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Industr’a y Qmercio 
SURE RI N T E N DEN CIA 

DIVISION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No 05-98900 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION 

� FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 578 DE 

FECHA 31 DE JULIO DEL 2007, EL TERMINO HABIL SEI1ALADO POR LA 

LEY EXPIRA EL 26 DE OCTUBRE DEL 2007 

NOTA: Deritro del plazo do los seis (6) moses siguientes a partir de la fecha de publicaciôn 
en la gaceta do Propiedad Industrial, deberÆ solicitar y cancelar el examen do 
patentabilidad so pena de quo I  solicitud caiga en abandono, de acuerdo con lo 
establecido en el Articulo 44 de la Decision 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI -- NO� _X 
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CN 
(54) Title: INDAZOLE COMPOUNDS AND PHARMACEUTICAL COMPOSITIONS FOR INHIBITING PROTEIN KINASES, 

fn AND METHODS FOR THEIR USE 

N. 

(57) Abstract: Indazole compounds that modulate and/or inhibit the activity of certain protein kineses are described. These coni-
- pounds and pharmaceutical compositions containing them are capable of mediating tyrosine kinase signal transduction and thereby 

... nx’dulateand/or inhibit unwanted cell proliferation. The invention is also directed to the therapeutic or prophylactic use of phar-
maceutical compositions containing such compounds, and to methods of treating cancer and other disease states associated with 
unwanted angiogenesis and/or cellular proliferation, such as diabetic retinopathy, neovascular glaucoma, rheumatoid arthritis, and 

../ psoriasis, by administering effective amounts of such compounds. 
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CLAIMS 

What is claimed is: 

1. A compound of the Formula I: 

H H 
FJi 

R1 

I 

R2 

5 wherein: 

R1 is a substituted or unsubstituted aryl or heteroaryl, or a group of the 

formula CH=CH�R3 or CH=N�R3 where R3 is a substituted or unsubstituted 

alkyl, alkenyl, cycloalkyl, heterocycloalkyl, aryl, or heteroaryl; and 

R2 is a substituted or unsubstituted aryl, heteroaryl, or Y-X, where Y is 0, 

10 S, C=CH, CO, 5=0, SO2, aikylidene, NH, or N-(C1-C8 Alkyl), and X is 

substituted or unsubstituted Ar, heteroaryl, NB-(alkyl), NH-(cycloaikyl), NH-

� (heterocycloalkyl), NH(aryl), NH(heteroai-yl), NH-(alkoxyl), or NH-

(diallcylamide), where Ar is aryl; 

or a pharmaceutically acceptable prodrug, pharmaceutically active 

15 metabolite, or pharmaceutically acceptable salt thereof. 

2. A compound of the Formula 1(a): 

H H 

R1 

i(a) 

12 

[;] 

wherein: 
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8. A compound, pharmaceutically acceptable prodmg, 

pharmaceutically active metabolite, or pharmaceutically acceptable salt according 

to claim 7, wherein: 

R1 is a substituted or unsubstituted bicyclic heteroaryl, or a group of the 

5 formula CH--CH�R! where R3 is a substituted or unsubstituted aryl or heteroaryl; 

Y is 0, S, C=CH2, CO, NH, or N-(C1-C alkyl); and 

R8 

is a substituted or unsubstituted aryl, heteroaryl, alkyl, or alkenyl. 

9. A compound, pharmaceutically acceptable prodrug, 

pharmaceutically active metabolite, or pharmaceutically acceptable salt according 

10 to claim 7, wherein: 

Rt is CH=CH�R3, where R3 is a substituted or unsubstituted aryl group; 

Y is 0 or S; and 

R8 is a substituted or unsubstituted aryl or heteroaryl. 

10. A compound of the Formula IV: 

OON 
10 

15 H 

wherein: 

R is a substituted or unsubstituted aryl or heteroaryl, or a group of the 

formula CH=CH�R.3 or CH=N�R3, where R3 is a substituted or unsubstituted 

alkyl, cycloalkyl, beterocycloalkyl, aryl, or heteràaryl; 

20 Y is 0, S, C=CH2, C=0, S=0, SO2, CH, CHCH3, NH, or N-(C1-C8 alkyl); 

41 
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R9 is a substituted or unsubstituted aikyl, cycloalkyl, heterocycloalkyl, 

aryl, heteroaryl, alkoxyl, aryloxyl, cycloalkoxyl, NH-(C1-C8 alkyl), NH-(aryl), 

NH-(hetŁroaryl), N=CH�(alkyl), NH(C�O)R, or NH2, where R11 is independently 

selected from hydrogen, substituted or unsubstituted alkyl, cycloalkyl, 

5 heterocycloalkyl, aryl, and heteroaryl; and 

R° is independently selected from kydrogen, halogen, and lower-alkyl; 

or a pharmaceutically acceptable prodrug, pharmaceutically active 

metabolite, or pharmaceutically acceptable salt thereof. 

11. A compound, pharmaceutically acceptable prodrug, 

10 pharmaceutically active metabolite, or pharmaceutically acceptable salt according 

to claim 10, wherein: 

Rt is a group of the formula CH--CH�R! where R3 is a substituted or 

unsubstituted aryl or heteroaryl; 

YisSor NH; and 

15 R9 is a substituted or unsubstituted alkyl, alkoxyl, or NH-(heteroaryl) 

12. A compound, pharmaceutically acceptable prodrug, 

� pharmaceutically active metabolite, or pharmaceutically acceptable salt, selected 

from: 

WO 
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13. A pharmaceutical composition comprising: 

(a) a therapeutically effective amount of a compound, 

pharmaceutically acceptable prodrug, pharmaceutically active metabolite, or 

pharmaceutically acceptable salt of claim 1; and 

5 (b) a pharmaceutically acceptable carrier, diluent, or vehicle therefor. 

14. A method of treating a mammalian disease condition mediated by 

protein kinase activity, comprising administering to a mammal in need thereof a 

therapeutically effective amount of a compound, pharmaceutically acceptable 

prodrug, pharmaceutically active metabolite, or pharmaceutically acceptable salt 

10 as defined in claim l. 

15. A method according to claim 14, wherein the mammalian disease 

condition is associated with tumor growth, cell proliferation, or angiogenesis. 

16. A method of modulating the activity of a protein kinase receptor, 

comprising contacting the kinase receptor with an effective amount of a 

15 compound, pharmaceutically acceptable prodrug, pharmaceutically active 

metabolite, or pharmaceutically acceptable salt as defined in claim 1. 

17.. A method according to claim 16, wherein the protein kinase 

receptor is a VEGF receptor. 
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Patente de lnvención Patente de Modelo de Utilidad 

Via Nacional 

Via PCT (fase nacional) [ Capi Cap. If Ll 

No. Sol. Internacional POT/I B2004/000867 

Fecha de Presentación Internal. Marzo 17,2004 

Como resultado del examen de fondo, realizado con fundamento en el articulo 45 
de la Decision 486 de la Comisión de la Comunidad Andina, se Ia comunica: 

1. Documentos estudiados 

11. DescriłciOn: Folios: 24 a 76 (Como se radicó 
inIcialmente) 

1.2. Reivindicaciones: Folios: 77 a 80 (Como Se radicô 
inicialmente) 

1.3. Prioridad: Abril/03/2003, US, 60/460,695 
Julio/31/2003, US, 60/491,771 

2. Objeto de la invención 

Titulo de la solicitud: FORMAS DE DOSIFICACION V PROCEDIMIENTO DE 
TRATAMIENTO QUE USAN INHIBIDORES DEL VEGFR. 

El pbj*Øe  Ia presente soHcitud de patente de invenciOn consiste en: 
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Industria 
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Comercio 
SUPERINTEDENCA 

REPUBLICA DE COLOMBIA 
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

RESOLUCION )ü 5 5 2 3 6 

Por la cual se niega una patente de invención 

Rad. PCT/05-98900 

corrospondiente a "FORMAS DE DOSIFICACION ’(PROCEDIM1ENTO DE IRATAMIENTO 
QUE IJSAN INH1BIDORES DEL VEGFR", que entró en fase nacional en virtud del Tratado 
do Cooperación en Materia de Patentes (PCT). 

ART1CULO SEGUNDO: Notificar personalmente el contenido de la presente resoluciOn 
at doctor Carlos Reinaido Olarte Garcia, en su calidad do apoderado do Pfizer Inc., o a quien 
haga sus veces, entregÆidole copia de Ia misma, advirtlØndole que contra ella procede el 
recurso de reposicion Interpuesto ante el Superintendente de Industria 

y 

Comerolo, at 
momento de la notificaciôn o dentro de los 5 dias hÆbiles siguientes a ells. 

� 

NOTIFIQUESE V CUMPLASE 
Dada en Bogota, D.C., a los 24 DC. ZO 

EL SUPERJNTENDENTE DE INDUSTRIA Y COMERCIO, 

F GANA QUIONES 

Doctor 
CARLOS REINALDO OL.ARTE GARCIA 
CaIle 100 N° 8 A 

- 37, Piso 10. 
World Trade Center - Terre A. 
BootÆ D.C. 

202021 
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