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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 SENALADO POR LA

LEY EXPIRA EL 26 DE OCTUBRE DEL 2007

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, debera solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decision 486/2000.
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\& (54) Title: INDAZOLE COMPOUNDS AND PHARMACEUTICAL COMPOSITIONS FOR INHIBITING PROTEIN KINASES,
g‘ AND METHODS FOR THEIR USE
. AN
"(57) Abstract: Indazole compounds that modulate and/or inhibit the activity of certain protein kinases are described. These com-

v poun ind pharmaceutical compositions containing them are capable of mediating tyrosine kinase signal transduction and thereby
‘ ﬁiﬁﬂmatéﬁnd/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

wherein:

R'is a substituted or unsubstituted aryl or heterc‘)aryl, or a group of the
formula CH=CH—R® or CH=N—R’ where R’ is a substituted or unsubstituted
alkyl, alkenyl, cycloalkyl, heterocycloalkyl, aryl, or heteroaryl; and

R’ is a substituted or unsubstituted aryl, heteroaryl, or Y-X, where Y is O,
S, C=CH,, C=0, $=0, SO,, alkylidene, NH, or N-(C,-C, lky), and X is
substituted or unsubstituted Ar, heteroaryl, NH-(alkyl), NH-(cycloalkyl), NH-
(heterocycloalkyl), NH(aryl), NH(heteroaryl), NH-(alkoxyl), or NH-
(dialkylamide), where Ar is aryl;

| or a pharmaceutically acceptable prodrug, pharmaceutically active
metabolite, or pharmaceutically acceptable salt thereof.

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

wherein:

N



WO 01/02369 PCT/US00/18263

8. A compound, pharmaceutically acceptable prodrug,
pharmaceutically active metabolite, or pharmaceutically acceptable salt according
to claim 7, wherein:

R’ is a substituted or unsubstituted bicyclic heteroaryl, or a group of the

5 formula CH=CH—R’ where R’ is a substituted or unsubstituted aryl or heteroaryl;

Y is O, §, C=CH,, C=0, NH, or N<(C,-C, alkyl); and

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

9. A compound, ph;nnaceutically acceptable prodrug,
pharmacentically active metabolite, or pharmaceutically acceptable salt according

10  to claim 7, wherein:

R' is CH=CH—R’, where R’ is a substituted or unsubstituted aryl group;

YisOorS; and

R’ is a substituted or unsubstituted aryl or heteroaryl.

10. A compound of the Formula IV:

r‘:&x .
e
15 \;j Q‘G?“
%,

wherein;

R'is a substituted or unsubstituted aryl or heteroaryl, or a group of the
formula CH=CH—R’ or CH=N—R’, where R® is a substituted or unsubstituted
alkyl, cycloalkyl, heterocycloalkyl, aryl, or heteroaryl;

20 Yis O, S, C=CH,, C=0, §=0, SO,, CH,, CHCH,, NH, or N~(C,-C, alkyl);
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R’ is a substituted or unsubstituted ajﬂkzzk cycloalkyl, heterocycloalkyl,
aryl, heteroaryl, alkoxyl, aryloxyl, cycloalkoxyl, NH-(C,-C, alkyl), NH-(aryl),
NH-(heteroaryl), N=CH~(alkyl), NH(C=O)R", or NH,, where R" is independently
selected from hydrogen, substituted or unsubstituted alkyl, cycloalkyl,
heterocycloalkyl, aryl, and heteroaryl; and

R" is indei:endenﬂy selected from hydrogen, halogen, and lower-alkyl;

ora phmaceuﬁcally acceptable prodrug, pharmaceutically active
metabolite, or pharmaceutically acceptable salt thereof.

11. A compound, pharmaceutically acceptable prodrug,
pharmaceutically active metabolite, or pharmaceutically acceptable salt according
to claim 10, wherein:

R' is a group of the formula CH=CH—R’ where R’ is a substituted or
unsubstituted aryl or heteroaryl;

Y is S or NH; and

R’ is a substituted or unsubstituted alkyl, alkoxyl, or NH-(heteroaryl).

12. A compound, pharmaceutically acceptable prodrug,
ph#rmaceutica]ly active metabolite, or pharmaceutically acceptable salt, selecjced

from:
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13. A pharmaceutical composition comprising:

(@ a therapeuticélly effective amount of a compound,
pharmaceutically acceptable prodrug, pharmaceutically active metabolite, or
pharmaceutically acceptable salt of claim 1; and

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

14. A method of treating a mammalian disease condition mediated by
protein kinase acﬁvity, comprising administering to a mammal in need thereof a
therapeutically effective amount of a compound, phanmaceutically acceptable
prodrug, pharmaceutically active metabolite, or pharmaceutically acceptable salt
as defined in claim 1. |

15. A method according to claim 14, wherein the mammalian disease
condition is associated with tumor growth, cell proliferation, or ang-iogénesis.

16. A method of modulating the activity of a protein kinase receptor,
comprising contacting the kinase receptor with an effective amount of a
compound, pharmaceutically acceptable prodrug, pharmaceutically active
metabolite, or pharmaceutically acceptable sait as defined in élaim 1.

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

receptor is a VEGF receptor,
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Como resultado del examen de fondo, realizado con fundamento en el articulo 45
de la Decision 486 de la Comision de la Comunidad Andina, se le comunica:

1. Documentos estudiados

,f-\ 1.1. Descripcién: Folios: 24 a 76 (como se radico
t inicialmente)
1.2. Reivindicaciones: Folios: 77 a 80 (como se radico
| inicialmente)
1.3.  Prioridad: Abril/03/2003, US, 60/460,695

b Julio/31/2003, US, 60/491,771
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2. Objeto de la invencion

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

Elgglei’ggde la presente solicitud de patente de invencidn consiste en:
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