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CLAIMS

1. Compound of formula (I):

in which:

- Rq represents
. a hydrogen or halogen atom,

. an alkyl group optionally subglituted with -COORs,

. an -ORs, -O-Alk-O
-O-Alk-NR7Rg group

or

5, -O-Alk-COORs, -O-Alk-ORs, -O-Alk-NRsRg or

. an aryl groug, in particular phenyl, or a heteroaryl group, said aryl or
heteroaryl group being 6ptionally substituted with one or more groups selected
from: halogen atoms, /Alkyl groups, cycloalkyl groups, -COORs, -CF3, -OCF3, -CN,
-C(NH2)NOH, -ORg, -O-Alk-COORj;, -O-Alk-NRsRs, -O-Alk-NR;Rs, -Alk-ORs,
-Alk-COORs, -C@ONRsRg, -CO-NRs-ORg, -CO-NR5-SO,R;, -CONRs-Alk-NRsRg,
-CONRs-Ak-NR4Rg, -Alk-NRsRg, -NRsRs, -NC(O)N(CHj3),, -CO-Alk, -CO(OAIk),QH,
-COO-Alk-NR;Rg, -COO-Alk-NR;Rs and 5-membered heteroaryl groups, said
heteroaryl
from halogen atoms and alkyl, -CF3 -CN, -COORs, -Alk-ORs, -Alk-COORs,
-CONR3Rg, -CONR7Rg, -CO-NRs-ORg, -CO-NRs-SO,Rs, —NRsRs and -Alk-NRsRg

groups, or with a hydroxyl group or with an oxygen atom,

roups being optionally substituted with one or more groups selected

- n is an integer ranging from 1 to 3,
- Ry represents:

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

- Rs and R4 together form, with the carbon atoms of the phenyl nucleus to
which they are attached, a 6-membered nitrogenous heterocycle cgfresponding to

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

0
N/Ra =
e |
N~ ~Oo N~ R,
Rl rl,
(A) (C)

in which the wavy lines represent thfe phenyl nucleus to which R; and R, are
attached and:

. Ra represents a hydpbgen atom or an alkyl, haloalkyl, -Alk-CF3,
-Alk-COORs, -Alk'-COORs , -Alk-ZONRsRs, -Alk'-CONRsRs, -Alk-CONR;Rs, -Alk-
NRsRs, -AIkCONRs-ORs, -Alk-NR4Rg, -Alk-cycloalkyl, -Alk-O-Rs, -Alk-S-Rs, -Alk-CN,
-ORs, -OAIKCOORs, -NRsRs, -MRs-COORs, -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 mbre halogen atoms and/or alkyl, cycloalkyl, -CF3, -OCF3,
-O-Rs or -S-Rs groups,

. Ra represents a hydrogen atom or a linear, branched, cyclic or
partially cyclic alkyl group, or an -Alk-ORs, -Alk-NRsR¢ or -Alk-NR;Rg group, Ra
being optionally gubstituted with one or more halogen atoms,

/R, represents a hydrogen atom or an alkyl or -Alk-COOR;5 group,

. Ry represents a hydrogen atom or an alkyl, haloalkyl, cycloalkyl,
phenyl or/~Alk-COORs5 group,

R: represents a hydrogen atom or an alkyl, -CN, -COORs,
-CO-NRsRs, -CONR7Rs, -CO-NRs-Alk-NRsRs, -CONRs-Alk-ORs, -CONRsSO,Rs5, -Alk-
agy/or -Alk-heteroaryl group, where the aryl or heteroaryl group is optionally

/ubstituted with one or more halogen atoms and/or alkyl, cycloalkyl, -CFs, -OCFs3,

-O-alkylor—S-alkyl-groups,— = == SR
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. Re represents a hydrogen atom or an alkyl group, /
/
. Re represents a hydrogen atom or an alkyl, alkenyl/ haloalkyl,

cycloalkyl, -Alk-NR;sRg, -Alk-NR7Rg, -Alk-OR;5 or -Alk-SR5 group,

- Rs and Rg, which may be identical or different, represeny/hydrogen atoms,
haloalkyl groups or alkyl groups, cycloalkyl groups or:an Ms gr

- R7 and Rs, which may be identical or different, rgpresent hydrogen atoms
or alkyl or phenyl groups, or else R; and Rgtogether/form a 3- to 8-membered
saturated ring which can optionally contain a heteroatgm,

- Alk represents a linear or branched alkylghe chain, and
- AlK’ represents a linear, branched, cyclit or partially cyclic alkylene chain,

optionally in the form of a pharmaceulically acceptable salt thereof.

2. Compound according to
O-Alk-ORs, -COOR5; or -O-Alk-CO@Rs group or a phenyl group optionally

substituted with one or more alkyl or -COORs groups, in which Rs represents a

laim 1, in which R¢ represents an -ORs, -

hydrogen atom or an alkyl grouyf containing from 1 to 4 carbon atoms, and Alk
represents an alkylene chain ¢éntaining 1 or 2 carbon atoms, or a heteroary! group,

preferably a pyridinyl group.

3. Compougds according to Claim 1 or 2, in which R, represents an

-ORs, -O-Alk-ORs or /0-Alk-COORs5 group or a phenyl group optionally substituted

with one or more al‘lf:/yl or -COORs groups, in which Rs represents a hydrogen atom

or a methyl groyp, and Alk represents an alkylene chain containing 1 or 2 carbon
atoms, or a heleroaryl group, preferably a pyridinyl group.

/ Compounds of formula (I) according to Claims 1 to 3, in which R,

4
repre%s an alkyl group containing from 1 to 4 carbon atoms or a phenyl group.

/
/
K o) Compounds of formula () according to any one of Claims 1 to 4, in

)/hlch Rs and R4 together form, with the carbon atoms of the phenyl nucleus to

thuethey- are-attached-a-6-membered-nitrogencus-heterccycle-corresponding-te-
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one of formula (A), (B) or (C) defined above and in which: z

. Ra represents a hydrogen atom or an alkyl or haloalkyl, -ORi,/,/’:AIk-ORs,
-Alk’-COORs, -NRsRs, -Alk-NR7Rg, -Alk-CN, -NRs-COOR, -AIk’-CO-NR{gRr,-, -Alk-CO-
NRs-ORg or -O-Alk-COORs group, or a heteroaryl, -Alk-heteroaryl oyfAlk-aryI group
in which the aryl or heteroaryl group is optionally substituted with/an alkyl group or

a halogen atom,

. Rev represents a hydrogen atom or an alkyl or alkenyl group,

. said alkyl or alkenyl groups mentigned above contain from 1 to 4 carbon
atoms, /
. Rs and Rg represent hydrogen/éfioms or alkyl or haloalkyl groups, said alkyl
and haloalkyl groups containing fr(:?/1 to 4 carbon atoms,

. Rz and Rg represent hydrogen atoms or alkyl groups containing from 1 to

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

. Alk represents a lingar or branched alkylene chain containing from 1 to
4 carbon atoms, and
. Alk’ represents 4 linear, branched, cyclic or partially cyclic alkylene chain

containing from 1 to 4,/carbon atoms.

6. C

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

npounds of formula (l) according to Claim 5, in which R; and Ry

attached, 6-membered nitrogenous heterocycle corresponding to either of

formulae fA) and (C), the radicals Ra, Ra’, Rc, Rc¢’ and Rc” being as defined in

 SC Compound of formula (I) according to Claim 5, in which Rz and Ry
4

_,t’E)gelher form, with the carbon atoms of the phenyl nucleus to which they are

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

f—Re-and-Re™being-as-defined-in-Claimdr— —— S—
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8. Compounds of formula (l) according to any one of Cjaims 1 to 5,

selected from the following compounds:

2-{6-[(1-methoxy-2-methylindolizin-3-yl)carbonyl]-2,4-dioxo-1,4-di
3(2H)-yI}-N,N'-dimethylacetamide,
2-{6-[(1-methoxy-2-methylindolizin-3-yl)carbonyl]-1-methyl-2,4~dioxo-1,4-dihydro-
quinazolin-3(2H)-yl}N,N'-dimethylacetamide,
6-[(1-methoxy-2-methylindolizin-3-yl)carbonyl]-3-[(3-meth¥l-1,2,4-oxadiazol-5-
yhmethyllquinazoline-2,4(1H,3H)-dione,
3-{3-(2,4-dioxo-3-propyl-1,2,3,4-tetrahydroquinazolin~6-yl)carbonyl}-2-methyl-
indolizin-1-yl}benzoic acid,
{6-[(1-methoxy-2-phenylindolizin-3-yl)carbonyl]-
3(2H)-yl}acetic acid,

Ethyl ({6-[(1-methoxy-2-methylindoli
quinazolin-3(2H)-yl}oxy)acetate,

,4-dioxo-1,4-dihydroquinazolin-
in-3-yl)carbonyl]-2,4-dioxo-1,4-dihydro-
3-amino-6-[(1-methoxy-2-methylindolizin-3yl)carbonyl]quinazoline-2,4(1H,3H)-
dione,
6-[(1-methoxy-2-methylindolizin-3-41)carbonyl]-2-methylquinazolin-4(3H)-one,
3-{2-methyI-3-[(2-methyl-4-0x0-’6{4-dihydroquinazolin-6-yl)carbonyl]indolizin-1-yI}-

benzoic acid,

6-{[1(2-methoxyethoxy)-2-niethylindolizin-3-yl]carbonyl}3-propylquinazoline-
2,4(1H,3H)-dione,
6-[(1-methoxy-2-methylindolizin-3-yl)carbonyl]-1-methyl-4-oxo-1,4-dihydroquinoline-
3-carboxylic acid, /

6-[(1 -methoxy-2-n/réthylindolizin-3-y|)carbonyl]-2-methy|-4-oxo-1 .4-dihydroquinoline-

3-carboxylic aci
6-[(1-methox

quinoline-3/carboxamide,

~2-methylindolizin-3-yl)carbonyl]-N-methyl-4-oxo-1,4-dihydro-
N-1-dimethyl-6-[(2-methylindolizin-3-yl)carbonyl]-4-oxo-1,4-dihydroquinoline-3-

carboxamide,

N-1;j:ethyl-6-{[2—methyl-1 -(pyridin-4-yl)indolizin-3-yl]carbonyl}-4-oxo-1,4-dihydro-
Q}t{ﬁoline-B-carboxamide hydrochloride.

f/

gr————PFQGQSS-JEBF-pIEMMQ—m compounds-offarmula(l)-according to.any.



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

pheny! nucleus to which they are attached, a 6-membered nitrogenous heferocycle

corresponding to formula (A), Ry represents an -ORs, -O-Alk-ORs, ~-COOR;, -O-Alk-

COOR;s, -O-Alk-ORs5, O-Alk-NRsRs or -O-Alk-NR;Rs group, and R; is/as defined in
5  Claim 1, characterized in that:

~ the compound of formula (ll)
R1
N
SN~ R

(n
is condensed with the compound of formtla (lll)

10
15 - an esterification of the compound of formula (V) is carried out and the
compatind of formula (V1) is obtained:
R1
7 N
X IL// Re
i N
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- the compound of formula (VI) is subjected to the action of triphtosgene
(VI), and

. being as

so as to form the isocyanate corresponding to the compound of formul

then this isocyanate is condensed with an amine of formula R,NH,,

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

VI N

(VI
10 - the compound of formfila (VINI) is subjected to an alkylation reaction in
the presence of a base and of a halogenated derivative Ra’X, Ra’ being as defined

in Claim 1 and X being a halo

10.  Process for/ preparing compounds of formula () according to any
15  one of Claims 1 to 7 in ywhich Rs and R4 together form a nitrogenous heterocycle of
formula (A) and in which R4 is as defined in Claim 1, with the proviso that Ry does
not represent one /of the following groups: -ORs5, -O-Alk-ORs, -COORs, -O-Alk-
COORs, -O-Alk-OR5, O-Alk-NR3sRs and -O-Alk-NR;Rs, R, being as defined in Claim
1, characterize

20 - the gompound of formula (1X)

/ (X)

is-cendensedwith-the comnpaund of formulza (LY
S-SOAEONG Wndhe-comp (L)
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{0
in order to obtain the compound of formula (X)

5

10

and’ the isocyanate corresponding to the compound of formula (Xlll) is obtained,

15 /hich is condensed with an amine of formula R,NH;, R, being as defined in
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5 - the compound of formula (XV) is 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 heteroarylboronate ester derivatives according to a Suzuki
coupling,

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

hydrolysis,

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

15 the pyesence of a base and of a halogenated derivative Ra’X, Ra’ being as defined

/ 11. Process for preparing the compounds of formula () according
:’ to any one of Claims 1 to 8 in which R; and R4 together form a nitrogenous
——helerocyele—offormutaA{G)-in-which-R—represents-an—ORs—O0-Alk-ORy. ~-COOR, —



are as defined in Claim 1, characterized in that:

- the compound of formula (l1):

R

N

1

(i
5 is condensed with the compound of formula (Il

O
cioc
@%i
—
N Ph

an

in order to obtain the compound of foymula (IV):

10 pound of formula (V):

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

and-of-a-halogenated-derivalive-Re"XRe-being-as-defined-in.
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Claim 1 and X being a halogen, or of a protective group, and the comp}ﬂmd of
formula (XXII) is obtained:

Ri
O S
2
N 0
o}
0 N
P orR.
(XX1l)

nsation reaction with a
ula (XXI):

- the compound (XXIl) is subjected to a con

5 malonic derivative in order to obtain the compound of fo

PorR,.
(XXIM)

in which R¢’ and Rc¢ are defigled in Claim 1,
- the compound of fornfula (XXII) is subjected to a deprotection
reaction.
10
12. Process for preparing the compounds of formula (1) according
to any one of Claims 1 ¢’ 8 in which R; and R, together form a nitrogenous
heterocycle of formula (Z), Ry represents an aryl or heteroaryl group, optionally
substituted with one o/more alkyl, -ORs, NRsRs or -COORs groups, Rc’ preferably
15  represents an alkyl,

that:

¢” Rs, Rg and Rz being defined in Claim 1, characterized in

- the/compound of formula (IX):

is condensed with the compound of formula (lll):
O

N

CIOC. A
= (0]
TI %

N~ Ph
20 (i
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in order to obtain the compound of formula (X): /

N =
= N%R“ le]

= (0]

2
/N Ph

o |

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

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

\\N/Rz (o]
OH
o)

NH,

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

compound of formula (XIl) is obtained:

10

(XVIIN)

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

ebtain-the compound (XXIV):




Br /
N /
R /
N VR \_Eo\h\
0 ﬁ'(/ N O
H
(XXIV)

- the compound of formula (XXIV) is subjected to an glkylation reaction in
the presence of a base and of a halogenated derivative R."X, R.” being as defined
in Claim 1 and X being a halogen, or of a protective group, in order to obtain the

5  compound of formula (XXV):

XXV

10 in which R¢’ and R, are as defined in Claim 1,
- the compound of formula (XXVI) is subjected, in the presence of a
palladium catalyst, &of a ligand and of a base, to a reaction with phenylboronic or
heteroarylboroni¢/ or phenylboronate ester or heteroarylboronate ester derivatives

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

15 7 (XXVII)
,L——Aum-eemgemndweﬁmm-ulan\tmwgﬁ-wb}ed%t@-a-depr-gtesiigr-l-reaelimn.._—.
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13. Process for preparing the compounds of formula (l1)/according
to any one of Claims 1 to 7, in which R; and R, together form a/nitrogenous

heterocycle of formula (C), where R¢' represents a hydrogen, Rc a

Rc” being as
5 defined in Claim 1, and R, represents hydrogen or an -ORs, -O-AK-ORs, -COORs, -
O-Alk-COORs, -O-Alk-ORs, O-Alk-NRsRs or -O-Alk-NR;Rs groug being as defined in
Claim 1, characterized in that:
- the compound of formula (Il):
R1

e —
SN e

m
10 is condensed with 4-nitrobenzoj¢ acid chloride and the compound of
formula (XXVIIl) is obtained:

15

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

ton-and-the-compound-of-formula-O0X)-s-obtained:
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(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 Claim 1 and X being a

halogen, and in the presence of a base.

14. Pharmaceutical composition containing, as active ingredient,
a compound of formula (I) according to any one of Claims 1 to 8, optionally in

combination with one or more suitable inert excipiepts.

15. Compound according to/any one of Claims 1 to 8, for use
thereof in the treatment and prevention
b-FGFs.

diseases requiring a modulation of

16. Compound acgording to any one of Claims 1 to 8, for use

thereof in the treatment and prevehtion of cancers, in particular carcinomas which
have a high degree of vascularization, such as lung, breast, prostate, pancreatic,
colon, kidney and oesophaggéal carcinomas, cancers which induce metastases,
such as colon cancer, livet cancer and stomach cancer, melanomas, gliomas,

lymphomas, leukaemias, 4nd also thrombopenias.

17. Cmvéound 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,I;}GF treatment.

43 Compound according to any one of Claims 1 to 8, for use thereof
in the /[reatment and prevention of cardiovascular diseases, such as
atheros;élerosis or post-angioplasty restenosis, diseases related to complications
that p’écur following the implantation of endovascular stents and/or aortocoronary

/
bypasses or other vascular grafts, cardiac hypertrophy, vascular complications of
cﬁ%betes, such as diabetic retinopathies, liver, kidney and lung fibroses,



..-/

/

neuropathic pain, chronic inflammator ised@ses, such as rheumatoid arthritis or

IBD, prostatic hyperplasia, —psoriasis, clear cell acanthoma, osteoarthritis,
achondroplasias , hypochondroplasias (HCH), TD (thanatophoric dysplasia),
obesiti d macular degeneration, such as age-related macular degeneration
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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 (1):

(1)

wherein:

R1 represents
a hydrogen or halogen atom,
an alkyl group optionally substituted with —-COORs,
an alkenyl group optionally substituted with ~-COORs,

a -COORs or -CONRsRe group,

an -NRsCORg or -NRs-SO2Rs group,

an -ORs, -O-Alk-ORs, -O-Alk-COORs, -O-Alk-ORs, -O-Alk-NRsRs or -O-Alk-
NR7Rs 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, ~-COORs, -CF3, -OCF3;, -CN, -C(NH2)NOH, -ORRs, -O-Alk-COORs, -O-Alk-NRsRg, -O-
Alk-NR7Rs, -Alk-ORs, -Alk-COORs, -CONRsRs, -CO-NRs-ORs, -CO-NRs-SO2R7, -CONRs-Alk-
NRsRs, -CONR:-Alk-NR7Rs,  -Alk-NRsRs, -NRsRs, -NC(O)N(CHs), -CO-Alk, -
CO(OAIk)nOH, -COO-AIk-NRsRs, -COO-AIk-NR7Rs and 5-membered heteroaryl groups, said
heteroaryl groups being optionally substituted with one or more groups selected from halogen
atoms and alkyl, -CF;, -CN, -COORs, -Alk-ORs, -Alk-COORs, -CONRsRs, -
CONR7Rs, -CO-NR5-ORs, -CO-NRs-SO2Rs, ~NRsRs and -Alk-NRsRs 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,
- Ra and Ry 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 s 0 0
# /Rb Re
A A *
o
T O N Rb- T Rc'
R, Re
(A) (B) (C)

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

Ra represents a hydrogen atom or an alkyl, haloalkyl, -Alk-CF3, -Alk-COORs, -
Alk’-COORs , -Alk-CONRsRs, -Alk’-CONRsRg, -Alk-CONR7Rs, -Alk-NRsRs, -AIKCONRSsRs, -Alk-
NR7Rsg, -Alk-cycloalkyl, -Alk-O-Rs, -Alk-S-Rs, -Alk-CN, -ORs, -OAIKCOORs, -NRsRs, -NRs-
COORs, -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-Rs or -S-Rs groups,

Ra represents a hydrogen atom or a linear, branched, cyclic or partially cyclic
alkyl group, or an -Alk-ORs, -Alk-NRsRe or -Alk-NR7Rs group, Ra being optionally substituted
with one or more halogen atoms,

Ry represents a hydrogen atom or an alkyl or -Alk-COORs group,

Ry represents a hydrogen atom or an alkyl, haloalkyl, cycloalkyl, phenyl or -Alk-
COORs group,

Rc represents a hydrogen atom or an alkyl, -
CN, -COORs, -CO-NRsRs, -CONR7Rs, -CO-NRs-Alk-NRsRg, -CONRs-AIk-ORs -
CONRsSOzRs, -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, -O-alkyl or -S-alkyl groups,

R¢ represents a hydrogen atom or an alkyl group,

Rc represents a hydrogen atom or an alkyl, alkenyl, haloalkyl, cycloalkyl, -Alk-
NRsRg, -Alk-NR7Rs, -Alk-ORs or -Alk-SRs group,
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Rs and Rs, which may be identical or different, represent hydrogen atoms, haloalkyl

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

R7 and Rs, which may be identical or different, represent hydrogen atoms or alkyl or
phenyl groups, or else R; and Rs together form a 3- to 8-membered saturated ring which can
optionally contain a heteroatom,

Alk represents a linear or branched alkylene chain, and

AIK’ 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.

o1 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).



