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PCT/US2004/03694 l 

4-amino-5-fluoro..3-[6-(l,4-oxazepan-4-yl)-lH-benzimidazol-2- 394.4 
1060 yl]quinolln-2(1H}one 

4-amino-3-{ 6-[mcthyl(pyridin-3-ylmcthyl)amino 1-1 H-benzimidazol- 397.5 
1061 2-yl}quinolin-2(1H)-one 

4-amino-3·{6-{{{5-[(dimethylamino)methyl}-2- 443.5 
furyl}methylXmcthyl)amino]-1H-benzimidazol-2-yl}quinolln-2(1H)-

1062 one 

4-amino-3-[6-( 4-oxopiperidin-l-yl)-lH-benzimidazol-2-yl)quinolin- 374.4 
1063 2(1H)-one 

4-amino-3-{ 6-[ 4-( 4-mcthylpiperazin-1-yl)piperidin-l-yl]· 1 H- 458.6 
. 

1064 benzimidazol-2-yl}quinolin-2(1H)-one 

4-amino-3-[6-( 4-{[(4-benzylmorpbolin-2-yl)methyl]amino} piperidin- 564.7 
1065 l-yl)-1H-benzimidazol-2-yl]quinolin-2(1H)-one 

3-(lH-benzimidazol-2-yl)-6-bromo-4-{[2· 427.3 
1066 ( dimcthylamino )elhyl]amino }quinolin-2(1H)-one 

4-{[(IR,2R)-2-aininocyclohexyl]amino)-3-(lH-benzimidazol-2-yl)- 453.4 
1067 6-bromoquinolin-2(18)-one 

3-(1H•benzimid81.0l-2-yl)-6-bromo-4-[(piperidin-4- 453.4 
1068 ,ylmethyl)amino]quinolin-2(1H}one 

4-[(4-aminocyclohexyl)amino]-3-(lH-benzimidazol-2-yl)-6- 453.4 
1069 bromoquinolin-2(1H)-one 

3-(1H-be11zimidazol-2-yl)-6-bromo-4-{[2- 413.3 
. 1070 (methylamino)ethyl]amino}quinolin-2(1H)-one 

3-(lH-benzimidazol-2-yl)-6-bromo-4-((38)-pyrrolidin-3- 425.3 
1071 ylamlno ]quinolin-2(1H)-one 

3-(llf-benzimid&z01-2-yl).i6-bromo-4-[(3R)-pyrrolidin-3- 425.3 
1072 ylamino ]quinolin-2(1H)-one 

3-(1H•benzimidazol-2-yl}6-bromo-4-[(piperidin-2- 453.4 
1073 ylmetbyl)amino]quiliolin-2(1H)-one 

4-amino-N-{(3S)-l-uabillyclo[2;2.2]oot-3-yl]-3-[ 5-( 4- 527.6 
methylpiperazin-l-yl)-1 H-bonzimidazol-2-yl}-2-oxo-l ,2-

1074 dihydroquinoline..6-carbo~de 
4-amlno·N-mcthyl·3-[5-(4-~ylpiperazin-l-yl)-1H-benzimidazol- 529.7 
2-yl]-N-(1-methylpiperidin-4-'yl)-2-oxo-1,2-dihydroquinoline-6-

1075 carboxamide 

4-amirto-3-[5-( 4-methylpiperazin-l-yl)-lH-benzimldazol-2-yl]-2· 502.6 
oxo-N-(tetrahydrotbran-2-ylmethyl)-1,2-dihydroqulnoline-6-

1076 11arboxamide 
3-(1H-benzimidazol-2-yl)-6-chloro-4-[(3R)-pyrrolidin-3- 380.8 

1077 ylamino)quinolin-2(1H)-one 

3-(1H-henzimidazol-2-yl)-6-chloro-4-{[(2R)-piperidin-2- 408.9 
1078 ylmethfl]amino}quinolin-2(1H)-one 

4-amin~3·{6-{(3R)-3,4-dimethylpiperazin-1-yl)-1H-benzimidazol-2· 407.5' 
1079 yl}-S-tluoroquinolin-2(18)-one 
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What is claimed is: 

I. A lactate salt of 4-amino-5-fluoro-3-[ 6-( 4-methylpiperazin-1-

yl)-1 H-benzimidazol-2-yl]quinol in-2( 1 H)-one. 

2. The lactate salt of claim I, wherein the salt comprises the 

mono-lactate or bis-lacate salt. 

3. The lactate salt of claim !, wherein the salt comprises the 

mono-lactate salt. 

4. The lactate salt of claim I, wherein the solubility of the salt in 

water at 22°C is greater than 30 mg/mL. 

5. The lactate salt of claim I, wherein the solubility of the salt in 

water at 22°C is from 150 mg/mL to 250 mg/mL. 

6. The lactate salt of claim I, wherein the salt comprises the DL 

lactate salt. 

7. The lactate salt of claim I, wherein the salt comprises the D 

lactate salt. 

8. The lactate salt of claim I, wherein the salt comprises the L 

lactate salt. 

9. The lactate salt of claim I, wherein the salt comprises the D 

lactate salt, the L lactate salt, or a mixture thereof. 

I 0. The lactate salt of claim I, wherein the salt is crystalline and 

comprises plate-shaped crystals. 

11. A composition comprising a tablet of the lactate salt of claim 

I. 

12. A method of preparing the lactate salt of claim I, comprising: 

- 175 -



(a) suspending 4-amino-5-fluoro-3-[ 6-( 4-methylpiperazin-1-yl)-

IH-benzimidazol-2-yl]quinolin-2(1 H)-one in a solvent or mixture of solvents; 

(b) contacting lactic acid with 4-amino-5-fluoro-3-[6-( 4-

methylpiperazin-l-yl)-l H-benzimidazol-2-yl]quinolin-2(1 H)-one to provide a 

mixture; 

(c) 

(d) 

(e) 

13. 

solvent. 

heating the mixture; 

cooling the mixture; and 

isolating the salt. 

The method of claim 12, wherein the solvent is a protic 

14. The method of claim 12, wherein the solvent is selected from 

the group consisting of methanol, ethanol, water, tetrahydrofuran, and mixtures 

thereof. 

15. A pharmaceutical formulation, comprising the lactate salt of 

claim l and a pharmaceutically acceptable carrier. 

16. Use of the lactate salt of claim 1 or a pharmaceutical 

formulation comprising the lactate salt in the preparation of a medicament for 

reducing capillary proliferation in a patient in need thereof. 

17. Use of the lactate salt of claim I or a pharmaceutical 

formulation comprising the lactate salt in the preparation of a medicament for the 

treatment of cancer. 

18. The lactate salt of claim 1 or a pharmaceutical formulation 

comprising the lactate salt for treating cancer. 
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