
DINO-PYRiDiNONE DERiVATiVES, PREPARATION AND THERAPEUTIC USE THEREOF
The present invention relates to derivatives of pyridinopvridinones
substituted (i) 5 in position 3 with an irnidazole, itself
substituted with a group R1 and substituted (ii) in potion 7yiith an
aryl or heteroaryl, itself substituted optimally with a motif of the
type 40(R3)(R4)11-CO-N(R5)(R6), to the preparation thereof and to the
appiication thereof in therapeutics as inhibitors of klnase activity
of receptors for PDGF (platelet derived growth factors) ligands and
optionally of receptors for the R.T3 (fros-like tyrosine kinase 10
receptor) ligand. The FLT3 and PDGF-R receptors are members of ciass
Ill of the family of tyrosine kinase receplors (TKR), which also
includes the stem cell factor receptor (c-kit) and MICSF receptor
ro-tms). They are characterized by an extracellular domain composed
of 5 immunoglohuiin-like domains containing the lioand binding
region, a transmembrarie domain, and an intracellular moiety composed
of a juxtamerribrane domain, a kinas.e domain split in two by an
insert domain (split domain) (Ulirich & Schiessinger, 1990). The
fixation of iigands on the TKR induces dimenzation of the receptors,
and activation of their tyrosine kinase moiety which leads to
transphospithrylation of tyrosine residues 20 (Weiss 8, Schiessinger,
1998). These phosphorylated residues thus serve as a point of
anchorage for the infracellular signalling proteins which in fine
cause various cellular responses: maintenance, division,
proliferation, differentiation, or even cellular migration,
(Glaesson-Weish, 1994). 25 The gene coding for FILT3 is boated on
chromosome 13g12 (Rosnet et al., 1992) and codes for the FLT3 protein
(CD135 antigen) expressed specifically by the haematopoietic cells
and more particularly the immature cells such as haematopoielic stern
cells and myeloid and lymphoid multipotent progenitors and its
expression disappears in the course of haematopoletic
differentiation. Its iigand, the FL.T3 Ligand, induces dimerization
of the receptor, followed by autophosphorylation of the intracellular
moiety of the receptor which leads to activation of the signalling
cascade. The effects of activation of the receptor by its ligand are
the survival and expansion of the multipoten1  - 2 - progenitors. Two
isoforms of receptors to he PDGFs have been identified, the chain
PDGF-Ralpha and the chain PDGF-Rbete, which following fixation of
their ligands are horno- or heterodimerized and induce intracellular
signalling. The receptors to the PDGFs are 5 essentially expressed by
the cells of mesenchyrnatous origin and are notably found on
fibroblasts, smooth muscle cells, pericyles and glial cells (Ross et
al., 1986, Heldin, 1992). Platelet Derived Growth Factor, PDGF, a
protein with a molecular weight of about 30 000 dalton, is secreted
essentially by the platelets, and secondarily by the 10 endothelium,
vascular smooth muscles and monocytes. It is formed from two
polypeptide chains joined together by disulphide bridges forming
either horriodimers, or heterodimers. Four genes (7p22, 22q13, 4q31
and 11q22) have been described as coding for 4 different polypeptide
chains (A, B, C and 0), which once dirrierized give five biologically
active ligands PDGF-AA, BB, CC, DO and AS (for review, Yu et al.,
2003). 



15 There is specificity of binding, including notably PDGF-AA for the
alpha isoforrn of the receptor, PDGF-D for the BB form, and PDGF-C
for the alpha and alpha/beta form, The PDGF ligands are potent
mitogens, but are also involved in phenomena of migration, survival,
apoptosis and cellular transformation. 20 inhibitors of the PDGF-R
alpha, beta and FLT3 function are involved in various therapeutic
areas. The physiopathological phenomena in which these receptors may
be involved include liquid cancers or leukaemlas, solid cancers with
or without metastases targeting tumour cells and/or cells of the
tumour environment (vascular. fibroblastic), fibroses and vascular
diseases: :25 A. Liquid cancers The leukaernias are of various types
and affect either the myeloid compartment or the lymphoid
compartment. Expression of FLT3 in ieukaemic cells derived from acute
myeloid leukaernias (AML) is 80 of the order of 100% of cases, and
FLT3 thus contributes to stimulation of survival and proliferation of
leukaernic cells (Carow et al., 1996; Drexler et al., 1996, Staechini
et al., 1996).  - 3 - Moreover, FLT3 is the site of activating
mutations in 22 to 30% of adult AIVILs and 11% of childhood AMLs.
Most often it involves in-tandem duplications (ITO) in the
transmembrane region of the receptor (more particularly exons 14 and
15). These mutations conserve the reading frame and their size can
vary between 18 and 111 base pairs. More rarely in about 7% of
AMI..s, a point mutation is found on the D835 residue located in the
kinase domain, In the majority of cases, the FLT3 ITO forms have a
greater risk of relapse and are markers of low survival prognosis.
These two types of mutations lead to constitutive activity of the
kinase domain independent of stimulation by the ligand and have been
shown to transform haernatopoietic cells in vitro and in vivo (Mizuki
et at, 2000; Tse at al., 2000). Kelly at al., (2002) gave an elegant
demonstration, in a model of bone marrow reconstitution in the mouse,
that FLT3 ITD causes a myeioproliferative syndrome. The advantage of
using inhibitors of tyrosine kinase activity has been reported both
in 15 vitro and in vivo by several teams, and recently in the model
of bone marrow reconstitution FLT3 ITD, such an inhibitor was shown
to be capable of inducing regression of the tumour and of increasing
the survival rate of the animals (Otarrel, 2003).      Moreover,
recent data demonstrate the advantage of combiningsac thibitors with
20 cytotoxic agents such as daunorublci Levis et at.. 20
litterestingly, blast cells of the AML I he can atco overexpress
other receptors with kinase activity such as ci-kit or even PDGF-R. n
Quite frequently, cylogenetic abnormallbes resulting from chromosomal
translocations have been reported in myeioproilferative syndromes.
These rearrangements generate deregulated fusion proteins with
tyrosine kinase activity involved in the proliferation of myeloid
blast cells, 30 nswithkinas  



WO 20111061458PC1/FR2010/052480 - 4'. moiety of PDGF-R-be.ta and in
addition a domain N-ter of another protein (generally a transcription
factor). The following have been reported notably in chronic
myelornonocytic leukaemias (OWL): Rab5/PDGF-Rbeta, H4-PDGF-Rbeta,
HIFIPDGF-RB or Tel/PDGF-R beta. The latter is the most represented.
It is derived from the 5 transiocation t(5; 12)(01; p12) and codes
for a fusion protein constituted of the N-terminal pad of the
transcription factor Tel and the 0-terminal part of PDGF-Rbeta. An
oligornerization domain present in the Tel part leads to a dirnerized
form of the fusion protein and to the constitutive activity of the
kinase domain. This protein has been shown in vitro to be capable of
transforming haematopoletic cells on many occasions 10 and notably in
detail in the article by M. Carrol et al. (PNAS, 1996, 93,
14845-14850). In vivo, this fusion protein leads to a
hyperproliferation syndrome of the myeloid cells (Ritchie et al.,
1999). Moreover, in animals, and in clinical practice in humansbeen
shown that     inhibitors of tyrosine kinase activity inhibit the
proliferation of blast cells and can halt the 15 process of
ieukaernogenesis. -fusion proteins with kinase activity PDGF-R alpha
Two fusion proteins involving PDGF-R alpha have been reported:
bcr-PDGF-Ralpha present in an atypical chronic myeloid leukaemia
(Ctv1L) and FIP1L1-PDGF-Ralpha 20 found in a subpopulation of
leukaernias. the LEC "eosinophilic leukaemias", arising from a
hyper-eosinophilia syndrome (Griffin at al., 2003). This fusion
protein bears constitutive activity of the kinase domain of PDGF-R
alpha and is responsible for the anarchic proliferation of these
cells.          Inhibitors of the kinase activity of PDGF-R alpha
have shown efficacy on the 25 proliferation of FIP1L1-PDGF-R alpha
positive cells and recently an inhibitor compound has received the
indication for HES/CEL.          Thus, inhibiting the kinase activity
of PDGF-Ralpha and beta and the FLT3wt and FLT3ITD activity, as is
done by the compounds of the invention, proves to be of 30
therapeutic interest for AMU.  for targeting with such inhibitors.
including 8-ALL and T-41.1. (acute iyror lymphoid-T leukaemias),
where FLT3 is also expressed. Moreover, by virt expression of FLT3 on
haematopoietic stem cells and the demonstration of its expreaSiOr1 on
eulbaemic stern cells, inhibitors of the kinase activity ni FL I3
might prove 5 beneficial in all letikaernias (includiirg the CMi.$)
where the r&e of leukaemic stein celis in relapse where resistance is
involved. B. Saiid cancors 10 inhibitors of the tyrosine kinase
activity of the EDGER alpha and beta receptors may be of interest for
solid cancers either by directly targeting the tumour cell, which
through an autocrine or paracrine mechanism is sensitive to the Tl<
inhibitory activity of EDGER, or by targeting cells in the
surroundings by destabilizing the network for promoting combination
with other therapeutic agents. 



1$ -Examples of solid cancers in which the taroet is the tumour ceii
* Solt cancer: ;'--trving sarcoma sarcoma is a form of bone cancer
which manly affects children and young aduits 20 ;the average, age is
13 years). it covers 10% of primary bone tumours and the risk of
metastasis is high. It is a rare tumour affecting 2 to $ persons per
million inhabitants per year. The tumour cells are characterized by a
chromosomal translocation 1.(11; 22) coding for the fusion protein
E:WS/FL.11. The cells responsible are those of the mesen hyma, which
express the PEGF-R-beta receptor which induces the motility and
growth of the Ewing sarcoma cells under stimulation by PD,G.F-BB
(Oren et al", 2003.1 Moreover, Zwemer and May (2001) have
demonstrated expression of PDGF-C by the Ewing sarcoma cells.   These
same cells &so express the receptor TKR &kit and it has been shown
that an inhibitor of the kinase activity of PDGF-R and c.-kit is
capable of inhibiting tumour growth 30 of Ewing sarcoma lines in a
mouse model of xerrograft (Merchant et aL, 2002),  -6 * Tumour of
connective tissue (GIST ctermatoribrosarcorna) GISTs
(gastrointestinal stromai tumours) Fletcher's group (2004) considered
the 15% of GISTs in which KIT is neither mutated nor overexpressed
(KIT-wt). These authors observed strong overexpression of the PDGF-R
alpha receptor. This situation is encountered in about a third of
these GIST KIT-wt. As for mutations of PDGFRA, the authors observe
them (35%) in cases where KIT is normai. Mutated PDGFRAs have high
tyrosine kinase activity and are constitutive and affect aspartic
acid in position 842. In the same way as for Ewing sarcomas, two
inhibitors of the kinase activity of c-kit and PDGF-R have shown
efficacy in vitro and in 10 vivo on the proliferation of PDGF-Ralpha
mutated cells (Le Tourneau et at., 2007; Corless at al., 2005).
dermatofibrosarcomas (of Darier and Ferrand or protuberans or DFS'P)
Darier and Ferrand dermatoilbrosarcoma (or DFSP) is a skin tumour
with fusiforrn cells 15 of intermediate malignity characterized by
slow progression with a major risk of recurrence in the case of
insufficient e.xeresis. A genetic abnormality present in 95% of cases
was discovered in 1990, notably with identification of the
translocation of chromosomes 17 and 22 t(17-22)(o22; 03) which leads
to fusion of genes COL1A1 and PDGF- B and a large amount of PDGFB
overexpresses its tyrosine kinase receptor, 20 PDGFR. Inhibiting the
kinase activity of PDGF-R is a promising therapy since this leads in
vitro to inhibition of proliferation and apoptosis of tumour cells
and in vivo this permits reduction of tumour growth in models of
tumour grafting in immunedeficient mice (Sjoblom T et al., 2001).
Moreover, clinical studies have demonstrated the efficacy (complete
or total remission) of such a molecule in DFSPs (for review see
McArthur, 25 2007). " Gliomas and Giloblastornas: 



Glioblastorna is the commonest brain tumour and the most aggressive
with survival of around 1 year. PDGFs and their receptors (alpha and
beta) are frequently 00 expressed in gliornas. The possibility exists
that an autocrineiparacrine icop may contribute to the pathogenicity
of these tumours. The PDGF-R-aipha receptor is expressed
preferentially in the cells of the tumour, whereas the PDGF-beta
receptor is  expressed preferentially in the vascular endothelial
ceils of the tumour. Blocking the kinase activity of PDGF-R has
demonstrated its efficacy 1) in vitro by reducing the number of
colonies on soft agar and inhibiting the proliferation of cell fines
2) on reduction of tumour growth in models of grafts in the nude
mouse 3) in combination with 5 irradiation in models of intracranial
grafts of cells of glioblastorna lines (Oerbel et al., 2006; Geng et
ai., 2005, Strewn et at, 1994. Chin et at, 1997).          Thus, the
compounds of the invention are of interest br Ewing sarcomas,"ISTs,
dermatofibrosarcomes but also desmoid tumours,mangionms and other 10
fibrosarcomas for which data on expression of PDGF-R are available.
C. Targeting PDGF-R in the tumour ,Anoiccrenesis The cells in the
environment around the tumour, an integral part of the development 16
of cancer whether in the case of a Ornery tumour or secondary tumour
(metastases). Among the cells in the environment that express PDGF-R
and for which the role of this receptor has been demonstrated, we
find the mural cells of vessels, i.e. pericytes and smooth muscle
cells but also activated 19brobiasts. Angiogenesis is a process of
generation of new capillary vessels from preexisVnq 20 vessels or by
mobilization and differentiation of bone marrow cells. Thus, both
unoontrolied proliferation of endothelial cells and mobilization of
endoblasts from hone marrow are observed in processes of
neovascuiarization of tumours. It has been shown in vitro and in viva
that several growth factors stimulate endotherial proliferation such
as VEGF and FGEs. In addition to these mechanisms, it has also been
demonstrated that 25 mural cells such as oericytes and smooth muscle
cells contribute to stabilization of 



newly formed vessels. Invalidation of PDGF-R beta causes a deficit of
pericytes in the mouse and leads to death of the animals at the end
of gestation due to micro - haemorrhages and oedemas (HellstrOm et
al., 1999. Hells:tram et al., 2001), in an elegant study of
transplantation, expression of PDGF-R-beta by pericytes was shown to
30 be necessary fc.if their recruitment M tumour vessels by retention
of PDGF-B by the endothelial cells but also by the PDGF-S secreted by
the tumour cells (Abramson et ai,, 2003). in the transgenic Model
RiplTag2 of pancreatic tumour, Song et al. also  WO 2011(061458PCT
R282480     onstrated expression of PDGE-R beta on the perivascuiar
progenitors in the marrow denved from bone marrow,progenitors
differentiate into mature pericytes The advantage of hocking the
activity of PDGER on the tumour peric}4es was 5 demonstrated by using
the inhibitor of the tyrosine kinase activity of PDGFR in animal
modeis (transgenic model of tumour of the pancreas and implantation
of gliorna tumour), and the effect on tumour growth proves to be
considerable in combination with an inhibitor of the kinase activity
of VEGF-R (Borders et al., 2003). Data in the literature (Coo ea al.,
2002, Forts et al., 2004) demonstrated the involvement of PDGF-R
alpha 10 and of PDGF-C in angioge.nesis and in the differentiation of
endothelial progenitors to cells such as pericytes and smooth muscle
cells. Activated fibroblasts  PDGE-R is abundant in the tumoral
stroma and is found on activated fibrobiast 15 (nyofibrohlasts), it
was shown in two studies that the combination of inhibitors or
antagonists of PDGF-R with cytotoxic agents leads to a decrease in
the microdensity the vessels of ovarian cancers (Apte et at, 2004)
and of pancreatic cancers (Hwang el al., 2003). PDGF-R beta regulates
the pressure of the interstitial tissue of the tumour (Fleshed et
al., 1999) and the co-administration of inhibitors of PDGF-R and 20
chemotherapeutic agents improves their deiivery into the tumour cells
by reducing the intratumoral pressure (Griffon-Etienne, 1999).
Finally in a misfile mode:, administration of an inhibitor of the
kinase activity of PDGF-R improves the consumption of
chemotherapeutic agents by the tumour and thus increases their
efficacy (Griffon Etienne, 1999; Pietas et al,, 2002; Pietas et at,
2003). These effects an most probably the effect of the TAFs
(tumour-associated fibroblasts), So called CAF3 (carcinoma-associated
fibroblasts), activated fibrobiasts present around the tumour which
express PDGF-R, as illustrated by the recent works of Hwang et al.,
(2008). Kain et all (2008). Pietas et all (2008) in in-vivo models of
pancreatic cancer and of cervical carcinooe.nesis. Stimuiation by the
PDGF ligand produced by the tumour cells stimulates 30 the
fibroblasts that produce the extraceiiular matrix and thus increase
the interstitial tension. Furthermore, reducing this tension can
facilitate delivery of drugs into the tumour and thus increase their
efficacy. 'The aclvated fibroblasts present in the tumoral 



WO 2011/061458PCl/FR20-1010 2480  Sore represent novel therapeutic
target in oncoiodyreview see Bouzin 2007).  Metastases Sevea works
indicate that the PDGF-R and PDGF-ligand couple is involved in the
development of metastases, probably by their action on angiogenesis
and metastasization by the blood simulation, but aiso by a direct
effect on lymphangiogenesis and therefore the metastases that are
spread by the lymphatic vessels, A review notably documents the
direst role of POGF-BR in lymphangiopenesis 10 and lymphatic
metastases (Can at al., 2005). However, most works implicate
expression of PDC3F-R in the environment of the metastases which
promote the establishment and development of secondary tumours. The
example most freque.ntiy reported is the development S bone
metastases, Example of prostate cancer: 15 Bone is frestently the
site of metastases, 85 to 100% of patients who die from prostate
cancer have bone metastases, Chemotherapy improves SUrcliVa without
progression and overali survivai but because of the extreme
heterogeneity of bone metastases in one and the same patient,
chemotherapy does not provide a cure. It was shown using a model of
immunodeficient mice that PDGF-BB plays an important role in the 20
development of osteoblastic bone metastases in titio (Yu et at,
2003). As for PDGF-DD, it speeds up the growth of prostate tumour
cells, and increases their interaction with the sells of the stroma.
Expression of the PDGF alpha and beta receptor has been demonstrated
respectively in 62 and 75% of prostate canoars. Moreover, an
immunohistochemioal study showed that the prostatic tumour and its
metastases 25 expressed PDGF-R (Hwang et al., 2003). Kim et al,
(2003) showed that PDGF-R expressed on bone metastases and on the
vascular endothelial cells dependent on the metastases. An inhibitor
of tyrosine kinase OE PDGF-R combined with a oytobxic agerit
substantially reduces bone metastases of prostate cancer in a murine
model (Uehara et 2003). Moreover, this same combination leads to
apoptosis of tumour cells, of $0 vascular endothelial cells and
inhibition of the. growth of tumour cells in bone. Biocking of these
receptors and of their signalling pathways in bone constitutes a
novel therapeutic approach (Hwang et al.. Uehara et al., 2003). In
humans, clinical teak; have  - 10 - shown the benefit offered by the
combination of inhibitor of PDGF-R and of cytotoxic agent in patients
with hormone-resistant prostate cancers with bone metastases, A
decrease of the marker (prostate-specific antigen) PSA > 50% was in
fact observed in 38% of patients. The mean duration of PSA response
was 8 months and the survival time without progression was 11 months.
Based on these various works, it appears that he compounds of the
invention are of interest for the treatment of solid cancers by their
effect on the surrounding cells, in combination with other
therapeutic agents such as cytetoxio agents or inhibitors of
angiogenesis, D. Fibroses 



Fibroses are often the cause of a primary event such as a cancer,
treatment radiotherapy, hepatitis, ainoholaemia. involvement of PDGF
is dearly demonstrated in pdtmonaiy fibrosis finciuding asbestosis),
fibrosis (glomerulonephritis), marrow 15 fibrosis (often associated
with megakaryocytic ie,ukaemias), induced by radiotherapy as well as
hepatic and pancreatic fibrosis (connected with aicohoieemia or with
hepatitis) (for review see JO Bonner, 2004). Overexpression of PDGF
was notably cleariy shown, and results in In-vivo models with
inhibitors of TK activity of PDGF-R have also been reported. Among
these studies, that of Einter et al, (2002) showed that PDGF-CO is a
20 potent inducer of renal fibrosis, The authors tested the efficacy
of a neutralizino antibody in a model of unilateral urethral
ligature, in which fibrosis develops particularly rapidly. They
observed a very pronounced antifibrotic effect with a reduction in
accumulation of myglibrohlasts, a reduction in accumulation of
extraceliular matrix and a reduction in of collagen IV. Another study
conducted in a model of bleornycirrinduced 25 pulmonary fibrosis in
the mouse showed the efficacy of an inhibitor of the TK activity of
PDGF-R on prevention of fibrosis by inhibitien of proliferation of
mesenchymal cells (Aono et al., 2005). In a model of asbestos-induced
fibrosis, an inhibitor of PDGF-R TK reduced the progression of
fibrosis in the pulmonary parenchyma and the deposition of collagen
(Vuorinen K, Gao F, Oucy TD, Kinnuia VL, Mylilirnieml M. imatinib
niesylate 30 inhibits ftbragenesis in asbestos-induced interstitial
pneumonia. Exp Lung Res, 2007 Set.) 33(7):357-73). Several teams have
demonstrated involvement of PDGF-R in hepatic fibrosis. It has been
dearly demonstrated that PDGFBB and DD possess pro-  fibrogenic
characteristics on hepatic stellate cells (Rovida et al., 2098;
BorkharnKamphorst et al., 2007). In vivo, an inhibitor of PDGF-R TK
is capable of reducing early fibrogeriesis in a model of ligature of
the biliary duct in the rat (Neel at al., 2008). 5 Thus, in view of
the data in the literature, the compounds of the invention appear to
he of therapeutic interest for various types of fibrosis. E. Vascular
diseases: atherosclerosis and restenosis, arteriosclerosis The
proliferation and migration of vascular smooth muscle cells
contribute to intirnal 10 hypertrophy of the arteries and thus play a
predominant role in atherosclerosis and in restenosis after
angioplasty and endarterectorny. It was clearly demonstrated in vitro
and in vivo in animal models that PDGF is involved in these
phenomena. In vivo. it was notably shown that there is increased
expression of PDGF in a vein graft model in the pig. Moreover, it was
also shown that an inhibitor of the TK activity of PDGR-R 15
consistently reduced the size of lesions of the thoracic; and
abdominal artery of ApoEKO diabetic mice (animals treated with
streptozotocin). Another study showed that inhibition of signalling
induced by PDGF (Tl< or PDGF A antisense) leads to a decrease in
neointima formation in "balloon injury" and "coronary artery
restenosis` models. (Deguchi J, 1999, Ferns et al., 1991, Sirols et
al., 1997, Lindner et al,, 1995) 20 Thus, inhibitors of the tyrosine
kinase activity of PDGF-R, such as the compounds of the present
invention, represent a therapy of choice, either alone, or in
combination with compounds that are antagonists of other growth
factors involved in these pathologies such as FGF, in the treatment
of pathologies connected with proliferation of vascular 28 smooth
muscle cells such as atherosclerosis, post-angioplasty restenosis or



including idiopathic pulmonary arterial hypertension (PAH). PAR
characterized by a significant and sustained increase in pressure in
the pulmonary artery, icads to right ventricular heart failure and
often to patient death. It is associated with increase in the
proliferation and migration of smooth muscle cells of the pulmonary
vessels. Scherrnuly 5 et al,, (2005) showed that inhibition of the
tyrosine kinase activity of the PDGF receptors greatly improves the
progression of the disease. For this, among other things they used a
model of experimental pulmonary arterial hypertension in the rat,
obtained by administration of monocrotaline for 28 days. AD the
treated rats survived, whereas 50% of those in the untreated control
group died, 10 The compounds of the invention might also be of
therapeutic interest in pathologies of the eye. On the one hand, they
might contribute to prevention of post-operative fibrosis in the case
of cicatricial lesions of the cornea and of keratoconus. This could
be explained by their action on proliferation of myofihroblasts as
reported recently by Kaur et al., (2009), Moreover, they might also
promote neovascular regression for pathologies 15 such as ARMD
(age-reiated macular degeneration). This was in fact demonstrated by
several teams in experimental models, including notably Jo et al.;
Dell et al,, in 2006. The present invention relates to derivatives of
pyridino-pyridinones substituted (i) 20 in position 3 with an
irnidazole itself substituted with a group R1 and substituted (ii) in
position 7 with an aryl or heteroaryl, itself substituted optimally
with a motif of the type -r(R3)(R4)1",-CO4N(R5)(R6). The present
invention also relates to the preparation of said compounds and
application thereof in therapeutics as inhibitors of the kinase
activity of receptors for PDGF (platelet derived growth factors)
gands and optionally of 25 receptors for the FLT3 (fms-like tyrosine
kinase receptor) ligand. The present invention relates to compounds
corresponding to formula (I):  - 13 -  a which, Rd represents a
hydrogen atom or a (C,-C4)alkyl group; R2 represents a group
-(CH2)"--B where:  r,"=-0, 1, 2, 3 or 4; and  B represents 0) a
(erCs)cycloalkyl group or a (G1-C4)alkyl group, said group being
optionally substituted with one or more fluorine atoms, or (in a
(01-C4alkoxy group; 10 



Y, Z, V and W represent, incleperidently of one another: 8 a -CH-
group, a carbon atom optionally substituted with a group R7, said
group RI representing a (C7C4)aikyi group or a halogen atom, 15 a
heteroatorn such as a nitrogen atom, a sulphur atom or an oxygen
atom, or  no atom, it being understood that the ring in which V" Yr
and Z are comprised is a comprising 5 or S ring members, it being
understood that the dotted iines in said ring 20 indicate that
theresultant ring is an aromatic ring and it being understood that
said comprises 0; 1 or 2 heteroatoms;  WO
20111061458PCTIFR2610/052480 - 14 -       or R3 and R4 form, together
with the carbon to which they are bound, a (O3-(0,$) cycloalkyl
group; PO is an integer equal to 1, R5 represents a hydroqen atomor a
(C1e4)aikyl group; Re represents a group (uH2)-L n which:  mr- 0, 1,
2 or 3, and  L is a group selected from the  an aryl comprising c; 



a heteroaryi comprising between 5 and 6 ring members and comprising
at least one heteroatom selected from nitrogen, oxygen and sulphur, a
a saturated heterocycle comprising 5, S or 7 ring members and
comprising at least one heteroatom selected from nitrogen and oxygen,
said heterocycle being optionally a lectern; said aryl, heterceryl or
heterocyclic group being optionally substituted with at least one
substituent selected from (i) linear or branched (Ci-- 20ai)alkyi
groups, (ii) (es-05)cyoloalic,,e; groups. (il) halogen atoms, (ke)
aryls and (v) benzyl; it being understood that when L is a heteroaryl
or a heterocycle, said heteroaryl or heterocycle comprising at least
one nitrogen atom; the latter can optioneily be substituted with said
substituent; 25 or RS and R6 form, together with the nitrogen atom to
which they are bound, a heterocyclic group, optionally substituted
with at least a heteroaryi, or a (Cr-Qt)alkyl group, w:tself be
substituted with a heterocycle  WO 20111061458PCTIFR20101052400 - 15
- heterocyde comprising at least one nitrogen atom, the after an
optional& be substituted;  said compound of formula (I), its
enantiomers and diastereoisomers; including mixtures thereof, being
in the form of a base or a sal of addition to an acid, for example
such as 5 trifluoroaceric acid (TEA) or hydrochloric acid and/or in
the form of solvate.        The compounds of formula (I) can comprise
one or more asymmetric carbon atoms. They can therefore exist in the
form of enantiorners or of diastereoisomers. These enantiomers,
diastereoisorners, as well as mixtures thereof, includina racemic 10
mixtures, form parr of the invention. For exam*, when L represents a
heterocycle, the absolute configuration of a carbon substituted on
said heterocycle can be R or :3, or when R3 is different from R4. The
compounds of formula (i) can exist in the form of bases or of salts
of addition to an 



15 acid or to acids, Said salts of addition form part of the
invention, These sate can be prepared with pharmaceutical},
acceptable acids, but salts of other acids that may be used for
example for purification or isolation of the compounds of formula (I)
also form part of the invention, 20 The compounds of formula (i) can
also exist in the form of solvates, namely in the form of
associations or of combinations ?AM one or more molecules of solvent.
Said solvates also form part of the invention, Within the scope
ofpresent invention, the following definffio 25aikyl orouo: a
saturated aliphatic group comprising 1 to 7 carbon atoms
(advantageouslysaturated aliphatic group comprising 1 to 4 carbon
atoms and abbreviated to (C,C4)alkyi) and being linear or, when the
alkyl chain comprises at least 3 carbon atoms, possibly being
branched or cyclic), As examples, we may mention methyl, ethyl,
propyl, isopropyl, butyl, isobutyl, tert-butyi, methyl-cyclopropyl,
pentyl, dimethylpropyi, bexyl and heptyl croups, as well as the
cycloalkyl groups defined below;               cvcioalkvi group:, a
cyclic alkyl group comprising 3 to 7 carbon atoms (advantageously
from 3 to 5 carbon atoms) and in which aii the carbon atoms are
inserted in the ring. We may mention the gyelopropyl, cyclobutyl,
cyclopenty!, cyclohexyl and cycloheptyl groups; alkoxy croup: an
-()-alkyl group, where the alkyl group is as defined above; halogen
atom: a fluorine, a chlorine, a bromine or an iodine atom;
halcalkyl groupi a group comprising an alkyl group as defined above
in which one or more hydrogen atoms have been substituted with one or
more haiogen atoms as defined above; thus, the term fluoroalkyl is
used when the halogen in question is fluorine, 10heteroatorm a
nitrogen, oxygen or sulphur atom;               aryl group: a
monocyclic aromatic group comprising 6 ring members, for example a
phenyl group; )-heteroarvl group: a monocyclic aromatic group
comprising between 5 and 7 ring members including between 1 and 3
heteroatoins as defined previously. As 



15 examples, we may mention the pyridine, pyrazine, pyrimidine,
imidazole, pyrrole, pyrazole, thlophene, thiazole, isothiazole,
thiadiazoie, oxazole and isoxazole groups;               heterocyclic
group: a cyclic alkyl group comprising between 5 and 7 ring members
including one or more heteroatorns as defined previously. As
examples, we      may mention the pyrrolidine, morpholine,
piperidine, piperazine and tetrahydrofuran 20 groups,      The
aforementioned groups can be substituted, knowing moreover that in
the case of heteroaryl or heterocyclic groups comprising at least one
nitrogen atom, substitution       can take place on this nitrogen
atom when such a substitution proves chemically 25possible,
Among the compounds of formula (I) according to the invention, we may
mention compounds for which: R5 represents a hydrogen atom or a
methyl, or R5 and R6 form, together with 30the nitrogen atom to which
they are bound, a heterocyclic group, optionally substituted with at
least 2.a heteroaryl, advantageously a pyridine, or  -17-  a
(C1-C3)alkyl group, which can itself be substituted with a
heterocycle comprising 5 or 6 atoms and comprising at least one
heteroatom selected from nitrogen and oxygen, advantageously it is a
Cl alkyl group, itself substituted with a heterocycle comprising 5
atoms including a nitrogen atom; and/or in is equal to 0, I or 3,
and/or            R3 and R4 represent, independently of one another,
groups that may be 10identical or different. R3 and R4 being selected
from:  a hydrogen atom, and c a methyl, 



and/or            Y, Z, V and W represent, independently of one
another 15a a -CH- group: o a carbon atom substituted with a group
R7, said group R7 representing a (C1-C4)alkyl group or a fluorine
atom; or o a heteroatom such as a nitrogen atom, a sulphur atom or an
oxygen atom, advantageously a nitrogen atom, 20 and/or RI represents
a hydrogen atom or a methyl. and/or R2 represents a group -(CH2),-B
where:  n`z---0, I or 3; and/or 25o B represents (i) a
(C3-05)cyolcalkyl group, i) a (C1-04)alkyl group or (iii) a
(01-04)alkoxy group, and/or  the compounds of formula (I) in the form
of a base or of a salt of addition to an acid such as hydrochloric
acid or trifluoroacetic add.  WO 20111061458PCT1FR20101052480 -18 -
Among the compounds of formula Iaccording to the invention, a first
subgroup of compounds consists of compounds for which: R6 represents
a group 4CH2)".-L in which:  0, 1,2 or 3, and 



L is a group selected from the following groups:     o a heteroaryl
comprising 5 ring members and comprising (i) 2 he.te.roatorns
selected, independently of one another, from nitrogen, oxygen and
sulphur, or (ii) 3 heteroatoms selected, independently oi one
another, from nitrogen and sulphur, 10c a heteroaryi comprising 6
ring members and comprising 1 or 2 heteroatom(s),         a
heterocycle comprising 5 ring members and comprising a beteroatom
selected from nitrogen and oxygen, said heterocycle being optionally
a lactain, and 15a a heterocycle comprising 6 ring members and
comprising 2 heteroatoms selected from nitrogen and oxygen,
said heteroaryl group or heterocycle being optionally substituted
with at least one substituent selected from (I) linear or branched
(Ci-Ce)alkyl groups, (ii) (C3-Cs)cycloalkyl groups, (in) halogen
atoms, (iv) aryls and (v) benzyi, 20it being understood that when L
is a heteroaryl or a heterocycle, said heteroaryi or heterocycle
comprising at least one nitrogen atom, the latter can optionally be
substituted with said substituent.     Among the compounds of formula
(i) according to the invention, a second subgroup of compounds
consists of compounds for which L is:  a hetemaryi comprising 6 ring
members selected from pyridine,pyrazine, pyridazine and pyrimidine,
or  an aryl such as phenyl, or           a heteroaryl comprising 5
ring members selected from thiazoie, irnidazole, 30pyrazole,
isoxazole and 1,3,44hiadiazole, or  - 19 - a saturated heterocycle
comprising 5 ring members selected from pyrrolidine, tetrohydrofuran
and 2-oxo-pyrrolidine, or a saturated heterocycle comprisino 6 ring
members selected from morpholine, piperazine and piperidine,     said
aryl, heteroaryl or heterocyclic group being optionay subsuMed with
at least one substituent selected from (i) linear or branched
(Ci-C4)aikyi groups, (ii) (Cr Cs)cycloalityi groups and (iii) aryls, 



it being understood that when L is a heteroaryl or a heterocycle,
said heteroaryl or heterocycle comprising at least one nitrogen atom,
the latter can optionally be 10 substituted with said substituent.
Among the compounds of formula (I) according to the invention, a
third subgroup of compounds consists of compounds for which L is
selected from:          pyridine, optionally substituted with at
least one linear of branched (Ci-04)alkyl 15group,  rnorpholine,
optionally substituted with at least (i) a (Cs-05)cycloalkyl group or
(ii) a linear or branched (CI-C4)alkyl group,  a pyrrolidine,
optionaliy substituted with at least (i) a linear or branched (Cr
ai)alkyl group, or (ii) a benzyl, 20a thiazole, optionally
substituted with at least (i) a linear or branched (Ci-C4)alkyi
group, or (ii) a chlorine atom,  an imidazole, optionally substituted
with at least one linear or branched (C1- C4)alkyl group,  a
gamma-lactarn, 250 a 1,3,44hiadiazole, optionally substituted with at
least (i) a linear or branched (Ci-04)alkyl group, or (ii) a
(C3-05)cycloaltryl group, an isoxazole, optionally substituted with
at least one linear or branched (Or 04)alkyl group,  a pyrazole.
optionally substituted with at least one linear or branched
(01-C4alkyl group,  a pyrazine,  WO 2011/061458PCT/FR2010/052480 



- 20 - an sothiazole, optionally substituted with at least one linear
or branched- C4)alkyl group, a phenyl, a tetrahydrofuran, it being
understood that when L is a hetercaryl or a heterocycle, sad
heteroarylor heterocycle comprising at least one nitrogen atom, the
latter can optionally be substituted. Among the compounds of formula
(I) according to the invention, we may notably 10 mention the
following compounds:
2-{4-(7-Am/no-8-ethyl-6-(1H-imidazol-210-5-oxo-558-dinydro41,8Thaphth
yridin-2- yll-pherlyrrN-pyridin-2-yl-acetamide (compound 1)
2-{647-Amino-8-ethyl-8-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro-41,8]naph
thyridin-2- ylj-pyridin-3-yll-N-pyridin-2-yi-acetarnide (compound 2)
2-{447-Amino-8-ethy1-6-(11-i4midazol-2-y1)-5-oxo-5,8-dihydro41,81naph
thyridin-2-
yl]-phenyll-N-(4-cydopropyl-morpholin-3-yl/nethyl)-acetarnide
(compound 3)
2-(4-[7-Amino-8-ethyl-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41,3inaph
thyridin-2-
A-pheny1)-N-(4-isopropyl-rnorpholin-3-ylmethyl)-acetandide (compound
4)
2-Arnino-1-ethyl-3-(1H-imidazol-2-y1)-7-(4-[2-oxo-2-((S)-2-pyrrolidin
-1 -ylmethyl- 20
pyrrolidin4-y1)-ethyll-phenyi)-1H-0,81naphthyridin-4-one (compound 5)
2-{447-Amino-8-ethy1-641H-imidazol-2-y1)-5-oxo-5,8-dihydro41281naphth
yridin-2- yli-pherly1}-N-(2-pyridin-4-yl-ethyl)-acetamide (compound
6)
2-(4-F-Arnino-8-ethy1-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41,81naph
thyridin-2-
yll-chenyll-N-inethyl-N-(2-pyridin-4-yl-ethyl)-acetarnicie (compound
7)
252-1,4-47-Arnino-8-ethyl-5-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41,8)
naphthyridin-2- A-phenyll-N-(5-rnethyl-thiazol-2-y1)-acetamide
(compound 8)
2-44-17-Amino-8-ethyl-6-(1HArnidazoi-2-0)-5-oxo-5,8-dihydro41,8)napht
hyridin-2-
yll-3-rnethyl-phenyll-N41.-ethyl-pyrrolidin-2-yirnethyl)-acetamide
(compound 9)
2-(447-Amino-8-ethy1-641H-imidazot-2-0)-5-oxo-5,8-dihydro41,81naphthy
ridin-2- 



30 yll-pheny1}-N-(6-methyt-pyridin-3-y1)-acetamide (compound 10)
2-{447-Arnino-8-ethyl-8-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41,81naph
thyridin-2-
yrj-phenyll-N-(1,3-dimethyl-1H-pyrazol-4-yimethyl)-acetamide
(compound 11)
2-(447-Amino-8-ethy1-641H-Imidazol-2-y1)-5roxo-5,8-dihydro-[1,8]napht
hyddin-2- A-phenyll-N-thiazol-2-ylmethyl-aoetamide (compound 12)
2-(447-Amino-8-ethyl-5-(1H4rnidazol-21!)-5-oxo-5,8-dihydro-(1,8]napht
hyndM-2- A-phenyl)-N-(5-oxo-pyrrolidin-2-ylmethyl)-acetarnide
(compound 13)
2-(447-Amino-8-ethy1-8-(1H-irdidazol-2.10-5-oxo-5.8-dihydro-[1,8]naph
thyr yli-pheny1}-N-(5-methy141,3,41thiadiazol-2-y1)-acetamide
(compound 14)
2-{417-Amino-B-ethy1-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41
,81naphthyddin-2- yli-phenyli-N41,3,41thiadiaml-2-yl-acetamide
(compound 15)
102-{447-Aminc-8-ethyl-6-(1H-irnidazol-2-y1)-5-oxo-5,8-dihydro-(1,81n
aphthyridin-2- 01-phenyChN-(3-methyl-isoxszol-5-0)-acetamide
(compound 18)
244[7-Amino-13-ethy/-6-(11-1-imidazol-2-y1)-5-oxo-5,8-dihydro41,8]nap
hthyridin-2-
yil-pheny1}4N42-(1-methyl-pyrrolidin-2.11)-ethyl)-acetarthde
(compound 17)
2-{4-7-Amino-8-ethyl-6-01-1-imidazol-2-y1)-5-oxo-5,8-dihydro-11,8Thap
hthyndin-2- 15 ylj-pheny11-N-(4-methyl-thiazol-2-y1)-acetamide
(compound 18)
2-{447-Amino-8-ethy1-5-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41,81napht
hyndin-2- yli-phenyll-N-pyridin-4-ylmethyl-acetamide (compound 19)
24417-Amino-8-ethy1-6-(11-1-iITIidazol-2-y0-5-oxo-5,8-dihydro-0
;8]naph hyndin-2-
A-pilen3,1).-N-(5-cyclopropy141,3,41thiadiazol-2-y1)-acetamide
(compound 20)
202-(447-Amino-8-ethyl-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41,8]nap
hthyndin-2- y1)-phenyl).-N-(2-pyridin-3-y1-ethylhacetamide (compound
21)
2-{447-Amino-8-ethyl-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro-[1.8)naph
thyridin-2-
01-pheny0-N-(2,6-dimethyl-2H-pyrazol-3-ylmethyl)-acetamide (compound
22)
2-{4-47-Amino-8-ethyl-6-(1H-irniciazoi-2-y!)-5-oxo-5,8-dihydro41,8)na
phthyr: 91-2- 25
yli-phenyl.)-N-(1-rnethyl-1H-imidazol-4-&nethyl)-acetamide (compound
23) 2-{4-[7-Amino-8-etnyl-6-(1 H-im id azoi-2-y1)-5-oxo-5,8-di
hydro-[1,8)naphthynd in-2- yll-pheny1}-N-pyrazin-2-0-acetamide
(compound 24)
2-(447-Amino-8-ethy1-6-(1H-irnidazol-2-y1)-5-oxo-5,8-dihydro-[1,81n h
hyridin-2- A-phenyil-N-(2-pyridin-2-yi-ethy1)-acetamide (compound 25)
2-{447-Amino-6-ethyl-6-(1H-imidazol-2-y1)-6-oxo-5,8-dihydw-[1,6]napht
hyndin-2- 



yli-phenyll-N-(5-chloio-thiazol-2-0)-acetarnide (compound 26)
2-(4-[7-Amino-8-ethy-6-(1H-irn idazol-2-y1)-5-oxo-5,8-di hydm41,8)na
phthyrid in-2- WO 2011/061458PCTIFR20 0/052480
nyil-N-(3,4-dimethyl-isoxazoL5-0)-(wetamide (compound 27)
2-{441-Amino4I-ethy-6-(1 H4midazo!-.2-0)-5-oxo-5,8-dihydroql
&jriaphthyrdnZ- (compoundd 28)
2-(447-Amino-8-ethyl-6-(1H-imidazo-2-0)-.5.-oxo-5,8-dthy[ Maph 5
yll-phenA-N-pyrazin-2-ylEnethyl-acetamide (compound
2-{4-17-AmMo-8-ethy145-0H4rnidazok2-0)45-oxo-5,8-dthydro41phthyridin-
2-       ' '5-ethykr1,3,41thindiazol-2-0)-acetarnide (compound 30)
24.447-Amino-8-ethy1-6-(1 H4midazol-2-y0-5-oxo-5,8-dihydro-il
,81naphthyddin4- y1)-pheny1}-N-(letratiydro-foran-2-yhethy0-acetamide
(compound 31)
102-{447-Aminc-8-ethyl-e-(1H-imidazok2-y1)-.5.-cExo-5,8-dihydm.4,1,8i
naph kv; 01-phenyU-N-(3-methyl-pyndin-2-y1)-acetanlicip (compound 32)
2.-{447-Amino-e-ethy}-(1)-(1H4midazo-2-y0-5-oxo-5,8-dihydroqi
8jnaphillyridin-2- yil-phenyll-N-(4-metilykpyridin-2-0)-acetamide
(compound 33) 2-(4-[7-Amino-8-othyi-6-(1
H4midazol-.2-y0-5-oxo-5,84ihydro-{1,81naphthyridin4-
150)-pheny0,-N-(4,6-dimethyl-pyridin-2-y1)-ametamide (compound 34)
2-(447-Amino-8-ethy1-6-(1H4mdazok2-y1)-5.-oxo-5,8-dihydro-[1,81naphth
yric6n-2- ' pheny0-N-(0-methyl-pyridin-2-y1)-acetamide (compound 35)
2-(447-Amino-8-ethyl-6-(1H-imidazo-2-01-5-pxo-6,8-dihydro41,8]naphthy
ridM-2- yll-phony1)-N-pyUdM-3-ylmethyl.-aceturnMe. (compound 36)
202-1447-Arnino-6-othyk6-(1 H4midazok2-y1)-5-oxo-5,8-d hydro40,8)mph
thydd n-2- fi-pheny0-N-(2-ethyl-2H-pyrazo1-3-y1)-acetamide (compound
37) 2-(4474umino-B-ethy1-6-(1 H-imidazo-2-y1)-5-coxo-5,8-d ihyd
m41,8lna phthyrid in-2-
Al-chenyri-N-(3-methyl4sothiazo:-5-y1)-acetarnide (compound 38)
2-Amino.-1-ethy(-3-(1H4midazo)-210-7-(442-oxo-2-(2-pyridin-3-11-pyr
d' I ethyl).-phony}-1H-(1,8)naphthyriciln-4-one (compound 39)
2-{447-Aminc-8-etiy;
--(1-(1H-iMidazc,1-2-y1)-5-oxo-5,8.-dihydrad1,8jnaphthyr',--2- 



yll-pheny1)-N-(1-ben2y1-pyodidin-3-y1)-acetamide (compound 40)
2-{4-{7-Arnino-3-ethyl-0-(1
H4midazo:-.2-y1)-5-oxo.-5,8-dihydro-[1,81naphthyridin-.2-
y1)-plieny0-N4(53)-1-(tetrahydro-furan-2-yOmethyll-acetamide
(compound 41)
302-(1447-Amino-9-eth4-5-(1H4midazo:-2-y1)-5-oxo-5,8-dihydro41,81Thap
hthyridin4 yll henyI)-N-(4-meMyl-pyridin-3-y))-acetamide (compound
42) 2"-{447-AmMo-8-ethy)-6-(1H-imidazo)-211)-5-oxo-5,5-dihydro-[i
;8]nap hyrioin-2-  -23 -
yll-phenyl)-N-(4-ethyi-pyridin-2-y1)-acetarnide (compound 43)
2-(447-Amino-8-eftlyi-6-(1H-imidazoi-2-y1)-5-oxo-5,8-dihydro.
41,8]naphthyridin-2-
yil-phenyll-N-ethyl-N-pyridin-4-ylmethyl-acetamide (compound 44)
2-(4-[7-Arnino-8-ethyl-5-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro
-[110]naphthyridin-2- yil-phenyi)-N-(5-ethyl-pyridire2-y1)-acetemide
(compound 45)
2-(447-Amino-8-ethy1-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro
[1,8]naphtivridin-2- y11-phenyi)-N-benzykacetamide (compound 46)
2..{4-[7-Amince8-ethyl-6-(1H-imidazol-2-y0-5-wco-5,8-dihydro-[1,81nap
hthyridin-2- ylpphenyl)-N-pyridire4-ylmethyl-propionamide (compound
47) 10417-Amino-8-ethyl-6-(1
H-imidazel-2-y1)-5-oxo-5,0-dihydro-[1,8)naphthyridin-2-A-
N-pyridin-4-yirnethyl-benzamide (compound 48)
4-{4-[7-Amino-8-ethyi-6-(111-imidazol-2-y1)-5-oxo-5,8-dillydro41,61na
phthyi1dire2- ylEphenyil-N-pyridin-4-yirnethyl-butyrarride (compound
49)
2-{417-Amino-8-ethvi-5-(4-methyl-1hkimidezel-2-y0-5-oxo-5,8-clihydro1
5 11 ,Binaphthyridan-2-}41-phenyl)-N-pyridin-4-ylmethyl-acetamide
(compound 50)
2-{447-Arnino-8-cyclopropylmethyl-6-(1H-irrildazoi-2-y1)-5-oxo-5,8-di
nydro- [1,8;
naphthyriclin-2-yil-phenyll-N-pyridin-4-ylmethyl-acietamide (compound
51)
2-444,7-Amino-6-cyclopentyl-6-(1i-i-imidazol-211)-5-oxo-5,8-dihydro-
11,81naphthyridin-2-01-phenyil-N-oyridin-4-ylmethyl-acetamicle
(compound 52)
202-(547-Arnino-8-ethyl-6-(1H-imadazol-2-y1)-5-oxo-5,8-dihydro-M
,8]naphthyddin-2- 



yll-pyridin-2-yri-N-pyridin-4-yimethyl-acetamide (compound 53)
2-{4-[7-Amino-6-(1H-imidazol-2-34)-8-(3-methoxy-propy1)-5-oxo-5,8-dih
ydro(1,8)naphthyridin-2-A-phenyl)-N-pyridin-4-yimethyl-aceiamide
(compound 54)
2-{447-Arnino-8-ethyl-6-(1H-linidazol-2-y1)-5-oxo-5,8-dihydro-(1,83na
phthyridin-2- 25 yli-phonyl)-N-(3-phenYl-propy1)-acetamide (compound
55)
2-f4-[7-Ainino-8-ethyl-6-(11-4-irrildazol-2-y1)-5-oxo-5,8-dihydro-[1,
8]naphthyridin-2-
ya-2-fluoro-pheny1)-11-(1-e.thyl-pyrrokdin-2-yimethyl)-acetamide
(compound 56)             It should be noted that the above compounds
were named in ILJPAC 33 nomenciature using the Autonom software,  -
24 - possible, on the one hand, to protect a reactive function such
as a hydroxy or ar, amine during a synthesis and, on the other hand,
to regenerate the intact reactive function at the end of synthesis.
Examples of protecting groups as well as methods of protection and
deprotection are given, for example, in "Protective Groups in Organic
Synthesis", Green et al., 2nd Edition (John Wiley &Sons, Inc., New
York), 1991. Leaving group means, hereinafter, a group that can be
easily cleaved from a molecule by rupture of a heterolyfic bond, with
departure of an electron pair. This group can thus be replaced easily
with another group during a substitution reaction, for example. Said
10 leaving groups are, for example, halogens or an activated hydroxyl
group such as a methanesulphonate. benzenesulphonate,
p-toluenesuiphonate, inflate, acetate, etc. Examples of leaving
groups as we as references for their preparation are given in
"Advances in Organic Chemistry", J. March, 3m Edition, Whey
Interscience, 1985, p. 310-316. 15 According to the invention, the
compounds of general formula (I) can be prepared according to the
method described in the following schemes 1, 2 and 3.  - 25 - is
mono-substituted in position 2 with an amine of formula R:9-NH2
(where R2 is as defined previously with reference to the compounds of
formula (I)), at room temperature, or at a temperature from 50C to
100C, with conventional heating or microwave heating and in a protic
solvent such as an alcohol, for example ethanol, n-butanol,
terf-hutanol or 5 water, The acid (III), resulting from stage (I), is
then activated to a derivative of formula (IV), following stage (ii)
either in the form of acid fluoride by the action of cyanuryl
fluoride at room temperature, in the presence of a base such as
triethylamine or pyridine and in an aprotic solvent such as
dichbromethane or THF, as described by G. OLAH et at, in Synthesis
(1973), 487, or in the form of irnidazolide by the action of 10
carbodiamidazole in a polar aprotic solvent such as DtvIF or THF or
by other methods known by a person skilled in the art, such as those
described by MUKAIYAMA and TANAKA in Chem. Lett. (1976), 303 or by
ISHIKAWA and SASAKI in Chem, Lett. (1976), 1407. 



The cyanoacetylimidazoles of formula (V) are prepared in two stages
from an 15 midazole-2-carboxaidehyde unsubstituted or substituted in
position (4,5) of the imidazole, In stage (iii) the free nitrogen of
the imidazole-2-carboxabehyde is protected by a protecting group,
designated Pg in scheme 1, for example such as a SEM, Boc or trityl
group, in conventional working conditions known by a person skilled
in the art Protective Groups in Organic Synthesis", Green et al., 2nd
Edition (John Wiley & Sons, 20 Inc., New York). If applicable, the
two isomers t and Trilof the protected imidazole are obtained and
used without distinction in the subsequent reactions, The protected
imidazole-2-carboxaldehyde is then transformed in stage (iv) to
cyanoacetylimidazole of formula (V) by reaction of the aldehyde
function with the anion of TOSMIC, formed by adding potassium
tert-butylate to anhydrous DME at ow temperature (.50C), followed 25
by ring opening of the anionic intermediate formed,
4-tosyl-2-oxazoline, then the reaction mixture is heated under reflux
in the presence of methanol to permit formation of the acetylnifrile
function following the method described by Van Leusen A. et al.
(Synthetic Comm, 10(5) 1980, 399403).       The acid fluoride or the
imidazolide of formula (IV) obtained at the end of stage (ii), very
reactive but stable, is then reacted, in stage (v), with a
cyanoacetylimidazole of formula (V), unsubstituted or substituted in
position (4,5)9 in the presence of one equivalent of a base such as
sodium hydride or potassium tert-butoxide, in a polar  - 26 - aprotic
solvent such as THF or DMF, at a temperaturE.t. from -5C to room
temperature, then a second equivalent of the base used is added and
the compound of formula (VD that formed is cyclized in situ, at room
temperature, to give the pyridino-pyridinone compound of formula
(VII), following stage (vi).       The halogenated intermediate of
formula (VII) can then be transformed to the
pyridino[2,3-b)pyridinone-7-stannous derivative of formula (VIII), by
reacting it, in stage (A), with a hexaalkyldistannous compound, where
the alkyl can be either a butyl or a methyl, in the presence of a
complex of palladium (in oxidation state (0) or OW for example such
as Pd(PPh3)4, PdC12(PPh:4)2, and optionally with addition of a ligand
such 10 as triphenyl arsine, trifurylphosphine in a polar or nonpolar
solvent such as dioxane, THF, DMF or a nonpolat solvent such as
toluene at a temperature between 50 and 110C according to the
methodology described by Stille Jk et al., (JACS, 1957, 109, 813). To
obtain the compounds of formula (I) according to the present
invention, two 15 methods can be used starting from the halogenated
intermediate of formula (n), according to method 1 described in
scheme 2, of starting from the stannous compound of formula (VIII),
according to method 2 described in scheme 3.  WO 2011/061458Pair nol
01052480 - 27 - Scheme 2 9 Route .1 if G NR5R6 '3`r N'Nfie 



[Li..4 PN deprotedtion Compound fl                             N---;
;.." Routs 2 1 G 0E1L 0V' kox)HO c"n RI , JjA 0 (Xi) R,R,51:11.i'N35.
..14x.11) (x)ctttrgF'r 6Fok3wing method I described in otheme 2, the
iiltermediute (VU) is used in stage 



in a Suzuki coupiing reaction with a boronio add Iformuia (ik:a) with
kile -6(66-1)21 or a boronic ester of pinacoi tformuia fiXa) with Pg
being itt protecting group as, defined previously, MeS(OC(CH3)2)a]
where m, RI, R2, P3, R4, V, W, Y and Z are as tjeilned previously
with reference to the compounds of forfruia 10 according to the
invention, it being understood that the ring must comprise between
and 6 ring members, and (3 is either a (CtlC41aikory gitup such as
OEt or a morn -NP5R6, where PS and P6 are as defined for the compound
of foromia 0), These  - 28 - compounds (IXa) are either commercial or
are prepared from the corresponding halogenated derivatives according
to the method of Miyaura et al. (Chem Rev 1995, 95, 2457). This
reaction (viii) is carried out in the presence of a complex of
palladium (in 5 oxidation state (0) or (10) for example such as
Pd(PPhs)4, PdC12(PPh)2, Pd2ciba3, Xphos or PdC12(dppf), in a piratic
or aprotic polar solvent such as DIviE, ethanoi, DIV1F, dioxane, or
mixtures of these solvents, in the presence of a base such as caesium
carbonate, aqueous sodium hydrogen carbonate, or K3PO4, heating
conventionally between 80 and 120C or by microwave heating between
130 and 170C. 10       In the case when G is a motif NR5R6, where R5
and Re are as defined for the compound of formula (I), it is route I
that is followed, leading to compound (X), which after a conventional
stage of deprotection, for example in the presence of an acid such
HClas  (4N) in dioxane or trifluoroacetic add in a solvent such as
ethanol or 15 dichloromethane, at a temperature between -5"C and 80C,
gives the compound of formula (I) according to the invention.
In the case when G is a (C.I-C4)alkoxy group such as OEt, it is route
2 that is followed, the compound (Xi), obtained by Suzuki coupling in
stage (viii), Is saponified in stage (ix) in the presence of LiOH or
NaOH, in a mixture of protic solvent such as water, 20 methanol or
ethanol and of aprotic solvent such as THF or DMF, at room
temperature or by heating to a temperature between 50 and 100C, to
give compound (XII). The latter is then used in a peptide coupling
reaction with the amine Filt4R5R6, where R5 and R6 are as defined for
the compound of formula (I), in stage (x), in the presence of a
coupling agent such as BTUT, BTUH or CD! and a base, for example
diisopropylethylarnine or 25 NaHCO3, in an aprotic solvent such as
dichloromethane, THF or LAT or by other methods known by a person
skilled in the art, such as those described in "Principles of Peptide
Synthesis", 2" Ed 1993 M Bodanszky, Springer Laboratory, to give the
compound of formula (X01), which after a conventional stage of
deprotection, as described previously, gives the compound of formula
(I) according to the invention. 80  - 29 - R3, R4, V, W, Y and Z are
as defined previously with reference to the compounds of formula (I)
according to the invention, it being understood that the ring must
comprise between 5 and 6 ring members, X is a halogen atom and 0 is
either a (CI-C4afkoxy group such as OEt or a motif -NR5R6, where R5
and R6 are as defined for the compound of formula (I). This reaction
(xi) is carried out in the presence of a complex of palladium (in
oxidation state (0) or (II)) for example such as Pd(PPh3)4,
Pd012(PPh3)2or Pd2(dba)3 and optionally with addition of a ligand
such as triphenyl arsine, trifuryiphosphine or triphenylphosphine in
a polar aprotic solvent such as DMF, dioxane or TI-IF with heating to
a temperature between 50 and 120C. 10In the case when group G, on
compound (IX.b), is a motif NR5R6, where R5 and R6 are as defined for
the compound of formula (I), it is route 'I that leads to formation



In the case when 0 is a (C1-O4)alkoxy group such as OEt, it is route
2 that is 15 followed, and compound (Xi) is obtained by the Stine
coupling of stage (xi), and the subsequent stages, (xii), (xiii) and
of deprotection to give respectively the compounds of formula (XII)
and (XIII) and (I) according to the invention, are identical
respectively to stages (ix), (x) and of deprotection described
previously. 20 25  WO 2011/061458Pa/Male/052480 -30- Scheme 3    -%
Route I if G. NR.SR6,2 , deprotedon -  '1 I N 03,, 



p(X)  .1._ Rook. If G. OEt y:        If necessary, certain reactive
functions located on group RS, R6, R7 or R2 can he 6 protected in the
course of these couplings by protecting groups, as described in
"ProtectNe Groups in Organic Synthesis", Green at at, 2nd Edition, in
schemes 1; 2, 3; the stathrip compounds and the reagents, when their
manner of preparation is not described, are commerciaiiy avaiiable or
are described in the -10iiteraturm or eiee can be prepared according
to methods that are described in the literature or that are known by
a person ekiiied in the art.  - 31 - the compounds of formula (I).
The following examples lilustrate the preparation of certain
compounds according to the invention. These examples are not limiting
and their only purpose is to illustrate 5 the present invention. The
numbers of the compounds in the examples refer to those given in the
following table, which presents the chemical structures and physical
properties of some compounds according to the invention. 



The following abbreviations and empirical formulae are used: 10
Et0AcEthyl acetate CDICarbonyldiimidazole DCMDichloromethane 00degree
Celsius DMEDirnethoxyethane 15 DMFDimetnylformamide DiV1S0Dimethyl
suiphoxide EDC.HCIN43-(dimethylamino)propyl-N`-ethyl carbodiirnide
hydrochloride BTIJH0-(-benzotriazol-1-0)-N,N,Ni,Ni-tetramethyluronium
hexafluorophosphate. 20 hHour(s) HCIHydrochloric acid LiOHLithium
hydroxide Na2C0aSodium carbonate NHACiAmmonium chloride 25
NaHCO3Sodium hydrogen carbonate Na2SO4Sodium sulphate NaCISodium
chloride 



NaOHSodium hydroxide NH4OHAmmonium hydroxide 30 Na2304Sodium sulphate
min,minutes mlmillilitre  WO 2011/061458PCTIFR20101052480
P205diphosenorus pentoxide SEM2-Trime.thylsilanyi-ethoxymethyl
BTUTNMH-benzotriazoLl -yloxy)(dinsethylarnino)methylidenel-N-
methylmethanaminium telrafluoroborate 5 TEATrifluoroacetic acid
THETetrahydtitituran RTRoom temperature Tiretention time TO
MCToulenesulphopylmethyl isocyanide 10
Xphos2,DicyclohexylphosphinOT2',4',6)-triisoproip Eafflpment uasd: e,
initiator 



15 An&vsis conthtknis: CIUVIMS. couplinp conditlo instrument (Agent):
HPLC chain: Series 1100, Mass spectrometer msD SL (Agent), Software:
Chemstation version B.01.03 from Agilent LC../Utt COiLIMil: Symmetry
018 3.5 pm (2,1 x 50 mm) (Waters), Colurnn temp.: 251>0, Post run: 5
min UV Detection: 220 mm lnlection volume: 2 pi of a solution at 0,5
mglml Condition 1: pH 3 gradient 15 minutes Eluents: E120 + 0.005%
TEACH3ON 0.005% TEA, Flow: 0.4 milmin. Gradient: 0 25 to 10 min 0 to
100% B and from 10 to 15 min 100 B% Condilion 2: pH 3 gradlent 30
minutes Column: Symmetny 018 3.5 pm (2.1 x 50 mm) (Water b), Column
temp.: 25"0, Eluents: A: H20 0.005% TEA 8: CH3CN + 0.005% TEA, Flow
0,4 mlimin. Gradient: 0 to 30 min 0 to 100% B and from 30 to 35 min
100 8%  30 Post run: C min. UV Detection: 220 nrm Injection voiume: 2
p1 o a solution at 0.5 mgimi :pH 7 gradient 20 minutes Column: X
terra MS 018 3,5 pm (2,1X50 mm), Column temp,: 201>C Eluents: A H20
+:  - 33.-. AoN114 (5 nM) + 3% CH3CN / B: CHsCN, Gradient 0 to 20 min
0 to 100% of B. UV Detection: 210 nm. Condition GC CliCH,H:
ionization CliCH4, 30 minutes Column: Agilent HP-5M5 30 m x 250 pm
film 0.25 pm thick. Temperature 250C, Carrier gas: Helium, constant
flow 1.4 miimin MS: ionization mode: Electrospray positive mode ESN-,
mass range: 90-1500 time 



Spray Chamber Gas temp,: 350C Drying gas (N2): 10.0 fimin Neb.
pressure: 30 psig Vcap: 4000 V 10       The 1H NMR spectra were
obtained using NMR spectrometers Bruker 250, 300 or 400 MHz in
DMSO-d6, using the peak of DMSO-d5 as reference. The chethical shifts
are expressed in parts per inillion (ppm). The signals observed are
expressed as follows: s = singlet; d = doublet; t -91 triplet; m tri
multiplet or large singlet; H = proton. 15       The melting points
below 260C were measured with a Kofler bench and melting points above
260C were measured with a Buchi B-545 instrument,       The rotating
powers were measured on a poiarimeter of the type: Polarimeter
Perkin-Elmer, energy 55pA. 20 X
'"2-{8-(7-Amino,8-ethyi-6-(1H-imihydro-    A solution of 18.0 g (844
mmol) of 2,6-dithlarenicotinic acid in 180 ml (3.45 mot) 25 of a 70%
solution of ethylarnine in water is heated at 50C for 10 hours, The
excess amine is then evaporated under reduced pressure, then a 10%
aqueous soiution of acetic. acid is added until the prnAiict is
precipitated. The beige soiid is filtered, rinsed with cold water and
stove-dried, 10,5 g of the expected product is obtained. Yieid 82%.
M.etng point: 158-160"C,201.17 hin, condition 1; 30  - 34 - 



4.2 ml (52,3 mmol) of pyridine and 8.4 ml (99.8 mmol) of cyanuric
fluoride are added successively to a suspension 0110.5 g (62.3 mmol)
of the compound obtained at the end of stage 1.1 in dichloromethane
(260 ml). The mixture is stirred for 3 hours at mom temperature and
then filtered. The solid is rinsed with dicrilorornethane (100 ml)
and the filtrate is washed twice with ice water (60 ml). The organic
phase is dried over Na2SO4 and then concentrated under reduced
pressure. 10.449 of product is obtained, in the form of an orange
oii. Yield = 99%. The product is used without purification in the
next stage. 101.3 I f 1 -( 2-TrirneffiyisilanykethoxyDetiacetcinitri
Linder inert atmosphere, 0,91 g (4.6 mmoi) of TOSMIC in solution in
anhydrous DME (4 ml) is added to 0,98 g (8.8 mmoi) of potassium
tert-butylate in suspension in 4 ml of anhydrous DME at -35t. The
reaction mixture is coded to -50C then 1 c (4.4 mmol) of
1-(2-trimethyisilanyl-ethoxymethyl)-1H-imidazoie-2-carbaldehyde,
(Whitten 15 JP, JOC 1986, 51 (10) 1891-1894) in solution in 4 ml of
anhydrous DME is added dropwise, keeping the temperature below -45C.
The reaction mixture is stirred at this temperature for 30 min, then
11 ml of methanol is added, and the mixture is heated at 89C for 15
minutes. The solvents are concentrated under reduced pressure, and
the residue is taken up in a water/acetic acid mixture (13 ml i 0.5
ml), the aqueous phase is 20 extracted with dichioromethane (3 X 100
ml), the organic phases are then washed with a saturated solution of
NaHCOs, then dried over Na2304, After filtration, the filtrate is
concentrated under reduced pressure and the residue is purified by
filtration on basic alumina (eluent; DCM/AcEt 0 to 50% of El), 0.71 g
of compound is thus obtained in the fomn of a yellowish orange oil.
Yield = 67%, MEI: 238 (Tr: 6.9 min, condition 1). 25 1H NMR (300MHz,
DMSO-de,), 5 (ppm): 7.31 (d, 1H); 8.89 (d, 1H); 5.34 (s. 2H); 4.19
(s, 2H); 3.45 (dd, 2H); 0.87 (dd, 2H); 0 (s, 911).         Under
inert. atmosphere, 2.$g (20.5 mmoi) of potassium tert-betyiate is
added in portions to 4.9 p ;20.5 rmnoh of the a:at:pound obtained at
the end of stago 1.3, in solution in anhydrous THE (50 ml) cooled to
0"C. After 45 minutes of stirring at room  WO
20111061458PCTIFR20101052480 - 36-S temperature, the reaction mixture
is cooled to 0C, and 4.2 g (20.5 mmol) of the compound obtained at
the end of stage 1.2, in solution in anhydrous THF (20 ml), is added
dropwise. The mixture is stirred at room temperature for one hour,
then 3.5 g (30.8 minol) of potassium len-butylate is added and it is
stirred for a further 2 hours. 500 ml of a saturated solution of
ammonium chloride is added, and the medium is acidified to pH=4 by
adding a solution (1N) of HCI. The aqueous phase is extracted with
ethyl acetate (2x 500 ml). The organic phases are washed with a
saturated solution of sodium chloride, dried over Na2SO4, filtered
and concentrated under reduced pressure, The residue is purified by
silica gel flash chromatography (eiuent: A/B = DCM/Methanol, 10 from
0 tO 5% of 3). 6.1 g of compound is thus obtained in the form of a
brown solid. Yield = 70%. Melting point = 90C MH+: 419 (Tr: 6.6 min,
condition 1). 1H NMR (300MHz, miso-do, 8 (pprn); 8.47 (d, 11-1), 7.67
(s, 2H); 7.44 (d, 1H); 7.33 (d, 1F1); 7.1 (d, 1H); 5.27 (s, 2H); 4.45
(q, 2H): 3.22 (dd, 2H); 1.28 (t, 3H); 0.63 (dd, 2H); 412 (s, 9H), 15
1.52-Arn i  no-1 -ethylmothylsiia nykethoxyrnet
trimethylstannanvi-1H-11.81naphthyridin-4-oge       In a sealed tube,
a solution of 2 g of the compound obtained at the end of stage 1,4 in
12 ml of dioxane is degassed with argon for 15 minutes, then 2.05 g



1H NMR (400MHz, DMSO-d6), 3 (pprri); 8.28 (d, 1H, 7,5 Hz); 7.56 (d.
1H, 7.5 Hz); 7.53 (s, 2H); 7.32 (d, 1H, 1.3 Hz); 7.1(d, 1H, 1.3 Hz);
5.26 (Sc 2H); 4.59 (g, 2H, 6.9 Hz); 3.18 (dd, 2H, 8.2- 8.04 Hz); 1.29
(f, 3H, 6.9 Hz); 0.6 (dd, 2H, 8.2- 8.04 Hz); 0 36 (t, 9H, 28 30 Hz);
0 (s, 9H). 1.6 / 2-(6-Chloro-pyridin-3-vI)-N-pyridin-2-yl-acetamide
- 36 -        Under inert atmosphere, 6.2 g (38.5 inmol) of
N,N-carbodiiihiciazoie is added to a suspension of 6 g (35 mmol) of
2-chloropyridylacetic acid in anhydrous THF (90 ml) at room
temperature. The reaction mixture is stirred at this temperature for
2 hours, then 5.4 g (57.7 mmol) of 2-aminopyridine is added and the
mixture is heated for 2 hours under reflux. 200 ml of
dithlorornethane is added to the reaction mixture, cooled beforehand
to room temperature, the organic phase thus obtained is washed with a
saturated solution of ammonium chloride, then with an aqueous
solution of soda (IN), dried over Na2304, filtered and concentrated
under reduced pressure. The residue is purified by silica gel flash
chromatography (eluent: A(18 = dichiorornethane / ethyl 10 acetate 0%
to 70% of B). 5.6 g of compound is obtained in the form of a white
powder. Yield 65%. Melting point: 130C. MR': 248 (Tr: 6.6 min,
condition 1). 1H NMR (400MHz, DMSO-d6), 6 (ppm); 10,81 (a-, 1H); 8.35
(d, 1H, 2.3 Hz) 8.33 (ddd, 1H, 0.9-1.9-4.9 Hz); 8.03(d, 1H, 8.2 Hz);
7.82 (dd, 1H, 2.5-8.21-lz); 7.77 (ddd, ill, 1,97.3, 8.2 Hz); 7.49(d,
1H, 8.2Hz); 7.11 (ddd, 1H, 0.9-4.9-7.3Hz); 3.81(s, 2H), 15
1.7/2-(6-47-
lino-8-ethyl-6-oxp-611-(2-trimettaltiiarwl-ethoxvmethvil-11-1-
dezoi-Z-v11,5,8-dihydro-L1.8)naphthyridin-2.-y8-pyridin-3-vPyrictin-2
-vktwetarnide        A solution of 0.365 g (1.5 mmol) of the compound
obtained at the end of stage 1.6 and of 1.2 g (2.2 mmoi) of the
compound obtained at the end of stage 1.5 in 20 anhydrous dioxane (7
ml) is degassed with awn for 10 minutes, then 0,170 (0.23 mmoi) of
palladium if dichlorodithiphenylphosphinel and 0.05 a (0.16 mmoi) of
triphenylarsine are added, the tube Is sealed and the reaction
mixture is heated at 100C for 18 hours. The reaction mixture Is
diluted with 100 ml of dichloromethane, then the organic phase is
washed with a 10% aqueous ammonia solution, dried over Na2SO4, 25
filtered and concentrated under reduced pressure. The residue is
purified by silica gel flash chromatography (eluent. Al6=
dichloromethanelmethanoi from 0% to 10% of B). 0.32 g ci compound is
obtained, in the form of a yellow powder. Yield: 37%. MH-f-: 597 (Tr:
6.1 min, condition 1)  - 37 - dichiorometharie is added dropwise to a
suspension of 0.2 g (0.34 mrnol) of the compound obtained at the end
of stage 1.7 in suspension in dichlorome.thane (1 ini), cooled to 0C.
The reaction mixture is stirred at this temperature for 10 minutes,
then at room temperature for 5 hours, then at 10C overnight, The
mixture is then poured into a solution of Na2CO2 (2N) (6 ml),
previously cooled, the yellow precipitate formed is filtered and
rinsed with water, then dried under vacuum over P205. The solid is
purified by silica gel flash chromatography (eluent: ALB
=dichioromethane/(methanolil NH4OH), from 0% to 10% of B). 0.14 g of
compound is obtained in the form of a yellow powder. Yield 87%. 0.1
ml of a concentrated Ha solution (36%) is added dropwise to 



10 014 g (0.3 rnmoi) of this compound in suspension in methanol, the
mixture is then stirred at room temperature for 45 minutes, then
concentrated under reduced pressure. The solid is triturated in
diethyl ether, filtered and dried under vacuum over P205. 0.15 g of
hydrochloride compound is thus obtained in the form of beige powder.
Yield: 86%. Melting point= 200C. MH+ 467.2 (Tr: 5.49 min, condition
1) 15 1H NMR (400MHz, DMSO-4). 8 (ppm): 11.47 (s, 1H); 8.76 (d, 1H,
1.9Hz); 8.59(d, 1H, 8 Hz); 8.52 (d, 1H, 8.2 Hz); 8.39 (d, 1H, 8 Hz);
8.36 (m, 1H); 8.08 (dd. 1H, 2-8.3 Hz); 8.03 (d, 1H, 8.3 Hz); 7.92(m,
1H); 7.82 (s broad, 1H+ 1 HCl); 7.66 (s, 2H); 7.22 (m, 1H); 5.52 (s,
2 H+ 2 Ha); 4.75 (m, 2H); 4.0 (s, 2H); 1.37 U. 3H, 6.85Hz). 20Example
2: 2-(447-Am ino-B-ethy1-6-(111-imidazol-2-y1)-5-oxo-5,8-dihydro-
[1,8
naphthyddin-2,111-phenyll-N-(4-cyclopropyl-morpholin-3-ylmethyl}-acet
ernide (compound 3) 2.1 I ethyl 1444
4,5,54etrarnethyl-1,3,24ioxaborolart-2-vilohenyflacetate A mixture of
9.5 g (33 mmol) of (4-iodo-phenyl)-ethyl acetate and of 9.2 g 25 (36
mmol) of bispinacolatodiborane in solution in anhydrous
diinethyisuiphoxide (65 ml) is degassed with argon for 15 minutes,
then 28g (98 rnmol) of potassium acetate and 1.34 g (1.6 rnmol) of
palladium dichloro(phosphinoferrocene) are added and the reaction
mixture is heated at 55`t for 1.5 h under argon. The reaction mixture
is diluted with 220 ml of ethyl acetate, then the organic phase is
washed three times with (200 ml), then dried over Na2SO4, and
concentrated under reduced pressure. 1.1 g of compound is obtained in
the form of a brown oil, but is used as it is in the next stage.  -
38 - tv1H+; 291.2 (Tr: 9.4 min, condition 1) 2.2 (4-47-Amind-7-o:t.
1-5,oxb-54.-tritnerdiykilarin..pt oxymethyli..1
Ithislazol:2:yEttti&-dihvcirqtaalitiaplattlyrirliri-2-vilktherivt);
acetin add         In a tube, a suspension of 0.7 g (2.4 rnmol) of
the compound obtained at the end of stage 2.1, 0,5 g (1.2 mrnofl of
the compound obtained at the end of stage 1,4 and 3.3 ml of a
saturated solution of hydrogen carbonate in 7 ml of a mixture of
DME/o.thanol (2/1), is degassed with argon for 10 minutes, then 0.08
g (0,07 nsmol) of palladium tetrakistriphenyiphosphine is added and
the tube is sealed. The reaction mixture is 10 heated at 170C for 15
minutes in a microwave (Biotage initiator). The reaction mixture is
then taken up in water, and acidified by adding IN Ha solution. The
solid is collected by filtration, rinsed with water and then dried
over P205 under vacuum, 0.87 g of product is obtained in the form of
a mixture of acid and ester. This mixture is used directly in the
next stage, 150.1 g (2.4 rrimol) of lithium hydroxide monohydrate is
added to 0.87 g of the mixture of add and ester obtained at the end
of the preceding stage, in suspension in a solvent mixture
THF/water/rnethanol (1/1/1). The reaction mixture is heated at 70C
for 5 hours. 3.5 ml of water is added to the reaction mixture cooled
to room temperature, followed by addition of HO solution (1N) to pH
1. The solid is collected by filtration, 20 rinsed with
dichloromethane, then dried over P205 under vacuum. 0.4 g of product
is thus isolated, without any other purification, in the form of grey
powder. Yield; 62% for the two stages. Melting point: 220C. Mhit:
467.2 (Tr: 5.49 min, condition 1). 1H NMR (400MHz, DMSO-d6), 8 (ppm):
14,42 (s, 1H); 12.46 (5, 1H); 6.46 (d, 1H, 7.2 Hz); 8.19 (d, 2H, 7.2
Hz); 8,02 (d, 1H, 7.2 Hz); 7,89 (s, 1H); 7.83 (s, 1H); 7.58 (s, 2H); 



25 7.47 (d, 2H, 7,2 Hz); 5.35 (s, 2H); 4.68 (m, 2H); 3.7(s, 2H); 3 42
(m, 2H); 1.37(m, 3H); 0.77 (m, 2H); -0.11(s, 9H). 2.3/
4-Cycloprc3ovl-moroholine-3-carboxa 'd  2.9 g of molecular sieve 3A,
4.3 g (72 mrnol) of acetic acid, 7.6 g (43,2 mrnol) of 30
2(1-ethoxy-cyclopropyl)oxy)frirnethyisilane and 4,4 g (31,7 mmol) of
sodium cyanoborohydride are added successively to 1.2 g (7.2 rnmol)
of morpholine-3- carboxylic acid amide hydrochloride (W02005026155
Hennequin L.F.A. et al.) in  39 - solution in methanol (36 ml). The
reaction mixture is heated at 70C for 3.5 hours, then cooled to room
temperature and filtered. The filtrate is concentrated under reduced
pressure, then the residue is taken up in dichioromethane (200 ml)
and washed 3 times with an aqueous solution of NaOH (1N) (100 ml).
The organic phase is dried over Na2304, filtered and then
concentrated under reduced pressure. 0.58 g of product is obtained,
in the form of a white powder. Yield 47%, Melting point 116C. MI-4+;
171 (Tr; 1.03 min, condition 2).       1H NMR (250MHz, DMSO-d6),
(ppnri):7.33 (s, 1H); 6.98 (s, 1H); 3.67-3.43 (m broad, 4H); 2.97
(dd, 2H, 7.3 --- 3.6 Hz); 2.35 (ddd, 1H, 11.7- 8.3 - 3.4 Hz);
1.89(ddd, 1H, 10.3- 10 6.6- 3,6 Hz); 0.56-0.22 (m broad, 4H). 2.4i
1-(4-cyclopropylmoroholin-3-yl)methanamine hydrochloride        Under
inert atmosphere, 13.6 ml (13.6 mmoi) of a solution (1N) of
triborohydride complexed with tetrahydrofuran in THF is added
dropwise to a solution of 0.58 g 15 (3.4 mmol) of the compound
obtained at the end of stage 2.3, in anhydrous THF, cooled to 0C. The
reaction mixture is heated at 70C for 3h. 15 ml of a solution (1N) of
Ha is added to the reaction mixture cooled to room temperature, after
30 min of stirring the aqueous phase is decanted and extracted twice
with ether (15 ml) then basified by adding soda solution (1N). The
aqueous phase is then extracted with ethyl acetate 4 20 times (20 ml)
and with dichloromethane 4 times (20 ml). The combined organic phases
are dried over Na2SO4, filtered and concentrated under reduced
pressure. The residue is taken up in methanol (4 mi) and 3,4 ml of a
solution of HCI (1N) in ether is added, the solution is stirred for
30 minutes then 5 ml of ether is added, the solid formed is collected
by filtration and dried under vacuum over P205. 0.51 g of product is
obtained, 25 in the form of a white powder. Yield 78%. Mill.: 157
(Tr: 0.4 min, condition 2). 1H NMR (400MHz, DMSO4), 6 (ppm): 11.67(s,
11-1); 8,07 (m, 2H); 4.09 (m, 1H); 3.94 (m, 1H); 3.74 (m, 2H); 3.54
(rn, 2H); 3.36 (m, 1H); 3,2 (rn, 1H): 2.99 (m, 1H); 1.25 (m, 1H);
1,09-0,72 (m, 4H). 30  tth'nefrwflacetanni  - 40 - 



Under inert atmosphere, 0,4 ml (2.3 mrriol) of diisopropyl ethyl
amine is added to 0.4 g (0.8 mrnol) of the compound obtained at the
end of stage 2.2, in suspension in DMF (8 rill); after dissolution,
the reaction mixture is cooled to 0C then a solution, in DMF (2 ml),
of 0.18 g (0.94 mmol) of the compound obtained at the end of stage
2.4 5 and of 0.2 ml (1.2 rnmol) of diisopropyl ethyl amine is added,
followed by addition of 0.275 g (0.86 mmoi) of BRIT. The reaction
mixture is stirred at room temperature for 3 hours, then concentrated
to dryness. The residue is purified directly by silica gel flash
chromatography (eluent: A.118 = dichloromethaneimethanol (1% NH4OH)
gradient from 0 to 10% of B). 0.34 g of product is obtained in the
form of a yellow powder. Yield: 65%, 10 Melting point: 116C. MH: 657
(Tr: 5.51 min, condition 1) 2.6 /2ol-2-y11-5-ox0-5,8A hydro-
8Inanitthyridin-2-4-Oherndl:N-(4:cypicoropyt:morbholin-:3-yintothyl)-
acetatnik: 15 hydrochloride (compound 31        1.4 ml (19 mmol) of
trlfluoroacetic, acid in solution in 0.4 ml of dichloromethane is
added dropvvise to 0.3 g (0.47 mrnol) of the compound obtained at the
end of stage 2.5, in solution in 0A ml dichloromethane, cooled to
-10'C, then the reaction mixture is stirred at 5t overnight and then
poured into a solution of Na2003 (2M) (10 ml) in the 20 cold (ice
bath). The yellow precipitate formed is collected by filtration and
rinsed with water, and then dried over P205 under vacuum. The 0.18 g
of solid is taken up in 2 ml of methanol and 70 pl of a 36% solution
of HCI is added, the mixture is stirred for one hour at room
temperature, then concentrated under vacuum. The residue is purified
by flash chromatography on a ai reverse phase column (eluerif: water
HCI (NI 1000). 0.034 g of 25 product is obtained in the form of a
yellow powder. Yield = 16%. Melting point: 21000. MH+: 528.2 (Tr:
4.78 min, condition 1). 1H NMR (400MHz, DMSO-d5), 6 (ppm): 11.29 (s,
1H); 8.52 (d, 1H, 8.2 Hz); 8.48 (s, 1H exchangeable); 8,18 (d, 2H +
1H exchangeable, 8,3 Hz); 7.99 (d, 1H 4- 1H exchangeable, 8.2 Hz);
7,54 (s, 2H); 7.48 (d, 2H, 8.3 Hz); 4.7 (q broad, 2H, 7 Hz); 3.91 30
(m, 3H); 3.73 (m, 1H); 3.58 (s, 3H); 3.47 (m, 2H); 3.34 (in. 2H);
2.93 (m, 1H); 1.36 (t, SH, 7Hz); 1.25 (m, 1H); 0.95 (m, 2H); 0.81(m,
1H).  - 41 -       Example 3:
2-1447-Araino-8-ethyl-6-(11-1-imidazol-2-y1}-5-exo-5,8-dihydro[1,8ina
phthyridin-2-yllphenylyN-pyridln-4-ylmethyl-propionamide (compound
47) 3-1/ fttyl 1I4'ramethyi1
i2-ttinxa)orolittri-.2.-yl'iphenvliproparioato         Same procedure
as that described in example 2, stage 2,1, starling from 0.6 g (2
mrnol) of ethyl 2-(4-iodophenyppropenoate in solution in anhydrous
DMS0 (4 ml), 0.57 g (2.2 nimol) of bispinacolatodiborane, 1.7 g (6
mmol) of potassium acetate and 83 mg (0,1 mmol) of palladium
dichloro(phosphinoferrocene). 0.9 g of compound is obtained in the
form of a brown oil, used as it is in the next stage. WI': 305 (Tr:
9.9 min, condition 1) 10 



3.2/2;zazi,7-ainirio-3-ett1vi-b-oka-.6.41
-{[2:(Minethytallyrietnoxvirneitiv8-1 H. pazo15
8-dillvdro-1,8-naphthyri0in-Q-yrobettylioreparioic acid        Same
procedure as that described in example 2, stage 2,2, starting from
0.57 g (1.4 mrnol) of the compound obtained at the end of stage 3,1,
0.82 g (2.7 mmot) of the 15 compound obtained at the end of stage
1,4, 94 mg (0.08 rnmol) of palladium tetraidstriphe,nyiphosphine,, 4
ml of a saturated solution of hydrogen carbonate in a         of
DMIElethanol (2/1) (7 ml), 1.1 g of product is obtained in the form
of a mixture of acid and ester. This mixture is used directly in the
next stage, in the presence of 0.16 g (3.8 mmol) of lithium hydroxide
monohydrate suspension in a solvent mixture 20 THE/water/methanol
(1/111) (10 m1). 0,4 g of product is obtained in the form of brown
powder. Yield: 39% for the two stages. Melting point: 248C. MH+ 534.1
(Tr: 6.5 min, condition 1) 3.3/ethOni   Sidol--2-a .0
henv.N(ovridr.4.   anerniftft Sams procedure as that dosor;beg ;n
exampkt 2, stpe 2.5, startno from f0.56 M0:00 of the compound
obtained at the end of stage ;:f.f,25 g (2.25 mrsonof I- Cps: 0;
44-ygmothanernine, 0.36 g f1,1 mu:o) of BIUT and 0 14 g (1.1 romo) of
30 'fssoProPYffttfl'Atttnne in anhydrous DME (5 rn;), 0,29 g of
product ;e obtained in the form of yobtu powder. Vie:d: 82%. Nle;
tetgtentO, MW:: 621 (Tr 5.66 tt*;, condition  - 42 - 



3.4/ 3inlk a b-inxrs-t.i vdro
f1,81paphthyridin-2-v11-ohenyll-N-pyridin-4-YlnykamPigivcoiciLksro2P,
c4A1.1        Same procedure as that described in example 2, stage
2.6, starting from 0.28 g (0.42 mmol) of the compound obtained at the
end of stage 3.3 in solution in 1,2 ml of dichlorornethane, 1.3 ml
(17 mmoi) of trifidoroacetio add in solution in 0.5 ml of
dichlorornethane. 0.051 g of product is obtained in the form of a
yeliow powder. Yield 24%. Melting point: 186C.494.2 (Tr: 5.05 min,
condition 1). 'H NMR (400MHz, DMSO-O), 5 (ppm): 13,20 (s, 1H); 11.51
(s, 1H), 8.62 (m, 2H); 8,45 (dd, 2H, 4,5, 1.5 Hz); 8.29 (d, 2H, 8.2
Hz); 8.02 (s broad, 1H exchangeable); 7.97 (d, 10 1H, 8.2 Hz); 7,53
(d, 2H, 8.2 Hz); 7.16 (m, 3H); 7,04 (m, 1H); 4.72 (m, 2H); 4,29 (d,
2H, 6 Hz); 3.81 (g, 1H, 7 Hz); 1.45 (d, 3H, 7,1 Hz); 1,38 (t, 3H, 7
Hz), 15Example 4:
44447-Amino-8.ethyl-6-(111.4midazol-2-y1)-5-oxo4,8-dihydro-
[1,81naphthyridin-2.111-pheny))-N-pyridin-4-yimethyl-butyramide
(compound 49) 4.1/
4-14-(4,4,5,5-tetramethsel-1,3,2-Oioxaborolan-2-vhorienvlibutanoic
acid         Same procedure as that described in example 2, stage
2,1. starting from 0,3 g (1 mind) of 4-(4-loclophenyl)butanoic add in
solution in anhydrous DM80 (2 ml), 0.29 g 20 (1.1 mrnol) of
bispinaoolatodihorane. 0.39 (3.1 mmol) of potassium acetate and 42 mg
(0.05 rnmol) of palladium dichloro(ghosphineferrocene). 0.21 g of
compound is obtained in the form of a brown oil, used as it is in the
next stage. MH+: 291 (Ti: 8.35 min, condition 1)    Hoic add
Same procedure as that deathbed in example 2, stae 2.2, from 0.1 -;
(0,57 mmoi) of the compound obtained at the end of stage 4.1, 0.18 p
(0.44 mmohof the compound obta:ned at the end of stage 1.4, 25 mg
(0.02 mmoi) of oaliediurn 30 letrakistriphenyiohosohine, 1.2 mi of a
saturated solution of hydrogen carbonate in a mixture of D&/ethanol
(211) (3 ml, 0.25 q of product is obtained n the form of a brown oil
used as it is in the next stape. MW: 548 (Tr: 6.5 min, mnditbn 1)  



43... 4.3/ 414-(7-ainino-3-ethyl,-,5roX0-6-(1-(2-itrimethylsitfiZIZO
D,BAjnycfro-1,8-naphtErt.YridiEt1-2-,yi)phetlyn-N7(arldili-4yl)butari
amide        Same procedure as that deathbed in example 2, stage 2.5,
starting from 0.5 g (0.46 inmol) of the compound obtained at the end
of stage 4.2, 0.2 g (1,8 rrimol) of 1- (pyridin-4-y1)methanarnine,
0.3 g (0,9 mmol) of EITUT and 0.12 g (0.9 mmol) of
diisopropyiethylamine in anhydrous DMF (5 ml), 0.1 g of product is
obtained in the form of beige powder. Yield: 34%. Melting point:
223t.11/11-1: 638 (Tr; 5.75 min. condition 1), -
104-(447-Amino-8-ethvi-6-(1H-imida oi-2..yfl..5..oxo-5L8..dihydro..
[1iapl Th '(HIi Tht:ns/11-4.4-pyridin-4.;y1thethyl-btityratnifte
(00iTipourid       Same procedure as that deathbed in example 2,
stage 2.6, starting from 0.095 g (0,15 mmol) of the compound obtained
at the end of stage 4,3 in solution in 0.5 ml of dichloromethane,
0.44 ml (6 mmol) of trifluoroacetio acid in solution in 0.3 ml of 15
dichlorornethane. 0.045 y of product is obtained in the form of a
yellow powder. Yield 60%. Melting point: 240'C.508.2 (Tr: 4.97 min,
condition 1).    NMR (400MHz, DMSO-ci6), 6 (ppm): 13.21 (s, 1H);
11.48 (s, 1H); 8.61 (d, 1H, 8 Hz); 8.49 (d, 2H, 4.5 Hz); 8.44 (t, 1H,
6 Hz); 8.45 (s broad, 1H exchangeable); 8.17 (d, 2H, 8.1 Hz); 7.97
(d, 1H, 8.1 Hz); 7.39 (t, 2H, 8.1 Hz), 7.24(d, 1H, 4.8Hz); 7.15 (s,
1H); 7.03 20 (s, 1H); 4,72 (m, 2H); 4.30 (d, 2H, 5.8 Hz); 3.81 (g,
1H, 7 Hz); 2.68(t, 2H, 7.5 Hz); 2.24 (t, 2H, 7.3 Hz); 1.92 (m, 2H);
1.38 (t, 3H, 7 Hz).       Example 5:
244-Famino-8-ethyl4-(4-methyl-1H-4midazol-2-y1)-5-axo-5,8-
dihydro41,8Inaphthyridin.2-y1)-phenyl}-N-pyrislin-4-ylrnethyl-acetemi
de 25 (compound 50)       5.1/
11-(2-Trimettlyisilanyl-ethoxymethyl)-1H-14methyl-1H-imiciazol-2-
Aacetonitrile        Same procedure as that described in example 1,
stage 1.3, starting from 4.6 g (19
rnmol)of[1-(2-Trimethylsiianyl-ethoxymethyl)-114(4-methyl-1H-imidazol
-2- $0 yl)carbaldehyde, 4 g (20.3 mmol) of TOSMIC and 4.3 g of
potassium tert-buiylate in soiution in anhydrous DME (32 ml). 2,2 g
of compound is obtained in the form of a  WO
2011/061458PCI1FR2010/052480 -.44  - 



yellow oil as 70130 mixture of 'T and it reg,oisomers (Yield 45%. MW:
252 (Tr. 6.38 and 6.55 min, condition 1) 5.21 2n
ro-l-ettaath:5-14-ir. ietily1Silyhettioxylmettiv  5
imidazol-2-y1)-1,8-naohthyridin-4(131)-one        Same procedure as
that described in example 1, stage 1.4, staffing from 1 g (4 mmoi) of
the compound obtained at the end of stage 5.1, 0,89 (4 mmol) of the
compound obtained at the end of stage 1.2 and 1.15 g (10 mmol) of
potassium tortbutylate in solution in anhydrous THF (13 ml). 0.42 g
of productis obtained in the form 10 of a beige powder. Yield 24%.
Melting point: 120t. Milt: 435 (Ti: 10.5 and 10,6 min, condition 1)
5,31f447-amino-6-ethyl-6,-(4-meithyl <1 2-(trimetillyiSilylkiettiox
ittethyll-1 Hi- itnidazoki
)-5-oxo:f..,5"8-dibydro-118-riaotithyridin-2-yljoheattocetio acid
15Same procedure as that described in example 2, stage 2.2, starting
from 0.42 g   minoI) of the compound obtained at the end of stage
5.2, 0.84 g (2.9 Eximol) of the compound obtained at the end of stage
2.1, 67 mg (0.06 mmol) of palladium tetrakistriphenylphosohine, 1,2
ml of a saturated solution of hydrogen carbonate in a solvent mixture
DME/Et0H (2/1) (7 ml). 0,60 g of product is obtained in the form of a
20 mixture of acid and ester. This mixture is used directly in the
next stage, in the presence of 0,12 g (3 minoi) of lithium hydroxide
monohydrate suspension in a solvent mixture THF/waierimethanol
(11111) (7 ml). 0,67 g of product is obtained in the form of brown
powder used without purification. MW: 534 (Tr: 4.38 min, condition
1). 25 5,41   t10-fti    '40 



,n-ttixo-5,(d-d tithh4titivi1d,.-,Ott                           



Same procedure as that described in example 2, stage 2,5, startinq
rom 0.67 mrnoi) of the compound obtained at the end of stage 5 3,
0.55 gminol) of 1- toy lin-4-yhmethanamine, 0,8(2.5 mmoi) of BTLIT
and 0.32 g (2,4 rrenO) of dilsopropyiethyiamine in anhydrous DMF (12
ml), 0.22 g of product is obtained in the form of yellow powder.
Yield 28%, Mt1+. 624 (Tr 5.6 min; condition 11. 



5.5/7-Amino-&-ethvl-8-(4nrinWimidazo5-oro-n,0
Phiti0yrr-N-pyridin-4--yimethyt-acetarnidesedt of TFA (compound  aQ)
5Same procedure as that described in example 2, stage 2.6, starting
from 0.22 g (0,38 mmoi) of the compound obtained at the end of stage
5.4 In solution in 0.8 ml of dichlorornethane, 1.6 ml (14 rnmol) of
trifitioroacetic acid in solution in 0.5 ml of dichioromethane,
purification by PLC. 0.124 g of product, in the form of salt of
trifluoroacetic acid, is obtained in the form of a yellow powder,
Yieid in 60%. Meltino point; 144'C, MH'; 494 (Tr: 4.54 min, condition
1). NMR (400MHz, DMS0-de), (ppin); 8,83 rt, 1H, 5.9 Hz); 8,68 (d, 2H,
5.2 Hz); 8.52  , 1H, 8.1 Hz); 3.10 (d, 2H, 8.3 Hz); 8,09 (s broad, 1H
exchangeable); 8,0 (d, 1H, 8,2 Hz) 7.8 (d, 2H, 5.9 Hz); 7.5 (d, 2H,
8.3 Hz); 7,2 (si, 1H); 4.7 (m, 2H): 5.4 (s broad, 2H exchangeable);
4,46 (d, 2H, 8 Hz); 3.66 (s, 2H); " (s, 3H); 1.4 U. 3H, 7 Hz) IS
Example 6; 2-(447-AmiopronymetM1-6-(1H-irnMazoi-2,y1)-5-oxo.
5,5-dthydro41ainaphthyridin-2-0)-phcmy1).-N-pyridin-4-ymethyl-acetami
de (compound 51) 20&chbro'.2$ corny
metyijamino]pyrictine--3-carboxviic acid In a seaiable tube, 3 g (42
mmoi) of cycio.gropylmethylemine is added to 3 g (14 mmol) of
2,8-dichlownitinic acid ri solution in te,rt-butanoi (14 ml), the
tube is se and heated at 170t for 30 minutesa filotage Initiator
microwave. The reaction mixture is cooled to room temperature,
diluted in dichioromethane (100 ml) and washed 25 with a 10% aqueous
solution of acetic acid (12 ml). The organic phase is dried over
Na,SO4, filtered, concentrated and dried under vacuum. 3.4 g of
product is obtained in the form of an orange oil. Yield is
quantitative. Mk': 227 (Tr: 4.54 min, condition 1)  - 46 - 



dichioromethane, 0.52 g (3.8 mmol) of oyanuric fluoride, and 0,4mmol)
of triethylamine. The product, obtained in the form of a green oil,
is used without purification in the next stage,
6.312zameno-7-chloro-1-(cyclopropylmethyl)-3-(1-ff2-
ettivisilyi'othoxyynothvilt111 ni id azot.2 Vii .-naptithyridini,4(1
-hrotet       Same procedure as that described in example 1, stage
1A, starting from 0.43 g (2 mind) of the compound obtained at the end
of stage 6.2, 0.5 g (2 mmot) of the compound obtained at the end of
stage 1.3 in solution in 6 ml of anhydrous TI-IF and 10 0.55 g (5
mmol) of potassium tert-butyiate and 0.49 (3.8 mmol) of
triethylamine. 0.5 g of product is obtained in the form of a brown
powder. Yield = 60%, Melting point: 70C. MN': 447 (Tr: 6.68 min,
condition 1), 6.41(447-amino-8-(cyclooropyimethyl)-5.oxo-6-(1-112- 15
wIsilyllethoxytmetiw.c.i1-2 yh-5 8-ciillygro-1 8 naphttyridim'i-
vilpherivilacetic acid        Same procedure as that described in
example 2, stage 2.2, starting from 0.44 g (1 mmol) of the compound
obtained at the end of stage 6.3, 1 g (3.5 mmol) of the compound
obtained at the end of stage 2.1 70 mg (0.06 mmoi) of palladium 20
tetrakistriphenylphosphine, 2.8 ml of a saturated solution of
hydrogen carbonate in a solvent mixture DMEIEt0H (2/1) (8 ml). 0.69
of product is obtained in the form of a mixture of acid and ester.
This mixture is used directly in the next stage, in the presence of
0,15 g (3.6 rnmol) of lithium hydroxide monohydrate in suspension in
a solvent mixture THFlwater/rnethanoi (1/1/1) (9 ml). 0.91 g of
product is obtained in the form of 25 brown powder, used without
purification in the next stage. M1-14.: 546 (Tr 4.39 min, condition
1). rt.cvcin ethvic.ihi \eikko tt?.. N-(0 'de  WO 2011/061458PCT,T
R201 0/05248() - 47.. 



(pyridin-4-yl)methanainine, 1.1 g (3.3 mmoi) of BTUT and 0.43 g (3.3
mmol) of diisopropylethylamine in anhydrous DMF (17 m!), 0.3 g of
product is obtained in the form of beige powder. Yield: 28%. Melting
point: 114t. Mlle: 635 (Tr 5.6 min, condition 1).
6.6/9:14-17,-Ainino-t8syblooroovitnottlyi-8-(1H-i  'iot;
pyridin-4-vimetfivlincetamide -tit of TVA /compound 51)        Same
procedure as that described in example 2, stage 2.6, starting from
0.28 g (0.45 rrimol) of the compound obtained at the end of staae.
6.5 in solution in 1.5 ml of 10 dichloromethane, 1.3 ml (18 rrimci)
of trifluoroacetic acid in solution in 0.8 ml of dichlorornethane.
0.2 g of product is obtained in the form of a yellow powder. Yield
80%. Melting point: 118C. MF-1+: 506 (Tr; 4.96 min, condition 1). 1H
NMR (400MHz, DIVISO-de), 8 (ppm): 8.85 (t, 1H, 5.7 Hz); 8.7 (d, 2H,
5.8 Hz); 8.58 (s broad, 1H exchangeable); 8.56 (d, 1H, 8.1 Hz); 8.16
(d, 2H, 8,1 Hz); 8.0 (d, 1H, 8.2 Hz); 15 7.64 (d, 2H, 5.3 Hz); 7.50
(d, 2H, 8.2 Hz); 7.4 (s, 2H); 4.7 (m, 2H); 5.4-4.0 (s broad, 2H
exchangeable); 4.50 (d, 2H, 5.8 Hz); 3.67 (s, 2H); 1.4 (m; 1H); 0.6
(m, 2H); 0.5 (m, 2H). Example 24547-,Amino-3-ethy;
-6-(1H-imidazol-2-y1)-5-oxo-5,84ihydro.,
(1,81naplithyridin-2-y1)-pyridin-2,11)-N-pyridin-4-yimethy-acetamide(
compound 20 53) 7,1/
2-(5-bromopyridin-2-v1?-N-(ovndin-4-ylrnethvnacetamide        Same
procedum as that described in exampie 2, stage 2.5, startinc from
0.33 (1.6 mmoi) of (5-brom0-)w1din-2-A-acetio acid (a synthesis of
which is described in Tetrahedron, 1997, 53(24) 82571-8268 (3urnos J.
at at), 0.67 q (6.1 mino) of 25 4-vi)methanamino, I q (3 mmoi) of
SlUT and 0,4 p (3 ifinio) ofdiisonrooyiethyiarnine in anhydrous DMF
(1 '), 0,599 of product is obtained in the form of twiqe powder, used
without purification in the next stage. ME': 307 /T 2.92 min,
condition 7,21 is   



'apill         - 48       Same procedure as that deathbed in example
1, stage 1.7, starting from 0.58 (1.9 mind) of the compound obtained
at the end of stage 7.1, 1.29 (2.3 mmol) of the compound obtained at
The end of stage 1,5, 220 mg (0.3 mmol) e palladium II
dichiorodi(triphenyiphosphine) and 65 Mg (0,21 mmol) of
trionenyiarsine in &dation in 9 ml of anhydrous dioxane, 0.38 g of
compound is =Mined, in the form of a yellow powder. Yield: 32%. MH.;
611 (Tr 5.43 min, condition 1), 7.3!A'1 Wimidasxo-5.8-dittydro-
f1,8insiontbiridiri-2-A-pyridiit72,44-N-nyildin-4-iyin hyl-acetarnide
(coMpound 53) 10Same procedure as that described in example 1, stage
1.8, starting from 0,36 g (0.6 mntoh of the compound obtained at the
end of stage 7.2 in solution in 1.8 ml of dichloromethane, 1.3 Ell;
(24 trimoi) of trifluomacetic acid in solution in 1 mi of
dichloromethane, 0214 g of product is obtained in the form of a
yellow powder. Yield 78%. Melting point: 12000, ME: 481 (Tr; 4,32
min, condition 1). 1H NIVIR (400MHz, DIMSO-d6), 3 (ppm): 9,38 (d, 1H,
2.3 Hz); 8.93(t, 1H, 6 Hz); 



2H, 6,3 Hz); 8,68 (s broad, 1H exchangeabie), 822 (d, 1H, 8Hz); 8,57
(dd, 111, 8.2, 2.4 Hz); 8,1 (d, 1H, 8 Hz): 7.77 (d, 2H, 6 Hz); 7,60
(d, 1H, 8,2Hz): 7,41 (s, 2H); 4.71 (m, 2H); 5.4-4 (s broad, 2H
exchangeable); 4.54 (d, 2H, 6 H-); 3.90 (s, 2H); 1.36 (t, 3H, 7 Hz).
20 Example 8; 2-{447-Anino,8-ethyl-6-dazot-2-14)-5-oxo-5,ydro-
phthyridn-2-y1-24luoro-phenyil-N-(1-ethyl-pyrroidin-2-ylmothyt)-aceta
mide pound 56) 8,1/ (4-brorno-2-11k.nronhenvi)dootic add 250.09 g of
lithium hydoxide monohydratte is added to 0.37 g (1.4 ETEIT10) of
ethyl  ester of (4-brorno-2-fitiorophenyliacetic acid in soiution in
8 ml of a solvent mixture THEImethanolkvater (111/1), and the
reaction mixture is stirred for 3h at room temperature. The reaction
mixture is acidified with IN HCI soiution, then extracted with
dichioromethane (20 mil The oraanic phases are combined, dried over
Na2804, filtered 30 arid concentrated under reduced pressure. 0.3 g
of product is obtained in the form of is used without purifition in
the next stage. Yield 91%.  - 49 - 8.2/
(4-brorno-2-fluorophenyl)acetyl chloride        0.39 (2.4 mmol) of
oxalyl chloride is added to 0.28 g (1.2 rnmol) of the compound
obtained at the end of stage 8.1 in solution in 7 mi of
1,2-dichioroe.thane. The reaction mixture is stirred at room
temperature for 1.5 h and then concentrated under reduced pressure.
0.322 g of compound is obtained in the form of an oil and is used
without purification in the next stage.
8.312-(4-bromo-2-fluorophenyl)-N-ro-ethyipvrrolidin-2-ylimethyllaceta
mide 10 0.15 g (1.2 mmol) of 1-(1-ethylpyrrolidin-2-Amethanarnine is
added to 0.3 g (1.2 mrnol) of the compound obtained at the and of
stage 8,2 in solution in 8 ml of dichioromethane cooled by an ice
bath and under inert atmosphere, and it is stirred for a further 4h.
The reaction mixture is diluted with 20 ml of dichloromethane and
washed with 20 ml of water, then the organic phase is dried over
Na2504, filtered and 15 concentrated under reduced pressure. The
residue is then purified by silica gel flash chromatography (eluent:
NB = dichloromethanefinethanol (1% NH4OH) gradient from 0 to 10% of
B), 0,2 g of product is obtained in the form of a beige powder.
Yield: 50%. IV1H+ 343 (Tr: 4.94 min, condition 1). 208,42-f 4-f 7-arn
ino-8-ethyl-5-oxo-6-(1412-(tri methyisi lynethoxvirn ethvi}-1H-
idihydr0-1
8-rianhtrwridin-2-v1}-2-fluotophenyli-4\1-111-othytpyrroillin...9... 



Same procedure as that described in example I, stage 1.7, atertino
from 0,074 g (022 mmoi) of the compound obtained at the end of stage
8,3, 0,10 g (0.3 mmoo of the cempot,etif obtained at the end of stage
1.5, 24 mg (0 .03 nmen of paiiz it - ii
dichlorodi(trionersilphosphine) and 8 MO (0.02 mmon of
triehenyiaourie Er. solution 1 rill of anhydrous dioxane. 0.063q of
compound is obtained, in the form of a yellow powder. Vieid: 45%,
MH+: 643 (Tr; 5,31 min, condition 1).  - 50 -         Same procedure
as that described in example 2, stage 2.8, starting from 0.055 g
(0,08 mmol) of the compound obtained at the end of stage 8.4 in
solution in 0.25 ml of dichloromethane, 0.25 ml (3.4 rimol) of
trifluomacetic acid in solution in 0.1 ml of dichloromethane. 0.017 g
of product is obtained in the form of a yellow powder. Yield 39%.
Melting point: 100'C. MH": 518.3 (Tr: 4.71 min, condition 1).
11-11\1MR (400MHz, DMS0-4), 8 (ppm): 9.15 (s, 1H); 8.62 (d, 1H, 8.1
Hz); 8.50 (t, 1H, 5.7 Hz); 8.07-8.0 (nn, 3H): 7.54 (t, 1H, 8Hz); 7,24
(s, 2H); 4.70 (m, 2H); 3.92-3.32 (m, 6H + 3H exchangeable); 3.08 (m,
2H); 2.13 (m, 1H); 1.97 (m, 1H); 1.86 (m, 1H); 1.74 (m, 1H); 1.38 (t,
3H, 7 Hz); 1.22 (t, 3H, 7.2Hz). 10        Compounds 1, 4, 5, 6, 7, 8,
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43,
44, 45, 46, 48 and 55 were synthesized following the synthesis route
described in example 2; compound 9 following the synthesis route
described in example 1. and compounds 52 15 and 54 were synthesized
following the synthesis route described in example 6,        The
following table presents chemical structures and physical properties
of some examples of the compounds according to the invention. In this
table: 20- in the "salt" column:  " 'represents a compound in the
form of free base, whereas  "HCI" or "TFA" signify, respectively, a
compound in the form of hydrochloride or of salt of frifluoroacetic
acid. - Me, Et, represent methyl and ethyl groups respectively.     
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Pharmacological tests were conducted on the compounds according to
the invention to determine their inhibitory effect on protein with
tyrosine kinase activity.    As an example, their inhibitory effects
on the tyrosine kinase activity of PDGF-R 5 and/or Fit-3 were
measured in vitro in cellular models.        The inhibitory activity
with respect to PDGF or Fit-3 receptors is given by the concentration
that inhibits 50% of the proliferation activity of cells Baf3
tel/PDGF or MV4-11, respectively, 10 



Measurement of inhibition of the  Ity.s,ski,e:Shals5Lactivityrecess r
to PDGF beta (PDGF-Ri3) (Baf-3 tei/PDGFR131:,        This test
consists of evaluating the effects of the compounds on the tyrosine
kinase activity of the PDGF beta receptor. 15The inhibitory effect of
the compounds according to the invention on the tyrosine kinase
activity of the PDGF-R receptor was evaluated on the murine
haernatopoietic cell line BaFi3 transfected with a plasrnid coding
for the fusion protein Tel/PDGF-R beta, This fusion protein is found
in chronic myeloid myelomonocytic leukaemias (CMML). It comprises the
N-terminal part of the transcription factor Tel 20 and the
transmembrane and intracellular part of the PDGF-R beta receptor.
This fusion protein is present in dimerized form (presence of an
oligomerization domain in the N-terminal part of Tel) and accordingly
leads to the constitutive activity of the kinase domain of PDGF-R
beta. This line BaF3 Tel/PDGF has been described several times in the
literature and notably in detail in the article of M CARROLL et al,,
PNAS, 25 1996, 93, 14845-14850, M CARROLL et al., Blood 2002, 99,
14845-14850.        The BaF3 TelIPDGF cells are washed with phosphate
buffer and seeded in 96- well plates, at a density of 5.104 cells/nil
(100 ml per well), in RPMI 1640 containing 10% of FCS. in the
presence or absence of the test compounds, After incubation for 72 h,
the viable cells are quantified by measurement of cellular ATP using
the Ceriter-Gle kit (Promega, Cat 07571), The cells are treated
according to the instructions given by the supplier of the kit and
the luminescence is measured with a Luminoskan (Ascent, Labsystern)
with the following parameters: measurement: single; integration time:
1000 ms, lag time: 5 a.  67 It thus appears that the compounds
according to the invention have an inhibitory activity on the
tyrosine kinase activity of PDGF-R beta, This activity is given by
the concentration that inhibits 50% of the proliferation of Baf3
tel/PDGF ceiis (C50). The iCso vaiues of the compounds according to
the invention are below 1.0 At        For example, compounds No. 2,
14, 20, 27, 43, 50, 51, 52,-55 snowed an IC50 of 7.9, 2, 9.8, 2.5,
2.4, 8, 2, 1.4, 6,6, 8.9, 13.6, 5,9 nMi respectively in the test for
measuring the tyrosine kinase activity of the PDGF receptor, 10In
addition to their properties of inhibition of PDG:F-R tyrosine
kinase, it also         that compounds according to the invention
display properties of inhibition of the tyrosine kinase activity of
the Fit-3 receptor, as described beiow. a ent  of'nhibition of
theo,sin( ' ase activ' of the tlM   



receptor        The inhibitory effect of the compounds according to
the invention on the tyrosine kinase activity of the F1t4 receptor
was evaluated on the mv4-1 1 cell line, a line established from a
leukaemia of the AML type and bearing a constitutively active 20
mutant F1t3ITD. The inhibitory activity is correlated with inhibition
of cell growth, according to the protocols described by SPiEKERMANN,
K. et al., Blood, 2003, (4) 1494.1504 and O'FARRELL, A.M. at al.,
Biood, 2003, 101, (9) 35974605.        The MV4.11 cells are washed
with PBS bufter and seeded in 96-weii plates, at a density of 1,10s
cellsirni (100 ill per well), in RPtvil 1640 containing 10% of FCS,
in 25 the presence or absence of the test compounds. Alter incubation
for 72 h, viable cells are quantified by measurement of cellular ATP
using the CeliTiter-Gle kit (Promegas Cat G7571 ). The CeiiS are
treated according to the instructions given by the supplier of the
kit and the luminescence is measured using a Luminoskan (Ascent,
Labsystem) with the following parameters: measurement: single;
integration time: 1000 ms, lag 30 time: 5 s.        The inhbitory
activity with respect to the Flt-3 receptor is given by the
concentration that inhibits 50% of the. proliferation of the MV4-11
cells. it thus appears that the compounds according to the invention
have an inhibitory activity on the tyrosine kinase activity of the
F1t4 receptor with iC5c,vues below 1.0 }N.  68 For example, compounds
No. 8, 20, 26, 27, 32, 42, 43, 50 showed an 1050 of 52, 26, 95, 30,
69, 84, 19, 115 rtIVI respectively, in the test for measuring the
tyrosine kinase activity of the Fit-3 receptor.       The compounds
according to the invention are therefore inhibitors of protein
kinases, notably of the tyrosine kinase receptors PDGF alpha and beta
and, for some of them, also of the Fit-3 tyrosine kinase receptor.
Thus, according to one of the objects of the present invention, the
compounds 10 of formula (I) display very interesting activity of
inhibition of phosphorylation of the kinase domain of the PDGF-R beta
receptor in BaF3 Tel/PDGF- cells, induced by the inhibitory activity
of the product present in the plasma of the treated animals.
The compounds according to the invention are therefore inhibitors of
protein 15 kinases, notably of the tyrosine kinase receptors PDGF
alpha and beta and, for some of them, also of the Flt-3 tyrosine
kinase receptor.          The compounds according to the invention
can therefore be used for preparing medicinal products, in particular
medicinal products that are inhibitors of protein 20 kinases. 



The medicinal products are inhibitors of protein kinase, notably
medicinal products that are inhibitors of the PDGF-R tyrosine kinase
receptor and optionally of the Fit-3 tyrosine kinase receptor.
25Thus, according to another of its aspects, the invention relates to
medicinal products that comprise a compound of formula (I), or a salt
of addition of the latter to a pharmaceutically acceptable acid, or a
solvate of the compound of formula (I). These medicinal products find
aopiication in therapeutics, notabiv in the 30 treatment of diseases
associated with the activityprotein Kinases and note* croilferative
diseases such as cancers with iiquid tumours, chronic or acute
iyrnphocvtic-nphomes,4.0;19ftdisease, myeioproiseratiye syndromes and
myebdyspiastio syndromes,  69        These medicinal products also
find application in therapeutics in the treatment of proliferative
diseases such as cancers with solid tumours comprising lung cancers
(FISCLC), cancers of bone, pancreas, skin. Kaposi syndrome,
intraocular melanomas, cancers associated with the sexual organs
comprising cancer of the breast, uterus, 5 cervix, ovary,
endornetrium, vagina, vulva, urethra, penis, prostate, carcinomas of
the fallopian tubes, cancers of the gastrointestinal strornal tumour
type (abbreviation: GIST) comprising cancers of the anal region,
rectum, small intestine, colon, stomach, oesophagus, cancers of
endocrine glands, thyroid, parathyroid or adrenal glands, soft tissue
sarcomas, Ewing sarcomas, osteosarcomas, dermatofibrosarcomas and
other 10 fibrosarcornas, cancers of the bladder or kidney, neoplasms
of the central nervous system. tumours of the vertebral column and
desmoids, games of the brainstern and glioblastornas, pituitary
adenomas and metastases thereof.            Another aspect of the
nvention comprises a combination between at least one 15 compound
according to the invention and at least one chemotherapy agent.
In fact, the compounds of the present invention can be used alone or
mixed with at least one chemotherapy agent, which can be selected
from cytotoxic agents and/or antiangiogens. For example, the
antiangiogenic agents can be a compound 20 that inhibits the kinase
activity of VEGF-R or a compound that is an antagonist of a growth
factor.        It is also possible to combine the compounds according
to the invention with a radiation treatment 25        The cornortons
of the compounds of the nvehUon with the aforementioned
chemothemnrmAt agents and/or md:aam are :other &tier::: of the pm&mt
inveMion 



30The aforementioned chemotherapeutic agents and/or radiation can be
administered simultaneously, separately or sequentially. The
treatment will be adapted by the practitioner according to the
patient to be treated.  70 malignant proliferative diseases such as
restenosis, atherosclerosis, thrombosis, heart failure, cardiac
hypertrophy, pulmonary arterial hypertension, fibrosis, diabetic
nephropathy, glomerulonephritis, chronic pyele.mephritis,
haemangiomas, auto-immune diseases such as psoriasis,
sclerodermatitis, immunosuppression (transplant 5 rejection for
example), pathologies associated with the eye such as post-operative
fibrosis or age-related macular degeneration.        According to
another of its aspects, the present invention relates to
pharmaceutical compositions comprising, as active principle, a
compound according 10 to the invention. These pharmaceutical
compositions contain an effective dose of at Least one compound
according to the invention, or a pharmaceutically acceptable salt of
the latter, or a solvate of said compound, as well as at least one
pharmaceutically acceptable excipient.          Said excipients are
selected depending on the pharmaceutical form and 15 desired method
of administration, from the usual excipients that are known by a
person skilled in the art.        In the pharmaceutical compositions
of the present invention for oral, sublingual, subcutaneous,
intramuscular, intravenous, topical, intratracheal, intrarhasal, 20
transdermal or rectal administration, the active principle of formula
(I) above, or optionally a salt or solvate thereof, can be
administered in the unit dosage form, mixed with conventional
pharmaceutical excipients, to animals and to human beings for
prophylaxis or treatment of the aforementioned disorders or diseases.
ort;The appropriate unit dosage forms comprise the forms for
administration by the oral route, such as tablets, soft or hard
capsules, powders, granules and oral solutions or suspensions, forms
for sublingual, buccal, intratracheal, intraocular, intranasal
administration, administration by inhalation, forms for topical,
transdermai, subcutaneous, intramuscular or intravenous
administration, forms for rectal 30 administration and implants. For
topical application, the compounds according to the invention can be
used in creams, gels, ointments or lotions.  71 Compound according to
the invention50.0 mg Mannitol22315 mg Croscarmeilose sodium6.0 mg 



Maize starch15.0 mg 5Hydroxypropyl methylcellulose2,25 mg Magnesium
stearate3,0 mg         According to another of its aspects, the
present invention also relates to a method of treatment of the
aforementioned pathologies comprising the administration, 10 to a
patient, of an effective dose of a compound according to the
invention or one of its pharmaceutically acceptable salts or
solvates,  72 CLAIMS 1, Compound corresponding to formula (I):  5 in
which, R1 represents a hydrogen atom or a (CI- alkyl group; R2
represents a group -(CH2)1 --- B where:  n'az0, I, 2, 3 or 4; and 10
B represents (i) a (C3-05)cycloalkyi group or a (C1-kyl group, said
group being optionally substituted with one or more fluorine atoms,
or (ii) a (C:',141',4)alkoxy group; Y, 2, V and W represent,
independently 15 agroup,  a carbon atom optionally substituted with a
group R7, said group R7 representing a (C1-C4)aikyl group or a
halogen atom,  a neteroatom such as a nitrogen atom, a sulphur atom
or an oxygen atom, or 



20 no atom, it being understood that the ring in which V, W, Y and 7
are comprised is a ring comprising 5 or 6 ring members, it being
understood that the dotted lines in said ring indicate that the
resultant ring is an aromatic ring and it being understood that said
comprises 0, I or 2 heteroatorris;         R3 and R4 represent,
independently of one another, groups that may identical or different,
R3 and R4 being selected from:  hydrogen atom; and  73  a linear
(Ci-C,i)alkyl group;        or R3 and R4 form, together with the
carbon to which they are bound, a (C3- COcycloalkyl group; m is an
integer equal to 1, 2, or 4; R5 represents a hydrogen atom or a
(Ciral)alkyl group; R6 represents a group -(0-12)"---1_ in which;
100, 1, 2 or 3, and  L is a group selected from the following groups:
c an aryl comprising 6 carbon atoms;            o a heteroaryl
comprising between 5 and 6 ring members and comprising at :east one
heteroatom selected from nitrogen, oxygen 15and sulphur; 0 a
saturated heterocycle comprising 5; 6 or 7 ring members and
comprising at least one heteroatom selected from nitrogen and oxygen,
said heterocycle being optionally a lectern; 



said aryl, heteroaryl or heterocyclic group being optionally 20
substituted with at least one substituent selected from (i) linear or
branched (CI-C4alkyi groups, (ii) (03-05)cycloalkyl groups, (iii)
halogen atoms, (iv) aryls and (v) benzyl;         it being understood
that when L is a heteroaryl or a heterocycle, said heteroaryl or
heterocycle comprising at least one nitrogen atom, the latter 25can
optionally be substituted with said substituent; or R5 and R6 form,
together with the nitrogen atom to which they are bound, a
heterocyclic group, optionally substituted with at least  a
heteroaryl, or 30a (Cil-C3)alkyl group, which can itself be
substituted with a heterocycle comprising 5 or 6 atoms and comprising
at least one heteroatom selected from nitrogen and oxygen, it being
understood that when it is a heterocycle comprising at least one
nitrogen atom, the latter can optionally be substituted;  74 said
compound of formula (I), its enantiorriers and diastereoisomers,
including mixtures thereof, being in the form of a base or a salt of
acid addition and/or in the form of solvate,        2. Compound
according to the preceding clam, characterized in that R6 represents
a group -(012)---L in which:  n= 0, 1, 2 or 3, and  L is a group
selected from the following groups: 10o a heteroaryl comprising 5
ring members and comprising (i) 2 heteroatoms selected, independently
of one another, from nitrogen, oxygen and sulphur, or (ii) 3
heteroatons selected, independently of one another, from nitrogen and
sulphur,      a beteroaryl comprising 6 ring members and comprising 1
or 2 heteroatom(s),      a heterocycle comprising 5 ring members and
comprising a hateroatom selected from nitrogen and oxygen, said
heterocycle being optionally a lactam, and                     a
heterocycle comprising 6 ring members and comprising 2 20heteroatoms
selected from nitrogen and oxygen,        said heteroaryi group or
heterocycle being optionally substituted with at least one
substituent selected from (i) linear or branched (C1-C4)alkyl groups,
OD (Cr CrOcycloalkyl groups, (iii) halogen atoms, (iv) aryls and (v)
benzyl, 



it being understood that when L is a heteroaryl or a heterocycle,
said 25 heteroaryl or heterocycie comprising at least one nitrogen
atom, the latter can optionally be substituted with said substituent.
3. Compound according to any one of the preceding claims,
characterized in that L is: 30 a heteroaryi comprising 6 ring members
seected from pyridine, pyrazine, pyridazine, pyrimidine;  an aryl
such as phenyl, or  a heteroaryl comprising 5 ring members selected
from thiazoie, imidazole, pyrazole, isoxazole and 1,3,44hiadiazole,
or  76  a saturated heterocycie comprising 5 ring members selected
from pyrrolidine, tetrahydrofuran and 2-oxo-pyrrolidine or  a
saturated heterocycle comprising 6 ring members selected from
morpholine, piperazine, piceridine,     said aryl, heteroaryi or
heterocyclic group being optionally substituted with at least one
substituent seiected from (i) linear or branched (CI-C4)alkyl groups,
(ii) (Cr C6)cycloalkyl groups and (iii) aryls,       it being
understood that when L is a heteroaryi or a heterocycle, said
heteroaryl or 10 heterocycle comprising at least one nitrogen atom,
the latter can optionally be substituted with said substituent.    4.
Compound according to any one of the preceding claims, characterized
in that L is selected from; 15s Pyridine. optionally substituted with
at least one linear or branched (CI-C4alkyl group, rnorpholine,
optionally substituted with at least (i) a (C3-05)cycloalkyl group or
(ii) a linear or branched (C1-C4alkyl group,            a
pyrrolidine, optionally substituted with at least (i) a linear or
branched (Cc-20C4alkyl group, or (ii) a bertzyl,   thiazoie,
optionally substituted with at least (i) a linear or branched
(CIC4alicyl group, or (ii) a chlorine atom, 



an imiciazole, optionally substituted with at least one linear or
branched (C1- C4)alkyl group,  a 2-oxo-pyrrolidine,  a
1,3,4-thiadiazole, optionally substituted with at least (i) a linear
or branched -04)alicyl group, or (ii) a (C3-05)cycloalkyl group, an
isoxazoie, optionally substituted with at least one linear or
branched (Cr C4alkyl group, a pyrazole,, optionally substituted with
at least one linear or branched (Cr C4alkyl group,  a pyrazine,  an
isothiazole, optionally substituted with at least one linear or
branched (C104)alkylgroup,  76 a phenyl, 5, a tetrehydrofuran, it
being understood that when L is a heteroaryl or a heterocycle, said
heteroaryl or heterocycle comprisinc at least one nitrogen atom, the
latter can optionally be substituted. 5. Compound according to any
one of the preceding claims, characterized in that R5 represents a
hydrogen atom or a methyl. 10 6. Compound according to any one of the
preceding claims, characterized in that:  m is equal to 1 or 3,
and/or 6 R3 and R4 represent, independently of one another, groups
that may be identical or different, R3 and R4 being selected from: ca
hydrogen atom, and 15a methyl, 7. Compound according to any one of
the preceding claims, characterized in that Y, Z, V and W represent,
independently of one another: 



a group -CH-; 20a carbon atom substituted with a group R7, said group
R7 representing a (C1-C4)alkyl group or a fluorine atom; or  a
heteroatom such as a nitrogen atom, a sulphur atom or an oxygen atom,
advantageously a nitrogen atom. 25 8. Compound according to any one
of the preceding daims, characterized in that RI represents a
hydrogen atom or a methyl. 9, Compound according to arty oneis:
preceding cams, characterized in that R2 represents a group -(C;
12),,---B where: 30n0, 1 or 3, and/or o B represents (i)zAyi
group0-,..;p or ) a (t.:1-C4)alkoxy group.   10. Compound according
to any one of Claims I and 6 to 9, characterized in that R5 and R6
form, together with the nitrogen atom to which they are bound, a
heterocyclic group optionally substituted with at least heteroaryl,
advantageously a pyridine; or a (C1-C3)alkyl group, which can itself
be substituteda heterocycle comorising 5 or 6 atoms and comprising at
least one heteroatom seiected from nitrogen and oxygen,
advantageously it is a Clalky group, itself substituted with a
heterocycle comprisinc 5 atoms including a nitrogen atom, 10  11.
Compound according to any one of the) preceding claims, characterized
in that " it is in the form of a base or a salt of addition to an
acid such as hydrochloric acid or trifluomacotic acid. 15 12. Corno
any one of the r 'sding claims, characterized  in that it is 



2-1,4-1,74srnino-S-et y1-6-(1H-1ol-2-yl)-5-oxG-5,5-ii
2-yll-phenyll-N-pyridin-2-yl-acetamide (compound 1);
2-1,6-[7.-Amino-8-ethy4-6-(1fri-imidazol-2-y1)-5-oxo-5,8-dihydro-0
,5inaphthyr din-. 20 2-yli-pyridin-3-y1}-N-pyridin-2-yl-acetarnide
(compound 2);        2-1,4-[7-Amino-8-ethyi-6-(1H-im
idazol-2-y1)-5-oxo-5,8-dih yd ro-M ,B]naph thyt id
2-4.phenyll-N-(4-cyck:propyl-morpholin-3-yethyl)-acetamide (compound
3);
24,4-17-Arnino-8-ethyi-6-(11.-i-imidazol-2-y1)-5-oxo-5,8--dihydro41,8
1naphthyr 'in 2-yll11-N-(4-isopropyl-morpholin4-ylmethyl)-acetamide
(compound 4);
252-Amino-1-eth43-(1H-imidazol-2-y1)-74,442-oxo-2-((S)-2-pyrrolidiml-
yiniethyi- pyrrolidin-1-y1)-ethyll-phenyl}4F141,81naphthyridin-4-one
(DarflpOUnd 5); 2-1,447.-Amino-8-ethy1-64,1,63riaphthyridin-
2-yil-pheny1)-N-(2-pyridin-411-ethyl)-acetarnide (compound 6);
2-{4-[7-Amino-8-ethyl-6-(1H-imidazol-211)-5-oxo-5,5-diro-11
,B)naphthy. 30
2-yil-phenyli-N-methyl-N-(2-pyridin-ei-yl-ethyl)-acetamide (compound
7); 24,447-Amino-8-ethy1-6-0' " "-558-dihydro{1,8]naphthy n-
henyi}-N15-methyl-thiazok2-y1)-acetainide (compound 8);
2-1,447.-Amino-8-ettiy1-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro-[1,
8jnaphthyridin- 2-s
Iethyl-pheny1}-N-(1-ethyl-pyrrolidin-2-1/2,:)-acetamide(compound 9);
78 2-(4-[7,-Am;no-8-e.thykaH mdazo1-2-yQ-5-oxo-5,8-ciihydro-1 ,8'
apEdEO- yli-pheny1}-N-(6-mothykpyddin-3-y1)-acetamide (compound 10);
2-(4-[7-Amino-.8-.4hyl-C.1-(1H-inidazol-210-.5.-oxo-5,8-dihydro-[1.8]
naohthyd 1. 2111--phenyll-N-(1
,3-dimethyl-.1H-pyrazo-4-ynethyl)--acetamide (compound 11);
2-14-[7-Anthic.)-8-ethyl-6-(1H-imidazol-2-y0-5-oxo-5,8-dihydro-[1:8in
aphthyndin- 2-A-phenyll-N-thiarcA-2-ylmethyl-acetamide (compound 12);
2-1447-Amino-8-othyl-6-(11-kmdazol-2-0).-5-oxo-5,84.1itlydroil
,81naohl.hy6din..
2-yil-phenyll-N-(5-oxo-pyrrolioin-2-ylmethyl)-acetamide (compound
2-(417-AmMo-8-ethyl.-6:-.(1H-Thidazo-2-yi)-5-oxo-5,8-dihydro4hyridin-



10 2-A-pheny1}-N-(5-meths441,3:41thiadiazol-2-y1)-acetamide (compound
14);
2-(447,-Amino-a-ethyl-5.-(11-1-imidazoi-2-yi)-5-cxo-5,8-dihydro--[1,8
1naphthyridin- 2-01-pheny1)-N11,3,41thiadiazol-2-yl-acetamide
(compound 15):
214-F-Amino-8rethy1-6-(113-1mdaz.c1-2-0)-.5-oxo-5,8-thilydro-j18)naph
thyrdn 1 2-.}4}-ohenyll-N-(3-methykisoxazol-5-y1)-acetarnide
(compound 10);
IS2-.{41.7-Amkio-0-ethyl-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro41
,8lnaphthyridin-
2-A-phenyll-N-12-(1-methykpyrrolidin-2-y1)-ethyll-acotamide.
(compound 17);        24447-Amino.-8-ethyl-6-(1
H-imidazol-2-y1)-5-oxo-5,8-ditiydro-11,81naphhyridin2-yli-pheny3)-N-(
4-methyi-thiazoi-2-y1)-acetamide (compound 15);
2.-{447-Amino-8-eths1-6-(11+imidazoi-2-y1)-5-oxo-5,8-dihydro41,81naph
thyE 20 2he.ny1)--N.-pyridin-4-ylmeth0-acetarnide (compound 19);
2-(447-Amino-.8-ethyl-541H-frn:daz.o1-211)-5-oxo-5,8-dihydro-(1,8)na,
M.- 2-yli-pheny0-N-(5-cyclopropyl-[1,3,4]thiadiazol-2-y1)-acetarnide
(compound 20); 24447-Am i no-8-ethy1-6-(11d--im id
azol-2-y1)-5-oxo-.5,8-d ihyd co-[1,81n aphth yrid
iy1)..-N-(2-pyridM-3-ykethyi)-acetamide (compound 21);
252-{447-Amino-8-ethyi--6-(1H-frnk1azol-.2.-y1)-5-oxo-5,8-dihydro41,8
1naphthyridin- 2-y1).-phony;
)-N-(2,5-dimethyl-2H-pyrazo4-3-ylmethyl)..acetamide (compound 22);
2--(47[7-Amino-8-ethy1-6-.(11-1-.M-Eidazol-214)-5-oxo-f5,8-dihydm-il
,Bjnaphthyndin-
2-yil-phemy1}-N-(1-methyl-1H-:midazol-.4-ylmethyl)-acetamide
(compound 23);
2-(447-Amino-.8-3thy1-6-(1H-im:daz.o1-2-y1)-.5-oxo-5,8-dihydro41,81na
phth dfn 30 -vi)-phenA-N-pyrazh-2-0-2,(.-ompound 24); 24,4-17-Am
ino-8-ethyi-6-(1 Hmdzohthyddin-
2.1CpphenyG-N-(2-pyridin-2-ykethyi)-mide (compound 25)
2-(447-Aminc-8-eths.4.-6-.(1H-im;dazol-2-y1)-5-oxo-5,8.-dihydro-il
cejnaphthyridin2 11-phenyi}-4-(5-thloco-thazol-2-y1)-acetarnide
(compound 26); 



WO 2011/061458PC I:7RM 01052480 79 2{447-Amftio8ethyR(1 HrniciazoL2y
5-oxo-5,8-dro-[1,aphitn,,,ridin-
2-A-pheny1}-N-(3,4-dimethyl-isoxazol-5-y1)-acetamide (compound 27);
2-(447-Aminc-3-ethyi-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro.41
,8jnapfrithyridin1eny1)-N-(2-methyl-pyrid;n-4-y1)-acetarnde (compound
25); 524.447-Amino-8--ethyl-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihyd [
B]nphthyrid 2-6pheny0-N-pyrazn-2-ykmethyl-acetamide (compound 29);
2-(447-Amino-8-ethy1-641H-imidazol.-2-y1)--5-oxo-5,8-dihyoro-11:61nad
2-yll-phenylj-N-(5-90V-[1,3:41thiadiazok2-y1)-acetamide (compound
39); 24,447-Amino-8-ethyke3-(11-14midazo-2-yp-5-oxo-5,8-dihydro41
)8jnaohhyridin- 10
2-y1-phenyil-N-(tetrahydro-furan-2-yimethyl)-acetamide (compound 31);
2-.{4-[7-Amino-8-ethyl-6-0
H-imidazo1-2-0)-5-pxo-5,8-dihydro-[1,81naphth'rrid;n-
1.-phenyi)-N-(3-rnethyl-pyridin-2-y0-acetamide (compound 32);
2-(447.-Amino-8-ethyl-541H-imidazd-2-y1)-5-n. xo-5,8-dihydro-[1
,81naplithyridin- ,1}-N-(4-methyl-pyriciin-2-y;)-aostarnide (compound
33); 1524447-Amino-8-ethy1-8-(1
H-imidazoi-2-y-5-cxo-5,8-dihydro-(1,8]naphthynd:n- 2-.
1j-phenyri-N-(4,0-dimethyl-pyridin-2-11)-acetarnide (compound 34);
2-{4-17-Amino-8-ethyl-6-(1H-imidazol-2-y1).-5-oxo-5,8-dinydro41,8jnap
hthvriI' 2- 1j-phenyly-N-(6.-me.thyl-pyridin-2-y1)-actamde (compound
35);
2-{4-[7-Arnho-8-ethyl.-6-(1H-imidszol-2-y1)-5-oxo-5,6-dihydro41,81nap
hthyUdin- 20 2-A-pheny;}-N-pyridin-3-&-lethyl-acetamide (compound
36);
2,-,[447-AfMno-8-ethyl-6-(1H-imiciazol-2-y1)-.5-oxo-5,8-dthydro-M8ina
phth 2-yli-plieny;)-N-(2-ethyl-2H-pyrazd-3-y1)-acetamde (compound
37);
2-{447-AM:no-.8.-ethyl-8-(1H-imidazo-2-y0-5-oxo-5,8-dihydro41,8)na t
iy 2-ylii-plieny1)-N-(3-rnethyl-isothiazol-5-y1)-acetamide (compound
38); 252-Amino.-1 -64110-341442-oxo-2-(2-pyrid in-3-yrrdi i 



yi)-ethyli-plienyli--1H-[1,Binaphthyridin-4-ons (compound 39);
2-{447-Amno-8-ethyl-6-(11-1-1midaze.1172-y1)-5-oxo-5,8--dihydro-(1,8l
naphinyn 2-yil-pheny1)-N-(1-benzyl-pyreclidin-3-y1)-acotarnide
(compound 40): 2-1447,-Amine-8-ethy-6-(1 H-imidaz.S-2-y1)-5-oxo-
5,8-dihydro-11.8)naphthyridin- 30
2yphenyflN-[(S)-1-(totrai-tydro-turan-2-yl)nethyq-acetamide (compound
41):        24447-Amino-8-e010-6-(1H-in-tidazd-2,1;
)-5-oxo-5,8-dihydro-[198inaphttlyndin2-01-phenyg-N-(4-rnethyl-pyridim
:.,acetamide (compound 42);        2-{447-Aminc-B-ethyk6-(11-1-im
dazd-2-0)-5-oxo-5,54.1ihydro-[1,8)naphthyridin2-y1-phenyl}-N-(4-ethyl
-pyridin-.2-y1)-acetamide (compound 43);  80
2-(4-[7-Arnino-8-ethyl-6-(1H-imidazol-2-y1)-5-oxo-5,8-dihydro-f118Tha
phthyridin2-y11-phenyli-N-ethyl-N-pyridin-4-yimethyl-acetarnide
(compound 44);
2-{447-Amino-5-ethyl-6-(1F1-imidazol-2-y1)-5-oxo-5,8-dihydro41,8inaph
thyridin2-ylj-phenylyN-(6-ethyl-pyridin-2-y1)-acetemide (compound
45);
2-(447-Arnino-8-ethyl-6-(111-imidazol-2-y1)-5-oxo-5,8-dinydro-11,81na
phthyridin2-yll-phenyl)-N-benzyl-acetamde (compound 45);
2-{447-Arnino-8-ethyl-6-(1H-imidazol-211)-5-oxo-5,8-dihydro-f1,8Thaph
thyridin2-yli-phany1}-N-pyridin-4-ylmethyl-propionarnide (compound
47);
417-Amino-8-ethy!-5-(11-1-imidazol-2-y1)-5-oxo-5,8-dihydro-[1,8Thapht
.hyr din-2- 10 yli-N-pyridin-4-ylmethyl-benzarnide (compound 48):
4-{4-[7-Arnino-8-sthyl-8-(1m idazol-2-y!)-5-oxo-5.8-d ihyd
ro-[1.6)nap hthyrid I n-
2-yll-phony1)-N-pyridin-4-ylrnethyl-butyramide (compound 49);
2--(447-Amino-8-ethy1-8-(4-methyl-1H-imidazol-2-y1)-5-oxo-5,8-dihydro
[1,81naphthyridin-2-A-phenyll-N-pyridin-4-ylmethyl-acetarnide
(compound 50);
152-1447-Amino-8-cyclopropylmethy1-6-(1H-imidazol-2-y1)-5-oxo-5,8-dih
ydro- 



[1.8]naphthyridin-2-yij-phenyll-N-pyridin-4-ylmethyl-acetamide
(compound 51);        2-{447-Amino-8-cyclopenty1-6-(1
H-irrildazol-2-y1)-5-oxo-5.8-dihydro[1,8)naphthyridin-2-yil-phanyll-N
-pyridin-4-ylmethyl-acetamide (compound 52);
2-(547-Annino-8-ethyl-6-(1H-imidazol-211)-5-oxo-5,8-dihydro-(1,
81naphthyridin- 20 2-yippyridin-2-y1}-N-pyridin-4-ylmethyl-acetarnide
(compound 53);
2-{447-Arinino-6-(1H-irnidazol-2-y1)-8-(3-methoxy-propyl)-5-oxo-5,8-c
lihydro[1,8]naphthyridin-2-y1)-pheny1}-N-pyridin-4-ylmethyi-acetarnid
e (compound 54);
2-(4-[7-Arnino-8-ethyl-6-(1H-imidazol-211)-5-oxo-5,8-dihydroqi
,8]naphthyridin2-yll-phenyll-N-(3-phenyl-propyl)-acetamide (compound
55);
ng:244-[7-Arnino-8-ethyl-641H-imidazol-2-y1)-5-oxo-5,8-dihydro-[1,8Th
aphthyridin-
2-yij-2-fluoro-phenyll-N-(1-ethyl-pyrrolidin-2-yirnethyl)-acetamide
(compound 56). 13, Process for preparing a compound of formula (!)
according to any one of Claims 1 to 12, characterized in that (i) a
compound of the following formula (VII);  81  in which Pg represents
a protecting group and X represents a halogen atom.    is reacted
according to a Suzuki coupling reaction with (ii) a boronic acid or a
boronic S ester of pinacol of formula (IXa):    in which G represents
a group -NR5R6 or G represents a group -0Et; 10 in order to obtain
respectivelycompound of the following formula (X): 



,h 3 capre,:iente a d,):NO , compound of the foovv;-i to  82 in which
G represents a group -0Et and Pg is as defined previously;  it being
understood that m, R1, R2, R3, R4, R5, R6, V. W, Y and Z are as
defined in Claim 1. 5 14, Process for preparing a compound of formula
(I) according to any one of Claims 1 to 12, characterized in that (i)
a compound of formula (VIII):  10 in which Pg represents a protecting
group; is reacted according to a Still coupling reaction with (ii) an
aryl or neteroaryi halide of the following formula (IXb):  15 in
which G represents a group -0Et or G represents a group -NR5R6 and X
represents a halogen atom; in order to obtain (Hi) a compound of the
following formula (X):  20 for which G represents a group -NR5R6 and
Pg is as defined previous or (iv) a compoundhe following formula:  WO
2011/061458ro"Tt.."%-',"-,'",x,r" 83 



Pg, CD I( L. d 0v--Ny Na.'- r ,f11 FL for which G represents a group
-0Et,    it being understood that m, R1, R2, R3, R4, R5, R6, V, W, Y
and Z are as defined in 5 Claim 1. 15. Process for preparing a
compound of formula (I) according to one of Claims 13 or 14,
characterized in that the compound (Xi) for which G represents a
group -0Et then undergoes a stage of saponification and then a stage
of peptide coupling with the 10 amine IINR5R5, giving the compound
(XIII) of the following formula: P9\ Q 11 w, ? Mg R2 



R R s9\ imz it being understood that Pg represents a protecting group
and that m, R1, R2, R3, R4, R5, R8, V, W. Y and Z are as defined in
Claim I. 15 16. Medicinal product, characterized in that it comprises
a compound of formula (l) according to any one of Claims 1 to 12, or
a salt of addition of this compound to a Pharmaceutically acceptabie
acid, or a solvate of the compound of formula (i). 17, Pharmaceutical
composition, characterized in that it comprises a compound of 20
'orniuki () according to any one of Claims 1 to 12, or a
pharmaceutically acceptable salt, a solvate of this compound, as well
as at least one pharmaceutically acceptable excipient,  84 preparing
a medicinal product intended for treating diseases linked to the
activity of protein kinases, said compound of formula (I) inhibiting
the tyrosine kinase activity of PDGF-R, in particular PDGF-R beta, in
Baf3 tel/PDGF cells andior inhibiting the tyrosine kinase activity of
Flt-3 in MV4-11 cells. 5  19. Use of a compound of formula (I)
according to any one of Claims 1 to 12 for preparing a medicinal
product intended for the treatment of proliferative, diseases such as
cancers with liquid tumours, chronic or acute leukaemias, lymphocytic
lymphomas, Hodgkin's disease, myeloproliferative syndromes and
myelodysplastic syndromes, 10  20. Use of a compound of formula (I)
according to any one of Claims 1 to 12 for preparing a medicinal
product intended for the treatment of proliferative diseases such as
cancers with solid tumours comprising lung cancers (NSCLC), cancers
of bone, pancreas, skin, Kaposi syndrome, intraocular melanomas,
cancers associated with 15 sexual organs comprising cancer of the
breast, uterus, cervix, ovary, endometrium, vagina, vulva, urethra,
penis, prostate, carcinomas of the fallopian tubes, cancers of the
gastrointestinal stromal tumour type (abbreviation: GIST) comprising
cancers of the anal region, rectum, small intestine, colon, stomach,
oesophagus, cancers of endocrine glands, thyroid, parathyroid or
adrenal glands, soft tissue sarcomas, Ewing 20 sarcomas,
osteosarcomas, dermatofibrosarcornas and other fibrosaroomas, cancers
of the bladder or kidney, neoplasms of the central nervous system,
tumours of the vertebral column and desmoids, gliornas of the
brainstem and glioblastornas, pituitary adenomas and metastases
thereof, 25 21. Use of a compound of formula (I) according to any one
of Claims 1 to 12 for preparing a medicinal product intended for the
treatment of non-malignant proliferative diseases such as restenosis,
atherosclerosis, thrombosis, heart failure, cardiac hypertrophy,
pulmonary arterial hypertension, fibrosis, diabetic nephropathy,
giomerulonephritis, chronic pyelonephritis, haemangiomas, auto-immune
diseases $0 such as psoriasis, scierodermatitis, irnmunosuppression,
pathologies of the eye such as post-operative fibrosis and
age-related macular degeneration.  85 



with liquid tumours, chronic or acute leukaemias, iymphocytic
lymphomas, Hodgkin's disease, myeloproliferative syndromes and
rnyelodysplastic syndromes.  23. Compound of formula (I) according to
any one of Claims 1 to 12 for preparing a 5 medicinal product
intended for the treatment of proliferative diseases such as cancers
with solid tumours comprising lung cancers (NSCLC), cancers of bone,
pancreas, skin, Kaposi syndrome, intraocular melanomas, cancers
associated with sexual organs comprising cancer of the breast,
uterus, cervix, ovary; endorrietrium, vagina, vulva, urethra, penis,
prostate, carcinomas of the fallopian tubes, cancers of the 10
gastrointestinal stromal tumour type (abbreviation: GIST) comprising
cancers of the anal region, rectum, small intestine, colon, stomach,
oesophagus, cancers of endocrine glands, thyroid, parathyroid or
adrenal glands, soft tissue sarcomas, Ewing sarcomas, osteosarcomas,
dennatofibrosarcornas and other fibrosarcornas, cancers of the
bladder or kidney, neoplasms of the central nervous system, tumours
of the 15 vertebral column and desmoids, gliomas of the brainstern
and gliohlastornas, pituitary adenomas and metastases thereof,  24.
Compound of formula (I) according to any one of Claims 1 to 12 for
preparing a medicinal product intended for the treatment of
non-malignant proliferative diseases 20 such as restenosis,
atherosclerosis, thrombosis, heart failure, cardiac hypertrophy,
pulmonary arterial hypertension, fibrosis, diabetic nephropathy,
glomerulonephritis, chronic pyelonephritis, haernangiornas,
auto-immune diseases such as psoriasis, sclerodermatitis,
immunosuppression, pathologies associated with the eye such as
post-operative fibrosis or age-related macular degeneration,  25.
Combination of at least one compound of formula (I) according to any
on Claims Ito 12 with at least one chemotherapy agent,     






