
77 

CLAIMS 

1. 	Use of a pharmaceutical composition in the manufacture of a medicament for the treatment 

of cancer in a patient in need thereof; 

wherein the pharmaceutical composition comprises, as an active ingredient, a compound 

of formula (I): 

'..--N 	R2 
(I) 

O 

wherein: 

Ri represents 

a hydrogen or halogen atom, 

an alkyl group optionally substituted with —COORS, 

an alkenyl group optionally substituted with —COOR5, 

a -COOR5  or -CONR5R6group, 

an -NR5COR6 or -NR5-SO2R6 group, 

an 	-0R5, 	-0-Alk-OR5, 	-0-Alk-COORS, 	0-A-lk-ORS, 	0 Alk-NR5R6  or 

-O-Alk-NR7R8  group 

or 

an aryl group, or a heteroaryl group, said aryl or heteroaryl group being optionally 

substituted 

-COOR5, 

with one or more groups selected from: halogen atoms, alkyl groups, cycloalkyl groups, 

-CF3, 	-OCF3, 	-CN, 	-C(NH2)NOH, 	ORR5, 	OR, 	-0-Alk-COORS, 

-0-Alk-NR5R6, -O-Alk-NR7R8, 	-Alk-OR5, 	-Alk-COOR5, 	-CONR5R6, 	-CO-NR5-0R6, 

-CO-NR5-SO2R7, 	-CONR5-Alk-NR5R6, 	-CONR5-Alk-NR7R8, 	-Alk-NR5R6, 	-NR5R6, 

-NC(0)N(CH3)2, 	-CO-Alk, 	-00(0A1k)n0H, 	-COO-Alk-NR5R6, 	-COO-Alk-NR7R8 	and 

5-membered heteroaryl groups, said heteroaryl groups being optionally substituted with one or 

more 	groups 	selected 	from 	halogen 	atoms 	and 	alkyl, 	-CF3, 	-CN, 	-COOR5, 	-Alk-OR5, 

-Alk-COOR5, 	-CONR5R6, 	-CONR7R8, 	-CO-NR5-0R6, 	-CO-NR5-SO2R6, 	—NR5R6 	and 

-Alk-NR5R6  groups, or with a hydroxyl group-or-with an oxygen-atom, 

n is an integer ranging from Ito 3, 

R2 represents: 

a hydrogen atom, 
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an alkyl group, 

a phenyl group optionally substituted with one or more alkyl groups, 

- 	R3 and R4 together form, with the carbon atoms of the phenyl nucleus to which they are 

attached, a 6-membered nitrogenous heterocycle corresponding to one of formula (A), (B) or (C) 

below: 

o 	 0 	 0 
z 	 -i 
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Ra 	

-,..,..._____.,..... 

	

Rh 	 - Rc  
..,„ 	" 

N 

rfrr'N'N .----- 0'Jr  r
i-rNRb' 

"--.N.-----R c' 
RI, 	 R„ 

(A) 	 (B) 	 (C) 

in which the wavy lines represent the phenyl nucleus to which R3 and R4 are attached and: 

Ra  represents a hydrogen atom or an alkyl, haloalkyl, -Alk-CF3, -Alk-COOR5, 

I 
-Alk'-COOR5  , -Alk-CONR5R6, -Alk'-CONR5R6, -Alk-CONR7R8, -Alk-NR5R6, -AlkCONR5-0R6, 

-Alk-NR7R8, 	-Alk-cycloalkyl, 	-Alk-O-R5, 	-Alk-S-R5, 	-Alk-CN, 	-0R5, 	-OAIkCOOR5, 	-NR5R6, 

-NR5-COOR6, -Alk-aryl, -Alk-O-aryl, -Alk-O-heteroaryl, -Alk-heteroaryl or heteroaryl group, where 

the aryl or heteroaryl group is optionally substituted with one or more halogen atoms and/or alkyl, 

cycloalkyl, -CF3, -OCF3, -O-R5 or -S-R5  groups, 

R.,  represents a hydrogen atom or a linear, branched, cyclic or partially cyclic alkyl 

group, or an -Alk-OR5, -Alk-NR5R6  or -Alk-NR7R8  group, Ra. being optionally substituted with one 

or more halogen atoms, 

Rb represents a hydrogen atom or an alkyl or -Alk-COOR5  group, 

Rb' represents a hydrogen atom or an alkyl, haloalkyl, cycloalkyl, phenyl or -Alk- 

COOR5  group, 

Rc  represents a hydrogen atom or an alkyl, -CN, -COOR5, -CO-NR5R6, -CONR7R8, 

-CO-NR5-Alk-NR5R6, -CONR5-Alk-OR5, -CONR5SO2R5, -Alk-aryl, a heteroarvl or -Alk-heteroaryl 

group, where the aryl or heteroaryl group is optionally substituted with one or more halogen atoms 

and/or alkyl, cycloalkyl, -CF3, -OCF3, -0-alkyl or -S-alkyl groups, 

Re represents a hydrogen atom or an alkyl group, 

Re. 	represents 	a 	hydrogen 	atom 	or an 	alkyl, 	alkenyl, 	haloalkyl, 	cycloalkyl, 

-Alk-NR5R6, -Alk-NR7R8, -Alk-OR5  or -Alk-SR5  group, 
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R5 and R6, which may be identical or different, represent hydrogen atoms, haloalkyl groups 

I
3 

or alkyl groups, 

R7 

groups, 

contain a 

Alk 

2. 	The 

administered 

radiotherapy 

medicament 

occur following 

vascular 

fibroses, 

cell 	acanthoma, 

(thanatophoric 

Alk' 

optionally 

optionally 

Use 

cycloalkyl groups or an Ms group, 

and R8, which may be identical or different, represent hydrogen atoms or alkyl or phenyl 

or else R7 and R8 together form a 3- to 8-membered saturated ring which can optionally 

heteroatom, 

represents a linear or branched alkylene chain, and 

represents a linear, branched, cyclic or partially cyclic alkylene chain, 

in the form of a pharmaceutically acceptable salt thereof; 

in combination with one or more suitable inert excipients. 

use according to claim 	1, wherein the 	pharmaceutical 	composition 	is to be 

	

in combination with one or more anticancer active 	ingredient(s) and/or with 

and/or with any anti-vascular endothelial growth factor (VEGF) treatment. 

the 	 defined in 	1, in the of 	a pharmaceutical composition as 	claim 	manufacture of a 

wherein 

for the treatment of cardiovascular diseases, diseases related to complications that 

the implantation of endovascular stents and/or aortocoronary bypasses or other 

grafts, cardiac hypertrophy, vascular complications of diabetes, liver, kidney and lung 

neuropathic pain, chronic inflammatory diseases, prostatic hyperplasia, psoriasis, clear 

osteoarthritis, 	achondroplasias 	(ACH), 	hypochondroplasias 	(HCH), 	TD 

dysplasia), obesity, and macular degeneration, in a patient in need thereof.; 

the pharmaceutical composition comprises, as an active ingredient, a compound 

of formula (I): 

--„,, 	N 	/ 
	Ra 

(I) 

O 

wherein: 

R1 represents 

a hydrogen or halogen atom, 

an alkyl group optionally substituted with --COORa, 

an alkenyl group optionally substituted with --COORS, 

a -COORS  or -CONR5R6 group, 

an -NR5COR6  or -NR5-SO2R6 group, 
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an -OR, -O-Alk-OR5, -0-Alk-COORS, -O-Alk-NR5R6 or -0-Alk-NR7R6group 

substituted 

or 

an aryl group, or a heteroaryl group, said aryl or heteroaryl group being optionally 

with one or more groups selected from: halogen atoms, alkyl groups, cycloalkvi groups, 

-COOR5, 	-CF3, 	-0CF3, 	-CN, 	-C(NH JNOH, 	-0R5, 	-0-Alk-COOR5, 

-0-Alk-NR5R6, 	-0-Alk-NR7R8, 	-Alk-OR5,, 	-Alk-COOR5, 	-CONR5R6, 	-CO-NR5-ORQ, 

-CO-NR5-S0aR7 	-CONR5-Alk-NR5R6, 	-CONR5-Alk-NR7R8, 	-Alk-NR5R6,, 	-NR5RE, 

-NC(0)N(CH3)2, 	-CO-Alk, 	-00(0A1k) OF, -NR5R6, 	-000-Alk-NR7R8 	and.  

5-membered heteroaryl groups, said heteroaryl groups being optionally substituted with one or 

more 	groups 	selected 	from 	halogen 	atoms 	and 	alkyl, 	-CFA -CN, -COORS, 	-Alk-ORS  

-Alk-COORS, 	-CONR5R6 	-CONR R: 	-CO-NR5-0R6 	-CO-NR5-SO R, 	—NR5R6 	and 

-Alk-NR5R6 groups, or with a hydroxyl group, 

which they are 

R2 

n is an integer ranging from Ito 3, 

represents: 

substituted with one or more alkyl groups, 

attached, 

a hydrogen atom, 

an alkyl group, 

a phenyl group optionally 

- R3 and R4 together form, with the carbon atoms of the phenyl nucleus to 

a 6-membered nitrogenous heterocycle corresponding to one of formula (A), (B) or (C) 

below: 
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I Re, 

(C) 

R c.  

in which the wavy lines represent the phenyl nucleus to which R3 and R4 are attached and: 

Ra  represents a hydrogen atom or an alkyl, haloalkyl, -Alk-CF3, -Alk-COOR5, 

-Alk'-COORS  , -Alk-CONR5RQ, -Alk'-CONR5R6 -Alk-CONR7R8, -Alk-NR5R6, -AIkCONR5-0R6, 

-Alk-NR7RA, 	-Alk-cycloalkyl, 	-Alk-O-R, 	-Alk-S-R5_, 	-Alk-CN, 	-0R5, 	-OAIkCOOR5, 	-NR5R6, 

-NR5-COOR6 -Alk-aryl, -Alk-0-aryl, -Alk-O-heteroaryl, -Alk-heteroaryl or heteroaryl group, where 

the aryl or heteroaryl group is optionally substituted with one or more halogen atoms and/or alkyl, 

oVcloalkyl, -CFa, -OCF3 -O-R or -S-R5 groups, 
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Ra. represents a hydrogen atom or a linear, branched, cyclic or partially cyclic alkyl 

group, or an -Alk-OR5, -Alk-NR5R6 or -Alk-NR7R8  group, Ra' being optionally substituted with one 

or more halogen atoms, 

Rb represents a hydrogen atom or an alkyl or -Alk-COOR5 group, 

Rb represents a hydrogen atom or an alkyl, haloalkyl, cycloalkyl, phenyl or -Rift 

COORS group, 

Rc  represents a hydrogen atom or an alkyl, -CN, -COOR5, -CO-NR5R6, -CONR7R8, 

-CO-NR5-Alk-NR5R6, -CONR5-Alk-OR5,_-CONR5S02R5, -Alk-aryl, a heteroaryl or -Alk-heteroaryl 

group, where the aryl or heteroaryjgrogp is optionally substituted with one or more halogen atoms 

and/or alkyl, cycloalkyl, -CF.a, -OCF3, -0-alkyl or -S-alkyl groups, 

Rc. represents a hydrogen atom or an alkyl group, 

Re, 	represents 	a 	hydrogen 	atom 	or an 	alkyl, 	alkenyl, 	haloalkyl, 	cycloalkyl, 

-Alk-NR5R6, -Alk-NR7Rg -Alk-OR§ or -Alk-SR5 group, 

R5 and Rs, which may be identical or different, represent hydrogen atoms, haloalkyl groups 

or alkyl groups, cycloalkyl groups or an Ms group, 

R and k which may be identical or different, represent hydrogen atoms or alkyl or phenyl 

groups, or else R7 and R8 together form a 3- to 8-membered saturated ring which can optionally 

contain a heteroatom, 

Alk represents a linear or branched alkylene chain, and 

Alk' represents a linear, branched, cyclic or partially cyclic alkylene chain, 

optionally in the form of a pharmaceutically acceptable salt thereof; 

optionally in combination with one or more suitable inert excipients. 

4. The use according to claim 1, wherein said cancer is selected from carcinomas which have 

a high degree of vascularization, cancers selected from metastases, melanomas, gliomas, 

lymphomas, leukaemias, and thrombopenias. 

5. The use according to claim 3, wherein the cardiovascular diseases is selected from 

atherosclerosis and post-angioplasty restenosis. 

6. The use according to claim 3, wherein the vascular complications of diabetes is selected 

from diabetic retinopathies. 

7. The use according to claim 3, wherein the chronic inflammatory diseases is selected from 

rheumatoid arthritis and inflammatory bowel disease (IBD). 

8. The use according to claim 3, wherein the macular degeneration is age related macular 

degeneration (ARMD). 


