B P-gp MM MDR & e 48 L xs L77 7K
P EERERE, AER, MDRIUZEREZHEENIBATHFZAFKIYLE .

[00010)  FEREALIT FHLR BT 0 — A T B3 SOME R X & BE 40 e B9
R B TR RO A] . B kM, AhyT B BRI T R B R A i I A4 40
M, HISSBMANME CRI4nf. WREAM. L4080, AR, MRS KA.
B, FI S-SR A ST RS RE A A A 40 R Gk 2 4 A/ BRORL B DB HL, R EL
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A LA [Nkt i e U 58 . B BE M SE TLT S IR G B I AR KLY
HEBR. WrFter s i MUESE T EEKE, MAaBmfm. Mg
M= AERMEIIT A R R M. T —SEEME, g RERLEEEALN
PR B XU B BR 460K Ak 7 7R B AT 0 838 0 2 2 DAR it B 4F B L i R B B
MM TRt . EENT ARERRLT ARG R EN T A REE &
B H K A IS GERE R A BE AR

[00011) By 1b4by7 B4 A SR 3 S @ 4007 BIVE R X B AE A H B K
Ak, HFRERMAESFKBIER, FTENS &S TR sT 7 #5780 &) 2 4
SREEAREIER . He FE B ERA TR, s AR 40 g RIBA §(G-CSF).
i 4 Y - 5 1 40 e -CSF (GM-CSF). R A KHEF(EGF). HAMAE 11, {e LMk
. M/MRAERE . ERERAERMAKEF . pixykines. FT4HMIE T . FLT-HCAE.
AREANE 1. 3. 6 717, DMESIALT FFRT & MARPRIER A REE SH,
Jimenez F1 Yunis, Cancer Research 52:413-415; 1992). iX4 &7 {R4 HL I B K
W Ao T HE, (BRETEES FH 4RI BT IE 5 RS 4 R RO 5 B 3 in i =k,
FH B 5407 e s k.

JIRE YA TT BT 3 [

£00012] 52 4 fih 980 1) 2 A& R % B 2 1M 7 A 26 4K 4 ) (Folkman, J.
Cancer Res., 46, 467-73 (1986); Folkman, J. Nat. Cancer Inst., 82, 4-6 (1989); Folkman
% A\, "Tumor Angiogenesis," Chapter 10, pp. 206-32, The Molecular Basis of Cancer,
Mendelsohn % A, eds. (W. B. Saunders, 1995)), E.&E7~, @, HRXEHAE 2 mm
LAt f BB 06 T FAB T E S I LAY O BT 5 S R A B A KOS X —
B XEETMAE ARG, TR FIEEKLENEFRYAAEKREF L
T2 P98 4 ik N JE IR AN S A B S FFAR . W B #O = Be(Weidner, New Eng. J.
Med., 324(1), 1-8 (1991)). M7EEM RS T REZADR, B K AR KRR
FUET AR 1 /R 14 K- (O'Reilly £ A\, O'Reilly 28 A, Cell, 79, 315-28 (1994)). ¥
s b, LR, R0 R A IR AR, BEEERST AR
JE B Bk (O'Reilly % A, Cell, 88, 277-85 (1997)). i H., RALME & AMHIFIE]—
e BT RE RS IR EA T LB VBT F RIS R, B30, Teischer A,
Int. J. Cancer, 57, 920-25 (1994)).

[00013) FRAMEMEEENS S ET MK EKN L 25 & B R
o 4 E B R B R BER (L(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. Immunol., 1996, 8(3), 394-401). & EE S BRI AT LA%R) SRS %
{k(F)tn, EGFr. c-erbB-2. c-met. tie-2+ PDGFr. FGFr)BUAEZ AR, c-src. Ick.

8
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Zap70)EEE. B E~, XEFE TS HAE LA ZERBEE, B, B0
HARBWEEEERE—6W, HFERERKLBHY, FIEIZEHMHRAEK.
Blan, FEAKETZAREGER)E MR I KN4 R fFRs . 55 e f k30 ,
c-erbB-2 YE I NG K FLARE . SRR, BUEAMEME. B, EOREREEE
HI % T Y897 W B 50 H A R

[00014] AKETFEESHMMYENY R, #AMET SHARKRE LA
Y EZARE AT L. REEKEFEGFHE NS GEHE, HFERREZH
RFMMAKITER . EGF %462 170-180 kD MR R, HUAEL MM
KA LRME ., ZRAMAMRIS N RSEREEREEEN, FEEEFHSE
EGFR f] EGF #ifhgi&. DAENARS LS EGFR KIZHIRE T KT 2
iE, BNVEZ IR RSN IR 4 e it Rk EGF %4k, #itn, © %7 EGF %
HEEFZHARTUE . SRS, IURE. BAFEH. RAMEEENTERE
it Rk, BFIK EGFR REHATHMBET WA —KEHENAE X EGFR K#
TR, AN, RRMEAILRMENRER, £ EGFR mEREMEIER.
148 5 0 P A v A AR TR L 2 1R R AR

[00015] Herlyn H AZEEEEF| 5,470,571 AT T MBS FRIC
Mab425 Y457 %5 EGFR HIPPZ B IR . Herlyn 2 A\#RIE, $-EGFR HiAkTT LLRIEL
IR ARG . ORE, X EGFR B4Rt e R Ediik—iK
RAMMEBESAREENEWRE:, XETHELERAFEIERE M . Bendig
s NTESEEEH) 5,558,864 FAFF T ¥6¥7 HEHI-EGFR Mab i T5 EGFR F M4
4. Heimbrook 25 A7ZEEEEF) 5,690,928 T AT T N FH 5 3R1E TR A E B @
) R 55 Z /A 10 EGF 897 BE IR E . Brown % A7EEE £ 7 5,859,018 AT TR
J7 LAt EGF %545 (49 40 i e 388 5 Ay AR 1E PR 0o B 7 35 o

R AT 5

[00016] S A —BER R ALTFIBHMTIE BT S i SR EER A, U
TR SR A A B E TR FE A R A . — s, AT iR B U
HRBEJLNAFEAS T, REEHAZHAKNTHRBEINSGT. RN, ESL
7 B R A B AT AT LA e S A E R BIER

[00017) OB #BE, FiftE4bsT (metronomic chemotherapy)—i
FIBFRES FAREEANTRAE E KN TR, B e e s W
B . R RPRAT IR S R, TN A T &K 2 57 B (MTD)XT N 77
Z B RBMTIRER . FRP SR AR ) EEmaEfE R,
B BEMED (Bocei A, Cancer Res, 62:6938-6943, (2002): Bocci % A, PNAS, vol,
100(22):12917-12922, (2003); F Bertolini % A, Cancer Res, 63(15):4342-4346,
(2003)). R FHEKWITHRIERL/ERRRET — TR EWTREET

9
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XRHR, MREAERN. AW, TEEATERRSUTE RN EEESR
RJT TR PR U

Ragill

[00018] BELER, EUBAEAYXER N ERES BREHERHME
MBI, FHAERCEMERE DRI BB TEEE, HEAEUIE
AR BRI BN A It 34 I & 4 (Grant 25 A\, Int. J. Cancer, 2003). 810, K22
RIZKEHEZE D ANBHEARE THE . T b, KN EA A E SRR
ZRAYHEET U B H—mRE OHENRA AN . B, HirMH
() 48 4% B 36700 (1) 41, Taxol®)FEHE Cremophor® (FLFIZ i) SR ¥R 254 - Cremophor”™
L HIF R FEE 55 (Lorenz %\, Agents Actions 7:63-67 (1987))F1 A (Weiss
2 N, J. Clin. Oncol. 8:1263-68 (1990)) 7™ E B HUR NG 2%, [ TR ZE X AT
o FR By 2R W (et ZE KA RO BRI . tdRIE, #I7U34E Cremophor® EL 7
Taxol® FHIIG R XK EFBLECENIMEERIER TR, XRWE
Cremophor® EL AR HI3X — 254 B H T 08 24 7T A 7 B4E b S O R AL
TN FAIERBLZHFE TNANg %A, Cancer Res., 64:821-824 (2004)). Al
T, SESK MTD {7, B2 5RMERCETZA XA BIERKLE
B AIR . S W E R AF 2004/0143004; WO00/64437 .

Abraxane® & & Cremophor® EL 454 40K BN B & BN ELE

[00019) SRR AR O 2 BR, ML T Taxol®(Desai % A,
EORTC-NCI-AACR, 2004)F17E 875 ## ¥ 2L A% A 44+ (O'Shaughnessy % A\, San
Antonio Breast Cancer Symposium, Abstract #1122, Dec. 2003), Abraxane“7 %4t
MR EFEBEZS. XTHE BT Abraxane® P /N 17 78 3 1 75 H 7 (4 4,
Cremophor®a, Tween® 80, 435I 7E Taxol® M Taxotere® ), F/BRFENHET H
B B S HLE, N IR R O P 5 40 i 1Y gp60//)h [ (caveolae) (Desai %5 A,
EORTC-NCI-AACR, 2004), 4}, B4 87K, Cremophor®#1 Tween” 80 #f3 71
HEYEEEEANSG S, TREMETAERKNHIE (Desai F A,
EORTC-NCI-AACR, 2004). ‘

[00020] IDN5109 (Ortataxel)RFTHI %2 5E, HEZE LI+, BTHE
Rk 2 E i 241 7 L I IR 40 i 2R (MDR/Pgp) Rk Z A8 AP P HE B H(Pgp)
(4 46 T 4 6 B (Mlinderman; Cancer Chemother. Pharmacol. 2004; 53:363-9). BT
H gk, IDN5109 B Bi1EE % 13 Tween® 80 (5 Taxotere®HH R f#44) 4 i
o NEERESIFFERBREBEER, Fln, AHRBRAEASSHNECE
(Abraxane®)HIEM T, B 5EMNNERIEENGN ML, BHzEet
FI#E Lt (O'Shaughnessy % A, San Antonio Breast Cancer Symposium,

10
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Abstract #1122, Dec. 2003). Tween® 80 thIRZINHI LI KEB 5 AERAKNE &,
A e AR I P B Y R R B gp60 SZ2AAKI. ETHEAMAYEIEZE (Desai
% A\, EORTC-NCI-AACR, 2004).

[00021) HKLE(autumn crocus)EK K Al(Colchicum autumnale)FIHE YN
& H 4 (climbing lily)$E 2 (Gloriosa superba)™ ) 3= B A Yy FR KAWL B 0
BEIEYE, 7F 20 O KIRE. BT X FEHARNGTEZEE M, HEMa%H
#H] (N Shiau % A, J. Pharm. Sci. 1978, 67(3) 394-397). BKAWBA NN RH &
SR, 45 R A M B (tyhmic). ARG AR, HAENGEAZRIEHH
1HiEF . EXE LRy EENERBWARET EX A REHRMZFIRH
UL BZMAERERIER K —ASBA4A5T .

[00022)]  FRACHKKALAER(Thiocolchicine) B4k IDN5404 BT I AEXTIR
IR BE A2780-CIS F1 A2780-TOP B Hi 1 19\ 5P 5578 W 5& o #) ¥ 2 i gk
B, ZAERW EERAYE, B, WEKEERTMMEEE, MARTEN
W E N S8 1 EI1EH . (Raspaglio, Biochemical Pharmacology 69:113-121
(2005)).

[00023] BEZ2RIN, EELKHMKBERNASYAAEALEENELE
(Abraxane®) L B #5280 Taxol® A1 Taxotere® I BAK, FHAER SR
REMARHESHNER.

[00024] K, BeAALIT, B0, K —FalE 2 M7 AL BT
RS, B, EIST 5SS BRFERTATEE, o nl B2y BRI
WBIT 7 N E AL .

[00025] H &% % A % B2 20060013819 ; X B » A
2006/0003931; WO005/117986; WO005/117978 F1 WO05/000900.

[00026] FEEMHAELR. FFHEBENERRIGTT .

[00027) ASCIREKIFTE BRY. TH. LR RIEMAFFRLH HIFH
AFFREUBEIFALENS . EEAGHEZRT, ZHIFFAZHRFEERN
SRR AR RIEE NS

KAtk

[00028] A& B4R BLVATT BB BB AE B 7 1% A R B SR TR YT 18
T B (IR BB WY ik, TR T EAE ) 67T, BRSTIME
HEMAEY, FRASVERFESFELR WELENEEEEWEERNA
KBk, by BT, AT, BUT. FAR. RHAS. £, #ET
WEFREAUTRATMEE SV, FIRASHEREARCE WRE
)RR B (0 B B B4R BAL .

[00029)  7E—&4%{bh, AR BEIRME T VAIT ARG IE B (N R AiE)

11
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Wk, BREATAME ) BUENAEY, TRAEMERESEECRMEHE
HANEERARNYKTR, 1 b) EXENEL—MEEHTH. E—884H,
AR BAIRAL T VAT AME T B R ROR (W)W T, BREATAME o) AREN
WA, iRk EYaLESH SN AR RZK B (0 Abraxane®), 1 b) H
HRENEL—FMEEHTHR. E—8F G, T FREM IR RAE &
b, I HIEAR): FARIHYI(ESETRUY). ETHRNAR. betbrl. B
FARBEEMHEIFR . BIRAPA R, KELH. EEBAEMSHR. KIFNEERMNA
I FAIBHNEIFR . BT F, T FERETHEMAR, W

[00030]  7e—2tARfbh, 4L T VR¥T AN U MO (I AE, Bl an
LRk, BIEESFAME ) HERENAEY, IdAEYaEEH LR
WMEME) FEEEQNYKER, b) AXERH VEGF Hidk (G {k$i,
#10 Avastin®), FE—LeARqhrh, SRAET MHIANME P IR ER (BlImALREEE)
W, BIEETIME ) ARENAEY, IRAEYBEESHEELRE (Bl
B MEAAEARGKERL, b) FEMPL VEGF Hidk (il sst, #im
Avastin®). E—8ELLF, FHENHKTRHEYMHL VEGF Hidk v FMHI4]
MR B .

[00031] 7E—&AR{k, KB AEYFECRNERENTRY
45 mg/m? % K% 350 mg/m* 2 8], 3 A#i VEGF HiEHAERER KT 1 mgkg /M
F 10 mg/kg B AT 15 mg/kg F)/MTF 20 mg/kg. A —EA A, FRKBRAHEY T
BRI E REN T KL 80 mg/m® B K4 150 mg/m® 2 18], 3 A Hi VEGF Hifk
HHERKAT 1 mgkg B/MT 10 mgkg KT 15 mg/kg 2/MT 20 mgkg. 7E—L
AL, GKBRIA SRR (BN, R RE R 9 KZ 100 mg/m®. 7E
— e h R, QKBRS T RS REERST. E—0RhE, GKBN
PEY R EERNEXENT KA 170 mgm? EKRKY 200 mg/m® 218, FHHH
VEGF ¥k 1A ERE KT 1 mgke FI/MF 10 mgkg BiK T 15 mg/kg 2/MTF 20
mg/kg. FE—EALF, GKBRAEYFHEEEESHRAS T E—2RNLT,
2K TR 4 & W) R B SR I BB AT K4 200 mg/m® E K4 350 mg/m” Z A, I
B VEGF HiiEE M ER KT 1 mgkg El/MF 10 mgkg 80K T 15 mgkg Fl/hT
20 mg/kg. 7E—HALF, GRBRASYTELRGIm, ELRKEREAKN
%5 260 mg/m?. E—LAT, KRBFRAESYPRECEES=A%ST. £Ld
E— i —Ee35 ik, H1 VEGF HiEMAMEN KL 2 mg/kg. K4 4 mg/kg.
K% 6 mg/kg B K4 8 mg/kg. TE—AFLH, P VEGF ik EMARE=A%
Fo fFEERFIBR/ERAGH— LT, ESHERELE. £ LRREBN/HEE
f— A5k tt, $i VEGF HiiER MR (Avastin®). 7 LRFIBR/EA LK —
BeAR Y, ALK REASEE, I EHL VEGF HiikE MR B Hi(Avastin® ).

[00032)  7E—&&35qbr, $R4ETVRI7AME P IR R BOR (R AE, Bl 4n
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IR, BRATME ) BRENHEY, TRAEYESTELK, M
b) BRI VEGF Hifk (0 IR 4L, #lin Avastin®), H+$1 VEGF JiiAH
MEEEINHEE LN T VEGF BRESFNE. £—8id, RETHH
AMEh R R (FIIMILREES) Wik, AFET/MEa) ARENHAEY,
iRl EWaEELK, 1 b) BREWH VEGF ik (R EH, Hl
Avastin®), H A VEGF ik & 2H ZENHIE2 RN 31 VEGF hNFES
MR, E—%3d, LEHENSK VEGF ARNiESEEEHEN B VEGF-A [
Be. E—8ANT, ¥ERELEE. £—STd, EURRESHELE
(docetaxel). 7E—ZF(LH, GELERENASYRAESHEEEHNEBAEEN
KFR A S . fE—EBNF, AEEERENIKER S S RZENZK
Wik, f£—ALH, AEEERENIKRBRLR S 2 IF B K KR .

[00033] 7E—LE4f{krh, AEWHEEHENAREN T KL 45 mgm’
%K%y 350 mg/m® 208, FHIL VEGF PRI AREN T ARL 1 me/kg 3K 20
mg/kg Z 8], FE—HELF, AEYPEEZHBTEYREN T KL 80 mg/m* & K4
150 mg/m’* Z 1], 3 A3t VEGF HiEMEHREN T AL 1 mgkg FKL 20 mgkg 2
7. fE—SedEfnr, AEYhEEmdim, EEERNEXNE N KL 100 mg/m’.
B, BEREERAST. £—8Td, AEYHERERNEREN
F K7 170 mg/m? & K% 200 mg/m* 2 (6], FHHHL VEGF JLEMAREN TR 1
mg/kg FIK% 20 mg/kg Z 8. FE—& B, AEWYPRECHENERENTRY
200 mg/m* & K% 350 mg/m* 2 |7, I EPL VEGF HUEKAEREN T KA 1 mg/kg
B K 20 mg/kg Z 1A, AP, EUEEEHAEAST. £—22kH, 4
SRR (BIEEE) BB REN KL 260 mg/m®. FE—8A&LS, £k
WE=RALT. EERTEIE—AN—%ZWF, HT VEGF HiEKBERE NN K
F 1 mg/kg /DT 10 mg/kg BKTF 15 mg/kg F/MF 20 mg/kg. 7E—2AR4H, #T
VEGF HEE BN TRY 5 BIKY 10 mgkg Z 8. 7 LRGERE—IH—
A hrh, Hi VEGF HiAME S E AN KA 2 mgkg. K4 4 mgkg. K4 6 mg/kg.
K% 8 mg/kg. K410 mgkg. K 12 mg/kg B K% 15 mgkg. FE—EAZLF,
$i VEGF JiA B EFABE=RAAT. £ LRAFEBR/ESSEHN—LTLP, B2
RS, £ LRFBM/RAHGH— AT, HT VEGF fiikR N RH
(Avastin®). 7£_LRFIBR/BAH N — AT, BURRECE, JHH VEGF
Pifk R MR B 4T(Avastin® ).

[00034] 7E—26354bh, & YUK BN 4 &M FR A PR BURLA &
YT B B ER — AP BREEMCLHHAED P RNE T £ %244
B, GUEKERA S WRLT A A T, B, EATUTRAZIRZESTH
KB AESY . E—BAN T, FKBk A AW AT T HAT (concurrent) 45 ¥,
B, gekBRASYRAARBITRNAANAEMHES. £ 22l ,

13
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YRR A ST AR FTA T B, E—8T i, TS TITRZHE
KL FRAEYNAT. E—BTBLF, ELTHRBRAEYZ A4 1N
TG T

[00035] 7ZE—&{hh, F—WTEEREMABHNAEASE SHEL
W, m3EEER 6,566,405 Bk, ATLALLR M4 Abraxane®& f g 282, W4k,
BRI BRI R YK A E A S S E G ELEE (docetaxel), F10,
R T B L F) A fr 2005/0004002A1, FE—LL38 4, $Hi VEGF HiiaR N st
(B, Avastin®).

[00036] B—4T, $REET V8T METFIGHEMELRR RN TE, %
FEATE ) BT, SRATIMAEY, ZAGYEESHELRMEAE
FHANBEEA)IMKTR, M b) HRT, BFRT. FREHAES., 8%
W, AT BT AME T R R (R T VE, EOTVERTE &) BR—IEYT,
BE/EATAIARAEGY, ZAE6WERF/EHERELEN B E A KB (0
Abraxane®), 1 b) ¥ VAT, BFEBT. FARELAES. £—8FUhH, T
ST RBUT . 8P, FTWRITRFR, A8 MP, EH AT
ITE—IIT . TR, BT REITE —IET.

[00037) 55 —5T, FridrikE¥Eas T B S % (A e i ) O 7L
BEEIRTT, FTRBCERIT B & Z I — G yT ik B 47 M ABUT B
HASKE HT. BREWT UM AP REMT RS T, mHdks TR
RN T, WMBREMHEALT, TUELATERITINRZEATEL KR, BR
WA TEHECRNBE BT WEER, £ 0T TUEE—MU LR
LRIk

[00038) AKRMBBETHEMERTHRE. E—S8MP, BHTHT
AW L, IREEMERSERERNSEERBEBE)NAARTL, K
o BT IR 4K R 4R S E B > — A A B A (A ), 8 R A 22 1A Y 1A) B AN
LT RA—F, FAEPERERANKESEARDERERS T RNERK
T ZHBHIKL 0.25% 4 25%. FE—8Bd, RETETFHEYNTIE, i
YIRS R R R B YK BN Abraxane®), o TR gK BURL 4
EMERS—A AEER, LR RERAZRMERAEZTRA—RH, JFER
rh 45 ORI I R 2 B B B R SR 2 R H BRI Z R BRI KY 0.25%
T 25%. T T, ¥k (WEZEE, Flin Abraxane®) IR ALHIER
KAFHE—T: BKIHZHER 1%, 2% 3%. 4%. 5% 6% 7% 8%. 9%-
10%. 11%. 12%. 13%. 14%. 15%. 18%. 20%. 22%. 24%E% 25%. #E—L4%
e, GIKRBRIASYUED KA TIE—RZ: B 1x. 2%, 3x. 4x, 5%, 6%,
Tx(BR, ®H). E—8FhF, BRAEARMEBIEIRYTIME—UT: 7 H. 6
H.5H. 4H8.38. 2881 8. £—%%4d, gREBRASYEEDOKRA
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THRE—RIBEINSEZE: 2. 30 4. 5. 64 7+ 8. 9. 10. 11, 12, 18, 24, 30 F0
36 M Ho

[00039] 7ZE—a5{k, RETAHATAEYNTGE, FiddAEPEiES
BEERMEAE A AR B)RGRERL, KRS kiEz 20— B § R
A, ERGRERAZERNERBAS TRA—RA, 3 HEEP 000 AN EZ 5
B H% 025 mg/m? B 25 mg/m?. 8P, RETATHEWN L, B
RAGYEBEEEERLENAEARNZEAE Q0 AE Q)R G1K B0 (0
Abraxane®), HAFTIRREEAEZD—AABRH, R R K EBA
£ FR4—A, BRSO N R EZHEFIRREL 025 mg/m® T 25 mg/m®.
FE— AR ik, A2k (IR, B30 Abraxane®) I IRA ZiFI R & KA TIME
—BLF: 24 3. 4. 5. 6. 7. 8. 9, 10, 11, 12, 13. 14, 15, 18, 20. 22 # 25
mg/m*. ZE—EHEH, FRBRASYUEDLRKATIE—SH: B 1x. 2x,
3x, 4%y 5x. 6%, Tx (B, |H). AN F, FREGEANRMIERRKA T
£—LLF: 7H. 6. SH. 4H. 3H. 2 Bf 1 . ZE—fd, K
WASYEZRDL KA THE—HEENSAZ: 2. 3. 4. 5. 6. 7+ 8. 9, 10, 11,
12. 18, 24. 30 fM1 36 ™A,

[00040] AKBMHZE—BREOESTHEY, FIRAENOEESHEY
M AAE A GKBR . E— ST, gRBRAEYaESHEEEENA
B ARG ERL . 7 — Ak, SRR/ EEAYKBRNFWERA KT 200
nm. FE—8BLF, EEE/AEAYRBRAGYER EAS AR EE NS
F(in Cremophor(Fa5BE)). E—EAS, AEYTHEEEEREEENEE
k4 18:1 SEAR, W4 91 BEMK. £, EPBRAKAEEERD. &
— sy, SR/ A RAGKBRAEHERAKRTY 200 nm, FHEZE/
AEAASYER ARG E)REEER@ Cremophor). 7E—&24LH, &
KA E Ak BR K ERRKTYZ 200nm, FEECBRAKEAER. £
REFAE M B A A e, E—8A T, JKRBRASYRE Abraxane®. &H
HB SN 2 S AZ A ortataxel) 9 40K BURL 4L & W) B 18 LR AL R 0 —Fb
HEM.

[00041) 7E—&635{bep, A TIRT METEMERBRN TS, BES
FAME: a) BRENAEGY, FidA4YEREEH LR MEBAEE QKB
1 b) HRENH VEGF Hitk, HFgRBRAEYTEERNERENTRY
45 mg/m®> B K4 350 mg/m® 2. id, 3£ B3 VEGF HilkiHHUE A KT 1 mg/kg Fl/D
F 10 mg/kg AT 15 mg/kg /M F 20 mg/kg. FE—LEARAL A, RAL T IRITAMEF
WREMRR TS, BIEATME: 2 ARENAEY, TRHAEME S ELEK,
#1b) BUENH VEGF Hifk, i VEGF PiiEBERERA BINHIEZ RN T
ft) VEGF #HNESHE. £—88 s, B5EURNARYREHEIHERLK
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MBAE AR BRIHEED .

[00042]  7F—S63R4bH, SEFEMEREPRIERE. £ — S 0H, EAERT
. fE—LAF4LH, BT VEGF Jiik 2 IR s, fE£—8&LP, $1 VEGF Fifk
BB KY 6 mgkg. E—LZIH, Hi VEGF JLERIHUE A KY 8 mg/kg.
fE—S T, kBRESWPERBREEEN K 80 mg/m® BEKY 150
mg/m® Z A 9K BRI &R B E— A8 th e, SRR AT HEY
BIEE R AKRY 200 mg/m® B AL 350 mg/m?® 2 [A) (4K BRI A9 P 4R 42
bo fE—Eh g, GRKERA AP VEGE UM%k T/ Mk, £—248 1k
t, KBRS WES T VEGF HilRZ A T2 0— 1AM 831k,
BTHRBREEY, RIEHTH VEGF fifk, HFEEb KA 3 A, £k
, ZTEEBATHRBRASY MRS, HITE TH VEGF fiifk. £—
seAF R, BERREVE. £—8THF, AE6WhakBRAFHERAK
FRKZ 200 nm. FE—8B4F, FAEARAEH. 82 LD, FKFRA
&Y AEAMEEENEELNTRY 9:1. -8Bk, gRERAEYR
4 Cremophor. fE—ZR4H, MR A

[00043]  7E—2u35{bdr, R4EETHHIAME T MEERK T, BFBET
ME: a) BRENAEY, FRAEYERESHEEERMBAE RPN,
N b) AXMEMYL VEGF Hifk, HPRKFRAEGYTECRNEUEN TR
45 mg/m* & K% 350 mg/m? 217, 3 B¥i VEGF JikME R EN KT 1 mgkg F)/h
F 10 mg/kg BAT 15 mg/kg FI/NT 20 mg/kg. 7E—LAR4h A, $RAL T kA4
PR TE, BEETAMME: ) BRENAEY, AW EEEL L,
0 b) BMEMIP VEGF 5k, HHH VEGF FLENEMERBRXMHEEZHEN T
(] VEGF HAESHE. ST hd, AFEURNAeYREESE R
MEFARE H YRR A G -

[00044] 7E—2835{bh, MWREBREBIIMES. £—58dd, I
BB REREIN. £ ST hF, WEEBRILIENEY. £ 8%4F,
$i VEGF Hith £ AR HPL. £ — 3, HT VEGF JiiEEIE B E A KL 6 mg/ke.
FE—82LF, 3 VEGF HiiAME M E I KLY 8 mgkg. TE—HRLF, FIKRBK
YA R B EE A AKY 80 mg/m? R4 150 mg/m? 22 (Al 40K ok 4 &
Wb k. TE— AL, ORBRAAY R ERERELRAKRY 200
mg/m® & K4 350 mg/m® 2/ KK R AL &0 R k. TE— AL, 4K
W21 WAL VEGF HiikMgke Tk, E—8A e, G0KBN A SYEs
F#i VEGF HilkZBiATFES—ANAY. F£—RBhS, S TFHKRERAEY,
RIS TP VEGF ¥ifk, #EEDKRY 3 A, E—8ThF, HEEHEETHK
Wi SR RS, HITA T VEGF Hiik. 24 kd, KRR EY
M. fF—iht, AaYh KPR T ERARKTRYA 200 nm. £—&3
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W, BARBRARARA. AR THF, RBRAEYH B EBRMRZLN
EBWNTRY 911, FE—84h, 9KBR A EYAE Cremophor, 7E—HAF
WA, MERN. TE—8B S, BEHRKYA 40%HKEBHIPH . £ LF,
/K2 80% B HNH

[00045]  E IR S ORI BT BEBURIEE Sk, A% R B )X L8 75 TELRAR 5 B
REECHAMEHEEGRETS LK. tEHHEg, R RS MHReFE—F.
— SR AR AT LU S, DUE AR R B B AR AR AL

P Pl iy ik

[00046] W& 1A R T ABI-007 X KR LK ME REKZ . & 1B
~H T ABI-007 3 AP B2 S0 M4 FE A B2 M . B 1C ZRH T ABI-007 X P4 B 40 a8 i
TE BRI .

[00047] B 27" T SHH T A4 2510 ABL-007 F B AR E Y = H B 1Y
M. 8T RN TEINFER ABI-007, 7 Balb/c] MNRAMEA MY, fFEHTEH
M Bz tH 40 BU(CEPs) 7K . Untr'd, RAHEWE; S/A, HK/BEEBRENE. £
%(bars), ¥#J{H=SE. * SRAEXREZEAR (p<0.05).

(00048 & 3A 71 3B 7/~ TN MEEL MTD J7 &+ M) ABI-007 A1
Taxol®%} #7% MDA-MB-231 (A)# PC3 (B)E 11 SCID /) B FI o8 A K [ B0
B 3C f1 3D /R T HWEME MTD FEFMAM ABI-007 1 Taxol®X#H
MDA-MB-231 (C)F1 PC3 (D)38 i) SCID /) B F /A H Wi o

[00049) E4A 4B A THMRAEZ G, #%7 MDA-MB-231 (&
4A)F1 PC3 (& 4B)JE ) SCID /MR AR ML, F73E BIFEFR A B AH 40 R (CEPs)RY
KERIASA: A, $h7K/EAE E; B, Cremophor EL 5 C, 4tk Taxol®, 1.3 mg/kg;
D. Ef1F, ¥tk ABI-007, £ %I 3. 6 # 10 mgkg; G, MTD Taxol®; H,
MTD ABI-007. ¥:4%: ¥{H +SE. * 5#HK/AEABAEXBHEAR (p<0.05).
® & Cremophor EL #4AX A B AR (p <0.05).

[00050) & SARH T NA T MDA-MB-231 (@)1 PC3 (o)
SHBEHEYHMEANMDERE: A, $HK/AEH; B, Cremophor EL Xff; C,
Wt Taxol®, 1.3 mg/kg; D E I F, T4t ABI-007, 4772 3. 6 Al 10 mg/kg;
G, MTD Taxol; H, MTD ABI-007, #£4k: #J{8 +SE. & 5B M 5C 7~} T1EH
# MDA-MB-231 (& 5B)F! PC3 (& 5C)IJE 9 SCID /N ERH, i o i i 5 25 B
A A i R FEHE CEPs 3 H 2 (B B BRME

[00051) K& 6 7/~ T FiESTA Balb/el /NERMER Matrigel #2

(Matrigel plug, k) o, NAFHHEMESR MTD 7 EFH ABI-007 B Taxol
SR AT 4 40 A K B P (bFGR)- 5 S LB R AR . 3. A, SK/BE
F; B, Cremophor EL % 8; C, ¥ Taxol 1.3 mg/kg; D.E # F, T ABI-007,
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4352 3. 6 110 mg/kg; G, MTD Taxol; H, MTD ABI-007. A"#7 bFGF(-bEGF)
FIAE N Matrigel /E M BR X R . 4%, 31E+SE.

[00052] & 7A f1/& 7B 7= T nab-TF M1 % E 5 Abraxane® Bt &% ifL & 1
B RRA 4 S . SR Z e R B R k-1 R (Bl 7A)EE
TSR ERRAWE TBBATIF .

[00053] @ 8 R T7 HT29 NGB R BEYRE T, nab-HHE
% 5 Abraxane®Bt & 40 Bk vE .

[00054] [ 9 ;R T# H358 AfERMBEY T, nab-17-AAG 5
Abraxane Bt & 40 R SR M TE 4

[00055] & 10A #0 10B 7% 76 A #hyK X BE B Abraxane® b3 )5,
MDA-MB-231 i 40 U fI 3R FE. & 10C F1 10D 7% H 76 F £h/K % R BR Abraxane®&b
5, MDA-MB-231 4 RAISRE . Fi73km HIRFERIAL B (10A I 10B)ERBREHI AL E
(10C 0 10D).

[00056] & 11A A1 11B 7 Hi 7 40 i 38 1t AR 9% T2 Bl 36 VEGF-A
Avastin®%f Abraxane®-Ab B 40 MR 0. EE 11A F, 5 RIENTEHM & RAEEN
B ES LR, BEFERRA Abraxane® A E 4R THRBRRA
Abraxane®f VEGF-A &M, Z =4 %~ Abraxane®Ffl Avastin®4bF2 {41
M. ZEE 1B, & RELNFN TR A RERFTFRERD.

[00057)] & 12 75 Abraxane®f0 Avastin®4b 35 MDA-MB-231 FLAR AT
B RFBEY LK. BEFRERBKGENRTHFHMEER, &RE
PA %7 Abraxane®AbHE /N B (IR BRZHERR Avastin®b 3/ B
S AR, 25 MR Abraxane® + Avastin®(2 mg/kg) ik H /b i
YR RAR; 25 BB & T Abraxane® + Avastin® (4 mg/kg) b B/ B HH BF 3 o
KRR, =443 Abraxane®+ Avastin (8 mg/kg)ib /R KB AR, FRid
ABX HIF/N &R RPA Abraxane® 577 A

[00058] [ 13A F1 13B 7R HHZE# 6 IR /1N B, Abraxane®Fll Avastin®
VAIT SR IK Y6 B MDA-MB-231 8 40 e (R W B2 45 A0 R RS i . S5 R
DA B2 5 B 40 e SR B A 1 Ol R B TS M KRR

[00059)] & 14 RHEREESBEMX-1 fl MES-SA)FIEZ B
(MES-SA/Dx5) B f Y, ZETHEMED Taxol)FAEWEFEN nab-HKL2HE,
Abraxane®) [ 4842 B 53 IR AR AR (B 14A)RI R ML L6 R A2 14B) I .«

[00060] & 15 R % Avastin®FE4 Abraxane®4 F#%E MDA-MS-231
NI R BEYR/NR, PBIRE Abraxane® T T MBS .

[00061] & 16 ;=4 ) Abraxane®fll Avastin®Bt & V457 i A & Abraxane®
8, Avastin® AT, ERE NG FTE 1897 /DR S AERRREREZED
95 K.
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[00062) & 17 ;5 A Abraxane®f Avastin®B & V497 T A& Abraxane®
B, Avastin® BIGTT, SEOTMEHBE 1TAMMER(E 17B)RIME.

REAHER

[00063] AKHARMETEREWITHE BEEWRTS5E GITERS,
T AEA T EEEERNEAE A B EDRYKER, 567 K
. FAR AFES—FEEUTRREMNNAE. ARPBRET TREET
Fiko

[00064) AKX RIXFEMEIN: Abraxane® i T FAL KR 15 o
MR BFEMBIER, e SHeRTARNENRT KGR, FHBREE
AT R R . B TEE /AR B 4K BRRL A 41 & (B Abraxane®) )
AW EENRE, BRITAK, NAXHIRBRA SN Abraxane®) B & LIT
bR R S B A AT BN . 4L, S KBORIZ A I(H Abraxane®) 5 i
ST BBEA B B BOA K LB A S BUR B G EME R Bk, ARk A
SYAF IR ESE/ OB AGRPRASY, W Abraxane®) 5 H B ALST Bk & 11
i, RESEERTHERABEMAN, RiZEEFZFLRRTFAR. BT
FEVATT T MR B (A REE ) B BRI

[00065) ARBIZE—ANEALT, RE—IWTHE BTG TR
TR IR, VAT RIS Abraxane®, B VAT M0 5 —HIT EUL
FhALTF 2. HUMERRALAST . AIEEERIE IR R ZIRT A LIS S T R
AR WAL, RETULRAT, EEER—AYWHSDT RS
i

[00066] it—:bHh, BRI, M Abraxane®¥iE A 277 R ELAE )
BRI S MTD B REME K. DA, Abraxane®HiXF 1L
2577 £ W Taxol "M WA A EMMA R

[00067)  ASCHTR T E— A TIEIT R, F Rl RGN . ML
FiR, “Y877 (treatment)” B IREBH BB ERKRG RV E. ITAKHEN, F
BRAEGFEERAEEARRT FIME—REA: —FRESMERNERE. KR
BERE. ERNRERAGE), FEi). MpSERRREREGIm, %), 5
IFBIERERRAERE R TREEBEREE. KRRESE. MENGE DN
A, I AEREE R RS R . RRATIESE T RERIT T
T P AR — B 7.

[00068)  LASSCATH, ISR B e ok i B (B4 R EUK
ORISR, AMEMEEEBMA T ML, BAAM, e X hiEaaE T3
— MR FES WM FE— AL, R E): FURE. WRAEESEE. .
HiE. BEAE. BEEE. NEE. BRE. ESaRE. ShERE.
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LI . EAR PHRIEE SRR S b, BT MW W] LA — Pk B e G SR R R 1
. FHELEER RN, ERBFLERBNA%EN, WHEAYHEL). mEER. F
e, Ehik B REREAL A M S v G, Wi B BB R E R E R ERAE . L
ke, WEMRRERE. £ %8s, WMEERREIFRERRE. €%
Ak, BEFEEERR R R SRR . M SO R SR KR . B . R ER
TERERY, AT IEHER M N R R R B B A AR/ B H B ENEE, Ak
Jie 98 /B B A B AL AR AT A

[00069)]  AXFTRAAREEJERTRELIGTT FTiskamg . WERm, W
NE. ZR. BENBERE—MEZMHERNNLEYRAEDNE. DRI
MERHEAEENMBEEE, 7R E5EE A5 bR 4 4e f1/8 R B 4
B A R AL KO BB IE BB IR R E A F BN AL E . 231 b,
ERERRUERERINE. A8, FHERE LR hERER KA F/E
HREE. ERETULE—REELRAEHTHA. ERENERLT, ARENS
WIS AEWAT LA () BB EEE: Gi) BANERAN: (i) — @RS
IER. WS, LM IEM LA S AR ERE: Gv) MHIE, — R A
22, MRy, (v) IEINEEK: (vi) By LLBUEIR R A A A/E
R M/E(vii) — RIS SHEER RER M —MERZ .

[00070]  7E—&635ibrb, AL T VAIT R R MR B I T VE . 7 — 248 {b rh,
RO T HMITEBREEN, AERMEEBEE) N TZE. €88 F, #tTHE
I W BT RE B T 1 . 7E— 2675k b, $RGL T V89T LA (RT LAE HER2 FHEBE HER2
FAYE A YE, ARE, Hl, BIITLRE. IV SIRLRE. RERETLREMER I
RS, 2 — AR (i rh, SR T VRIT IR T, BFE, B, JE AT RENSCLC,
e NSCLC). /N Mt fE(SCLC, L SCLC)FN i H iy 2 4tk e S SE A4 i
fE—EeAR (b, ROET VAT ONEE. LIUE. BREME. BARBEEERNE
PR GGG TR A0 ST AR (G e 3 S AR AR AT — BRI DT i
fE—eARqp AR T b g0 A/ B IR B I T vE . E— B AR kR, R
THRITFAEBTHIRBRI S, BIRE. ke, 4. MEER. 48, shik
BOREREAL R T VI MR . AR B AR AL T SEIR AN SL BT ik HOAL A 3 FE A A gt
R TE.

[00071) RiENMEREIHM, BEA. MEIEFHERRT AL 4.
. MEsY. RESY. sz R K3y, £/ eH, MEEA. A
PR A )RT BA SR e B AR B R RO BR, R S . AR, A
Ak Kb T80 T T R (U B ) ) L o 7E — B ARfb R, AN T I FE AR AR (WD
We HEE). fE—EeARfk R, AMERE HER2 PR, E—2AR{H, 4R HER2
R R -

[00072) A ETT LB N T LM, WM dl(adjuvant setting)”
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BEARAMMAY REREERR. FHREERE, 3 H—RUEARLF)GTER
MR ED, FrRiET BERRTFFARQFERDIE). BT LT . R, &
Tl AT T B T A0 (U T 7R S, I M A A A b T R AR SR R RURL o o 3l
B BB R VAT BUA S REAERE S A T . ERARE R, UHBIE L T RAME
A K 2T RS B XS ) B T LANR 3R, Bl o o B IRIE T I R R R
BE, ASSCHRER T AT LAEFTAE Bh 50 (neoadjuvant setting) T 52, BN, 477
VRV LAZERT B /M2 VATT (primary/definitive therapy) Z BISEHE. AE—L4bd, 4
K2 BT CHIBIT . FE— 8B, MEZATREPIRT. E—ER P, HTE
—#£2 V89T (first line therapy).

[00073)  SUiZERAR, ZRSCATRBIAR K B 0 07 A AR AL B A i 45 U T M
A5 Ak 44 B (consisting) /B < FE A L H 4 77 T A0 22 4K 44 Bi(consisting essentially of)”.

[00074)] AT YE B AN B FTEMEN, XA RAEHSHHIR
RAHE GHER) B RZEBSHA SRR, P, REKY X HHRE
XX IR .

MR AST AR BB VR T

[00075) AR FARGE T v4y7 AMAE TR MEBOWR UBIE ) 3%, BTy
EAESTME: 2) BRENASY, MAAEMEESHEERMNEHEERW
A& EDNGKRER; M b) ARENEDS—FEENTH. £8P, Bk
B, LS ER ortataxel FHRERFE— 24, EX EHENIHR).
7E— b, KBRS YA S Abraxane®. FE—A5bH, T FHIE TS
FIESHE L) ETHRZR L. BEREEEMmHIR . EXRRAER.
KELR. BABAMEF. KRIFABRAE IR EEBAHR P NERE &%
e, % B XEHY)).

[00076] 7E—ieApfbeh, PR HiEEIEATME: o) BRENAEY,
PRk S aESaELENARANGKRER; f1b) ARENEL—MHHLER
o, AL, BER/ARAMKBRNTHERARTH 200nm. £—
Ledpfyeh, SASEE/ B AGKBUR A A YA B G (AR A ) R S (G
Cremophor). #E—&2kd, AAYFMABEASELBNERN ALY 18:1 BE
&, W 9:1 MEME. E—&Bd, EEBOFEEAER. E—2Rd, X
B/ & [ KB B AR K T4 200 nm, 3 EEEE/AEA4AEWHES L
A8 (AR E)FRHIE TR (AN Cremophor). 7E—267AR{0 e, HAZRE/E R A KB
R EAAATA 200 nm, HHECEOEHE AR, E£—82ALF, KM
$r 41 &4 R Abraxane®.

[00077]  ZE—2edfbrh, AKRBIIREL T VAT7 A4 b 58 ML W (AN R )
M, ST EEELT/ME 2) HUEK Abraxane®, flb) BHEMNE L —FH
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BALTF . 5 Abraxane®H4kEiIL RS FRBIRA FRMER YA SR, SHM
R B —H A ARLLE, RILHIGBOPUIEEEEMAE, -5 G A
B A/E G R IR R A S .

[00078]  ASCETR BT AT LR AR AR, Hh% b2 s i
25% FATEEZIOEE, ARSI FAE. XTRA. SMEIER SR . FTLLA
F IR —F R 2T FILL R S/ IR AR (—HEEZH) KNAFHEEY, H
T IR 25 2 4 A YRR 25 2 LT 52 BRI TE I BRI .

[00079]  {LITHIFT LA TR A YT . Hlin, E—8FF,
AL T W8T AME R MR (EE) N T E, TR T EERES TIMME: a) AR
BRIHEY, FIdAEMERESEEEANEAESQ@EEBRGIKBAL A b)
ERBHESY, FIRESVEESEEL ML ENTRNEAEEM®MBEED)
gk Bk, E—A T, IR TESREATIME) ARENAESY, kA
YIS E RS AR SR SK SR (0 Abraxane®); 1 b) AUEMAEY,
iR A& MEIEEHE B DR THIMBAE S A EB)RGKBRL . £
sy i, AR T IR R(E— AL, EH): AKKUBERATE
VI ZERBACHKOKALSR, BIE, B, nab-5404. nab-5800 1 nab-5801), HINE
FERHEATEY, MR REE RN A 17-F N ERERREZERZ(7-AAG).
fE—edsfprh, (TR ENER. £—5kS, HTFHE 17-AAG.

[00080] AT T 4% RIALIT FI /R AE R BT R SER
WITFEFEG I, KEEM. BIRE B2 FCnROK AL BATAY) . Jii
S L YETT MU . EGFR SR A T O L 1) SR R R IS 4 5T
TESBREY. EABEEMHEF. FURBTIEE RS, S, T8
R EHEHAEE. HIPFHEMER. KIFNBEE. BT HEsvE. PRE0
£ RAEFRBEATEY): BREERRITENE 17-AAG), MAFE A FH]
HermdET .

[00081) 7 —&eApibrh, (T HIR FHMEMYIFIGEE—LERMAF, K AH):
T 48 B 1 %8 % (adriamycin) . BKAKANAR . FFBEEERE . MEHEE. BRERER.
duanorubicin. §7%5 & (doxorubicin). RFIFEE. LPEER. T FHW . KITEE.
FUREERE . R4A. FREFNT(BCNU). FE-CCNU. 4. &FEHRK. TME. B
PIRR AT FIFEER . EEREEFEY®GIN, ELELEGEY, &
B REGTEYAELD). topetecan. KFR. KEFW. MmEEZ. IRHE M.
nab-5404. nab-5800. nab-5801. & 3% . HKP. Ortataxel. % Piftii&. Herceptin®.
K12 . Doxil®, 3 MI% (capecitabine ). Alimta®. Avastin®. Velcade®. Tarceva®,
Neulasta®. F708% JB(Lapatinib). ‘&HuIE/E (Sorafeni). HATHEY), AHIRCENH
W FRIFELY . FE—8BkH, WTRIRAEY, FRASHEESHRAK
TKABRAT A= R B AR 2R B (A0 B R )R 9K IR
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[00082)] 7&E—ieAs{bep, ITHIRIIMES, GHEARTFHA.
Navelbine® (K-F 5 5). B EHi4: E(Doxil®). B E(GW57016). Herceptin®.
F PRI (Gemzar®) RIEMIE (Xeloda®). Alimta®. J4A. 5-FURMENE. FRMTHE
Z. BB, Avastin®. Velcade®%.

[00083] ZE—Le4x{bd, WITHESEMEAEKNEERFHEIH,
PR K740 EGFR. ErbB2 (#2#Rk4 Herb). ErbB3. ErbB4 8 TNF. Hh, 4T
ME—FREFARE T TREE RN £ STLF, BITHRERKMEIF.
AKMEFIREERNER BTN B NE, 3B LR T AW HIR0E 2 5 Bk
&V F (7 IRD) T B JRRAE «

[00084] 7 —uedr{b, {LJTHIZBR T $1 VEGF $ifF. HER2 Hiifk. T
PFEF HGFP FEHLFIZ AT o

[00085]  ASChxbyr 4R K& & B F Al A7 s AT 429, Bt A
R AL S — X (A AT E(—MEEZ ). WTREEE
WEEER S AT AW B R BB ERR T, & 15 %07 I SE o AL
&Y, BREESHWITFIEER AR S @ 22K T i Y. E ARk,
AT 7 BB 40 B AT AL BSR4 7 TR0 B8 43 AR B R A0 2 R/ B B 4 R
(B, B, ShRedEtE).

[00086]  7C—uuAR{yrp, 2R BHEREL T IRY7 A o 858 14 5 (A0 e AiE)
WA, ETEAEATME: @) ARENEESY), TRAEYARESHE LR
MBAROWAEEE)RGRER, M b) AXNENREREENHR. £-8%
R, 2k B T VA IT AN P R M B (W RE ) B 7 V2, RITVE RIS T AMA:
2) BMENASGY, FIdMAVARESHFELLENAEB NP KBUR (W
Abraxane®); 1 b) HUENBEREEMHT. &80RARBBEBEDHEIFICE,
B, B0 B (Gleevec®). & IERJE(Iressa™). Tarceva. Sutent® (£ REEETBH/E)
PR, -2, BREREBENERERMEE. £ ikd, B
H IR BN HIFZ Tarceva. Tarceva M FAREAKETF 1 B/REAKE T
52 (R (HER 1/EGFR)JI 41, FAE T Bl FRIREE R B, B B3R /N 40 B fiir 8 (NS CLC)
ARSI, E—82ikdh, Bk FRITARE, SEaTEBHTEL
R R B L T YA T SR . E—BAfbd, TR ER TR s
. E—A b, RETIMEIMELS T RIE EGFR RIMMEEMITE, %
RS T RS FRIPR I L3 Abraxane® M IER B, Hh# e BTk
44 2 (pulse-dosing) 45 T

[00087)  7ZE—&635fbef, ZARIFIREL T 18T MA D G 5E M5O (W IE)
M, FTRFEEESTIME: 2) BRENAEY, A ePaEasf iy
B ER E (0 A E B GKRER 1 b) HAENHAETNRELRLY, 6
Y5, B, MER SRR E ). FE— AR, AR BAREE T ITAME T
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B BRI R v, TR FEER/RATAME: o) BRENAEY, ik
AEYEFESEEEEMEREANSKBR(IN Abraxane®); f1 b) HHEMHURB
Fo “PiAR#iF(antimetabolic agent)” 2 TEL M L SR WYERM, BEAGEUART
ANBHER O ZAH . FE2IANERTIMZER. RNA 1 DNA B7/™=4E. G, #1
R FAT AR ZFRMY, HEBEARRFRILRE. mRuEn .. REmE
(Xeloda®). FiI¥EME . WHzJEIE. BTHE MUK (cytosine arabinoside) (ara-C, cytosar).
EZEFRE . FURMESE( 5-BURMERE). UFT. BEMR. HrfhiR. HEEW., &
FH NS R S RENS (40 6-BR M) B TR IS, i, L-R LB iZ B (Elspa)-
B UK % (decarbazine) (DTIC). 2-i4-D-AZMER N F B (FREFI). £—&4&
W, RERLYR T AT MY RE— AP, EEH): HFEMIE. SRS
FEAbE. B, BT VAR TR T R LI R B S FLARE
AL, PR EATHRBEIEN —8ET. E—8%kYd, ikl
R T HEFHEN AT AME. E—%2kd, PrdIiER TS NSCLC.
HEBNSERERE. BTSSR R

[00088)  7E—UtAbfhrp, ZRBIIRAL T v8¥7T Mo S 5E B (U AE)
T, TR TEEREATAIME: ) BRENAEY, MRHEVWEESHEEL
IR MEAE B AEBRGKER, b)) BREARAF. E—8%d, K
KRR T AP R RO M 72, BFEATME: 2 AREN
WAY), PidESYaIEaE LSS IMAE AN BR(I Abraxane®); f1b) B
MEBHRALT . &8RRI E AR R T I BEBE K (Cytoxan). SN L% F I
XTEBAI. EES. EEANTBCNU). BHIR. AHEZ. REERLE. 28KT
f#(ethylene imines). EIFIMY) . MESIE VT BEIRAN . R BB (ifosfamide). TEAH
HAR. WHEENTAEER. £ S8hd, RAFRRIABBE. 23T,
A THKRTRASYZ S TAPB . £ ikd, IRITERTHETR
HATLARRE . AE— AR ibrR, BRI 5V F FAES B BB A BB 0L T Ve 9T FLARE

[00089) 7E—&7Anfbrp, ARUFIRALT vAYT AR B 5H M B (W2 E)
75, EHEAEATIME: ) ARENAESY), FRAEYMERESTHREK
MEAAE A AERB)RGKIRL: b)) FREMETHNZN. 22T,
AR BIR AL T V897 AN R T R R R E) I 7 1, A ERESE TAME: ) B
HEMEEY, FIAASYaRESHEEEBMARANIKBH(N Abraxane®);
by HUEBRETHNEGF. SENETHENAFEFEESRTRE. AR
WREH, b, ETRNGRRFE. S8t FTERTIBT:
JL AR (HER2 FATEEL HER2 BAYE, GFEEBILIMEMBRATRE): k(R
NSCLC, —# NSCLC, SCLC Ffiii= (18 {1k S48 IR, Sk3fE; AR
BRBEEEBERATE).

[00090)  7E—EA5fhep, ZR BIIRAL T Y87 AN A o S 5E 5% (W iE)
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W, TR TEEEATAMME: ) BUENHAEY, TRASHEFBEFEY
RHBAZEAABRPKTR, M b) BRENBEIREIER. E—08N
i, AR BARAL T Va7 M P R SR (W) B 5 7 BT T A RIS T AME
a) HREBWEEY, iR SYWEEESH EEEMNEE A0 Abraxane®) I 4 E
HOEWMARRGKER; A b) ARENERLIER. SENEHREHER
AFEBERRT Doxil®. HLHEER. MLEEHE D. RUABRCEHEER). MER
ERTER). RFAER. FALE., KLER. RFHLE., £8P, B3
RKPMERERTIMERFE—LBF, ®ATH): Doxil® RMERMMEE. &
—seAs bR, AFVERTRIT RIS . AR, ROTVER TEMBIER
P B T I8 9T FLARE .

[00091]  7E—263nfbep, 2R BHIRAL T 4677 A A o 38 58 14 <9 (4 e iE)
B, IR TERIEATAME: ) ERENEEY, FIRAENEREEFEL
RREAE A AEB)NGKTR; 1 b) ARENKERM. E—8FLTP,
AR BIRAL T 1897 AR P B T R (UUEBE ) T VE . TR T RBES T AME: a)
HHENASY, FiASWaESEEMEMEEEAEN Abraxane®) E A E
B AZE)RYKER, M b) ARENKELR. SENKELRERE, Fli,
K&, KEFR. KEME. KEHE©Navelbine®)fl VP-16. 7E—&&F{H,
K F IR KB 5 B (Navelbine®) . 7£— 8250, ZAJ7 R TIET IV HIFLREM
JE -

[00092)  7E—&6apfbrp, ARBBIRHL T v677 AN S 58 2O (U i)
Wik, FIRTEEEATIME: ) AUENAEY, MRHEYEFEREY
BRRMEAEAMABRNGKBR; M b) AREMNKIFNE. T8k,
A BIRAE T V007 AME TP R EROR (NE) T i, TR TR BES TAME: 2
EXRENAESY), FiddaWaEaam e BMEEE Abraxane®) AR H
GEIAZEENGRER; M b) AREMKENE. SEMAFNERE, fim,
FNEE. FRBEENLASE. £ %8 hF, KFENEETNERIITED.
B, KB ERTIRT SRR,

[00093)  7r—ueApfbr, AR BHIRML T vA 77 A p B 58 1 B (AN e iE)
B, IR EEEATAME: ) ANENAEY, FREEWEESHREY
BRNEAE A AZERGKBR; M b) HRENRIPREEMEIR. £-L
Ak, AR PR T ETAME PR RRQEE)R 7%, TR TR
AME: a) BREBRAEY, FIRHESWERESHEEEEANEEEE Abraxane®)Fl
HRAEBAGEWAZEMPKRTHR; M b) FRENEIREEMET. E—%&
b, A RIRIR RAREIMAIR, B, B, wiIFAE 1 MR RAE I
HIEIR . SR HEF BEE I MEREFBEARNR T IR, KIS RMFEEH
. RTEHERRIN AR I AR ERBERBT 2. KERR. KFEnet
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FRER AN R AR,

[00094]  7ZE—ieApfbrf, ZARREERML T VA YT AMA T 3658 M B (N E)
Wik, PR A EATME: o) BRENEEY, TIRAEYREEFEL
IR HEAE AN AERRYETR, 1 b) BRENIULEERF . 7£—%T1
i, AR BB T IR IT AN TP S MR IR W 0T vk, B T A B S T A
a) BXEBINAEY, FRESYARESHEMERMNEE A Abraxane®) M #i4 &
FGEEWmAEA)RNYGKER; 1 b) BREMPIIMLE LSRN E—8ZLF, X7
FHT R EREARE, WHEERBE MBS S T RIFLIRRE . FiRE (N
NSCLC #1 NSCLC). BB EARE (BREEBHEEAEE).

[00095] &AM ELERFNOELEEHFERAGHDI MK, B
Carmeliet and Jain (2000)F 28 FI AR &L . Fill B A2 BFITT LR RAR K AR BFER R K
ARy, AR, (TR A RPTLE £ K. fla, ETEEiE, b
& BURE TR B B AR RS B A T, —MER TR IILE LK
CD 13 ZREEMKE N), H— N HLEHEARLRAE. Nat. Med. 1999, 509):
1032-8., RILE — R B Kk CNGRC-GG-d(KLAKLAK)2, %5 HKP (Hunter Killer
Peptide) B A B MBI . Bk, E—A ik, JLiEA Sk HKP. £
— Ay, HLIE A IR R T HI-VEGF $i4k(dn Avastin®).

[00096) 78 —26Apibeh, AR BIIREL T Wy7 A b 58 R (R E)
M, IR EEEATAME: ) BRENAEY, FTRAdePEBEEaRY
R AR A EE D)WAKRBHR, M b) HRENEABEMEIR, Wik
K (bortezomib)(Velcade). 7E—SeA54L A, AR BIIRME T vay7 AR rh s aE t 2w (n
BRI VE, FIdMEAEETME: ) AUENASY, IREePelss
SEASBER (978 (W0 Abraxane®) AR 5 (I A E B)MALKTRL; 1 b) HHEM
T 1 BRI 7 I B = 4 2K (Velcade®) o

[00097]  ZE—ieApfbep, AR BIIRGE T VAT A b sG55 o (AR AE)
HFvk, TR FERBEATAE: 2 ARENAEGY, FRASVMEESHERY
KA R (N EE B)GRER, fb) BREMET YR, £k,
AR BB T W AME SR BB B IE) I v, R FEERES TME: a)
HHERALSY, AU aEasEErBENEEAMN Abraxane®) bl kB 4 &
B EE ) GKER; 1 b) BRER BT ENUE. SERET IR EREE
AR FHi-VEGF k(0 Avastin® (TR EHL)). Fi-HER2 HL& (0 Herceptin® (H %
BRHLHT)). Erbitux® (PG ZE #¥¥Hi). Campath (FT#$7). Myelotarg (FZ 8T
(gemtuzumab)). Zevalin (ibritumomab tiuextan. Rituxan (F)Z#& HH1)M Bexxar (¥&
FHBLBAHY), 7E—EeARfhr, fLI77IR Ebitx® (FZEHP). E—8LT, Lk
F7 IR 4%t VEGF 5L HER2 KIHUiEZ SMRAIT tEdiik . E—2 b, FH5EH
Fy497 HER2 FAVESLIRE, ST HREITLRRE, WITERE, WBITsMIEL T
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BIFLIRE, FVATT BB IE UL RIAE. £ —A8 bk, AFEATIRT TIME
. BHWHIAE. SMBER TEF MBI B T TR . iR — &5
NSCLC #1 NSCLC). FR#fE. kg, MEARBHERBRELHEBRAER). Fl,
Ak, BAE TR AMES HER2 FEEBUHABREN T, BEEAS
FAMK 125 mg/m> EAZE/ A E A GK TR 4 AP0 Abraxane®), #4423 A, H4
1%, HT4F Herceptin®.

[00098]  7E—utdpfvrf, $RALT VAT ARG B (N RE, 40
FURE R, iR miEaRmaeTMME: ) BRENAEY, MdHEWERES
HEEHEMBAAE A RYKRBRL, f1b) HEMPL VEGF difk. f£E—8&R {4,
BB R ERG K BURL -SRI HT VEGFE H044 5 [F]90461) 40 e 186 75 (151 2 ek 78 40
HKY. BT, EAOKY 10% BEANEDRKATIMER: 20%. 30%-
40%-+ 60%-. 70%-. 80%. 90%EX 100%)MI40HusGFEHEHNH|. £ — A4, K2
WREME., 72, §I VEGF Hith i IR BAGI(HIA Avastin®), 2738
i, SRR EMEE, I B VEGF JiikR IR AHBII Avastin® ). #E—E38
e, HEWFRGKBRF R ES R RS T . f£—2& kP, 5l VEGF
AR EFKIERAT. £ LP, GOKTRA DT R EZEMI VEGF
TiARERE I Bk 45 T .

[00099) 7 —i6AR{bir, $R4ET SIS B EB QN ILARE )
Mk, R TEEEATME: ) BRENAEY, FRAGYEESHEY
FRAERER B RZRERL, A b) HUEMPL VEGF ik, fE—4%H, ARE
HIE R KBRS AP VEGF Sty MG EESE. €2 kd, &=
B RY 10% (BIEFINE L KA TIUER: 20%. 30%. 40%. 60%. 70%. 80%-
90%E%, 100%)RIEER 3l 7E— L8 fhrp, REEMFIBEBEIMELENTTE. £
seAsqy i, RALIEIE B BN k. ST, BEGRRCE. £
A%, i VEGF Hidk i TURBFLI I Avastin®), 7E—2A5 b, RIEHRER
B8, 3 H#T VEGF ik R TR 10 Avastin® ). 7E—2354L P, HEWF K
TR R B KA T £ S B4d, $i VEGF Juikiiid # kit i
BF, LR, GKBRASY P HEZEMPT VEGF Huik#liE e & kit
R%F.

[000100] ¥ VEGF HEMEEFIERFEFIWARLA 1 mgkg EKLA 20
mg/kg, BIEFIMKLA 1 mgkg EKRL 15 mgkg (BIWKATIER: 2. 4. 6. 8.
10 8% 12 mg/kg). £—L4kth, i VEGF HiikH7IE % KL 40 mg/m® 2 K4 600
mg/m?, BIEFIIKL 100 mg/m® Z K4 400 mg/m® (B0 KL FHIER: 100, 200
5 300 mg/m?). FE—HENP, KPR ELE. E—&& kS, Fi VEGF Hifs
B TR BAFL(BI T Avastin®). 7E—EA5 ki, EMELREIZEH B VEGF fiid 2
AR B S (BN Avastin®).

27



200780049054. 5 oo P 3E23/95m

[000101] 4 XBIRA Y HELLMPL VEGF SN ENEIASHE
B K2 1 mg/kg KL 20 mgkg BIIMRLA TFFHER: 2. 5. 10 B 15 mg/kg)
IR BRI A S PRIERIKYA 1 mgkg K4 20 mgkg (Bl KL FIIE
: 2. 4. 6. 8. 10, 12. 14, 16 5% 18 mg/kg) KIFL VEGF $Hi4k; KZ 3 mg/m’
Z K% 400 mg/m® (B KA FHERE: 6. 10, 15, 30, 45, 60, 100, 150. 200
&%, 300 mg/m?)I49K TR 4 &) BERZ R 40 mg/m® AL 600 mg/m®, AFE
FInK 2 100 mg/m? F K4 400 mg/m? (F1 40K T FER : 100,200 2 300 mg/m?)
I3 VEGF #ik; K% 3 mg/m* & K% 300 mg/m? (FII0 KA FHMER: 6. 10, 15,
30, 45. 60. 100, 150. 200 B 300 mg/m*)H KB H AW+ KRR KL 1
mg/kg B K4 20 mg/kg (B KL FHUER: 2. 4. 6. 8. 10, 12, 14, 16 B 18 mg/kg)
()30 VEGF Hifk. TE—8afkrh, S EARHEATMEED KL 200 mg/m’ 4
KBRA ST LR MBS KA 2. 4. 8 5L 10 mg/kg FIE—/ 151 VEGF #1
k. -, BEREEEE. £— %8N F, 5 VEGF fifk R XA H5)
I Avastin®). 7E—EAR T, RIEZHRRESEEH BT VEGF k=2 NS H1(5) 40
Avastin®),

[000102) 7B VLM —L B, EELEPKBRAEYNH VEGF
PUARIR 4 FAME. TEZTIER— 525, FATE T YRBURL A & YR TT 7.
EEIRHKTR A SV ERT DRSS AT REARE, 20BN
1. 2. 3. 4. 53 6 K)ATF 100 mg/m>-300 mg/m* (1411 200 mg/m>) I 4K Bk
HEYPREEE, FTERRARERMEGINER. SAWREER=1X)%T
2 mg/kg -15 mg/kg (B0 4. 6. 8+ 10 mg/kg B 15 mg/kg FIE—MHIH VEGF Hifk.
r—iedrfhrh, SRR EEE. £ %8P, P VEGF HifkE NG5 i
Avastin®). 7E—HAFY R, REHEESEI AP VEGF fiikR IR A5
Avastin®).

[000103) 76354k, BEHRAIKBRAEYHMPL VEGF Hiik gk
Mg MK, Bitn, fE—SAhR, SERAKIRA S WTES TH VEGF Jik
ZEBETRLO—AWMELFHA . =4 O AANBAMHE—MER. R
G, 4T VEGF HiikE>—F—k@IWMEEK), FEZEDKRL 3 Bl 4. 58 6)
. A bR g R R 4 A () A K B R A KSR A &4, B0 Abraxane®)
F09T VEGF ikl in AR ST, B8 Avastin®) Bk & 1857 M— AN mPIEA A T RE
&, BHST 10 mg/keg MG KBR A S HELEE, 85K, S THIAY,
kR — &, R)5LL2 mg/kg. 4 mgkg B 8 mg/kg FIBFHA%E THL VEGF HLism
R, B8k 6 F. Ak, BERREERE. £—8FMAP, Hi VEGF ik
B R B H (It Avastin®). 76— b, EE5EREZEE T S VEGF ik
TR B HL(H1 0 Avastin®).

[000104) 7E—%635{L, 9, Abraxane HIH BN T K4 80 mg/m* K4
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150 mg/m® 2 [d], I H NRBHINERE KL 10 mgkg B KL 15 mgkg. E—
BeA5{,H, Abraxane (BRI KL 100 mg/m?. 7E—L635{k e, Abraxane ¥4
BT E—8TNR, IRENEEHARE=A%T.

[000105] 7 —#£35{kH, Abraxane FF BN T KL 200 mg/m” K4
350 mg/m” 2 4], I H LB HFIEREN TR S mgkg FIKL 15 mg/kg Z A,
fE—6AR AL, Abraxane IEME N KL 260 mg/m®. 7E—L354k, Abraxane
BEZAAT. £—8THP, RRFINARENTKY 5 mgkg MKRY 10
mg/kg 2 [B]. FE—8EH, NEBIPAERE NI KRS 15 mgkg. 8L,
NG ERARE =A%

[000106] 7 —LeAnfbdh, $REET VAT MR MR (e AE, B
AR TiE, FIRHEAEATME: (1) BRENAESY, FddSYaR
SHERENEAEARYKER, MQ) BUENPL VEGF ik, HAHgKE0H
4 AR B BN TR 45 mg/m? T K4 350 mg/m® 2 18], 3 A H VEGF
PFERARE IR T 1 mg/kg B/MF 10 mg/kg 8K T 15 mg/kg /M T 20 mg/kg.
TE—LAF e, GRTRA S YR SR IE R EN T K4 80 mg/m® EXE 150
mg/m” 2 I8, 3 H#i VEGF JEMBEMEN KT | mgkg F/MT 10 mgkg BLATF
15 mg/kg FJ/NTF 20 mg/kg. FE—EAELF, JRREHAEYTECHRNERER
K% 100 mg/m?. E—EALH, JRRBRAGY PR RBERAST. £-8E%
H, ¥i VEGF Fiik S ARE=A%F. -8 d, geKBRAEY+
BB BN T K4 170 mg/m? 2 K% 200 mg/m® 2 I8, 3 HHT VEGF Hiik ]
HMEHKT 1 mgkeg F/MF 10 mgrkg B KT 15 mg/kg El/NT 20 mg/kg. 7E—4&
B, GIRBRASYRNESEEEHAST. £k, KRB A
LY EE BB T K2 200 mg/m® E KL 350 mg/m® 2 16, I HHT VEGF
AR EREIAT | mgke /T 10 mgkg BoRT 15 mg/kg F/MF 20 mg/kg.
FE— AL, GKIBORI 2 A o SR A e 0 K4 260 mg/m®. 7E— AR, 44
KGR A YSRGS =A% T . £—%4P, $ VEGF JiiEEEM A
HE=ZRALT. £ LR FTERE—NM—L3EF, $1 VEGF HiaRAERERN K
252 mg/kg. K& 4 mgkg. K& 6 mgkg B K4 8 mg/kg.

[000107] FE—&AE ik, RZAEELH . £ 22 hP, BHEAE
BEA. E—SThh, EEPRELCEFESGEARAER. £ &M,
AEARANMBEAEL. £—88hF, SHECRMEMAEBRGRBNZ
Abraxane. 7E—L354L 1, H1 VEGF Hifd & MAR B HI(ED Avastin®). 7E—LE2540H,
SH MRS E A MK TR Abraxane, 3F BT VEGF ik & MR RSB
Avastin®), 7E— 7454t 5, Abraxane FIE M BN T KL 45 mg/m® E KL 350 mg/m’
ZiE, FHE NGB ERE I KRT 1 mgke /M F 10 mgkg 3K T 15 mg/kg |
NF 20 mg/kg. FE—EAE T, Abraxane HIE M BN T K4 80 mg/m® KL 150
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mg/m® 28], FAIZAFHEREANKT 1 mgke F/NF 10 mgkg BKT 15
mg/kg 3N F 20 mg/kg. 7E—EAB{H, Abraxane I B H AL 100 mg/m®, 7E
— b e, Abraxane AL T E—ETUF, MERETEEHASE=H
5F. TE—HALF, Abraxane HIEMEN T K 170 mg/m® K4 200 mg/m’
Z &, FHRNRBHFHAERENKRT 1 mgkg B)/MF 10 mg/kg 3K TF 15 mg/kg %
/NF 20 mg/kg. E—LA5K 41, Abraxane #i B A% T, 7 — %44k, Abraxane
BB BN TR 200 mg/m? A4 350 mg/m® 2 18], 3F H ARBHMAERNE R K
F 1 mg/kg FI/MTF 10 mg/kg KT 15 mg/kg El/MF 20 mgkg, fE—&L4H,
Abraxane B E KL 260 mg/m®. 7E—A4LH, Abraxane =L T .
A ik, MRBHBRERHARE=A%T. LR FENE—ANH—8
e, NRBAFHAERE N KA 2 mgke. K4 4 mg/kg. K4 6 mgkg BIRZ 8
mg/kg.

[000108) 7£ LR FVEAE— A —LeArfb b, SEFE R R IEAE. £ —
seAsfh b, EAERILRRE. TR, BIFUARE. SVEURERARE. 8N,
FLAEREBMEIME. E£—LAMF, SBHETLRER A ERRIERN/EE
EA AR (heavily) TUAITI . E—2ea3 b, i 2D it INSCLO). 7
— 35k iR, NSCLC 42 1IB #IF1/8 IV #A3E /40 e

[000109) 76 —46Z54brR, $R4ET AN b IR #5 8 (N LR EE B ) 1K)
i, IR TEEBATAMME: (1) ARENAEY, FIRdeDaETHERESK
FEARE A RARBRL, Q) AXENT VEGF dik, HhgpkBukid &4+ &
EAEREN T KL 45 mg/m? B KL 350 mg/m? 2.0, 3 BH VEGF HiiklH
MEHKT 1 mgkg B/MF 10 mgrkg 8K T 15 mg/kg B/ TF 20 mg/kg. 7E—L4R
W, RN &Y T IR I BN T K4 80 mg/m® B A 150 mg/m’ 2
i), 3 H¥i VEGF HLiERIEME N KT 1 mgkg El/MF 10 mg/kg BUKT 15 mg/kg
BN T 20 mgkg, AT, FRRBRIAEYTREZRNEREIKRA 100
mg/m?. 7E—EAP, PKRBRAEGYPRECRESRAST. £ 2%,
Pl VEGF HiikBEWHARE=AAT. £ ht, FRBRHAEYTREEL
B BB AT KL 170 mg/m? TR 200 mg/m® 22 7], 3 Al VEGF JiiEE B &
M AT 1 mg/kg B/MF 10 mgkg BATF 15 mg/kg E/MF 20 mg/kg. £ — &L,
AT HEYFRESRPEFR AL T. E—82d, FOKBTRAEY R
WA BT K4 200 mg/m® K41 350 mg/m® Z ), 3 B3 VEGF s A
MEHAT 1 mgke Bl/NTF 10 mg/kg BT 15 mg/kg BN T 20 mg/kg. 7E—E847
W, GIRBURIA AW RS bR A K4 260 mg/m®. FE—LAR kT, GKERL4
EMPREE RN Z RS T. %84S, H VEGF JuiEgkEm AR =/
BT o B LR FIERE A — 2, L VEGF FIERHE R E N KA 2 mgke.
K& 4 mg/kg. K% 6 mg/kg Bi K% 8 mg/kg.
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[000110] 7E—LeApfbrh, BEHRRELE. £—2%MT, HEEAR
HER. £—%T 4, EUKREEEFHEAERROER. £—8%4TF,
AEARAMBEAREA. E—%T4d, SHECRMNBAEEB RPN
Abraxane. fE—L6A5{k,th, Hi VEGF §iik2 AL A HL(ED Avastin®). £ —E3540
S BRI AR E O YK BRL R Abraxane, Ff B VEGF ik 2 IR =P (BN
Avastin®)., 7E— 248 {L 1, Abraxane (18 BN T AL 45 mg/m® K4 350 mg/m’
218, FHIRBEHKERE KT 1 mgkg Fl/MF 10 mg/kg 8K T 15 mg/kg Fl
/NF 20 mg/kg. TE—4645{kH, Abraxane KIH BB/ T A4 80 mg/m® E K4 150
mg/m® Z 18, FHIMEBAFTRKMERENIKRT 1 mgkg El/MF 10 mgkg BUKT 15
mg/kg F/NF 20 mg/kg. TE—L5354kh, Abraxane HIH ZE K K4 100 mg/m®, 7
— A5 h R, Abraxane #FRATF. E£—8BNT, THLRGIEEHFARE=H
Y5, fE—BA{hdr, Abraxane KB MEN T KL 170 mg/m® £ K 200 mg/m’
20, FEIRBFRKEREN KT 1 mgke Bl/MF 10 mg/kg BiK T 15 mg/kg %
/NTF 20 mg/kg. FE—EZE4LH, Abraxane B H AL T . £ —L&LF, Abraxane
B BE AN T KL 200 mg/m? & K2 350 mg/m® 2 18], 3 HIMRBATMERENK
F 1 mgkg F/MT 10 mgkg KT 15 mgkg FI/MF 20 mgkg. FE—LZLH,
Abraxane FIH &I KL 260 mg/m®. 7E—LABH, Abraxane BE=F%T.
FE—AR o, MR EREARE=ZHAT. &£ LRTENE - —8%
e, TARBRPUE BRI KY 2 mgkg. K4 4 mgkg. K& 6 mg/kg BUKZ 8
mg/kg.

[000111) 7 BiRTVEME—AN—Ah, WMEEBRESHEIR
. BRUE. ERENRE. EEUENAERSEEYRARE. 2%
W, PEERREBEILRE. £ hh, BBHILERREREE
ER/BREERERKETETH . £—%B0d, BBRENERER LI/ NbE
(NSCLC).

[000112) 7E—&6354brh, $RULT ¥EF7 AN P G 2O (IR AE, Bl an
ARG E, IR FEaBEAFAME: (1) ARENAESY, Iddahes
K4, MQ) BXENT VEGF Hifk, HoHi VEGF FiikiH B 2H Bl R
M B VEGF AR SINE. E—RR NG, K2k S8 VEGF hAFHS
BN S VEGF-A WS, A8k, RERERECE. £ 2%k
i, BERRESBELE. E—BTLP, STRERNAGYREEEHEY
BRRBAZ AN BRNESY. £8P, A5EERINFPKBEERE
SRR AKTR ., ST, BEECRNGKBREESZSRECE
Mgk Bk, £—83F, BREARAERA. E—8&kd, BESRERY
B ARAEARAEA. £%%hY, AEARAMERER. %%k
i, EEEEEMEAEARGKBRZ Abraxane. 7E—AF4H, $H1 VEGF #i
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R TR BFL(ED Avastin®), 7E—E3, SHEERMBAEER B KGKBRLZ
Abraxane, 3t E#i VEGF Hi{ER X BI(EN Avastin®), E—234bd, HHEN
RIZHEFHT VEGF HU4 i 40 40 o 8 58 () oo phom 40 A2 1<) . ZE— &b, =
BRY10% (BEFANMEDKATIER: 20%. 30%. 40%. 60%. 70%. 80%:
90%5% 100%) 140 s s #hh] . 7E— 2R fhrh, BERELHKBAS T. £
bk e, $i VEGF fiikBid S kRS T, E— 23k, EEEMPL VEGF
Pk ERE L Bk 45T

[000113] 7E—ean{hrp, $R4E T MmN i S 38 (i FLIRE 2 )Y
ik, iR HEAEATAME: () BRENAEY), dde&WaE8Es M
() BHHERPL VEGF Hitk, X Hl VEGF HiiEE MERE NI R E KN S 1
VEGF N iESFHE. % THP, E5N S VEGF AR HEIRELLN
S H) VEGF-A 5T, ST, RERRECE. E—2 i, B2k
REBEEE. £—2T 4+, AFEERNAEYRBFEEHEECHRNEAE
ARG BREIA Y. £ 0d, E5EERNIKERER S EZER
PKTRL . FE— BT, BEEERNGRBURL R 2 26 52 I R KRR .
T, BHREARARA. BT hF, BEREREZEF BEAE
HEAEH. £—%%d, ARARANMEAEH. E—8Tlhd, 5FHEL
Y AR B YK Bk & Abraxane. 7E—528 40 H, T VEGF HLf =2 D4R S Hi(ED
Avastin®). FE—%FLF, SHLEERMBAEDNS KPR Z Abraxane, JFH
$1 VEGF HiAR TR B HL(BN Avastin®), ZE—235 b, ZEDKY 10% (BFEFIL
FEHOKATIEE: 20%. 30%-. 40%. 60%. 70%. 80%. 90%EX 100%)HI =4k
M. e Aeihrh, RAMBIHEBIKESN L. -8R kS, RA4EmH
ERBIMR T, ST hP, ESRBIHIERST. £—8Z kT, 7
VEGF HifkBid# bk ifaA F. 83, K2R MPT VEGF Hiid#iEd #
FKHRST .

[000114] % VEGF HJHAEHEEFEBEFI WAL 1 mgkg ZKA 20
mg/kg, HAIEFIIKL 1 mg/kg ERL 15 mghkg FIMRATIERFIE: 2. 4. 6.
8. 10 2% 12 mg/kg). fF—Lth, i VEGF HikmIFI &N K4 40 mg/m® E R4
600 mg/m?, ALIEBIAL 100 mg/m? KL 400 mg/m® (FIaN KL FIMERFIE:
100, 200 Bk 300 mg/m%). ZE—E&AFH, BEREEME. E—8F k), £
R LR, E—5Ahd, $ VEGF HiikR MR A Avastin®), 7E—
SR fh b, Hi VEGF Fiik R AR B HIW Avastin®) I H RS R EME .

[000115) ‘EELMIL VEGF HAMNENEUAEGEHE, HlwKS 1
mg/kg B A4 20 mgkg (Bl KL TFFLE: 2. 5. 10 H 15 mg/kg) M EZHEM K
%9 1 mg/kg K 20 mg/kg (BIM KA TITE: 2. 4. 6. 8. 10, 12, 14, 16 B
18 mg/kg)I$ VEGF Hifk; K4 3 mg/m® 2 K 400 mg/m” (10 KL FHMER: 6.
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10, 15+ 30. 45. 60. 100. 150. 200 B 300 mg/m®)HIEAZ LM 40 mg/m®> B KA
600 mg/m?, AFEFITIAL 100 mg/m* KL 400 mg/m® (Bl KL FIHER: 100,
200 B, 300 mg/m?)AI#T VEGF Hi4k; K#1 3 mg/m? K4 300 mg/m® (BIWKATF
FUEE: 6. 10, 15, 30. 45. 60. 100. 150. 200 B 300 mg/m*)HILEAZLERI KL
1 mg/kg B KL 20 mg/kg (FIIIRA THEE: 2. 4. 6. 8. 10, 12, 14, 16 = 18
mg/kg)I$ VEGF Hifk. E—&Ahd, S ERES T MEZE DKL 200 mg/m®
MR ZE DKL 2. 4. 8 B 10 mg/kg MAE—HIFL VEGF fiifk. FE—83{L
B, BERRECE, E—8T 4, EEREZSHELE. £8P, 51
VEGF itk £ TR H (1)t Avastin®). E—2454L9, $i VEGF Hitk 2 NREH
(B4 Avastin®) I HEAZ R 2.

[000116]  FEZ VLM —LBbd, RAZLMBL VEGF kR4 74
Ko EZFER—LALF, FTHETESEMP VEGF k. BELE@IImEL
B BES BT M — APt A 2 h REH, ELFREFEFIWE 1. 2. 3. 4, 58
6 K)5F 100 mg/m>-300 mg/m* (B4 200 mg/m*) K EAZEL, HATEH B E &
Z (s A 8 AP IREE A =R)%F 2 mg/kg -15 mg/kg (B0 4. 6. 8. 10 mg/kg
5 15 mg/kg FAE—N)MIPT VEGF Pitk. fE— &b, EEEREME., £—%&
B, BEREZHECE., 2% d, H VEGF HiiR IR H(EI
Avastin®). ZE—EA5 s, #i VEGF Hifk R MR H (BN Avastin®) 3 B € KR
BB,

[000117) #8434k, RELAPL VEGF LA T ME. )
un, fE—Eedsiyrh, TR T4 VEGF HiiAZ B4 FE D> —ABImE DSBS
ZA IOA EABANMME—MNEBH. RE, 4TI VEGF k2> —A—IX
BIIH ), BEEHKA3 @4, S 6)AE. EA YW R/ B E
5 4K BRI &, 5140 Abraxane®)F1 3 VEGF Hi4 (1t JUAR B4, 140 Avastin®)
BEAVAIT I — N RBI A 25 5 REHE, S HST 10 me/keg FFKBRA S H I
Bk, s R, WA, FRIE—AE, RELL2mgkg. 4 mg/kg B 8 mg/kg
KB AL TH. VEGF HEBR, 546 A. 2 kd, BEREREEE.
BB, BERE S HREE . £ — %4, Hi VEGF Huig IR HL)
1 Avastin®). 7E—E k4, Hi VEGF SRR TR HLBIIN Avastin®)Ft H R 5
RELE.

[000118) 7E—iedpfhe, HEWFEMRINERENTKRY 45 mg/m’
Z K4 350 mg/m® 208, FFHPL VEGF LM HREN T KA 1 mg/kg FIKL 20
mg/kg Z 8. GE—EBLH, HEMHEERENEREN T AL 80 mgm® ERY
150 mg/m? 2 j8], 3 E#i VEGF HiAME REN T K4 1 mg/kg FIKL 20 mg/kg Z
6. FE—S ik, AAYTREMRRENE N KY 100 mg/m’. E—EAL,
YRR RS T . E—RB Lt A8 EERENENENT XY 170 mg/m’
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FE R 200 mg/m? Z 8, FFEH VEGF ik EREN T KL 1 mg/ke FIRL 20
mg/kg Z I]. E—A L, AEMHEEENEREN T AL 200 mg/m® EXY
350 mg/m” Z.[8], 3¢ H3i VEGF JUEEREN T KL 1 mgkg FIRL 20 mgkg Z
. FE—SAH, RERESHAST. £k, AEYPEERNE
ME KLY 260 mg/m®, E—EA S, EELWE=A%T. £ ELRTENE—
AN —ed ik R, $i VEGF PLAKAE & H KT 1 mgkg BN T 10 mg/kg BRT
15 mg/kg FI/NF 20 mg/kg. FE—LAFH, HT VEGF HiEKAEREN T KL 5 2
K%J 10 mg/kg 218 7E_LRFTIERTE—AN—AR kS, $i VEGF JiiERIHNE
K% 2 mgkg. K4 4 mgkg. K& 6 mgkg. K% 8 mg/kg. K% 10 mgkg. K
%5 12 mg/kg BiR# 15 mgkg. fE—LLF, T VEGF HiikIABEN KL 10
mg/kg. fE—354k ¥, $i VEGF HiAKA M E N KL 15 mgkg. E—EZATF,

P VEGF Bk BHARE=A%LT. £ L& hP, EURRELE. £ &
T, EERELHBEYEE., %3P, I VEGF HiER R (W

Avastin®). £ —L25 40P, $1 VEGF Hiik & AR B HI(0 Avastin® )3+ B EZ L 2%
M.

[000119] 7E—&u35fbrr, $R4E T vaI7 AN b BT B (R AE , Bl an
AR, IR FEERBETAME: 1) ARENASY, IdAGYaR
SHEMENEAE A RYKRER, Q) FRERP VEGF Hidk, HF 1 VEGF
PRI BB A SANEI LN S VEGF AABESHE. FE—BTiF, K
K4 St VEGF AR ESEEEHEN S K VEGF-A S . E—8&k+, 4
IR 2H S ) P R R B AT K2 45 mg/m® B K 350 mg/m® ZJ8], FHH
Hi VEGF HiiA A M EN T RL 1 mgkg FIK4 20 mgkg Z 18], 7E— A,
SR BRI 4SBT B AT KY 80 mg/m? B AL 150 mg/m® 24,
H#i VEGF Hiik M EBN T K4 1 mgkg B K2 20 mg/kg 2 8] 7E—E&4LH,
7K Bk A AL AR I BRI K2 100 mg/m®. ZE—LEAR (b, 4KUR 4
SRS ERS T BB, IRBRAEYHECRKNEHE
AF K4 170 mg/m® B KL 200 mg/m® 2 8, 3 HHL VEGF JUEME UEN T KLY
1 mg/kg Ik 20 mg/kg 2 8], 7E—2A5 kAR, GUKBURIAL & KB el R
BETF. fE—AL R, GRKERA AW T EEERNENEN T AL 200 mg/m’
ZF K350 mg/m? Z ], 3 HH VEGF ik B REN T KA 1 mgkg FIKL 20
mg/kg 2 . 7E— AL, QUK BORI & WP L 5 R S K4 260 mg/m’.
FE— A b, KR A S P RS REE = RS T 8P, 1 VEGF
PR ERARE SRS T. ELRTENE—H—EZAD, $1 VEGF Fiik
MG M E A KT 1 mgkg E/MTF 10 mg/kg KT 15 mg/kg FI/NT 20 mg/kg. E—
weAs (i, $Hi VEGF HiAKIAE M EN TR 5 mg/kg BIK4 10 mg/kg Z 8. £—
A5 {h i, 31 VEGF FUERIANE N KA 2 mgkg. K4 4 mgkg. K4 6 mgke.
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K%y 8 mg/kg. K 10 mg/kg. K 12 mg/kg B K4 15 mg/kg, 7 —Led b,
L VEGF HiikHIA M E N KL 10 mgkg. £, Hi VEGF KA RE
JKE) 15 mg/kg.

[000120] 7E—&fkrh, BERELE ., £— 2B NLP, BEEAR
HEH. £—8ThP, EERREEBRIIAEAERRAED. %% 4F,
HEAZAMBEATRA. £—%84d, EFELREMNEAEDRIRBRE
Abraxane, ZE—254KHF, $i VEGF ik MR HI(ED Avastin®). 7E—E24L,
S B RFIEARE A YK TR R Abraxane, 3 H 3T VEGF ik 2 IR HT (B
Avastin®). ZE—225 {4, s, Abraxane HIE BN T K4 45 mg/m® &K 350 mg/m’
208, HEITULBAFHERENT AL 1 mgke Bl K4 20 mg/kg Z /8. f£—H&%
W5, Abraxane (1763 E /T KL 80 mg/m? B KL 150 mg/m® Z.[A), FE IR
FMBEMEN T KRS 1 mgkg FIKZ 20 mg/kg Z (8], fE—245{hH, Abraxane H]
HREHKY 100 mg/m?. 7E—&35 L H, Abraxane #iFFEAST. FE—LZLF,
Abraxane 18 M EAN T K4 170 mg/m* T K4 200 mg/m? 2 8], 3 H LB HLIE
BT RY 1 mgkg FIKY 20 mg/kg Z 18], fE—2648{k 1, Abraxane #% 5 R
AT, fE—EAELH, Abraxane 1H BN T KL 200 mg/m® E A 350 mg/m?
2z, #FAITRBFIHEREN T KL | mgkg FIKY 20 mgkg Z[A]. L3
fh.¥, Abraxane BB WE N KL 260 mg/m®. 7E—EA{LF, Abraxane # =)
BT, fE—wBN, MERFRBESHEARS=RA%T. € LRTENE—THN
— s b, DUARBEHLAE BB I KT 1 mgkg Bl/MF 10 mg/kg BRKT 15 mg/kg
3N F 20 mgkg. E—8LLH, TREFRKNEREN T KA 5 mgkg BIRL 10
mg/kg Z ). AR LF, TURBTHRE N KL 2 mgkg. K4 4 mgkg. K
21 6 mg/kg. K% 8 mg/kg. K 10 mgkg. K4 12 mgkg BKLT 15 mg/kg. FE—
weAsih i, TRAFIERE AR 10 mgkg, E—HB4F, TRAFIRER
B KA 15 mgkg.

[000121] 7E—A5{h e, Abraxane BB HEN T AL 80 mg/m’ BXRY
150 mg/m® 2 ), 3 H TRBAHE % E N KA 10 mgkg BAL 15 mgkg. £
seAs Ak R, Abraxane [ 3E I A4 100 mg/m®. FE—EAF{LH, Abraxane #
AT, E—BEAF, NERETEEHRARE=RA%T.

[000122) 7E—26454{L ), Abraxane IE BN T K4 200 mg/m”> EKL
350 mg/m? Z.18), 3FH IRBHHEREN T KY 5 mg/kg FIKL 15 mg/kg Z[8].
fr—EedF{fh, Abraxane B NENKY 260 mg/m®. 7E—LAFLH, Abraxane
WERAT. 8% hF, R AREN TRKY 5 mgkg KL 10 mg/kg
2. fE—A R, TURBFAIKERENKA 15 mgkeg. E—ETMLF, K
BHBEEHARE=A%T.

[000123] 7E LR P ik — A M — AR b, SR IOR R, 4 —
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seAn b oh, EAERILIE. iR, WFIE. IEERRARE. 2Rk,
IR R EBEIAE., £ T W, B ERER AR KT REN/EE
AR K EREIT I fE— 2250 ep, Il =2 3N it (NSCLC) . 72— &4 {b
NSCLC £ B #IF/8% IV #3E/N 0 i .

[000124) 76 —46354b e, R4 T HHIANME T IR R (0 ALRE R B
ik, FIRTEEEATAMME: OBRENAESY, MRAENEEEEECK
MEARE B RGKBR, MQREMEML VEGE ik, H$i VEGF HLEMHE K
BRAZENHREHKN $H VEGF RNESFHE. 88, BN SN
VEGF AR ESELEEHEN S VEGF-A MBS . %3P, gKRBRAE
YR BN T K4 45 mg/m? K4 350 mg/m® 2 18], 3F A3 VEGF #i
KB BN T XY 1 mgke FIKZ 20 mg/kg Z 18], fE—8Z0F, GIRBUR A
SRR EREREN T K4 80 mg/m® B K4 150 mg/m® Z 18], 3f AT VEGF
PRI UEN T RZ 1 me/kg FIKZ 20 mg/kg 2.8 FE—LARNF, FRKBR
91T BRI S B K4 100 mg/m?. 7E—ARIL AR, GUKBURLAE AW
IR RS T . £ WELF, FRBRNAEYTELERNEREN TR
170 mg/m® & K% 200 mg/m® 2 8}, I E I VEGF HiEHKBEBEN T KL 1 mg/kg
B k4 20 mg/kg 26, 7L bHd, KR ST REL KSR ES T .
fE— A5 ik b, GURRBURIALS Y T IR E ME AN T K4 200 mg/m® KL 350
mg/m? 2 8], 3 B4 VEGF HifkiiH BN T KL 1 mgkg £ K% 20 mg/kg Z[A].
TE— A5 ik b, GRRBRIA AW SR RIE MR N KA 260 mg/m®. 7TE—S5& 4L
th, KT SR SRS RS T . AR, HT VEGF Hidk
HFHARS=AST. €LRTERE—AK—EZ4S, 1 VEGF FIIEHNEX
BHAT 1 mgkg B/ T 10 mg/kg BUKTF 15 mg/kg $I/MT 20 mg/kg. 7E—HAR 4
th, H[ VEGF FAKE HENFKRY 5 mgkg FIK4 10 mg/kg Z 8], 7E—L3{L
dh, $i VEGF HiEIME R E A KA 2 mgkg. K% 4 mgkg. K4 6 mgkg. K48
mg/kg. K% 10 mg/kg. K% 12 mg/kg BAZ 15 mg/kg. 7E—L384LF, #l VEGF
FARIE 2B KL 10 mg/kg. #E—E3F4H, 1 VEGF FLEMEMEAN KA 15
mg/kg.

[000125)] 7r—ueadpfbrf, REHKEREE. £—2% 4D, RIEERE
&N, T th, SEREECEFARAEOIRAED. ST,
HEARAMBEAEA. E—8Thd, SFEERMEEEB NPT E
Abraxane. 7E—35 4L, $I VEGF HiiAR TUREEHL(ED Avastin®). 7E—24H,
AL AR E 90K BN Abraxane, FFH$T VEGF Fif i IR A FL(ER
Avastin®), 7E—£25 4k, %, Abraxane I BN T K4 45 mg/m® £ AL 350 mg/m’
28, IHEIRAFERENT KA 1 mgkeg FIK4 20 mg/kg Z 8. 7E—L3%
.1, Abraxane fIE BN T A4 80 mg/m? B KL 150 mg/m® 2 8], FH H J4RH
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HIRBERENT KD 1 mgkg FIKY 20 mg/kg 2. [8]. 7E—&45{k 4, Abraxane K
HREIAL 100 mg/m?. 7E—LFFLL A, Abraxane B AL T. LT,
Abraxane BB BN T RY 170 mg/m® B K2 200 mg/m?® 2 18], 3 H TR B HHFH
HMENT KLY 1 mgkg I KY 20 mg/kg 28, 7£E—A4LH, Abraxane #5 M A
#F. FE—354L, Abraxane FIH BN T KL 200 mg/m* KL 350 mg/m’
28, FHIURBRFHNEMEN T KL 1 mgkg B K2 20 mgkg 2 18], 7E—&4F
{hH, Abraxane I & H K4 260 mg/m®. 7E—A8{L R, Abraxane #i& =)
BT, 8N T, IMRRFIESHASRE =A% T. £ LETENE—-TK
—sAsfh e, TUREHRERE N KT 1 mgkg Fl/NF 10 mg/kg 3K T 15 mg/kg
B/NF 20 mgkg. FE—EAF, TURBRHIHEREN T KL 5 mg/kg FIRA 10
mg/kg 218, e T, TR HIRAEREN KL 2 mg/kg. KA 4 mg/kg. K
2] 6 mg/kg. K#J 8 mg/kg. K% 10 mgkg. K& 12 mg/kg B K% 15 mg/kg. fE—
searfh s, DURBAHRE R E N KD 10 mgkg. £ P, TMRBEHHF R
B4 KL 15 mg/ke.

[000126) 7F—i645{L, 1, Abraxane I BT KL 80 mg/m> & K4
150 mg/m® Z 18], 3f B DR BH A BE N KL 10 mg/kg BRKA 15 mg/kg. E—
$eZ5{h R, Abraxane (B WE I KA 100 mg/m?. E—L35(LF, Abraxane #5
BAF. E—%FLP, NRERESEHARE=R%ST.

[000127) 7E—4675 (k1 , Abraxane B BN T K4 200 mg/m® K4
350 mg/m” Z 7], 3F B IR HHEREN T KL 5 mgkg KL 15 mg/kg Z [,
#E—A5{L 1, Abraxane HHNE N KL 260 mg/m?®. AE—EAF{LH, Abraxane
WERAT. E—%iF, NERFNEREN TRY 5 mgkg FIRL 10 mg/kg
20, AL, DRAHINEREI KL 15 mgkg. E—ERLF, K
BHREEHARE=A%ST.

[000128) 7 iR i mfE— M — A8 fh e, MBERB REBIEILR
. HRANE. BRENIE. EBUNEERERHEARE. £ 8%
W, PR RESEILRE. ESTd, BBRETRER R ERRE
EN/EEERETGIT M. £—S0d, S84 RNEREBE AR /N0 Kt
(NSCLC).

[000129) AT, RiBERIMEELLEN P VEGF AN HES
HERAFAERS (BFEA RS F/EEsMmEl. RP\XHMERTIER
REUR O AN, HEEAHR, BN YR, UETRE\EGRKEREILNEST
SRS TFAMAEEN, XEWERNTEL T ME. 2R ALH, WMEITFERN,
RBEHRINVE LN SH VEGF BEME A TEEELRNGING, i
WM. ALBRFR A REA - 5E2pi1k VEGF RIAM/EEMBIR /> VEGF (fin
VEGF-A) RZXM/BUEENE. 8B hd, ATFEAREHENGIME, £4
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M. BRBFAP VEGF REF/EESEE MRS A EDRATINER: 10%.
20%. 30%. 40%. 50%. 60%. 70%. 80%. 90%. 95%E% 100%. 7 —L&A{t .,
S EEF 2 0T DUE AR A 20 B 7 v A A ST IR 1 7 2 e AN/ B E B it
MEF,

[000130] 7 —L&35{hA, EYRBRAEYT, BT EE, BETH
PP EE £ P b IT . XL R 2 LT R AT LR AN B T B T A R R B R LST
Flo AR TXEHAMHTF. HEAE LB EE.

[000131) 7E—2eA54hrh, R4 T V97 AN o 958 R B9 (A0 AE ) B 7
%, IRTERIEETIME: o) AUENAEY, IRAEYEHEEHEELEM
BAFAAEEA)RREBNR; b) BARENTARBYZERUY, i, &
PEARIR); o) BIREFAERMRKRMER), £, RETHTMEPH
FMERRNERE) M %, BEATME: ) AUENAEY, FddEaYaR
SHERENAE AN ER (I Abraxane®); b) BN ERTAEDNZE 2
¥, B, FREMIE); o) BRENEREPAERWEMER). £—L%4F,
KAEATHTRHEERTOIRE. fl, 83 d, B4 THRFAME
JE R S/ 9 M BIE I T i, BIEA TN 220 mg/m® B E/ AR AYKBR A E
M)W Abraxane®), 4 2 A% 2000 mg/m® FHGALIE, 92 BA4F: M 50 mgm’®
FMBE, § 2 AST. £ 84S, RETHTHEEL T AMET IR
Fik, I TAME 175 mgm® SRR/ AR A GKBHA A YW Abraxane®), &
2 4T, 2000 mg/m® HFEME, 2 AAT, M50mgm® RFEE, §2 A%
¥.

[000132) 76 —4e25 4k, 4R T VAT AMA v 3G 58 4 5% (W B E ) I T
%, IRTERIEATAME: o) ARENAEY, FIRAaMEEEHESKN
HAEBAMAEBD)NYKER, b) FUENETHRAREFH), M oyariE
PR (L#-HER2 #i44 (20 Herceptin®)F1$i-VEGF HLE(N Avastin®)). 7E—235 1k
dr, R T IR AMA R I PR BOR (VR T ik, BIES T ME: 2) AREN
HEY, FiRESYaEeE S MR EE A NKBR(IN Abraxane®); b) HH
BRETHRRIGEH), )BT HEPLEHI-HER2 Hidk (i Herceptin®) 31
-VEGF k(I Avastin®)). fE—A54he, ARFFEMATHRT FIUEMER: BN
ABE, BREARE, BBERTRHIRE, MEER NSCLC ikl
NSCLC). ZE— A5 {0 h, $R48L T IR MEF B BRI 77 i%, B4 TME 75 mg/m’
LR/ AR B YR B A S Y(In Abraxane®)FI£4A, AUC=2, HH®HA%ZH, 4
T3/, &% 4 AREY. £—8Thd, AFETEEERASTH 2-4 mgke K
Herception®.

[000133) 78 —eA4pfb e, $RELT V87 AN vh3 5 1 B (AR ) I 7
%, IRTEAESTAME: ) HRENAEY, FIRAEYERFEEH LN
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BHEEBEAMAZEDWGKRER, b) ERENETHNARWFEH), MokER
B (40 Navelbine®). 76 — 27840 T, 3R4L T V497 4Nk 38 58 M SR (R ) B 5 1%,
BEATFME: ) EREMNAEY, HMRMEYEFBEFRECENEREANSK
k(W Abraxane®); b) HUEBMETHMER R, M )KFELB(W
Navelbine®), 7E—L3{brp, AJ5VER T 1697 il

[000134] 76—4eAp{bh, AR BIERHE T VAT M o 3G 58 M 5% (A iE)
Kk, BIRFEEEAETAME: o) ERENAEY, FIRASWaESHEY
FeREAR 50 A B E)GRKRIRL b) ARERGATIn BB c) B
KPAERMWERTER). E—STHF, RRKFRME T HT AT B E R
(ERE) M A%, BEBATME: o) FUENAEY, FiddaWailiadm iy
WA R [ 0K B b) B R E SR BB )M ) BHRRPIERGL
BETER). £ —%Td, KFERTHTREAARE. 88 kh, A%
R TR B T B B SL R LR . B, E—ssZeqbh, RALT
VAT AME REITLIRE T, BEA T 260 mg/m® REE/AERAYKBRAE
#)(4n Abraxane®), 60 mg/m? 1% E W HEHM 600 mg/m* F @B, HH®2 A%
21K,

[000135] HEALER 1 PREE. B, E—L&d, RETHETD
RPN T 5, IR EEEA TAME: o) BRENAESY, iiddE
WAFESE SR A% GO 9KRBUR (I Abraxane®), b) BRER . E—L&
BF, KFELARE, ST MEEUEN Herceptin®. 7E—38{krp, REETH
FAETEBEIIRER TS, BFRATME: o) AUENASY, IRAEY
AFESE RSN EE QMK SR(n Abraxane®), b) HREM T AR, F£—
seAR iy e, AT BT AME TR R AE N R R T, BES T AME: a) B
EMASY, FidASWaREssEBMARANKBR(N Abraxane®), b)
HREMFH.

[000136] 76—&A5fkh, RETAEY, MBRASGYEBEFEELLK
(R, ZFEEERE ortataxel)FEAE A (40 H & B) A URL I 2 /b — 7k
HeWFR. AR E ST LEEERERNEZRAWT R, HTaT g
MEBR (EAE) . 72— AL, WIT IR KA S ATUE W TR A S AFAE, BT
RFEBIENA RN ERL. 224 d, KRERETHEFIENAS
YIFI A 3B N E D> —FHE ST 7B P [F 48 & Y (synergistic composition), FridH
RENAESYABEEESCKR WWEEE. £EEIZEEE ortataxel) K ZK KL . 78
—seAsfhrh, HOEALST RS VEGF Hidk (Bl MAR AT, HIn Avastin®).

[000137) 7E—263pfbrp, Ak BIIRAL T A F VAT S5 Mg (A ReAE )Y
HYEEY, TRESYRFESHEEEENEAEAQBEER)RGKBR, HF
Bk B FE A 35 R F/BAR GRS F B0 — R EHT . E—2AF, kYR
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T ATFGT SRR ) M MA &Y, FRAEYaETH, HFp
&N RS RN R/ B S T A EY), IR ASYEFERAESEMEAERW
HEB)RGIRENL. £—E2bT, REHRMT T EZENPRBRA &M
EHE-MILENTRIMAEEY, T RN/ 4N LG T R (e
%iE)o

BHHR

[000138] GHEEH LM KRTR A EWAER AP ARBRAE
)AL ST AT LA B S (B, RV B 45 24) R/BRAR AR AR (B,  AREESE 26).

[000139] 7E 4825k, GRFURA & YRMLT RI(EIEARSCTR KR
PRALIT AN R F . WA AT AR RING 2, BWELENL T4 15 49
(¥ Bt 180 [R] B PO 45 F 4K DR A S AT ), WAZ T4 100 5 8L 1 0B ME
i ) JRI B . 425 RIBT A 20RS, GRBR 2y AT T VR SR —4A
EYh@n, &8 9KBRI AL RIS YNEE S T AW (B, g0k
FRaSE—NEEYE, WIReSES—HE6YTh). Hlm, EEEMmLTH
UEETEBEELHHARNGATR R —HEYS, HPHAEYHH—L
KR AR E N AER, a0 TN — S e gk B B 74T A2
HEE. ARPZENEEIFENAEY. F£ST0d, KRB PEHE R
k. FE—8AR g, 4eKBURA &9+ MRy R R 528, "7 LLS %
RHIB L AL T B E .

[000140) 75— A5{bheh, YKBikiA SWFLST FIASS T A3CTH
HIAIE“FALRLA 25718 ALY 15 230k L b B (8] 18] B 25 T g oK BURL 4 & ) R R 2 Al
WIFH, WL 20, 30, 40, 50, 60 4P ELFEPPMHE—LLE. ATLUES T
KB A WENITH . KPR A EMAT RaASESTFRASYT, BN
U AEESER AR REEF.

[000141) 76— L34k R, K BRI & AT RIS T - IFATH, B,
W8T K BRI & P 0 (B NS AT R R B E S . fE— 2R, 40K
Tk 4 S YR FIRA T AR IFATH . Fln, FE—wfid, S TFHTRZ
B LA THXRBRESY. BB LT, EATHRBEHAEY AL IS
FALT . XA EFHFATAAZ AR REEAT A KRS 2 AZE 8 ARTEEA,
EIWRY 4 F.

[000142) RIBAHEALR AN, 7T ETENRES AWK TRAE
WAL RIS 2580 . 244 FFAZaRT, AT LA LA [ (045 245 3 22 B )R] f 45 T
YK BB H S WAMLITH. i, TSRS TS AYHPRBRAE Y,
AT R A 2R T U SRR, fE—884kd, 7T LUN A& 259K Bik
FO/EEARTT 70 B A 4 3o SRR ORI o ST SRR T ) 5 o 1 77 R 2 B R AR B L

40



200780049054. 5 o 1 3E36/95m

.

[000143) ATUAN FHAHRIM A i R EA R A R 7S T 4K 4
ST FE— AR O T RIFHA 25 FIAHGR 5 24), LATISEHA & B LBl 45 7
AR A ST RIEE R R Bln, E—8ikd, gKBRAsd T
ST RINEELRRA 1 1, £ hd, EEHATEIEZ 0.001 &
Y91 ZAF1Z] 1000 BLy 1 2 18], B4y 0.01 2L 1 Z[EF 100 By 1 Z 6], f£—L
i, KB ASYFRNEEERATRANERLE RATIERUT:
100:1. 50:1. 30:1. 10:1. 9:1. 8:1. 7:1. 6:1. 5:1. 4:1. 3:1. 2:1 1 1:1., FE—4&
AR, GKBRA S YRR EATRIMERLERYTIER L E: 111,
2:1. 3:1. 4:1. 5:1. 6:1. 7:1. 8:1. 9:1. 30:1. 50:1. 100:1. & EH e tuHl.

[000144] LR/ BALIT FIRI BT H R E D LB L F)E T 2MeE T
F—AFNEFEEONE. Rk, -84, UHTERNPRBREASY
T PR/ BAIT A T . <TIRT BURTIRITHIE, Subtherapeutic amount)”
W IETT K FURTI8IT 7K, subtherapeutic level)” Z2IRIE TR EME, B,
ik B A T B Sh 44 T 9 K Bk 41 & W i 2 A/ BT RIRT B R AR . %%
BT LA ZE S SE 25 25 P 45 F (0 B ok R LR/ B 7R 1 58 I B) B4 T B B R I R (P
IRHSE).

[000145)] 7E—&Apfbrp, AT W MAITH, LMEFEBDEHERNGT
BT AR R SR YN IE BRI BB KR LA TIER: 5%. 10%.
20%- 30%. 50%. 60%-. 70%. 80%. 90%ERE L. LT, 5T HIKMKL
WA R, LME{E1E EEAE R YT RE B BT B AL R B OE R 2 R
ZEAHTIER: 5%. 10%. 20%. 30%. 50%. 60%. 70%- 80%. 90%ELEZ .

[000146) 7 —LeA5fkrh, 9K Bk 4 AW H R AT IR S
B T & B AR IE B AR AR . fE— ek, URBURA AW
B LT R3S LW K, ENRRRAIK P A T E—2Akd, 4K
gk 48 & R/ BR AL T FIBOF B K KR TSI MR K FEMTD). Fla, 49K
R 4H A R/ BAL ST R A BART MTID M4 50%. 40%. 30%-. 20%E% 10%.

[000147) TTULN A ARSCATIRHI4A 2575 R (administration configuration)
MRS . AR KBS VEIT T LA EEAT, SESH BT TR B,
WIF . RIEIRST . EEVATELIAITTBRE AT, WA, BAEREEHEERNH
B REERINTT U677, DL SR/ B IR 5m & g -

[000148] I AATURE B AN BB, T FIMEEREREUTEE
KRBT PRARRE, HPrfigemadssHelTResnsh. R
VAT R, TRERAEFERM. LR, Sk, BTLABLERRK
LA TAIT A

[000149) < 3CHTIR B4 K BOki 41 &9 7T LB I 2 Frg 248 TN (n
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N), i BA, SIEEIKA. Sk, BN, FR. 20, ’A. BA. LA,
SEN. KT BR. BABEE. i, o7 LLEERAS TAKBRAE S,
DAMEGIT IRRCE R R . AT LA A &I 7 WP R i T 44k . PHZE PR SR
R, BB, STREMREMRLER. £—8a g, BKNATARBR 4
Y. E—BELT, Z2OGFHKRTRAEY.

[000150] 45F 40K Bk 4 &40 1045 25 SR B T BB V6 7 O 1 ORI
Boar BARER. —AMREHAHHERAR/RERRT, SRS TR 54
W, 754 AL T 3 8 (three out of four week); B=FB—IK; BHRALT—
R BRSY, £3APAET2HA. AR 1.

[000151) 49 KR4 &4 B R AZ Be 37 26 BEE BR -5 V8 7 19 BUR
WVaIT I BRI AL, FIBNI%E ST B R, anxy BAREIRKIE T
BT R . 4K BRA SR IRER (E— ST REREE)FREERR
AFEELRRT AL FFERE: 50 mg/m?. 60 mg/m?. 75 mg/m*. 80 mg/m*. 90 mg/m’.
100 mg/mz\ 120 mg/mz\ 160 mg/mz\ 175 mg/mz\ 200 mg/mz\ 210 mg/mz‘ 220 mg/m’.
260 mg/m® 1 300 mg/m*. i, HKBRAEY T ELERFBERTUE,
DL= A7 R4 20 N 100-400 mg/m®, LVE R T RA T N 50-250 mg/m®. 5
W 1.

[000152) 4 P4k Bk A& EZE/ AEBPKBRAESY, Bl
Abraxane®)) — AN RIEHEA L H ZEFFERRT: 100 mg/m®, &L T (weekly),
TERE; 75 mgm?, FALT, 74 FAFAT 3 A 100 mgm’, FEALT, #E4
AT 3 E; 125 mgm?, BELT, £4AFAET 3R 125 mgm’®, BAST,
7€ 3 AHRATF 2 A; 130 mg/m?, BALT, TiEM; 175 mg/m®, BFHE—IK; 260
mg/m®, GFHA—K; 260 mgm?, F=FA—K: 180-300 mg/m’, H=/; 60-175
mg/m?, GALT, TIAKE. shoh, TLEKRA TR RS T RE THEY
Bt (CATREEREIRIT).

[000153] 0 kERASWELE/ AEOHRBRAEY, Hlw,
Abraxane®)FIE T 25 (K BE & 1497 HURIEHA T RABERRT, 125 mgm’,
HEALT, 7£3 AHAT 2 A, 0825 mg/m® Xeloda®, HHLF: 260 mg/m®, &
58—k, BN 60 mg/m?® .48 B W B E A 600 mg/m” FRBEBEME, % H—IK; 220-340
mg/m?, F=A—K, K4, AUC=6, =F—iX; 100-150 mg/m’, EEALT,
4, AUC=6, B=J8—K; 175 mg/m?, SFH)JE—K, 1 2000 mg/m* & bR
150 mg/m? HFEE, BHEA—K: M 75mgm®, BALT, £4ADET3IA,
m-E4A, AUC=2, ®RE%T, £ 4 AFET 3 A,

[000154) 7E—iedsfhch, IR | PHBHEMAA TR, K TEEK
K Bk &P AALTT 7] o

[000155) 7E—SeApfbrq, AT T MAT AR, ke
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BATAME: 2) EREMNAESY, FIRAAMEESHELK (MELEHNEER
FGKERL, T b) FHRENES—FELEHTH, W1 PHE 1 2 351THK
i, AR, GRBRA ST RINAATURINE 1 81 23517
FRREEAAR TR, %P, BETHT MM EBEARER T,
GEAIEATAME: ) ARENAEGY, HRAEYMEESEEL R (WMEY
O AEARYKER, by ARENDRDO—MEEWHITH, R 1 H5E 2. 4-8
N 10-15 TPTR M. 78— 245 b, GRBURIA & WFILST RIS 2T LU IR 1
5 2. 4-8 F1 10-15 AT T RRIEM R T 5 -

[000156) 7 —6A5fbrh, 4L T VAT METIRATLIRE R 53k, Pridds
BAEATME: 2) AUENAEY, RAEYWERSEEE R (IWETZE)N
FEARGKRER, b)) ARENES—MEEHTH, WR1$H 1M1617
FriRfit. FE—As bR, gk AEYRAT RIS AT ULEIME 1 P 1 M
16 ST TR R BT . fE— 82, 4 TIRTMEF IV BB T
%, AEATAME: o) ERENAEY, FIddaWEReHELR WRELE)
FMEEARGKDHR, b)) ARENES—MEELTH, mE1 5 3THE
., fE—EAR i, GRS AT RIS AT LR IR 1 158 3 Tk
HRSE TR

[000157) YE—iedpfheh, $R4ETIRITAMETERBIG 0L T R FLARE BT
%, IR EEEATAME: a) ARENAESY, FIRAEYEFESHESK (W
SHEOR AEANGRER, i b) ARENEL—MEEWTH, MR 1 58
18 & 24 TR M. 75 —LeBbrh, Gk BUA S YRLT IS  URWR 1
i 18 B 24 T RN REM S AT %

[000158) 7E—2tApiheh, R4 T 3T MAE S H BB T I SLARE R TS
%, BB AEATAME: ) ARENASY, IRAEWEBEESHE RS K (W
SEEEMAEANYKER, b)) HUENES—MEEHTH, mE 1 F8
25 7 35 17 TIR AL, E—A ik, GRKBRA ST RAINSATTURME 1
5 25 F 35 TR RIS T &

[000159) fE—seAdbibrh, RA T VT MER IR TTE, Frid kR
IFAME: 2) BARENEESY, FIREEYARSHEY R WELEHNAEH
Mg BRL, F1b) BHAERED—FEEHITH, R 1 H5E 36 = 48 7THTIRH.
FE— AN, YRR AT R AT LR IR 1 hEE 36 & 48 4THT
RRNEMEHT R

[000160) 7E—ibAs{brh, REET VAT AMET NSCLC(HEIEHR M NSCLC
F— NSCLOMN I, iR FiEaFEEs T iME: o) ARENAESY, ddE
YRS SE R (WESE)FAEARGKER, f1b) ARENEL>—FHEE
WITH, WK 1 558 36-40 A1 42-43 ATFTiR4E . E— L85 fbr, KB4 S YA
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LESFFIBZE 25 AT LLR 08 1 P8 36-40 1 42-43 AT iR ARG A TR, —&
bR, RET TR AR BN TE, BESTAME: a) B
BRASY, FIRAEYMERETARER WELEMBEEDRSKIK, M b)
BRENEDS—MEETH, WK1 PE 4 THRE. E-E/bT, FIRB
KA SWALT FIRAHATLAURINE | P 4 ATHREMGH TR, E£—H&N
i, BT AMET SCLC WA, TR miEaiESs Tk o) ARENAS
), FriRAEWAESHEEEKE (EEEMAEARNGKER, b)) FREN
EHO—FHEMTH, WF 1 PE S ITHTIRE . E—WB LT, FKBRAEY
FLFTFRIME T LR INE | 58 48 1THTRPAMA A TR,

[000161) 7E—26A5fbrp, 4L T VAT AMEP ORERE T IE, ik iiEa
BATAME: a) BRENAEY, IRASWARESHERER (WEEZEMB XK
E K ER, A b) AUENED—FHEUITH, mFR 1 P 49-52 7TPTRH.
TE— ARV R, QIR A S AT FIA 25 0] BUR ISR 1 28 49-52 AT il
MMERIA AT

[000162] 7E—26354brp, R4 TIRIT MEF KBUER 7%, Frid ikt
FBEFAME: a) BRENASY, HRASYARSHEEER WMELEMAK
MR B, 1 b) BRENEDS—FHEWITH, WK 1 5 53-55 THTEH.
fE— ek oh, gk BUR 4 A WAL FIR A 25 AT LR IR 1 38 53-55 TP
EERO R

[000163) 7E—2tApfhrh, $RAET W7 AME S0 (BIE R H1 S AR’
Fik, FIRHEAEATME: ) ERENAEY, FIRHAEYAEEHEREK
(B EAE QPR Bk, M b) ARENEDS—MELEWFR, WK1+
5 56-59 4T PRt fE— LB, gRRBURA SWRLIT RIS AT IR |
i 56-59 TR i BB A 2T & .

[000164) 7r—asibrp, BETHTMPRARBEREEBHERS
ERNE, IR TEAEATME: ) ARENAEY, IAAENERETH
Bk (NEEEREEERKER, Mb) FRENEDS—MHEBMTH, W
% 1 P 60-63 1THTIRME . 7E— 23R kR, GUKBRA S MFMLIT RIS 27T g
NF 1 1 60-63 TR B MAEMEH TR

[000165) 7E—ieApfhrh, RELTIRT MEPHB S M ERENITIE,
iR T EAEE TAME: o) AUENAEY, IREAEMamaaESR WX
KE)R AR EKSH, b)) HUENEDS—FEEMTH, MK 1 F5E 64
TR, E—SAS b, KB H S WRLIT AT LUR IR 1 23 64
T RVNEHTE.

[000166) 7E—Le7nibeh, 4L T METRIRER %, Frid s
FEOTAME: 2) HRENAEY, IRAEMERSEESR WELE)MAE
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HIGKBRL, 1 b) ARERNEDS—MHEMSTH, WK 1 PE 65-66 T4,
FE— L (b, KU S AN LTT RIS 25T AR W3R 1 H258 65-66 1T Biom th

WAERIA AT E.
* 1
T A HRIFIR wFoTia pE 353
5 STRE
1 | ABX+FE4+ |ABX: 100mg/m® 55 1. | Bl | BARE-FHEIP KRB
Herceptin® | 8. 15 A(D1. 8. 15), | HER2+ LB (ABI-007).
qdwkx6; LR carboplatin™
Carbo: AUC=2, 1. Herceptin® I #ARF5%, 1
8. 15K, qdwkx6; 5 HER2+FL AR 1
Herceptin®: % 1 J& 4 —RE &IBST
mg/kg, FTBKEE#A 2
mg/kg
2 | My ABX | ABX: 125 mg/m?, %M | /8 Abraxane®B 2534
(+Herceptin®) | qwkx3/4 FLE | 7 UK, AT %
MBC(ZE HER+pts H, Jif
Herceptin®)
3 | ABX+Navelbin | L1: ABX: 80 mg/m’ IV #19 | -1 8ARF5Y, 48 ABX+
e® (+G-CSF) | Nav: 15 mg/m’ fisE | Navelbine®, S HEAS
L2: ABX: 90 mg/m’ A G-CSF, £ IV HAFLIR
Nav: 20 mg/m2 & h
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/m2
B 7KF qwk
4 | ABX + Xeloda® | ABX : 125 mg/m®| 3%t |11 H—% ABX+ Xeloda®
qwkx2/3 FLARE MBC R ¥
Xeloda® : 825 mg/m2
¥ 1-14 K, q3wk
5 | ABX+EHZ%E i | VIHRE, ABX M
FLARRE | Doxil®HF MBC HnFR
1] PK
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6 | ABX+#Hfl | ABX: 125 mg/m’ b | BEVL IR, B
% Gem: 1000 mgm’| FLEE | nab(GIKBH EEAL
qwkx2/3 E)- BRI B (nab- L2 F)
H5EBMIREES, £
H HER2 [AMEEZ I,
FRIE I B
7 | ABX+ulf#k L2y 2 /11 34
B FLEE | Abraxane®+GW572016
8 | ABX+hIIA% | ABX: 100 mg/m? B | ERARAERET, 2
Jé qwkx3/4 FLIE | ROARBIIAE BT 8
AW B I T 1000 JRAL KR ) T A S 18
mg/d x2 R IR, HAEEAF K
Abraxane®Ri 45
9 ABX+FEC | ABX: 220 mg/m’ FLIE 1EFLARE
(+ Herceptin®) qQ2wkx6, BEJG4T Abraxane®, WG4 T
FEC: 4 ™R ¥ + FEC(& Ak +
Herceptin® , M F Herceptin®)i I H1F AR
HER2+pts) IRE Y
10| ABX+FE4 | ABX: 100 mg/m> qwk, | ##¥E | Abraxane®, Avastin®fl &
+Avastin® | & 1. 8. 15K, FLRE | HEZERSEBELL
4. AUC=2, qwk, |(HER2-. | JMERETH LIRS
1. 8. 15K, ER-. PN Z AT
Avastin® : 10 mg/m?| PR-)
q2wk
11 | ABX+Avastin® | ABX: 130 mg/m® qwk+ | #BH | =8 1K, £—%
Avastin®tt FLBRRE | HER2-BAYE MBC £&
ABX : 260 mg/m’
@2wk+  Avastin® b
ABX : 260 mg/m’
q3wk+ Avastin®
12 | ABX+Avastin® | ABX : 125 mgm®| ¥#Y¥ | BB, Abraxane®Hl
qwkx3/4+ Avastin® I 5 | Avastin®, 7EF—% MBS
‘:F‘
13 | ABX+Avastin® | ABX+ Avastin® qwk bt | BE#4 | L T HRK, &
Taxol®+ Avastin®qwk SRR | kAN "2 MBC ¢, 34T

EYEER RS T
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14 ABX + HRYE II #1, Abraxane®5
Xeloda®+HI i AR | Xeloda®FNhrie & 8 Bk
e &, BTHBEARE
15 | ABX+#7M | ABX: 3000 mg/m?®, %5 | ®#4 HE 1T AR
Vi 1 X, q3wk, ALME | Abraxane®5 % PO,
PRI 1250 mg/m?, FF—% MBC
# 1. 8K, q3wk
16 | ABX +RAD001 MaHAZ. | UIIBARFS, Abraxane®
fRf | 5 RADO01 Bt 7EHR
HRLERE T
17 | ABX +Sutent g eE | 1 HIRFSY, Abraxane®Bf
4 Sutent®

18 ABX AC+G-CSF q2wkx4 B | JLARME- | Abraxane®, FIEHEH
+HACHG-CSF | 5 W | BT, BT REER
(+Hereeptin®) | ABY 260 mg/m?, q2wk 152

x4 (%T HER2+pts,
+Herceptin®)

19 ABX ¥ B % 4 AC+G-CSF | FLIRME- | Abraxane®Il HIRER M
tACHG-CSF \p5 /5 ABX (ot F| B | (piloty¥Bhike, 7EFLAR
(+Herceptin®) HER2+pts , s

+Herceptin®)qwk

20| ABX+AC |AC, Bf)5 ABX: 260 | JLBYE- | WBFREREFMNRE

mg/m* HE
kb

AC, BEJ5 Taxol®

Rx K& 16wks

21 ABX AC @2wk, BEJS ABX: | FLARJE- | Abraxane®H) IT ¥ & %
+AC(+G-CSF) (260 mgm® +G-CSF| #Bh | ERRUHMBMA, &

q2wk, Rx K 16wks FL AR

22 ABX FEFE AC, M| LEE- | REREHDIBETR

+AC(+Avastin® | ABX (7 HER2+pts ¥, | %
) +Avastin®)
23| ABX+AC | AC, BJS ABX FJLE- | BIG RK: FEXE
q2wk B q3wk i Bh 54
brvEsH BT
24 | ABX(ABI-007) | AC BfJ5 ABX q2wkx4 | FLIRFE- | I HA-RER MR, TP
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+AC+Neulasta® B FBFEETENZE
P: ACx4—ABI-007x4
Q2 J&+Neulasta®-1F Jy 4
BT, R
JERIEE PR v X 2 A
25 ABX ABX : 100 mg/m® qwk | AL | I ARFSL, HiBILIT
+FEC(+£Iercept x12, BEJG S-FU: 500 | HARLAR | MH4RB RS T 9KBR
in") mg/m? q3wk, B-P | ABRESAINELE
RWEZ: 100 mgm®> | By | (Abraxane®), BEJFAR 5-
(& # Herceptin®) B & FURMERE . KPIEE.
B . 75 mg/m?* (3T HBEWLIZ(FEC), 7ERER
HER2+pts , ™ H Bk, 1A L AR 8
Herceptin®)
FBEBERE: 500 mg/m’
q3wk
26 | ABX +# M | B 1. ¥rimBh: VML | FLARE- | 1AL, RIB %R
BHEMEE | E: 2000 mg/m’ABX: | #B) | BhEFAMIE, REWEER,
175 mg/m?®, KNER ABI-007(GEA), 7ER#E
50 mg/m” q2wk x6, e 3 B ¢ M 3L AR
B2, #iBh: MR
2000 mg/m* ABX: 220
mg/m? q2wk x4
27 ABX + ABX: 260mg/m’ q2wk+ | FLERE- | I H% P05, Hibe
Herceptin® Herceptin® , B& J5 | #iidbh
Navelbine® +
Herceptin®
28| ABX+F# | TAC FUARE- | 3 BREYLAIBESE I
(+Herceptin®)+ | tb s | R, FEBMLIT,
AC AC, FfifF ABX+FR4tt e s
AC, FlJ5 ABX+F4+
Herceptin®
29 | ABX +F#/th | ABX: 260 mg/m® q3wk | FLARE- 11 #5r4i Bhitie,
= x4 FiihBh | Abraxane® I EAhiE,
Xeloda®850 mg/m?, % 1E J5 SR i HA SRR g
1-14 R q3wk x4
30| ABX+F4# | ABXgwk FUARAE- | VI BAREE, HEEBnibsy
(+Avastin®) | FHH qwk HiE) | (NCT), SRS THKM
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+  Avastin® , & ¥ %2 B2 (ABI-007,
HER2+pts Abraxane®) Bt & F 4
Avastin®, ZEIWGHK 1111 £
GE
31| ABX+F#1 | ABX: 100 mg/m? qwk | FLARE- | 1L HARFSY, RS T N
+Herceptin® | x3/4 FHE | bl PEBEG AL T
+Avastin® | £41: AUC=5 ZHHH. ABI-007 F1E
+ Herceptin® M, YERNFAREETT,
+Avastin®, 7 HRE2-neu H:H# 1
4 FIF#Ax6 FL RS FhoR
32 | ABX+#IHE | ABX: 260 mg/m? g3wk | FLEREE- | HREMHHEENAR, B
Jé R R 1000 mg/ K | ¥ikEBh | & ABI-007(Abraxane®)
1 GW572016(HhL A% JE)
33 [ ABX+F#4 | ABX : 200 mg/m® | FLERE- 11 $%T i BhIR 5,
NS q3wkx4 BiaEBh | Abraxane®FIR MBI,
Xeloda® 1000 mg/m® , 75 5 3 i BA L s e o
# 1-14 R q3wkx4
34 ABX ABX: qwk+Avastin®B8 | JLARE- | [T HIRE, REBEKL
+Avastin®+AC( | = A qwk+C B H PiidB) | Abraxane®, WAHEAM
+G-CSF) =4 H Avastin®, BREF B R
Taxol® qwk+ Avastin®Ff FIABEWEAZ N G-CSF
J& A qwk+C & H
35| ABX+AC | ABX, BiJE AC AR | 1 AT ER, A
P R R IE 717
36 | ABX+E41 | ABX: 300mg/m?qg3wk | —& | JFBEARIE R,
+Avastin® E 44 : AUC=6 q3wk| W] Abraxane®, KA
Avastin®, 15mg/kg NSCLC | Avastin®, 7E# ISR
4 4R JE /N L R
37| ABX+E%# |Ll: ABX: 225mg/m® | Ml 1 AR BRI,
12: ABX: 260 mg/m* | NSCLC | Abraxane®f1-K41, 7EH
L3: ABX: 300 mg/m* R /N0 B
FA%l(cohort)1-4: ABX:
q3wk
FA%) 5-7: ABX: HH
BAY 8: 75 NH T HRE
FEHME EE AUC=6,
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q3wk
38| ABX+E# | KHi: AUC=6+ABX It | —% I1T #33E H-NSCLC —£&
+4A: AUC=6+ Taxol®: | NSCLC Epad
225 mg/m2
39| ABX+F#1 | ABX:100mgm? 55 1. | —% I HRE, BH
8. 15K, NSCLC | Abraxane®in-K41, F—
£41. AUC=6, qdwk £ NSCLC
1B ABX: 125 mg/mz,
1. 8. ISR
40| ABX+FE{ |®BAE NSCLC
+Avastin®
41 | ABX+F41 |B 1. ABX:100. 125. | JiifE-ik I HAR5, R4Em
150 mg/m?, % 1. 8. | HIEH: | Abraxane®, BEAME=
15K, qdwk, sk | RBTEER, 7EREE
B 2. ABX220. 260. SR R
300. 340 mg/m?, q3wk
B 3. ABX 100, 125.
150mg/m*, % 1. 8 K
€41 AUC=6, TEFTH
1
42 | ABX +H At NSCLC | Abraxane® 5 # Fi it i B
EE ABX Avastin®Bt &
+Avastin®
43 | ABX +# ik NSCLC | IHHi#%, Abraxane®5
NIz H Pa AR &
44| ABX+F4 |ABX 225 . 260 . s | UILHARFSY, Abraxane®
+Avastin® | 300mg/m’ K40 AUC6, T
£ AUC=6 Avastin® (br¥E 3+3 1 #A
q3wk+Avastin® ¥it: Phil: 40 pts)
45 | ABX +Alimta® | ABX : 225 . 260 . il VI $R R
300mg/m* q3wk Abraxane®+Alimta®, F
Pemtrexed: SOOmg/m2 F — 48 NSCLC
q3wk
46 |  ABX +li%H i | VI #AiR%, Abraxane®
boga, B NSCLC
47 ABX fiE | VI BT, Abraxane®.
+Navelbine®+
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J5i4H Navelbine®F)fi44, AT
YRIT M HH NSCLC
48 | ABX +E4# | ABX: 300mg/m?q3wk | SCLC [ II #3iX%, Abraxane®All
F41: AUC=6 q3wk R, R
il 2
49 | ABX+F41 | ABX 100mg/m? | SREUE | I13AiR3&, Abraxane®f
qwk=3/4 8, EEREINEE
£41: AUC=6 th
50| ABX+F4H |ABX: gwk GRS | 1 HARFSL, Abraxane®/
ABX: q3wk K41, FHTHRIT %I
£41: AUC=6 B i
51| ABX+F%1 | ABX:TBD, ABI-CA034 | 5i SiJE 14k, BAEZER
54 (debulked)iF MHAL . <
Taxol® 175mg/m? %1 AUC6+ABX EE4A+
4. AUC=6, ZEFHD Taxol® 175mg/m’
& K. ERREE #F
I
52 | ABX +Avastin® | ABX:100mg/m” SpEE | ILEAETSY, DURSPLA
qwkx3/4 Abraxane®, ERBHEK
Avastin®:10mg/m2 M. ABIEHUR R R
1wk 59 S8 3 8 A A
B T
53 | ABX +5-FU+lil | ABX: 281K, SLFUE | AR RS LS
el 5-FU: 750mg/m* &, II#1, Abraxane®fl
CIVX5 5-FU FEHEC &
Fi4E: 75 mg/m?, 1
K, B XRT/FA
54 | ABX +5-FUHi | 5-FU: 750mg/m’ KFE | ATUIRKRELH
£ CIVx5 %, 11 #8, 5-FU F4H,
JF4h: 75 mg/m?, %1 AR %A Abraxane®
R+ABX, #HE 1R
b5 XRT/FAR
S5 | ABX +PHZE Sk FiyE I #A% B.0ikie,
K77 Abraxane Bt & U2 5

P, ERFRIEEE
KB — LR IE T
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56 | ABX+&HH% | ABX: 100mg/m’ SRR | TEIRRS, BHEREKE
% qwk Abraxane®, 7ERR K4
FEWER: 5-40 mg Fl g
215
57| ABX+¥b4f SEfksE | 1R, Abraxane®#
(Satraplatin) D4R
58 | ABX +3576M | ABX: 180. 220. 260. | e | I#3iR3%, Abraxane®H
iz 300. 340mg/m* q3wk SEARIE & AR EC S
P Mk ¥E . 1000
mg/m> , ¥ 1 RKME 8
X
59 | ABX +%3E¥ | ABX: 100mg/m’ R | TR, S
Jé qwk 3%3/4 Stk | B Rl EEgUkEkh, &
HEHRE, BHT 58 Abraxane®@i 4T
1000mg/dx2
60 | ABX +Avastin® BEFEME | I BAFFSY, Abraxane®F
B | Avastin®, ERBHERS
] E-3 s
61 | ABX +Avastin® w2 | Abraxane®H Avastin®,
9 YERST B R RBR
BB
62 | ABX+F4H BERPE | T BIRF, Abraxane®Al
mamE | R, EEBHEEREAR
5 B
63 | ABX +Z&#13E | ABX: qwk M | 11 #98F5, Abraxane®Bf
Je-+FR4 B AR 2-19 R mtaE | AFRERMENIER, &
F41: AUC=6, £ 1K ] RN RARRET
64 | ABX+E R B %% | 114585, Abraxane®Bt
b g B H | & Xeloda®, ATEE®R
5 (£ | MBS g ERE
T R | PMLUATEZELRTHE
W F 4 &
¥ 9T
o T
W oL
B W
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7R W
J&=)
65 | ABX +& WMt | 44 BRMRE | IS, Abraxane®Bk
i EE MR, 7ERERE
i
66 | ABX+HETUMl | ABX+7 Ui FEMRE | I RS, 7ERRR
R tt T
7 P4t
67 | ABX+HLIMLE Abraxane®Bt &1 1M1 5 4
A B FEFII Avastin®
68 | ABX+E A Abraxane®Bt &% B &
A5 I G Velcade®
69 | ABX+EGFR I Abraxane “Bt& EGFR )
Gilbl #1740 Tarceva®™

[000167) WASCHTFHM®IME 1 91), ABX &35 Abraxane®; GWS572016
A5 hr 4 B (Lapatinib); Xel 2 15-R I MIER Xeloda®; MR AHLHEFR N Avastin®;
M 2R P FR N Herceptin®; pemtrexed HMFRA Alimta®; 79Z#E BHHIRNA
Erbitux®; 5 JE8BHHR N Iressa®; FEC 18 S-FURMELE . 0B XA BB Bk
&, AC RIgW4E B WE R IMABEEEI MBS TAC ¥ FDA HAER 4B FLARTE
7%, RADO01 RISFEMEZATEY: NSCLC RIgIE/NAMITE; SCLC &I
o it

[000168] A SCATHIBIN, X 1 F1), AUC RIGHEZ& THE; qdwk
B84 4 BB 1K, 3wk BIEE 3 AAZ 1 X 2wk ZFEE 2 ASHA 11K
qwk 2IEE 1 A, qwkx3/4 BRIEEA 1 kA%, 4T3/, B4AAE
qwkx2/3 BRI | kA%, 4T 2/, B3 ALET.

507 MFERKBE1EIT

[000169) 53—, A KRWIIRALT WRIT MBI (RIE) 7%, B
BHBAEE RIS WT, - BTaBA TEERETIREH RSN
GRTRHMBAERE, HIRT BB A/ERFAR.

[000170] +7E—33{kh, HiEEHE: a) FET, BFRETMEES
Yy, PRk A& WaFESH A B R E GBI E AN A EB)GKERL, Fb) 26
VA, BRERT. FABERS. £ ihd, EERaEEEFES (WA
HE), E—8A N, $IATERT. EEEND, ETHRTRETA

[000171) 7E—&6748ikrh, HiEEHE: a) BT, BBE&TMAS
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Y, iR AEYEBEEEECEMAERSNKER, Fb) 08T, BT
FARREAEG. £8P, FBTRBUT. 8%k, BHITETF
K. 8 F, LEB/AEASKBRAFHEEAKRTY 200 nm. FE—L
Bihd, BEB/AEAPRERNAESYER EAS G0 A S )R EE R
Cremophor). 7E—&AFb, AAYWHHAEEASELENERIEY 18:1 BE
AN, I 9:1 BE D, FE—SAMLT, REBAKEAEA. E-BR kT, X2
B/ B AR BRI E R ERAKRTZ 200 nm, FHECE/AERHAEYES L
REEAE)REIF RN Cremophor), 7E—EAh T, KB/ HEBPKBR
MEHERAKRTZ 200 nm, FHECEAFEEAER. £—2FWLT, 90K
Ki4R &Y% Abraxanc®.

[000172)  uKBikid & 4044 25 ] DAZE U FI/BRTF R Z A1, U A/E
FARZIE, BEBREFH/BRFERITHET. G0, Gk A SWRST T LLER
SR/BRFEREITFZABZE, WEESHEHE, E—Bdkd, HRTNE
TYAIT 2 I B TR BRI AR K AR R AL B ABUR /AR AR e 0 A A T
HBESVER . BN, KB ASYTFRRER (WEZE) R LIEBUN A/BFA
ZHIZ 1. 3. 64 9. 12, 18, 24, 48, 60. 72. 84. 96. 108, 120 /)N HI4EAT
WAL FE . 53 ihd, gekBRA &Y RS F/EFRZTA 9 L
TATF., A8, gekERE S YERSTR/EFRZEA 1. 2. 3. 4. 5,
6. 7+ 8+ 98K 10 RFPHEMRLATEF. £ AT, GIKBRASDPRIR
it (EEE) EREA/EFRZEL 1. 3. 6. 9. 12, 18, 24, 48, 60. 72,
84. 96. 108 T¥ 120 /N P MEMII A LA T4 T . fE—2Bh, H THETHR
BE, WREHEEKE, HPERRGTHRELREILA.

[000173) A0 BHBUNERSHERE, i, v, X-SH&EMBER)
TR VR Z R . % R TN DNA SRR, s
AUV B E, WLER—FIEPRITEN, REERESETREPL—
RE/NFIESATHE . ACE RIS BTEENLG 1 24 100 Gy, 8, Flm,
Y95 =41 80, #4110 E45 50 Gy, BiZ 10 Gy. BREFTUES ST RFHH. B
o, HFEATLEIESEIN 2 Gy MEx 8. HEERENFIEEETU 22
, FHAKHT FIAL 2 0 32 HIRN R S AR A O SR T ANGR .

[000174) 4780 L4 R P s vk R AL 3R, R 28 AT LA S 8 R U e o7
PEBARIBEE, K BUN AT R BALN., SEMBUHEERARSFEEA
BE?& 211‘ 14@%\ 51%\ 36%;7“‘ 57@&\ 58%—&‘ %ﬁ”\ ISZEU.\ %67\ 3/§=(\ ﬁ‘ﬁ 123\ ﬁﬁﬂi
13 g gy Sion), 2B, 8K PR P B technicium™™ FI/EAZ *

[000175) 7E—L635fhth, ¥ B HARSTHEMBIAME, UUIE T8 L4
Rya T 1R B BT Ak SR A & P B (R RN EE A ERKREDSS
FHULE: 5% 10%. 20%. 30%. 50%. 60%. 70%-. 80%. 90%EEZ. F£—
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AR b, A TFHABRASYTHEBHEL, R EMRABITEERSE
HARSH R EH A EREEDLATINER: 5% 10%. 20%. 30%. 50%. 60%- 70%.
80%. 90%BFE L. & — AT, GKBRASYTHRESK EZE)MBES
(770 B0 b Bk R S 5 1 A S B O A B

[000176] 76335 {b b, BEAA T HRBUR A &Y NES Va8 77 7= LB N
FVER . fE—SALH, PR AEM PR RZE)LL 90 mg/kg K7
BFHSTF IR, EHL 80 Gy BHS TRHIK.

[000177] AXFHRKIFEREBEIRA, L2 alimom i gy x
K. YIBRF/ERBR . MBI ARRIEMEZBRMENED . BRT HEVIR
K2Hh, FRBGFEAEHNLFR. PHEFER. BAREMEMBEHFAR
(micropically controlled surgery)(Mohs FR). tHEBRHXRFAR. EITHLBIERERA
L=

[000178)  J8UF Fl/E T AR AT AFESS T HIT FIZAM3EAT . Hltm, BT LLE 56
U TFAME S BRI AR B A S E D> — P EWT R, FEJE R8T M/E
FA, AEEHs, T LAE S BOT /SR FARIBITAME, RS THKERIA S
ZEo—FMEEATH . HEdAabhEE,

[000179) BE&LIF 44T B BT A T QUK BRGNS T REE
M F 5T R/SFARKESE T .

[000180) 7F—utArfkrh, RIFE 2 FHBMTMAN TR, BN
KBk 4 A MR ALY S U BR A 4R T

[000181) 7E—&eAsikrh, R4t T W7 A& NSCLC W75k, Frid ik
A% a) BT, BEATMAEY, IRAEMERSEECR WAL
WM AR AR SR, flb) 887, SRR, WR2PHE 1 ESATHHR
B, AR, YRR A S YRITRIA T LLER 2 PRIE 1 £ 5
TR R RIS TR

[000182) 75—ieApihr, $R4E T WITAMEP KBUBR 7%, FRRTiEE
¥ a) B8, ARBATIMASY, FIRAEWEESHEEEK WEEE)
MEAFZERGKRER; b)) 87, SRS, nR2THE 6 ZIITTHRE
#t, fE—edshrh, GUKBUR S YRLT RIS TR LRE 2 THIZE 6 £ 917
PR AT 25 2 07 2.

[000183] 7E—iedffheh, R4 T T MEPBIRER T %, FTdTiEE
¥ a) BT, AEATMASY, FIRUGYAREEEER WRTE)
FMEBREMGRER: 1 b) 347, BFERE, Wk 2 PHE 10 TR,
fE— LA r e, Gk BUR 4L S ALT FIBAE F T LLR 3 2 TR ISR 10 1T AT K
HUHR.

[000184) 7E—iedrfheh, R T IRITAMET B BB RTTE, Bridds
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BN 2) BT, BRBATMEAEY, TRASYMERBREEELK (K
EEHH AEAMGKERL: Fb) 580697, BIEBE, WR2 FHE 11LATHA
Rt B, KB AEWRMIT RIS FRILER 2 TR 11175

RBRRAH TR
*x2
75 | BE (58 I RIFE WFRIGITRE | TR
1 ABX+HBU5 NSCLC m 51 \R& %,
Abraxane® Bt & i
5
2 ABX+ R4+ NSCLC v 8 R %,
Abraxane® 1 & A
BRA A
3 ABX+RHA+HE | 1 AR ABX/~4 | NSCLC I 8% W7
%He, BEE 283 (chemoradiation),
YA R ik ABX+ 7£ NSCLC #
TN
4 ABX+F A+ NSCLC Abraxane®/ £ 4115
g , B B
Abraxane® +85T
FEIIT#H A&B PS2
NSCLC B ¥
5 ABX+F4A+5 | ABX qwk+E 4+ | NSCLC 1T #ARF
B, BEfE ABX
3wk + 40
6 ABX+1BU 3L Fh e Abraxane® 1E h 1
SHgALY), ek
E
7 ABX+ 7Y % i # L 39 11 44, Abraxane®
PrHBH BEVEZE BRI
A
8 ABX+ £ #1|¥#5: ABX 135 | LIUE VIl #ARFR, NMH
+5-FU+ ¥ 5§ + | mg/m? qwk +F4 Abraxane® f £ 4
i &x) AUC=2, B Ja H4T BATHSFHT, R
2T . ABX: J& B B 45 F &R
100 mg/m” W . REMR,
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5-FU: 600 mg/m’ Abraxane® Fn
BEM: 5000mg IMRT, AT/
BID i 3 Sk B
9 ABX+ £ 4H|ABX : 20-50 | AEREEEASkm (1 ) K B,
+Erbitux®-+5 | mg/m® qwkx7, F | i Abraxane® Bt & £
=% . THEE B
Erbitux® : 400 IMRT, 7EJ& & i
mg/m> 5 7 K, 3 Sk 30 % R 4 e
250 mg/m?* qwkx7 S
£ 8. AUC=15
| qwkx7 IMRT
10 | ABX+#H PEfIE+ | qwk JB& R BENLAL 11 S5,
TS 5 & 78 MR
Abraxane® 1 4}
ET, BT R
A JE e
11 | ABXHB5H+SST BV | VD B3 Abraxane®/
JEA R TBU B
FF 8 V) & /GEJ
T e R ) B

[000185) 7E—4vdsihrh, ARRBIRGETAVAEY, BEEHRIMK
CnESERMEAE B S E Q) MAKINL, AT IT B RR (nEE), 3
v BT B LR SR AT, BT . FARBEAE.

TGS

[000186] A< Bt R4 T W tEiaT & RUTRE\ETEMLE A TR
WP AMEESWHITE, RRASHEBEHEELR WELE. SRHRTEDR
ortataxel)FVE A (1 B & B AR TR, A EER TET T EEREM
AR RECIERBNMES (configuraion). B0, E—HAMF, FTTEH
T80T S E P BRIR (AR AE) -

[000187) A0 AR WHEMA TR R, ERAERABKER T
S T, T N BIRTAR YT 18 T B0 £ 500 1) 2R 0 A8 ST BOK T 32
FIE O R A “FFYE MTD B 5] 75 “brUE MTD 7 %), TS+, AT
75— R MR A B A4 T 5B b MTD B[R 3R 4 T AR BUREE R R
FIE. BT, KB EKEITIRA 27 R K RA/ERE, RN
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BARERALHERLI. — M, WA RPRTERESHTTES TRREEK
WAMEE IR 2 . A SRR 442 (maintenance dosing) B8
YA /K A% 25 (chronic dosing).

[000188) 7 —2635{bd, RUETATAHAEYK AL, MRASWEES
HEMENSAR O AR ARIKRER, HPERD 143 HIRS T PKBHR
WEY, HPEBRAHZANERAZ T4 1 B, FEEPHFREHN PR
F B RERAERE T ENHBE K ZHRRML 0.25%F L4 25%. £,
RETATHESYNT S, IRASYEREEHERCEMAEORIREN, K
hZER/D> 1 MABIRA TR BRA Y, HPBREAZHMPRERAZ TA 1
B, 3tEEDERA N MRS E R ERA ST RN B KN ZHE K
25 0.25%FE 4] 25%.

[000189) 7i—itAsiheh, MIRA R GIKBRA W TR (%
EEFIBET KA FIVER: HRAENEEAAR LR, EMERAKHHHHER
Mk (EZEDE MTD ) 1%, 2%, 3% 4% 5% 6% 7% 8% 9%.
10%- 11%-. 12%. 13%. 14%. 15%. 18%. 20%. 22%. 24%5} 25%. {5457
)RS PE NS RIS I T B DS A 2SR . B, Abraxane®fI4E Gi4h 2R
HERE=AKNEE, B, S=ASKTHAED.

[000190) 7F—iedsfbr, MRRAHMESI (WEZE)FER MM
MTD {H %) 0.25%% 4] 25%2 8], &%, #iin, FN MTD K2 0.25%ZE4) 20%-
Y5 025%F 21 15%. 241 0.25% 24 10%. £ 0.25% 24 20%. FIZ 0.25% 24 25%
th AR RS . FRIR AR S5 A 25 I A) R B2 A2 4% K MTD (B2 CLAni, B3 7T DL A4k
BARANRESHBIE. Fl0, 2 Abraxanc™% ALK =A% i AR 4 F i)
MTD {H &4 300 mg/m’.

[000191) 7E—iAsfbd, U TATAEYNTE, FIRAGHERES
HEE RS A0 AE DRPKRTR, EREED 1A FHIRS FRBR
MY, ERFRAHZAKABAZTA 1 B, FEETEREHGNHELH
FEBEREA 025mg/m® B4 25 mg/m?. FE—EEAH, RETEHTAGHRTIE
IR AL WAESEEZEANEREANMATR, KhEEZD 1| MTANRSTH
*BRALSY, HPERAKZANANRBAZTA 1 A, FEXPRBREHGNK
SR B R Y 0.25mg/m” B 25 mg/m’. ,

[000192) 76 —ie5fbrh, HRAHMESE (WEEZEFEBKT RS
FHAERE: 24 3. 4. 5. 6. 7+ 8. 9, 10, 11, 12, 13. 14. 15. 18, 20, 22,
25 F130 mg/m?. HiN, ERLEEZE)MFEER T UL 0.25 mg/m® 4 30
mg/m?, %3 0.25 mg/m”> £4 25 mg/m*, £ 0.25 mg/m? F4] 15 mg/m?, 45 0.25 mg/m’
F# 10 mg/m? FZ 0.25 mg/m” L 5 mg/m*.

[000193) 49K Tk &% HEEEWELE) NS AR EHED
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BTFEDLKATIMEE: 81K, §A2K. A3 K. BA4K. 85 K.
A 6 AR 1 k. —h, BIRGAZRKRBIREDTA 1 RE, FlindbTRY
THER: 6. 5. 4. 3. 281 H. A5, BRAAZRIKIRIERIEER.
i, TTUER. 82 H. 3 H. 84 H. §5 BREGRAHTES. 8%
e, TTBALMVEH 2 k. B H 3 REERMRH#ITHEA.

[000194] A< SCATIR KT PEA 257 AT LATE —BOE KRR TR B N RE K,
WAL 1A B EEL 3 E, i, AHFRATUERATIVERRPNIEK: 2.
3. 4. 5. 6+ 7+ 8. 9. 10, 11. 12, 18. 24. 30 f1 36 NA. —Mh, LA
R A Al .

[000195] @M REFHELKEAWMELE)KNERAETLUR
FHRIEFRUE MTD 25 250 1) 3% . ZEAR R A IR R 48 T R i B . 7E— B fb
I RS T KA R BRI B ST BUR FAREFRAE MTD 4525 A& |
FEAR R [ BY 45 T I S B

[000196) MiiZ¥f, ASCIREMBSORN TEEIK K, HFERES
TR M SRR T & ANEME MTD WA, AT 2507 BT HE MR
Py 3 EL BRI b R R B AR A 4 2 ANV A 45 24 1) R N 45 S i 8] B 7T
WA — AT, BT SR S SHARME MTD B B) 2 15 H DA SEER B A i AR 45 24
D

[000197) 7 3CHT R (9 A 1 45 25 77 32 AT LA B R oy S S AR 00 109
57, REEBLSET RN, WAXHIRKEBGRT . E£—%d, TEtkE
P R LLSBIEARME MTD FRATHHEEHLMBTREEHLES. “B
£ 8% 45 & (combination or in conjunction withy” B EkE, AR P TEHRIEL TR
B 5 O HSLYA T bRE MTD 7 £ RN 3T, BURTE ST T IR Z [RIREAT DL4E
HESEITF MR AL, B E TREmsiEEK, RNALERGA
FEERMEEZ T —ESETITRINEE . B, ERVIMER MTD il
2J5, AURATEESHTE.

[000198) HRIEA ST IR I ARV A 20 5 AT QKB A &) 7T LA
BT LR BT AMEGN), mEE S, SEFKA. SR, MR, £0.
A, TR, LK. SER. BT, BR. BASREE. B, TRELRAS
THRBR A Y, LMERTTIRR LR . HEYE UUE TR WIREN, dnAT
SFofedk. MRS R. WE. XUEMIERRLRRE. £—ER LT,
Z AT YRR HEY -

[000199) R4 T —&RF M REERL.

[000200] 76— ik, IBETATFAEVNTTIE, IRAEHEES
BN B AR SR A (0 R DGR ERL, P EED 1 A A RIS T ARB
ey, HPERAHZENRAZTS 1 A, FAEPEREGNRSEK
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FIERHBRERAH T RNBE K ZRENL 0.25%F 4 25%. E—8&LH,
EEREEAR MW ARA) BN, ST d, BRAEAMEEENERRTK
ATFTHMEE: BXMZHER 1% 2% 3% 4%, 5%. 6% 7% 8% 9%. 10%.
11% 12%. 13%. 14%. 15%. 18%. 20%. 22%. 24%5} 25%. 7fE—A{k,
WAL B DA 1. 2%, 3x, 4x, 5%, 6x. 7x (B, M H 1 )T HREEME
B, AL, SRAAZRKABETRATIMER: 7H. 6 H. 5 H.
4F.3A. 201 H. £—&3Fhd, EEREZDORATIHERRINEBEA
BF: 20 3. 4. 5. 64 7 8. 9. 10, 11, 12, 18, 24, 30 M1 364 H.
[000201) 7E—seA5ibep, IR TAFHEWN AL, IREEHEES
BN EEANIRTR, HRERED 1A ARBE NS TRRBRAEY),
HhSREHZANEEAZ T4 1 &, FAEETEBREANPEZEAERR
WBELA T ENENHZHERNL 025%E 4 25%. E£—8RhF, BIZE/
B B9 TR AR KT 24 200 nm. ZE—835 (b, R/ HEANK
WU 2 A WA B (A8 R IE A Cremophor). 75—, A&
YR AEESSSBMERL Y 181 BUEMR, W4 91 HEK. &%k
i, ¥EBAARAKAE. £ R, KER/AEAOFKTRKFHERA
KF# 200 nm, IF BB/ AEAASWER EARE @A &) R
Cremophor). 7 —e45 (b, K2 EE/ 5 E H 4K BRI F B EARA KT EY 200 nm,
3t EEMBANE AR, £k, 2KRFRAEYE Abraxane®.
[000202) 7E—iedpfbe, |ETATAGYNTE, IRAEHERES
R BAR TR (1 R DGR ERL, JREZRD 1A A JIRS T ARE
May, HhBRAHZIHMEEAZTA 1 A, FARTFREAN RS
FIE R 025 mg/m® £47 25 mg/m?. E—ETH, BERAHARAERBWH
EH). E—EE LT, SRABHEEHEFRETRATIES: 2. 3. 4.5, 6,
7. 8. 9. 10, 11. 12. 13 14, 15, 18, 20. 22 125 mg/m®, AL, &
ERUEDS KA TINEEL T A 1x. 2%, 3x. 4x, 5x, 6%, 7x (8, ®H 1
W) GBS, SRAHZFKRRETRATIER: 7H. 6 H. 5H.
4H. 38, 2HH1 B, E8BkF, EPHEERDSKA T IR RBA
P 2. 3 4. 5. 6. 7 8. 9. 104 11, 12, 18, 24, 30 F136 ™MH.
[000203) 7F—uedpfbeh, REETATAEYNTE, FRdEaWaEs
HECBNARANGKRER, HPEED 1| MARRATHRTRAEY, K
b RA 2 ARG AZ T4 1 8, 3 B P BRAANKELRANERS 025
mg/m® B4 25 mg/m®. E—EALF, FEB/AEAPKBRAFHERART
%1200 nm. 7E—EAL T, EEB/ARASRBRAESYES EASWATE
¥ FI(&n Cremophor). 7E—4484L 1, HEYHHAEASEEENERE R
%9 18:1 BUE(R, W 91 BEK. &P, RUBRAEEAER. £ &
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B, B RO K ERNEARAR TS 200 nm, FHECE/EER
HEWEAR EARE A E)ZEIEMEFEN Cremophor). #E—LAL g, REB/H
BASKBR K FEHEARARNTLA 200 nm, FHECBEAEEAED. £ 8%
e, 9K BRI &4 & Abraxane®.

[000204] E—LL7454k 1, Abraxane® (BRE'EEZE/HEAFKBR A
EW)LA 4 H Y% 3 mg/kg B4 10 mg/kg KIFI BT . 7E— 248 H, Abraxane® L%
H% 6 mgkeg £ 10 mgkg KFBAT. £ hF, Abraxane® AEHY 6
mg/kg WFIBL T . F—228kF, Abraxane®LA HZ 3 mg/kg MFIEA T .

£000205] ARMWHBIRME T HTACHARTRETRMHHES K
HEw. E—8B LT, BERTAEY, HEESTHEURNEAEBWBEER)
gk Bk, Hah A A S A AT RAETMME, MASIERISZ
HHE.

R BHEE T E

[000206] A —75TH, 24 TR MRS, R TERES T
WA, IRAESYaBEHEEE (BHEEE. £FEZEEE ortataxe) 4
EAMASE ARG ER . £ SBR, BETHRTEENTE BFEET4
&), iR AP EIE ST ortataxel MERER H (0 B R BRI GIKERL.

[000207) 7E—4635ibrh, R4 T IRIT MR R TIE, TR TiEaiE
IFEEY, FiRESYARESHERARKABRSEATEY (I — AR KAL
TN AR 1 (n E 2R B RGRR BN e AR, RELTIERITRAE TS,
BELTAEY, FIRASWERESE ZBAKKIRMBAE DN B ES)HHN
KBk, fE—EBhd, GUKTRESYR FIERE—SRMLP, EETI):
Nab-5404. Nab-5800 il Nab-5801.,

[000208] 7c—ie3sihep, R TIRTRIEN T, BRETHEY, N
RASYETESEEMENGKRER, ERITRGRBRASYRIER 3 kW
TRAHHELT. E—8BLF, BEREZRAEREERBEILRE.

%3
T | BRE (A8 HRIFIE L SR 75 R
5 Fr_8Y
1 MM ABX | ABX : 125mg/m’ | % ¥ |1 #5750, 4R Abraxane®
qwkx 3/4 FUEE | BT, TERE A MBC

BT
2 BN ABX | 1: ABX: |[EBMH|3E I HAR, £—&
130mg/m” qwk F A% | Her-2-MBC BH
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¥ 2. ABX:
260mg/m* q2wk
B 3. ABX:
260mg/m2 q3wk
3 B2t K| ABX: 260mg/m’ | B P | I . BEYGTRMEAR
ABX(Capxol) | q3wk FLRE | ERFR, BAYFH Capxol(B
tt Cremophor 40K Bk 12
Taxol : 175mg/m2 B2 )1 Cremophor At 1145 A2
q3wk By 5 70 B R R A 22
BRI NERE D
4 | BB ABX | 1. ABX: SR | H B M |38 I HRR, £-4N-
B 2: ABX: q3wk | JLIRE | & MBC ¥, fEREAE AR
B 3: Taxol £ & i
5 | gy ABX | ABX: 300mg/m’ | IIA I HAREE, I F 4K Bk 28
q3wk IIB . |#EE(ABI-007, Abraxane®)H]
A . | FHEBLTNCT), 7K
[IB #1 |[IIA. IIB. IIA. IIIB # IV
IV 83 | IR A SR R K 4 (with
Jing intact primary)) ¥ if 5% <o ¥
H
6 B ABX | ABX : 125mg/m®| —%4ME | Abraxane®H 257477 () V11 #
qwk x 3/4 A WA, TE—LBH NSCLC
NSCLC |
7 | B ABX | ABX: 260mg/m’ | — £ |1 #1 ABX BRIEST, E—
q3wk NSCLC | £ NSCLC
8 | Hjhfg ABX | 1: ABX: 3wk | — £k | Abraxane®HZ0iRIT I 11 3
B 2: ABX: qwk | NSCLC | FF%, 7% NSCLC
7 & TBD
9 | Eyhfy ABX | ABX: 100mg/m’ |7 ZI AR |BE ML 4 I BF K
qwk tk T8 Abraxane®, ERALE=A,
ABX : 260mg/m’ 75 T 25 (front line)HRP
q3wk
10 | B ABX | ABX qwk 87 &1 B | 11 #9 Abraxane®, ZE—£kRi5
i Ji e
11 | B ABX | ABX: 150mg/m?® | 7 51 AR | 11 B34 B
qwkx 3/4, 2 A | &
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12 | i) ABX | ABX: 100mg/m” | Bl % i | I1 $§], Abraxane®100mg, 4
qwk CIEIRFRD it B, FlakeE

13 | ki) ABX | ABX: 100mg/m’ | % ¥ 2 |1 #1, LARTWATiEmAIRE
CBART¥RTT D tBEE | TENEBHRARBEEE
ABX : 150mg/m*

C £ ¥ 97T
qwkx=3/4
14 | P ABX | ABX: 125mg/m’ | 8% | Abraxane®™H II HARR 5T, 7E5F
qwkx 3/4 S E R B SRR
15 | k) ABX SRS | Abraxane®H 11 BABFSY, T
WRTT B B AR (= £R)
16 | Hphf) ABX 3k 1% il | ABI-007(Abraxane®™)f) II #
(ABI-007) &M B | BOMAIT &, ATRITEE

KFF i B (compassionate-use)

YRR EY

[000209) ASCATIRHIGK BRI A AW BT EHE(ES BN S, EA L
F T AT ) A o (L8 42 ) R A R 1 (A 1 2R ) I K R . KV I 22 I 254
(A ) B 99 K 00 . 4 1k T, 26 B %7 5,916,596 6,506,405 F1 6,537,579
rh, Rk T2 [ 5 R A 47 2005/0004002 A1 o BAR TR SCIR G HR B AR X &
M, BRZEME, HRRMEERTRLESY, WENER. 17-AAG I "EKH4
BRAREK KA -

[000210)] 7E—48ikrh, HAYAEFHEALRERVEAKRTY
1000 Z0K (am) I 9K Tk, WA KT KA TFFHER: 900, 800, 700. 600. 500,
400, 300, 200 F1 100 nm. 7E—2Ak, YRRBRIFHERRERHEARK
F#5 200 nm. 7E ARy, GRKERKES EARBERSEAKRTS 150 nm.
fE— A h R, YkBR EH E AR EARNEAR KT 100 nm. £,
2K B 3 B AR E R A Y 20 B4 400 nm. £, GIKBRK
SEH E AR BB Y 40 £ 200 nm. E—2Z54LH, GRKBURLR AT 0B I8
i

[000211)  Z<3CH7 R (402K BkL ar LA A48 I I A2 7E (¥ T4 & ) BX
BETAYHEENFT. SENEWAEENFEBEERRTK, SKEFN
R EhuK. ZErpihik. RGN EERER. MEEHNEARER. BER
FWRBEE. (RS gL B LB AR EYVER . S REERAA
MERY.
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[000212] REEHEBEERENZRETERRGYESEK
BB, HaTUREME SN, BB EERN/SIFEER TN . &K
EREFECHERREMNERRESYSET TSN ERERR Y, Hln
TR R, BRib. 2B, BERGBUEMIREREM . ARER B
&, B, 58— ASEANEEBREUDERE, Hli, ERREERET)ULEN
BOAKEEBHRLE. AXTRNEGRTLURRARRER, B, RABCK
B RARFIFE M), TR A BRIk 26 B EE L E A DNA BARG D).

[000213) AEMBEAR ARG FRERTE N T MREBULRE FRER R,
HAEERBTARAE. RENEA—AOIgA. BEA. 8HESQ B, o-B
BEA. p-2-EXREA. FRBERERD. HEEQ. FEEA. BT VI, BT VI
HF IX. BT X M. 48 dh, EfEQREMWREAR, WRES.
cAEEAM B-AMEAL. BHEATURRRRFED LG BH &N, %%
b, 2 FAWEZNEGARAESR, IALFEAER. ALEBEBMHSA)
EEETHMEEREA, M 65K, 1585 MEEBAK. HSA ROETRFEENE
FF, FE BB MEIREISEER 70-80%. HSA WEERTFHIAEE R 174
—EREE. — MNEERE(Cys 3)F— MR (Trp 214). HSA BT AN T
Zp¥e B A TR AA T R A BERTE(ES A, Fl, Tullis, JAMA, 237, 355-360,
460-463, (1977))F1 Houser 5 N, Surgery, Gynecology and Obstetrics, 150, 811-816
(1980 R ZE B 48 JLIE 40 & I fE IR T P 58 Bk 4 & (SN, I, Finlayson,
Seminars in Thrombosis and Hemostasis, 6, 85-120, (1980)). HEAEREAEER, W
AMBEEES. XSEEAAEAMNATERT, W, EEAMALSIYTNAH
XL SV SR, WS EE N (EE KFBY RN ).

[000214] A ILiE H & A HSA)R A ZANHK L& 6L s (O IR B3t
8 A, FRITER R HSA WM VRTER )3T B4 & AR RES, R R R M 5
I KILEY) (Goodman % A., The Pharmacological Basis of Therapeutics, gth
ed, McGraw-Hill New York (1996)). 7E HSA HIVE45#3% HA F1 1IIA FEZRH T
BABEMEG SN S, ENREEEKHGTIK DL, RAMERAE W BRHTHBE
BRAGE B, RIEMERARSNES SMIEE (BR, Hli, Fehske FA,
Biochem. Pharmcol, 30, 687-92 (198a), Vorum, Dan. Med. Bull., 46, 379-99 (1999),
Kragh-Hansen, Dan. Med. Bull, 1441, 131-40 (1990), Curry % A, Nat. Struct. Biol., 5,
827-35 (1998), Sugio % A., Protein. Eng., 12, 439-46 (1999), He %\, Nature, 358,
209-15 (199b), F Carter % A., Adv. Protein. Chem., 45, 153-203 (1994)). E£ &7,
S 15 R R B W (propofol) &5 & HSA (2., #lin, Paal % N., Eur J Biochem.,
268(7), 2187-91 (200a), Purcell % N, Biochim. Biophys. Acta, 1478(a), 61-8 (2000),
Altmayer %5 \., Arzneimittelforschung, 45, 1053-6 (1995)F1 Garrido ¥\, Rev. Esp.
Anestestiol. Reanim., 41, 308-12 (1994)). 4+, BELER, SHELEESE ALK
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BHGENR, B, Uren %A, Invest. New Drugs, 14(b), 147-51 (1996)).

[000215] HAEYHMBAEA@AEERD)—RIENES KIS, B,
EREERBEANASYAL, AEYPHEARERFESECRKERHSFES
KA TR AP B A B A BRI T DA S S B R W T (R TR ME TR ) SR VS AR R A
B2, M AR FAME BRI —FEiE 2 M alfE i .. Bk, £—53%
b, KPR MAEWREA LA S@AE)RMEMS, W Cremophor (FL1E
Cremophor EL® (BASF)). #—4635{kd, GUKPRAEWEEL LRSS @AE)E
MEER . YA T AMEY KB RA SN, WRAEYWH Cremophor B FEME
FWBERARUENM TSI E—FRELMHBER, WAEY “EAXEX
Cremophor”8“E: 4 - LR HTH A

[000216] ASCFHAMAAYRHMEAEEQDNESRELA YRR E R
AR, FE—EAL A, AAEYEFENERARANERUESKEFBRTIRER
¥As, Bltn, LARESE A BN T (AR E YK R B IR W) . 76— 283 LF,
HEEANERREEREAE S KN R PRIIEEE. T EBNASY, BhE
H B REBUR T R FEYKR TR RS B .

[000217) fREEHRFREBESKA AT GRE T RE TR
B — BB R A, A4 010 0.2, 025, 0.5, 1. 2. 3. 4. 5. 6. 7. 8. 9,
10, 11, 12, 24. 36. 48, 60 B 72 /MR HERE ], WEESK&FHR TR
. BREFEREWESAT M), BRRLFERN. BFBKRELERE
TR DAV I A4 B R (U 3R (A 20-25°C) AR BE T (n 4 C) B P4 . Biltn,
HBmE AR S0 15 AR, X TRRIRERE 2M7E 1000 6% BIME T WEN
WA R AR EE R E, WERBRAECFRETREREN. RED
A UAZEINERIE 414 T, WTEm T4 40CHIEE T,

[000218] 7r—ieApihh, Bk B AR E R B EERE S KN R+
REE—CRET. #lln, AaWPiRERIKERZY 0.1 24 100 mg/m], B
fHln, £ 0.1 B4 50 mg/ml. £ 0.1 ££ 20 mg/ml. £ 1 ££] 10 mg/ml\ £ 2 mg/ml
Z4) 8 mg/ml. 44 F4 6 mg/ml. 4 S mg/ml PRER. E—ETF, B
HIRERE D KA THAE: 1.3 mg/ml. 1.5 mg/ml. 2mg/ml. 3 mg/ml. 4 mg/ml,
5 mg/ml. 6 mg/ml. 7 mg/ml. 8 mg/ml. 9 mg/ml. 10 mg/ml. 15 mg/ml. 20 mg/ml.
25 mg/ml. 30 mg/ml. 40 mg/ml 1 50 mg/ml. FE—EAFP, BHERAFENE
BAREIE R Cremophon)EFH, MMA SIS BEL LA S REEHER
(1 Cremophor),

[000219)] 78 —47434b i, WA R WA EWEIEL 0.1%E L] 50% (W)
(BN, 29 0.5% (W) 2 5% (Wiv)s 25 10% (wiv)s 41 15% (Wiv)s 29 20% (Wiv)-
29 30% (WIV)s 2 40% (WIV)ERZ 50% (Ww)IEBAE . E—8MP, BRI
A -SWEIEA 0.5%FELA 5% (Wv)RIBEHEER.
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[000220] 78— 4bh, 9K B AP RBEAEONNAER SE
EHRHNEELRXEN, FHEENEURE S THREEAREEZ., BRI
BEHSEEENEZE O FENARNEAEAMELA ST, BEE
W, BAEEAFNAEASEERNERHWW)REZ 0.01:1 247 100:1. 29 0.02:1
F4)50:1. 29 0.05:1 ZZ520:1. 40.1:1 ££20:1. A 1:1 24 18:1, 492:1 24
15:1. 49 3:1 B 12:1. 441 B4 10:1. 451 B4 91, L 9:1. FE—HA4
b, BREASELENERNERATHER: 18:1 BEEMK. 15:1 BUERK. 14:1
BEEAR. 13:1 BUEAR. 12:1 SUEAG. 111 BUE K. 10:1 BEAR. 9:1 SRR, 8:1
BREEAE., 7:1 BUBEAR. 6:1 B, 501 BREFAR. 4:1 B K. A 3:1 BEMK.

[000221) 7E—A5{kHd, BEARBMEBASYHES T ME@WNTRE
B BIRMER . £ 825 b, Sk E & BB A B E i A2
I —FhERIE PRIV . ARTEPRE A R A S 0 — PP EUEE 2R B 1 A R fe i
R, RERBAELETEN—MBESHAMENER, UAHATRZEY
T LB AR E B R peE TS MERD G R BIER . XEEIEHRTE, §
wn, BEEmE]. SR R, SR, BRI, BBk . B B RKRIB(skin
irritation)« FMEMAIR . K40 MR Z M & #u(neutropenic fever). EBER Y. HAk
M. #M2(extravasation)FI'E 1A E. R, XERERXRRIEER, 7
BEEELE RN E R SEE R4S DR R,

[000222) 76 —8454k, A& Y4+ Abraxane®. Abraxane®™2 M A\ A%
[ USP Farg (e, AT LA HE AT B T I AL BRI . LRl
LB BRI 0.9% 5L AN TE SR ER 5% BB R ST W H Y, Abraxane®f% i
SRR AR RV . BT ICR FIAKBURP BRI R4 130 40K, H
F HSA ek B T ¥, Abraxane® A% LA 35 70 FE (¥R B VG Bl A, WH(0.1 mg/ml
SR B (20 mg/ml EAZEE), AIE, B, 44 2 mg/ml 24 8 mg/ml, £ S mg/ml.

[000223) 4 & 4K Bk A S YR R A E M. B, SHEE
B (IEHEE)FAEME B0 E Q)RR R AYER B Y &4 T (B, &
Ay, EESN. B )HI%. XEHERET, B, EEER 5,916,596,
6,506,405 Fl 6,537,579 H, WK T 3% E L F| 446 2005/0004002A1

[000224] M52, Kk (MBHECEBRBEEIENT, FH
O AT AN B LV B R ARWOR . IREEZEESEE. BERTLGE
TREZBREIER. BRERNSBETUE—SHET. SENBEIERNLE,
wn, . Be. BE. SALEFIMASUR DA EERl. G, BHERIRTLLR
SR EME /B, EEE 19, 1:8. 1:7. 1:6. 1:5, 14, 1:3, 120 Lil,
2:1. 3:1. 4:1. 5:1. 6:1 7:1. 8:1 B 9:a).

PRBRAED TR AT
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[000225]  ASCHTIR Mgk Bk ] AAE 2778 H el B 2iAs E 71 HY
HEYPEAE. B0, 7B Ing R BRI &7 ¢ kg ntaett, "L
— S AT RS . X R AURAT R B EA R TR AR RS, FrR R
HHEER. HE. BRAER. 4FER. SEBHANER. 4 BREREEER.
AR, RRIREMNE. REMRBRAILEAR: B, BREWMBEEGEAERME, K
AFE T HUBEFRBEAR AR A A] Ek oty 5 0% A AELARG . A Bt 2 vtk B (linoleoy 1) B8 i Bt fIH
B BEAREE I BB S B AR . ARG I BR R P ARG A8 R BEAE A VU K BE R A
BEARDR A0 —hF B BE B HE AR AR . 3L AR 48 L-o- =1 U BEBE A BEAEAR(DMPC).
BB RSB AR AR(DOPC) . —HES LR FSBRAR AR (DSPC). S4L K E 5B AR (HSPC)
MEEHRAEY . SmrRmEERERIAREE FEARMA, Hla, BE
EE IR BRI AN KAL) -

[000226] 76—k, AEWETHTALE, BTN, AE5Y
ETSFWIASMW, SENA. FREGMRILIY . HFREENSERGK
TR EYEIFS I, Bitn, £EEF] 5,916,596 F 6,096,331). T FIHIFIHT7 1%
AL R RIEHER), AR GIER . EF ORMEAMHIFI T LLH T AR @]
YA, WE RS TREBRPOLEY, RBETmK. SHKEET, (b) &
3. T (sachets) B F, & H & WSLHEBIVEERS, B ASER, (o) 7E
SEBBAETHERR, Md) SERRN. AR AEEIE. TERE. XK
VER . DREER. WMMAHER. MRAR. B, RiETEARE. TEBRF L
dEH. W|A. BERS:. BERMETHRER. HER. HWER. ZnH. &
VR BRI B2 BRI P —MEE M. AT U
5B SR RENE R BT H A0 BT B B BB P St E A A BCIREE H (pastilles) &
77 H5 5 5 3 SRR o B RN BT P B P BOVE MRS FLA . B SERRIE T
FLAY AE E A U B AN 1 M SRR 5

[000227) &:@EMEfk. MEFAMBEFNGFRBEARRT IR, W
vE. RERE. LALEE. HEEEE. RN, PUROAR. BEERSS. WMRE. BEKR. YK,
MRS . MURASRE. BOBEMRGEER. F4R. K. SHKER. BR. P&
FhE, BEFXPBPRMBEEFRRALE. B4, ERREENT Y. &R
DAL SIS . SN, FLALFIRBIER PR BRI R R A o

[000228) & T il 444 25 A1 IR S /K R B K IS8 T B i &Y
B, HATBLSETEAR. SobH). MER. FEREIR S B AR ERE R 0BT
AR MEKEMIEST KO TEEEFW, HTUEHEREN. BER. 8B
AR, BERFBE A, SIF AT R ERE N EEHNE SN ZH
(ampules)FI/NEH, 3 B AT U EA G TIROGTRMET, BNFEENHZA
B 20 m N\ T T 9 A Wk 400 K S AT R S o W R 3 S R R B TR YR RT LA R TE A
K BURAATIR SR A FIH & o PRAE ARG Hl5).
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[000229) 7 —&AFfhrh, HAYEEHARFTL 4.5 24 9.0 B pH T
B, G, B, 24505480, 465 FEL 75 6.5 24 7.0 PHER pH
VEH. FE—R, 4AWK pH RFIANKFL 6, BF, #ln, ARTK
ATHMER: 6.5, 7 I (N4 8). T IMAEEMTKIEIEHIINH . ey LUE
HEWS MW ES .

A&

[000230] AW iR 4t T AT AR MEF & AR & as—
MEL 2RSS, PR IS S B H K BN & 9 (B AL 77 BYF0 /50 ] ah)
FUSALST #, fE—seAsihrp, B OFEIRE A SCFTRAER R A 5. 1
ER T LVEFE ST ERGE T 697 AR . AR B RF &P R AR B — &
BAFEBRASEREH AW, WP AN — T4 LB, BRI
UL BB, MBS LR MR R A R,

[000231) 7r—45krh, RFEETE: a) 469, FRASYEREE
BFEEEMBAEE O ARADRYKER, b) ARERNZEDS—MECHTH,
A c) T 7 B A0/ B 44 5 P 4 K BORL R ALY T IR BB A, A TRy ST AR
(NE). TE—Ashrh, EELRRE . £HEZIER ortataxel PRER. 7
— A fh o, RFIBAIEGKBRL, 5 a) AEY, TRASYERFREEREE
FMEE ARG KBR(I Abraxane®), b) HREMEL—FHEMLTH, o) H
F [ B /S A 4 TH 40K R R T FIRT UL BE S, B TR T I B M R (IR AE) -

[000232) 7E—L68fkdr, RAAEETE: 2 469, RAEYERT
HFEBEREAE AW AEDNKER, b) 46, MRAGYHEHERE
H—FE TR ERAE R CnEEA) B9RKBRL, o) AT R/ g
i P R BRI S B A5, BT VAT I M BRI AE ) FE— 2L, iR
FIEAEAKTR, 035 2 4&Y, FIREEVaRTAECEANEEAN
KB (I Abraxane®), b) A&, FRAEMEBEEEEL> ML TR
WEA (EEE) WYKEH, N c) BT /S0 9 3 B 90K B0 4 & W)
VP, BT RO I T G R (W)

[000233) 4 KTURLRMLST R LAREAE F 4 2588 ke RN AR P
NAZEAR, AFET AT —MISKASY, NHEESHAEY), Hh—
P4 & YA FE 9K Bk A — Ml A BT .

[000234) ARWKRFAGLTEENOET. SENEESHEART
N M. BE. YRS, % (seled)Mylar BUEEIEHFIRBAY) . &R
DMEZE MR GE T 44y, R v E B .

[000235) TR FH KSR A SR RE B —REFEERERETH
FE. BEHFRNLHERANEL. ARTURRLFE. REEEGIW, ZHE
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AR AL FE. Fl, AFETRER, THEBHNELR RN E,
MASCHTIR, DMENAMAREERN ARG, w1 A 2838, 4. 6
A, 8. 3MH. 44MHA. SAMAL TANAL 84MAL I NMNAREKRREFRER
WA, R &R AT LS AR BN RS AAEHER RN, FE
PR DA AR 2h 55 I B, ik 25 5 ) an B R 24 s IR 2 24 )5

[000236] AASBAN S &1IE, EARBEEMBHA, JLFHELE
WEER). BIESE THIMAEREINEG T, ARG E MM R . T 550
Bl — U T AL, (BRI, AR AR DMER T R HIEE

SEHIB 1. ZEE=ALFH Abraxane® I $IFFFIS, Abraxane® T Taxol®H)
oS3k e I 0 P B

£000237) ot har 440 0 vol 2> i A0 A I I F) R A6 2R W SR BRI AN TR K [
8 e R TR 2 it NN CIE S AN TRas RETES @ TR bl =t

[000238) 7F B & 4% % ¥ 7 & 5% MBC) ¥ ™S4+, # ABI-007
(Abraxane®——#H — AN R EALMEFIK . GEK BRI ED FAEEAERK B E
FES%SEE, 53T Cremophor® K2 B (Taxol ) L . BEAT 1% 1T BT 5T LUIE
SR RTHTST, WEBH ABI-007 5 Taxol®AH bk AR R M A B O B4 . A4 B
WAL 3 B E W, SLRE 30 440 Rl BBk )25 F ABI-007 260 mg/m® i AT
AP (n = 229), BURAE 3 /NETHIRIERBK NG T Taxol® 175 mg/m?®, AN =
225). 55 Taxol® LG, ABI-007 & 75 H 1 52 58 = Wi RL5& FE (33% L 19%; p = 0.001)
0B 5 6 K e B3 0k R N ) (23.0 EE 16.9 J&), HR = 0.75, p = 0.006). fE3% 3% ABI-007
HAMER, B E KMEATEER S (65.0 b 557 A; p=0.374). TERITRIN
SeHis, ABI-007 27 7 #:5% & B IRTT MAMERIFFIERT IR (56.4 HL 46.7
F4, HR = 0.73, p=0.024). 7€ ABI-007 417, 4 2% K40 M ME ) & A &R B
EFER(O%EL 22%, p < 0.001), BARELEEFIER 49% . 3 FURIEMLIRAE ABI-007
45 v 1, Taxol® 4070 F 03236 (10% Lk 2%, p < 0.001), {H R Lk Taxol ® (FRLEL 73 K)
EASBSEMNEER (P 22 K). £ ABI-007 ARE—/MES, BERE
RN B, 4 GO)IETT AR R N—— B AR TR R 2 I B 2R [ B0 .
5Y kb, 3 BB RN Taxol® H 9k AE—RRN AN RS 4 (E:
2AAME; SRR 3K, TR, BAENST ABL-007 AT MEE
FRRERAPIANLZS; R, 1E 2%MIET AH, 7€ ABI-007 AFH) 18 M ME
(8%)F, SEXTURRE . WU/ VR B R A AT TRAE A2 TI7E 95%M AR, Taxol®
YR ) 224 M MA(99%) B TG4 T . 2 ANVAYT I 2 18180 R R M — I R A 2
BR, & Taxol® a7 AN, MIEHEBKFER, i MMethREA TR
R AR, HIRS b AE (RARIVERD) (15 [7%]H 3 [1%]); p=10.003). B2, Mtk
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F Taxol®, ABI-007 7ESLANMAREHIUER T 5 M RS AN F ¥ 2 45 . vRIT T 4K
BEFIRE TR R BT T R B P TSE 45 29 TR, R XK &R
S AR MBC 1697 F I EE .

SRR 2. ERELER RS EILRENEP, AL T Abraxane®

[000239) IR 1T BAWGARBFSU R, 78 BH BB EIRER MET,
LLFIE 125 mg/m’ 45 A4 F Abraxane® (1K BRI AE H 454 KL EE) A KK
PR, Tk B RN A Taxol®8), Taxotere® 447 MG 4L T 4R 3B (BD,
PR R AL IR T ) -

[000240]  Abraxane®#i il WIRE T E—MEWHFMEAERAEY, HF
Fi 24N B (gp60)B B, FTd il B4 R TS 3R 1506 M B 40 - 58 A2 I 1) 1o 40 JY 740 byl
W B 06 7B B (integral) . 11 {ARFFUALEE 75 AN B K2 S ia B IR M AME.
19 LA 125 mg/m? BT 30 SHEHTES T Abraxane®, ATRSEL F KB /A K
B BE/T G-CSF By . MEEZ = ANE, fEEIE 1A, 828 REX. 5 Taxol®
B, Taxotere®——E 1157 I REHHI BRI £ H—AR, BEAZENH
KBRS FE /R FINLEITT CARE AL O I 5 R, 45 Bl B 7R IX S0 TR T AR
F,

[000241) 4550, F3RRd, BATEZRETERT MRS R R
RS R RFIBRIX 125 mg/m®, B 75 MMEPE 34 (4%) BTSN
PRARRTABAE L Abraxane®. T H, HEH 3 HAMNAMEHEAINES, 80%7E
31 8% 2 FRER G — A e T 57 T 46 VA TT M4k 5238 52 (R AR S E ) Abraxane®, ¥
BN AP X RE SO S BAIN T RS IR S R —B, R4 R
2 5 Taxol® S MRS, BMEEZEE, A% Cremophor®) %S
B4k AR 2 5 B 23, IX 2 Abraxane®I R 2 R4 T ML T FIE 2 EE A
S HERRE—MERILS, SHERIFERX S IR 2T IR O ERRE0,
IERIE R, ERFEN RIS AMAKIZW S, Abraxane® =4 K AME ML
A _I Taxol®8% Taxotere® =4 b B #4295

[000242) S+ T4 F Taxol®EL Taxotere® 5 4N E M LR HIG KR Z T,
Abraxis Oncology BT 588 T 5 200 MBEFER M EE, MREERBEIRE: MBA1A
M Taxol®# S KIS AME R TEEL AKBEN/BM R 25% KB ERRE
“7-12 4B, B 23%REWHBR”; XF Taxotere®, & BHIIEF LR 29%F
7%. XLEHHE S Taxotere® I Taxol®HIELIETE A HIBRE —BL.

[000243] *} 11 $IERAIAVTER, 76BF BB ILIE R EL KR
A X B TE A B B /MEBER7%H W AR A BT IR, 69%F>3 MRt
88% 7 B Ak K ——E BB T ), Abraxane® BB IEE. MR REFEAE
Taxotere®-3E & 1 4~ 4 R BE R 361 & 44%, 7T Taxol®-HEva AN A B 12 =2
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39%., FEREBMEIEI T N F MK Taxotere® BHEIR & BRI LA AR 0=27), W
LR EH 2 — IR Abraxane®J& FIMIR R A2 19%. FEFEBE I T S A Sl
Taxol ® I % & SR I IR LMk P (n=23), MEEIERZH A —IK Abraxane®)5 KM
N2 13%.

[000244] 47E 30 240G AL T i, KIL Abraxane®H R I 52,
HARLTRFEESR G-CSF Tibi: 4 R4 Mp>iE= 3% (&HF G-CSF); 4
HR M= 1%; BB EMABER MBI R SEAR ). 1k BT 38 BN A RE
B, 75%I MR LA B 125 mg/m? Abraxane e @A B4, WHE BT HL/E
YER SR IFERIK. fERA 3 FBREHEMER I MET, 7T7%H/MR 589 LRI
F 8 (75-100 mg/m?)FEH FF 44 Abraxane® MEZFH 12.2 NMEEHE, 1-28)Fi4h
Abraxane®FI 8. WEIEEE], EEHNH Abraxane®fiX L MA R, FEMERN
A 1K 2 R/IE 14 KA, 80% (10 /) 8 MK/ MEREB EH HIRLGWIGT . X
gk B T SR T AR AR 45 51, Bk iR I8 S i 260 mg/m? ) Abraxane®,
%3 ASTF, HPhEEassmnuEoolt (P 22 X). ZEaXHMmKR
B, RYLBRMATEEEN, RENMER SRR EHESE.

[000245]  Abraxane®Ry FI A if. &5 P9 B2 40 A b 2R T gp60 SZAARIE S, LA
HIE AR A-SEEEESWBINE S NP E, FAREER, Taxol® i@
WX —HUhlEE, MH, AEALERER SPARC 7EFLIRME hid E3R1A BT fg
75 Abraxane® 38N PP AR R AEIEM . BRI BINLEIRY], —BALT A
Fih, MAEA-ZEBEE ML SEMAREKT LFER SPARC 44, JFHEY
ARV B AL S ORI A A BB 4 i

[000246] BtAh, E BTMIEAS etk o — By A MR EE A ), W
Cremophor®, Tween® 80 Fl TPGS, BAIMEILLE S AEAMNL S, MR HIE
WEEEZE. FHOEERIEEY, £ MX-1 ARESMHEEDS, SHEN
Abraxane® [ 3 I Taxotere®7E G it A Bt .

[000247) 52, 75%MAMELLSERRFIBHATIBST, FEREEK. 2
EERI, MRS TYRER AE A% S EMETREWH Cremophor®t, #ME
WAZFBIRENE. HEHRERAE T MRS, 8 Z/E A LH R R
R R EEIEM.

St 3. 7E MDA-MB-435 AU R+, Abraxane® (ABI-007)5 52 [ Hi
18 A AR T IR HKP) B [F] 4 H

[000248) £ %> Th fit 3804 5 /D B & B VA T R B i 8 Ak B TE 1
SIRIE, — A TYREEAE [ T PRI L CD 13 ZAREEKEE N), 55—
B TE AL E TG MIfARE . S0, Nat Med. 1999 Sep; 5(9):1032-8. KILE X
— B Ak CNGRC-GG-d(KLAKLAK),—— 4 >4 HKP (Hunter Killer Peptide), B
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S TR RN . TP A R Avastin®@R I S AR E I 5-FUR
mEnE B RIVER, BATE MDA-MB-435 AFLIEME R M BEY T, PFOHU0LE 4
35 HKP 0 Abraxane®(ABI-007) Bt & 1E F , Abraxane®2 1 5 A 4K Bkl R EE,
F IS P9 B2 H ) gp60 32 A #51Z (Desai, SABCS 2003),

[000249) J7iE: LUFHMR4A 100 mm® #37 MDA-MB-435 A8 =
Fhis kY, KRN H 12-13 R4, A HKP. Abraxane®. 3 HKP
N Abraxane®ibIE . FFEKHENE HKPQS0 pg), &/ 1 &, 4 16 A. #HkE
Abraxane®, & HA F, ¥4 5 H, 10 mg/kg/ B, VB — BGIT4F . S # Abraxane®
FI &S T H MTD (30 mg/kg/H, qdx5), CABHIEMPESEATHIR, MG AT LLE
=3 HKP MI1EF .

[000250] 453 7EALIEES 19 R, 7EXT 410,298 mm’+2,570)F1 HKP
(4,372 mm>+2,470; p<0.05, LLXfHEZH)EL ABI-007 (3,909 mm’£506; p<0.01, ELXE
A2 6], FRAREERK. 5E—RAEITAHLL, ABI-007 Al HKP KB & FH
B AR PR R AR (411 mm>+386; p<0.01, Lt Abraxane®#247447 B HKP B Z5749T).
Bk A B B 52

[000251] £5if: Abraxane®(ABI-007)——#KBihi B A4 & £
e, 5 A ) A i — BB 4Kk HKP (CNGRC-GG-d(KLAKLAK),)BK &4
Ff MDA-MB-435 SR M ILIRE RN, MU TE—AFK RS ET, WEE
MEZERML. RINMWEEER, Abraxane® FHL ML E 4 JF W HKPs 7 58 &2
Avastin®B:E, ATLLRBEM.

SEHER) 4. TAEEE ABI-007 VAT : 40K BN A R A 4 A R B2 R UL E & SR
e v 1t
SEHE] 4a

[000252] 5. @id KR ESNRKER. ABFERAK A &4l (HUVEC)HEH
FAS B AR B TEAN ABI-007 HIFLILE AL RS . BIEMIE Balb/e EfFRE 15 /N
B4 B ML B AEER P B2 4R 40 ML (CEPs) 7K S (n=5/41; & 1-30 mg/kg, BEAEA,
qdxNFIR R AT, HE ABI-007 F T WG B ENE (Shaked FA.,
Cancer Cell, 7:101-111 (2005)). Ffij5, 7EHH A MDA-MD-231 ¥Li#EH PC3 B3
f s SRR AR A SCID /MNRUAF, IR HFERE T M (qd; ip.) A MTD (qdx5, 14
I, iv.) ABI-007 511 Taxol® FI4TIEE R .

[000253) 452: 5 nM fJ ABI-007 E3& (p< 0.05)HHIK F 3 Bk 13 L & =)
AR AN RA RSB B, 2RME] 53%. 24%H 75%. R¥E CEP Il
5B, MELE] ABI-007 F Tt igyr B BAE R E 2 6-10 mg/kg. 141 ABI-007 (6
mg/kg)Ti A~ 2 Taxol® (1.3 mg/kg) B3 (p< 0.05)F Wi = b # A M)A L o B bR
4K R4S T ) ABI-007 F Taxol® #ANEE FALMAE R . B MTD ABI-007
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(30 mg/kg) bt MTD Taxol® (13 mg/kg)E A M hIMEIE A+, (BaTH W H 2
MR E R . EBIE, T ABI-007 FIHUE/E R IL{E. MTD Taxol ®HIH it E
.

[000254)] %50 AT EMEAFEN, ABLI-007 RILEAF UM HLILE £
R B R v 4

SEHE) 4b

(0002551 KR EZNBKFE D ¥ 12 LALRFEFRMEEA Matrigel
(Collaborative Biomedical Products, Bedford, MA), ffHF 37°CHl 5% CO, T#EL 30
S8h. M8 F 10 AR HIHENE: Sprague-Dawley KR UIBRMI 3K, Y14 1-mm K1)
MM, BAE Matrigel BT, FHBIMY Matrigel Bi. KEF R
Matrigel 2 J5, F EGM-II & #iX 435, F 37°CH 5% CO;, TRHE - EGM-II A B2
o) o JE Al 3 32 F(EBM-II; Cambrex, Walkersville, MD)hn 4 52 40 B A= & BB 7 # %,
P, EGM-II Bulletkit (Cambrex)#i $2 4t . Ffi 5 i ¥EFREEE # 0 EBM-II, HAMEH 2%
FBS. 0.25 ug/ml BB & B 1 10 pg/ml KRB R S5 HEAE0.9%FHK/AER).
¥ BEWE I = MA(CAL; 12 pg/mi)ER ABI-007 (0.05-10 nM £ A2%) 1) EBM-II &3 £3))
HKER 4 K, FEAESE 5 RIBH. CAI—E AP A Sfl— L & T IR LAy se
TLA VR B P AR S PR R . F R B IUFP AR R R BB E3h Bk E SR 4 IR A Adobe
Photoshop 6.0 E4b il B K LB RKEM, RENTPTHRE.

[000256) N/ 1A FiR, AAXTFEAASTE, ABI-007 LAWRBEAKRINE T
AR SR B BSR4, 7E S nM(53% M) F0 10 nM(68%3M )i ,
IR S5 it 2% B 31 (p<0.05). 7E ABI-007 B8 —IRE N AN A& B EA S|
I A o

[000257) P 40fIGsika . 76 37°CH1 5% CO, T, 7 EGM-II 14 #F
N J5ri Bk P9 B2 4 il (HUVEC; Cambrex). ¥ HUVECs #¢F 12 FLAR &, % E R 30,000
ANGRFL, FEEEREHEE . PR RBOESRE, BTN EH BE0.9%HK
/AR B)EL ABI-007 (0.05-10 nM M E)MFTHEFRE. 480 5, ARGFRERRE
Wik, B Coulter Z1 # %128 (Coulter Corp., Hialeah, FL)i1%t. FIE AR EE =X,

[000258) 40/ 1B FiR, AWEZIMIGTEYE 5nM 1 10nM K ABI-007
BEMSH, 4 H1FPH 36%H 41%.

[000259) HIEAREREHRAK. H Matrigel B4 8 FLIK ) E(slide
chambers), {HH T 37°CHI 5% CO, Tk 30 /3-8, BiETESH B AK0.9%#hK/A
)8 ABI-007 (0.05-10 nM 28AZ2ED)H) EGM-II &, L 30,000 40 fa/fLA0HH
HUVECs, T 37°CHl 5%C0, FiRE 16 /MR B &, 76 PBS ILEI T, 7 100%
Rz E 2 10 #0484, A DiffQuick ¥ II (Dade Behring Inc., Newark, DE)4 8 2 43
Bhe hTHNIEERR, N 2.5x80 A FLEITHF IR, e BEKE,

73



200780049054. 5 o 1 3E69/95m

PAE S R Y 0 0% . N MetaMorph #4#(Universal Imaging, Downingtown, PA)
BAANERMNEANRZHE. RREFHITZR

[000260] N 1C FT7R, ABI-007 7E 5 nM 1 10nM B ERBE W& TE % 75% .

[000261] B i3 U 218 ¥ P9 K2 40 e (CEC) A 1E 3R P9 B2 4H 41 i (CEC) #f /&
ABI-007 KA ABEAYFFE. ¥ 6 £ 8 AR AIMM: Balb/c /NREENL T3
8 (B4 n=5): KT BEFHEBANBERENADEEO0.9% HK/BER)
% ABI-007 JATIGST, FEHR 1. 3. 6. 10. 15 8 30 mg/kg L2, 1T 7 K.
BITARKE, B OEFRREULEE, 5K EDTA WESZE (Becton Dickinson,
Franklin Lakes, NJ) #iitsE. AU KA RITE CECs M CEPs. NMAHH T
CD45 KIBATTEPIAHER: CD4SHEMAM. N RENEREY, )L ENE
1/VEGF 344 2 (flk-I/VEGFR2). CD13 1 CD117 (BD Pharmingen, San Diego, CA),
Hiik CECs J¢H: CEP W35, #H4TH# 4. (Procount; BD Biosciences, San Jose, CA)
DS HE R 1L /MR B 40 BRE A3t CEC FI CEP THEURS Mt I AT Bk . 4L 40 SO AR IS
AB R THERIEA M. AR R )5 Hrigse, @ik FACSCalibur (BD
Biosciences) P 41 & Z . 8 T 9#T CEC #1 CEP M B 4%, 1552 /> 100,000
ANB/EE R . BEJGR K CECs A CEPs B4t 4t 84, CEC FI CEP it #g ik
ENBEAETIERUAARSE. HEPCHARME S, F5ENAESTR
Hui o B IR SO, KT ISR SR 6. NA 7- 8 E ML FE & D (7TAAD)
XA 40 R LU VA TR FE T A B AT U B

[000262) &2 i, LA 3. 10-30 mg/kg B HIEE LT ABI-007 4L 7
K, BB RE(EIEIRE I Balb/cd /MR CEP 7K. #RTf, 10-30mg/kg K ABI-007
SR RERNANRITENEERKEX. BR 6 mgke K ABI-007 SEf) CEP
KERERIXFIG T FEENE, BEEARTE LMD RERHER. EHit, 4k
R, Wt ABI-007 MIEA BAEEMHFIER 3-10 mgkg Z Bl FE—HIFRF,
FHBEEAAT 1.3.3.6 B 13 mg/kg FITHEEM: Taxol®FF4LE 7 REH B.# (K CEP
FIEK T, 17 30 mg/kg BLEE B A0 A Taxol®5 12/ R ™ E B/ I AR .
DARTHRIE, BERE WLl AR 1558 3 B 7 8 H) Taxol®{# 78 Cremophor® EL B3 H )
SNBIMR IR, 25 RS MR R EIR E A B B(Gelderblom %A, Clin.
Cancer Res. 8:1237-41 (2002)). XKRBE AT EIC TR T Taxol®MFIE (1.3,
3. 6 1 13 mg/kg) A AR AEHAE CEP AiE /K. TEXFEU T, BARALL 1.3 mg/ke
BTN Taxol® A4S 13 mgkg BEMESR . H, EFEMEAE 1.3 mgke
UUEAE RS B3R5 P IR A T R B ) Cremophor® EL 25 /Mb..

[000263) 7 HEF MTD ABI-007 FHELF MR MTD Taxol®H)HLAF
BEVEF . NRTFIBE 40 A 2R PC3 A1 A SLARTE 40 L R MDA-MD-231 18 B X [ ft Bl %
FH) {5 L (American Type Culture Collection) (Manassas, VA). ¥ PC3 4l fi2(5x10°)
B TFESA 6 E 8 EdiEE SCID /MR, 1 MDA-MB-231 40 ff(2x10%)IE L4\
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Pk SCID /N BRAIFLAR IS B 8. 24 BRI AR AIA B4 150-200 mm’® B, K sh ¥ bE
Mgy H 8 Am=5-10/H). BANHTIET: 0.9% K/ BEBE AT E.
Cremophor® EL i 4k%} FR . H51E4E Taxol® (1.3 mg/kg, i.p., qd). Tt ABI-007 (3.
6 5% 10 mg/kg RAZH, i.p., qd)» MTD Taxol® (13 mg/kg, i.p., qdx5, 1 JAHH)EL MTD
ABI-007 (30 mg/kg #1258, iv., qdx5, 1 AN EED). FAMAERER 1 kNEMRES
B2, FUEENER. ERTRE, WA ER /D REO0 7 RERBULE .
CECs H1 CEPs tnA ik vh44.

[000264] JREfE N A FHiHH ABI-007 (3. 6 F1 10 mg/ke) i A2
Taxol® (1.3 mg/kg)F4EL 4 F, B B.(p < 0.05)#1#] MDA-MB-231 1 PC3 iy A& (&
3A F1E 3B). M4 T ABI-007 F Taxol A FE SEMAEEREZ(E 3C K
3D). RSk MTD ABI-007 (30 mg/kg)# i 58 4 & . MTD Taxol® (13 mg/kg) & INE
M, BEMETNRIAENEEERRE, RPRFEM. W GUWRRANEE 6
xK, F MTD ABI-007 &7 B 5 FUNR B 2 RRILH R BRE LR . HREEE
IR, 76 24-48 /N YR . B BN, 7E MDA-MB-23 R MBS EYERF, 6 mg/kg
5 ABI-007 RIFLIPEVE 2L TF MTD Taxol®FI4E (B 3A). FiEME
ABI-007 fFIEZE 10 mg/kg AFARFEEZERMBEEKMEERD. MHEETE,
7F PC3 BM MM T, 10 mg/kg KT ABI-007 Ltk 3 F1 6 mg/kg 54 F R HIHL
Ji 968w S (& 3B).

[000265] it ABI-007 LAFI =AM 77 2\ B 2 F&{K MDA-MB-231 fif
e /N R T AT CEPs KF(A 4A). 76 PC3 Mg/ DR, mM T8tk
ABI-007, 7% CEP /K FhRILHF BKBIEREIR, BFE 10 mg/kg ARG
BEME 4B). EFWFRMHBAEDER S, CEPs FI/KFEHBHE T Taxol®
B (B 4A F1E 4B).

[000266) 54 EF MTD ABI-007 51 MTD Taxol®X & P i
I 3% B (VE B BEAF9Y . 18 B ¥R ) MDA-MB-231 1 PC3 & () 5-um B Y] Fri#
MEARGIBEARA R SRR, N HEE e TARERE. b T RN
Mm%, FRBRP/DR CD31/PECAM-1 Fi4£(1:1000, BD Pharmingen)*i 1] fr §u &, B
J& P T 40 (Texas Red)-fBELIZEPL KR —HL(1 :200, Jackson ImmunoResearch
Laboratories, Inc., West Grove, PA)jt 8. SR E € XA, CD31/PECAM-1d
e B PR NSRBI, AR EA R A FAE D U S vF o BT b T R
B—E K MVD ERAEANREAEBREEXBRNFHE, L 20xWHRE Zeiss
AxioVision 3.0 B BMBEBRETLEE. WME—REFRIGETH, 7H4ES5
NG

[000267] #7F MDA-MB-231 JfJ& ', 6 1 10 mg/kg )54 E ABI-007,
L% MTD ABI-007 3 B2 MR & % FE(MVD), BRWH ARGt # B& M
(B 5A). 7£ PC3 B+, 3 110 mg/kg KT ABI-007 RHF{E MVD, B&
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FirEg ¥ B EHE 5A). AEBIE, £ MVD METE CEP KT BAFEHE
[ BEME , X & 4T MDA-MB-231(/8 5B; 1=0.76, P-0.04)fi A~ /& PC3(K 5C;1=-0.071,
P-0.88) R i,

[000268) HHAT M ILE 4 RIFA . HEAT Matrigel #5247, X A4
BARAG CMREBITHNER. W52, 758 0 RKEHIEH 500 ng/ml Btk
AT 4 40 o 4 K K] F (bFGF; R&D Systems Inc., Minneapolis, MN)f] 0.5 ml Matrigel
FFESA 10 B Balb/c /MRIIMIE. 7256 3 K, K3 BTN 8 A¢E
Hn=25). FHRATFHLHE: 0.9%hK/ HEABMAXTHE. Cremophor® EL HfA%T
W, M Taxol® (1.3 mg/kg, ip., qd) T ABI-007 (3. 6 8% 10 mg/kg HAZHE,
i.p., qd)» MTD Taxol® (13 mg/kg, i.v., qdx5)8k MTD ABI-007 (30 mg/kg AZEE, i.v,
qdx5). YERMIEXTIR, 54 5 RABUER R REYE Balb/ed /M BRUAEST LL AR
Matrigel. 7E55 10 K, XTHTA sh & kit 5 0.2 ml ) 25 mg/ml FITC-H R (Sigma,
St. Louis, MO). B W EMFFEF . 2B Matrigel ¥, F 4> #E (Collaborative
Biomedical Products, Bedford, MA)T 37CIRBFE®K, BEFSF . H FL600 7%
SRR 25 2% (Biotech Instruments, Winooski, VT)3R#535¢ S L4 . L5 A2 B N R 7R A
Matrigel ¥ %¢ )65 L2 5 SGHIELAE -

[000269) 6 1 10mg/kg BT ABI-007 3R BA LK & £ AR, B ARFMHI
VER A ZXBNG B EEE 6). X T& BRBANRE, &SRR 3
mg/kg IR ABI-007. MTD ABI-007. MTD ¥ Taxol®H (&l 6), X
e gk BN F AR SCHTR I B A MVD 45 R .

e 5. Nab-5109——44 K B0k 3 | H 454 1) IDN5109(nab-5109))——R I LE
Tween®4]51(Tween®-5109, Ortataxel) B0k i) 25 2 50 PR 1)

[000270)  J5i%: N nab Hi A H % 90K BURL nab-5109, FIBOLEST RAL .
BB T 0=5/4), & * Pgpt DLD-1 (BAHMMEELBNLHRELE -
Vredenburg %5 A, JNCI 93: 1234-1245, 2000) A &5/ F A4, JU%E Nab-5109
1 Tween-5109, F|&EE 50 mgkg (Tween®-5109, LARTFE A MTD)H! 75 mg/kg
(nab-5109), Ll q3dx4 FHkNATF . R PBS AT B E B HSA)X A

[000271] 45 5:Nab-5109 F=4ERE FIHIRT Zave = 119nm.( BAA7=-32.7
mV RGBTk . % Nab-5109 R T ARG ESHR KPR THER K. EFN, 1E
P IR s, N Tween®-5109 (50mg/kg, 8.8% AT E K)MAE L KHE KR
F A nab-5109 (75mg/kg, 3.4%EEZER) (ANOVA, p<0.001), X3RN nab-5109
BELFEFFERNEE, BRANEET 50%. nab-5109 F1 Tween®-5109 X fEA
B & M4 (ANOVA, p<0.0001 LLXFHE), nab-5109 (75 mg/kg)Fl Tween®-5109 (50
mg/kg) IR A K4 BIFEIR 36 KA 28 R, eGR4 HTH, Nab-5109 Lt
Tween®-5109 EHHH(ANOVA, p=0.0001). 7E PBS 1 HAS X HR4 2 (&), 7EFHEA
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BN THRE ZE5R.

[000272] 4ie: KPR AE A4S S K nab-5109 BAIHIE, JFHA
LALALE Tween®-5109 & SO%MIFIESL T, BRFAEZES. BEAAERKEHE. 5§
Tween®-5109 #HtL, #£ Pgp+ DLD-1 A& RFBEY+, 75 mgkg (q3dxH)H
nab-5109 7F P = 7 & T R UL B B it 380 .

RG] 6. GKEREE AL A (nab) —FAFARKKAD nab-5404. nab-5800
F1 nab-5801: FHXTTF Abraxane®FI4& 378 B BP0 R IE 1 ) EL B M VR

[000273) 5ik: NMAYKBRAEBDSE (nab) HIARTHIKBIRIK
KANEE . AN MX-1 LIRS Y, TR MRS . B XL R
Abraxane® ELELFE AR B AR A PUBR RIS RN HT29 &5 ME R EY)). nab-
FRKALBRFIAK ST BERI ) B 7K S & 20 mg/kg. 30 mg/kg F1 40 mg/kg, LA q3dx4 §F
Bk% T . Abraxane®f7 R H MTD, 30 mg/kg, L qdx5 4F.

(000274 453 : BKBRARKKAGR A=A T HIGUKRBRL: X T
nab-5404. nab-5800 F1 nab-5801 M5, PR Zave(nm)7r 714 119, 93 1 84,
g R R IEWOELT 0.22 um JERR K, HIET . E4ASF, nab-5404 =PRI
H ST MX-1 & 2 (p < 0.0005, ANOVA), (57 F nab-5404.nab-5800 F1 nab-5801,
ICso(ug/ml)53 5l 18+ 36 1 77), A RTEARNXHL HT29 F Y2 & A XK (p
< 0.0001, ANOVA). ZEF& 40 mg/kg. 30 mg/kg 120 mg/kg T, NA nab-5404
4% BAMHI IR AR R 93%. 79%HN 48%. S5 AHE, TEFIE 40 mg/kg. 30 mg/kg
20 mg/kg T, 52 nab-5800 23 5 A HEI BEE 44 FR 31%. 16%F1 21%; ] nab-5801
23 BN PR AAFR 17%. 30%F 23%. Nab-5404 7EFTH FIBKF T &K LS
B INTE &(p < 0.008, ANOVA), 7£ 40 mg/kg. 30 mg/kg F1 20 mg/kg FIEKF T,
W ST BEXT IR AR R AL 4> B304 48%. 34%FN 29%. 5 Abraxane®Hitt, FET A%
WA T E %, nab-5404 {EAFMHFEETD) T ERHE M@ <0.0001, ANOVA). 7E
& B ETD F, IR nab-5404(40 mg/kg, q4d=3)H1%] 93%, #% Abraxane®(30
mg/kg, qdx5)F# 80%.

[000275)] 45i6: N Nab BAR¥ 3 ABKMEZ R AEBRACRK KA
(IDN5404. IDN5800. IDN5801)%% 738 il FH Bk 5T B PIK BN . Nab-5404 FHLEL
F nab-5800 1 nab-5801 B ALk 44 SN AN 44 Pu HTAN R V& 14 - Nab-5404 LS5 B 1
KB EFA M. EREERSEENNEEMEFET, nab-5404 L Abraxane®H
Mo IXEHIRHEE B E T nab-5404 {EE— A

SEHif) 7. Abraxane®t Taxotere®: FEMEFRR AR AT HLE

[000276) J5i: 7ELL q4dx3 BYIAIRA T AMMAR R P A EEERR
th, ¥ Abraxane®f0 Taxotere®H13 . FIEKF R Taxotere® 7. 15. 22. 33 Al

17
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50 mg/kg, ABX 15. 30. 60. 120 #1240 mg/kg. fE#HH A MX-1 ILRRMBED
HIMRE T, Huik Abraxane® Taxotere®IHUIRE M, FIEBRESA 15 mgke, FF
43 [,

[000277) 455 72/ RIFI B R ANBE 5+ , Taxotere® 5 Kt 52 7| & (MTD)
215 mg/kg, BILHIEBLDioo)E 50 mgkg. 524, Abraxane®™MTD 7E 120 &
240 mg/kg 28], LDigo /& 240 mg/kg. ZEMIREHTFTH, Abraxane® b AH%HIE )
Taxotere®7E FiJRg A K40 4 J7 TH 5678 34(79.8%LL 29.1%, p < 0.0001, ANOVA).

[000278] 45it: 7 MX-1 MEAERID, HLUHER BN, KRB
FEAESMEISEE (Abraxane®)IE T Taxotere®. T H., Abraxane®f)#5% B BAK
F Taxotere® M, X AL R EFERMKT TAT Abraxane®. X245 K
LR Abraxane® 5 Taxol® Eb BT LG8 SR A6 TT $840, FF B3R B R HTE M 10
HATTREECENEE . FIREEEMENEEENEE., EReMERiS,
kE: Abraxane®# Taxotere® 5% IEZE AT .

LG 8. EEMNMEE AN RHEE 1 HREEANGNHKRBREEESE
HIRRAREK K ALBR — B 4 (nab-5404): {kFMFI4E R 1 TE KP4

[000279) J5i%: A MCF7-S FLARJE K H 2 Eiif 25124 MCF7-R
(pgp KMl IDN5404 (H 40 B 5 1 . th4h % NCI-60 A Jives 40 i 5 41 P4 Ho 40 g
. NMAHZRRRIZR, BYKIR A5 A4S 1 nab-5404 FHKE TR THEASR
A A121 DR B R AR SCID /M.

[000280) %5%: T MCF7 4iMiFR, BHELAEWROKALTE R =84
KHEIETE, % MCF7-S 40 A ICso 1 (S0%AEAMEIRE) 2 3.9 £ 0.2 nM. Hitk
A5k MCF7-R B.7R ICso {B 4 66 + 8.6 nM, HH T 254951, ICso 3G N 17 1% . IDN5404
SR T FR R G, RO ICsoE4 AR 1.7+ 0.1 F140+3.8nM, X
Mgk 78 NCI 60 AR 40 R 41 78 20 #fiA, IDN5404 -3 ICso <10°M, A7E
MCF7-S 1 MCF7-R @ & Z [AIFiHEKF 10 5. COMPARE Hi%% % EDN5404
HEBPTFREFBOMEEALESY, EPTRITKNSR. AR A121 GIE
FihEg B A S AE Y, nab-5404 ) B 0 25k S R 7 B R AN () FRAR R B . oK UKL
nab-5404 ¥ BT 2 3 HAEW A S EHBMEE: EFKES S 24 mgkg, qdxs5
T, 5 RARTH 5 REKPFEEACTS), BEMEMIERE. R, BinfEs
30 mg/kg {F78 5 R 5 REMIET. 7 q3dx4 HHRF, 30 mgkg 48 5 R
i 4 R LTS, 7E 50 mg/kg i, 5 IS REMIET. NMA q7dx3 75, 40 mg/kg
48 5 R/NR T 3 R LTS, 7F 50 mg/kg, 4 R H) 4 RBMEEH) LTS.

[000281) 458 B XUEAEFHLHIMH S A K AL — 2 44 IDN5404
7 pep-RiEMIREAMILAERITEA AP RIMBEERE. E4KN, KB AE
454 ) nab-5404 X+ A121 R R R B EY ARG EE.
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SEjEf 9. Abraxane H H B 25| B4R K

[000282]

BT ik Abraxane® (ABX, #KBR EEALS A HELEN

BRI, Abraxane® 4N T LA K IE 4N T4 2 AR [R5 25 7 2 AN B 1) 32 ) B
5, FHSHEMWEEAY L RBEAT RS . XS5 2mT .

[000283] HEHEHBHIEET, XLHRALRE:

AL I kR, 84
Abraxane Bt A 7 P fIE, 7F
HER2 [itEi#EFLRE
A

ABX 125, HFMtE 1000
mg/m?,

1. 8K; 3wk

LU ABX Fi 35 Ptk
MBS, f£—% MBC
|:|:|

I 3Bt R, BRARNETEN
KR AL B (ABI-007), R
#1. F1 Herceptin®, 1E N
#7 HER2 PHMZLIRER —&
M LRIBIT

ABX 100 mg/m?, F4H
AUC2, PIEH A 1. 8.
15 AN Her
2mg/kg(4mg/kg ,» wk a)
g4wk x 6

HIEX TECE N ABX
5-R4150/8; Herceptin®
BREEN. BFHTH

BEKE .

£ B K- H B = Abraxane®,
wH B AH A G-CSF, £ IV
WYL S, IR

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 25
gwk

ABX B4 Navelbine®7E
—k MBC )% S0

ik

11 ¥4, 498 Abraxane®
mwy, BT %
MBC(# Her2+pts H, 10
Herceptin®)

ABX 125 mg/m?, Q3/4wk

fE—%% MBC H, 125
mg/m” (K45 E ABX H.Z
WEITHIAEXS RE) 1T 34
%

VIl BAi% %, Abraxane® il | ABX+EIREHAER
Doxil®, Fi T MBC /i FR I
PK
3 B 11 B0, 7—%5 MBC | ABX 4 /8(130mg/m?), h THAL ABX BZHIETT
H =4 7%, AF MBC
q2wk (260mg/m?)
ke
q3wk (260mg/m2)
38 I #RE, fE—4M | ABX B, BEHLAL ABX MBC A%,
=4

2 MBC 9, FfEREAEYI#H

ABX g3wk

DISR B EELAE: B
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RS =4 ABX tb4% 8 Taxol®; 4
Taxol ™34 Fi ABX W48 = /8 ABX;
IAEMRIE R (EEE
-1 1 SPARC)
I/11 34 TBD ABX 1 GW572016 &5&
Abraxane®+GW572016 (XUE EGFR #7150
%t BC B A& i i A2
WEHRNZ )
1 AR TS, 2 ROJR | Abraxane®100mg/m?, & | % IHIRE N THIE 2 K
FIAEB B ULk E, & | A—K 4 BPATF3A; | FEB Rk 24t
458 Abraxane®Z B4 T, |HEBHRBEIBT 1000 | M W % 4%, H &
7E B 3 S48 A mg/d x2 K Abraxane®A 2 W45 F
11 i —%k MBC X% %A ABX(125 mgm®, |A T ¥ #t ABX M
2wk B 1T, 1wk 1= | Xeloda® Bt &, 7 — £
1F)+Xeloda® 825mg/m?, | MBC #, {# /1 2 IR .
% 1-14 K 3wk 1 FE IR ABX T

Abraxane®[] 11 HIER M
BVRL, ZEFLRET

FEHE AC+ G-CSF—
43 J& ABX—Avastin®

“EAEEETNRRNY
BN

Abraxane®, FEFIEFEEHD | AC q2w x4+ | FIBFE ABX FEAITE
W, MTEsEE | G-CSF—ABX 2wk x4 RIEHBIVR S, Vst
WB T RBHRITR
Abraxane®[t] 11 BIFEZR VS | AC @2wk— ABX q2wk + | FRRMHENIF, £ 11
BiRE, fEFLAMET G-CSF W5 Bh R I6 v A
[000284] 7EFLIREHMBMBENT, HAEHE:
0 BRE, FIBFEERW | Fimb. SHME 2000, | LFHEIHARET KA

B ViR, RFAIFEE.
ABI-007(GEA), 7EREB

KEHEFR 60, ABX 175
mg/m?*, Neul 6mg SC, BT

KR GET 4, ~HH T &
EtE. EEHWKTRET,

HAER R MEFLARIE 4 D1 2wk x6 fB): | ABX ¥ #%k T 3 Taxol®.
Gem 2000, ABX 220, Neul
6 mg D1 q2wk x 4

I EAFARFRLK, ABX 220 mg/m®, q2wk

Abraxane®F8 )5 FECGEY | x6 , Fi J§ FEC x4

#h, +Herceptin®), 7EHLAR | (+Herceptin® , FA F

¥58 Her2+pts)
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254 - 25 ) K B AE i i R
GIEia

ABX+H B 2557

sy, EFLREA R

R4 AC, B ABX+
<4+ Herceptin®

11 35744 Bh (ABX+Herceptin®), Bfi J&
(Navelbine®+Herceptin®)
HAEBMLIT IBENLAL 1T 3 | TAC tb AC, B/ ABX+ | A TiFH AC G ABX/

£ 49 B ABX ¥ #
/Herceptin® Bt & W
TAC(FDA #tHER)4H BN BC
HE), EFMB&HT

I 8% 8 Bk %,
Abraxane®f1-FIEA0IE, 1
J 0 R 1 L A

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

I #RE, LT
(NCT), N F 4K IR 5 42
B%(ABI-007, Abraxane®),
TEIE PR TIA IIB. ITIA . 11IB
v HEFTERIRK
HFLIE Lt

ABX 300 mg/m?, q3wk

[000285] ZEfEHARS, AROHE:

VIl BAitEs, Abraxane®p
HBIT, £ — £ W
NSCLC

ABX &

ABX Bt &F41.7ENSCLC
R —A 1T R .

11 #9385, 435 Abraxane®
R4, fE—% NSCLC

ABX: 125 mg/m?, D1. 8.
15; £4H: AUC6 D1; q4wk

I k&%, F#HM

B 1. ABX 100, 125. 150

%28 1 R ar-AE

ABI007(Abraxane®) Fl £

K F(b): 260 mg/m?*; 7K

Abraxane®, UV EAFIE= | mg/m®, DI1. 8. 15 gdwk; | Ef ABX/RHBKEHIE,
B A) 720 W B A s 4k | B 2. ABX 220 260. 300 | Al FILER A EEZ PR T
AR AT mg/m?, DI q3wk. 4| F#—LHR.

AUC6, TERAEH
n M R B ABX 7K F(a): 225 mg/m*; | I II 3§ NSCLC iR &=

A, AT R E—

W1, FERREIAE/N A KR | (3): 300 mg/m?®; q3wk F | B T HIEAHAK .
H ¥ £ F AUC6 q3wk
I #HOR B ABX q3wk
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ABI007(Abraxane®)F1-F 4

m ¥\ O R
Abraxane®+Alimta®, FF

£k NSCLC

TBD

Ry EFIFEBSTMHM
42, ABX F1 Alimta®T[ LA
RAERENEE

/T 21iR%, Abraxane®in
Ji5igA, TEBEH NSCLC

/Il #ARHSY, Abraxane®.
Navelbine®F 44, T8
J7 B3 NSCLC

11 43, ABX 8%y, fE—%&
NSCLC #

ABX 260 mg/m®, q3wk

£ NSCLC # K% —4
ABX iR% .

11 #iH5Y, Abraxane® 24,
7E — %k NSCLC

FAFI 1: ABX q3wk;
BAF 2: ABX
. 7& TBD

m k8, &M
Abraxane® -4, 758
NSCLC #

—E

[000286]

AU T A B4

BEHLAL 11 3, ABX &/,

10mg/m*, &, b 260

. Q3W, 7F B £ (front | mg/m®, q3wk

line)HRP

I 5, ABX, #E—£Ai%) | 84 ABX 11 #3Ef5, & ABX, 1
FEE —£&; HRPC

11 #A5r i Bh ik S TBD ABX % F.0 % 5 B i

%, TERFARRET, A
YIbR SR

11 #§, ABX 100mg &L
1

[000287) 5P EEH IR ETE:

Abraxane®f 11 $AiR5%:, F
TV A B0 s (=4

TBD

I #9ik%, Abraxane®f

ABX #f+F~48 AUC6
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B, FTI6ST 00 S

I #3iX%, Abraxane® F
H, BTEKINEE

[000288] 7EHALIT F BT RELE:

VIl #3335, Abraxane®Bf
EHE, #E NSCLC H

Abraxane®BE-S BT

EYIHEL

H&NCKFE)

TBD

[000289] HEWREHE:

ABX ) 11 #3iR58, 7ERF4E

125 mg/m?, 1. 8. 15, q28

ABX) 1 K ¥ 7 B (150
ABX)H R 1 BB 2

WE R EIUEREIT R PN
II #3, ZELLRIyGY7 Q00 | 26->70

ABIO07 Y 11 BHA—49T
N, BTEriEsEn R
4R

Abraxane® Bt & F1 I & 4
A, W Avastin®.

Abraxane® Bt & & 4 B 4k
7 Veleade®.

Abraxane®B:-2 EGFR #4)
40 Tarceva®

BENLAL 11 41k, BAE
Ti4hE . Abraxane®FI4h iR
T, T RS 1A AR

MBS

il

sEiifl 10. AR B RGRER Y 5 eARMET TANAE

[000290] A SCATR A & gk Tk 5 P B R B S e 5 e
BRI e R A REBS, BAEENERNER. XEaFEHAFHR LN
SR, SHESRE. BRI . B REEER. KKAUBMAELY).
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EA AT BB . KB IELL S lomaiviticins KUY —AFERSF
lomaiviticin ¥%.D & RIALEY), BRIEFEEMELA). discoderaiolide FIFEMIMESE,
KEWRZYAT U EEZE. SHECE. R4, E. KeiHE(platins). WE
. RMEE. KB, BB, SHME. FEME. KERE. B
B, WOrE R, MhEEF. M. 5S-FU. EMP. KFEHER. & BRI
MABE

SZHEf) 11. Abraxane® M54 Herceptin®fIBX &

[000291] Taxol®M-EHAKIBLE O B/R X HB M ILRE N B RN, 7
SRR RET, EXHEEET, Taxol®UN AT LALL FE 80mg/m* 425, EEMFE
HF ST AR 2. toh, 4 Herceptin®H & 7EV4)T 7 £, HER-2-FHHEA
RBRIE R AL, BEATIIFHORIC T BT S LAE I E ABI-007 (Abraxane®™) 5ix 4k
B RE TR . PG B RTMIBT S LTS ABI-007/K4HM Herceptin®Xf T
HER-2 P B0 A R i 22 2t LIRS M . ABI-007 5 £ 40 Herceptin®Bt & 45
¥, SRS T EH HER-2 P AIFLRE R ME. 3 DMMERIBIIEZ T &
% 75 mg/m® IV ) ABI-007; Bl J5 #:% R 4A, B R AUC = 2, 8 A% F; 1 Herceptin®
WECE 1 Ak 4 mg/kg, EREESRAN 2 mgkg), 1 ANMEARR. XA 25HH i
S A0 F, FULT BT MBS AEIAIANMA, ABI-007 MIFIE I8 E % 100 mg/m’.
A NIRRT 6 MME. EVENmNEK 4 NMMEF, TR 4 DAE100%)%
BRI N . Ni%EE, T Abraxane® B ERAE, AL T Taxol®E &
BRIERERCE, SAMMEF=ERL.

SEHf 12. Abraxane® 5 -R4ABES
[000292] Taxol®5KAAMBX&7ENGE + ERIH P BRBOR . £ BH b
AR, IELERATUL 3 B REEE N A Abraxane®FE 4115 —HF 5.

SEHEfY 13. Abraxane®™ 5 ST BEE Y A
S 13a

[000293] Abraxane® 5IERBUTBA S, HIRIGIT BRI IEH ALK
M. N Abraxane® 58 X iR K BOT IR T AR AL 18G5 AR o B TR BUE AN 4 IR
B RN ;39 0E B 2H RN U 1 R SRR SR BT BIVE ST

[000294) R A2 2. BIFRA OCa-l KRRV EE. HIE,
AR T R R IS, 44T Abraxane® )5 i T4 5 8 PR AL B UM
WIL UL RS A, PR TN RANE B, BB R EE 8mm Y
TFUATEIT. F 10 Gy BFIE T, M8 Abraxanc®5 N Abraxane®BX&V477 K
W /NE, TEFTREES ST T, Abraxane™E ST 5 REMH G 1 REIAIF B 8]
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BF, NASTEVEBRRANMZFEZNECEERWZANEYN 15 FH
Abraxane®#I &, FIEH 90 mgkeg. HNL S EMHEAKER, Ak 8 LR
B. WHER 1(AIm DT, FEAEFET B BONE AEMRAERKER. MA 5.
7.5 B, 10 Gy JBET AP, HUBFIEHE., S8 H 1. 1582 Gy AL EHE
U TtEs: 5 R . BT Abraxane®RHFEMRE P H R I A RELST SANMEGHS
ZFB DA RIRIER, 7RIS T KRN 4T Abraxane® K. HTIKK
WO B 4% E 45 2 ST VA AT, Abraxane™ 8 75 i B8 U AT ¥4 R A 2

NS4 A KRR ITRK T RARMN TR, RTEH%S T 22 16 Gy
IR, %45 ROSESFIER 10 £ 80 Gy). MHAGHER, ZRH/E
120 KA IR AR K, BRHIISE TCDS0 (i 50% )3l # 7= A J5 # i 7 v R BT 7 IO K
SRE). A TCD50 RL: NS Abraxane® N, &—A%H 10
BURFI BN, #EE&HF 15 RAR. A THRMEKTHL, 035 Abraxane®I1T
o] T S SR ), L 0 ) P R B R 6 2B K T ER T 5 1R 1 IF 5 A R B ) 1
m. SENSTERREERRG, EAZREEREmM— M REEEAN.. NHE
ik 22 7% 3R 5 (jejunal microcolony assay)ff & 2 & T & /N R HIBRS E
A EEE R . HNRBE TS (WBD, XEKAREMN3 E7 Gy, #
%5 R, DIEMESERE 80 mgke, F Abraxane®ihE /N, 7E WBI B IKF
BT 24 NERRKS T I WBIRKRFIRG 3.5 RATENR. HI&ZHATHR
2N, RS HEEETEANERER. TSR FERE, BENREE

LB 13b

[000295) RIS HARZ WM ABI-007 BT (a) 1ENBR—ZFEFE
it ) 2 BN S48 OCa-1 HOHTIPIEIHTE, A(b) TERTIA ST MBI T ik B & 16T T
W38 OCa-1 BB BT80N, TR SEEBIE T FE 2.

[000296] ¥ OCa-1 FEAN AL AES A C3H DRIIE R 2MELE
KZEHEZ 7 mm B, TFUAXTHEH 08 A RR 56 R B (10 Gy). #bke T
ABI-007 90 mg/kg HIB—i697 . BURFIRIT . A THREEREGT T ER, B S
FE 9 NFLLEBETE 24 PMIET ABI-007. VAIT 4 S R4 MK R
(AGD), 5E X hiGsT R AMARIGIT R Z M EARMN Tmm £KZE 12 mm KIREKE
R, WTEEENA ABI-007 FIMA VAT A, HE 3R E T (enhancement factor
(EF)), H: A BES V6T BB AL ABI-007 J857 (A8 M 7mm 4K E 12mm #IR
#r2 S 5B BT MR AGD KItLE. b TR A T 088 5 &K
ABI-007 £ 5 ipygg ¥4 LU 19BN,  #4T TCDS0 R HTEVEIT G 140 K7
o 545 H 48 (fraction) T ) 5 & 80 Gy M EFI B 2R M FElZ S ABI-007
B&4T, ABI-007 768 KBUR T EZ AT 24 NS T
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[000297] L5R¥ETTAMIER) 16 RAHLL, 1ERNE—Z55, ABI-007 HIRE
K OCa-1 PR B KFEIR(37 K). ABI-007 E h B — 5 L B —FI B K 10Gy FH
B, 10 Gy F=H 29 RFEIR. X FEAEWRIT HE, EBRHIE 5 REEMETALS T
1) ABI-007 F=4: B N B IPEAE A . FEVRYT ) [AIRG 9 /NI L 24 /NEFAR 2. 3. 4,
5 RIFH) EF 235 & 1.3 1.4, 2.4, 2.3, 1.9 1 1.6. LGt /E4 T ABI-007 B, BX
HHURE R E AR T IRIER . BN A U 6 7 IR B TCDS0 55.3Gy
BEAS S N B S VAT BT 43.9 Gy, ABI-007 FjiSt HOBEA VAT X BhiE VA & W
BAEF(EF 1.3).

[000298] X—iRE&HBH, ABI-007 X} OCa-1 B B ZAFIPI MBI E
BIELH HATRIEBUT FER . W2 it FEEEMS &GRSR FTIERL,
TR R AE A AT Re R S AL S R, R VAT R BRI 35 2R 40 i R BT i A
G2M, It B AR [l b B s F AL

S5 14. Abraxane ™ F B & ER B BE I 47 BL &

[000299] HEHBHIMKHAZI SNA Abraxane®Bk &, X T #pHIRE
EGFr FIp 852 H . A BT474 MB@REM 120 RER, DIIREED 90
R BT474 SRR it i/ i, 850 18 MR E (EAME 5 RAR).
Bl NRESXEEKES. IEHRENREZERAHKES Abraxane®, 50
mg/kg, ¥4 3 M. B 2 BZHMA Abraxane®. B 3. 4. 5. 6. 7. 8 BWAEZ
Abraxane®, 7E5% 2 K528 07 & K ERE R ikt 45 Zi(pulse). & 9. 10. 11, 12,
13 49 /A#5Z Abraxane®, 75 | REZHIMFIENFIESRIKPES. B 14, 15,
16. 17. 18 43 E#5Z Abraxane®, G AL FHMFIBMNFIELE. HLHES
JB BB K 2 B, B AT 2RI BT LAESE A Abraxane®Z B 1 2K 2 KA k4
F, BF 5 Abraxane®E LS4 T . BhAt, JTHURINA N K BT E R EAERE
MR e RART 2 REKGHEL 1 KAk R . N XSk EIREE
HIBRAEF BRI Abraxane®A T HIELT H H B R NBERIE.

[000300] F3 BT474 ME 40 M EeAP 120 RARR, 53 90 RAyH Iy # /b
. BIXENRDA 6 HEEA 15 Q). B 1| X BEIkES. B 2 #kAER
Abraxane®, 50 mg/kg A, 43 A. B3I EZORFIEZE, 150 mgkg/H.
B 4 $:% Abraxane®, 50 mg/kg, EFRZAIHIAFENEGHEEER. B 5 8%
Abraxane®50 mg/kg, BLETZF LARTAASLH 7 JE=F B ke s B FNRF 220 (7). B 6 X
EZUNMIIAERNERSTERREW. BF=AE, R/ R, BEEXNRIEE
B R VFA] e R~ .

SHB 15. BAFBRESE nab™- % (Abraxane®). F45 Trastuzumab®ff 11
WIRRSL, 1EA ¥R HER-2 FHYEFLIRE I — & IG)T

86



200780049054. 5 oo 1 3E82/95m

[000301] ABFFATHMEZ, W (1) Z2MNWZH, Q) S8
2% 45 1t 2 Bk B 41/ Abraxane®/ R R B AR RN R, BN BEBRB/EBEAY R
FEHER-2 T RiAILIRE B AN — LA REERT . MZEAFRRTEIS, I
#RH Herceptin®, B 454 erbB2 ZARMIMIS B .

[000302)] Mgz, BWADHARSESETHEEHEESEN. RIIF
YE 343 MM, % Abraxane®FIBMAE 1. 8. 15 KK 75 mg/m®, 30 5 Hhih bk %
InE T RE S B #1100 mg/m?. 40 AUC =2 758 1.8.15 RKiE i Bk #iE 30-60
SN T, FREEEYT 29 REAM. MZBRRHAESE 1. 8. 15, 22 REILH K
T 30-90min 5F, F 1 ANFIER 4mgke, FIERKESERFER 2 mgke.

[000303) ZERATVFM LA 9 NEREH M 8 b, RMVEFERANIIN LR
AR 63%, 38% L A2 EIRIA « T i PR B A2 HP 1R s 4t RO 9 2D E (3 404 : 44%;
4 %% 11%)F1 E MER R DAE(33%).

[000304] iXibsh BIRIR, MZERAFUMN Abraxane®MN-F411EH MBC 1
— £ I69T BOR T 0 FE PR Vi A0 T B B S 1

SeHif] 16, TEEBEILBE—RWTE, BEMEN nad™- %15 B (Abraxane®)
11 R

[000305) it X1 AR50 00 H MR IP 24t . DR (n T 3 R A B AR 77
VE)H MBC U5 A VE R, FridBEEZ R MIREL S Abraxane®. REFIRRE
SIS S, R Xeloda® T4 RN, HAE MBC 1847 5 fhmh 0 B
o5 Y TN R R VA

[000306) 7EMLTF bR e iR, Abraxane®125 mg/m* it & ki
VEFESE 1 RAE 8 R 3 AL T, MERMIEK 825 mgm’ 1 £ 14 REHAFRK
R4 3 BAT. B3R HER-2/neu FAYEN, TG AG A 3 MAUE. BEZH
WA SHEB R RS ATIT . 2 TBE R MIRRT . B eRE R iy
ME B & T AT EZBAT

[000307) 383 12 &8, &R 6 NEEP TR LS, 2 AW
BIERT 8 NEZETIIEMH RNR ., BEMSFNRERARMESE, ®E 4 45
51 U ERIMER . RIS 2 MEIT ABEE— I S)E 6 M EE
WAFsE, HABRERRT 6 NEAM, 1 AR, 1 MEFRELRK. 2 A
JBIERT 8 N EBEH, 2SR, 4 NMEARERA.

[000308) Xibs: IR, RIBMBEMAG MBI Abraxane® A 2
AT, EARIEREH NI, Abraxane® X H M T ERARMEH IGKRE R+
YERIA MR AE, FREAER FIRMER EZEH.

SeHif] 17. EEHIRERE T, NEEEMNERNABBEEERA nab-E12
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BZ(Abraxane®) [ FE B HEHF R (Pilot Study)

[000309] AR (1 B 2 VAN PR B & (48 B V.28 ) I A B B iz B Ja
H ) Abraxane®7 B HAFLARFE PR EE .

[000310] HEHEEAFAWFRN. ALAFMANEHAREE. 85T 2
g B R ERETER) 60 mg/m® MIFBBLE 600 mg/m® (AC)HAT 44N AHA,
B 5 4F 2 JEIN 3 Abraxane®260 mg/m*, #A4T 4 AR

[000311] 30 BHEEBZ 4 NFHN AC, 29 BREFPH 27 BHEZ 41

FARIE Abraxane®; 33%0 58 #1522 “ WAk 3FHE F 2 (pegfilgrastim)(Neulasta®),
[ h7E Abraxane®™#i [ = ANC(ZExTH HERL40 L THEORIKE .9 2 BEG1%) BT
JE ML 9 2 ZE T Abraxane®F BB, B3t 9 REHEERF 2 QN EMEH, 4 28
& BH 3 FANAMEHEEPN); PN U1 &, iR 28 K.

[000312] X4 RER, EEFEHIBENERE T, WTRITHRE
Mif 5% B 8 2 (60 mg/m?) NI BEBLAE (600 mg/m*)FIBEERT, B2/, 44
B, REFIRZELE Abraxane® (260 mg/m?), &2 &, 4 MFEH.

L) 18. B nab-EABE (Abraxane®)1E A EBMEIL BRI —LB/IT, X
HER-2/neu PAYE B E I H Z 2R AT

[000313] HETFFRK B M EKEA Abraxane®# 5 EI 57 £k 1% . (frontline
setting) 1IN B Z 2k B 51 H T HER2/neu-FR 1% B34

[000314) It IT $TT /bR C W 55 A2 36 20 A~ HER2-FHY4:F1 50 4~ HBR2-FH
Mg, FIRBREBRE RSB IEIIRE. Abraxane®EE 1. 8 F1 15 KU
125 mg/m® EIKMIES T 30 o0kh, BEEEIL—RA. MZRBHEHRET TS
¥, AT HER2-FHMEHBH . VP& MRMMNE, 554 f £ EH#H E(time to
progression (TTP)). RAFEE(OS)FIE1E .

[000315) 7EZ&BETH, 23 BREFLESEZ ML 3 MAWH
Abraxane®. BERAIVETTAHRAFI TR 3 Hp R4 R/ DAER.7%), WH 4
HARFBESE . 4 AT BE 1 AXVEST WA .

TR 19.  nab-E158E (Abraxane®)FE4AK 1 H1RR

[000316) ZHFZTH H B9 = Abraxane® (8 F4E = A)H B A 527
B, FH AUC=6, F}HHWESHMTXY5)H %P,

[000317) B H“kREVATT R K& A i3k B 00 40 20 2% S 40 i 2% 11 B 10 30 1 A
MBEEHASEN. B 1E£TE 3 ANAY 1 SEUNESIEE=A%%
Abraxane®(220. 260. 300. 340 mg/m?), BE/FEZ R4 AUC=6. B 2 BRAEZ(R
1. 8. 15 K, BE/54=1 1 &) Abraxane® (100, 125. 150 mg/m?), P52 R4
AUC = 6. STARISUR PK 284, FH 1 & Abraxane®2 J5 & K40, BHINFEA
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H 2 REE], PK /K PAERLE 6+ 24, 48 F1 72 /MBS 5E
[000318) 7E% 3 ARFEIFRSF, YR M /MR kD> FIRH 2295 2
B K 3/4 KBHE—A 3/17). EFANERS, RERg D> 513 &%
W 3/4 . HFEE 125 mg/m® KB R A RS 25(n = 6)I B AN Z 2 N4
W S (R A . DB RN 2 MR E LR (NSCLC), K45 =4 340 mg/m’ M B 7l
B4 =S)NBRERMNZ 1 MEEHEBNSCLC)F 2 N4 (SCLC. '),
[000319)] XUL¥4E %K B Abraxane®M-K4ABES TG . & A4 211 MTD
300 mg/m?, X T4 3 A—RLZEH MTD £ 100 mg/m’.
SR 20, FBBEEMNE MR, KTBEEM nab- B (Abraxane®) (GEA)EF
B RE H/4 PEFLARE Y I AR
[000320] 7ZEJFHUbRIC 11 SEBRRF, £ RS T TRAT 4R 55 S/ FT i Bh 77 %
VAT 7 R FiALIE 2000 mg/m® #hk, 2 A, 6 NER: RITER 50 mg/m’
2 J&, 6 AFHH; Abraxane®175 mg/m’ % 2 &, 6 ANAWY; Z-EiLIEREE
(pegfilgrastim) 6 mg 2 T, & 2 AN 2 K. BITHEHFAREAHETTHE
= P A 2000 mg/m? 4F 2 /A, 4 ANAH; Abraxane®220 mg/m® & 2 /&, 4 AN,
MZ WA FE 6 mg T, 82 AKNE K. BEATAREHIANRTK
HA/ 9% 7 L R o AR BHE A2

LI 21, nab-E B EES Abraxane®™ T M- F8 UL40 A A 40 M B 1R V5 44

[000321) 7ESEINIRE K nab-EWABEZEF 0 pM. 1 pM. 10 uM B 100 pM
f] Abraxane®(ABI-007)fFAERIEH T, WM E-FIg 4 l(VSMOFMETE 96 FLik
F. ATIEY nab-EMEBEEFR Abraxanc®HIEM/EH, B LHEK VSMCs A ZHEiE
A% — B k-1 (Invitrogen, Carlsbad CAYJe @A HTaL 5. ZHERE R B — R 44-1
REEMVER TR AR, AR L 25 704 MR\ T R A
W& 7A FirR, nab-EMBERA SR FIERBIEN MR, WIIEIEMPTIER .
nab-EWHEZ MR A4 1 pM 58 10 pM I Abraxane®H8 58 ; 487, 4% 100 pM
() Abraxane® K KHHR(ANOVA, p<0.0001). W& 7A Fizn, F ZHEme R R4k
A ARt REETEESE. SRS E AM (Invitrogen) 2 IFRE4F, Hil
AR B R R K R A OB R R E. BRETHRSE AM NiEAREFIY
=S E, Bheie s R =R ZIO. WE 7B s,
nab-E MAHE R B F EHRBIEDREEFE, DERSEENIOLRGNERKAT
o W HEMELE Abraxane® iR B W LRI B KB E T KR EFE
Abraxane®Zi¥RE T, ANOVA 445 H p <0.0001,

SEHER) 22. nab-EHBEBS Abraxane®Xt HT29(\ 4B ERMBEYH

89



200780049054. 5 B 15 ZE85/95m

[000322] 4R AA MR 10°4 HT29 0. — B s al fuldn - BL7E
100-200 mm® LA b, T IFEE. B/ANRBENLG N 4 HEEA n=8). 4 1 BbkERH
K, B3 W, #1474 8; A2 SAEEANESZ 10 mg/kg i Abraxane®, #4T S
H; 413 $#hk3E2 40 mg/kg 1) nab-HIAER, B 3 K, #4174 H: A 4 #% nab-
FIHERAO mgkg, A 3K, 4T 4 A, #EOF Abraxane® (10 mg/kg, & H,
W4T 5 H, BEREK). WK 8 JT7R, Abraxane®iN nab-5 10 R BEEIG T X BRI )
R TE—R—ET 4.

SZHEf) 23. nab-17-AAG Bt Abraxane®™% H358(A )i s8 F: M A2 00 40 fu 28

[000323) #R R A MR 107 A H358 4. — e mT fuln - HL7E
100-200 mm® YAk, VBITITER. HB/RBENLS N 4 (B4 n=8). 41 FHkERH
K, BE3IK, #IT4E; 42 FHEEANES 10 mgkg i) Abraxane®, #1T 5
H; 4 3 #k#2 80 mgkg ) nab-17-AAG, &/ 3 &k, #1T 4 F; 4 4 &%
nab-17-AAG (80 mg/kg, %8 3 1k, HHT 4 &, #Ak4F)F Abraxane® (10 mg/kg,
SH, #4175 H, BEK). WE 9 iR, nab-17-AAG i Abraxane®Bk& 677 X
B R FE—B—IBTT .

S5 24. Abraxane® (ABI-007)32> MDA-MB-231 A 8 S5t B A4 0 1 iy 4
&, HEIHIE. HREM VEGF-A K&

[000324] ¥ MDA-MB-231 A 3R 57 %0 % 1 ¥ F A0 15 N\ M 75 4R
Cnu/m) NERBIFLIRRERT BT o 4P AEN 230mm’® B, /N ERBENLS K
L4, SETREY, FHALHK. Taxol®. Abraxane®=( i Z4LH . Taxol®LL
10 mg/kg/ R4 F, Abraxane®LA 15 mg/kg/ R4 T, MFIHERELL 10 mgkg/RET .
B ZaAn s IR AL K BBk NS F, R 100 ul MARRR, RFgk S R. @B, W
SRR, It B4 RIRE Y. BT ELISA, WEMEERNY+TH VEGF-A
BEKT. fE—tEmRg, @idHEREHK A Abraxane® b3 )/ B IR .

x4
s BUHE W*ﬁfﬁ?*ﬂ wrer | VESRA
kxR lc(l)é)x*sll 523 + 79 337 % 51
Taxol® 10 mg/kg/R 231 £32 56 664 + 66
qdx5
Abraxane® 15 n;g;ksg/% 187+ 29 64 890 + 82
(OESS 10 mg/kg/ R 287 + 56 45 754 + 49
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| [ qdx5 | | | )

[000325] N7ER 4 iR, U5EHKMENZBEIWHLL, Taxol®.
Abraxane BT F R HIMEIPPRE A K, QOB IR AN TR AR B R
T2 S35 SR AR AR S e X R A B S DU BB ) R A R A AR, HERR AR
HI(TGI). IRE K HNEI7ZE Abraxane®Ab 2 )/ B B K (64%3M) . Taxol ®FiFH
FEEZN N ETR 56%F0 45% K98 A KM

[000326] VEGF-A & E7EM& 41 fui@ B+ B/K-FE S ELISA W&,
I B 7R H7ESR B Taxol®. Abraxane ™1 5 2 4b 3 1/ B A I8 3860 . VEGF-A
B EAKELEM Abraxane®4h B ) /) B B B (164% 38 00), 4R J5 2B % K (124%) 1
Taxol® (97%).

[000327) A 2h7K Ak 32 H T BE /N BRI FE ¢ JG — YR IE 5 Abraxane® 5 — &
Abraxane®- 2 /N SRR o« PG R ISR SELL BB A R . B IRE
M- BB A R AL A, EEGREM. WER 10 FHxR, &
Abraxane®- 4028 /)8 B P BB A2 K i 30 A MR A R IR ZE(B 10B) TR,
(B 10D). 7E 7K A BT FR /N R B R, B MEL B TEM LA (B 10A
F1E 10C).

SEH] 25. VEGF-A 1 Avastin®%F Abraxane®-i% S KA 0 REBE N Z W

[000328) F& 7@ L/E A T 8 57 40 Bk B g 8 e A, T RER
B, 4B VEGF-A tA[{EH TRIL VEGF-A %4k (VEGF-R) e 40 1 .
MDA-MB-231 4 fi3%15 VEGF-R2, T HepG2 4l fiFIiA VEGF-R1, PC3 HiFIiR
B4 f1% % VEGF-R1 M VEGF-R2 (BEEA 7~ H).

[000329] VEGF-A i3 VEGF #iff(Avastin®)%} Abraxane®-% 5 #1401 iz
T4 VR PR E VR S 40 MR L 40 T o BEAT A . 0P — SE VR BE T R A Abraxane®(1
% 24 nM)AL 2 . 5] VEGF-A 5% Avastin® 0B 408, 7 EL48 Mtk 5 ) Abraxane®
Bk BB [ 0 AT EL AR . ZE® 11A HFTR, JHA VEGF-A J§Z> Abraxane®[f]
A EYE . 52 AR, I Avastin® 0 Abraxane® 445N BB 11A).

[000330)] 7EiRAMEFE KRR S, WEBMEUMER. HEHKIHE.
Abraxane® 2l . VEGF-Bjl. Avastin®¥H. Abraxane® + VEGF-A 5 Abraxane® +
Avastin® b B4 . W07ERE 11B B, HE/KRTERAEEL, Abraxane®Hi KI5
VERITE Y%, Fi VEGF-2 BB kb BRI W B I AR V4 RS R, T Avastin® s b 3
SEIEROEX KRB MR/D . % VEGF-A MMAZ] Abraxane®- 43 K40 My />
sl XRES Abraxane® B L MR B ERE £ . 1§ Avastin®
INNF| Abraxane®-4b ¥ 40 3 B BB U RN, 1590 40 A 2 3 In (an i 1 B R
AR B 2 R D BT 5 A I BE 00 Abraxane®5, Avastin® M2 3 #17KF .
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SZHEf 26. Abraxane® (ABI-007)5 Avastin®B¢& 2> MDA-MB-231 iyl R 1E
YR REEK

[000331] ¥ RIEFOLEE M MDA-MB-231 AFLIRE R A BEYH
ANMEVERR Cnu/m) /NBREIFUIRIERT B P, 43R ATRIA B 230mm’ B, #5/)
SEENL LA, BAH R, HEFHK. Abraxane®. Avastin®, 3 Abraxane®
5 Avastin® B b . Abraxanc® B4 & LA 10 mg/kg/ REEH AT, ¥4 5 K,
PR, Z I ERE— A . 7 Abraxane® AN ARZ G, LA 2 mg/kg. 4 mg/kg 3
8 mg/kg 45F Avastin®, ®EBEK, 46 A. EEBEHIT /N RAEFR T,
L 4 mg/kg 7B T B Avastin®, WA/ BRI ALK Zad it . 2EhKad
BRSF HE A R (103 B 4 ARUA B 2000 mm® B, A0FE/N R

x5
0 ) ]
b3 Avastin®F| & S'Zig(}j: f;fk ™| %TGI | %EaeHiE?
ER KT B 2391 + 432 0
®
Al(’fg;?)e 117 + 38 95.11 0
Avastin® 4 mg/kg 2089 + 251 12.56 0
ﬁ‘z{ﬁ;@ 2 mg/kg 138 + 42 94.23 20 (1/5)
,ﬁs}fﬁ@ 4 mg/kg 60+ 17 97.49 40 (2/5)
Aﬁfﬁ;(@ 8 mg/kg 36+ 16 98.49 40 (2/5)

[000332) ZE/E—AbPRAH IR MER B H 0 B BB I 4 B~ 25 ek
AR 5 7E S B 2H B M B P O R AR SR B AR, TSR AR I (TGD)
e 5 ME 12 PR, 4 mg/kg FIEK Avastin®B A B B R R B A K
(12.56%3M %), Abraxane®F1 Avastin®Be& V477 7= A L B Avastin®W] B FE4F I 45
B BRI 4 S R A 94.23% 31 98.49% . Abraxane® 5 B B FIE ) Avastin®BE S
772 by B g Abraxane™ 5 4 [ 45 5.(97.49 5, 98.49%, AL T 95.11%M14]) - Abraxane®
1 Avastin®Bt-& S B E/N R T R ER, Ko sealiRie MRS 65 REE ™
MBI . ] Abraxane®H Avastin®BA &AL ER A 15 FUMNRAH 5 RB0%)ERIRT
SEA IR TH IR ;

[000333) &/ R A i e S5t BEAR Eb s> 90%.

S2Haf5] 27. Abraxane® (ABI-007)5 Avastin®Bt & 7% /> MDA-MB-231 i 5 1E
Y I pE S
[000334) n7ESEHER) 25 TR, KRIAE L EEFRY MDA-MB-231 A3
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B SRR Y SR AR o) NRIOFLERIE T £ H . SR AR
EH 230mm’ B, B/NRBENL LA, 3 B K (@0=10). Abraxane®(n=5).
Avastin®(n=5)%, Abraxane®5 Avastin®(n=>5)B & 4L 2 /)N B, . Abraxane® B B4 & LA
10 mg/kg/ RIFHA T, ¥4 5K, WA, ZREE—/AE. £ Abraxane®IF 4
RIS, L2 mgkg. 4 mg/kg B 8 mgkg FIEL T Avastin®, FHABEIK, FHLL6
. fEEBEET RN RMARMEE, L 4mgke KFIESTHIN Avastin®. 4
#h7K Ab 3R 3o BE 4 oh S 3 R AR AUA E) 2000 mm® B, ZAFE/N R RS WK 5 A
BB NEE— RN B, 6 &R . Eid oIt R IR X
H64H 1 MDA-MB-231 I AF7E, s HAE 0 R R MR e 75 . FEALSE
YRGS 65 K), MEKRE 10 MHRESMM I FH MR P REER
BgiG k. #137E7E MDA-MB-231 #lfF B R A4, KT 4% 20ul ¥4 500
JE AT R AR PEAG 9 B

o %88/951

%6
T WE4HB T
Avasti : :
pwm | g | RE® | P R () P
10/10
+h y E7IZJI 0
HhACH H (100%) 7/10 (70%)
®

Ay 515 (100%) 4/5 (80%) _
Avastin” 4 mg/kg | 5/5 (100%) 3/5 (60%) NS
ABX Y| 2mgg | 5/5 (100%) 1/5 (20%) 0.045
ﬁvﬁfﬁ;@ 4mg/kg | 2/5(40%) | 0.022 2/5 (40%) NS
IfVESXﬁ;® S mgke | 2/5(40%) | 0.022 0/5 (0%) 0.025

[000335) fn7ER 6 F i, Fl Abraxane®al Avastin®#& b3 K B Xf
TR B B R R AR B R, il i 7E 40 e SR B R O RS BT 0
. WEEASCERR, RERERASRIRMARPEEFICERE .
Abraxane®5 Avastin®B: SV H RE M BB EME. 7£H Abraxane®
4mg/kg M 8 mg/kg IR MR EFIER Avastin® B, BBRHRERTRE
40%. (P fii=0.022; ' P {Ei@iL /] Fisher ¥ HiAR% (Fisher’s exact test) i
VLRSS FE4H 2 (A 2R m 4 ; NS e BB ZE A Y. ) B Abraxane®5, Avastin®
FHA A BB BT R ERBERDEMW, WER 6 HHR. Abraxane®5
Avastin®BE& 3 B X} i 5 5 R A 28 B %0  Abraxane® 5 2 mg/kg-4 mg/kg 51 8 mg/kg
Avastin®BR & B R EE 5 I E 20%. 40%F1 0%.

[000336) @it ZH SREUY R 6 R EETEE , VP Ak e e 1) o4k B2 45 A0 i )
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#%, WER 13 FFiR. Abraxane®Hl Avastin®BE& %7k > MDA-MB-231 98 4
MR B S E B 13 EREE 13B)EFHFRIEM.

SEHER) 28, SAZREAL ST I3 hn AR o it B o

[000337) 4MAT 42 BERIEE T Y FI(BD Taxol ®)FIA £ ¥ HI(ED nab-RAZBE,
Abraxane®™) 171 x5/ B 88 A RR R H8E Jon frb 8 mh At B BE(“MIVD ) I BE T o AT 5K
BEAGSNE, SBARERAR, IR/ REEBEFELE-BUR MX-1 BM#E
Yy R B MES-SA F R Y BB A R E it MES-SA/DxS R #HEY,
PRI FALE: (1) PA13.4 mg/kg BRATF—IR Taxol®, &4 5 K(“qdx5”);
(2) 13.4 mg/kg Abraxane®, qdx5: (3) 30 mg/kg Abraxane®, qdx5; BL(4)ZAUAFRK
BEER 2h 22 B (“PBS”), qdxS5. FE—ASER, M 17 RITH, FRAPKIFMAIE
AR, R AL F, BEELRMEE—RK—F 11 RXi#iT CD31 1, &
4/ MVD. MVD % B HL T CD31-PHE G AR XT T IR AR & o L.

[000338] n7E 14A HFTR, PR A HDHIHE L MES-SA/DxS5 2Tt 2
KR, IfH MX-1 1 MES-SA & BEEURN . LR 14B T, MVD BEfit
IR TT G I o 5 F MX-1, MVD M 1.08 + 0.65%(PBS)34 % 4.93 + 3.22% (Taxol®,
13.4 mg/kg). 9.03 +13.0% (Abraxane®, 13.4 mg/kg)F 9.18 + 11.19% (Abraxane®,
30 mg/kg). ¥tT MES-SA, MVD M 3.96 + 3.68% (PBS)1 0% 7.33 + 1.30 (Taxol®,
13.4 mg/kg). 3.33 + 1.03% (Abraxane®, 13.4 mg/kg)fl 11.69 + 7.51% (Abraxane®,
30 mg/kg). XFF MES-SA/Dx5, MVD 7E 4.16 + 2.39%. 4.11 +0.55% (Taxol®, 13.4
mg/kg).4.13 +2.30% (Abraxane®, 13.4 mg/kg)Fl 2.52 + 1.08% (Abraxane®, 30 mg/kg)
FHRERE. N EEEEURR MX-1 1 MES-SA H, ZERE/NPEARFIE N
MVD 2 |85 IF AR5 (EL 3 B 14A 1 14B FFF MX-1 B F1/E 14A 70 14B H [#) MES-SA
&), 7EH 13.4 mg/kg I Taxol®. fEEWELH Abraxane®. BUF PBS ¥ 5, 7E%
FEHIME MES-SA/Dx5 H, 7EMBAFRA MVD HTH®H MR R KN & 14B
W55 D sk B R R BT = Fh U K84 E) MVD R BIE —E .. SR RPE RV E
S IR R AR R I AN MVD, X R BT W R T ST i 3G 0 Y i k2
F HAZEHE R A PTR B X B P

SEHEB] 29. BEA4AT Avastin®F Abraxane® (ABI-007)8H B2 & £ Abraxane®
(ABI-007) % 5 B BB sl

[000339) Abraxane® ¥ Jii F1 5 U1 4% 28 1 (Avastin®) B & W0 370 I 88 v T 7E
R AT . IRIEARUET 1%, % MDA-MB-231-Luct AFLARE R M HEYE AN 4
3 5 BB MR (ru/nu) /) B (Harlan Sprague-Delaney, Indianapolis, IN) ) 2L A% g 7
e, 4 B 200-250 mm® AR MDA-MB-231 v i/ RBEEN 4324 6 4, 4
10 Rzh¥, FEEFFIYFALE: (1) PBS; (2) Abraxane®#Ji(10 mg/kg, FIXkAL
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F(“iv.”) qdx5); (3) Avastin®#fh(4 mgkg, BERCiLp)EHATF, 88 3 K
(“g3xwkly”)); H(4) Abraxane®, #R/5 Avastin®. Avastin®bFEZE Abraxane®— &
WAL 24 NEFTFLR, HFIE K 2 mg/kg. 4 mg/kg B 8 mg/kg I Avastin®#& T 0.1
mL TEHEKF, FAMBRATES, 3xwkly, ¥4 5 FH. 47 8RN A
Abraxane®. 7EFIAN AR Abraxane®ibEH, 7 — AL RE—BATE_RY
[¥) Abraxane® (10 mg/kg, i v. qdx5). X} FB 20 5% #h 7K , 7E4) 5 5 Abraxane®F1 Avastin®
AEIRAR O B B AR R A (B 0.1ml, Lv. B ipyESH). RS T,

[000340] Xt77H RIAH L ERFH MDA-MS-231-JE IR (¥ /0 R BEAT P 3
Se, DA S Avastin®BA I — N BB qdxS FEIH#A Abraxane®4k 257 VA KR o
AR NR P E R A NEZ R FHES, Wl EERRREAT AL AN
TEIE 15 F13R 7 7 RoR MBS 23 (9 Ee i 40 4 B, AN A ) Abraxane® (10 mg/kg)
AR B Bk — AN B H 78 H0 i e A K 5 T BE B R(p< 0.05). & 15 ;- 10 mg/kg
Abraxane®H 4 mg/kg Avastin®k & 477 BB .

® 17
OB Avastin®F| 8| FREMEER [%TGE| %TGD” %582
(mm®)' B
EREE1: — K Abraxane® (10 mg/kg)
EhK X R 2079 + 287 0
Abraxane® (ABX) 596 + 98 71.33 20 0
Avastin® 2 mg/kg 953 + 127 54.16 13 0
ABX + Avastin® 2 mg/kg 255+ 46 87.73 33 0
LS S2: B AR Abraxane® (10 mg/kg)
K% R 2391 +£432 0
Abraxane® (ABX) 117 + 38 95.11 | >65 0
Avastin® 4 mg/kg 2089 + 251 12.56 7 0
ABX + Avastin® 2 mg/kg 138 £ 42 94.23 >65° 20 (1/5)
ABX + Avastin® 4 mg/kg 60+ 17 97.49 >65° 40 (2/5)
ABX + Avastin® 8 mg/kg 36+ 16 98.49 >65° | 40 (2/5)

U fF 4bBEPBS-AhHE (Rt B —— BRI S B AT K bR ik 202000 mm® I FRE— R E H, BT
) b8 1A R (n=5) + SE.

2 GRS B RS — R PBSAL B4 ) F iR AR ARAR L, Z94VAYT 4 b S R 4
BB ot

bR A K IER(“TGD”) R B SPBSA B AARLL, ZESEH4H i T s (AFRIA ) 1000mm’ BT %
KIS R B X BB ZE PRI S5 2525 KA 81000 mm’.

CERVRERNEE6SR, RATHEMEN A IRNES L. BENNEERERATRERE
IBAL PR /N RIS E

S TGDAREME KT E , 3X 72 R A S35 B AR AR B S 30 45 R (MBI 5 SR 65K D 1R 14 211000

3
mm .
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[000341] IN7ER 7 FHIR, —AFAH Abraxane®5 , P IR1AT N 596
+ 98 mm’, S5XTRAMNFHMBEAERMAL, HABNT 71% TG, e &AM
Abraxane®)5, FHMIRARAR 117 £ 38 mm®, S5 RAKFHMBAETRMEHT, H
FIRT 95% TGL. MXTFx a1, — A Abraxane™FEiR R B AFUEE] 1000
mm® [FIFIA] & 20 Ko 52 AL, BES2FANRH Abraxane® )40 H )34 iR 4 7
TR SEIG HA1A) W A 3] 1000 mm®, R EE K P8 A K FEIR (“TGD™) & /) 65 Ko
Avastin® B (4mg/kg) X R A & P2 AR BN BT AR (B 15A) B B Bk R (A
15B), XRKASCHAEWATNEILME FEABEME—R, 100-150 mm®)
R HET .

[000342) Uh4h, Z5REH, SHE—25ARLFHILL, i Abraxane®fl
Avastin®BE A V4T X BB ALK AL b R B SBAY Abraxane ™ R0l e
A, FERRNE A BEIVETT, BRI R 0 R AN e A A SR AR B
fl, MRRIERTE KN BT, 3 B $MM Abraxane®s Avastin®4ib
R /DR PR NEREEHEE. 52AEE, BZBEETR/NRSEM
How s2I6 40 M AR L5/ UM H B T R /N B B (p<0.05). 46, TR
Abraxane®5 2. 4 B 8 mg/kg ) Avastin®BE &5, FUUMREBIHR AR H TN E
(BRI AT AR U A BRBE (B 15B FIR 7). REGHMAX/DMRI/DREEAD RVFEXT
Avastin®¥R FEE T H R BRI, EREBRY, BEFER Avastin®RILH
5B EANBRMEN D RARSBEMERE 7).

Sz Hi) 30. I Abraxane®(ABI-007)F1 Avastin®Bt 21857, TI A B3 Abraxane®
(ABI-007)ER, Avastin®/&77, SBEMBERT/HRFTEN. TEFRHBEHER
[000343]  nscififs) 29 k=LA MDA-MB-231-JE BRI /N . K
WA 200-250 mm® AEER PP RN RBENLS 0 6 4, A 10 R, FHA TR
A3 (1) PBS; (2) Avastin®Hfl(4 mgkg, BN CLp)EHRET, BREBHERK
(“q2xwkly”)): (3) Abraxane® (30 mgkg, FEIKH Civ)A T qdx5): Bi4)
Abraxane®, )5 Avastin®. Avastin®{bIE7E % — KL ST Abraxane®j5 24 /N T,
FEEEHPISEWAR, HAEN 4 mgkg B Avastin®FF 0.1 mL TEEhAK+, K
MEP ST, q2xwkly, R4k 5 H. A FFA ALK Abraxane® (#F2 10 mgkg, iv.
qdx5), "I ARE— . EBAEZ K, HAESHE Abraxane®f Avastin®4b AR
AR, BcAERKTE (B 01ml, iv.Eip EH). UAHRIMAAIRSG T .
[000344) EAAMREAIR 3 K, EEMATH. HREFHER 16 F
TR, B, REHAEHRM Abraxane® (30 mg/ke) B SN HIME ALK, BE
PR ZE S AN AR Abraxane® 4 RE KA RAFHREHNAK—RELAREM
Avastin®(4 mg/kg)s% PBS-71: 51 f B Eh AR 18 . 5 2 ML, BT B BAAT Abraxane®
(30 mg/kg) 5 Avastin® (4 mg/kg) Bk &4 FAMBEERENHIMEEK, MHEEEKKES
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W——ME NG 95 R—SBUHE L P E2EiHR,

52 i ] 31. Abraxane®(ABI-007) 1 Avastin® Bt & V& 57 M 4 W H
MDA-MB-435-Luc+-JR 18 # /) R E A K. WHENITES

[000345) 6 EBHRICH MDA-MB-435 40 i R (“MDA-MB-435-Luc+")
B Sierra 18 1 (Universitaria de Bellvitge, Barcelona, Spain) {584, HHO&E
H A 4b 48 B F4E . Rubio, N.Z%(2001), “Metastatic behavior of human breast
carcinomas overexpression the Bcl-x(L) gene: a role in dormancy and
organospecificity,” Lab. Invest. 8:725-34, MDA-MB-435-Luc+4li i R R H & &
e, FTEREBIMAFLRKERREEBIWMEL. i Mg RS FREE b
FH 5% MG, 2 mM BEBEE . 1 mM FEBRMAFE L % Z AR K Dulbecco’s
Modified Eagle ¥53r:4 8. @iLH PBS Mk Z, R5HRETE PBS 71/
BH 0.5 mM EDTA 3-4 4%, ORI 40 AT & . 40 M fg AL R IR,
3 B 4# F Roche Diagnostics GmbH (Penzberg, Germany )4y il iR 77 &% A
=2 S A

[000346)] % MDA-MB-435-Luc+ (“435-Luc+")4I iz FHEA 4 3 6 7 il
M ICR SCID /) B (Taconic, Hudson, NY)HKIFLARRET &P . & 2-3 R, BT FN
ARNEEEMEERZ, FEREFTHAEARRERTEEER: 4R
=Dd*n/6, Hoth D = BAER, d= B/NER. 435-Luc' B RE SIEE R NG
A 435-MBA-MS-iE H {7 I8 1/ BOAE R 38 s 2 . sha i BRIE R E MTe R T7
.

[000347] KHFH 200-250 mm® 4RFREY 435-Luc” i B9/ BN 29 6
M, B4 5 A5, A THYFRLE: PBS. Abraxane® (“ABX”)H41(10 mg/kg,
i.v., qdx5). Avastin® (4 mg/kg, i.p., FABIK). BK Abraxane®R i Avastin®. 4
FWIEBIN Abraxanc®ib 3, FRAMIES 5 K, ERAMZIAEIE—RA. Avastin®t
BR7ESE — A Abraxane®f5 24 /NI ITHR, FIEH 4 mgkg, WT 0.1 ml KRR, X
WEZ PBS ., ¥ ipiH, BAWK, BILAA. WNRAEZ PBS, £4055
Abraxane®f Avastin®bEARR T A iv.E ipFES (0.1mD. AT ATERBHE
KGR 25067 8 28 v ST 35 Ji R0 A AR 51 2000 mm? B AL FE /N B . % 8 75 i Abraxane®.
Avastin®Fl Abraxane® 5 Avastin®BE & VAT ¥ MDA-MB-435-Luc+ {83 # 28 v g 4
KHEA.
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xS
MDA-MB-435-Luc+
b3 Avastin® Jilb g ol % TGI’ % 5E IS
(mg/kg) (mm3)6
PGt 2020 0
ABX Hh 369 81.73 0
Avastin Bl 4 792 60.79 0
ABX + 4 167 91.73 0
Avastin®

(0003481 @I ERIET 10 AR HRE L (LN) R B9 - (¥ 20 SR HX
YIh R e R EEE Y, MRS . VIBRWES RN, 7E PBS ks, JFHE
0.35ml ¥ CCLR Z& & (Promega, Madison, WDFF A3, TRl &H E AR
5B & 4% PMSF (Sigma, MO). BB LBREAME . BiEERWHE
¥k B 8T Bradford 43 #7(Bio-Rad, Hercules, CAYUISE . ¥ 50 pl B 6 R B4 HTik
#|(Luciferase Assay Reagent) (Promega, Madison, WI) 5 10 pl (& =R &,
181 F B %5 6 FE 3 (Berthold, Germany)Kill 10 B2k M. WHHALSHKK CCLR
BRI AE A IR N R B SRR TFERES, FENGRTEE.
gt B R A MEL S E R RS R E A P AR AL(RLU™).. AT VR
HEBHREE, BABTEE (K% 100 Y6841 800 Yaifr FRIEE 5 HIHRE
YR AG A PR, SR, RARREBAA TR TE RN EZRN G &/
59, rdEBASRE SR AL ERNELIE L EHER A~ ). BT Fisher
FERAR I, 1§ 4 GraphPad InStat (GraphPad Inc., San Diego, CA)&Z SPSS 14.0 (SPSS,
Inc., Chicago, IL), TFAh#kEEMMEL 2 BERNSEVHE BEE.

[000349) 3 ik Y & S 5 T 9hk B2 45 A i i () A SR BN P O BB R BB VS
Y, B MDS-MB-435-Luc+/i@ 4 fU i &% . HBHRARBHAER 9. EB
ST LR, B 435-LucHIPE /N B2 4 mg/kg FIE R Avastin®. 20157 I,
WH 435-Luc R AR RN R 100% BB 4#, TR 50%0%) R A # B 4%
#(E 9).

S PhEEIRF RS AN TR AR, RN N ER(mm™).

T ORI (CTGI) R R A SPBSAEE AR ALK I B (R AR L, 7SI Ty
s AR > B A E

b osr VIR UK TR A LI KA, RIS ALE, A7 A R BT
) BB o
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&9
MDA-MB-435-Luc+
WMELEHED
hbh3E Avastin® RER %IPE], Hux R P{E
(mg/kg) N/i5 H1(%)
Xt 4/8 (50)
ABX Bl 0/6 (0) 100 0.01
Avastin 2l 4 0/6 (0) 100 0.01
ABX + Avastin”® 4 0/6 (0) 100 0.01
i
gL Avastin® RER %iEl, Xt P{E
(mg/kg) N/EK)(%)
%of I 7/7 (100)
ABX 5/6 (83) 17 Ns™
Avastin B4 4 4/8 (50) 50 0.01
ABX + Avastin® 4 2/8 (25) 75 0.001

[000350] /2% Abraxane® (10 mg/kg)H Avastin® (4 mg/kg)#AH k34
WA 435-Luc+HIBE M/ RP IG5, EREPEH, Abraxane®/ Avastin®Bt & 3
WIS, JFHYS PBS-IEM XML, HaH AR NREERD 75%GE
9) ., 5 Z M b Abraxane® (10 mgkg) ¥ B . Avastin® (4 mg/kg) B Jh
Abraxane® Avastin® B & VAT MBI B G R . X RKY, Abraxane®Hl
Avastin®BE B VAT XTI IR L5 R % B S e A A

Sz Hif 32. Abraxane®(ABI-007)F1 Avastin®BX &i87TERH MDA-MB-231-E
MDA-MB-231-Luc+-J5 58 5/ B PR Bk BRI F 1%

[000351) HITFRUEVE, ¥ MDA-MB-231 Bk 231-Luc 40N 4 % 6
JE ¥ MEYE nu/nu /) B (Harlan Sprague-Delaney, Indianapolis, IN)¥) MFP H1. fii 52,
RRER/NEL, 3F B4 4x10° M40 a%0 50% Matrigel (Sigma, MO)K 100 pl 45 /5
WEN MFP, & 2-3 K, EdHFlESngREmEER, FERETIIAK
E TR AR E R AR k#=Dd*r/6, HF D= B KERZ, d= BPMER.
435-Luchigs B 5 H AR Ye it S AR IR 1 34 S0 . s AR IE ML 3R =7
e

[000352) ¥R IAFNCEMME L MDA-MB-231 (231-Luct) R 1EY)
A K T4 ST B (~460 mm®), FHEHFENLA AIUA, N=5. 6 8L 7. FTR4H

O SRV T /N R K 10K L5 A R - (SR BR A T I R M. 5 20ul R
1155 /NS00 BT FIRE BT RE O B M. SR B AEFRREEE T A R  RIE IEF=H7 AE 1006 BT
MRNES, HWERENSR, FANARERE. SRERTAESNIZRATRFH
B4 sl A 0/ A0 3 E EG LA A (/N B B . RERB KA B E 2 RS
TW.

0 NS =#EBEM. YHFisher SRR, SLRANNRAZBKMERBFEIGRIT
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THIFALE: (1) Abraxane® (30 mg/kg, qdx5)H; (2) Avastin® (4 mg/kg, AL
A, q2xwkly)B s, )M AH Abraxane® (30 mg/kg, qdx5)Et& Avastin®
(4 mg/kg, BANWE, q2xwkly); 2@ FEFRM PBS.

(000353 3@t ) SRV T4k B2 5 0 i 19 28 2R SR B T RO DO RS 1
% MDA-MB-231-Luc+iyB 40 s, M7ERTiRsciip) 31 k. 0T iM%
BHRAR, BABTESE (K4 100 B8 500 SEEALFRIGE S KR
AL MM, EFZE, RARRRALATRTERVESRNNE M S, H
T I A 2 UL R RSLIF SE R RS . SRR AR AMREL B R
B E QRS RAL(RLUY), WFEE 174 (REFE) FE 17B (i
B HERE.

[000354] 5H BHERMAPUIBEBRA—2, EDEHKIARMEF, nab-
SR RS B KRB RN RE RN RS nab- R
ANBEBT L2 7% B S8 IT AT Ak 2 G5 R A, (BRI R i S R AR B S VR T e AT
BR(E 6 F1K 3), HiBITHEBMAT (metastatic burden) FRK AR E .

[000355] XL8%HEZE I, Abraxane® (30 mg/kg)Hl Avastin® (4 mg/kg)Hk
EITTTEWH MDA-MB-231-Luc-+-i5 Bl ¥/ B 578 R filk B8 A 1%,
B EH, 58 Abraxane® (30 mgkg)E Avastin®(4 mg/kg) B I iA 57 AH HL,
Abraxane®™ Avastin®B4 B B3I . FL, Abraxane®f Avastin®B & 177 X
B 1k 2 R LA A B | A6 P ek g e B R Ko 9k 2L 5 R0 0 i 2 A mA 40 sk T LA
R 25 M. HAh, Abraxane® (nab-28 SR T4 45 5 TV FU I AL BE(Taxol®) i)
RE PRSI E T Z e e R E RS BB BTIREY . RS
ANPGRS NBEEMR, Abraxane®/ Avastin®Hk-2r 5 25 % 78 4 B2 LK) K R = %
B, BB REHEBRERMEMEBNEE.

[000356) EARN TIER AN B 8, 51K & 97 TR I 2845 Ut B3 A0 S e 1)
5 AT — BRIV L, B RSUEEARN AR ZANR: TTUHAT
— N RS B, DRI, 8 3R 0 R 051 A R A A PR A A )Y

[000357) AXSIRMPFIAES% XM, BEBERY. R HIENLTHERF
AELVENSE, FANMEEMY TIRAG—S% 00 R 7o AR SR
h5%, HEHEAER.

[000358) AR T A% B RIARIEZE 1k, 95 A B\ S0 1 SE i A< A B
MEAETR. ERHENIERE, XTI TARSUBEBERARA
AEARN. RPAFEHERAREYNAXEEL, HFERHANEERET,
DARRAFARCE RN TR tiAa k. Rk, REEAFEFTHFZERS S
BRR B A SR RY, T E A RIRERT AR TH, mRASCR
R M T SORE kAL, FETE AR R E RN EMAEH
BEERRAT.
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1.2

FiECEPHI % H /ul PB

gv
|

1

R et e e

Untrd S/A - 10
ABI-007 (mg/kg)
kb8

&2
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W B W 3193

3A

B AR (mm3)

w
]

MNRAEE()

3200+

24001

1600

1200+

800+

: Hk/BEAMR
Cremophor ELX
. T Taxol 1.3 m/ke
4 TREEABI-007 3 mp/kg
FHHEABI-007 6 mg/kg
. PHHEABI-007 10 me/kg
MTD Taxol gdx5
MTD ABI-007 qdx5

EBEALRHHTx

R

T T T T T T T Y 1
S 10 15 20 25 30 35 40 45 50 55

g g
bt

g
T

IR AR (mm 3
8

NRAAE(R)

- H#ABI-007 3 mg/kg
© PHEHABI-007 6 mg/kg

E%zliﬂﬁ?x

s}AK/AEAXRR
Cremophor EL3}
P Taxol 1.3 mg/kg

H#HABI-007 10 mg/kg
MTD Taxol qdx5
MTD ABI-007 qdx$
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i

LI VA H4/195

4A

FiECEPHI % H/u PB

4B

FIECEPHI% H/ul PB

1.2

1.0+

0.8

0.6

WA KA E
W B: Cremophor ELXT

W C: M Taxol 1.3 mg/kg

: FERMHABI-007 3 mg/kg
E: 354 ¢ ABI-007 6 mg/kg
CIF: 54 ABI-007 10 mg/kg

B G: MTD Taxol qdx5
: MTD ABI-007 qdx5
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W B W %6/1951

Matrigel#2/1f1 3 L 45

. A

B B

s C
0.0022 - E=
0.0020
0.0018 -
0.0016 - =G
0.00144 —
0.0012 -
0.0010 -
0.0008 -
0.0006 -

0.0004 -
0. 0002 -1 B&se
0.0000 L=

. HhK/BEEBEX R

. Cremophor ELX}

. M Taxol 1.3 mg/kg

. T4 ABI-007 3 mg/kg -
;. R EABI-007 6 mg/kg ]

. 4 ABI-007 10 mg/kg
. MTD Taxol qdx5

. MTD ABI-007 qdx5
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2000+
= - K
E \eo0 -/ -ABX (10mg/kg, qdx5, ip)
E 15007 - A (40mglkg, 3xwkly 4wk
= -0 HREE + ABX
ﬁ‘lODO-
i
£ 5004
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