(19) ffe A R £ F1E E R FIR =15

) *‘P (12) KB EF

(10) F A ES CN 103403552 B
(45) 1AL B 2016. 01. 06

(21) FRIES 201180061415. 4 CN 101239190 A, 2008. 08. 13,
(22) RIER 2011, 11. 11 A S RS AR S TR 2T T
HERE . (255D, 2009, 55 44 % (2 ]), 8
(30) H1 SEA E 4R 109-114 T .
617413275 2010.11. 12 1S WBL S5 KBTI R
(85) PCTIE|fR B iF i N E KR & B TR TR . (R EFT 24D . 2009, 3 18 4
2013. 06. 20 (518 31), #1742 7 “2. 2 SHIRRH 2
(86) PCTE B i 1 0 FR B 504 RS HHEFIATZS” #557
PCT/US2011,/060395 2011. 11. 11 Reddy J A, et al..Preclinical evaluation

of EC145, a folate-vinca alkaloid
conjugate. {Cancer research).2007, 5 67 %
(3 9), 4434-4442.
3 23| B A=
(73) EFIA /m\f%th‘éx ] HER
e 5 [ EIEE 22 A0

(72) ZBBA JeA- il CeP-FlZE Befr
(74) ERKEBEANH P EEFACHE (FE) FRA
H 72001

KIBA KM FAE

(51) Int. CI.
GOIN 33/574(2006. 01)

(56) X k324
CN 101239190 A, 2008. 08. 13,
CN 1761488 A, 2006. 04. 19,
CN 1761488 A, 2006. 04. 19,
US 2006/0024692 Al, 2006. 02. 02, 47 .

(87) PCTEBRERIERI A T E1iE
W02012/065079 EN 2012. 05. 18

BRI ERFI3TT YhHA 33270 FREI9T

(54) RBRAFR
MRITRAER T

(57) 5%
AR RE KRB EM S 20—

LC145 53R 4% (ZhIR) 7 AATKBIE Finu/nub B AR TT

B S SERIT AIALE AT BRI 7 v A £ 1 TEaeny b
Ly, ok A TR 6L 9 5L T B R £ b | SkEo0 &
oo i R, T 4 0 0 L8 R R £ ]
S B, R :

PTl (R%)
{PRCR, lafr} 7rPI1-y2li}

CN 103403



CN 103403552 B W F E Kk P 1/3 7

L NS GBI 2557 B R 52 (1 8k 5 RAZ el & A & F T AR/ 4 e 19
AR IR

HN ., NH
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: H i H
A AN G AN
N T N
HNQ N N«©}HV\("; 2 A SO
iji T A COH GO

2. IRAEBURZER | ik () Al , P i 5042 etk B 2 0 SR A A2 BT

3. MRIEBUREER 2 Frak iy Al i, e rp il 542 e e % D b 3%

A RRIEBURZER 2 Prik i 3& , 2o vb ik 542 e fe A2 B

5. MRIEBURZER 1 P (1 Al , e b i SAZ ekt AT B2 B (1 e K 32 771 & 1) 50
2 80% HIFIEHEH] .

6. MDA ZER 1 prid iy i, b S S B 2557 Bl 52 (1 2k

HN o NH:
L il
o PN o
o S NN N N\/'L
HN" I £ N O \CO?H
P i H B
HoNTNT N

FE LR HIRTT A RETEH -

7 ARPEBCRIEE SR 6 ik (i A&, Hodh Bk s T A SR G DN 1w g/m "B iR A S
500mg/m’ B A K A .

8. MR AR E R 6 Frk i fig, b prid ity r AR E N 1 u g/m B IAR S
300mg/m” B AR A

9. MRAEAURIE R 6 Frid i ig, Hod Brikia 7 A 28L& VSN 10 v g/kg BEAESR
100 1 g/kg BEAKRE,

10. FRAEBCRER 1 prik g, Hrp B T H sl b, b S22 bz
kN

&R EEEA 2D 90 % 4L,
LR BRI ZE SR L iR i A ag, Hp F U A e 2522 Bl 8252 1 3
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MR e T B TR AR T
13. M2 4 B 25K 1 i ik 19 A g, o R SU A & W B 25 5 B Rl i 2 1Y 1k

HN,YNH‘
NH ‘
o GO
2o i L0 R o
AL > 4 . h L kb o
2w N D o e 7Y, |y sy
N 5, - ,
Hi)j 5 9 oo COH COsH g” i, AN
HANTNTN ' T .

BeRs LMK T e AT e KAl finf 52 70 5 0 770 S ok
14, N AW BEL 2557 B B2 (K sh A2 1 % H TRy 7 85 rh AR/ Al i (1 254
E/‘J)Eﬁ &

For 78 = FA I I 1 55— Ja A0S — Jal ST, — il 9 R DA Ik o RV 1 S8 3 T A — 1)
% AAWBOILZ 2 B B EE A = R IET TS R, 8 1 /NI [ R e

— 2 i EE.

15, RPEAUMER 14 firak i Hlag, b ik i ¥ si L 25 27 B2 BRI E
2. bmg.

16. MRAERCR 2R 14 Bk (¥ A g, Horh 2 PG fh 281070 %2 75me/m " By AR R AR

L7, RO ZR 1 prd iR, Horp M UL &)
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BTTRIERITTE

[o001]  AHICHIIERI 51 H
[0002]  AHIFHIE T EE LI 35 a5 119 (e) 2L EREEIGH HiE A5 61/413, 275
FIPL SR, AITid 3 [ I i H i s 51 4 SR A AR S,

FAR s

[0003]  AKREHP KM R E - KELSGEEWS 20— MR RA G RGN TTIE
ML EY . ARG MR LA LS, M AR50 5w . 75 W s R4l
JHa JreE o

[0004] T FAIMEIL

[0005]  JRAESEER | OAEPUBE AR A B2 R, B 08T E A ST A R T
FER I, FEIET R AR O IEER a5 R R EBOE T R . A 1, I s a2yl 22
MERVESEE (paclitaxel ) MIZM T (camptothecin) , WAL I T VEIRITEE. fEFZ
TEOUT , XA ZR YT R o A BB AN, I H A M5 5 21050 = i b i o PRt 0b 75 1
FEAZ B VRS B & ARBR B SR, ) A 2 VA0 810k i 240 JH 1) 22 2 P P A )
TE AR R PR R REAG o IX PP e R VR T B = 2 B AT S TVA R e IR 2
G2 —

[0006]  H R Ak 7 V2 BRI K — A AR e 7 G0 ot 1) LA AR i A e P ) P B 2 2R B X A )
A IR PR . AR BIX — B, Q3T 2 %5 118 Um0 45 A BIX Le L
R PR B A 2ok R IR R R . B, B R F = 4E AR R AL A (MR
£5) FAE 2 #2811 551 o

[0007] e Mk B BT AL 2297 V2 BR il 14 55 — D7 V2K A2 3 06 I 1 1Al 254 5 — Ph il BE 2 P gk 27
YEIT R A, b ifoeg B8 ) 25 0 R0 Ak S0 97 IR B PRI R AN R B o 7 VA R 5 —Fb
O 2 DA A T i e B8 ) 25 W) Bk 206 97 AR SR B TR YT I U B AR A AT
Y RS e S ) 25 AR 2R T R

[oo08]  MiERERELEA N B IR AR, I Hilid S 5 M2 LRI A W) 6 BAE 20 i
G EBE N ZEENYEE RIS RS STEA A, Hodk 48\ iR #h 524k (FR)
FH P4 o 21 o 3 o 25 A I BT 25D A 1 PR OMRg A G MR S AL T AR IBE LB 4 e S D)
A] DAL 524K T B L e AR AR A 7E AL 255 R SR AN IR Sh 4 Bk &1 - ©OR I, £ KT 90%
RGBT O S0 FR 4% L. R I, FR 789 e i Al FL s b T mr 2 25K

L 3 HAE R ZHE B A DR PAFAE . 2% E I BEAR 1S iR SR, PR 25 LT
.

[0009] LK feg IR £ 8 150 259 I L AL M PR 3 Th AR v e v 7 I k. EC145 % 45
o E MR R 1 s AR E A A I M A B T (& 2B KRR TEEL I (DAVLBH))
BC145 g3~ # [ b= 5 JPR 2 10 LA = 7KCOP A DL IR I R R 32 445, Ik b B it A i A /) 4
J# (NSCLC) ~ BM S0 15 PN LT A e R0 L, A0, 65 A BN/ feg AN DR R PRI e o AN B2 3R
LA, Y5 AN BC145 45 15 AR IK IR b S AR 1K R, i i IR 1 A2 AR KR o EL 4%
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TR I% 2 Jer AN Mo [R) o ke A a ik R R A 4. WI—45 A, EC145 g4 B 7 N 4l e, B
DAVLBH F H_ 38 i 11 40 g 5 24 i 35 1 22 9 8 21 ) 2 1 5 SO B T2 . EC145 B L2
BT 742092-03-1 F1 R

[0011] EC145

[0012] QA SCH AT, ZEVR T VR g A AW A A W5 & B A S =
T, ARIE EC145 UL F B R 20T ), BOLZ AT 82 L, IF Bz Sia T ]
PLES B X (46 L FA TR RO 278 T ECE -+ . 40, @id PCT/US11/037134 H
Frik 7715 m] LA i ECL45, ik L RlIE L 5| AR SC. EC145 5ARGE “461)7 AR+
A AT

[0013]  fE—Fhsiyy &, IR FRITIIERI 7. EIEES 5 FECE 2 ik
WBITH A ECL456, Frid 4k 223097 7 B A 1 B S 43 S0 A 22 43 840 il 1) A/ FH A
e

[0014]  7E 5 —sZi Ty =, MR Jemi i ik, Hodh—Rh B 2 Mk 236 97 5%k 3 H £ 1
fth#& (docetaxel) (1 TAXOTERE™) FNEAZEE (1 TAXOL™BK ABRAXANE ™) ZH B4 o

[0015]  7E 5 —sLia /7y &, ik EC145 5 —RhEi i 2 b 2230 y7 A& F TR T Risnt
PR RS2 AR I i A0 B I FH 3G, s Ak 223 97 70 LA 1 1B B0 43 Aol R A 2 43 284 9 1 FH

B
[0016] 75 —SEZi Jy &b, SR ftan b prid i A 3g , v Birid — ik 5F 2 Rk 22 3R 97 ik
EEZUTIE- Zill-¥ A

[0017]  7E55—SKHETr S, ik EC145 F Tilig 5 — MBECE 2 ML iR il A6 kiR
AL BRER S A A0 M 0 2 700 B T, i AR 2y 7 5n) B A 2 B 08 o A R M 22 7
M1 AR

[0018]  F£ 55— SEhti Ty St IR il a0 b B 2500 B Y, Hevh ik — Ah B 22 Ak A
IR E 2 0 fth SRR AL B AL R 4

[0019]  7E 5 —SEH )T &, ik —Fi 2 A S &, FA 5 EC145 Al—Fh B BE 2 Fi
WERR ST, i e =iy 7 BAT 8 B B UE 7 I RIAT 22 0 2 21 R 20 O/ P A
o

[0020] 755 —SEHti /7 S, A AL ST Al SE T S P ik (0 2 AL S B &, Herb ik
—AECE 2 AL SRS RIE B 2 B AR SRR A B ALK AL .

[0021]  FE 55— SEftT5 S, fid — M TR B AE M AL S 4, He & BC145 AT-—Rh el i
ZRMLEIRIT R, PR AL G T 7R B AT 1 B B RO 7 AR 22 20 4 1 20 A O 4L R 1
FIA

[0022]  7E 53— SEHtir S P, AL GG AT ST & g (A 51, b prid — MsCE 2
ﬁ]%%/ﬁ?ﬁ” 7R E B 2 PG At SRR AL B AL R AL

[0023]  aAd PLT B2E SRkt d AR A W (RTS8 i 7 %8
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[0024] 1. —FMEIFIIERI L, ZEAS 5 —MEE 2 M s a7 I A A EC145
[P BR, B Ak 2236 T7 B A 1 B O 2 R R R A 22 53 2840 iR/ AR =X

[0025] 2. ZkEK 1 WJ732, HorpiZ—FhBCE 2 P ik a7 ik B 2 S TR A2 B .
[0026] 3. Zk3K 1Bk 2 B3k, Hd iz b2ia v e 2 fifh 28

[0027] 4. 2&EK 1 BX 2 7775, HohiZ b 223y 7 Rl e SRS BE

[0028] 5. EC145 5—FhEl 88 2 Fifb 223697 R4 A H TR T7 RIS IR 5 52 A (1) 9 41 g 11
FH 3, BT A 223697 7V AT B B 4 R4 R0 A 22 43 384t AR/ AR X

[0020] 6. 253K 5 M, HApiZ—F B 2 R BT ik B 2 B A2
[0030] 7. k3K 5 Bk 6 %, HiiZ LGy mle 2 vt 2%

[0031] 8. k3K 5 Bk 6 IHIE, HoiZ a7 fle B2 .

[0032] 9. EC145 H-T-fillit 5 — M E 2 Pk 223697 4L & ok i yT SRAA - R 38 52 A4 1) e
S M B 25 R FH G, B Ak 230 77 70 B 3 B O 0 R R A 2 43 340 /R PSS
[0033]  10. 243K 9 [ HTE, H A iz—PhECE 2 P67 Rk B 2 Fh s AT BE .
[0034]  11. 453K 9 BX 10 (A&, HA iz 3697 /e 2 v fh 2%

[0035]  12. 453K 9 B 10 (A&, KA iZib 2697 7S B2

[0036]  13. SRl 4K FAE— TR vk H &, HoAiZ R IA T R 632 4R 1 40 i =2 L 57 s
o

[0037]  14. 43K 13 (7 9k o ad, JorpiZ b i Joiyeg 2 B 52 00T .+ 5 P9 s g sl /4l
e i 2

[0038]  15. k3K 13 & 14 T — TR 5 vAB & , Mo A 122 3Rk IR 6 52 A4 1 I 5 Jie g 2 B
S iIa

[0039]  16. 2k3K 13 & 15 FE— TR J7 VA I, JLh iz )isg /2 SR PR i3

[0040]  17. 2K3K 13 & 15 FAE— TR J7 A I, JLp iz )iosd 2 e # PR i 8

[0041] 18, RIIRZEEK AT — BRI VAU &, HoA iz A 2230 77 7 A S iZAL 2423697 I
e KT 52 771 8 50—-80% F 771 &t ] .

[0042]  19. —FhZG A &Y, HAL & BC145 FI—FPEl B 2 R L2287 7, Frid b 2236 )7 77
ELA 1 B A A RN A 22 2830 i 1 A R

[0043]  20. 43K 19 AW, HpiZ—FEE 2P 50097 G B 2 i A E 2B .
[0044]  21. 243K 19 & 20 A&, Hr izt 2=by7 e 2 vifih 3.

[0045]  22. 243K 19 & 20 G, HH iz 2By M e B2

[0046]  23. —Ff H TIRITREIE (AL A4, HA 7 BEC145 FI—RPEE 2 B 223077 71, Frid
A EEIB ST R 1 B ACE 3 AT AT 22 43 2440 i 1 A

[0047]  24. 243K 23 WA, HpiZ—FhBE 2 R 50697 7% B 2 i S8 E A2 B .
[0048]  25. 2k3K 23 B 24 FIH AW, HH iz 697 e 2 v il 28

[0049]  26. 2k3K 23 B 24 A&, HH iz 2=y M e A2 R

[0050]  27. RIS AT — A A J5 ik B &, P iZ EC145 BUZALSEIRIT 2
W B A lE .

[0051]  28. RIIRZEEKHAT— BRI &9 T ik B A&, b a ek ik 8 W Fl =
s BT 2 UL A & T 2 I A 7 e X a7 =00 Rl P 7 = X
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[0052]  29. FiAZFK AT —TA A J7iE B &, HohiZ EC145 BUZ L2287 Ak
THEY I AR H AW — D5 2R n 852 138Uk .

[0053]  30. 2&3K 29 (MLHAY. Jrikoi g, ForbiZ 2 H T 5252 10 3 A = VAR 3 A

[0054]  31. 453K 30 AW, A &, HorP iz ik s ik B Sk R & fl . B2 2
(NN YN R A R

[0055]  32. RIIRZ&FEK AT —TIA A J5 ik Bl &, P iZ BC145 BUZALEIRIT 2
HRIT AR .

[0056]  33. 2&3K 32 MLALAW. ks, b A EREE T A EL | ng 24
1 mg.

[0057]  34. 243K 33 MG J7iks A, Hh A B E e E R T AR E L) 100 ng &
#1500 Hg.

[0058]  35. 2k3K 34 MG 7B A&, Hb A EREFE N ET AR EL 100 ng &
2150 Ug.

[0059]  36. RIARSEE AT — TR AW Ty BT g, HL e i g 2 i 40 Fr O S8 g
[0060]  37. —FWBITIEAEMI TV, ARG AT I -

[0061]  |a] & )it EC145 ;41

[0062] [ Aot i 3 it FH — PSR 2 P B AL 220697 700, BTl 230 7 77 B A 0E 7 g
il R A

[0063]  38. EC145 5 —FhBHE 2 Fh b INAb 2236 57 I 40 A FH TR J7 SR A8 IR #h 32 4 14 41
JHOL R FH 388, Bl A 536 97 70 HA TCE o A ] kAR

[0064]  39. EC145 HI T3 5 —Fh B SE 2 Fh i Infk 2206 77 LA R VG TT RAK IR 6 52 4
(1005 4 B P 24 7R 16 FH o, BT 23 T 7 7 LA i o e 4ol ) A R ASE

[0065]  40. 2&3K 37 & 39 T —TR VA I, Fo Pz Btk 223697 e A b
[0066]  41. 53K 37 %2 40 HAE— IR I iEBOH &, HoA iz B nf 2367 503k B 2 dUfh 3880
BB

[0067]  42. 43K 37 & 41 FAT—TRM J7 kA i, Forp Bt intb 243697 570 2 2 v fth 3§ .
[0068]  43. 43K 37 & 41 AT—TARJ kB A ad, H b Btk 223697 72 AL B
[0069]  44. 3K 38 & 43 WL — I A&, Ho iz 3R 1A 1R &1 52 44 (1) 40 it 2 = )z a4
Jiioe

[0070]  45. Z&3K 44 (¥, Forbiaz b 5 o 2 B S IR L 5 P TR BB /N4 i i
I3 o

[0071]  46. 243K 45 (W, L iZRIA mFBR EL 52 AR 1 I 57 Iy 2 B S JryRT o

[0072]  47. k3K 45 [P, Horp iz R as mh I 3 52 A4 1K) b Bz JifrJed e Al /) 248 i e o
[0078]  48. k3K 37 B 43 & 43 HAE— UK 7%, HoiZzmne & b RO .

[0074]  49. k3K 48 (U5, HorpiZz b R 2 00 B0 5 B BRI /N4 i o
[0075]  50. &3K 49 [77V2, HorpiiZ b 5 g e B 50

[0076]  51. k3K 49 (W51, ForpiZz b e 2 AR /N0 i i

[0077]  52. 43K 37 & 51 WAL — T 5 VAT 3%, Fo A 22 i Bl %0 40 i A0 7 J R M i
T o
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[0078]  53. Zk3K 37 & 51 T — T vEBH &, o A iz s iE B2 0 40 B0 S 6 R 1 g
411 ML

[0079]  54. 453K 37 %2 53 T — I VEB A &, Ho iz B nfb 22367 FI L A iZ AL 22 3R
I7 7K B KR 32752 1K 50 28 80% F 77 & it A o

[0080]  55. 45K 37 & 54 T — I /A B FH &, HorhiZ EC145 Rz —FhEl 58 2 Fh B inik
ERIT B AR

[0081]  56. 2&3K 55 (M IABH &, HorP iz &I M7 B N B2 VUL B P | 7
ik P R Y

[0082]  57. 457K 37 & 56 HATL— T AT &, ForpiZ EC145 4 T A &) v I HaZ b
BT R T A, IF Bz A e & 25 I B2 sk .

[0083]  58. k3K 57 M7 VAT i, ForhiZ 2 F T 252 I3 A A AR 3R A7

[0084]  59. £ 58 M7 VAB &, H iP iz AR B AR ST 3k B Eh K T & B 2
Mg e R e A A o

[0085]  60. 453K 37 & 59 HAT— I VA B &, HodiZ EC145 FNZ AL G R 2 441897
AR

[0086]  61. 453K 60 (AT IR, P a2l E N 1 ug/mEL) 500 mg/m”Gikk
AR

[0087]  62. 43K 61 IIAB IR, P2 E N 1 ug/m B2 300 mg/m”Bik®
AR

[0088]  63. 5K 60 FITVABHIE, Kb A M EEE N 10 vwe/keg B4 100 uvg/kg B3
NG

[0089]  64. 253K 50 77V, Ho i iZ i i A2 R 5 1 O S

[0090]  65. Z&3K 46 ¥ FH g, o rpaZz e A i 20 1 O S TR

[0091]  66. 53K 37 & 65 LI 7 vEEUH &, Hdi% EC145 Az ik 223697 7ab T
TEARRIARE T,

[0092]  67. 2k3K 37 & 66 P —I A vEE g, AT E 8 1H 4L, % EC145 FlZ I
nAEsva T R 2R 20 90% Bt .

[0093]  68. 453K 37 & 67 FTL—TM T ESUH &, HorPiZ EC145 2 ] B KA T = MiE
e

[0094]  69. 453K 37 & 68 HHAT— T VA B &, HodiZ EC145 FZ Btk 243697 774b T
ToHE oI KR

[0095]  70. {5 EC145 FN—Fp B BE 2 R AL 223097 IR A S B &, Brid 223697
FEA TE A3 A AR AR

[o096]  71. —FiH TIRITREIE A AW B A, HAL S EC145 FT—FhEl 58 2 Bl b finfk 2
WBIT ), B G 7 R B A O R B4 P A S

[0097]  72. —FMRFI &, HALE ECL45 FI—PRh T 3E 2 M InAb 223877 71, Frid b 223697 77
BT 4y fe M ] B4 A

[0098]  73. k3K 70 & 72 AT — T A AW LA BORFA &, H AP i SiG 97 7R 5
K45t o
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[0099]  74. 453K 70 & 73 AT — T AW A BRI &, HrP e 2697 57k 5
Z 0 fh FEFNE AL

[0100]  75. 253K 70 & 74 AT — T A AW A BRI &, K infb 3697w 2
i

[0101]  76. 253K 70 & 74 AT — T A AW A SO &, HA M infb S36 97 7R 2
B

[0102]  77. 43K 70 & 76 AT — TR AW A BEl 7 &, HodiZ EC145 Rt infk 2%
BIT RN B AR,

[0103]  78. 43K 77 W& A A BEAM &, KA Z A S w0k 3 KW, &R L
DA S P e Tk P TR A

[0104]  79. 43K 70 & 78 AT AW H A 8O &, HodiZ EC145 FliZtinfb 2%
BT TZHAEY, 3 HAZ A A Wie & 25 v B2 sk

[0105]  80. 243K 79 MG A B &, Forh iz 2 T 252 I B0 & AR B
[o106]  81. k3K 80 WIZH &) H A BUA N &, JL AR BUAR M 3% 3 #hoK  H 2 0
BE. 2 B BE W BeRe L A A

[0107]  82. 43K 70 & 81 AT —IIAH AW 1A BEk 7 &, HdiZ EC145 FliZ AL I8 97
b T¥RTT A &=,

[0108]  83. 453K 70 & 82 AT —I A AW H A& BUk 7 &, HodhiZ EC145 FliZ bt infb 2%
BITHA T EE A A E A .

[0109]  84. % 3K 70 2 83 F{E— WA G H A Bk m &, K ETEEH 4L, %
ECL45 FZF 3697 I B A 2220 90% H2E1E .

[0110]  85. 23K 70 2 83 H{E— I AHA G A& Bidm &, K ETEEH 4L, %
EC145 iz b 2va 7 I B A 2220 95% H4lifE .

[0111]  86. 457K 70 & 85 T T AW A& Bk &, HdhiZ EC145 2R B /KA
TR,

[o112]  87. 43K 70 & 86 LTI AW & Bl &, HodiZ EC145 FliZt infb 2%
TBIT AT B SR KR

[0113]  88. 453K 37 & 59 LTI 7 vAB &, HodiZ EC145 R / BOZ I Infk 223697 77
DU T BT B K AT i 52 771 B 7 ke it FH

[0114]  89. —FiGyT B /NNBRITIE FI 7V, A A AN PR

[0115]  7E = J& VAT A BRGNS — J& RN 55 — R 1), — J& 9 K DA ik P v 1) 58 3 T A — 57
EC145 ;7

[o116] E=JVRIT RS —K, & 1 /N S —57 2 b 3.

[0117]  90. %3k 89 HIJ7i%, Hodh EC145 [IFIE N 2.5 mg.

[0118]  91. k3K 89 BX 90 W5k, Horp Z i fh B E 2 75 mg/m’ B AR AN .

[0119]  92. 243K 70 & 85 FUL—TifH A A A BUAF & B 23K 37 £ 67 HL—I
()77 B i, P EC145 A G TR .

[o120] PR Efajik

[o121] [ 1. %EA KB MR (JEFH 144 - 212 mn®) 1 nu/nw/s RIS MIRET (£9897

10
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Hrp HAZEIME ), Bk () RIGIT BUH : (b)) 1 wmol/kg/ 3 E5 1 EC145,
TIW 28 ;8¢ (d) 10 mg/kg K12 Pufth3E, TIW 1 JrPAE—H¥GI7, 80 (¢) 1 wmol/keg/ VEHT
ff) EC145, TIW 2 i + 10 mg/kg A2 FUARFE, TIW 1 J&. BMRH] EC145 W67 774 0 DN a2
R 0 N FEA R, AL ANA R, 2 A28 A TT R 7™ A543 B2 5e 4 B BRA 1o
HEITIEHE 5 MAEE.

[0122] [ 2. X EA KB (FEHE 144-212 mm®) (4 nu/nw)s RN & B &0 H 51 (%96
JPUHH BABIREAME)  BridME (a) R¥GIT sBUH : (b) 1 wmol/kg/ JESTHI EC145,
TIW 2 J& ;88 (d) 10 mg/kg K12 PufthsE, TIW 1 AHE—FAIT ;B (o) 1 wmol/kg/ VE
ST EC145, TIW 2 JH + 10 mg/kg (U2 PURLFE, TIW 1 EVRIT .

[0123] & 3. XFEA KB M8 (LM 103-173 mm®) [ nu/nws I EMREAER (S3R774
HEABIIRCEIAME ) L Bk () RiGyT BN (@) 1 wmol/kg/ ST EC145,
TIW 2 J& ;80 ( A) 20 mg/kg ) Abraxane (BPEMENAEALEAERA), TIW 1 FH T
—FAYT B () 1 wmol/kg/ {FEEHHI EC145, TIW 2 & + 20 mg/kg [ Abraxane ( %542
FESEAT YD), TIW 1 . F ECO45 BEMGRYT ™A 0 N4 NA 0 N8B, 0 MR R,
H Abraxane HEMUYGRIT A 1 ANE R 2 DM EAENEM 2 Maf. HAETEME 2 5%
A RIZF 3 AR,

[0124] & 4. % EA KB g (5 92-185 mm®) [ nu/nw )N BRI EEILE 4 (%
BT HEA SR EEME ), Bt is () RiG7 ;38U (@) 1 umol/kg/ VESF
EC145, TIW 2 J& ;8% ( A) 20 mg/kg [ Abraxane (EREEZEEY)), TIW 1 JEAPfF—FA
57,80 (¥) 1 wmol/kg/ JESHH EC145, TIW 2 J& + 20 mg/kg ¥ Abraxane ( 42 EE %5 ]
), TIW 1 4.

[0125] &I 5. X HAT KB & (JE[H 111-173 mm’) 9 nu o) RS IOR IR (#5007 741
AR ) FridiE () RiGy7 ;B (@) 1 wmol/kg/ VESTHY EC145,
TIW 2 J& ;8¢ (A) FLHIZEH (Cremophor) / ZJEH 20 mg/kg KISKAZEE, TIW 1 J&FfL—
FEIT 5B (W) 1 wmol/kg/ {ESTHY EC145, TIW 2 J& + saF%f#h / LB 20 mg/kg [¥)
BAEE, TIW 1 83 (&) sl / LBEBRIER. R EC045 BphiGyT ™4 0
A N 0 DN TEARE, B0 ME . SRAEBSEESEMIGTT ™A 2 M ee N 3 MG
e HETFTHE 1D TEEMNEN 407,

[0126] & 6. XA KB & (VuFE 52-185 mm’) () nu/nwhRINEEZ LI E S (%
I A SR EAE ), Bt s () RiG7 ;o (@) 1 umol/kg/ VES
EC145, TIW 2 J& ;B ( A) 20 mg/kg [FIEAZEE, L0 B S / LB TIW 1 A HAE—FiiG
57,8 (V) 1 wmol/kg/ JESTH EC145, TIW 2 Ji + w5l / LEEH 20 mg/kg KIS
B, TIW 18 B3 (@) Pz sl / LREmRIEH

[o127] K 7. B IGR-0VI ( ABHEL ) [ 19/ SR B MR AR A (3548 Fridiys ()
RIGIT sBUH : (@) 2 wmol/kg/ VESTIECI45, TIW 2 & ;80 (A ) 10 mg/kg 2 FHAh
LTIV L JEFE—FATT 5B () 2 umol/kg/ VESTH EC145, TIW 2 J& + 10 mg/kg (¥
Z U, TIW 1 JH .

[o128]  [&I8. HAG IGR-0VI ( ABNIE ) & i)/ &AM 40 bt CEIME ) , Frid g
(W) R¥BY7 sBUH : (@) 2 wmol/kg/ VESSHIECI45, TIW 2 & ;80 (A) 10 mg/kg %
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PO, TIW | JEHE—FaYT B (¥) 2 wmol/ke/ VESTH EC145, TIW 2 J& + 10 mg/
kg FIZ PEfth3E, TIW 1 J&.

[0120] &1 9. H AT M109 Mg /8 bR B g AR AR (P34 ), Brid Mg () RIAYT B
(b) 2umol/kg/ VEGTIECL45, TIW 2 J BX (d) 10 mg/kg K2 FUfh#, TIW 1 & (£—Fh
WBIT, B (¢) 2 wmol/kg/ VESTHI ECL45, TIW 2 J& + 10 mg/kg (1% PUfth#E, TIW 1 J.,
[0130] & 10. HA M109 &g (/N BRI B & 2 AR L CF384ED) , Ik iR () RIATT
B :(b) 2 wmol/kg/ JESFIIECLIA5, TIW 2 J& ;8% (d) 10 mg/kg (2 Pafth3E, TIW 1 )&
E—MIBI7, 80 (¢) 2 wmol/kg/ JEEF¥ EC145, TIW 2 J& + 10 mg/kg ML Fafth3E, TIW 1
A

[0131] & X

[0132]  fAR SCH AT A S RIS Il o A e JE IR ROSE o Ds, R se e 2k, BB &
IE R A EC145 B INAL 223697 2906 7 b/, B3 B I AR K /T 30%.

[0133] AT AL, R I7 5 E R A &Y 2 A& W0 & A A SR T,
ARiEL i (40 TAXOTERE™) & & —ME & B b 2 i g it s 114977-28-5 I
A2V ) B ZG I AT RS2 ISk AL A . 24k 22369757 (BN 2 0GAh 3 ) ] AFEAE T
BB

[0134]  fARSCHFT A, AEVRIT ik g A ey i AA Ay A4 80l arn s =T,
ARBEAZEE (40 TAXOL™BL ABRAXANE ™) 82— P& B (L2 S 80 5 33069- 62-
4 R 2RV T ) B 29 I nl 2 R LAY 1A% 23 7050 (RDERAZ R ) v DLAT
TE T VA BRI

[0135] 5 HH MR St 77 S8 1O PE 4 13t

[0136]  JdHik DA R FU 25 (1) SRR HE IR A R BH B0 T SR it 77 58 FF HLAE AR FRAE I T 28 U B 38 4
IR IR SRt T RIEH TR LU T BT 5 1. — BRITRRE R 732, %A
5 —Fh o 2 LR T AL A R BCL45 5 B8, B Ak 2236 77 70 LA 2 1 0 4
hll R 22 43 S840 ] 4 A 2

[0137] 2. Z&3K 1 U732, HopiZ—FhBE 2 R iRy 7 ik B 2 i AT B .
[0138] 3. Zk3K 1 Bk 2 fI57%, Hdhiz b 2ia 7 imle £ ftifh 2.

[0139] 4. Z&3K 1 Bk 2 5%, iz ia e B2 .

[0140] 5. EC145 55— 2 Ffb 223697 R4l & H TR TT RIS IR 5 32 A (1 JE 41 e 119
F i, B A 223697 7V A B BE 4 R R0 22 43 840 AR/ AR

[0141] 6. 253K 5 WA, P iZ—FhBCE 2 R 097 ik B 2 B AR BE.
[0142] 7. k3K 5 Bk 6 &, iz bsiay7 e 2 mifh 2.

[0143] 8. k3K 5 Ok 6 IS, iz a7 fle B2 .

[0144] 9. EC145 H-T- i 5 —FECE 2 P 220697 I & ok i0 TT SR I R 36 52 14 1 e
S M B 25 0 FH 3G, B Ak 230 77 7 B 1 B O 3 AR R A 22 43 340 /R PSS
[0145]  10. 253K 9 (W HTE, HAiZ—PhECE 2 P 1697 1k B 2 B T2 B .
[0146]  11. 253K 9 B 10 [ A&, HohiZ b 223697 e 2 vifth 3§ .

[0147] 12, 53K 9 BX 10 A&, Ko iz b 2200y Al SRS B

[0148] 13, JERT 4K FE— TR vk B H &, o iZ R A i IR 6 52 44 1 40 g =2 & 57 s

12
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o

[0149]  14. 43K 13 ({77 vk B ads, L rpiZ b Joiyed 2 B 2 10T . 5 P9 S g sl /N 4
i i 92

[0150] 15, 43K 13 & 14 T — T 5 VA & , o A 122 3R - IR 6 52 A4 1 I S5 Jie g 2 B
S8

[0151] 16, 243K 13 & 15 T T VA 3, 2L rpaZz i A2 S5 R PR R

[0152]  17. 2&3K 13 & 15 L —TM VAU i, FL Pz i 2 5 R PR R

[0153] 18, RIIRZ& K AT — TR vk &, Hod iZAk 2436 77 77 AEN SHZ AL 2238 57
e TR 52 5771 8 50—-80% F 7718t 1] .

[0154]  19. —FhZG A &Y, HAL & BC145 FI—FhEl 58 2 R L2267 7, Frid b 22367 77
HLA 1% B S RN 22 28300 i 1 A R

[0155]  20. 243K 19 AW, HpiZ—FhBUE 2Rk 50097 G B 2 i A E A2 B .
[0156]  21. 243K 19 & 20 A&, Hr izt 2=iby7 e 2 vifih 3.

[0157] 22, 243K 19 2 20 FIAHEW), H A iz G 7 2 R A2 R .

[o158]  23. —Ff H TIRITHREIE (AL A4, HoAL 7 EC145 FI—RFPEE 2 B 22307 71, Frid
A E BT B 1 B CE 3 AT AT 22 43 2440 i 1 A =

[0159]  24. 243K 23 WA, HpiZ—FhBUE 2 Pk 50697 7k B 2 i S A E A2 B .
[0160]  25. 2k3K 23 B 24 FIH G, HAiz Ak G772 2 v il 2§

[0161]  26. k3K 23 B 24 G, HH iz 2=y R e A2 R

[0162]  27. IR ZRAK AT — A A 5k B &, o hiZ EC145 BUZALSEIRIT 72
Wi 8 4 E R .

[0163]  28. RIIRZLEKHAT— TR A, Tk B A&, Hhh e ik 8 W F =
B2 T AE T LR P R E T 2 IR R B =X i bk A R 2 R SRS P R E T G
[0164]  29. RIRZ&FK AT —TRA A J5ik B &, 2 iZ EC145 BUZ 2207 I 4b
TAEY I B A ZA A — D a A 852 38k .

[0165]  30. k3K 29 LAY Jrike g, H b iz 28 F mT 35252 IO sl =2 U 3 A

[0166]  31. 453K 30 ML &W. J7iEE M &, HorP ik s ik B sk R &k iE. 2
=N EN -SSR ZE RE N

[0167]  32. AIIRZFK AT — A A J5ik B &, P % EC145 BUZLSEIRIT 2
FRIT AR .

[0168]  33. 43K 32 M &Y. LS &, b A M E M T ik EL | ng B4
1 mgo

[0169]  34. 243K 33 MG 7B A&, Hh A B EREFE R T AR E Y 100 ng &
#1500 Hg.

[0170]  35. 2k3K 34 M AY. J7ikBiHE, A S EREFE T AR E L) 100 ng &
#1550 Hg.

[0171] 36, BIRSEEHT— T AW Ty ik B &, FLrb i g 2 i 40 1 O 8 g
[0172]  37. —FWRITIBIEMI %, Z A G AT PR

[0173]  |a) &) H BEC145 A1
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[0174]  [al Jiridk JB 3 I F — P ECSE 22 Rh B AL 22367750, B AL 2236 77 70 B AT 08 70 fidd 40
il f /R A

[0175]  38.EC145 5 — R ESE 2 BB AL 236 7 AL & H T 77 I8 M IR #1524 0 ez 4
H I 3, i Al =236 97 70 B AT U 0 g4 B ) £ A

[0176]  39. EC145 Al T3 5 — b B SE 2 Rl N4k 236 7 4L RiB 7 RIS M IR £ 32 44
(A8 200 M0 PO 28 00 £ o, P AL 23R 7 70 B AT TR 20 e 4 O £ A

[0177]  40. 23K 37 & 39 WU I iREH] G, He iz BT b2t 7 e A2 e o
[0178]  41. 2%3K 37 & 40 PAE— B UNEBUN &, H A iz Binf 2267 71 B 2 i 2640
EY

[0170]  42. 253K 37 & 41 BTN IREH] &, He iz B b 2aih 7 e 2 vt 5%
[0180]  43. 253K 37 & 41 TR T IREH] &, H iz Bk 2Aia T e RAZ I
[0181] 44, 253K 38 & 43 s LT A 3g, et iz I8 IR Hh 52 AR (1 40 M A2 L 52 R 4

Ha.
[0182]  45. 253K 44 (AT, Frbiz b K e s DN SR | 5 P RE AR B /) 240 A e
T o

[0183]  46. 243K 45 (W, o iZRIA I BR ER 32 AR I 1 57 I yed 2 B S JiryRd o

[0184]  47. 243K 45 WG, AP iR aIA I 2 £ 52 44 1)L 1 i yg 2 Al /)N 2 B i Jev e o
[0185]  48. k3K 37 B 43 & 43 HAF— I 7%, HoiZsmne & b RO .

[0186]  49. 253K 48 WJ7VE, HoriZ b R A2 BN 510 . 5 N e  BRE /N2 i s o
[0187]  50. 2&3K 49 K751k, HodiZ b fze 28 Bp S

[0188]  51. £&3K 49 77V, HorpiiZ b R A& AR /N0 o i o

[0189]  52. 243K 37 & 51 WAL — W 5 VAT 3%, o 220 e Bl 2% 0 40 i A0 77 Jd & M il

I o
[0190]  53. k3K 37 & 51 T TN J iR BT g , Hovh i A B e A0 A0 25 e A2 PR R
.

[0191] 54, 253K 37 % 53 T — TR T vEB U i& , Hod iz B Iinfb 243677 FI L S iZ AL 24 0R
I7 7 B TR 5275 & 1 50 28 80% 77 & it FH

[0192]  55. 453K 37 & 54 WL — TR /7 vA B &, HodiZ EC145 i —FhEl 58 2 Fh ik
EVRTT AR N B AR E T

[0193]  56. 243K 55 (M IABUH I, Hrp iz SR M7 B N B WL IR P L 7
ik P R Y

[0194]  57. 453K 37 & 56 L —TUM AT &, ForhiZ EC145 &b T- A &) v I Haz b
BT RIAL T A A, I Bz A Yie & 25 v B2 sk

[0195]  58. 453K 57 [ VEBUH I8, ForiZ 2 F mT 8252 I A A A 3 A

[0196]  59. £k 58 M7 1EBH i&, H iP iz AR B AR ST 3% B 3h /K T & 0 B 2

[N 7P =R R
[0197]  60. 253K 37 £ 59 T —TU ) J7 VA E T a& , HorpiZ EC145 FZAL 216 I T R e #1097
HRUERH

[0198]  61. 23K 60 HITIVAB N, P A BB EHEAL) 1 v g/m B4 500 mg/m "B 3%
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AR

[0199]  62. 453K 61 [IIAB AR, P 2E i HE NE 1 ug/m" B 2] 300 mg/m’Bik®
AR

[0200]  63. 553K 60 (7 VAB I, Hp A &G HINZA 10 we/kg 47100 1 g/kg HFH
W,

[0201]  64. 253K 50 (¥ 575, ForpZzde iE A i B0 1 P S

[0202]  65. 253K 46 [¥ FH &, o P oaZ iR A2 R 20 1 O SR

[0203]  66. 457K 37 & 65 AT VA B &, HdiZ EC145 FZ Btk 243697 77 4b T
TEARSRIAEE T,

[0204]  67. 2k3K 37 & 66 "PE—I VA HE, AT E 8 H 9, % EC145 FlZ
InAEva T R EA 20 90% Bt .

[0205]  68. 453K 37 & 67 PTE—TUM T iEBH &, HorPiZ EC145 2 n] B KA T = MiE
e

[0206]  69. 457K 37 & 68 T —TiM T EBH &, Pz EC145 FNZ M b 223697 FAb T
ToHE oI K

[0207]  70. AL EC145 F—Fp B TE 2 R AL 223697 I A AW BUA &, Brik L2697
FEA TE A3 A AR AR

[0208]  71. —FhH IR RIE A A B A A, LA S BEC145 Fl—Rh B 5E 2 Rl infb 2%
WBIT ), B e 97 7R B A O o A B4 A AR

[0209]  72. —FPAFIE, HoAL A ECL45 FI—PRh B 3E 2 M InAb22va 77 71, Frid b 223697 7
HA WS o g 94 A R

[0210]  73. 53K 70 & 72 AT — T AW A SO &, HAP i 53697 7R 5
124 o

[0211]  74. 463K 70 & 73 AT — TR A AW LA BOR &, HrPaZ B e 243697 705% H
Z i SR LA

[0212]  75. 463K 70 & 74 AT — TR A AW A BRI &, HrP e Gy 7 i £
iR K

[0213]  76. 463K 70 & 74 AT — TR A AW LA SO &, HrP ik S0y 7 72 28
KB

[0214]  77. 43K 70 & 76 AL AW H A 8O &, HodiZ ECL45 FliZt infb 2%
WBIT RN B MR,

[0215]  78. 43K 77 WG HE BEAM &, KA Em Mk 8 KW, KR L
P TS PN < i Tk PN T P

[0216]  79. 43K 70 & 78 AT —TIIAH AW H A SO &, HodiZ EC145 FiZt infb 2%
BT TZ R AAY, 7 HAZ A A Wie & 25 v B2 k.

[0217]  80. 243K 79 MHAY A A BTG, Ho i 280 AT #2532 B0 2 AR B Ak
[0218]  81. 3K 80 WIZH AW H A BUA N &, Jo A AR BRI L% 3 #hK i 2 0
[ N N SR R

[0219]  82. 453K 70 & 81 AT —IIA AW H A& BE A &, HodhiZ EC145 FlZAb #1897
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b TIRIT A S E .

[0220]  83. 453K 70 & 82 AT —I A AW H A& BEA 7 &, HodhiZ EC145 Rzt infk 2%
BT T EEA SRS AR

[0221]  84. %K 70 2 83 H{E— T AH G A& Bk m &, K RETEEH 4L, %
EC145 FliZ b k. 2va 7 I B A 2220 90% H4lif .

[0222]  85. 453K 70 2 83 T — I &Y A& Bl m &, Hp R TEREH I, %
EC145 FliZ B nfbs=360 97 IR A 2220 95% M2 .

[0223]  86. 457K 70 & 85 FAL—TIA AW A& Bk &, HdiZ BC145 2 r E KA
TR,

[0224]  87. 43K 70 & 86 LTI AW H A& BEl 7 &, HodiZ EC145 FiZt infb 2%
TBIT AT B R KR

[0225]  88. 4%k 37 & 59 T TR vABUH &, HodiZ EC145 R / BOZ I Infk 223697 77
DU T BT B B K AT i 52 771 B 7 ke i FH

[0226]  89. —FiyT AR/ NNBRIGIE FI 7V, I A AN PR

[0227]  7E =¥ YT A R S5 — R AN EE — JE B, — JEI T R DA ik oA v ) £ 38t FH — 771
EC145 ;7

[0228] E=JAVRIT RIS — K, & 1 /N ) S i F — 57 2 Ffh 3 .

[0229]  90. %%3K 89 W51k, Ho EC145 =N 2.5 mg.

[0230]  91. k3K 89 B 90 75k, Horh £ Pt M E 2 75 mg/m’ BRI

[0231]  7EARSCHTIA (5 SZ it 7 RIAT— A, 7E3E I 0T, 7T DAAZAE BL R RRAE, 42
PEAR R BH 1 BN S 7 56

[0232] X PG SKiti 77 4, % 8 T SLi 7 MR IE A A . FIRSLETT T4
Al IE A B IA N S AR B — 3

[0233]  {EARSCHTAR R ik g AW A A H A BORF S5 Fh st i 7 &
i, EC145 ] DA A B 5 — FhBE 2 kil (BURE TS ) HAEH . 18
ARSCHTIR B 25 PP sL i 75 e b, Hee AR 2y R mT DA B RS S g AR/ B 22 4
HFI 2. RLEEAE, e 29 mT LR — R DL B R/E R, 78— AU RS 7 =,
EC145 7] LA 5% H % P fth FE R0 A2 BE (1) 22 /D — PS8y 7 RN A i o

[0234]  fEARSCHTARIAEY). ik g B AAY. SO S He ey & h, #d
AR S S ZI AT B2 3 o AR SCHTR &S G R 25 - T 52 S B S AT R
TR R AN B

[0235] A3 ¥ B2 N A%k FH B R E B8 R I BR B . U IA PRS2 B0 5 20 R 2h, R A AR
h, R IRES, ZRBEIR £, IR AL / IRIER £, IR IR A 2k / TR IR £, W R £h, AR M1 R &L, A7
BIREL, 2 IR E, LR EE, F IR, A 50 R IR Sk, 4 PEWE IR &b, A1 48 008 R S8, ) AR 1 1R
Eh NI £, BORMORIR £, ShReSh / S, SURER L / R, SRR £ / LA,
ORI £, FLBR R, SE R BR AR, T A R, A R R, AR 5k, AR IR #h, FR Ak £
(naphthylate) , 2— ZERAER &L, MHER £h, W IR 2h, FLIG IR £h, TR 2k, KRR £, FMER 28, T I I
/ TRERAEL / BElR —AUEh, TEMR IR Eh, AR R £k, BRI MR Sh, WA B Bk, FR ORI R b A = HUES
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[0236] AN LTk 455 W) 6 & OB R FRE BTGB 36 O BR0E i U BH 1 SE 491 60, 5 RS IR
B REFTHER GV EEL. = O S O AR S B iR 5 B A
e dh TRl VPSR VAN ER V2 IR i S AT R EE o AT TR RSGR AN 2= 2, 461 G0~ B R ER A
G ER

[0237]  AE— ARG T Z b, A SCHTIR 45 A W B Ak 26 97 70U mT DAE Ry 5 — Rl s %
B2 RT3 52 (R AR 45 6 BRI R FH o PR 8ci4s ] DR IR R BUA I I BRI IR R I
BT 1 o B AT A = 344 ) Rl VA AN AR E PRI R AR SR AP E I 2 RIR = . i
TR ARSI IR B 45 G B A S e T 7 R B0 24 PG A T L 28 B T R R 2 5 xt
ARSTUBEARN FR 1 25 W o X PR S T Hodfil 2% () 75735 AT LA A WL T :Remington, The
Science & Practice of Pharmacy, 2lst Edition (Lippincott Williams & Wilkins,
2005) , 1Z3CHALA T 77 O AL

[0238]  7E—™ 15t W PR ) 75 T 245 ) 42 32 B BUAR A0 B AT AR A T A 8 00, 0 U A o iR
J& > SN R AN B T 71, S8 R AR S B IR 1) 5555, A&, AT B AR f£—
SO S g Ferh, BAE T 8 AN o 24 B AT 452 AR 380 A0 O T 7KV R R v DL R
T BB i £ 0 B AT VE S A TR B A R R R 7 o A FENE PEAL SR 5 S B AR W AL
av

[0230]  £EF5 i SE 5 G2, VRAA il 51 AT DA HF e AR VA VL o S A ) 77 P DA, 5 38044, 451
WK CBE VR Gl T B R A 4R 2 BOA & il A — Al 2 Rl A RIAn / BiiE
FEAo AT I A9 anske B /N [ 44 B2 K, 1] 2% VA4 A 5] o

[0240]  FE—ASKHE Ty S, KPS AT LA 51 SRS RS TE L. KRR
eI ), B, PR R FR AP YE 2B, AR EF4E 5, SR L AR 4 20, RN, R L)t
W fe i, 6 M <5 SO IS 5 70 OB 711, HG T B A R R 7™ AR O T 49 an SR B I+ 04
WA 5 R TIR H 4 & 74, 91 4N B8 Ak LR BB IR IR IR + U M 5 KB IR R 1 46 5 71,
filtn -+t A A R B R AU S0 S AT BRI B AN MR B 1 R R 1 48 57 1 B an 2R
AL L) L BURE B B R ISR« BRI 20 S5 AT AR 1 TG U TR R AR T I 1 I R P 4 5
BN 5 A AL M L B R U R R . K MR B AR AT B — P ECTE 22 M B ) 48 D i aR
MR IR IR L WE 2% IR IE AR S BO F2 AR R IR« B— Ml B8 22 Mg £0 711

[0241]  FE—ANULBA PR SEE 7 22, & T I8k 7K R s i ] £ 7K Pk s A 1 ] 40 Ok AR
FLF A5 70 HUECIETE 1) 8807 70 A — M S B 22 B B TR VR & VS TR A7y 1 AT A7 7 BRI
e BIanE 55D

[0242] &3 B FLAL AT BASE R R AL AR, 491 B0 < 6 SO JS B 3 TG+ R R A O Tl
i, 1 a0 K S O N s ATER 2, AR AR 1 06 U AT AR IS A0 R, 491 B L 2R RO B R
e F A e 5 Ak SR R 4E S 7, A0 3R A S L BT B R I

[0243]  FELESLHE T S, SR B MBI s 2K, 2 ool B an H s s R 1L AL R, BRI i
AR BN o R 35 I WA FR) 245 70481 B B i e b A B B I B AR AE 2 A 5 )
P, AT DA S| RS AT 5 2 S P SE IR A

[0244]  AE—ANT5 I, A SRR IS5 -G BRIk 236 7 770 n] DAE i ) B i o, LA
i, BRI AR E . T X R B A1t FH 6 T8 S A A K P S Sl K 10 IR PN () B
RN T NIEA NS NN = LN TN =0 IRES TS o S N BB
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T W B AN (A& T A E CBESERE ) 888, RS 2 EER AR

[0245]  FE— AUl BIPE RV I, B A0 700 3 8 e KV, HE T DB A BRUE 77
KA ARG Ph) (AR3E pH N 3 2 9) , (HTREEE 13, B A1) m] DATE A 3d Hh i
To T AR K PRI U ER S 1 9o 5 3@ R TR 709 fn D B e 0 JBUK &5 & T e 2. 78
FUB S TT S, AR SO AT ART VAR il 551 AT DATE B2 T4 SC i R 45 A M BB Ak 2236 7
FIEI R B A« ToBE 2640 T B B AR i 24, 1 a0 JE T8 2% A0 T I VA R R 4%, T
PAZR 5y M AT F A S50 AN 53 28 500 B b 1 25 B AR s B 491 4, Jd ik 35 [ i 7 51 5
61/474, 428 HHEARR T71%, 7] LR T EC145, Brid il L5 F 7 I AR fE—NSEi 7
Z 1, EC145 A LABART B KSR T e A7 AE . AE— DMLt J7 22, 8 i A OE 4 10 i
WA, 1] an 25 A Vi fft FE 38 5 77), v LA I g 18 47 i 700 10 o] & w3 FH 50 45 6 P BB n e 2
GIT RIS AEE . ECL45 Hil5IHA T3 E g P 315 61/474, 428, PCT/US11/037134 A1 WO
2011/014821 1, Brik LRI LAG| 77 UL A3 H AL

[0246]  7E&FhSLiET7 0, W B AN R0 mT DR i B T BOBERD / BORRE . AE— A
Ui B B 7 1, A A BH B4 T R0 AT A DA g IR i 1) 8 o DA S R R A I AL S 4k
i o AT LA B LA A ) R R T 2 A, 4 1) TSt 1) CE AL N A A Al 7 e 8 3ot 1%
R0, Hl&TE G . AT UMEH AT AV AR ] AV R B AW, I 406 IR O ER, R
I, 5% CBERR IR, SRR IR, SR FLIR AN AL IR 3R BRI R Y (PGLA) o FH Tl % 3X Fofr
PR TR R AR GUBHAR N R ORI o 78 5 —SEHi 7 B, FE1E S5 00N, AR STk I 45
A NE AL 26T B Bz 4 BB Ik 26 7 IR 2 A mT DLE St H
[0247]  FE—ANSEiE Ty Z, Rt — Rl & S e s L S A A, AT BLE T
1AW I it FH B 1)t FH 7R e T R S P A El o 2 M2 A &9 X Pl &S
PPN ECE 2 M R 2 AL AW, Serp B RS AR SO IR A A, UL T 5k
MR AR, A2 o3 B G0, /85— L7 &9, IR B G bR
ZEAR 2% I AS AR SCHTIA S A MBI 38 7 IR A4, b bR SR A0 4554
YEIT AT R U o U B P SR A RR i A R B InAL 23Ry 7 7R (Bl f2 ke ) BRI

[0248]  FE—AMSEil 7y &b, IRk 4% 75 B, & VA R B 75 = S PR S — R ik
Y BRS A H 5A FF B IS TE R I U8, P DA A4 R B PV S A R . U B, TR i R S
VDI N 3 B A 5 R B i BT ART BRI sy ) TR B R SR, i & ik . fER T
il £ I TR ATV SV VR S BB R A O T, DL B 4% T R e R TR A R T, H
AT T R A AR B S I B DRI B0 P 7 A (KR K, B B iy T LA — A E T
[0249]  ZZH AW ARSI A WCALA B B BUE T R Ak i e A P 451 .
BARTREA (Bln) K. B Z ool (B, Bl T BB R SR . S ) LG
A R EIVE R B BUE N BT AE—ANSEiE 7 220, 49 0, T8 5 v an SRk e iR 2
I AE 3 B IR 50 4R RF B R 2 A a3 R I PR, n] A4S A 1E fim sl Ve
[0250]  mTLASE A ATt A EC145 B Ak S va 7 I AT A 207 2. f6ltn, EC145 A1
desiayr ) CBRZA ) w] DMy sesf) &t A 3R] AR v 2 0GR &4 H 7 220k 7 B it
o Bb4h, 228675 % (g, B — 2 1) v] BUAESE HG 97 B0 RO, 3 B AR SRR
(R R, A I A () BB 4 1 H 7 25 R TR R IR g . 78— DU s
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Jiti 77 %, F ECL45 B InAL 2367 SR 22 Ik gt v T e, LAV BRIME o AE— N SETt 7
o g, BL 12 % 72 NI A REER 48 E 72 /NI RN, B EC145 RPN L 228 I 70t £
ZIRES (PLke?) 2 ¥k, £2 %) 50 IR ) o A LAERIRIE S 5 #5250 1H B H 1 (R BE o
Jiti LA EC145 A1F N2 B8 A E S, I H R oS AT LR Ik eiE R R« 78 53— Lt
77 &, FT I 2657 I 77 AN T EC145.

[0251]  fE—ANSEHt 7 e, A8 = Ji JA BH B 58 — RN 88 — JE A ), — R ROKE EC145 /BN
2.5 mg WK HEGERE . 85— SEit )y b, E =R AN E —RE L/ 75 mg/m’jifE
HEE 5 (2 s ) . /£ —ADsitly &, 7 DAL A B P Bk OS2 77 % mg/m’”
(57 & 2 T S AR TR m i

[0252]  EC145 AHF AL 22097 R B BB A7 H )& 7T DA 25 AR 4k, X iR T 3R A ¥R
7 BB G 00 A A P Al LA E AT TR i A s A F A 2R 43 AT, DA e vy 7 AL RN 57
) WAL FEE I AT g M. M B A = R A T SRR AR ot & A R IR 1 =
JHPEAG P E « A RFNETER T MBI AL 1 ng/keg B4 1 mg/ke, %) 1 ng/keg B4 500 1 g/
kg, F127 1 1 g/kg 2] 100 v g/kg. XEFERFLT L 70 kg KB EHEE, IFHPTA ke
BERE (&) 1 kg 2.

[0253]  EC145 MBI 367 I LA B2 LT RIS 40 1.0 ng/kg ££) 1000 1 g/
kg, #) 10 ng/kg F#7 1000 1 g/kg, %) 50 ng/kg % 1000 1 g/kg, %) 100 ng/kg F££] 1000
u g/kg, #1500 ng/kg ££) 1000 1 g/kg, %) 1 ng/kg ££1500 v g/keg, %1 ng/kg £ 100
pg/kg, 411 ng/kg BL 50 wg/keg, %1 png/kg BL 10 wg/kg, A5 wg/kg £4) 500
wg/kg, %110 vg/kg 41100 vg/kg, %) 20 vg/kg £%) 200 vg/kg, %) 10 ug/kg £Y)
500 ug/kg, BLZI50 1g/kg BLI500 b g/kg. wFER] LIz BB RIS, IF H 7]
DATE R ()0 2 T b TFE AR SCH AR A ORI Y [ 2 Ak o IR B67) &R R T4 70 kg HI°F
BEER, FFHIR "ke” R EFARERN T . BINEES 5 e i e H TR E A7 Frid iE
HMRSZIG T A 2 ) LR N B &

[0254]  7E 53Kt 7 S+, EC145 M INAL2=30 97 RIm DA B LR FIEEA 49 Lug/
m’ ZEZ) 500 mg/m”, %) 1 ug/m*EZ) 300 mg/m’, L) 100 b g/m’E %) 200 mg/m”. 7£H T 5L
Ji g, EC145 FIHNZGAmar LAS: B 4% UL R IR 20 1 mg/m’ %4 500 mg/m”, £ 1 mg/
m 4] 300 mg/m?’, £ 1 mg/m E4) 200 mg/m* 4] 1 mg/mE4) 100 mg/m*, 4] 1 mg/m EY)
50 mg/m’, B 1 mg/m’E£]600 mg/m’. 5T E W] LA BB EiE A, 3 BT AR ER
U FR ST T b T A8 AR S AR R LRSS ] 2 A o I USRS AR R AR Bt
[0255]  ARSCHTIAIIZE AL FIBI TR A LS A — A BCE 2 A F P, 8L 40 A] BLRE
WoAE N 2 AR AR AEAE o DRI, REIEAR, A% B AL HE AT A4 S A DL R ST AR e A 4 (1) 7R
AW QT HIAR AT IRAA DA A B B 0 WA B AR VR A4 . AR SCATIR 45 S L2
YRIT HIAT AR AE A JUAT S AR AT A o DRl RE 3R, AR K BH B 45 40 T ART S A AR BT LART A4
WERAYD

[0256]  WIIEAE, A SCHTIR K45 A AL 2236 97 AT BAAEE AL E XL R E A E R (B
FK GO A — ik, R IE 20 F T 3R AT 25 B 55 75 A K B VG Rl 2
W o AT &5 G A0 ST 7P LA 2 M sl B R U e . — ik, ir
PRI 2O A BH Bl iek 25 0 08 22 S R, 9F B B FE TAEAR R BTG FEIZ N -
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[0257]  7F 5L )7 &, T EC145 SR Infb 3G 97 M i B -G/ BRI = TE
e HAEE 22 /02 90%. B2 95%- BT 96%. BLZ) 97%. BLZ) 98%. BLZT 99%. BLZ) 99. 5% 11k
AW . RS —SEE )T &R, BT EC145 BB Z5 ¥ e 4l & / 857 E R
& FH A A/ 29 90%. BLZ 95%- BLZT 96%. L 97%. BLZ 98%- BT 99%. B LY 99. 5% LA
Vil & 1 o

[0258]  WIARSCHETH, 25 E ] LU T H &\ o b BER B A &% 74, 4l iE
A] DA T FE S FUE 3 1B = B AR B =, WHEASIR T, MHR, & A A S KEIL AN 5y
) IR, EAL T, AN B R R B R A B SR S . IR Y R A, 2RI E G T
FH AR SRR 77 V400 AL S AT L S I T . FEIREAB 0, il B2l e (BFEEE H 5
AN EE IR 1 43 EL I e D3 K B BV RIA R R o o 7B 5 —S20 77 29, % EC145 42Tk
HASEERET,

[0259]  EC145 Bk B 0 25 P (1) 28 5 ] UAE FH AT ) IR AR I 58 5 B 8 R A HE 35 ol €11 3% B
iR, w1 B S TR BE VR itk (HPLC) , AW PE LR it v, TLC, 2 AR RSOk
[0260] K [RIAHIGEE TR Z2AR AN ESE S FIM R SR 2O/ sm A i Bk Rk . BREE FLAR
217N NN S W M R i et =Y G S A L 2 T M P S1 R S N
B LR KT 90% FRIE K EIX P 3248, DRI, A SC AT 9 20 A 7 k] B TR 97 2% Rl
BREI IR A S

[0261]  ASCHTIA YT ERT AR T A lim PRIE 2 B AT R B o Rk, (668 P S0 4 B b A
JHHRHAATTEBT R g N (RIS ), BiE S RN H O, Al P& SL56
W) AN NSRBI B A B . AR SCHTR 97732 7] AN A TN 5 5858 =5 54t i
W (B R R B RS ) R R SRR, 5E ) AR, R B 4
A By B HRE L, AR SRR AR S AN AR KR T 2R 30 RO B KSR L KR
B M RN i

[0262]  7E—ANT7 [, I FH S AAidgg i S PP Al (RECIST) SRRARGIT HIRLE o Ui BH 4
e, iZARUE TR FHOFAF (3) 008, % 58 T % I SEFR 4% 1 i K BLAR N & 52 e N2
(CR) —Fr A7 SEAR TR I 2% s 30 REZ (PR) — 4 1) 2457 1) e 1 B A3 1Rt R A 22 2D 30%,
HUOL 4 M K EARMENZSE FRe i (SD) — AR AR RIFRT 5 PR XA 2 LA I 2 #F
A PD, BURIT IR G M d /N e M K ERAE NS #dt sk ( PD) —#R 406 s K
HAM S mZE D 20%, BUETT H U E i /N ik K E A — N B0E 2 S s
FRWAEANS ., HEMEERE SR NZZE (ORR = CR + PR), FimfEHI= (DCR = CR +
PR + SD), FLEAFIEZR (0S) —45 5 B TP L B 8 SR BB B2 10 T7 7T BRI — R B
AFFCTH H IR AL

[0263]  7E—NSLjE 7 2, Stk — P AE 75 2R 9T B R R B MR Sh S AR R
JHIgg 177125, iR T 5 & 45 B 1 97 A ReE I B AL S va 97 550 VR 97 A A& ) ECL45.
EC145 FH B Ntk ZvG 7 7 AT LA LA — Pk 58 22 P gH A4 (R ) Tt P , SOt it FH o 55— > SE i
J7 % 5% ECL45 Sk a7 I & TR 97 3 h RAA IR #h 32 A4 (1) b Bz e (K i
P SLHt 7 %852 EC145 FT-illit 5 B Ak 536 7 R G971k B B b R IA MR #h 32 4k
1) Rz e B 225 70 (K P a2
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[0264] X FARSCATA TR 7k Hig AAW A A AE B0 &, RIAM R
ERSZ AR ) b 5 e R 1 S T 4R A BN B IR L N i R Bl N A B i (NSCLC) g
NSCLC F¥697 AT PAYEATATT R BOHAT, 4G 0 BT JH 1T HATTTA #H.TT1B .80 1V #H. T
R BiR Ty g A5 A S H A B0 &, RIS R £ 5244 1 b 5z Jii g (1)
T3NS T S B S . 5N SR AT DA A i B U

[0265]  7E 55— Sk &b, 5T ARk g A S A A Aa 30X 7 &
EC145 & HA T Ak & 26 T 852 11 3

[0266]

SR

-

5
sy e

S

2 N
N

[0267]  WiASCHRTAL, EC145 AT LV IR (B FE R A 2O A TIHm BRI S+ .
[0268]  7E— NS 7y &+, BRALAE RF EVR YT BB TR T 0 ON S 1 5k, Bk U7 ik
B E AR TT BRI AL =R T e R VR TT =1 EC145. 787 — L7 9, 121 EC145 5
BN SR T I A TR B8 35 R R B0 ON S0 Y FH O o 78 5 — SEi 7 2, R fIL EC145
F Tl 5 B A6 7 40 & F T 7 B i 20 op S50 1 25 70 ) 3k

[0260] X T 300 T A 5 B N4k 2236 77 71 446 19 EC145 Y697 i 40 B S0 BT ik i AT A7T
JiiE I 2 AW A A SO S, — AN 7 & A8 Hrh BCL45 B 24
(M2 R E b 90% (SR TT %80 oy — AN SEHE 7 582 il EC145 BRI INAL 2R 7 RIS it 7E
7P T TR AR A ) ) R SE i T R

[0270]  7E 55— Lt 77 &, MORIE B TR IT S T, iz ik a s U AP IR
[ S it L B 585 (M (R 2 44 19 EC20 RYZHA4, fin PCT/US2010/043992 H Firik (EC20
LM T PCT/US2010/043992, BLAEA WO 2011/014821 A A ) , AT AR LAGI 7 W4
SCFENARSC, Hor i IR 3 RIS MR S A2 A B 22 /0 FRy (HD B D — A5 R IAM R 26
A ) PR+ (BUFTA 5 RIS TR L5248 ) (7K, WK Frid g e B TI7 k. 5%
FRGFRF I — A7 =, 0.5 mg MHERYEGHZ R E, BEJG | 2 3 %8, vESTH 20 2
25 mCi ff1 *"Tc ARIEHT 0.1 mg EC20 1 % 2 L, I HMEHAT 1 & 2 /M. 75—k
T 7 2, A 1 S A4 . SPECT R #l SPECT/CT fkif4 o

[0271] 7B —SEii T &, AR ik A e A &Y A a6 AR SRR
FE DL S o BT i St 6134 15 B0 AR SC R I B AR R BH ) 45 Fh S it 7 S8 (R BROINARAIE « SR 1, B2
HRAE, BT IR S A8 A2 U PR PR (40 T FEAS LR A IR AR SCRT IR B AR R B e SE i 6. )
b, BLER A, S 18] 1 L e A A HE A AR SCRTIR B A R B ) 25 Pl St 77 Y

SCHE 51

[0272] 1kl

[0273] N''- =# LB HLERS I [ Eprova AG, Schaffhausen, Switzerland. & A7
5 5 NovaBiochem il Bachem, M J.T. Baker WJSELF4EZ ARl DEAE 1A Hfk. M A. K.
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Scientific (Mountain View, CA) W3ZEiA2EE, M Purdue Pharmacy (West Lafayette,
IN) WJ3E Taxotere fll abraxane,

[0274]  J5i

[0275] 44 PR SEES .

[0276] VU E /A KHIMEN: nu/nw/MER (Charles River, Wilmington, MA) B{7S %G JEH
KEIMENE Balb/c /N (Harlan Sprague Dawley, Inc. , Indianapolis, IN) 4EdRfEbrifE
12 /N5 — g b 9 HLAE S5 B R E ) [7] Y PR fl R Z R L 89 ( Harlan diet
# TD00434, Harlan Teklad, Madison, WI). & 10% # KRG A= M5E HIFCS)
B3 Eh RPMI A5t (FFRPMI) , 7E 37°CF 5% C0,/95% 2 Iig < BRI E 215N, 18
FR BH 4 N\ S0 KB 20 0 A\ B 5L TGROV 2 fif DA R4 i 2 R SRR S i & . [F) &R FR BHME
Madison 109 (M109) Mt 20 i A\ MLO9 fibdEd v 7 A2, 3 HAERE /N R BT EOR , 725 10%
HIFCS f) FFRPMI HEFFR 50K . 45 100 w L o KB 40 (B4 nu/nwNER 1X 10 °) L M109 4 fifg
(54> Balb/c /INER 1 X 10°) L IGROV 40 (1A nu/nuNER 4 X 10 %) VRSN XK 2 R
MR BN A AT, F BT &Y 5 BAE R EROL T AR 200 v L R
shag bk (PBS) Hh i ok ) 2 35 e ki B o LRt 2 PR A2 PR DK 240 100200 mm’ B, FR46
BN (1. v. ) 3697 o RTRREL AP IR/ RANEESZI0TT o 25 s. ¢ IR AR, Bl o 716G T A 7] & &
& s =k, A 4 I E PR IR EL A A3 1500 mm’ OARAR . ZEPRAN T BT 18] A3 b
RN E MR, 5 AR E N 0. 5 X LXW, Hrth L = S KAMEM (om) FFHE W =3
HT L WHMEE (o) o MEAEEMER—IIE, 1885 s AR 00 = A 7] 1 22 HE e 44
HBN . B HBRMNEFEE . FHEIE (BARRMAEMEUK) Kzt o,z 8
IR TR ZE [E S8 E W R h 2 #EN] (American Accreditation Association
of Laboratory Animal Care guidelines), FATFTHEENITFA .

[0277]  XFTAMENE, K R (PR) 58 SONARFRIRAL >50%, (HAG 2 AR5 m] I & (1) i3
O 2 mm’) o FSEAERNE (CR) & XCNE WA EE AU I3 L 7 B 1 ] T R B (< 2 mm”)
R KEIREE SONAER T R P e e B A1 CR.

[0278]  SEjifif4

[0279]  EC145 5 Z Fifh S A 57772 -

[0280]  HA KB e (YEFH 144-212 mm) MBENL nu/nwh RS2 (a) RIFITI BT « (b)
L umol/kg/ VESH ECL145, TIW 2 J& ;8K (d) 10 mg/kg K2 PUfh3E, TIW 1 JHHAE—FIiGST
[, 8 (¢) 1wmol/kg/ VESTH) EC145, TIW 2 J& + 10 mg/kg RIZPHARZE, TIW 1 VRS
HITIN AR I N2 L 1, HE SRS WK 2, MR 2 VAR SE G 7 R A 34
NE . EENERIRE. A% 5 MAE.

el

[0281]  EC145 5 Abraxane W &ITVE -

[0282]  ELf5 KB 8 (JEFE 103-173 mm’) HIFENL nu/nwh e () RIGIFH (B0 -
(@) lumol/kg/ VESFIECI45, TIW 2 & ;88 (A ) 20 mg/kg ) Abraxane ( EAZEEEE
W), TIW 1 AT —Ivad 71, 80 () 1umol/kg/ VESTHI ECL45, TIW 2 J& + 20 mg/
kg ¥ Abraxane (SAZBESEAN Y ), TIW 1 JEVGIT I Y697 AR e B2 DL I 3, FNR T
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R E SRS LA 4,

S

[0283]  EC145 5w fl / LB H SR NH ST

[0284]  HATKBIR (JEIHE 111-173 mm’) (OIBENL nu/no/N S () RIGITI ;B0 - (@)
1 wmol/kg/VEFTHIECI45, TIW 2 i ;B (A) 20 mg/kg KIEEAZEE, 735 (Cremophor)
J CEES TIW 1 A AE—FAITRI, B0 (W) 1 wmol/ke/ VESHHI EC145, TIW 2 J& + 7%
Tk / CEET 20 mg/kg MUERASEE, TIW 1 BGITH Bk (@) B 5ER) 36 / 2R
TEFNATT B YRIT I B oR B2 2 WL 5, FIva T IS B B 2 2 LA 6.

3K e 151

[0285]  HA TGR-OVI ( ABREE) MR el (M) 2RI BN : (@) 2 nmol/
kg/ VESSIK EC145, TIW 2 J4 ;5K (A ) 10 mg/kg (2 PHMEE, TIW | & P AE—FETT 1 ;51
(V) 2 wmol/kg/ JEHFHIECI45, TIW 2 Ji + 10 mg/ke K2 pUfh 8, TIW 1 JANVARITHY. A
T RO R B 2 W WL 7, AR T I SR R AR S LK 8.

e

[0286]  HA M109 [Med (17N bR A2 (a) ARIGITIY sBUH < (b) 2 wmol/kg/ VESTIFEC145, TIW
2 JH 8L (d) 10 mg/kg K2 PUAhEE, TIW 1 HHE—FGITI B0 () 2 wmol/kg/ VST
[£) EC145, TIW 2 J& + 10 mg/kg (2 PUAREE, TIW 1 BRI 16IT I A IR R 2Z 5 12
DL 9, FyayT R B E E RS WK 10,

[0287]  fLE&H Lt

[0288] A1k}

[o289] #R #& US 7,601,332 B WO 2011/014821 [y F & B¢ 1 F 3¢ A i& (PCT/
US2011/037134) , 4% EC145 APT (35125

[0200]  HEM R THARAE AR, B8 LT JES K WFD AP ER =8
KA, EMD 1. 06432. 0500 ;#7145 E2, JT Baker 0122-01 sH E&MEL, JT Baker 2553-01 ;47
RLES s ERS, Pall 12122 18 /NI, Wheaton #  223685/W008230, 5 mL, 20 mm, &
X, T BB I M %E, (West pharmaceutical #19700021 B¢ 19700022) 20 mm, S—10-F451,
4432/50 Kftw/ B2-40% )2 (MLIEMZE) Crimps, Wfs (BHMEMZE) M, West 20
mm 4432/50, S-87-J, Kfhw/ B2-44 B2 (B ERIFREA R T ZE ) ;Crimps, Helvoet
Pharma 110009704, #5f% 6028 ( ELAGHE IR A R T MZE ) sMilli-Q 7K, Millipore
Direct Q 3 UV System ;WEFEE KA, Mallinckrodt 7868 ;TR 44 /K&,
Fisher S472-500 ;5AL%H, Mallinckrodt 7581 ;&L , Fisher P330-500 ;4T IR4H — 7K
AW, Aldrich 39, 807-1 ;EHH, Sigma S3929-1KG ;A & AL4N, JT Baker 3278-01 ;3hfE&, EMD
HX0603P-S ;K 2.1, EMD AX0074-6 ; Z.FR = Z.f%, Fisher, 04885-1 ;5 N & & fb4%, Acros,
AC612570010 ; 7,15, Sigma—Aldrich 34851-4L ;HPLC ¥, Waters Symmetry C18, 3.5 Hm,
4.6X75mm, P/N WAT066224 ;{#4"'4E, Waters Symmetry C18, 5 Hm, 3.9X20 mm, P/N
WAT054225.
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[0201] L HAIE

[0292] HPLC: Waters Alliance 2695, H A Waters 2487 X A Wt Yk #& | 2§ ;HPLC:
Agilent 1200, B4 PDA f&l#s ;pH 11, pH-08, Corning 340 ;i E4%, Hotpack 2875~
#%,PES—004 sHLFE, VWR 1370FM ;448 , Gruenberg T#WHLFE s K F, Sartorius R300S ;K°F,
Sartorius CP34001 ;Z&, Watson Marlow 505S ;#¥#%, Eppendorf Repeater Plus, HH
50 mL Combitips ;¥R T-8%% :FTS LyoStar I1,H7 LyoManager 1T HEICEE s DML,
Westcapper NPW-500, 5A-018,

[0293] AR SC A R I AR R 485 « CDST FH TR & BE 28 ik 4y
)ik (4) .

[0204]  7E 5Lt FHT-188 43 FIAE W PPAN ) HPLC 3B 4G AT -

[0295] EC145-CMC-IP-0001

[0206]  FEfwi 4% H] 8 M ERBRNUK AL RHA 2 K% 0.5 mg/mL.

[0297]  #F :Waters XBridge BEH C18, 3.5 Hm, 2.1X100 mm.

[0208]  FEZNAH :A) 500 mM BREREAE, pH 9.2; B) 75:25 2 - FE.

[0200]  JELHMARN :10 KL

[0300] UV £l :280 nm

[0301]  #EJE :50°C

[0302]  FEhiRE :5°C

[0303]
B (min) Ak (mbimin %A
08 { 95
0.5 95 )
1.0 80
5.0 (.55 735
(.85 715
(.83 70
0.5% 55
058 30
053 30 0
073 95 5
073 93 5

[0304]  EC145-CMC-AM-0001 (fi4< 2. 3)
[0305]  EfhHI4 HIBEEREGZE P K TR 1:1 288 - K (v/v) M EHERBEZE KL 1 mg/mL.
[0306] “&FE :Waters Symmetry CI8, 3.5 um, 4.6X75 mm.
[0307]  FEBhAH :A) 10 mM =28 2/, pH 7.5; B) /K.
[0308]  yEHMAR! 10 ML
24
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[0309] UV &3] :280 nm
[0310] F{EE :25C
[0311]  FESNIESE 5°C

[0312]
A 9E (min) A %R
85 15
50 58
1O it |G
10 R0
1.0 83
10 8%
S HE 5
[0313]  EC119f] %
[0314]

[0315]  (EC119)

[0316] i fl] Fmoc [ AH k210 N & B ECL19

[0317]  H—kfEL

[0318] I 2- M =R F ARG IE I AN IR & A #s M. 7£ DMF  (10mL/g #8JI5 ) "HiEiK. H
DMF (10mL/g #4 /i ) BE¥E 2 Ko BN 0. 8 24 &) DCM/DMF H1f] Fnoc—Cys  (Trt) —OH. 4N 2
B DIPEA. Bk 30 4br. AONTEE (ImL/g KA ) IFELBERE 10 506 FH DV B3 3 1K
HI MTBE ¥ 3 ?X. Al DMF $E¥% 3 ¥k. ¥ DME ) 0. 1M HOBt H 6% WRME I Hatd: 10 =
20 435, VRN DMF thfg 0. IM HOBt th 6% WEME I Hdrkk 10 & 20 40%8h. FJ DMF ¥E 3 7K.
FHI MTBE 53¢ 3 %K. $UT Kaiser I LB IA 18 & 56 L

[0319] 5 —kfRE

[0320]  HJ DMF (10mL/g #8 JIg ) ik 3 ¥ ¥ 0 DMF H () 2 25 &) Fmoc-Asp  (OtBu) —OH,
AR DME i 2 24 B0 HOBt. ¥4 2 4B DIC, Btk 1.5 % 3 /M. J Kaiser Tt
INEA . HIMTBE ¥Ei% 2 7R. HI DMF ¥ei 2 ¥R. ¥R DME (% 0. 1M HOBt o 6% WRWE I FLoi
P10 2 20 4%, W0 DME H(% 0. 1M HOBt H 6% WRMEIF HL4wHE 10 % 20 4%h. HI DMF 3%
Y 3 . FIMTBE ¥iik 3 . AT Kaiser SR,

[0321] H=AEL

[0322]  F DMF ¥k 3 K. ¥S/0 DME ) 2 2458 Fmoc—Asp (OtBu) -OH. ¥/ DME 1K) 2
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M EK HOBt. #0224 &K DIC, Hitkk 1.5 % 3 /M. H Kaiser MNRAAIAE A . H MTBE
eV 2 . FH DMF ¥E3% 2 ¥R 750 DMF dr () 0. 1M HOBt o 6% WRER I HAEHE 10 2 20 2%,
70 DME H1 (%) 0. 1M HOBt H 6% WRMR - H o 10 22 20 3% I DMF ¥k 3 k. H MTBE ¥
%3 K. PUT Kaiser MR,

[0323] FEIIXMEE

[0324]  F DMF ¥k, ¥n DMF H1(#) 2 24 & 1) Fmoc—Asp (Pbf)—OH. ¥/ DMF H1[1) 2 245
(¥ HOBt. ¥ 2 =M DIC, Hikk 1.5 % 3 /Ao H Kaiser KA IAEA . H MTBE #eik
2 %o F DMF ¥ 2 ¥R ¥/ DMF HH 1) 0. IM HOBt 1 6% WRME JF HAEHE 10 3 20 4%8F. e
DMF HH ¥ 0. IM HOBt = 6% WM& 3 HAeFE 10 & 20 43-%h. FJ DMF ¥E35% 3 k. F MTBE 3t 3
Ko AT Kaiser M.

[0325] EHXKAEE

[0326]  FH DMF ¥G¥ 3 ¥R 00 DMF H1 iy 2 24 &%) Fmoc—Asp  (0tBu) ~OH. #sJ0 DMF H1 () 2
M EK HOBt. #0224 &K DIC, Hitkk 1.5 % 3 /pi. H Kaiser MNRAAIAE S . H MTBE
Woigk 2 Yk P DMF ¥E 2 ¥Rk #5011 DME HH g 0. 1M HOBt tf 6% WRIZ I HAHE 10 &= 20 404,
7N DME 571 0. 1M HOBt o 6% WRMEJF HLAwHE 10 £ 20 438k, F DMF ¥tk 3 k. H MTBE ¥
% 3 K. AT Kaiser MR

[0327] FEKAEE

[0328]  FH DMF %% 3 k. #sin DMF HHH 2 4 &[4 Fmoc—Glu—-0tBu. ¥l DMF H1fY 2 24 &
[¥) HOBt. ¥sfn 2 4= DIC. H Kaiser MIAFHIAME G . I MTBE ¥eik 2 K. HJ DMF ik 2
o WM DMF HH#) 0. IM HOBt 1 6% WRME I H A HE 10 & 20 430 . %0 DMF HH ) 0. IM HOBt
1 6% WREEIF H e dkE 10 2 20 4%, B DME $E%% 3 ¥k, FJ MTBE ¥iig 3 K. AT Kaiser
Ko

[0329] FE-HXMEE

[0330]  FH DMF ¥E3% 3 7K. Winsse/NER DMSO F1 ) 1. 2 24 & ) N10-TFA-Pte—OH. ¥sln DMF
1L 2 281 HOBt. #NAN DMF FHf¥ 1. 2 29 & ) PyBOP. #sfH 2.4 24 &) DIPEA. $ifE 3
% 5 /M. H Kaiser REA A A F DMF ¥E¢ 2 K. H MTBE ¥ 2 1Ko

[0331] LAY - BrE—FH LWL

[0332]  FH DMF Jcifk 2 ¥R 5N DMF 5 2% ik 3F HaHe 5 7% . @8N DMF = 2% 5+ B i
5438 NN DMF o 2% BiEIE HadE 5 080 A DMF ¥Ei% 3 k. F MTBE ¥Eik 3 iR fEHET
H=ET MR

[0333]  MMKHE 2R

[0334]  [IBEIRAINS A 85% TFAL2. 5% — SN JEAEST . 2. 5% 7K A1 10% £ T B 1 24 gtk 5]
(10mL/g MG ) o FEVKIH R ENZIR A . WM TR H R e 2 TR 2 2 3 /M
I I BRCEEIEIR . KUY MTBE  (&F | mL JEVK 10mL MTBE) . /£ 0 %2 5°C T 4i$t: 30+
Ayt IS B 2 ALV PR RS, R UTUE . VA MTBE BRIk UTHE 3 IR, fER T HE
BN TEZ" . £28SH -20C 7.

[0335] 4t

[0336]  fi ] e #H C18 £ (6 J<~f 4%, 2. 8kg, 10 wm, 100A) i i il % B HPLC, 244k HH il
EC119. #EhHHZ 0. 5% NH40Ac (A) A1 0.5% NH40Ac/ACN (1:4) (B). 40g iZfHH| EC119 1%
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T 1-5% TFA, Bt 1 wmBEFAF 4 JE ARt P8 IF Enak T 6 o~ Lo SR8 4 b T
HPLC 43 #fro 7EZS N 50% AcOH PAYTIE &7 M LAMEUCSE 2 i » SRR S48 4 () pH 1R %
B3 & A4 BULIE G, 0. 1% AcOH Feig H-ig 7T 2 2 8C TN EHA# DA, 5K
TE B oA 3R] FH 220008 2 AR IR AL I T B M o MhARHE (pool criteria) &40 = 98%,
D-Argd D-G1u’F1 D-Asp *HIIFI 4> AR < 0. 25%, Ht 445 << 0. 5%. D-Asp . D-Asp”Fl D-Cys
() SRR B L Prep-HPLC ASBERR 25 3 HLRLAE A B T 2 A 3 o 35 A2 B ik it b A A4 R
PA T (BCL19 EMANEIIIEATRIE ) o AWML KT 98%. ALFE[E A& A2
PRI 2E ECL19 BN N R L) 40%. 71050/ B35 T BRI B3I -k 47T - 20C
T

3K e 151
[0337] A KEAEHR IR R b iR B AN il I 2 It 1 e Tl e T
[0338]

[0339] A4k}

[0340] K- HEAEBBRESER :USP; FW = 909.05 g/mol; FPEE oK sJiff /K sFW =32 g/
mol; EETIK ;BB LC/GC L s K LC/GC LK (e — &4 := 99. 0%; FW = 120 g/
mol; FHERE 4N := 99.0%; FW = 142 g/mol; &ALEN k%K ;FW = 58.4 g/mol; Mg
B TEK 5 BEUK R I —2- IR

[0341]  iffE

[0342] S B B UMM TR 43 B e A8 BB R N AT o AT R 773 Y8 25 B 2 B A
FEHAFIR W F T KA % 1 S A W VB A0, BRI A AR AR
T 0.9 ppm AiE.

[0343] Mg KEETBREL EL A TC/K FEEAE IR 2 S WA I RLEY o 1 5 FEUK A # —2- R
PR TC K I I Bi g . IR A, I HAE R E M < fa, KR A N2 41 60°C .
it HPLC 43 #f7, 4 RN SE BT, 1 Hve A0 R IR IR B 4R OB AE TR 5, I &
M CERMTR R 5 g, [BAE B T =R T TR

[0344]  ZEppNaCl 5745 :10.0 g NaCl, 7.10 — 7.30 g Nal,PO,, 4.40 — 4.60 g Na,HPO,
190 mL 7K. HEAREEIEEIZER (EBIEAEE< 0.9 ppm) o

[0345] LA ) 23 B USCER A B 1 e R AEL T 50—-60%.

[0346] B. ECI45/7yAKIPEE 2% 3

[0347]
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AR AARSSLS,

[0348] IR 2RIDHE 37514

[0349]  #1K)

[0350] 25 ZLBh KEBBLE :FW=768.9 g/mol; 20.5 g, 26.7 mmol; JEAWREME (3):
FW=384.9 g/mol; 10.7 g, 27.8 mmol; & :i&=E ;=2 :FW=101.2 g/mol; 2.67 g,
26.4 mmol; Na,PO, 7 H,0:47.84 g; EC119:29.9 g 28.6 mmole; 0.5 N HCl: &&= ; WFI:

s

[0351] i f%

[0352]  yE &, M7V AT FH B B A AR ST K (WD) o

[0353] HHEAMHEAESRM, $IH 20.5£0.3 g K5 LB KEMBN 2R EHE 2R
VHEE, B, a0 SR ALBESE 90. 0%, WZAEIHIG A 22.8 go HIH 10.7£0.2 g KR EWMRE (&
BEVEEL ) . HHIE 800430 mL ZJEM 2.67+0. 11g =2 %, fEESTT 10 £ 14CTFRA
20 % 28 /NI BUASARE S T HPLC (EC145-CMC-AM-0001, fRAS 2. 3) « FHIHLE B2 CDST 5
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BERERIEEZE > 25010 WA, WEES T T 10 2 14°C TR A 2 2 4 /DRI XK
FHAE o

[0354]  FH@ESEHHE 780 % 820 mL 7K, HZ VAR AKT/NT 0.9 ppm s1E RV AR H A
¥ 47.840.5 gBEMR ALK EWIEME T ZMAK T . mAEREEEE, TN 29.8420.5 ¢
EC119 s (RRIHEZA BRI ) o HFBERRENVEBUMA EC119 IR NREG . WEFBK
pH, 3f Hanfg 4%, WA 0.5 N HCL ¥41% pH Y843 5. 8 % 6. 2,

[0355]  HEZZM ECLLI9 MM NZ I MR A 7R SR T 20 2 25°C R IRA 60 2 75 734
ERA2RE 5 FH T HPLC  (EC145-CMC-AM—0001, BZ A 2. 3) » WIER EC145 5 CDST (b Z = 25:1,
W2k 22 3E AT o RS, MIZEAEGSUR T 20 2 25°C N 4k4RIR-& 3 ke . R EC145 5
CDST [tk = 25: 1, M4k HHAT. WRA, WANABSMG | g ECL1I9 FFERSA T T 20 &
25°C R IRA 30 3B I FF IR HhAE

[0356] % 6.9 L& 7.1 L 25 mM BERRERZZ PR (185 % 195 mM NaCl, pH 7.2 2 7.5),
&S EK AR EEREAKE/NT 0.9 ppm Mifl45 . FHICEMRIGERE TR R SR A4 .
WMAZIR AR R #5, W= 7E i 75 25 98 (Whatman Polycap TC75 B TC150, 0. 45
B 1. 0 CKD s o] AR =0 B Biotage 4 L1 RIS 3HAT %34 3E .

[0357]  JRAHfAIE 24

[0358]  ffif Biotage 150M, C18#FAf. IX— RSFHARTT LA B §T Frid A4 R Y
R 5 1R SR TR A o

[0359] FE &

[0360]  a. A LA PR¥iZs:

[0361] i.12 — 13 L ZJi%

[0362]  ii.12 — 13 L80% ZJEHI 20% 7K (v/v)

[0363] iii.12 — 13 L50% ZJEHI 50% 7K (v/v)

[0364]  iv.12 — 13 L10% ZJEFI 90% 7K (v/v)

[0365]  4fifl .

[0366] |4 25 mM BEERERZZ MK, (185 - 195 mmol) NaCl, pH 7.3 - 7.5

[0367] HEASNZEMNREERAENEASTE<0.9 ppm,

[0368]  ffill & :ZEPPERAKH 41 LI 10% Z1E (v/v) sZRhEhKR 13 LI 16% 2 (v/v) , 5%
PERAKAR 52 LY 27% 2 (v/v) .

[0369] KA FEAMA MBI A S = WRBBRESERT 0.9 ppm, MHAREBEAS
B B R IA R EKE< 0.9 ppm.

[0370]  FH 26 % 27 L [ 10% ZJER A pheiZk:,

[0371] R =WvEBOm B 20 4E L

[0372] {3 I LA 7 (KRS B AH B R 4

[0373]  i.13 -14 L 10% ZJE#EhHH.

[0374]  ii.13 L 16% ZJEEHH.

[0375] iii.5l -52 L 27% ZJERENHH.

[0376]  yE& :EAAN UV AR IIES 2 A m i A TE N8 £ 13 LI 15 2 19 LI 27% LJIF#
SRR, RZ B4
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[03771 W9 i

[0378]  i.HPLC Jj¥% EC145-CMC-IP-0001

[0379] ii. JEIMES = = 97.0% EC145 FIZEA = 0.8%

[0380] BT FFEANFR .

[0381]  iZAE AT ARE A — iR Wiz T8 —kisAT, MIBAT i1 & ive.

[0382] i. F 12 % 13 L 1:1 ZJiE - AKibieizk:

[0383] ii. [l 20 & 22 L ZJEmciZss

[0384] iii. EEMHHIGLE i1 E iv.

[0385]  jEHJE

[0386] AR B ANEIRIE &K, HRBEMAAKT/NT 0.9 ppm M1k, Wi ik
T 1A F SRR B K A MR o A3 F ARopR MW B 1E B 1000 RFL IR A 4%
JEi (cat#_ CDUF002LA) AHASHIE A, A 9 L MAUKERSE . IR iEm e . 4k
FF 30 £ 50 psi MIRIE. 4hE@E, ARMWEMEBCN 23R 3 Lo BN 11 & 12 L FREK.
Sk aLEaE, ELEVEEMAR N2 B3 Lo BN 11 & 12 L RE0K. ek, BEmEwiE
BoN2%3 Lo WIN8 2 10 LRAE/K. 4hEEEE, AR EMEE N 2 Lo W2t 6C
WA 73 i BB VD BORE I, B 8 B U2 il A A BRE 22 5 () ECL45, < 50 i I & JF . ik
ARSI, WIFAT 75— TEFAHEIE . % APT IR B AT B DB A R 6 22 12 mg/
mLo fEABIESERLAT, F 1 LK% & . Rk, 7000 B 4k S B ik . — B =i
TSR, WA 1 L UK BE iz e W & 0t 57 Yis a5 .

[0387]  fEAZIELEI -SSR A I 2 )5, S WL AUE I 0. 2 R4 Xt i e 281 98, JF
HARZIER (A TIRAT ) .

[0388] 3B W () L AR 2 O BRI B R AL I 50 %2 60%.

K Hte 151

[0389]  MAURT-HE EC145

[0390]  JEAARH 22 mL FIPR/NIE ECL45 KV MRTE IR SRR B T 7R, JF HLEERZ B DDA 20 mL
AURTE N . BN NSRS KY) 1.5 /N, A LABCONCO ¥4 74 1R 28 34T V4
R T4, BTk LABCONCO ¥4 7R 25 T 85 FE INZRE i Z AT TR A0 28 — 72°C (SRS ) o #%
MAE — 20°C A THEZ) 30 2380, BE G BT 20°C R T4 38. 5 /NI TS A v 28 e [ 4
GBS NEF T DR

[0391]  Hill51]

[0392]  ZK A7 -

[0393]  DATRHfEx A, KA LA 1. 4 mg/mLEC145 K AE it EC145, Bt fr) /N A
TR 2.5 mg KA E K EC145,

e

[0394]  pH 7.4, R L 52 P I EC145 ]3]

[0395]  DAR 5t Tk A (IV) JEH %) EC145 24, fENFE LA Flurotech ™ — i
JE IR 2 1R SRS FH K% W 3R CHLAE RS PR SR TV R i) P 2. 0 mL /K PE TS R
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EEIF (pH 7. 4)s /MRS 1.4 mg/ml EC145. N E BHB R T FE. BMr/NE
T34t 2.5 mg KALFIFIE K] EC145, %7 IJTE@E 10 mM RERR SR 2 PP :pH 7. 4 5138 mM
SN, A 2.7 mM EALE .

[0396]  EC145 244

R {3
[0397] °
URR S

[0398]  SLjifs]

[0399]  pH 6. 20FTAR IR £h 2% i) EC145 1|55

[0400]  DATR il 44— FhiAW, Hoh 50 mM ATAR PR SR8 1 pH 6. 2 (1) EC145 V&
[0401]  EC145 24 54 R4y

(gl
RS
[0402] 2% .
AW

[0403]  F ¥ 0% TEEEHIF.

el

[0404] H A 3wHFEMEY] pH 6. 20T IR EL 22 b (] ECL45H1 7

[0405]  DATRHHlFHIFR ML — Mg, Hooh pH 6. 2 BIATER BR SR 22 P K ECL45 ¥V, FITiA EC145
TR 3% B EEFEEEAE N n] H TR T3 A 2 K 38 2R 7

[0406]  EC145 Zj oy
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[0407]

St 451
[0408] HA 4%HFMERE /%N pH 6. 20T I8 £h 42 pi (Y] EC1451 5]
[0400] 5 3¢ 3% H B HEEL P IR AH [F] 55, (H B A 80 mg H B2 HEEEA 20 mg FEME .

L 51

[0410] 22l ], B SwH FEMEEE pH 6. 200 AR FR EE 22 (] BEC14581 7]

[0411] DAL — R BAAWL Hoh pH o 6. 2 BUFTARIR $h 22 i VWL, PIrid v v
A 3% HEBEFEEEAE AP TR T BRI R K P38 2 7).

[0412] 2Rt Rl o

St
B
55
s
e

o h o
Lsp &
3K e 151

[0414]  AVE W EC145F0 2 B 55 24 H 20 S W 2%
[0415]  FH& A 3% HERHEEE R EC145 /ML & A 4% H ZMEEE /1% IR EC145 /N AN %2
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BUA/MIE (o ECL45 APT) , i@ AT THRE M 4R E T ECL45 ¥R/ NI 22 /N
H DL SR JE S A B VA VBGIL FE o 7R B 2 W) 2 B T 0 Rl P T I A Gl <l 3E, I HL
B /NIRAEA VR TR h 2 5. 7R 2 5, LR INERE FL AR .

[0416]  EA[FESHAT T-IRIS VR T, & 3% H EEREEE R/ NI & 4% H B FEEE /1%
W2 ) AR WL B 22 5o

S 51

[0417] |7 VE R R A

[0418]  FHIL & WFT 2SE KK, F F S R R 00 30 28 U A & EFEK 2 < 1.0 ppm.
FH I 2w BB A 1 R 46 2 BT A & e AR BN RE vh , 75 e il VA VR ZE Rt
MIEE SR AELE.

[0419]  HEWATRI ECL45 255t (APT) &MV I AR 2 [, FFAE 20°C & -25°C =T
WARB P FER . A fEURIG APT FE BN NFR 57 25 508 T S AR W i 4 L, DA 2 R FC il AP
VAR R BT 2 AN (1) EC145 IR B, INNFR B B8 4 L (1) 9 v 1) B & T e ml 4%
1.4 mg EC145/mL JH 78 (S B 295 WL

[0420]  FREEAHFHERIAIL, HH WFT IR LR FERTIN 62, 5% S ARFUREEIH . Ao in i
Fe PEEE LAIR AL 3% HEEMEE I B 2R IE o R AT RN N Z A8 1L, B8 f5 FH S0 I WRT G
VTR BRI N %45 0L, B J FH S8 I WET 58k . TR & Bl FVE I, B2 T A B BRIEAE -
[0421]  FH pH 4 F1 7 P brAEAE pH vHFrAE L, LTI EEWIR) pHe W1ER pHAEAZ 6.0 &
6. 2, WA 1. OM ATAFBREK 1. OM 474 BN 1 %% pH {H.

[0422] 5 MADZET-9G+ LAMRY ECL145 DAAOGIE o 1 B HE A T AR BBt EC145 Z54)
VIO 28 Mo F WE T JAV0RE 5 25000 B 1 2 LR BE IR o PR B By i H iz e &
Yy, BRI B SRR G N IE . B e s 2% B ARG &, 5 H A WP 3 i%0E R iE
2 ErEE.

[0423] VAWML 0. 22 FOKTE B JEA L 98, 13 A I 20 3R BhAT FUR T AT v s k. 7R
ANt R, gE R MRS PSR R . i8S, TE R 2 U LA (R e A 1
W2 R A R e

[0424]  KIYEHA 7Rk, DA &M% 2. 03 52 ( 2.0 mL, 2.8 mg EC145) [ EC145 Hi71VE
Mo TEIEFTREFRIA M), 5 AR A H 7S &

[0425]  FRIEFEISFEH, IHEEAE /MR L2

[0426] R VAR E TV IR TERITE T S TGN AN, JF HA B SCRIJEIN, 7 75 T-15
Prid st
3K e 151

[0427]  YAUET1EE A

[o428] i HH b mad ()7 3% H EEFEEE pH 6. 2 FIATEREZ Eh 2 (¥ EC145 ¥EW (5 mL /)
R 2 mL) BIRLT R T RS (B A A N R I URIR R ¥ 75 T-15: EC145 i35, H
B oy K 2K, IF HARER & APT 2% (595%) .

[0420]  /NEAHSE/SEG, A 2 mL EC145 il FAIE 7S, FAR AR B R TR 28 DL~ 2647
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M. —BILRPIRTEMZE R, WKL E T 5 C R AR TR .

[0430]
[0431]
[0432]
[0433]
[0434]

[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]

[0450]

[0451]
[0452]
[0453]

=W o=

WV R TS R TS A0 22 5°C,

W IEFE R FERL N BB A A HE AR o

TENNERSE W S » JA B3 TR 15 R 3
MR EAE 5°C T ARFF 30 & 60 438

A R AR T A0 2 -50°C B 5°C, IXAEAF W] gk /b e H P aR SR ST A A
] JF BT e AR 2D 3R 4,

5.

© o N e

SERPE R REE 2 -50°C .

MR FEAE —50°C M AREF 60 2 360 7341

P =k 7R % 50 3] 150 mTorr,

MR AE -50°C T IRFF 180 & 1740 73-%F,

28107 73 BRI E A 2 -37°C (0. 20°C / AR ) .

- FAMRIREAE -37°C T RFF 60 2 720 758

. &7 150 AR B & -20°C (0. 11°C / 4380 ) o
. HAMRIELEEAE —20°C T LR¥F 60 2 360 434

. 427 60 % 360 7 FeR AR IR T2 20°C H 30°C,

. HAMELEEAE 20°C & 30°C FAREF 60 3] 600 434

15. AHEABE B ERIES 12.5 psia (870 ZE ),

16. SR priddieik (42N ) -

17. Hd PR IR ER RS 7.

18. BEIFRA R TIEA -

IRV VR TR A B AR S (5°C TR WA ED 30 480 A DABER T X an R R0 -
550 .50

500 37 37 a0 36 20

mTon %?ﬁﬂ* e e ?Eﬁ@ 00 100 100

i JrRE /N AR IR AT g B R AL 25 NI I B 740 o

R S
JEHT R I, 75 E AL ER [ NSCLC &3 Fh 5825 EC145 1 11T BAEF S (6 AN HA
WEITETT R E) M i AR A R SR 5248 (FR+) (P BAH 7. 1 N H A A
BB (ALK T E R A7 G AN 10. 8 /N H ML AZWE I o Bepi 1) KB A2 o (1) 4k 41 R A4 P AE 90 S0 7
EC145 1 TAXOTERE™ 2 1) () K 47 D [
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[0454]  FENIR IR A BR A FR Eh 324K (FR++) 55 4% NSCLC #3 h, Y& 825 EC145
FEXE B BT ARAE TAXOTERE ™3E Pk

[0455]  FH EC145 Jiil TAXOTERE™[WZH &, ¥A97 55 2% NSCLC - (FAE/Mufufies ) & HmA
AR R (1) MEihaiRIA R 2 FR) FEFE, M 2 BFslb—4
AN B A TR B Sh 32 AR i (FR) BYEERF .

[0456] £ G 7 A 18] 9l 52 DA N 0 & AH - ok @ A7 6 3 (PES) 5 & M8 B & # (ORR =
CRHPR) s JMieg B2 R 2T (] (DOR) s pida il (DCR = CR+PR+SD) sDCR I HF&EM 8] 1/
FEVERR (0S) o HB iR % A EC145. EC145+TAXOTERE™HI TAXOTERE ™8 24 [ 22 4> P R i
2k, L " Te-EC20 JR7 1) 24 TE A 52 Pk .

[0457] %3k 3, B TOFEAE I8 SR " Te-EC20 A% (1 F T J2 506+ R ST i 2
A8 (SPECT) HIHFFLH .

[0458] 3 & BEARARAE M A A BB HEBENL R (1:2:2) = MRT AR P —A AR A
ECL45 VAT (43EBA) , % FH ECLA5+TAXOTERE™ I ZH 447 (433 B) , LR ] TAXOTERE ™1
BAIEST (4880 .

[04509]  EFXF B JE —IRWIT G BIRS ) (K3 AN H XS = 3N A ), WG — IRy T i s R
% (BbrIiE N/ R B oA M / RN ), BB (TTIB AF IV) , AR H EGFR 4
HIFIRTHGRTT XA ), APAF AL TAXOTERE™ 43 #51 TAXOTERE ™ + EC145 435 (FR+ Xf
FR++), % & BN 2

[0460]  *"Tc-EC20 i ] :E BEC20 ARFE R 2 A, & 152 0. 5 mg MR — IR ER Ik (1V)
VEST, MG 1 2 3 4 8h N, VESTH 20 & 25 mCi 19 " Te $712AY 0.1 mg EC20 1 £ 2 mL. 7
TES ""Te-BC20 J& | & 2 /NI, BB PP AR (KRR B 423k, B AL EE ) o 78
KA G5, S EIERAS O SEARER 1 16 X 38017 SPECT R . WISRAE SPECT ifg 2
HTASBE TR 5 A e gg 1) i) DX, DO SR AR I8/ AN 0 / i 0% SPECT (% SPECT/ it
W EREA [CT]) B

[0461]  EC145 JitiFH (43K A A1 B) «fE 3 J& J& JHIW 58 — JE RN S8 — J& B, A5 — A0 i =, 4%
EC145 YEN 2.5 mg TV HEVEGEH .

[0462]  TAXOTERE™iE ] (433 B A1 C) +4F 3 JAJAIARISE— K, & 1 /N, B 75 mg/m” 1V
Jii H TAXOTERE . %1 Xf 22 &, 2 T 221 & 403 B R IET 3 D . i 2 MR R
i, B CT Y- 8

[0463] “3#fA: EC145(n=60 FR++):2.5 mg 1V; A£E3 /&AM E—JE M & 1A, FE—
FJE =

[0464]  43#B B: EC145+ TAXOTERE™(n= 60 FR++, 60 FR+) , a4l A Aoy ¢ 224k,
[0465]  43#B C: TAXOTERE™ (n=60 FR++, 60 FR+).

[o466] U 5& 75 Y6 J7 40 0 B B9 JC B AT VE B (PFS) o B E R VE WX b & :EC145 +
TAXOTERE™% TAXOTERE ™ ( FR+ Fll FR++ BfhV4H ) A1 EC145 Xt TAXOTERE™ (4% FR++) o
[0467] St Hfr -

[0468]  BZEVEACE A a =0. 10, Ff5f 2RI TSI B .

[0469] X FiRXFLERI R RE—ANT S, K H 120 A7 8351 94 48 PRS FARR ML KL 75% 1y A]
REPERE N 22T 0. 67 (IfEFE L. R AT TAXOTERE™ . PRS Ay 3 AN H , TIE I3 4335
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o, BT fE FE LLX R T 4.5 AN H, BE, /£ {E PES F3im 50%.
[0470]  EAR BSCOUHEARAN / BUBI7R T A R B 0 SR EE sy 42, {H ] DL AR LK & AR A
BT REN . R, AR BHAS R IR T A SCHTd AT/ B i B AR SE i 7 %
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EC1455 2281 (X 19 Ab38) AL AATKBIN A finu/nu/MR TP AL & 6T

Yo EiEAZAL

E1600

()

1200~

iR P
g

K 2

37
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P-1457

43 55 67 79 9
PTI (R%0

pagitty

EC145 1 pmollkg TIW, 2 wk

Abraxane

EC145 + Abraxane

K 3
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Xf )

EC145 1 umol/kg TIW, 2 wk
Abraxane
EC145 + Abraxane

EEY
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