
WO 2011/050739 PCT/CN2010/078209 

mm* 
W&W-(paditaxel, Taxol)fflLSI 

ftX^/L^^IX/K (0. 006ug/ml) , 

Tlfe^Kj^^I?^ilftl^^llTaxol®^^t^Cremopher EL /ZMf (50: 
50, V/V) KjMn*^^5ml^||^30mg6<]^^I|f|!jj^o ftX^^4^WASfftCremopher EL, 

?f0iri2/hffiJ-PJKteS^lQmg, m^tltT6 /JNWSPMilbJl^t^lOmg, m^tltr30~60^>^ 
^^&TO&2Qmg, #ftffi®tt#T300mg^MM#T50mgo m&U$k, lfe^±iJ5W5%~ 

itfc^h l^Cremopher ^L/ZM-M^^i'W^WWMW., 

m&mtBm&m!}, m&, 

mm, {at^^ja^.axtu. (2004^x111) mm 
mmmmw (Mm) »> 

i 
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m&mr-mm. 
2005 « FDA ax 

^-ABI-007) 

loomg^ege goomg 
Mtt, 1) 
Cremopher EL, 

^IlfrMJ; 2) 
135^175mg/m2^iijM 260mg/m2, ife^Vn^f ffi@§£frM 

(IKft® 6200 7n), 
m, m&nm, 

MIL^^MffliJWTOIi^eoonml^TWIL^o M^7KR 

mmm-fctm, mmim 

u&mimmmmmmmmimmmM* mm 
fiTASftist f0ft7^IffiM§77j<> (^J0. 25 mg/ml), 
fi:Sf|!j#»?L«*te70. 02 mg/ml, 
rnmu frMjmm* 

M R "mwm^rM^mm" mmm%, 
^in7WMUm^m-. ^ it^-^200810168213. X&<J OTif^ 
200810168212. 5|5tj . 

200810168213. X&ffffyjffl&BffiffiM&V!}, Xa. 
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ri9ft 
mm, %&mmm&Bmm:2.2~42; m.m>%mmm, m&mmm 

T40) - 0200810168212. fj^200810168213. X 

+imWo 

fS4—^%Wi, 200810168213. X^l 1200810168212. 5#^lJ+^|lJ 

ft£bfc^#£tsTRfcP§: 

^j£3?Ll2mg/mliv£j, iH 

PS®, ISAf^SiMi^O. 5mg/ml.£;&, & 

W«T80%, j^64\BBft3PJ!m#M, MMlfll; mMm&mi. Omg/ml 

2, MmnBmmmi&n&toH, im 
OTSafe^I?SSWri9ft, (l) fl£A 

Si±A: ISl&^A^AII®I?fft8fASA^;fc;f!E300mg"'500mg (+@^Tl~2^X%§ji;43r5' 
M0IIS) , W^WWfHM^MM^Oag, Mg2008i0i682i3. x^ij#^fi<]|i@ 

ill AfitllS0SMB30Qmg~57OOmg, ItiijBtB+@^Tl9^|§ji;, BJ 

v.-fe, (2> mmmn 

200810168212. fe#$&65%-85%, 4°Cie#6^i!MS0St:b 

imfe, #^-sm akmmm&m-, 
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/%MWMfo\k%l:0.2~l, flcfc0.25~2, WtM :0. 33~1; X®fe, 
Wi\AM%}l:0.09^1:1.94, fl£i£(K$/l:0. iri:0. 97, MtfcfcO. 15~1:0. 49„ % 
200810168212. 5#Mtt, 

mm, a^ffliwrn minm, mmm-fr 
/AM7&&7o 

jm mimmmmvh mmmm/mmmn^m^mmmm 
ft; 7-ft^|I@I|(X 

W0I?> s^I?> M 

«jm miftfura. 
ttit300nm^T; 

j3tffe&3E;i^lL^!j^MKl5%"'35% (ml/ml) , f[j2fel0%"'30% (ml/ml); lji,^^IIif, 

0.25 mg/ml~5mg/ml, jjciztO. 5 mg/ml ~2mg/ml0 

Tlfk 

a. iJPASSMl^lMfc HMtMAiKWcMMM-, 
b. it^mMStmrMW, *$x#apf#; 



WO 2011/050739 PCT/CN2010/078209 

i)Cfc0.25~2, ^ffij£l:0.33~l; :0. 09~1:1. 94, 

11~1:0. 97, HfcfcO. 15~1:0. 49„ 

¥!?> ¥¥!?> Mlfik 

gim 
i% j£M£0. 5~16mg/ml^^f, 

fci^fel. CT8. Omg/ml; , ftizt3o-oo"C, Wll2o"C\ 

35°C> 45°C> 55°C^70oCo 

bbW#&^EhtfB]nT^^o. 5-3.0/hEht, Mino.5/h^ i.o/Nti\ 1.5 
/_hfrM2.0/hBt, ;fc$X#fftWlW^ll8/hBt-48/hfrf, M£n8/hfrj\ 12/hfcj\ 16/hfrM24 
'bH° m^.mc, EDTA&££!N m 

7jtffifi^lS, (MS) • 

fSM. 
SI. +AII; 
HIStJMSB, Jl^^ltEgAm 

7KLij»J!StJMS[l> 

mwwmmyz 

mmxmmffe* 5%s% 
(g/ml) , 0%-4. 0% (g/ml) , 1. 0%-2. 0% (g/ml) „ 

(PEG) mmmtmmo mimm^ 
M^*^0j!»?L^!j^SWO%-5%(g/ml), iMMM. 5%-3%(g/ml), MtfXM&M. 0%—2. 0% 
(g/ml) • 
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n^noi) 

S^tllWS^l. 0-3. 0% (g/ml) , iMMM. 5-2. 5% (g/ml) D 

jmm&B&mmTmtotMfefr}, Mtim mrnmnmm* 
Ift—ft, ttMftS^O^^RPEG, 
^11**^0.05-0.5% (g/ml) , 1-0. 2% (g/ml) D 

^nmmmmmm, u, ^mmmmEmmmEmm^, 

TOW "—ft^M^tf M "M4>—ft" "TO^TOtlM+W— 
ft, ^#WftWM^tf, ^#M^ftWM^t/o 

imT«: 
- mait/M, SPAILMO> m\,mmmm\, mmmmmmm^frmm 

MS40-80°C, f£M; 

- WvffilflfJjl IA.^M+H +, 10000-20000ff/min|y^5-10 min, it 

Mff#SaJ5j^Mlfl+^JM?L^S|i®Sflte400nm^T, «300nm^ 
T, •Midlife ffl£fc$UpH$3. 5-6. 0, ffii£4 0-5.0, #iJP7ki§*(M±S), WU° 

• ^I#9TK, JJPA#JIIM^M, Wft^Tkffi, iJP^S40-80°C, f£M; 

- /+MW&W h\ WvffilflfJjl IA.^M+H +, 10000-20000ff/min|y^5-10 min, it 

ftM&/mJ$L, fi®§$!te400nm^T, ttiztl00-300nm, 
fflfe^WpHS3. 5-6. 0, ffii£4. 0-5.0, #»}§*@£M), BP#-

BJ nT , 
MfellJTOWmSSPnT; UmO-80VnJU^btmOV,50V, 

60°C> 70°C^80°C^„ 
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0J WfJM l?pHWM nJ l?pHWife 

MM&, lmol/L, ^0. Olmol/L; ^ + * 

SP ATK WBV&& mmmmm TK *. 

KII2M, apt#; 

Mo tt£P5% (w/v) WttMIlo 
pmmm% 

tti, \t&u ^e> 
AJS #Ti^R 0J nj %%w „ 

09^1.94 

ft (ftj&O. ir0.97ft) , %200810168212. 5&JF&J " + 

immmM" ^mf¥mxxm-7mmmmm, i«7fj« 
#, M'h7 HASSAN®Ilt/MMnTt^l^ 

2) liStt^f: lfe^±^^I?W#-^0*^135~175mg/m2, SplfA 
^^^j240"300mgo %WfcAW%dtt&$L$lWk^W&, 

100-500ml „ iitbif#, + 

0. 48mg/ml-3. 0mg/mlo200810168212. 5&JF&J " + 
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2 mg/ml—60mg/mlo MA#^0^ + 
@^®I?ffl*fX^^I?SSW0.09~1.94ft (ttitO. iro.97ff) , 

5 ffi IL ?f!j 4" M W M n* #J & S fx. % 1. 14mg/ml—3. 60mg/ml ( fc W % 
1. 39mg/ml—1. 80mg/ml) , SlthnTjAL, A^K^=|D 

SAWg^tf&SM^, 

10 200810168212.5 

+SAAMiK 

200810168212.5 ^WlL^0fe#M65%-85%, 
Er# (4°C, l^Tfe]) Mi2>hHI^ST^, 

15 3. 5%S7.6%; M*#^J^itWM?LMfe#M90%^±, 

frm, &ot 
fe#M95%t^±, ^M&SfftTi.o%, MSIiSo 

Al^Z^If^RCremopher EL, iS^T iCremopherEL 

A[ijJJ^#J^t);^20mg/kg, MA#^0^ i#W3Ei&ll?W;^45mg/kg, 

B^!]*i#2JPM2.25ff, 

ffifK (iiiJPSMftMW2.23ft) . M^USTtbTOJ^rStt, 
25 %20mg/kgW^ilftit^R45mg/kgftitfl@ A# 

^mtwM!i?Hj45mg/kg^, xmiys> 

#M Pft fflil 0Jff11i£0J, ffi^AA^ M 

8 
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m, M, 

WM ft . 

Mim 
M 1: 2 MILWIIStt HPLC # ( m A %W&1MM; ® B % 

fflD^MIL 14T4°Cie# 12^H; fflE %M_ 
m?L3iT4°cie#i2^i!t. 2~3^3/&M). 

M 2: 6 ^ft»f MDA-MB-231 

M 3: iaSWJ 6 MDA-MB-231 

M 4: iaSWJ 6 ^ft»f MDA-MB-231 

^MMi 

^WL%n*#Jl~$^3Cn*#J6: II01? > 7-^,^11 
mu 2), 

2ia^^ii/7-ft^ii®i?g^t/ i^pi: 4) , 2ia^^n/^^@iig 
(Jf^tt^jl: lft 1: 4) „ &WM#^^11^011— l^]ST^§$t 

+ , JjpAMS2000ml^^, ^40°CM®^#Tit#i/hEht, 

^40lCMffi*$^24/hffiJ-BP#D , 

#ttg^tir#tti;^tl4: ̂ 200810168212. 5#^lJ +M 
i= 6^1= 10>, 

2ia^^I?/|I®I?g^t/ (Jf^tt^l: lO^Rl: 20) D 

l"$^S n*#J6o 

^1: ^^11/^0 
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^1? 
SM 

IHMWM 
SM 

^1? 
SM 

IHMWM 
SM Mfc\k SStt 

is ®i? 8.0 g 3. 6 g 1:1 1:0.45 

|I@I| 8.0 g 7.2 g 1:2 1:0.90 

7-ftMl0I? 3.0 g 1.35g 1:1 1:0.45 

g&M&VH*/ 7-ftMl0I? 3.0 g 5. 406g 1:4 1:1.80 

^01? 3. 0g 1.40g 1:1 1:0. 46 

^0i? 3. 0g 5. 58g 1:4 1:1.86 

#tt3C^tfl/ $IISt 3.0 g 16. 65g 1:6 1:5.55 

#bbg^t/2/ $IISt 3.0 g 6. 78g 1:10 1:9.23 

#ttg^tl3/ II01? 3. 0g 13. 5g 1:10 1:4.50 

#ttg^tf4/ II01? 3. 0g 27. 18g 1:20 1:9.06 

rn.fr wm L^OI W81M2 mmiMs mmiMi 
I * 145mg 29Qmg 580mg 1160mg 

2g 2. 4g 3g 3g 

$*&fcW(188) lg 2g 4g 6g 

5g 5g 5g 5g 

XsMi 40ml 40ml 50ml 50ml 

200ml 200ml 200ml 200ml 

&S 200ml 200ml 200ml 200ml 

• |S(ftitffl7jC^Jl30-140ml, W£W(188)fttt?ft, SIR 

10 
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tPMWMl^frWi, ijq$iS4(rc, f£M; 

• Mb5sS3$ot&^, WM4oic, $8 

• K> i^7\\W§MJ)\I A^yrt+H+, \>X I0000^/min^jtyjorriin, WMh\W>\ 

lull, #JM6$C, i|$t^£nfl?Lyf£, fflo. lmoi/Life^iMifpHS 
4.0+0.5, ^iJP7KS200ml, fr*g, I I5"C^^["30^, BP#-

»?Ll-»?L4, ILfti (SMMSt) fflS^iJ««*SWl.O%(g/mlK 
1. 2%(g/ml) > 1. 5%(g/ml) ft 1. 5% (g/ml), m«?fit#^(188) ffltMSIM 
WO. 5%(g/ml) > 1. 0%(g/ml) > 2. 0%(g/ml) ft3. 0%(g/ml), 5mg/ml, 

1. Omg/ml, 2. Omg/ml, 4. Omg/ml• #7feli®l!!JS{^l!!JS» 4i&|L^ll5Fi|j|i;&^lJ^225nm, 
233nm, 245nm, 230nmo 

rn.fr W8L^U6 mmiM? 
190mg 380mg 760mg 152Qmg 

2g 2. 4g 3g 3g 

$*&fcW(188) 2. 4g 4g 4g 6g 

5g 5g 5g 5g 

i^ftE / / / 40mg 

XsMi 40ml 40ml 50ml 50ml 

200ml 200ml 200ml 200ml 

&S 200ml 200ml 200ml 200ml 

'nvt/2o 

• |S(ftitffl7jC^Jl30-140ml, g^SjjpA^?#^£t(188)fttt^, SIR 

11 
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MfcMsoic, 
- ®^S80°C, gfliMi 

£^E, ipMMftJ^S?^, 
*• rftT- + r U 20000 ff/min mtylO min, 

, #JM6$C, itfdl^liPlLyfL ffio. lmol/L 
ifeS?iMl?pHS5. 5 + 0. 5, ^iJP7KS200ml, $£j, 11510^1130^, SPf#-

MILS-MILS, ILMU (gitMist) 
1. 0%(g/ml) > 1. 2%(g/ml) > 1. 5%(g/ml) ftl. 5%(g/ml), (188) 

S;*jMIL»SWl. 2%(g/ml) > 2. 0%(g/ml), 2. 0%(g/ml) ft3. 0%(g/ml), jgfcB 
^MmfrM^O. 5mg/ml, 1. Omg/ml, 2. Omg/ml, 4. 0mg/mlo #7Ifili®l!!JS/R.I!!JS» 
4iaiL^0¥^Jli;f§^>SiJ^246nm, 262nm, 231nm, 242nm„ 

[^b^"M] 

rn.fr MIL9 MIL 10 MILll MIL 12 
1* 145mg 290mg 580mg 1450mg 

2. 4g 2. 4g 2. 4g 3. Og 

$*&fcl>$$(188) 4g 4g 4g 4g 

5g 5g 5g 5g 

/ / / 40mg 

40ml 40ml 50ml 50ml 

200ml 200ml 200ml 200ml 

&s 200ml 200ml 200ml 200ml 

*^g^t/l^$iffeMl + f|!j#f#|lJW^I?/li®I?SSt:b^l:0. 45W$^ 

^t/lo 

^iffeM3o ^+pHftiMl?^5. 0 + 0. 5„ 

12 
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2%(g/ml), 

1. 2%(g/ml) > 1. 2%(g/ml) ft 1.5%(g/ml), (188) 

?HJ&SW2. 0%(g/ml) , skfr M^JO. 5mg/ml, 1. Omg/ml, 2. Omg/mlft 

5. Omg/ml o 4i&|L^ll5Fy*?165nm, 153nm, 127nm, 

138nm0 

rn.fr MI113 MIL14 MI115 MIL 16 
1* 290mg 435mg 580mg 1450mg 

2. 4g 2. 4g 2. 4g 4. 0g 

$*&fcl>$$(188) 3g 3g 4g 4g 

5g 5g 5g 5g 

40ml 40ml 40ml 50ml 

200ml 200ml 200ml 200ml 

&S 200ml 200ml 200ml 200ml 

*^g^t/l^$iffeMl + f|!j#f#|lJW^I?/li®I?SSt:b^l:0. 45W$^i: 
^t/lo 

(#fRttl: 1) 

^iffeM3o MILWpHftiMl?^4. 5 + 0. 5„ 
^m?Li3-^m?Li6, %nm cxa.m^) 

1.2%(g/ml), 1. 2%(g/ml) > 1. 2%(g/ml) ft2. 0%(g/ml), (188) 

a^MIL^O^SWl. 5%(g/ml), 1.5%(g/ml), 2. 0%(g/ml) ft2. 0%(g/ml), jgfcB 
^mmmfrM^I. OmgMl, l. 5mg/ml, 2. 0mg/mlft5. Omg/ml• #7Ifili®l!!JS/R.I!!JS» 
4iaiL^0¥^Jli;f§^>SiJ^145nm, 138nm, 133nm, 146nm 

13 
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$«!]6: MM 

MIL17 MIL 18 MIL 19 MI120 
190mg 380mg 760mg 1520mg 

3. Og 3. Og 4. Og 6. Og 

$*&fcl>$$(188) 4g 4g 6g 6g 

5g 5g 5g 5g 

30ml 40ml 50ml 60ml 

200ml 200ml 200ml 200ml 

&s 200ml 200ml 200ml 200ml 

^$iffeM2o 5 + 0. 5„ 
^m?Li7-^m?L2o, n^y 

1. 5%(g/ml), 1. 5%(g/ml) , 2. 0%(g/ml) ft3. 0%(g/ml), (188) 

S«m?l»SW2. 0%(g/ml), 2.0% (g/ml), 3. 0% (g/ml) ft 3. 0% (g/ml), 
5mg/ml, 1. Omg/ml, 2. 0mg/mlft5. Omg/ml• 

S, 4ia|L^0¥^Jli;f§^>SiJ^255nm, 263nm, 285nm, 232nm„ 

[^b^"M] 

MI121 MIL22 MIL 23 MI124 
^^S'n't/l* 145mg 290mg 580mg 1160mg 

3. Og 4. Og / / 

^ftZi^5^7jCLil / / 4. Og 6. Og 

14 
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$*&fcl>$$(188) 3g 4g 4g 6g 

5g 5g 5g 5g 

* 0. 2g 0. 2g 0. 2g 0. 2g 

30ml 40ml 50ml 50ml 

200ml 200ml 200ml 200ml 

&S 200ml 200ml 200ml 200ml 

(#fRttl: 1) 

IM&TJ&I 
fs]$iffeM3o 
MIL21ft22+, 5%(g/ml)ft 

2. 0%(g/ml), 3E^|L23ft24jiffi^f(IZi^^7jCLij^I?lH©®S0^ILft»^!j> 
«»SW2.0%(g/ml) ft3. 0%(g/ml) • MIL21-MIL24+, miVC^mWA? 
$1 (188) m M 3E W IL ft] & * W 1. 5%(g/ml) , 2. 0%(g/ml) > 2. 0%(g/ml) ft 
3. 0%(g/ml), 5mg/ml, 1. Omg/ml, 2. 0mg/mlft4. Omg/ml• 

#7^1411;$® 4gl|LftJ^i^fif£^£lJy*?145nm, 133nm, 126nm, 158nm0 

[^b^"M] 

rn.fr MIL25 MIL26 MIL27 MIL28 
C^tJ3* 290mg / / / 

C^t/4* / 5604mg / / 

C-n#J5* / / 292mg / 

C^t/6* / / / 5720mg 

III 2. 4g 2. 4g 2. 4g 4. Og 

15 
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$*&fcl>$$(188) 3g 3g 4g 4g 

5g 5g 5g 5g 

40ml 40ml 40ml 50ml 

200ml 200ml 200ml 200ml 

&S 200ml 200ml 200ml 200ml 

ma 0&M&%I o 
(W&tki: 1) WM^t/o 

fs]$iffeM5o 

MIL25-MIL28+, f^IIWi^Si^l. Omg/ml. 
4i&|L^ll5Fi|j|i;?§^SlJy^l43nm, 138nm, 141nm, 132nm0 

^^MM2-^jfeM8®#fltl28aM^?L#50 ml, jjpA3% (w/v) 
*§$, go.2umm?L«ii^, %m=F%Mo 

&MM 
«M1: 

10mL, g250mL#Mii + , jjPA^CTk 

zj?®mBmmmm, 
zK£$^ji####$$fcfi^40u g/mLft$§$&, 
^^20 u LftAfei#^, £i,Kromasil-C18(300mmX4. 6mm, 5 V- m) Zifjf-TR 

(54: 46) ^®1. OmL/min, ^HlJ^-^:230nm, 34#Ml0uLo 

16 
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3/W&. 

^ILftJlO mL, DJAO, OOOr/mirK I6"C^^H4. Oh, 

frm, BibK^Mwrn K 
MtiiMftflLttMMB, ^o. 22 u 

Mft^7Klfffi#f^6MMS: W^ffi+^7Klfffl=W^-ff7K+@J 

wtft+B+^TKIfffl (W^-WTK+B) 
= x 100%= X 100% 

w& w& 

mmm, 
i£j£90%t^±, ^i^S{ftT2mg/mlEhf, fe#$;&95% t^±, 

m.2; 
(mg/ml) 

Mill 0.5 96. 2% 

MI12 1.0 95. 1% 

Mll3 2.0 95. 7% 

MI14 3.0 93. 5% 

Mll5 0.5 97. 7% 

32.^116 1.0 96. 8% 

wm\j 2.0 96. 7% 

Mll8 4.0 92. 6% 

Mll9 0.5 98. 2% 

Mllio 1.0 <D
 

00
 

<D
 

afe
 

Mlln 2.0 97. 6% 

MI112 5.0 91. 3% 

»?L13 1.0 <D
 

00
 

00
 

afe
 

»?L14 1.5 98. 1% 
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»|L15 2.0 97. 5% 

3E^?Ll6 5.0 90. 8% 

»IL17 0.5 96. 5% 

»IL18 1.0 96. 8% 

»IL19 2.0 97. 2% 

»IL20 5.0 90. 5% 

»IL21 0.5 <D
 

00
 

<y
> afe
 

MI122 1.0 97.1% 

»IL23 2.0 97.2% 

»IL24 4.0 93.3% 

»IL25 1.0 <D
 

00
 

<D
 

afe
 

»IL26 1.0 97.1% 

MI127 1.0 98. 4% 

»IL28 1.0 98. 2% 

j #J4, ^Tj&^^r|i!j#M#!Llr!j29~5Q|[ 

IL*, mmmmtjo. 5,1.0, 1.0^2. omg/mi, 

#bti i^t/i 
#ttg^tf2* 
#td 
#td 

t^#J3* 

tm 

ai#g7jdm-

&s 

655mg 

/ 

/ 

/ 

3g 

3g 

5g 

40ml 

200ml 

200ml 

/ 

1023mg 

/ 

/ 

3g 

3g 

5g 

40ml 

200ml 

200ml 

»IL31 

/ 

/ 

11OOmg 

/ 

3g 

3g 

5g 

50ml 

200ml 

200ml 

/ 

/ 

/ 

4024mg 

3g 

3g 

5g 

50ml 

200ml 

200ml 
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(NJHATVI) irazis msvii^ 'WWfrRjfc :&M 
'mm :w 

v9 'u^ 

%Z m£8 Z£%WM 
%9 f8 1£%WM 
%Z 'S9 0 £%WM 

%T '9L 6 z%y§M 

W#»M# 
mmm^zimM) immmw :m 

W# '%<; 'W3L '99 

mmmi 
°#Ws '^W/OYMTC' 9zasn '(<M ' \m)Z'^\\t(+f 'g -o+e 

im^wiouiTo&( 'xmtz '+immmmwMmm 
1UM ™ OT-ef^fifuiui/^oooog-ooooT 'HbYIWMtiWM 

'aos-o^w® fi¥m« 
'aos-o^M w^&wrn W+WM 

mm '^4^(881)6^^ 
es#mi 

M^90 '6:T 
a^oe•r-i^mMmm/immmmmm^m^mmmi^f 

wmwms•9-i^mMmmmmmmm^mmmimz 

60Z8/.0/0I0ZN3/13d 6C/.0S0/II0Z OAV 
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JjP^c7jc2iI?#?L, f^Ll 10 # 

*IMMi«20uL£A-fei#\X, MHPLCfe, U 
Kromasil-C18(300mmX4. 6mm, 5 u m) ZJ#—TK (54: 46) 

i£l. OmL/min, ^HlJ^-^:230nm, HcfeHlJS, 

S^fei+lflLftJ+l^tf^-S, SJ/3— 
#JALT«. 

^4 3E^| 
# nnn ̂  / ($!]^jn 4°cie# 12 

tm fi|£ -^s J^IL fi|£ -^s 
IL ft] J^J^IL 225nm 100. 2% 0. 33% i^lL 221nm 99. 7% 0. 67% 
1/0. 5 
mg/ml 
IL ft] J^J^IL 233nm 97. 6% 0. 31% i^lL 245nm 97. 3% 0. 62% 
2/1. Omg/ 
ml 
IL ft] J^J^IL 245nm 98. 5% 0. 31% i^lL 236nm 98. 2% 0. 64% 
3/2. Omg/ 
ml 
IL ft] J^J^IL 230nm 97. 6% 0. 37% i^lL 237nm 97. 0% 0. 93% 
4/3. Omg/ 
ml 
IL ft] J^IL 246nm 99. 5% 0. 35% i^lL 228nm 98. 8% 0. 52% 
5/0. 5mg/ 
ml 
IL ft] J^J^IL 262nm 100. 3% 0. 30% i^lL 255nm 99. 5% 0. 61% 
6/1. Omg/ 
ml 
IL ft] J^J^IL 231nm 98. 1% 0. 36% i^lL 240nm 98. 6% 0. 57% 
7/2. Omg/ 
ml 
IL ft] J^J^IL 242nm 99. 6% 0. 42% i^lL 251nm 97. 3% 1. 01% 
8/4. Omg/ 
ml 
IL ft] J^J^IL 165nm <D

 
00

 
0
0
 

afe
 

0. 35% i^lL 126nm 99. 2% 0. 56% 
9/0. 5mg/ 
ml 
IL ft] J^IL 153nm 101. 6% 0. 30% i^lL 133nm 100. 7 0. 52% 
10/1. Omg 
/ml 

% 

20 
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IL M 11 
/2. Omg/m 
1 

i^lL 127nm 102. 2% 0. 32% J^IL 131nm 100. 9 
% 

0. 55% 

IL M 
12/5. Omg 
/ml 

J^J^IL 138nm 99. 8% 0. 45% J^IL 155nm 99. 4% 1. 24% 

IL M 
13/1. Omg 
/ml 

i^lL 145nm 97. 4% 0. 31% J^IL 138nm 98. 0% 0. 57% 

IL M 
14/1. 5mg 
/ml 

J^J^IL 138nm 100. 3% 0. 35% i^lL 136nm 98. 7% 0. 65% 

IL M 15 
/2. Omg/m 
1 

J^J^IL 133nm 99. 2% 0. 31% i^lL 137nm 98. 5% 0. 63% 

IL M 
16/5. Omg 
/ml 

J^J^IL 146nm 98. 5% 0. 43% i^lL 173nm 97. 2% 1. 68% 

IL ft] 17 
/O. 5mg/m 
1 

J^J^IL 255nm 97. 8% 0. 32% i^lL 244nm 97. 6% 0. 57% 

IL ft] 
18/1. Omg 
/ml 

i^lL 263nm 99. 2% 0. 36% i^lL 259nm 99. 5% 0. 53% 

IL ft] 
19/2. Omg 
/ml 

J^J^IL 285nm 100. 4% 0. 33% i^lL 272nm 98. 8% 0. 61% 

IL ft] 
20/5. Omg 
/ml 

J^J^IL 232nm 101. 4% 0. 48% i^lL 258nm 97. 8% 1. 76% 

IL ft] 
21/0. 5mg 
/ml 

J^J^IL 145nm 98. 7% 0. 36% i^lL 136nm 99. 1% 0. 59% 

IL ft] 22 
/l. Omg/m 
1 

J^J^IL 133nm 98. 2% 0. 32% i^lL 127nm 97. 6% 0. 57% 

IL ft] 
23/2. Omg 
/ml 

i^lL 126nm 101. 1% 0. 38% i^lL 134nm 99. 5% 0. 56% 

IL ft] 
24/4. Omg 
/ml 

J^J^IL 158nm 98. 8% 0. 41% i^lL 163nm 97. 9% 1. 25% 

IL ft] 
25/1. Omg 
/ml 

J^J^IL 143nm 99. 5% 0. 33% i^lL 128nm 98. 9% 0. 56% 

21 
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IL ft] i^lL 138nm 97. 8% 0.35% J^IL 132nm 97. 4% 0. 58% 
26/1. Omg 
/ml 
IL ft] J^J^IL 141nm 99. 4% 0. 30% J^IL 145nm 99. 1% 0. 61% 
27/1. Omg 
/ml 
IL ft] i^lL 132nm 98. 6% 0. 36% J^IL 126nm 98. 2% 0. 54% 
28/1. Omg 
/ml 
IL ft] J^J^IL 253nm 97. 5% 0. 92% frMmm 323nm 90. 8% 7. 63% 
29/0. 5mg 
/ml 
IL ft] frM 522nm 93. 2% 6. 27% ^7k^ TMHI] 
30/1. Omg 
/ml 
IL ft] J^J^IL 247nm 98. 6% 0. 62% J^IL 263nm 94. 7% 3. 58% 
31/1. Omg 
/ml 
IL ft] J^J^IL 266nm <D

 
00

 
<D

 
afe

 

0. 78% 311nm 92. 8% 4. 64% 
32/2. Omg 
/ml 

mm (4°c> 
fe#i2^j!Jg, l) Omg/mlffi 

o%; 2) 

4. Omg/mlWIL^ll^JAL^M> fif£> ^h$lftl^Si^;£^M3£ih, I^MfiW^#PfJi.^lQ 
ill. 3%; 3) §®M3mg/mlfif£> 

7fcj@ill.0%; 4) ^a^2mg/ml^^TW, 

I^M7jc¥teT0. 7%0 

+ 1) ^«*^0. 5mg/mlfrf 

^ILftKMILftj29), ^M^PS3. 0%, 
^fdHJRL 

2)^mmmmmL omg/mrn, 

lji,#t:t:W^^I?/li®I?S'n + ^ici^S^Jl. Omg/ml ft 2. Omg/ml 
Bti£jnT^i£j^lLftJ (Mt?L3r32) , 1) $®S6^H!Ehf, Wfti^SWILftTOb 

$L f0^J^Mi.5%; 2) fe#Mi2^j! 

22 
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B, Ij±?t-|lj3. 58%ft4. 64%, 

omg/mi am 

mkmrnm-. (»^5mi: 30mg>, 

1. 0%W#figfi; 

m, mseiL^O; 
Cremophor EL%^C7jC2iI?^l: 1 (v/v) |^, SPf# 

JRH, #S300g + 20g, 

IXl®Ji§$^H30H> #ll300g + 20g, #j^iL6H> 

mmm) > > $e?iftj($ 
e?L»)ft$fi^($fi^ia)#o.3mi, ^it3^, insist 
zm^mmMMmg/kg; 

$e?iM$e^#i.omi, mtwu, 
^+Si^^t/iaw^^i?#MS^6mg/kg0 

£j^, gnur^. 
^5: 

1) #ttfJftJIR a#, WM, vfWL&u, 

2) Mil* 

23 
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3) ft, BfniBxt, 0$, 
4) SfillftM 
5> fflwra a#, #n, M 

ft 

mim&$ e m M sm . 

T&mm%)-. ^mi^rnrn, #tttj 
Tllft^"Cremophor (M#ry*?5ml: 30mg) , l[fcM 

ftMfh®-. M#/Mi70H, *, f«2o+2g . 
tfmnfe-. *gt&ftSB&#i#$7&, mmp„ 
i&l: 25mg/kgftJM#-#C£nl?; 

I&2: 29mg/kgftJM#-#C£nl?; 
I&3: 29mg/kg^l|M^Ri?jnfB|^R4^MS^Ri^—#C; 
I&4: 29mg/kg^l|MiS^2^^-gj; 

i&5: 29mg/kg^l|MiS^3^^-gj; 

I&6: 29mg/kgftJM^I?JnlXlfii4;Aliil^l^—#C; 
I&7: S44mg/kgftJM#-$C£-Rl?o 

^6 

m m SE ft % n 
1) #ttffrj 
TfU (IRl-
i&3) 

vfWL&usmw, 
mu, m\*^, 
5~20minJn?f#nt§||^, 

m 

m (l) lH'Ml^Et: 
a (2) lH'Ml^t: 
m (3) 2K/Mt^Et 

24 
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^BJMBPW^ i&mmiuft'mw 
cm-m) life- ^oi^!JS0j!M+@^o 

rn^tA 0tJ<IN H^K^T 

mmt, &3W2smmti* i^jMapw-m 
mmm®ummmMMm 1.765ft, 

ia, (MftlM) ffitt, ffotS 

iai»i]5: (MTD) 

rU#^" Cremophor EL ^ 20> 30> 45mg/kg ^ 3 'Hfllftfi; 

5 M#W»?L^!J 14, T&30, 45> 67.5, 101. 25 mg/kg ^ 4^!jMtR; 

s»m miMsm-ik, mmm3&. 
jn—M» (MTD), 

^7: 

^lIS (mg/kg) %MWL jttM MTD 
20 10 0 
30 10 1 20 mg/kg 

45 5 3 

mmm 30 10 0 
45 10 0 45 mg/kg 

67. 5 8 1 
101. 25 8 2 

MTD 20mg/kg, M»?WJ^7 45mg/kg0 »?L MTD UM 
2. 25 ft, 

25 
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MDA-MB-231 UU 

C^M) iM? 
TMLWQ: 

0 5 mmwmw\ i4; 
2) (SSft IbMWmn, W% 100102, »30mg/5ml; 

3) tfi 
n]rnBR, ftt^f 205133, » 100mg/lg; 

frWiMi 

^OS^J 20mg/kg/^, 

45mg/kg/$Cft 67. 5mg/kg/$C, 

ftJS;*? 45mg/kg/$C„ 

mmm.-. 
A!l« MDA-MB-231 

ClbfiO WPB&^J 

mmmmkm, MDA-MB-231 mm*}, WSSK. 
mmmzm, 2-3™ mm, m 

mmr° 
110^120 nm3, m. 7 Km 

67. 5mg/kg 1/2, felPH l-2h 

1/2.) MpnnI^fB]«3^0 

(DO), $mm*, msAWwim^mmRwrn^n 
i&. 

$mm 25^(025), mnm&mmm, mmmmmm 

26 
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45 A (1)45), 2()mg/kg I50()mm\ 

'MU 
53 ^ (D53), 45mg/kg 

j£ 1700mm3 ̂ /Js ^^ii#RR§C> 

80 ^ (D80), £§^5^, 45mg/kg 

fRiX.^ 198mm3 ;M\ M 67. 5mg/kg 

^LtTO, £ MTO 20mg/kg, MMWk% 

^045mg/kgftftitR@Sgg^^I|^7ltfi45mg/kg, 3i&i|jM^T 98%l^±WWJfS$» {§.3t& 

25 A, 

rnimfrm 1.41 *R 0.92, 0. oe, 
45 WfltM+fRfijiS 14. 3(jthB#b^E); 

sn 53 A, ^fflfige^*iM@^M*iRBtisi2.5 ammt), mwmmk 
26 • 

m$m%% so A, ^mwmmmmwmwmi 1.83. 
Ulit @itbf?ih$#XJfi^, 

m-. ^25^ (D25> m\mmmm 

iaso 
?®#fR (mm3) 

D25 (RTV) 
T/C 
(%) 

# M 
m/% 

ft: #1 

MMIR 110+62.4 
152 + 1080.8 

37. 90 + 17. 32 7/7 100% 

20mg/kg 

119 + 55.7 165 + 192.2 1.41 + 1. 170 3. 72 7/7 100% 

20mg/kg 

TR fi 114 + 32.3 158 + 178.4 0. 92+1. 102 2. 42 5/7 71. 4% 
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45mg/kg 

mzm&mm 
45mg/kg 
67. 5mg/kg 

116+61.0 8+13.8 
1122 + 60.1 6 + 4.8 

0. 06 + 0. 074 
0. 08 + 0. 063 

0. 15 
0.21 

5/7 
4/7-3* 

71. 4% 
100% 

^9: ^45^ (D45> 

m\ 
flH+fR (mm3) 

D45 (RTV) 
# M ft: #1 

•© / H 
(^it) 

20mg/kg 
119 + 55.7 1491 + 1305.3 14. 34+12. 26 7/7 100% 

fi 
45mg/kg 

114+32.3 917 + 873.4 6. 53 + 5. 730 5/7 71. 4% 

45mg/kg 

67. 5mg/kg 

116 + 61.0 12 + 14.2 
1122 + 60. 1 0 

0. 11 + 0. 154 
0 

3/7 
0/7-3* 

42. 9% 
0 

^ io: B 53 ^ (D53> 

m\ 
(mm3) 

D45 (RTV) 
# fS ft #1 

fs / H 

fi 
45mg/kg 

114+32.3 1706+1499.4 12.51 + 
10. 745 

5/7 71. 4% 

45mg/kg 

67. 5mg/kg 

116 + 61.0 23 + 43.6 
1122 + 60. 1 0 

0. 26 + 0. 582 
0 

2/7 
0/7-3* 

28. 6% 
0 

^ 11: % 80 A (D80) 

m\ 
?§H£fR (mm3) 

D80 (RTV) 
# fS ft#l 

•© / H #©$ 

45mg/kg 
67. 5mg/kg 

116 + 61.0 
198 + 317. 1 
1122 + 60. 1 0 

1. 83 + 3. 624 
0 

2/7 
0/7-3 

28. 6% 
0 

28 
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u m ^ * 

?wm mimmmmvi, 
J¥^tt^l:0. 2% ffii£3/l:0.2~2; 1:0. 33^1. 

2> pmmmwmm 

s^I?> Mllft 
ft; $IJ»II®° 

4> uMmmm^tt~xmM.mm, «f, Mimmit 
^^OOnml^T, (ml/ml) , \zkW&W-

if, W^mM- 25 mg/mr5mg/ml; t^WlE^IL^llWILtlt^FilJlMS^OOnnil^T, #T:fefe$3 
f@WfflSbbM^109T30% (ml/ml) , t^^^Ifif, 5 mg/ml~2mg/ml„ 

5> uMmmm~mm.mm, wf, 

6> uMmm^m^mm, m'm^, TOWftm««istjMS[i, pm 

rai?Msgft> imsmmmmxa-mmo 
s> ummmmpmMM.mm, «itf, 

*SW0.5%-5% (g/ml) , tti£l.0%-4.0% (g/ml) , WtMl. 0%-2. 0% (g/ml) 

9> ««^ij^^r4w»?L^ij, pmmmimmm^m (PEG) 

29 
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188+ft, flti£?6*&fcl>$$188. 

«*SW0%-5% (g/ml) , ffij£0.5%-3% (g/ml) , ^fti£l. 0%-2. 0% (g/ml) D 

11> ill 

SSI (S) ft^ft, 

rSitS^Ll, ?ftil?ll^RPEG43W~ft, 

g^itE^l^itES^T^tf, iMM^MEo 

i4> sitsf, mm 
H: 

- iJnAHMU> 
MftS40-80°C, f£M; 

fiS^O—fe^^®#!;M40-80ocWftif 

m-, 
• «#^T, ^Tk+Ml^ASM^, t^l0000-20000$f/^f^5-10 min, 

IM^flteOOnm^T, t»300nm^ 

T, ffl&$ifUpHS3. 5-6. 0, flti£ftJpH{t3/4. 0-5. 0, #»}§*, BP 
Mo 

pm-. 
• TOItfflTk, it#ftj!jjt7k*@, MM 40-80°c, fm 

• Wfr&tfcMM-n, 
mrmw, 
^T®S40-80°C -, 

30 
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it, m^WM&Airnm X>X K, ffij&l00-300nm, 

MiMl?pHS3. 5-6. 0, tmWpHft^4. 0-5. 0, BP#. 

Ii2fti, ?I$I, apt#; fttx^J^ri3pKi 

19, ?u», A^bmm^ « 
SE^c^lg, 
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