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JEFE DE DIVISION DE NUEVAS CREACIONES 

1SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

E. S. D. 

REF: Expediente No. 05 042 313 - solicitud de patente de invenciôn a favor 

de ASTRAZENECA AB. 

Respuesta al oficio No. 014904 del 21 de noviembre de 2008 

JUAN PABLO CADENA SARMIENTO, portador de la tarjeta profesional No. 

57.492 del C.S.J., obrando como apoderado de la sociedad ASTRAZENECA 

AB, segün lo acredita el documento de poder presentado ante esa Division, 

me permito dar respuesta a las observaciones de carÆcter tØcnico y juridico, 

relacionadas con la patentabilidad, para la concesiOn de la patente de 

acuerdo con la Decision 486 segUn el concepto tØcnico No. 2888 notificado 

por fijaciOn en lista de fecha 21 de noviembre de 2008. 

En primer lugar, estamos presentando un nuevo capitulo reivindicatorio de 1-

7 reivindicaciones el cual subsana todas las objeciones par claridad y 

concisiOn realizadas par el Seæor Examinadar, elimina las reivindicaciones 

referentes a mØtodos de tratamiento y usos, no amplia la materia inicialmente 

divulgada y encuentra entero sustento en la descripciôn. Asimismo, las 

nuevas reivindicaciones definen claramente la presente invenciOn y cumplen 

con todas los requisitos de patentabilidad exigidas par la norma comunitaria. 

En este sentido queremos poner de manisifesto que las actuales limitacianes 

se realizan con el ünico fin de agilizar la aceptaciôn de la presente salicitud y 

no parque concertemos con la posiciOn del Seæor Examinador en cuÆnto a la 

amplitud innecesaria del concepto inventivo, que en nuestra juicio era 

adecuado. Dicha concepto inventiva se ha limitado ahora substancialmente 
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a compuestos especIficos que comparten sustituciones en la posiciôn 5 del 

anillo de quinazolina. 

En segundo lugar, es deseo del solicitante poner de manifiesto que Ia 

presente solicitud se relaciona con compuestos que tienen actividad anti 

tumoral que surgen de la inhibición de una familia particular de enzimas 

quinasa tirosina, a saber la familia Src. 

Como es bien sabido, hay una gran cantidad de solicitudes de patente que 

han sido publicadas relacionadas con derivados de quinazolina que poseen 

actividad contra una O mas de las muchas enzimas quinasa que estÆn 

involucradas en los procesos de envIo de seæales intracelulares. No obstante 

lo anterior, la solicitud en estudio posee derivados de quinazolina que Ilevan 

un grupo 2,3-metilenedioxipirid-4-ilamino en la posicion 4 del anillo de 

quinazolina. El Candidato desarrollado en la presente invenciôn es un 

compuesto de quinazolina que tiene un grupo isopropoxi en la posiciôn 5 del 

anillo de quinazolina. 

Ahora bien, con relaciôn a la objeciôn de novedad realizada por el seæor 

Examinador es preciso indicar 10 siguiente: 

En cuÆnto a la anterioridad WO 95/15758 (Dl), si bien es cierto que divulga 

compuestos que poseen actividad anti prol iferativa contra el crecimiento 

celular anormal, tambØn es cierto, en el respetuoso criterio del solicitante que 

una persona versada en el arte se dana cuenta de que la actividad de los 

compuestos se basa en la inhibición del receptor quinasa tirosina CSF-1 R. 

De igual manera, se menciona a la enzima quinasa tirosina no-receptora 
p56Ick y que los compuestos son inhibidores dØbiles de la mitogenØsis que 

induce PDGF, lo cual podrIa sugerir la inhibiciOn de "otras quinasas tirosina 

parecidas al Src". Asimismo no se hace alusiôn a su actividad anti invasiva. 

Por otro lado, Ia definiciôn del grupo Ar en Dl cubre un sistema de anillos 

heteroarilo monociclico como la piridina; sin embargo, la definiciOn de los 

posibles sustituyenteS R en el grupo Ar no especifica un grupo alquilenedioxi 

tal como el grupo metilenedioxi. 
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la definiciôn  del grupo Ar en Dl incluye un sistema de anillos 

eteroarilo biciclico de 5 a 12 Ætomos que contiene hasta 4 heteroÆtomos 

de N, 0  S. A pesar de esto, la definición de los grupos arilo y 

rilo bicIclico preferida no especifica un grupo I ,3-piridodioxole 

(metilenedioxipiridina), aunque si precisa un grupo I ,3-benzodioxole 

(metilenedioxifenil) y la divulgaciôn de una quinazolina sustituida en la 

posicion 4 con un grupo "1 ,4-benzodioxan-6-ilamina". 

De acuerdo con 10 anterior, es posible interpretar la definición  mÆs amplia de 

los compuestos quinazolina en Dl como si abarcaran un grupo 2,3-

metilenedioxipirid-4i1 (como en la presente invenciôn)  as! como Si hubiera un 

anhllo bicIclico de 5 miembros que tiene dos heteroÆtomos de 0 y uno de N. 

Sin embargo, dichos compuestos no estÆn divulgados, ni indicados dentro de 

Dl y quedan por fuera de los grupos de compuestos que establece Dl como 

preferidos. 

As!, no hay divulgación alguna dentro de los 67 compuestos divulgados en 

los ejemplos, de derivados de quinazolina que estØn sustituidos en la 

posicion 4 con un grupo 2,3-metilenedioxianilino (es decir un grupo 1,3-

benzodioxol-4-ilamina), mucho menos con un grupo 2,3-metilenedioxipirid-4-

ilamino; asi como en la posicion 5. El grupo mÆs grande de compuestos es el 

de compuestos 6,7-dimetoxiquinazolina y tambiØn se encuentra uno de 6,7-

mimetilquinazolina. No obstante, no hay ninguna divulgación de derivados 

de quinazolina que estØn sustituidos en la 5 posiciôn o en la 5 y 7 posición. 

En consecuencia, respetuosamente solicitamos al Seæor Examinador que 

ponga en consideraciôn el hecho de que ninguno de los compuestos que 

estÆn divulgados en Dl estÆ comprendido dentro del alcance de la presente 

invenciôn. EstÆ por demÆs mencionar que con la cancelación de las 

reivindicaciones originales I y 10 en el nuevo capitulo reivindicatorio, se hace 

mucho mÆs claro el hecho de que no hay sobrelapamiento alguno del 

alcance de Dl y el alcance restringido de la presente solicitud, puesto que no 

hay grupos en la definiciOn del grupo R7 en Dl (el sustituyente en la posición 
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7 en el anillo de quinazolina) que correspondan con ninguno de los grupos 

heterociclilalcoxi especIficos (coma el 2-pirrolidin-1 -iletoxy) ubicados en Ia 

posiciôn 7 en el anillo de quinazolina de la presente invenciOn; debido a que 

R7 en DI puede ser un grupo alcoxi o aralcoxy, par ejemplo. La definición de 

los grupos aralcoxi preferidos menciona benziloxi y fenetoxi en donde el 

grupo aril es un grupo fenil, pero no se hace menciôn de un grupo heteroaril 

o heterociclilo como una alternativa a dicho grupo fenil. 

Par otro lado es necesario mencionar que una caracteristica cave de la 

divulgaciôn de WO 97/03069 (D2) es el grupo en la posiciôn 4 en el grupo 

quinollna o quinazolina en el compuestos de formula (I). Sin embargo, la 

definiciôn  de los sustituyentes de R4 en el grupo. U no define un grupo 

alquilenedioxi tal coma un grupo metilenedioxi. AdemÆs U puede ser un 

sistema de anillos biciclico de 5 a 10 miembros en donde uno ô mas de los 

atômos de carbono son opcionamente reemplazados por un heteroÆtomo 

seleccionado de N, 0 y S. No obstante, ni I ,3-benzodioxole 

(metilenedioxifenil) ni I ,3-piridodioxole (metilenedioxipiridina) se menciona 

especificamente coma un grupo U biciclico apropiado. Par lo tanto, 

considera el solicitante que no hay una base Clara en D2 que respalde un 

sobrelapamiento del alcance de D2 y el alcance original de la presente 

solicitud. Particularmente en el hecho de que no hay un grupo en la presente 

1 definición que corresponda con el grupo R6 complejo de D2 (puesto que el 

grupo obligatorio R3 de la presente invención es un simple sustituyente como 

el cloro ô bromo). 

Dado lo anterior, consideramos que los compuestos reinvidicados en la 

presente solicitud no estÆn especificamente divulgados en D2 ni son 

variantes estructuralmente obvias de aquellos compuestos divulgados en 

dicha anterioridad. 

En conclusion, los compuestos reclamados se constituyen como un diseæo 

difrencial novedoso logrado par los inventores de la presente solicitud. 
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REIVINDICACIONES 

1. Un derivado de quinazolina de la Formula I 

en donde:-

Z es NH; 

m es 2 y el primer grupo RI se localiza en la posiciOn 5 y se 

selecciona de isopropoxi y tetrahidropiran-4-iloxi, y el segundo grupo 

RI se localiza en la posiciOn 7 y se selecciona de 2-pirrolidin-I-iletoxi, 

3-pirrolidin-I -ilpropoxi, 2-[(3RS,4SR)-3,4-metilendioxipirrolidin-I -iI]etoxi, 

3-[(3RS,4SR)-3,4-meti lend ioxipirrolid in- I -il]propoxi, 2-morfolinoetoxi, 3-

morfolinopropoxi, 2-piperidinoetoxi, 3-piperidinopropoxi, 2-piperazin-I - 

iletoxi, 3-piperazin-I -ilpropoxi, 2-(4-metilpiperazin-I -iI)etoxi, 3-(4-

metilpiperazin-I-il)propoxi, 2-(4-alilpiperazin-I-iI)etoxi, 3-(4-alilpiperazin-

I -iI)propoxi, 2-(4-prop-2-inilpiperazin-I -il)etoxi, 3-(4-prop-2-inilpiperazin-

I -iI)propoxi, 2-(4-acetilpiperazin-I -il)etoxi, 3-(4-acetilpiperazin-I - 

iI)propoxi, 2-(4-isobutirilpiperazin-I -iI)etoxi, 3-(4-isobutirilpiperazin-I - 

iI)propoxi, 2-[4-(2-hid roxietil)piperazin-I -iI]etoxi, 3-[4-(2-

I hidroxietil)piperazin-I -il]propoxi, 2-[4-(2 ,2 ,2-trifluoroetil)piperazin- I - 

il]etoxi, 3-[4-(2 ,2,2-trifluoroetil)piperazin-I -il]propoxi, 2-[4-(2-

dimetilaminoacetil)piperazin-I -il]etoxi y 3-[4-(2-

dimetilaminoacetil)piperazin-I -iI]propoxi; y 

n es I y el grupo R3 se localiza en la posiciOn 5 del grupo 2,3-

meti lend ioxip i rid i n-4-ilo y se selecciona de cloro y bromo; 

o su sal de adiciôn de Æcido farmacØuticamente aceptable. 

2. Un derivado de quinazolina de la FOrmula I de acuerdo con la 

reivindicaciOn I en donde:-

Z es NH; 

m es 2 y el primer grupo R1 se localiza en la posiciOn 5 y se 

selecciona de isopropoxi y tetrahidropiran-4-iloxi, y el segundo grupo R1 



I I se localiza en la posiciôn 7 y se selecciona de 2-pirrolidin-1-iletoxi, 3-

pirrolidin-1 -ilpropoxi, 2-[(3RS,4SR)-3,4-metilendioxipirrolidin-1 -il]etoxi, 3-

[(3 RS,4S R)-3,4-meti lend ioxipirrolid i n- 1 -iI]propoxi,2-morfolinoetoxi, 3-

morfolinopropoxi, 2-piperidinoetoxi, 3-piperid inopropoxi, 2-(4-

metiIpiperazin-I -il)etoxi, 3-(4-metilpiperazin-I -il)propoxi, 2-(4-

aIilpiperazinI -il)etoxi, 3-(4-alilpiperazin-I-il)propoxi, 2-(4-prop-2-

inilpiperazin-I-il)etoxi, 3-(4-prop-2-inilpiperazin-I -il)propoxi, 2-(4-

acetilpiperazin-I -il)etoxi, 3-(4-acetilpiperazin-I -il)propoxi, 2-(4- 

isobutirilpiperazin-I -il)etoxi, 3-(4-isobutirilpiperazin-I -il)propoxi, 2-[4- 

(2,2,24rifluoroetil)piperazin-I -il]etoxi y 3-[4-(2,2,24rifluoroetil)piperazin-

. I-il]propoxi; y 

n es I y el grupo R3 se localiza en la posiciôn 5 del grupo 2,3-

metilendioxipiridin-4-ilo y se selecciona de cloro y bromo; 

o su sal de adiciôn de Æcido farmacØuticamente aceptable. 

3. Un derivado de quinazolina de la Formula i de acuerdo con la 

reivindicaciOn I en donde:-

Z es NH; 

m es 2 y el primer grupo R1 se localiza en la posicion 5 y se 

selecciona de isopropoxi y tetrahidropiran-4-iloxi, y el segundo grupo R1 

se localiza en la posiciOn 7 y se selecciona de 2-pirrolidin-I-iletoxi, 2--

[(3 RSAS R)-3,4-meti lend ioxipirrol id i n- 1[(3RS,4SR)-3,4-metilendioxipirrolidin-I -iI]etoxi, 2-morfolinoetoxi, 3-

morfolinopropoxi, 2-piperidinoetoxi, 2-piperazin-1-iletoxi, 2-(4-

metilpiperazin-1 -iI)etoxi, 2-(4-prop-2-inilpiperazin-I -il)etoxi, 3-(4-prop-2-

inilpiperazin-I -il)propoxi, 2-(4-acetilpiperazin-1 -il)etoxi, 2-[4-(2- 

hidroxietil)piperazin-1 -iI]etoxi y 2-[4-(2-dimetilaminoacetil)piperazin-1- 

iI]etoxi; y 

n es I y el grupo R3 se localiza en la posiciOn 5 del grupo 2,3-

metilendioxipiridin-4-ilo y es un grupo cloro; 

o su sal de adiciOn de Æcido farmacØuticamente aceptable. 

4. Un derivado de quinazolina de la Formula I de acuerdo con la 

reivindicaciOn I en donde:-

Zes NH; 

m es 2 y el primer grupo RI es un grupo 5-isopropoxi y el 

segundo grupo R1 se localiza en la posiciOn 7 y se selecciona de 2-

[(3RS,4SR)-3,4-meti lend ioxipirrolid in- I -il]etoxi, 2-piperazin-I -iletoxi, 2-

(4-metilpiperazin-I -iI)etoxi, 2-(4-acetilpiperazin- I -iI)etoxi y 2-[4-(2-
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roxietil)piperazin-I -il]etoxi; y 

n es I y el grupo R3 se localiza en la posiciOn 5 del grupo 2,3-

ioxipiridin-4-ilo y es un grupo cloro; 

su sal de adición de Æcido farmacØuticamente aceptable. 

5. Un derivado de quinazolina de la Formula I de acuerdo con la 

reivindicaciôn I, seleccionado de:-

7-[2-(4-acetilpiperazin-I -iI)etoxi]-4-(5-cloro-2, 3-metilendioxipirid-4-

ilamino)-5-tetrahidropiran-4-iloxiquinazolina, 

3-meti lend ioxi pirid-4-i lami no)-7-{2-[(3 RS,4SR)-3,4-

in-1 -iI]etoxi}-5-tetrahid ropiran-4-iloxiq ulnazolina, 

4-(5-cloro-2,3-meti lend ioxipirid-4-ilamino)-7-[2-(4-prop-2-inilpiperaZifl-I - 

il)etoxi]-5-tetrahid ropiran-4-iloxiquinazolina, 

4-(5-cloro-2,3-metilendioxipirid-4-i lam ino)-7-[3-(4-prop-2-inilpiperaZifl-I-

il)propoxi]-5-tetrahid ropiran-4-iloxiq uinazolina, 

4-(5-cloro-2,3-meti lend ioxipirid-4-i lami no)-7-(2-morfol inoetoxi)-5-

tetrahidropiran-4-iloxiquinazolina y 

4-(5-cloro-2,3-meti lend ioxipirid-4-ilamino)-7-(3-mOrfOliflOprOpOXi)-5-

tetrahidropiran-4-iloxiquinazolina; 

o su sal de adiciOn de Æcido farmacØuticamente aceptable. 

6. Un derivado de quinazolina de la Formula I de acuerdo con la 

reivindicaciôn I, seleccionado de:-

7-[2-(4-acetilpiperazin-I -i I)etoxi]-4-(5-cloro-2,3-metilend ioxipirid-4-

ilamino)-5-isopropoxiquinazolina, 

4-(5-cloro-2,3-meti lend ioxipirid-4-ilamino)-5-isoprOpOXi-7-(2-piperaZin-I - 

iletoxi)quinazolina, 

4-(5-cloro-2 , 3-metilendioxipirid-4-ilamino)-7-{2-[4-(2-hid roxietil) 

piperazin-I -iI]etoxi}-5-isopropoxiq uinazolina, 

4-(5-cloro-2,3-meti lend ioxipirid-4-ilamino)-5-isopropoxi-7-(2-pirrOlid in- I-

iletoxi)quinazolina, 

4-(5-cloro-2 , 3-metilendioxipirid-4-ilamino)-5-isopropoxi-7-(2-

piperidinoetoxi)quinazolina, 

4-(5-cloro-2, 3-metilendioxipirid-4-ilamino)-5-isopropoxi-7-(2-

morfolinoetoxi)quinazolina, 

4-(5-cloro-2,3-meti lend ioxipi rid-4-i lamino)-5-isop ropoxi-7-(3-

morfolinopropoxi)quinazolina, 

4-(5-cloro-2,3-metilendioxipirid-4-i lam ino)-5-isopropoxi-7-[2-(4-prOp-2-
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(Lutz et at., Biochem. and Biophys. Res. Comm.. 1998,243.503-8). As further human 

tumour tissues are tested for the Src family of non-receptor tyrosine kinases it is expected that 

its widespread prevalence will be established. 

It is further known that the predominant role of c-Sic non-receptor tyrosine idnase is to 

regulate the assembly of focal adhesion complexes through interaction with a number of 

cytoplasmic proteins including, for example, focal adhesion kinase and paxillin. In addition 

c-Src is coupled to signalling pathways that regulate the actin cytoskeleton which facilitates 

cell motility likewise, important roles am played by the c-Src, c-Yes and c-Fyn non-receptor 

tyrosine kinases in integrin mediated signalling and in disrupting cadherin-dependent cell-cell 

junctions (Owens et at., Molecular Biology of the Cell. 2000, fl, 51-64 and Kllnghoffer et at., 

EMBO Journal. 1999,1,82459-2471). 2459-2471). Cellular motility is necessarily required for a localised 

tumour to progress through the stages of dissemination into the blood stream, invasion of 

other tissues and initiation of metastatic tumour growth. For example, colon tumour 

progression from localised to disseminated, invasive metastatic disease has been correlated 

with c-Sit non-receptor tyrosine kinase activity (Brunton et at.,Oncogóne,.  1997, 283-293, 

Fincham et at., HMO J, 1998, fl, 81-92 and Verbeek et at., Exp. Cell Research, 1999,248 

531-537). 

Accordingly it has been recognised that an inhibitor of such non-receptor tyrosine 

kinases should be of value as a selective inhibitor of the motility of tumour cells and as a 

selective inhibitor of the dissemination and invasiveness of miunmalimi cancer cells leading to 

inhibition of metastatic tumour growth. In particular an inhibitor of such non-receptor 

tyrosine kinases should be of value as an anti-invasive agent for use in the containment and/or 

treatment of solid tumour disease. 

We have now found that surprisingly certain quinazoline derivatives possess potent 

anti-tumour activity. Without wishing to imply that the compounds disclosed in the present 

invention possess pharmacological activity only by virtue of an effect on a single biological 

process, it is believed that the compounds provide an anti-tumour effect by way of inhibition 

of one or more of the non-receptor tyrosine-specific protein kinases that are involved in the 

signal transduction steps which lead to the invasiveness and migratory ability of metastasising 

tumour cells. In particular, it is believed that the compounds of the present invention provide 

an anti-tumour effect by way of inhibition of the Sic family of non-receptor tyrosine kinases, 

for example by inhibition of one or more of c-Sic, c-Yes and c-Fyn. 
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It is also known that c-Sic non-receptor tyrosine idnase enzyme is involved in the 

of osteoclast-driven bone resorption (Soriano et at., Call. 1991, 64. 693-702; Boyce a 

3. Cliii. Invest,. 1992, j)., 1622-1627; Yoneda et at., I Cliii. Invest.. 1993, , 2791-2795 

and Mlssbach et at., Bone. 1999,24,437-49). An inhibitor of c-Sic non-receptor tyrosune 

is therefore of value in the prevention and treatment of bone diseases such as 

osteoporosis, Paget’s disease, metastatic disease in bone and tumour-induced 

hypercalcaeuaia. 

The compounds of the present invention are also useful in inhibiting the uncontrolled 

cellular proliferation which arises from various non-malignant diseases such as inflammatory 

diseases (for example rheumatoid arthritis and inflammatory bowel disease), fibrotic diseases 

� (for example hepatic cirrhosis and lung fibrosis), glomcrulonephaitis, multiple sclerosis, 

psoriasis, hypersensitivity reactions of the skin, blood vessel diseases (for example 

atherosclerosis and iestenosis), allergic asthma, insulin-dependent diabetes, diabetic 

retinopathy and diabetic nephropathy. 

Generally the compounds of the present invention possess potent inhibitory activity 

against the Sic family of non-receptor tyrosine kineses, for example by inhibition of c-Sic 

and/or c-Yes, whilst possessing less potent inhibitory activity against other tyrosine kinase 

enzymes such as the receptor tyrosine kunases, for example EGF receptor tyrosine kinase 

and/or VEGF receptor tyrosine kinase. Furthermore, certain compounds of the present 

invention possess substantially better potency against the Sic family of non-receptor tyrosune 

kinases, for example c-Sic and/or c-Yes, than against VEOF receptor tyrosune kunase. Such 

compounds possess sufficient potency against the Sic family of non-receptor tyrosine kinases, 

for example c-Sic and/or c-Yes, that they may be used in an amount sufficient to inhibit, for 

Sexample, c-Sic and/or c-Yes whilst demonstrating little activity against VEGF receptor 

tyrosine Idnase. 

According to one aspect of the invention there is provided a quinazolune derivative of 

the Formula I 
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each R1 group, which may be the same or different, is selected from halogeno, 

læfluoroinethyl, cyano, isocyano, miro, hydroxy, mercapto, amino, formyl,, carboxy, 

carbamoyl, (1-6C)alkyl, (2-8C)alkcnyl, (24C)aikynyl, (1-6C)alkoxy, (2-6C)alknnyloxy, 

(24C)alkynyloxy, (1-6C)alkyltbio, (14C)alkylsulphinyl, (14C)alkylsulphonyl, 

(1-6()alkyfrunino, di-I(1-6C)alkyllamino, (1-6C)alkoxycarbonyl, I-(1-6C)alkylcarbamoyl, 

-di-[(l-6C)alkyl1carbamoy1, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylarnino, 

-(l-6C)alkyl-(2-6C)a1kanoy1nmino, (3-6C)alkenoyThmiiio, N-(1-6C)alkyl-

10 (3-6C)alkenoylamlno, (3-6C)alkynoylamino, j-(1-6C)aiky1-(3-6C)9Jk7oy1mmo, 

-(1-6C)aIkylsulphanioyl, [(1-6C)aIkyl]sulpbamoyl (1-6C)alkanesulphonylamino and 

-(1-6C)allçyl-(1-6C)alkanesulphonylamino, or from a group of the formula: 

wherein X1 is a direct bond or is selected from 0, S, SO, SO2, N(R4), CO. CE(0R4), 

CON(R4), N(R4)CO, S02N(R4), N(R4)S02, OC(02, SC(R)2 and N(R4)C(R4)2,, wherein R4 is 

hydrogen or (1-6C)alkyl, and Q’ is aryl, aiyl-(1-6C)alkyl, (34C)cycloalkyl, (3-7C)cycloalkyl-

(1-6C)alkyl, (3-7C)cycloalkcnyl, (3-7C)cycloalkenyl-(1-6C)alkyl. heteroaryl, heteroaryl-

(14C)a4l, heterocyclyl or heterocyclyl-(1-6C)alkyl, or W)m is (1-3C)alkylenedioxy, 

and wherein adjacent carbon atoms in any (2-6C)alkylene chain within a R’ substituent 

ateoptionally separated by the insertion into the chain ofagroup selected from 0, S. SO, SO2, 

N(R5), CO, (H(0R), CON(R5), N(R)CO, SO2N(R5), N(R)S02, CH=CH and CC wherein 

R7 is hydrogen or (1-6C)alkyl or, when the inserted group is N(R), R5 may also be 

(2-6C)alkanoyl, 

and wherein any CFIH- or HC-=C- group within a R1 substituent optionally bears at 

the termini CH2= or HC position a substituent selected from halogeno, carboxy, carbamoyl, 

(1-6C)alkoxycarbonyl, -(1-6C)a1ky1carbamoyl, j-di-[(1-6C)alkyl]carbamoyl. 
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mfto-(1-6C)alky1, (1-6C)alkylainino-(1-6C)al4l and di-((1-6C)alkyl]amino-(1-6C)alkyl or 

from a group of the formula: 

Q2 -)e-

wherein X2 is a direct bond or is selected from CO and N(R6)CO, wherein R6 is hydrogen or 

(1-6C)alkyl, and Q2 is aryl, aiy1-(14C)alky1, heteruatyl, heteroaryl-(1-6C)alkyl, heterocyclyl 

or heterccyclyi-(1-6C)alkyl, 

and wherein any CR2 or CH3 group within aR1 substituent optionally bears on each 

said CR2 or CR3 group one or more halogeno or (1-6C)alkyl substituents or a substituent 

selected from hydroxy, cyano, amino, carboxy, carbamoyl, (14C)alkoxy, (14C)alkylthio, 

io (1-6C)alkylsulphinyl, (1-6C)alkylsulphonyl, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, 

(1-6C)alkoxycarbonyl, -(1-6r)alkylcarbamoyl, -[(l-6C)alky1]caibamoyl. 

(2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylamino, -(1-6C)alkyl-

(24C)alkanoylamino, -(1-6C)a4Isulphamoyl, j,-di-[(14C)alkyl]su1phamoy1, 

(1-6C)alkauesulphonylzmiino and -(1-6C)aIkyl-(1-6C)alkanesu1phonybunino, or from a 

15 group of the formula: 

-X3-(? 

wherein X3 is a direct bond or is selected from 0, S, SO, SO2, N(R7), CO, CH(0R1), 

CON(R7), N(R7)CO, SO2N(R7), N(R)S02, C(RO, C(R7)2S and N(R)C(R7)2, wherein R7 is 

hydrogen or (1-6C)alkyl, and Q3 is myl, aryl-(1-6C)aikyl, (3-7C)cycioalkyl, (34C)cycloalkyl-

(1-6C)alkyl, (3-7C)cycloalkenyl, (3-7C)cycloalkenyl--(1-6C)alkyl, heteroaryl, heteroaryl-

(1-6C)alkyl, heterocyclyl or heterocyclyl-(1-6C)alkyl, 

and wherein any aryl, heteroaryl or helerocyclyl group within a substituent on 

optionally bears 1,2 or 3 substituenta. which may be the same or different, selected from 

halogeno, irifluoromethyl, cyano, nitro, hydroxy, amino, carboxy, carbanioyl, (l-6C)alkyl. 

2 (2-8C)alkenyl, (2-8C)alkynyl, (I4C)alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, 

(1-6C)alkylthio, (1-6C)alkylsulphinyl, (1-6C)alkylsulphonyl, (14C)alkylamino, 

di-[(1-6C)alkyl]amino, (l-6C)alkoxyc2rbonyl, j-(14C)alky1carbamoyI, 

LI-di-I(1-6C)alky11cathamoyl, (24C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylamino, 

-(1-6C)a1kyl-(2-6C)a]kanoylainino, j-(1-6C)alkylsulphamoy1, 

oN N-di4(l4QaftIWphamqyl, (1-6C)aflcaTleanlphonylamino and j-(1-6C)a1ky1-

(14C)alkanesulphonylauæno, or from a group of the fornmla: 

-X4-R8 
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hereinX4is a direct bond oris selected from O and N(R), wherein R9is hydrogen or 

;(1-6paliql, and It8 is halogeuo-(1-6C)4lkyl, hydmxy-(14C)alkyl, (1-6C)alkoxy-(1--6C)alkyl, 

yauo-(1-6C)alkyl, anuno-(1-6C)alkyl, (14C)a1kylsmiino41-6C)alkyl, di-{(1-6C)alkyljamino-

F(1-6C)alkyl, (2-6C)alkanoy1amino-(1-6talk34 or (I-6C)alkoxycarbonylamino-(1-6C)alkyl, 

5 or from a group of the formula: 

-X5-Q4 

wherein 10 is a direct bond or is selected from 0, N(R10) and CO, wherein R’° is hydrogen or 

(I-6C)alk34, and Q4 is aryl, aryl-(14C)alkyl, heteroaryl, hetemaryl-(l-6C)alkyl, heterocyclyl 

or heterocyclyl-(1-6C)alkyl which optionally bears I or 2 subslituenta, which may be the same 

iO,j or different, selected from halogeno, (1-6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl and 

(l-6C)alkoxy, 

and wherein any heterocyclyl group within a substituent on R1 optionally bears 1 or 2 

ow or thioxo substituents; 

it2 is hydrogen or (14C)alkyl 

n is 0, 1,2 or 3; and 

R3 is balogeno, trifluoromethyl, cyano, nitro, hydroxy, amino, carboxy, carbamoyl, 

(1-6C)alkyl, (24C)alkenyl, (2-8C)alkynyl, (1-6C)alkoxy, (24C)alkenyloxy, 

(2-6C)alkynyloxy, (I-6C)alkylthio, (1-6C)aikylsulphinyl, (l-6C)alkylsulphonyl, 

(1-6C)alkylamino, di-[(1-6C)alky1]amino, (1-6C)alkoxycarbonyl, -(1-6C)alkylcarbamoyl, 

20 ,j4-104c)a1kyI]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylaxoino, 

41-6C)allcyl42-6C)alkan6yIamino, (3-6C)alkenoylaniino, 414C)alkyl-

(3-6C)alkcnoylnnthio, (34C)alkynoyhamino, -(1-6C)alky1-(3-6C)a&3noylaniinn, 

-(1-6-)aIkylsulphamoy1, f,j-di-[(1-6C)alkyl]sulphamoyl, (1-C)alkanesuIphonylamino and 

-0-6C)alky1-(1-6C)alkanesuIphonylamino, or from a group of the formula: 

-X6-R 

wherein le isadctbondorisse1ectedfrom0andN(Rl2),whereinRl2jshydmgenor 

(1-6Calky1, and It11 is halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl, (1-6C)alkoxy41-6C)alkyl, 

cyano.-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alky]amino-(1-6C)alkyl or 

di-[(1-6C)a]kyl]amino-.(1-6C)alk3l, or from a group of the formula: 

-X7-Q5 

whenX7isadirect bond or  selected from 0,S, SO, SO,N(R’), CO, CH(OR’), 

CON(R1), N(R’3)CO3 S02N(R’ N(R)S02, CR13)zO, C(RS and N’CR1, 
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wherein R’3 is hydrogen or (1-6C)alkyl, and Q5 is aryl, atyl-(1-6C)al41, heteroaryl, 

ietemaryl-(1-6C)alkyl, heterocyclyl orheterocyclyl-(1-6C)alkyl which optionally bears 1 or 2 

ubstithents, which may be the same or different, selected from balogeno, (1-6C)alkyl,, 

2-81C)alkenyl, (2-8C)alkynyl and (1-6C)alkoxy, and any heterecyclyl group within Q5 

plionally bears 1 or 2 oxo or thioxo substituents, 

r a pharmaceutically-acceptable salt thereof. 

In this specification the generic term "alkyl" includes both straight-chain and 

ranched-chain alkyl groups such as propyl, isopropyl and -butyl, and also 

:34c)cycloalkyl groups such as cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and 

10 cyc1oheptyl. However references to individual alkyl groups such as "propyl" are specific for 

the straight-chain version only, references to individual branched-chain alkyl groups such as 

"isopropyl" are specific for the branched-chain version only and references to individual 

cycloalkyl groups such as "cyclopentyl" are specific for that 5-membered ring only. An 

analogous convention applies to other generic terms, for example (1-6C)alkoxy includes 

methoxy, ethoxy, cyclopropyloxy and cyclopentyloxy, (1-6C)alky1amino includes 

methylamino, ethylamino, cyclobutylamino and cyclohexylamino, and di-[(1-6Calkyl]amino 

includes dimethylarnino, diethylainiiio, N-cyclobutyl-N-methylamino and -cyclohexyl-

-ethylamino. 

It is to be understood that, insofar as certain of the compounds of Formula I defined 

above may exist in optically active or racemic forms by virtue of one or more asymmetric 

carbon atoms, the invention includes in its definition any such optically active or racemic 

form which possesses the above-mentioned activity. The synthesis of optically active forms 

may be carried out by standard techniques of organic chemistry well known in the art, for 

example by synthesis from optically active starting materials or by resolution of a racemic 

form. Similarly, the above-mentioned activity may be evaluated using the standard laboratory 

techniques referred to hereinafter. 

Suitable values for the genetic radicals referred to above include those set out below. 

A suitable value for any one of the ’Q’ groups (4 to (J) when it is aryl or for the aryl 

group within a ’Q’ group is, for example, phenyl or naphthyl, pwfvutbly phenyl. 

Asuitablevalueforanyone of the ’Q’ groups (Q1 orQ3)whenitis 

(3-7C)cycloalk34 or for the (3-7C)cycloalkyl group within a ’Q’ group is, for example, 

cyclopropyt cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl or bicyclo[22.11heptyl and a 

suitable value for any one of the ’Q’ groups (Q’ or Q3) when it is (34C)cycloalkenyl or for 
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3. A qwnazoline derivative of the Formula I according to claim 1, or a 

pharmaceuticolly-acceptable salt thereof, wherein each of R2, n and R3 has any of the 

meanings defined in claim i, 

mis2 and each R1 group, which may be the same or different, is located atthe 

6- and/or 7-positions and is selected from hydroxy, amino, methyl, ethyl, niethoxy, ethoxy. 

propoxy, isopropoxy, butoxy, methylatnino, ethylamino, dimethylaniino, diethylamino, 

acetamido, propionamido, benzyloxy, 2-pyrrol-1-ylethoxy,3-pyrtol-1-ylpropoxy, 

2-imidazol-1-ylethoxy, 3-imidazol-1-y1propoxy, 2-(1,2,3-lriazol-1-yl)ethoxy, 

3-(1,2,3-lriazol-1-yl)propoxy, 241,2,44aiazol-1-yl)ethoxy, 3-(1,2,44riaz6l-1-yl)propoxy, 

10 2-pyridybnethoxy, 3-pyndy1nethoxy, 4-pyndyhuethoxy, 2-tetrahydropyran4-ylethoxy, 

3..tetrahydropyran-4-ylpropoxy, 2-pyrrolidin-1-ylethoxy, 3-pyrrolidin-1-y1propoxy, 

4-pyrrolidin-1-ylhutoxy, pyrmlldin-3-yloxy, pyrmlidin-2-ylmethoxy, 2-pyrrolidin-2-ylethoxy, 

3-pyrrolidin-2-ylpiopoxy, 2-morpholinoethoxy, 3-morpholinopropoxy, 4-inoipholinobutoxy, 

2-(1,1-dioxotetrahydro-4H-1,44hiazin4--yl)ethoxy, 3-(1,1-dioxotetrahydro-4-1,4-thiazin-

1 4-yI)propoxy, 2-piperidinoethoxy, 3-pipeiidinopmpoxy, 4-piperidinobutoxy, 

piperidin-3-yloxy, piperidin-4.yloxy, piperidin-3-y1methoxy, piperidin-4-y1niethoxy, 

2-piperidin-3-ylethoxy, 3-piperidin-3-11propoxy, 2-pipeiidin-4-ylethoxy, 

3-piperidin4-ylpropoxy, 2-homopipendin-1-yk1hoxy, 3-homopipendin-1-ylpropoxy, 

2-piperazin-1-ylethoxy, 3-piperazin-1-y1propoxy, 4-piperazin-1-ylbutoxy, 

zc 2-homopiperazin-1-ylethoxy or 3-homopiperazm-1-ylpropoxy, 

and wherein adjacent carbon atoms in any (2-6C)alkylenc chain within a R’ substituent 

we optionally separated by the insertion into the chain of a group selected from 0, NH, 

CH=CH and C.--C, 

and wherein any CH2orCH3 group within aR1 substituent optionally beam on each 

said CE!2 or CE3 group a substituent selected from hydroxy, amino, methoxy, 

I methylsuiphonyl, inethylamino, dimethylamino, diethylamino, dlisopiopylamino, 

-ethyl--mcthylainino, -isopropyl--methylamino, j-isobutyl--methylamino, 

-allyl--methylamino, acetoxy, acetamido, -methylacetamido, 2-pyxidyloxy, 3-pyxidyloxy 

and 4-pyridyloxy, 

3() and wherein any phenyl, pyrrolyl, imidazolyl. Iriazolyl, pyxidyl or heterocyclyl group 

within a substituent on R’ optionally bears 1,2 or 3 substituents, which may be the same or 

different, selected from fluoro, cliloro, Irifluoromethyl, cyano, hydroxy, ammo, carbanioyl, 
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methyl, ethyl, j-inethylcarbamoyl, -dimethyIcarbamoyl, methoxy, mcthoxymethyl and 

aieipholinomcthyl, and a pyrro]idin-2-yl, piperidin-3-yl, piperidin4-yl, piperazin-1-yI or 

komopiperazin-i-yi group within a R1 subsiftuent is optionallyN--substituted with methyl, 

ethyl. 2-zncthoxyethyl, 3-methoxypropyl, cyanornethyl, 2-aininoethyl, 3-aminopropyl, 

5 2-methylaminoethyl, 3-niethyl2iriinopropyl, 2-dimethylmninoethyl, 34methy]Rminopropyl, 

2-pyrrolidin-1-ylethy1, 3-pymlidin-1-y1propyl, 2-morpholinoethyl, 3-morpholinopropyl, 

2-piperidinoethyl, 3-piperidinopropyl, 2-piperazin-1-ylcthyl or 3-piperazin-1-y1propyl, 

he last 8 of which substituents each optionally bears 1 or 2 substituents, which may be the 

same or different, selected from fluoro, chioro, methyl and inethoxy, 

10 and wherein any heterocyclyl group within a substituent on R’ optionally bears 1 or 2 

oxo substituents. 

4. A quinazoline derivative of the Formula I according to claim 1, or a 

rammeotl
caliy-acceptab1e salt thereof, wherein each of rn, R’, n and R3 has any of the 

15anings defined in claim 1, and R2 is hydrogen. 

A quinazoline derivative of the Formula I according to claim 1, or a 

,harmaceutically-acceptable salt thereof, wherein each of rn, R’ and it2 has any of the 

ineanings defined in claim 1, 

20 11 n is 1 or 2 and the R3 groups, which may be the same or different, are located at the 

- and/or 6-positions of the 2,3-methylenedioxyphenyl group and arc selected from balogeno, 

xifluoromethyl, cyano, hydroxy, (1-6C)alkyl,, (24C)alkenyl, (2-8C)alkynyl and (14C)alkoxy. 

A quinazoline derivative of the Formula I according to claim 1, or a 

25 pharmaceutically-acceptable salt thereof, wherein each of in, R’ and R2 has any of the 

.tneathngs defined in claim I and a is 0. 

7. A quinazoline derivative of the Formula I according to claim 1 wherein: 

- mis 1 or   and each R1 group, which maybe the same or different, is located at the 

30 and/or 7-positions and is selected from hydroxy, amino, methyl, ethyl, propyl, butyl, 

*iethoxy, ethoxy, propoxy, isopropoxy, butoxy, niethylamino, ethyl2mino, dimethylamino, 

iethylamino, acetainido, propionamido, 2-imidazol-1-ylethoxy, 2-(l,2,44nazol-1-yl)ethoxy, 

-pyrro1idin-1-ylethoxy, 3-pyrrolidin-1-ylpropoxy, 4-pyrrolidin-1-y1butoxy, 
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pym,lidin-2-y1nethoxy, 2-pyrrolidin-2-y1ethoxy, 

2-moipbolinoethoxy, 3-znoipholinopropoxy, 4-inorpholinobut0xy, 

E4,4-thiazin4-yl)ethoxy, 3-(1,1-dioxoteIahydro-4li-1,4-thiazin-

2-piperidinoethoxy, 3-pipendinopropoxy, 4-piperidinobutoxy, 

)XY, üdin4-yloxy, piperidin-3-y1methoxy, piperidin4-ylnaethoxy, 

2.-pipeiidin-3-y1ethoxy. 3-pipendin-3-y1propoxy, 2-piperidin4-ylethoxy, 

2-homopiperidin-1-y1ethoxy, 3-homopipendin-1-y1propoxy, 

3-piperazin-1-y1propoxy, 4-piperazin-1-y1butoxy, 

1-ylethoxy and 3-homopiperazin-1-y1propoxy, 

and wherein adjacent carbon atoms in any (2-6C)alkylene chain within a R’ substituent 

optionally separated by the insertion into the chain of a group selected from 0, NH, 

and C, 

and wherein any CR2 or CR3 group within a R’ substituent optionally bears on each 

C112 or CR3 group a substituent selected from hydroxy, ammo, methoxy, 

inethylamino, dimethylamino, diethylamino, 

propyl--methylamino, and acetoxy; 

and wherein any hetemaiyl or heterocyclyl group within a substituent on R’ optionally 

1 or 2 substituents, which may be the same or different, selected from fluoro, chioro, 

hydroxy, amino, carbamoyl, methyl, ethyl, methoxy, fmethylcarbamoyl and 

and a pyrmlidin-2-yl, piperidin-3-yl, pipendin4-yI, piperazin-1-yl or 

group within a R1 substituent is optionally a -substituted with 

3-methoxypropyl, cyanoniethyl, 2-auænoethyl, 

yl, 2-methylaminoethyl, 3-methylniinopropyl. 2-dimethylaminoethyl, 

iinopropyl, 2-pyrrolidin-1-ylethyl, 3-pyrroJidii-1-ylpropyl, 2-morpholinoethyl, 

propyl, 2-pipeildinoethyl, 3-piperidinupiupyl, 2-piperazin-1-34ethyl or 

-ylpropyl, the last S of which substituents each optionally bears 1 or 2 

substituents, which may be the same or different, selected from fluoro, chioro, methyl and 

and wherein any heterocyclyl group within a substituent on R’ optionally bears 1 or 2 

substituents; 

R2 is hydrogen; 
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n is 0 or I and the R3 group, if present, is located at the 5- or 6-position of the 

2,3-mcthyleuedioxyphenyl group and Is selected from fluoro, chioto, trifluoromethyl, cyano, 

methyl, ethyl, vinyl, allyl, ethynyi, methoxy and ethoxy 

a pharmaceutically-acceptable acid-addition salt thereof. 

8. A quinazoline derivative of the Formula I according to claim I wherein: 

mis 2 and each R’ group, which may be the same or thfferenl, is located at the 

6- and/or 7-positions and is selected from hydroxy, amino, methyl, ethyl, methoxy, ethoxy, 

mpoxy, isopropoxy, butoxy, methylamino, ethylamino, dimethylamino, diethylamino, 

10 cetamido, propionamido, benzyloxy, 2-pyrrol-1-ylethoxy, 3-pyrml--1-ylpropoxy, 

’24midazol-1.-ylethoxy, 3-imidazol-1-y1propoxy, 2-(12,3-lriazol-1-yl)ethoxy, 

3-(l,2,3-tLiazol-1-yl)propoxy, 2-(l,2,44riazol-1-yl)ethoxy, 3-(1,244iiazol-1-yl)propoxy, 

-pyridylmethoxy, 3-p3ddylmethoxy, 4-pyridylmethoxy, 24etrahydropyran4-ylethoxy, 

-te1rahydropyran4-ylpropoxy, 2-pyrrolidin-1-ylethoxy. 3-pyrrolidin-I-ylpropoxy, 

15 1-pyrrolidin-1-ylbutoxy, pyrrolidin-3-yloxy, pyixolidin-2-y1nethoxy, 2-pyrrohdin-2-ylethoxy, 

-pyrroliclin--2-ylpropoxy, 2-morpholinoethoxy, 3-morpholinopropoxy, 4-morpholinobutoxy, 

2-(1,1-dioxotetrahyd4ll-1,44iazin4-yl)ethoxy, 3-(1,1-dioxotetrahydro-411-1,4-thiazin-

4-y0propoxy, 2-piperidinoethoxy, 3-piperidinopropoxy, 4-pipeiidinobutoxy, 

$peiiclin-3-yloxy, pipeiidin-4-yloxy, pipendin-3-y1niethoxy, pipendin4-ylmethoxy, 

20 2-piperidin-3-ylethoxy, 3-pipe6din-3-y1propoxy, 2-piperidin4--ylethoxy, 

3-piperidin4-ylpropoxy, 2-homopiperidin-1-ylethoxy, 3-homopiperidin-1-ylpropoxy, 

-piperazln-1-ylcthoxy, 3-piperazin-1-y1propoxy, 4-piperazin-1-ylbutoxy, 

2-homopiperazin-1-ylethoxy or 3-homop4erazin-1-34propoxy, 

and wherein adjacent carbon atoms in any (2-6C)alkylene chain within a R1 substituent 

25 re optionally separated by the insertion into the chain of a group selected from 0, NH, 

CH--<M and CEC, 

and wherein any CHzor CH3 group within a R’ substituent optionally bears on each 

aid CH2or CH3 group a substituent selected from hydroxy, amino, methoxy, 

ncthylsulphonyl, methylamino, dimethylamino, diethylamino, dlisopropylamino, 

30 -ethyl-j-methylamino, -isopropyl--methylmino, -isobutyl--methylamino, 

-allyl--methylainino, acŁtoxy, acetamido, -methylacetamido, 2-p3iidyloxy, 3-pyridyloxy 

and 

4-p3iidyloxy, 



3. 

El problema planteado en esta solicitud es la necesidad de compuestoscon 
actividad antineoplÆsica ütiles para tratar el cancer metastÆtico invasivo y 
contenciOn y tratamiento de enfermedad de tumor sólido. 

Para solucionar este problema tØcnico la solicitud en estudio proporciona 
compuestos derivados de quinazolina con actividad inhibidora contra la familia 
Src de tirosina cinasas de no receptor que impiden la motilidad, diseminación e 
invasividad de las cØlulas cancerosas siendo menos susceptibles al metabolismo 
hepÆtico y por lo tanto otorgando seguridad en terapia antineoplÆsica de 
combinaciôn. 

Clasificación Internacional de Patentes (IPC.): A61  31/517, A61   35/00 

Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Fecha de presentaciôn de la solicitud prioritaria 2002/11/04 

Teniendo en cuenta la fecha indicada se realizô la büsqueda en el estado de la 
tØcnica de documentos relacionados con la solicitud encontrÆndose los 
siguientes documentos mÆs relevantes: 

Documento TItulo Fecha de 
publicación* 

WO 0216352 QUINAZOLI NE DERIVATIVES 2002/02/28 
ARYL AND HETEROARYL 

WO 95/15758 QUINAZOLINE COMPOUNDS 15/06/1995 WHICH INHIBIT CSF-IR 
RECEPTOR TYROSINE KINASE 

AnÆlisis de patentabilidad (artIculo 14 D486) 

� 4.1. Nivel inventivo (articuIo18 

La presente Solicitud de Patente reivindica: 

Reivindicaciones 1 �6: Derivados de quinazolina de la formula general (I). 

ReivindicaciOn 7: Composición que comprende un compuesto (I) con un diluyente 
o vehIculo. 



2/ 
Dl enseæa derivados de formula (I) y su uso como agentes anti-invasiVn 
enfermedad de tumor sOlido mediante efecto anti-tumor por inhibiciOn de la 
familia Src de tirosina quinasas no-receptor tal coma inhibiciOn de uno a mÆs c-
Src, c-Yes y c-Fyn. 

D2 enseæa (ver folio 239) la mod ulaciOn y/o inhibiciOn de las seæales celulares, 
proliferaciôn y respuesta celular inflamatoria, el control anormal del crecimiento 
celular y la reproducciOn celular. El usa de los arilos mono y biciclicos o 
compuestos de quinazolina heteroarilicos en la inhibiciOn de la proliferaciOn 
celular incluidos los compuestos que son ütiles como inhibidores de proteina 
quinasa. 

(R)03 

IRS x Ar 
I 

N 

R7JjL 
N 

I).-

TABLA I 
SOLICITUD 

ANTERIORIDAD (Di) 
Folios 270-275 

(R3) 

)q?30 H (I) 
z 

(1) 
 

(RI),�al
 

(R1)m 

NH 

Posiciones 5 y 7 
1) Isopropoxi y tetrahidropira-4-iloxi 

2) 2-pirroiidin-1-iletoxi, 3-pirroiidin-1-
ilpropoxi, 2-[(3RS,4SR)-3,4-

metilendioxipirrolidin-1-iI] etoxi, 3-
[3RS,4SR)-3,4-metiiendioxipirrolidin-1 - 

ill propoxi, 2-morIolinoetoxi, 3-
iorfolinopropoxi, 2-piperidinoetoxi, 3- Posiciones 5, 6yIo 7 
iperidinopropoxi, 2-piperazin-1-iletoxi, isopropoxi, 2-tetrahidropira-4-iletoxi, 3-

3-piperazin-1 -lipropoxi, 2-(4- tetrahidropira-4-iipropoxi, 2-pirrolidir,-1 -iletoxi, 

Ri)m-il)propoxi 
Iiipiperazin-1 -il)etoxi, 3-(4-alilpiperazin- 

2-(4-prop-2-iniipiperazin-1- (Ri)m 
3-pirrolidin-1 -iipropoxi, 2, 3-metilendioxifenil 

de Fl, Cl, seleccionado tnfluorometii, ciano, 
Si 

=2 ii) etoxi, 3-(4-prop-2-iniipiperazin-1-ii) 
m=2 hidroxi, metil, etli, vinil, aili, etinil, metoxi y etoxi, 

,ropoxi, 2-(4-acetilpiperazin-1-il) etoxi, 2-morfolinoetoxi, 3-morfolinopropoxi, 2- 
3-(4-acetilpiperazin-1-11) propoxi, 2-(4- piperidinoetoxi, 3-piperidinopropoxi, 2- 

isobutiriipiperazin-141) etoxi, 3-(4- piperazin-1-iietoxi, 3-piperazin-1-iipropoxi, 2- 
sobutirilpiperazin-1-11) propoxi, 2-[4-(2- piperazin-1-iietoxi, 3-piperazin-1-ilpropoxi, 
iidroxietii) piperazin-1-11] etoxi, 3-[4-(2-
hidroxietil) piperazin-141] propoxi, 2-[4-

(,2,2-trifluoroetil) piperazin-141] etoxi, 3-
[4-(2,2,2-trifluoroetil) piperazin-141] 
propoxi, 2[4-(2-dimetiiaminoacetii) 

iperazin-1 -ii] etoxi, 3-(4-(2-dimetilamino 
acetil) piperazin-1-ill propoxi  

NH NR2 NH Si 

_P79 

le falta el 
hParcial 

oo: 
N 

Oj 

2,3-metilendioxipiridin-4-iio (R3)n Grupo heterociclil o heterociciii- (1-6) aIquil 

seleccionado de Cl y Br= O..3 
con 1 o 2 sustituyentes haiogeno, alquil, Si 

alguenil, oxo o tioxo  
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La ünica diferencia con D1 es que esta solicitud posee un heteroÆtomo (N) en el 
ferilo pero esta diferencia no parece conceder un efecto tØcnico inesperado ya que 
Iaescripcion no aporta datos que muestren un sustento del efecto farmacologico 
coriparado con Dl y ademÆs insertar un N en el grupo 2,3 metilendioxianilino es un 
cao de isosterismo, por lo tanto realizar este reemplazo serla obvio y la molØcula 
auØdarIa siendo esencialmente la misma. 

Del esta forma el efecto tØcnico logrado por esta diferencia es compuestos 
dei ivados de quinazolina con actividad inhibidora contra la familia Src de tirosina 
cinia sas de no receptor que impiden la motflidad, diseminación e invasividad de las 

las cancerosas 

Por lo tanto el problema tØcnico objetivo de la invención podria redefinirse en: 
"ccmo lograr derivados de quinazolina alternativos para el tratamiento del cancer". 

Pô,r consiguiente resultaria obvio el diseno de este tipo de compuestos y 
conposiciones para un experto en la materia que conozca el estado de la tØcnica ya 
que ademÆs del isosterismo D2 sugerla previamente que Ar puede serArilo mono o 
bicIcIico o heteroarilo sustituido por lo tanto ya se sugerla la inclusion de un 
heeroÆtomo en el anillo fenilo por lo tanto harla una combinaciOn de Østos 
doumentos Ilegando de tal manera a la propuesta de la presente solicitud. 

En conclusiOn no se considera que la presente solicitud posea nivel inventivo. 

S. 11 Conclusion: 

requisitos de patentabilidad de la presente solicitud se encuentran afectados asI: 

Documento N° Reivindicaciones 
afectadas Requisito que afecta 

WO 0216352 1-7 NIVEL INVENTIVO 

WO 95/16758 1-7 NIVEL INVENTIVO 

6. Respuesta a los argumentos del solicitante: 

Se omite la reivindicaciOn 18 correspondiente al proceso por lo tanto se 
considera subsanada dicha objeciOn. 

� Se restringen las opciones para Ia fOrmula markush para ajustar en cuanto a Ia 
afectaciOn por novedad con respecto a WO 95/15758 pero sin embargo se 
observa que no tiene nivel inventivo con respecto a WO 0216352 y WO 
95/16758 juntos o WO 0216352 solo. 


