
CLAIMS 

1. Compound of formula (I): 

R 

--"7""---------,- 

---.......N 	
R2 

(I) 

R4  

O 

5 	in which: 

- R1  represents 

. a hydrogen or halogen atom, 

. an alkyl group optionally sub 	tuted with -COOR5, 

10 . an alkenyl group optionall, substituted with -COOR5, 

. a -COOR5  or -CONR5R, group, 

. an -NR5COR6  or -NR 	02R6  group, 

. an -0R5, -0-AIk-0" , -0-Alk-COOR5, -0-Alk-OR5, -O-Alk-NR5R6  or 

-0-Alk-NR7R8  group 

15 or 

. an aryl grou ., in particular phenyl, or a heteroaryl group, said aryl or 

heteroaryl group being iptionally substituted with one or more groups selected 

from: halogen atoms, 	lkyl groups, cycloalkyl groups, -COOR5, -CF3, -OCF3, -CN, 

-C(NH2)NOH, 	-O' „ 	-0-Alk-COOR5, 	-0-Alk-NR5R6, 	-0-Alk-NR7R8, 	-Alk-O R5, 

20 	-Alk-COOR5, 	-C 0 NR5R6, 	-CO-NR5-0R6, 	-CO-NR5-SO2R7, 	-CON R5-Alk-N R5Re., 

-CONR5-Alk-N '-, R8, -Alk-NR5R6, -NR5R6, -NC(0)N(CH3)2, -CO-Alk, -00(0A1k)n0H, 

-COO-Alk-N -.5R6, 	-000-Alk-NR7R6 	and 	5-membered 	heteroaryl 	groups, 	said 

heteroaryl .coups being optionally substituted with one or more groups selected 

from 	h. ogen 	atoms 	and 	alkyl, 	-CF3, 	-CN, 	-COOR5, 	-Alk-OR5, 	-Alk-COOR5, 

25 	-CON ►  5R6, -CONR7R8, -CO-NR5-0R6, -CO-NR5-SO2R6, -NR5R6  and -Alk-NR6R6  

gro ps, or with a hydroxyl group or with an oxygen atom, 

- 	n is an integer ranging from 1 to 3, 

- 	R2 represents: 

. a hydrogen atom, 
Jib 	 ef1-8-14efreyetkit 	 



. a phenyl group optionally substituted with one or more alkyl ,roues, 

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

which they are attached, a 6-membered nitrogenous heterocycle cr responding to 

5 one of formula (A), (B) or (C) below: 

0 	 0 	 0  
zRa 	 \..,t

, 
	
,
Rb  

N 'N 

rrrr-NO 

RI , 

(A) 

ifNr 
R b' 

(B) 

N 

(C) 

R. 

10 in which the wavy lines represent t e phenyl nucleus to which R3  and R4  are 

attached and: 

. Ra  represents a hyd 	gen atom or an alkyl, haloalkyl, -Alk-CF3, 

-Alk-COOR5, -Alk'-COOR5  , -Alk-f ONR5R6, -Alk'-CONR5R6, -Alk-CONR7R8, -Alk- 

NR5R6, -AlkCONR5-0R6, -Alk-N" Rs, -Alk-cycloalkyl, -Alk-O-R5, -Alk-S-R5, -Alk-CN, 

15 -0R5, -OAIkCOOR5, -N R5R6, -." R5-COOR6, -Alk-aryl, -Alk-O-aryl, -Alk-O-heteroaryl, 

-Alk-heteroaryl or heteroary group, where the aryl or heteroaryl group is optionally 

substituted with one or 	.re halogen atoms and/or alkyl, cycloalkyl, -CF3, -OCF3, 

-O-R5  or -S-R5  groups, 

. Ra. r- +resents a hydrogen atom or a linear, branched, cyclic or 

20 partially cyclic alk 	group, or an -Alk-OR5, -Alk-NR5R6  or -Alk-NR7R8  group, Ra' 

being optionally 	ubstituted with one or more halogen atoms, 

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

. Rty represents a hydrogen atom or an alkyl, haloalkyl, cycloalkyl, 

phenyl or -Alk-COOR5 group, 

25 . 	Re 	represents 	a 	hydrogen 	atom 	or 	an 	alkyl, 	-CN, 	-COORS, 

-CO 	R5R6, -CO N R7R8, -CO-NR5-Alk-NR5R6, -CON R5-Alk-OR5, -CON R5S02R5, -Alk- 

ar 	or -Alk-heteroaryl group, where the aryl or heteroaryl group is optionally 

ubstituted with one or more halogen atoms and/or alkyl, cycloalkyl, -CF3, -OCF3, 
• 



5 

. 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, 

- R5 and Rs, which may be identical or different, represen hydrogen atoms, 

haloalkyl groups or alkyl groups, cycloalkyl groups oran Ms gr. 	p, 

- R7 and R8, which may be identical or different, rz-sresent hydrogen atoms 

or alkyl or phenyl groups, or else R7 and R8 together arm a 3- to 8-membered 

10 saturated ring which can optionally contain a heteroatfirn, 

- Alk represents a linear or branched alkyl:: 	e chain, and 

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

optionally in the form of a pharmaceu .tally acceptable salt thereof. 

15 

2. Compound according to ' laim 1, in which R1  represents an -0R5, - 

0-Alk-OR5, 	-COOR5 	or -0-Alk-00 4 R5 	group 	or a 	phenyl 	group 	optionally 

substituted with one or more alky or -COOR5  groups, in which R5 represents a 

hydrogen atom or an alkyl gro • containing from 1 to 4 carbon atoms, and Alk 

20 represents an alkylene chain 	•ntaining 1 or 2 carbon atoms, or a heteroaryl group, 

preferably a pyridinyl group. 

3. Compourds according to Claim 1 or 2, in which R1  represents an 

-0R5, -0-Alk-OR5  or 0-AIk-COOR5  group or a phenyl group optionally substituted 

25 with one or more 	yl or -COOR5  groups, in which R5 represents a hydrogen atom 

or a methyl gro 	•, and Alk represents an alkylene chain containing 1 or 2 carbon 

atoms, or a h: eroaryl group, preferably a pyridinyl group. 

4. Compounds of formula (I) according to Claims 1 to 3, in which R2 

30 repres: is an alkyl group containing from 1 to 4 carbon atoms or a phenyl group. 

5. Compounds of formula (I) according to any one of Claims 1 to 4, in 

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

: 	 - 	. • 	: 	 2 	2 . 2 2 • 2 • 



one of formula (A), (B) or (C) defined above and in which: 

. Ra  represents a hydrogen atom or an alkyl or haloalkyl, -0R5 	-Alk-OR5, 

-Al k'-COOR5, -NR5R6, -Al k-N R7R8, -Alk-CN, -NR5-COOR6, -Alk'-CO-NR 	6, -Alk-CO- 

NR5-0R6  or -0-Alk-COORS  group, or a heteroaryl, -Alk-heteroaryl or -Alk-aryl group 

5 

10 

in which the aryl or heteroaryl group is optionally substituted wit 	n alkyl group or 

a halogen atom, 

. Ra'  represents a hydrogen atom or an alkyl or -Alk-O" 5 group, 

. Rb represents a hydrogen atom or an alkyl or -Alk-r 00R5  group, 

. Rb,  represents a hydrogen atom or an alkyl, halo lkyl or -Alk-COORS  group, 

. Rc  represents a hydrogen atom or an alkyl -COORS, CN, -CO-NR5R6  or 

-CO-NR7R8  group, a heteroaryl or an Alk-heteroary 

. Rc. represents a hydrogen atom or an al 	I group, 

• Re. represents a hydrogen atom or an 	lkyl or alkenyl group, 

. said alkyl or alkenyl groups menu". 	ed above contain from 1 to 4 carbon 

15 atoms, 

. R5 and R6 represent hydrogen :toms or alkyl or haloalkyl groups, said alkyl 

and haloalkyl groups containing fro 	1 to 4 carbon atoms, 

. R7 and R8 represent hydrogen atoms or alkyl groups containing from 1 to 

20 

4 carbon atoms, or together fo 	a 5- or 6-membered saturated ring, 

. Alk represents a linear or branched alkylene chain containing from 1 to 

4 carbon atoms, and 

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

containing from 1 to 4 	arbon atoms. 

25 6. C. 	pounds of formula (I) according to Claim 5, in which R3 and R4 

together form 	with the carbon atoms of the phenyl nucleus to which they are 

attached, 	.. 	6-membered 	nitrogenous 	heterocycle 	corresponding to 	either of 

formulae 	A) and (C), the radicals Ra, Ra', Rc, Rc' and Rc" being as defined in 

Claim 

30 

7. Compound of formula (I) according to Claim 5, in which R3 and R4 

ogether form, with the carbon atoms of the phenyl nucleus to which they are 

attached, a 6-membered nitrogenous heterocycle corresponding to formula (C), Rc, 



8. 	Compounds of formula (I) according to any one of C .ims 1 to 5, 

selected from the following compounds: 

2-{6-[(1-methoxy-2-methylindolizin-3-yl)carbony1]-2,4-dioxo-1,4-di 	droquinazolin- 

5 

10 

3(2H)-yI)-N,N'-dimethylacetamide, 

2-{6-[(1-methoxy-2-methylindolizin-3-Acarbony1]-1-methyl-2,4 dioxo-1,4-dihydro-

quinazolin-3(2H)-y1}-N,NI-dimethylacetamide, 

6-[(1-methoxy-2-methylindolizin-3-yl)carbonyl]-3-[(3-met 	1-1,2,4-oxadiazol-5- 

yl)methyl]quinazoline-2,4(1H,3H)-dione, 

3-{3-(2,4-dioxo-3-propy1-1,2,3,4-tetrahydroquinazoli 	6-yl)carbony1}-2-methyl- 

indolizin-1-yl}benzoic acid, 

{6-[(1-methoxy-2-phenylindolizin-3-yl)carbonyl]- ,4-dioxo-1,4-dihydroquinazolin- 

3(2H)-yl}acetic acid, 

Ethyl 	({6[(1-methoxy-2-methylindo 	1 -3-yl)carbonyI]-2,4-dioxo-1,4-dihydro- 

15 quinazolin-3(2H)-yl}oxy)acetate, 

3-amino-6-[(1-methoxy-2-methylindoli 	-3y1)carbonyl]quinazoline-2,4(1H,3H)-

dione, 

6-[(1-methoxy-2-methylindolizin-3 	1)carbonyI]-2-methylquinazolin-4(3H)-one, 

3-{2-methyl-3-[(2-methyl-4-oxo- ,,4-dihydroquinazolin-6-yl)carbonyl]indolizin-1-y1)- 

20 benzoic acid, 

6-{[1(2-methoxyethoxy)-2- . ethylindolizin-3-yl]carbony1}-3-propylquinazoline- 

2,4(1H,3H)-dione, 

6-[(1-methoxy-2-meth 	indolizin-3-yl)carbonyl]-1-methyl-4-oxo-1,4-dihydroquinoline- 

25 

3-carboxylic acid, 

6-[(1-methoxy-2- 	ethylindolizin-3-yl)carbony1]-2-methyl-4-oxo-1,4-dihydroquinoline- 

3-carboxylic ad , 

6-[(1-methox 	2-methylindolizin-3-yl)carbonyl]-N-methy1-4-oxo-1,4-dihydro-

quinoline-3 carboxamide, 

N-1-dim 	hy1-6-[(2-methylindolizin-3-yl)carbonyl]-4-oxo-1,4-dihydroquinoline-3- 

30 carbo 	mide, 

N-1- imethy1-6-{[2-methy1-1-(pyridin-4-ypindolizin-3-yl]carbony1)-4-oxo-1,4-dihydro- 

q 	noline-3-carboxamide hydrochloride. 

• 2. ■ Me Ifrib 4 6 of 	(I) according_tazay_  



one of Claims 1 to 7 in which R3 and R4 together form, with the carbon atom 	of the 

phenyl nucleus to which they are attached, a 6-membered nitrogenous he =rocycle 

5 

corresponding to formula (A), R1  represents an -0R5, -0-Alk-OR5, -CO.'S, -0-Alk-

COOR5, -0-Alk-OR5, O-Alk-NR5R6  or -O-Alk-NR7R8  group, and R2 is .s defined in 

Claim 1, characterized in that: 

- the compound of formula (II) 

IR, 
--- 

`,.. 	N 	
Rz 

(II) 

is condensed with the compound of for 	Fla (Ill) 

0 
cloc io  

N 	Ph 
(III) 

10 in order to obtain the compo 	d of formula (IV) 

IR, 
---- 

%-.... 	N 	/ 

Ph 
(IV) 

- the compo 	d of formula (IV) is subjected 

reaction in order to obt. n the compound of formula (V): 

to a basic hydrolysis 

FR, 

Alt
R1 	

O 

4101 	OH 

NH2  
(V)  

15 - an esterification of the compound of formula (V) is 

comp. nd of formula (VI) is obtained: 

carried out and the 

R1  
.." 
^-.... 	N 	/ 	

R2 	
O 

O 
IP 	. . 

NH2  

(VI) 



- the compound of formula (VI) is subjected to the action of trip .sgene 

so as to form the isocyanate corresponding to the compound of formul. (VI), and 

then this isocyanate is condensed with an amine of formula RaNH2, • . being as 

defined in Claim 1, in order to obtain the urea of formula (VII), 

R, 
..-"" 	-- 
\ N / 

R2 	
O 

tip 	OMe 

(VII)   
5 R. 

- the compound of formula (VII) is subj,  cted to a cyclization reaction in 

a basic medium, in order to obtain the compoun. of formula (VIII): 

R, 
..--- 

"... 	N 	/ 	R2 	0 
R 

a  
O 	so 	T  

1.1-- .0 

(VIII)  

10 - the compound of for 	la (VIII) is subjected to an alkylation reaction in 

the presence of a base and of a 	alogenated derivative Ra'X, Ra' being as defined 

in Claim 1 and X being a halo. -n.  

10. 	Process for preparing compounds of formula (I) according to any 

15 one of Claims 1 to 7 in 	hich R3 and R4 together form a nitrogenous heterocycle of 

formula (A) and in w 	ch R1  is as defined in Claim 1, with the proviso that R1  does 

not represent one .f the following groups: -0R5, -0-Alk-OR5, -COORS, -0-Alk- 

COOR5, -0-Alk 0% O-AIk-NR5R6  and -O-AIk-NR7R8, R2 being as defined in Claim 

1, characterize+ in that: 

20 - the • ompound of formula (IX) 

..--. 	.-- 
\ N 

(IX)  

is condensed with the compound of forrnota (III) 



O 
CIOC 

Ph 
(III) 

in order to obtain the compound of formula (X) 

..-. 	--- 
N 

o 110 	Ph 

(X) 

- the compound of formula (X) is subjected to . casic hydrolysis reaction in 

5 	order to obtain the compound of formula (XI): 

-- 
,... 	N 	/ 

O 
40 	OH 

NH2  
(XI)  

- an esterification of the com•aund of formula (XI) is carried out and the 

compound of formula (XII) is obtaine,i: 

N / 
LO  

O 	
01 N 

(XII) 

10 - the compou 	• of formula (XII) is reached with N-bromosuccinimide and 

the compound of fo 	ula (XIII) is obtained: 

Br 

I / 

OMe 0  
O 

NH2  

- the compound of formula (XIII) is subjected to the action of triphosgene 

an. the isocyanate corresponding to the compound of formula (XIII) is obtained, 

15 	ich is condensed with an amine of formula RaNH2, Ra  being as defined in 

CfrMtl 	 



Br 

,.,.. 	Nj 	/ 	2 

O 	
116 	OMe 

H 
N 
	0 

Ni  
Ra 	(XIV) 

- the compound of formula (XIV) is subjected to a cyclization reaction in a 

basic medium in order to obtain the compound of for 	la (XV): 

Br 

---- 	.--- 
--, N 1 R2 
	

O 

O Si 
H 

(XV) 

5 - the compound of formula (XV) 	subjected, in the presence of a palladium 

catalyst, of a ligand and of a base: 

. 	to 	a 	reaction 	Ith 	phenylboronic 	or 	heteroarylboronic 	or 

phenylboronate ester or hetero. 	Iboronate ester derivatives according to a Suzuki 

coupling, 

10 	 . or else to a 	.nation reaction with zinc cyanide, followed by an acid 

hydrolysis, 

in order to obtain the ctrnpound of formula (XVI): 

N 

R, 

2 	(0  

A 	
Ra 

N 
O 

N-LO  

(XVI) 

- the compound of formula (XVI) is subjected to an alkylation reaction in 

15 	the p -sence of a base and of a halogenated derivative Ra'X, Ra' being as defined 

in r laim 1 and X being a halogen. 

11. 	Process for preparing the compounds of formula (I) according 

to any one of Claims 1 to 8 in which R3 and R4 together form a nitrogenous 

rw 



-0-Alk-COORS, -0-Alk-OR5, O-AIk-NR5R6  or -O-AIk-NR7R8  group, and R5, R .nd R2 

are as defined in Claim 1, characterized in that: 

- the compound of formula (II): 

R, 

*--, 	N 

(II) 

5 is condensed with the compound of formula (Ill 

one so O  

N 	Ph 
(III) 

in order to obtain the compound of fo 	ula (IV): 

R1  

N / 

O 40 	Ph 
(IV) 

- the compound of f• mula (IV) is subjected to a basic hydrolysis 

10 reaction in order to obtain the GO 	pound of formula (V): 

R, 

6., 	N 	/ 	Rz  

O 
40 	0H 

NH2  
(V) 	 i 

the cop pound (V) is subjected to a condensation reaction in order to 

obtain the corn •Jund (XXI): 

R, 

...... 	N 

O 	
IP  N 

(XXI 

15 - the compound (XXI) is subjected to an alkylation reaction 	in the 

: 	--- - -- 	- . 	: . . : 	. - : 	I 	. 	- . 	: t : • . 	: I 	e : 	. 	. 	- :-. • f ... 	'ffi'Ciin- 
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10 

15 

87 

Claim 1 and X being a halogen, or of a protective group, and the comp ,und of 

formula (XXII) is obtained: 

R, 

../ 

N 

IP 

P or Re  
(XXII) 

- the compound (XXII) is subjected to a con. - nsation reaction with a 

malonic derivative in order to obtain the compound of fo 	ula (XXIII): 

R, 

...--- 
R. •-... 	N 	/ 

 

O 	lip 	NIN  
1 

P ,or Rc.. 

(XXIII) 

in which Rc' and Rc are defi r z.c1 in Claim 1, 

- the compound 	of for ,ula 	(XXIII) is subjected 	to a 	deprotection 

reaction. 

12. 	Process or preparing the compounds of formula (I) according 

to any one of Claims 1 to 8 in which R3 and R4 together form a nitrogenous 

heterocycle of formula 	r), R1  represents an aryl or heteroaryl group, optionally 

substituted with one o more alkyl, -0R5, NR5R6  or -COORS  groups, Rc' preferably 

represents an alkyl, -c" R5, R6 and R2 being defined in Claim 1, characterized in 

that: 

- th - compound of formula (IX): 

----- 
Ra .N, 	N / 

(IX) 

is condensed with the compound of formula (III): 

CIOC 

20 



in order to obtain the compound of formula (X): 

---- 
N., N / 

R2 	
O 

Om 

(X) 

- the compound of formula (X) is subjected to a basic hydrolysis 

reaction in order to obtain the compound of formula (XI): 

---... 	N 	/ 	R2  

0 
io 	OH 

NH2  
5 (XI) 

- an esterification of the compound • formula (XI) is carried out and the 

compound of formula (XII) is obtained: 

--- 
•••:.-,.....„...N 	/ 	2  

r--"-)LOMe 
O 

.-.'"--- NH2  
(XII) 

- the compound of fo 	ula (XII) is reacted with N-bromosuccinimide and 

10 	the compound of formula (XIII is obtained: 

Br 
--- 

N., 	N 	/ 	2  

0 
40 	We 

NH, 

- th • 	compound 	of formula 	(XIII) is subjected 	to a 	saponification 

reaction in a b. sic medium in order to obtain the compound XVIII: 

Br 

er  N / 	COOH 

O 	* NH2  

(XVIII) 

15 - the compound (XVIII) is subjected to a condensation reaction in order to 

obtain the cornpni ndl (XXM• 



8 	 

Br 
..-'' 
--.,.. 	N 	/ 

O 	11P N 
H 

(XXIV) 

- the compound of formula (XXIV) is subjected to an . kyiation reaction in 

the presence of a base and of a halogenated derivative Rc" ', Re" being as defined 

in Claim 1 and X being a halogen, or of a protective gro •p in order to obtain the 

5 	compound of formula (XXV): 

Br 
I -- O 
--...,_ 	N 	/ 

o o IP 
P or R0.. 

(XXV) 

- the compound of formula (XXV 	is subjected to a condensation reaction 

with a malonic derivative in order to ob J in the compound of formula (XXVI): 

Br 
..," 
--.., 	N 	/ 

O 	IP N 

P or F. 

(XXVI)  

10 in which Rc' and -„ are as defined in Claim 1, 

- the compo nd of formula (XXVI) is subjected, in the presence of a 

palladium catalyst, if a ligand and of a base, to a reaction with phenylboronic or 

heteroarylboronii or phenylboronate ester or heteroarylboronate ester derivatives 

according to a 	uzuki coupling, in order to obtain the compound of formula (XXVII): 

R1  

f N / 

O 	
\ 	

R. 

ril  

15 

P ou R, 

(XXVII)  

„ 	 t ......otaelion reaction. 
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13. 	Process for preparing the compounds of formula (I 1 ccording 

to any one of Claims 1 to 7, in which R3 and R4 together form - nitrogenous 

heterocycle of formula (C), where Rc' represents a hydrogen, Rc a . Rc" being as 

5 defined in Claim 1, and R1  represents hydrogen or an -0R5, -0-i 	-0R5, -COORS, - 

0-Alk-COOR5, -0-Alk-OR5, O-Alk-NR5R6  or -0-Alk-NR7R5  grou'i being as defined in 

Claim 1, characterized in that: 

- the compound of formula (II): 

R, 

R2 --, 	N 

(II) 

10 is condensed with 4-nitrobenzo 	acid chloride and the compound of 

formula (XXVIII) is obtained: 

R1  

..--- 

',..., 	N 	/ 

O 	It NO, 

(XXV 	) 

- the compouns of formula (XXVIII) is subjected to a reaction in the presence 

15 of iron and of aceti 	. cid and the compound of formula (XXIX) is obtained: 

R 

f R2 

O 	 NH2  

(XXIX) 

- the compound of formula (XXIX) is subjected to a condensation 

a 



gl 

•-, 	N 	/ 	
R2 	

Re 

O 
0  N 

(XXX) 

- the compound of formula (XXX) is subjected to an :lkylation reaction 

in the presence of a halide Rc"X, Rc" being as defined in CI. m 1 and X being a 

halogen, and in the presence of a base. 

5 

14. Pharmaceutical composition cont. ning, as active ingredient, 

a compound of formula (I) according to any one o 	Claims 1 to 8, optionally in 

combination with one or more suitable inert excipie 	s. 

10 15. Compound according t., any one of Claims 1 to 8, for use 

thereof in the treatment and prevention . 	diseases requiring a modulation of 

b-FGFs. 

16. Compound ac •rding to any one of Claims 1 to 8, for use 

15 	thereof in the treatment and prey: tion of cancers, in particular carcinomas which 

have a high degree of vascular ation, such as lung, breast, prostate, pancreatic, 

colon, kidney and oesopha. • al carcinomas, cancers which induce metastases, 

such as colon cancer, IN: 	cancer and stomach cancer, melanomas, gliomas, 

lymphomas, leukaemias, .:nd also thrombopenias. 

20 

17. Co 'pound according to Claim 16, for use thereof in combination 

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

with any anti-V 	F treatment. 

25 18. Compound according to any one of Claims 1 to 8, for use thereof 

in 	the reatment 	and 	prevention 	of 	cardiovascular 	diseases, 	such 	as 

athero 	lerosis or post-angioplasty restenosis, diseases related to complications 

that occur following the implantation of endovascular stents and/or aortocoronary 

by6asses or other vascular grafts, cardiac hypertrophy, vascular complications of 

30 	• abates, 	such 	as 	diabetic 	retinopathies, 	liver, 	kidney 	and 	lung 	fibroses, 



neuropathic pain, chronic inflammato 	• - 	ases, such as rheumatoid arthritis or 

IBD, 	prostatic 	hyperplasia 	• oriasis, 	clear 	cell 	acanthoma, 	osteoarthritis, 

achondroplasias 	e •- - , hypochondroplasias (HCH), TD (thanatophoric dysplasia), 

obesit, 	d macular degeneration, such as age-related macular degeneration 

5 	An) 
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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): 

..." 
R 

 RZ 	

3 
-•:.z.z..

,.,7_, 	/ (I) 

R4  
O 

wherein: 

Ri represents 

a hydrogen or halogen atom, 

an alkyl group optionally substituted with -COOR5, 

an alkenyl group optionally substituted with -COOR5, 

a -COOR5  or -CONR5R6  group, 

an -NR5COR6  or -NR5-SO2R6 group, 

an -0R5, -O-Alk-OR5, -0-Alk-COOR5, -0-Alk-OR5, -0-Alk-NR5R6  or -0-Alk- 

NR7R5  group 

or 

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

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

groups, -COOR5, -CF3, -OCF3, -CN, -C(NH2)NOH, -ORR5, -0-Alk-COOR5, -0-Alk-NR5R6, -0- 

Alk-NR7R5, -Alk-OR5, -Alk-COOR5, -CONR5R6, -CO-NR5-0R6, -CO-NR5-SO2R7, -CONR5-Alk- 

NR5R6, 	-CONR5-Alk-NR7R5, 	-Alk-NR5R6, 	-NR5R6, 	-NC(0)N(CH3)2, 	-CO-Alk, 	- 

C0(0A1k)n0H, -000-Alk-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, 	-CF3, 	-CN, 	-COOR5, 	-Alk-OR5, 	-Alk-COOR5, 	-CONR5R6, 	- 

CONR7R5, -CO-NR5-OR6, -CO-NR5-SO2R6, -NR5R6 and -Alk-NR5R6  groups, or with a hydroxyl 

group or with an oxygen atom, 

n is an integer ranging from 1 to 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: 

0 	 0 0 
R 	 - 

7  3 \\....,,,,, 
N 

Rbb 
N.../ iRc  

O 	
rixr'''N"R 

Ra, 
b' 

Rd  
f
j-rNIRc, 

(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, - 

Alk'-COOR5  , -Alk-CONR5R6, -Alk'-CONR5R6, -Alk-CONR7R5, -Alk-NR5R6, -AIkCONR5R6, -Alk- 

NR7R5, -Alk-cycloalkyl, -Alk-O-R5, -Alk-S-R5, -Alk-CN, -0R5, -OAIkCOOR5, -NR5R6, -N R5- 

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, 

Ra' represents a hydrogen atom or a linear, branched, cyclic or partially cyclic 

alkyl group, or an -Alk-OR5, -Alk-NR5R6 or -Alk-NR7R5 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, 	-COORS, 	-CO-NR5R6, 	-CONR7R5, 	-CO-NR5-Alk-NR5R6, 	-CONR5-Alk-OR5, 	- 

CONR5S02R5, -Alk-aryl 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-NR7R5, -Alk-OR5  or -Alk-SR5 group, 
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R5 and R8, which may be identical or different, represent hydrogen atoms, haloalkyl 

groups or alkyl groups, cycloalkyl groups or an Ms group, 

R7 and R8, 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. 

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

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

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

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

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

that occur following the implantation of endovascular stents and/or aortocoronary bypasses or 

other vascular grafts, cardiac hypertrophy, vascular complications of diabetes, liver, kidney 

and lung fibroses, neuropathic pain, chronic inflammatory diseases, prostatic hyperplasia, 

psoriasis, clear cell acanthoma, osteoarthritis, achondroplasias (ACH), hypochondroplasias 

(HCH), TD (thanatophoric dysplasia), obesity, and macular degeneration, in a patient in need 

thereof. 

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). 


