
WO 2009/021696PCT/EP2008/006573 -- AZABIPHENYLAMINOBENZOIC ACID DERIVATIVES AS
DHODH INHIBITORS The present invention relates to new inhibitors of the dihydroorotate
dehydrogenase (DHODH). These compounds are useful in the treatment, prevention or suppression of
diseases and disorders known to be susceptible to improvement by inhibition of 5 dihydroorotate
dehydrogenase, such as autoimmune diseases, immune and inflammatory diseases, destructive bone
disorders, malignant neoplastic diseases, angiogenic-related disorders, viral diseases and infectious
diseases. The enzyme dihydroorotate dehydrogenase (DHODH) is the enzyme that catalyzes the 10
fourth step in the pyrimidine biosynthetic pathway namely the conversion of dihydroorotate to rotate
concomitantly with a electron transfer to ubiquinone (cofactor Q) via a flavin mononucleotide
intermediate (Loffler et al Mol Cell Biochem, 1997). In contrast to parasites (Plasmodium falciparum)
(McRobert et al Mol Biochem Parasitol 2002) and bacteria (E.coli) which exclusively have this de novo
pathway as the source of 15 pyrimidines, mammal cells have an additional salvage pathway. During
homeostatic proliferation, the salvage pathway which is independent of DHODH seems sufficient for
the cellular supply with pyrimidine bases. Only, cells with a high turnover and particularly T and B
lymphocytes need the de novo pathway to proliferate. In 20 these cells, DHODH inhibition stops the
cell cycle progression suppressing DNA synthesis and consequently cell proliferation (Breedveld FC at
al Ann Rheum Dis 2000).    Therefore, inhibitors of DHODH show beneficial immunosuppressant and
antiproliferative effects in human diseases characterized by abnormal and uncontrollable cell
proliferation 25 causing chronic inflammation and tissue destruction. In addition to abolish lymphocyte
proliferation inhibitors of DHODH (i.e. teriflunomide, Maritimus (FK778) and brequinar) have an
anti-inflammatory action by inhibition of cytokine production and nuclear factor (NF)-kB- signalling,
monocyte migration and 30 increased production of transforming growth factor beta-1 and induces a
shift from T helper cell type 1 (Th1) to type 2 (Th2) subpopulation differentiation (Manna et al. J
Immunol 2000)(Dimitrova et al J. Immunol 2002). Furthemore, the osteoclast differentiation mediated
by RANKL decreased by DHODH inhibition (Urushibara et al. Arthrititis Rheum 2004).  WO
2009/021696PCT/EP2008/006573 - 2 - In co-crystallisation experiments with two inhibitors of DHODH
that reached clinical trials, Brequinar (Dexter D.L. et al.; Cancer Res. 1985) and Teriflunomide
(A77-1726), were both found to bind in a common site, that is also believed to be the binding site of
the cofactor ubiquinone (Liu et al; Struc. Fold. Des. 2000). 5 Leflunomide sold under the trade name
Arava (EP 0 780 128, WO 97/34600), was the first DHODH inhibitor that reached the market place.
Leflunomide is the prodrug of teriflunomide, which is the active metabolite inhibiting human DHODH
with a moderate potency (Fox et al, J. Rheumatol. Suppl. 1998). 



10 Leflunomide is a DMARD (disease modifying anti-rheumatic drug) from Aventis, which was
approved by the FDA for the treatment of rheumatoid arthritis in 1998 and by the EMEA for the
treatment of psoriatic arthritis in 2004. Currently Leflunomide is under active development for the
treatment of systemic lupus erythematosus, Wegener's 15 granulomatosis (Metzler et al;
Rheumatoloay 2004; 43(3), 315-320) and HIV infection, Moreover, teriflunomide, its active metabolite
is efficacious in multiple sclerosis and right now is in Phase III clinical trials (O'Connor eta! Neurology
2006). Other data are emerging in other closely related diseases such as ankylosing spondilitis 20
(Haibel et al.; Ann. Rheum. Dis. 2005), polyarticular juvenile idiopathic arthritis (Silverman et al.;
Arthritis Rheum. 2005) and Sarcoidosis (Baughman et al.; Sarcoidosis Vasc. Diffuse Lung Dis. 2004).
Furthernore, leflunomide and FK778 have shown and excellent antiviral activity against
cytornegalovirus. Leflunomide is currently indicated as second-line therapy for cytomegalovirus
disease after organ transplantation (John et al Transplantation 2004). 25 In addition Leflunomide
reduces HIV replication by about 75% at concentration that can be obtained with conventional dosing
(Schlapfer E et al. AIDS 2003). In view of the physiological effects mediated by inhibition of
dehydroorotate dehydrogenase, several DHODH inhibitors have been recently disclosed for the
treatment 30 or prevention of autoimmune diseases, immune and inflammatory diseases, destructive
bone disorders, malignant neoplastic diseases, angiogenic-related disorders, viral diseases, and
infectious diseases. See for example WO 06/044741; WO 06/022442; WO 06/001961, WO 04/056747,
WO 04/056746, WO 03/006425, WO 02/080897 and WO 99/45926.  WO
2009/021696PCT/EP2008/006573 - 3 - Diseases or disorders in which DHODH inhibition plays a role
include without limitation autoimmune diseases, immune and inflammatory diseases, destructive bone
disorders, malignant neoplastic diseases, angiogenic-related disorders, viral diseases, and infectious
diseases. 5 Autoimmune diseases which may be prevented or treated include but are not limited to
rheumatoid arthritis, psoriatic arthritis, systemic lupus erythematosus, multiple sclerosis, psoriasis,
ankylosing spondilytis, Wegener's granulomatosis, polyarticular juvenile idiopathic arthritis,
inflammatory bowel disease such as ulcerative colitis and Crohn's 10 disease, Reiter's syndrome,
fibromyalgia and type-1 diabetes. Immune and inflammatory diseases which may be prevented or
treated include but are not limited to asthma, CORD, respiratory distress syndrome, acute or chronic
pancreatitis, graft versus-host disease, chronic sarcoidosis, transplant rejection, contact dermatitis, 15
atopic dermatitis, allergic rhinitis, allergic conjunctivitis, Behcet syndrome, inflammatory eye conditions
such as conjunctivitis and uveitis. Destructive bone disorders which may be prevented or treated
include but are not limited to osteoporosis, osteoarthritis and multiple myeloma-related bone disorder.
20 Malignant neoplastic diseases that may be prevented or treated include but are not limited to
prostate, ovarian and brain cancer.  Agiogenesis-related disorders that may be prevented or treated
include but are not limited to hemangiomas, ocular neovascularization, macular degeneration or
diabetic retinopathy. 



25 Viral diseases which may be prevented or treated include but are not limited to HIV infection,
hepatitis and cytomegalovirus infection.    Infectious diseases which may be prevented or treated
include but are not limited to sepsis, septic shock, endotoxic shock. Gram negative sepsis, toxic shock
syndrome, 30 Shigellosis and other protozoal infestations such as malaria. It has now been found that
certain azabiphenylaminobenzoic acid derivatives are novel potent inhibitors of DHODH and can
therefore be used in the treatment or prevention of these diseases.  WO
2009/021696PCT/EP2008/006573 - 4 - Further objectives of the present invention are to provide a
method for preparing said compounds; pharmaceutical compositions comprising an effective amount
of said compounds; the use of the compounds in the manufacture of a medicament for the treatment of
pathological conditions or diseases susceptible to improvement by inhibition 5 of DHODH wherein the
pathological condition or disease is selected from rheumatoid arthritis, psoriatic arthritis, ankylosing
spondilytis, multiple sclerosis, Wegener's granulomatosis, systemic lupus erythematosus, psoriasis
and sarcoidosis and methods of treatment of pathological conditions or diseases susceptible to
amelioration by inhibition of DHODH wherein the pathological condition or disease is selected from
rheumatoid 10 arthritis, psoriatic arthritis, ankylosing spondilytis, multiple sclerosis, Wegener's
granulomatosis, systemic lupus erythematosus, psoriasis and sarcoidosis comprising the
administration of the compounds of the invention to a subject in need of treatment. Thus, the present
invention is directed to compounds of formula (I) for use in the 15 treatment or prevention of a
pathological condition or disease susceptible to amelioration by inhibition of dehydroortate
dehydrogenase  RI wherein: 20 R' is selected from the group consisting of hydrogen atoms, halogen
atoms, CIA alkyl, 034 cycloalkyl, -CF3 and -0CF3,     R2 is selected from the group consisting of
hydrogen atoms, halogen atoms and C14 alkyl 25 group, R3 is selected from the group consisting of
-000R5, -CONHR5, tetrazolyl, -802NEIR5 and -CONHSO2R5 groups, wherein R5 is selected from the
group consisting of a hydrogen atom and linear or branched Ci.4 alkyl groups,  WO
2009/021696PCT/EP2008/006573 - 5 - 



124 is selected from the group consisting of a hydrogen atom, and a C1.4 alkyl group, R9 is selected
from the group consisting of a hydrogen atom and a phenyl group, 5 G11 represents a group selected
from N and CR8 wherein R8 is selected from the group consisting of hydrogen atoms, halogen atoms,
C1.4 alkyl, C3.4 cycloalkyl, C1,4 alkoxy, -CF3i -0CF3, monocyclic N-containing C3.7 heteroaryl,
monocyclic N-containing C3.7 heterocyclyl groups and a C8.10 aryl group which is optionally
substituted with one or more substituents selected from halogen atoms and a CIA alkyl group, 10 G2
represents a group selected from:  a hydrogen atom, a hydroxy group, a halogen atom, a C3_4
CyClOalkyl group, a C14 alkoxy group and -NR9R8, wherein '15Ra represents a C14 alkyl group and
Rb is selected from a group consisting of CI alkyl group and C14 alkoxy-C14 alkyl group, or Ra and R8
together with the nitrogen atom to which they are attached form a saturated 6 to 8 membered
heterocyclic ring optionally containing one oxygen atom as an additional heteroatom. 20  a monocyclic
or bicyclic 5 to 10 membered heteroaromatic ring containing one or more nitrogen atoms which is
optionally substituted by one or more substituents selected from halogen atoms, C14 alkyl, C14
alkoxy, C34 cycloalkyl, C1.4 cycloalkoxy,-0CF3, and -CONR7R8, wherein R7 and R8 are
independently 25selected from hydrogen atom, linear or branched C14 alkyl group, C3.7 cycloalkyl
group, or R7 and R9 together with the nitrogen atom to which they are attached Form a group of
formula  30wherein n is an integer from 0 to 3, and a a phenyl group which is optionnally substituted by
one or more substituyents selected from halogen atoms, C14 alkyl, hydroxy, C14 alkoxy,
C3.4cycloalkyl, Ca4  WO 2009/021696PCT/EP20081006573 - 6 - cycloalkoxy, cyano, -CF3, -0CF3,
--CONR7Re, oxadiazolyl, triazolyl, pyrazolyl and imidazolyl groups, wherein the oxadiazolyl, triazolyl,
pyrazolyl and imidazolyl groups are optionally substituted by C1.4 alkyl or C3.7 cycloalkyl group and
wherein R7 and R6 are independently selected from hydrogen atom, linear or branched C1-4 



5alkyl group, a C34 cycloalkyl group, or R7 and R8 together with the nitrogen atom to which they are
attached form a group of formula   7.--(CH2)n -N", wherein n is an integer from 0 to 3 10  r, G2
together with R6 form a non-aromatic C5.10 carbocyclic group or a C0.10 aryl group, and the
pharmaceutically acceptable salts and N-oxides thereof. 15 As used herein the term alkyl embraces
optionally substituted, linear or branched hydrocarbon radicals haying 1 to 4 carbon atoms. Preferred
substiuents on the alkyl groups are halogen atoms and hydroxy groups.      Examples include methyl,
ethyl, n-propyl, i-propyl, n-butyl, sec-butyl and tert-butyl 20 radicals As used herein the term alkoxy
embraces optionally substituted, linear or branched oxygen containing radicals each haying 1 to 4
carbon atoms. Preferred substiuents on the alkoxy groups are halogen atoms and hydroxy groups. 25
Examples include methoxy, ethoxy, n-propoxy, i-propoxy, n-butoxy, sec-butoxy and tertbutoxy
radicals.    As used herein, the term cycloalkyl embraces optionally substituted saturated carbocyclic
30 radicals and, unless otherwise specified, a cycloalkyl radical typically has from 3 to 7 carbon atoms,
preferably from 3 to 4 carbon atoms.  WO 2009/021696PCT/EP2008/006573 - 7 - different. Preferred
substiuents on the cycloalkyl groups are halogen atoms and hydroxy groups.   As used herein, the
term cycloalkoxy embraces saturated oxy-containing carbocyclic 5 radicals and, unless otherwise
specified, a cycloalkoxy radical typically has from 3 to 8 carbon atoms, preferably from 3 to 4 carbon
atoms. Examples include cyclopropyloxy, cyclobutyloxy, cyclopentyloxy, cyclohexyloxy and
cycloheptyloxy. When a cycloalkoxy radical carries 2 or more substituents, the 10 substituents may be
the same or different. Preferred substiuents on the cycloalkoxy groups are halogen atoms and hydroxy
groups.    As used herein, the term aryl radical embraces typically optionally substituent C6-Cto
monocyclic or polycyclic aryl radical such as phenyl, naphthyl, anthranyl and phenanthryl. 15 Phenyl is
preferred. A said optionally substituted aryl radical is typically unsubstituted or substituted with 1, 2 



or 3 substituents which may be the same or different. The substituents are preferably selected from
halogen atoms, preferably fluorine atoms, hydroxy groups, alkoxycarbonyl 20 groups in which the alkyl
moiety has from 1 to 4 carbon atoms, hydroxycarbonyl groups, carbamoyl groups, nitro groups, cyano
groups, C1-C4 alkyl groups, C,-C4 alkoxy groups and C1-C4 hydroxyalkyl groups. When an aryl
radical carries 2 or more substituents, the substituents may be the same or different. Unless otherwise
specified, the substituents on an aryl group are typically themselves unsubstituted. 25 As used herein,
the terms heteroaryl and heteroaromatic ring are used interchangeably and typically embrace a 5- to
14- membered ring system, preferably a 5- to 10- membered ring system, comprising at least one
heteroaromatic ring and containing at least one heteroatom selected from 0, S and N. A heteroaryl
radical may be a single ring 30 (monocyclic) or two or more fused rings (polycyclic) wherein at least
one ring contains a heteroatom.    As used herein, the term heterocyclyl radical embraces typically a
non-aromatic, saturated or unsaturated 03-C10 carbocyclic ring system, such as a 5, 6 or 7 membered
radical, in 35 which one or more, for example 1, 2, 3 or 4 of the carbon atoms preferably 1 or 2 ot the
WO 20091021696PCT1EP20081006573 - 8 - carbon atoms are replaced by a heteroatom selected
from N. 0 and S. Saturated heterocyclyl radicals are preferred. As used herein, the term halogen atom
embraces chlorine, fluorine, bromine or iodine 5 atoms typically a fluorine, chlorine or bromine atom.
The term halo when used as a prefix has the same meaning. As used herein, some of the atoms,
radicals, moieties, chains or cycles present in the general structures of the invention are "optionally
substituted". This means that these 10 atoms, radicals, moieties, chains or cycles can be either
unsubstituted or substituted in any posiition by one or more, for example 1, 2, 3 or 4, substituents,
whereby the hydrogen atoms bound to the unsubstituted atoms, radicals, moieties, chains or cycles
are replaced by chemically acceptable atoms, radicals, moieties, chains or cycles. When two or more
substituents are present, each substituent may be the same or different. 15 As used herein, the term
pharmaceutically acceptable salt embraces salts with a pharmaceutically acceptable acid or base.
Pharmaceutically acceptable acids include both inorganic acids, for example hydrochloric, sulphuric,
phosphoric, diphosphoric, hydrobromic, hydroiodic and nitric acid and organic acids, for example citric,
fumaric, 20 maleic, malic, mandelic, ascorbic, oxalic, succinic, tartaric, benzoic, acetic,
methanesulphonic, ethanesulphonic, benzenesulphonic, cyclohexylsulfamic (cyclamic) or
p-toluenesulphonic acid. Pharmaceutically acceptable bases include alkali metal (e.g. sodium or
potassium) and alkali earth metal (e.g. calcium or magnesium) hydroxides and organic bases, for
example alkyl amines, arylalkyl amines and heterocyclic amines. 25 Other preferred salts according to
the invention are quaternary ammonium compounds wherein an equivalent of an anion (X) is
associated with the positive charge of the N atom. X may be an anion of various mineral acids such
as, for example, chloride, bromide, iodide, sulphate, nitrate, phosphate, or an anion of an organic acid
such as, for 



30 example, acetate, maleate, fumarate, citrate, oxalate, succinate, tartrate, malate, mandelate,
trifluoroacetate, methanesulphonate and p-toluenesulphonate. X is preferably an anion selected from
chloride, bromide, iodide, sulphate, nitrate, acetate, maleate, oxalate, succinate or trifluoroacetate.
More preferably X' is chloride, bromide, trifluoroacetate or methanesulphonate.  WO
2009/021696PCT/EP2008/006573 - 9 - In the particular case where R' is a COOH group, it is
advantageous to have salts derived from the corresponding carboxylic acid by replacement of the
hydrogen atom of the carboxylic group with a cation derived from a pharmaceutically acceptable base
as described above. 5 As used herein, an N-oxide is formed from the tertiary basic amines or
iminespresent in the molecule, using a convenient oxidising agent.   Preferably, the pathological
condition or disease is selected from rheumatoid arthritis, 10 psoriatic arthritis, ankylosing spondilytis,
multiple sclerosis, Wegener's granulomatosis, systemic lupus erythematosus, psoriasis and
sarcoidosis. Typically, R1 is selected from the group consisting of hydrogen atoms, fluorine atoms,
chlorine atoms, bromine atoms, Ci4 alkyl, C3.4 cycloalkyl and -CF3 groups. 15 Typically R2 is selected
from the group consiting of a hydrogen, halogen atom and a methyl group.      Typically, G.' is selected
from the group consisting of nitrogen atoms, CCI, CF, CH, 20 C(CH3), C(cyclopropyl), C(phenyl) and
C(CF3) groups. Typically G2 represents a group selected from:  a hydrogen atom, a halogen atom, a
C34 cycloalkyl group, a C1.2 alkoxy group and 25-NRIRb, wherein Fr represents a C1.2 alkyl group
and Rb is selected from the group consisting of C1 2 alkyl groups and C1.2 alkoxy-C1.2 alkyl groups,
or       Ra and Rb together with the nitrogen atom to which they are attached form a saturated 6 or 7
membered heterocyclic ring optionally containing one oxygen 30atom as an additional heteroatom,  a
monocyclic or bicyclic 5 to 10 membered heteroaromatic ring containing one or two nitrogen atoms
which is optionally substituted by one or more substituents selected from halogen atoms and C1.4
alkyl groups,  WO 20091021696PCT/EP20081006573 - 10 - and  a phenyl group which is optionally
substituted by one, two or three substituents selected from halogen atoms, C1.4 alkyl, hydroxyl, C1.4
alkoxy, C3_4cycloalkyl, C3A 



5 cycloalkoxy, cyano, -CF3, -00F3, -CONR7R8 and oxadiazolyl groups, wherein the oxadiazolyl group
is optionally substituted by a 014 alkyl or a C3.7cycloalkyl group and wherein R7 and R8 are
independently selected from hydrogen atoms, linear or branched Ci4 alkyl groups, 034 cycloalkyl
groups or R7 and R8 together with the nitrogen atom to which they are attached form a group of
formula 10 rICH2)n wherein n is 1 or 2,     or, G2 together with Re form a non-aromatic 06 carbocyclic
group or a phenyl group. More typically G2 represents a group selected from:  a hydrogen atom, a
fluorine atom, a cyclopropyl group, a methoxy group, -NMeEt, -NEt2, -N(Me)-(CH2)2-0-C1-13,
6-morpholinyt, azepan-1-y1 and piperidin-1-yl,  a pyridinyl, pyrimidinyl, quinolinyl or pyrazinyl ring
optionally substituted with one or two substituents selected from Me and F and 25  a phenyl group
which is optionally substituted by one, two or three substituents selected from fluorine, chlorine,
methyl, hydroxy, methoxy, ethoxy, isopropyloxy, cyclopropyl, cyclopropyloxy, cyano, -CF3, -0CF3,
-CONR7R8 and oxadiazolyl groups, wherein the oxadiazolyl group is optionally substituted by a methyl
group 30and wherein R7 and R8 are independently selected from hydrogen atom, methyl group,
isopropyl group, cyclopropyl group, or R7 and R8 together with the nitrogen atom to which they are
attached form a group of formula  WO 2009/021696PCT/EP2008/006573 7(CH2)n wherein n is 1, or,
G2 together with R6 forms non-aromatic C6carbocyclic group or a phenyl group. 5 In one embodiment
of the present invention, R1 is selected from the group consisting of hydrogen atoms, halogen atoms,
C1.4 alkyl, C34 cycloalkyl, -CF3 and -0CF3,      R2 is selected from the group consisting of hydrogen
atoms, halogen atoms and Ci.4 alkyl 10 group, R5 is selected from the group consisting of -COOR5,
-CONFIR5, tetrazolyl, -S07WHR5 and -CONEISO7R5 groups, wherein R5 is selected from the group
consisting of a hydrogen atom and lineal or branched C1.4 alkyl groups, 



15 Fr is selected from the group consisting of a hydrogen atom and a C14 alkyl group R9 represents a
hydrogen atom, 20 G1 represents a group selected from N and CR6 wherein R6 is selected from the
group consisting of hydrogen atoms, halogen atoms, C14 alkyl, C34 cycloalkyl, C14 alkoxy, -CF3,
-0CF3, monocyclic N-containing C6.7 heteroaryl, monocyclic N-containing C34 heterocyclyl groups
and a C6.10 aryl group which is optionally substituted with one or more substituents selected from
halogen atoms and a 014 alkyl group, 25 G2 represents a group selected from:  a monocyclic or
bicyclic 5 to 10 membered heteroaromatic ring containing a nitrogen atom which is optionnally
substituted by one or more substituyents 30selected from halogen atoms, C14 alkyl, CIA alkoxy, C34
cycloalkyl, C34 cycloalkuxy, -CF3, .0CF3, and -CONR7R9, wherein R7 and R8 are independently
selected tram hydrogen atom, lineal or branched C14 alkyl group, C3.7cycloalkyl group, or R7 and Ra
together with the nitrogen atom to which they are attached form a group of formula  WO
2009/021696PCT/EP2008/006573 - 12 - /7"(CH2)n wherein n is an integer from 0 to 3, and 5 a phenyl
group which is optionnally substituted by one or more substituyents selected from halogen atoms, 014
alkyl, C14 alkoxy, C34cycloalkyl, C34 cycloalkoxy, -CF3, -00F3, -CONR7R9, oxadiazolyl, triazolyl,
pyrazolyl and imidazolyl groups, wherein the oxadiazolyl, triazolyl, pyrazolyl and imidazolyl groups are
optionally substituted by C14 alkyl or C3.7 cycloalkyl group and wherein 10 R7 and Ra are
independently selected from hydrogen atom, lineal or branched CIA alkyl group, a C3.7cycloalkyl
group, or R7 and R9 together with the nitrogen atom to which they are attached form a group of
formula -N 7---(CH2)n 15wherein n is an integer from 0 to 3 and the pharmaceutically acceptable salts
and N-oxides thereof,      Typically, R1 is selected from the group consisting of C14 alkyl, C34
cycloalkyl and -CF3, 20 preferably methyl and cyclopropyl group, more preferably a cyclopropyl group.



Typically, R7 is selected from a hydrogen or halogen atom, preferably a hydrogen atom.      Typically,
R3 is selected from 000R9, -CONHR9 and tetrazolyl group; preferably R7 is a 25 COOH group.
Typically, R4 represents a hydrogen atom or a methyl group, preferably a hydrogen atom. Typically,
R9 represents a hydrogen atom. 30  WO 2009/021696PCT/EP2008/006573 - 13 - Typically, G2 is
selected from the group consisting of a methoxy group, a cyclopropyl group and optionally substituted
phenyl, pyridyl, quinolynyl, pyrimidinyl and pyrazinyl groups, more preferably, 02 is selected from the
group consisting of optionally substituted phenyl, pyridyl, quinolynyl, pyrimidinyl and pyrazinyl groups,
being most preferably an 5 optionally substituted phenyl, 4-pyridyl, 5-quinolynyl and 2-pyrazinyl
groups. In yet another embodiment of the present invention, R/ is selected from a methyl or
cyclopropyl group, R2 represents a hydrogen atom, R3 is a COOH group, R4 represents a hydrogen
atom or a methyl group, G/ is selected from N, CH, C(CH3), C(cyclopropyl), 10 C(phenyl) and C(CF3)
groups, and 02 represents a group selected from the group consisting of an optionally substituted
phenyl, 4-pyridyl, 5-quinolynyl y 2-pyrazinyl groups, more preferably R9 represent a hydrogen group.
In yet another embodiment of the present invention, R1 is selected from a methyl or 15 Prloprnpyl
group, R2 represents a hydrogen atom, P3 kn nnnll group1 R4 represents hydrogen atom, 01 is
selected from nitrogen atoms and CH, C(CH3) and C(CF3) groups and 02 represents a phenyl group
optionally substituted with one or two substituents selected from chloro, fluoro, methoxy, ethoxy,
isopropoxy, trifluoromethoxy and - CONFefe, wherein R2 is hydrogen and RB is cyclopropyl or Wand
RB together with the 20 nitrogen atom to which they are attached form a group of formula N riCH2)n
wherein n is 1. 25 Particular individual compounds of the invention include:
5-cyclopropy1-2-(2-phenylpyrimidin-5-ylamino)benzoic acid
2-(6-Cyclopropy1-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
5-(2-Carboxy-4-cyclopropylphenylamino)-3-methy1-2-phenylpyridine 1-oxide 



30 5-Methy1-2-(6-(3-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoic acid
5-cyclopropy1-2-(6-hydroxy-5-phenylpyridin-3-ylamino)benzoic acid
5-cyclopropy1-2-(2-(2,6-difluoro-4-hydroxyphenyl)pyrimidin-5-ylamino)benzoic acid
5-Cyclopropy1-2-(6-methoxy-5-phenylpyridin-3-ylamino) benzoic acid
2-(5-Fluoro-6-phenylpyridin-3-ylamino)-5-methylbenzoic acid  WO 2009/021696PalEP2008/006573 -
14 - 2-(6-(Ethyl(methypamino)-5-methy1pyridin-3-ylamino)-5-methylbenzoic acid
5-Cyclopropy1-2-(3'-fluoro-2,4'-bipyridin-5-ylamino)benzoic acid
2-(6-(Diethylamino)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(64(2-Methoxyethyl)(methyDamino)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid 5
2-(5-Chloro-6-phenylpyridin-3-ylamino)-5-methYlbenzoic acid
5-Cyclopropy1-2-(2-(2-cyclopropylphenyl)pyrimidin-5-ylamino)benzoic acid
5-cyclopropy1-2-(5-phenyIpyridin-3-ylamino) benzoic acid 5-methy1-2-(quinolin-3-y1amino)benzoic
acid 5-methy1-2-(5,6,7,8-tetrahydroquinolin-3-ylamino)benzoic acid 10
2-(5-Chloro-2-phenylpyridin-3-ylamino)-5-methylbenzoic acid
5-Cyclopropy1-2-(5,6-diphenylPyridin-3-ylamino)benzoic acid
5-cyclopropy1-2-(2-(2,6-difluorophenyl)Pyrimidin-5-ylamino)benzoic acid
5-Cyclopropy1-2-(5-methylpyridin-3-ylamino) benzoic acid
2-(2-(3-Cyclopropoxyphenyflpyrimidin-5-ylamino)-5-cycroproPylbenzoic acid 15
5-Methyl-2-(6-morpholinopyridin-3-ylamino)benzoic acid
5-Methyl-2-(5-methyl-6-morpholinopyridin-3-Ylamino)benzoic acid
5-cyclopropy1-2-(6-cyclopropy1-5-phenyipyridin-3-ylamino) benzoic acid
2-(6-(2-CyclopropylphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2-Cyanopheny1)-5-methy1pyridin-3-sdamino)-5-methylbenzoic acid 20
2-(2-(3-ChlorophenyOpyrimidin-5-ylamino)-5-cycloPropyIbenzoic acid
5-Methy1-2-(6-pheny1-5-(trifluoromethyflpyridin-3-ylamino)benzoic acid
5-Methyl-2-(5-methyl-6-(piperidin-1-yl)pyridin-3-ylamino)benzoic acid
2-(6-(Azepan-1-y1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Methoxypheny1)-5-phenylpyridin-3-ylamino)-5-methylbenzoic acid 25
2-(2,3'-bipyridin-5-ylarnino)-5-cyclopropylbenzoic acid
2-(31-chloro-2,4'-bipyridin-5-ylamino)-5-Methylbenzoic acid
5-Methyl-2-(3-methyl-2,2'-bipyridin-5-ylamino)benzoic acid
2-(5,6-Difluoropyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Methoxyphenyl)pyridin-3-ylamino)benzoic acid 30
2-(6-(3-Ethoxyphenyl)pyridin-3-ylamino)benzoic acid
2-(6-(3-Ethoxyphenyl)pyridin-3-ylamino)-5-fluorobenzoic acid
2-(6-(3-Ethoxypheny1)-5-methylpyridin-3-ylamino)benzoic acid
2-(6-(3-Ethoxyphenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Ethoxypheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid 35
2-(6-(3-Ethoxy-2-fluorophenyflpyridin-3-ylamino)benzoic acid  WO 2009/021696PCT/EP2008/006573 -
15 - 2-(6-(3-Ethoxypheny1)-4-methylpyridin-3-ylamino)-5-methsilbenzoic acid
2-(6-(3-Ethoxypheny1)-4-methylpyridin-3-ylamino)benzoic acid
5-Bromo-2-(6-(3-ethoxyphenyl)pyridin-3-ylamino)benzoic acid
5-Chloro-2-(6-(3-ethoxyphenyl)pyridin-3-ylamino)benzoic acid 5
2-(6-(5-Ethoxy-2-fluorophenyOpyridin-3-ylamino)benzoic acid
2-(6-(3-EthoxyphenyI)-5-methylpyridin-3-ylamino)-5-(trifluoromethyl)benzoic acid
2-(6-(3-Methoxypheny1)-5-methylpyridin-3-ylamino)-5-(trifluoromethyObenzoic acid
2-(6-(3-MethoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Methoxypheny1)-5-methylpyridin-3-ylamino)-6-methylbenzoic acid 10
5-Fluoro-2-(6-(3-methoxypheny1)-5-methylwridin-3-ylamino)benzoic acid
2-(6-(5-Ethoxy-2-f1uorophenyOpyridin-3-ylamino)-5-Methylbenzoic acid
2-(6-(2-Fluoro-5-methoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(2-fluoro-5-methoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6(2-Fluorophenyl)pyridin-3-ylamino)-5-methyibenz010 acid 15
2-(6-(3-Methoxypheny1)-5-phenyloyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(3-methoxyphenyl)-5-phenylpyridin-3-ylamino)-5-methylbenzoate
5-Methy1-2-(5-methyl-6-phenylpyridin-3llamino)benzoic acid Ethyl
5-methy1-2_(5-methy1-6-phenylPyridin-3-ylamino)benzoate 



5-Methy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3-ylamino)benzoic acid 20 Ethyl
5-methy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)Pyridin-allamino)benzoate
2-(5-Cyclopropy1-6-(3-methoxyPhenyl)pyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(5-cyclopropy1-6-(3-methoxyPhenyl)pyridin-3-ylamino)-5-methylbenzoate
2-(6-(2-Fluoro-5-isopropoxyphenyl)pyridin-3-ylamino)-5-methylbenz0ic acid
2-(6-(3-lsopropoxypheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid 25 Ethyl
2-(6-(3-isopropoxyphenyl)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(3-Cyclopropoxypherwl)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid tert-Butyl
2-(6-(3-cyclopropoxyphenyl)-5-methylPyridin-3-ylarnino)-5-methylbenzoate
2-(6-(2-ChlorophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid tert-Butyl
2-(6-(2-chlorophenyI)-5-methylpstridin-3-ylamino)-5-methylbenzoate 30
2-(6-(3-CarbamoylphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(3-carbamoylphenyI)-5-methylPyridin-3-iylamino)-5-methylbenzoate
2-(6-(2-Fluoro-5-methoxyphenyI)-4-methylpyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(2-fluoro-5-tnethoxyphenyI)-4-methylPyridin-3-ylamino)-5-methylbenzoate
2-(6-(3-Methoxypheny1)-5-(trifluoromethyppyridin-3-ylarnino)-5-methylbenzoic acid 35 Ethyl
2-(6-(3-methoxypheny1)-5-(trifluotomethyl)Pyridin-3-ylamino)-5-methylbenzoate  WO
2009/021696PCT/EP20081006573 - 16 -
2-(6-(3-(DimethylcarbamoyOpheny1)-5-methylowidin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(3-(dimethylcarbamoyl)pheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(3-lsopropoxypheny1)-5-methylPyridin-3-ylamino)-3-methylbenzoic acid tett-Butyl
2-(6-(3-isopropoxypheny1)-5-methylicyridin-3-ylamino)-3-methylbenzoate 5
3-Methy1-2-(5-methy1-6-phenylPyridin-3-yla1flin0)benzoic acid tett-Butyl
3-methyl-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoate
2-(6-(2-Chlorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid tert-Butyl
2-(6-(2-chlorophenyOpyridin-3-ylamin0)-5-methylbenzoate
3-Fluoro-2-(6-(3-methoxypheny1)-5-methylpyridin-3-ylamino)benzoic acid 10 tett-Butyl
3-fluoro-2-(6-(3-methoxypheny1)-5-methylpyridin-3-ylamino) benzoate
5-Cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyppyridin-3-ylamino)benzoic acid Ethyl
5-cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)Pherwl)Pyridin-3-ylamino)benzoate
5-Cyclopropy1-2-(5-methy1-6-phenylpyridin-3-ylamino)benzoic acid Ethyl
5-cyclopropy1-2-(5-methyl-6-phenylPyridin-3-ylamino)benzoate '15
5-Methy1-2-(5-methy1-6-(2-(trifluoromethyDphenyppyridin-3-ylamino)benzoic acid tett-Butyl
5-methy1-2-(5-methy1-6-(2-(trifluoromethyl)phenyl)Pyridin-3-ylamino)benzoate
2-(6-(3-Chloropheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid tert-Butyl
2-(6-(3-chloropheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(2-Fluoropheny1)-5-methylpyridin-3-ylamino)-5-methylbenZoic acid 



20 tert-Butyl 2-(6-(2-fluoropheny1)-5-methylPYridin-3-ylamino)-5-methylbenzoate
5-Methy1-2-(5-methyl-6-(quinolin-5-Opyridin-3-ylamino)benzoic acid tert-Butyl
5-methy1-2-(5-methy1-6-(quinolin-511)Pyridin-3-ylamino)benzoate
2-(3'-Fluoro-3-methy1-2,4'-bipyridin-5-ylamino)-5-methylbenzoic acid      tett-Butyl
2-(31-fluoro-3-methy1-2,4'-bipyridin-5-ylamino)-5-methy1benzoate 25
5-Methy1-2-(5-methyl-6-(pyrazin-211)pyridin-3-ylamino)benzoic acid tert-Butyl
5-methy1-2-(5-methy1-6-(pyrazin-211)Pyridin-3-ylamin0)benzoate
5-Cyclopropy1-2-(6-pheny1-5-(trifluoromethyl)pyridin-3-ylamino)benzoic acid Ethyl
5-cyclopropy1-2-(6-pheny1-5-(trifluoromethyl)Pyridin-3-ylamino)benzoate
5-Cyclopropy1-2-(6-(3-methoxypheny1)-5-(trifluoromethyl)pyridin-3-ylamino)benzoic acid 30 Ethyl
5-cyclopropy1-2-(6-(3-methoxypheny1)-5-(trifluoromethyl)Pyridin-3-ylamino)benzoate
5-Chloro-2-(6-(2-fluorophenyl)pyridin-3-ylamino)benz0ic acid
5-Chloro-2-(6-(2-chl0r0phenyl)pyridin-3-ylamin0)benzoic acid
5-Chloro-2-(6-(quinolin-5-yl)pyridin-3-ylamino)benzoic acid
2-(6-(2-Chlorophenyl)pyridin-3-ylamino)-5-cyclopr0pylbenzoic acid 35 Ethyl
2-(6-(2-chlorophenyl)pyridin-3-ylamino)-5-cyclopr0Pylbenz0ate  WO
20091021696PCT/EP2008/006573 - 17 -
5-Chloro-2-(6-(2-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoic acid
5-Fluoro-2-(6-(2-(trifluoromethAphenyl)pyridin-3-ylamino)benzoic acid
2-(31-Fluoro-2,41-bipyridin-5-ylamino)-5-methylbenzoic acid
2-(2-(2-Fluorophenyppyrimidin-5-ylamino)-5-methylbenz0ic acid 5 tert-Butyl
2-(2-(2-fluorophenyl)pyrimidin-5-ylamino)-5-methylbenzoate
2-(6-(2,6-Difluorophenyppyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(2,6-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoate
2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid Methyl
2-(2-(2-chlorophenyOpyrimidin-5-ylamino)-5-cyclopropylbenzoate 10
242-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-methylbenzoic acid fert-Butyl
2-(2-(2-chlorophenyl)pyrimidin-5-ylamino)-5-methylbenz0ate
5-Methy1-2-(5-methyl-6-(3-(pyrrolidine-1-carbonyl)phenyl)pyridin-3-ylamino)benzoic acid
2-(6-(3-(Cyclopropylcarbamoyl)PhenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid
5-Cyclopropy1-2-(2-(2-fluorophenyl)Pyrimidin-5-ylamino)benzoic acid 15
2-(2-(2-trifluorornethylphenyl)pyrimidin-5-ylamino)-5-cydopropylbenzoic acid
2-(2-o-tolylpyrimidin-5-ylamino)-5-cycl0ProPylbenzoic acid
2-(2-(2-cyclopropoxyphenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
2-(2-(2,5-difluorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
2-(2-(2,3-difluorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid 20
2-(2-(2-fluoro-5-chlorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
2-(2-(2-trifluoromethylphenyl)pyrimidin-5-ylamin0)-5-methylbenz0ic acid
2-(2-(2-fluoro-5-trifluorornethoxyPhenyl)Pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
2-(6-(2-trifluoromethylphenYl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-phenylpyridin-3-ylamino)-5-cyclopropylbenzoic acid 25
2-(6-(2-fluorophenyl)pyridin-3-ylamin0)-5-cycl0propylbenzoic acid
2-(6-(3,5-difluoropyridin-4-yl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-cyclopropylcarbamoylPhenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2,4-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2,5-difluorophenyl)Pseridin-3-ylamino)-5-methylbenz0ic acid 30
2-(6-(2-fluorophenyl)pyridin-3-ylamino)-5-cyclopropy1-3-fluorobenzoic acid
2-(6-(2,3,64rifluorophenyppy1idin-3-ylamino)-5-methylben10ic acid
2-(6-(3-(5-methyl-1,3,4-oxadiazol-2-y1)Phenyl)Pyridin-3-ylamino)-5-methylbenzoic acid
2-(5-methy1-6-(pyrimidin-5-yl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2,3-difluorophenyl)pyridin-3-ylamino)-5-methylbenz0ic acid 35
2-(6-(5-fluoro-2-methoxyPheny1)-5-methylostridin-3-ylamino)-5-methylbenzoic acid, and  WO
2009/021696PCT/EP2008/006573 



- 18 - 2-(6-(4-carbamoylpheny1)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid and the
pharmaceutically acceptable salts and N-oxides thereof 5 Of outstanding interest are:
5-cyclopropy1-2-(2-phenylpyrimidin-5-ylamino)benzoic acid
5-(2-Carboxy-4-cyclopropylphenylamino)-3-methy1-2-phenylPyridine 1-oxide
5-Methy1-2-(6-(3-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoic acid
2-(5-Fluoro-6-phenylpyridin-3-ylamino)-5-methylbenzoic acid 10
5-Cyclopropy1-2-(3'-fluoro-2,4'-bipyridin-5-ylamino)benzoic acid
2-(5-Ohloro-6-phenylpyridin-3-ylamino)-5-methylbenzoic acid
5-Cyclopropy1-2-(2-(2-cyclopropylphenyl)pyrimidin-5-ylamino)benzoic acid
5-cyclopropy1-2-(5-phenylpyridin-3-ylamino) benzoic acid
2-(5-Ohloro-2-phenylpyridin-3-ylamino)-5-methylbenzoic acid 15
5-Cyclopropy1-2-(5,6-diphenylpyridin-3-y1amino)ben7oic acid
5-cyclopropy1-2-(2-(2,6-difluoroPhenyl)Pyrimidin-5-ylamino)benzoic acid
2-(2-(3-Cyclopropoxyphenyflpyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
5-Methy1-2-(6-morpholinopyridin-3-ylamino)benzoic acid
5-Methyl-2-(5-methy1-6-morpholinopyridin-3-ylamino)benzoic acid 20
5-cyclopropy1-2-(6-cyclopropy1-5-phenylPyridin-3-ylamino) benzoic acid
2-(6-(2-Oyclopropylpheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2-CyanophenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid
2-(2-(3-OhlorophenyOpyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
5-Methy1-2-(6-pheny1-5-(trifluoromethyppyridin-3-ylamino)benzoic acid 25
5-Methyl-2-(5-methy1-6-(piperidin-111)Pyridin-3-ylamino)benzoic acid
2-(6-(Azepan-1-yI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(2,3'-bipyridin-5-ylamino)-5-cyclopropylbenzoic acid
2-(3'-chloro-2141-bipyridin-5-ylamino)-5-methylbenzoie acid
5-Methy1-2-(3-methy1-2,2-bipyridin-5-ylamino)benzoic acid 30
2-(5-(3-Ethoxypheny0-5-rnethylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-MethoxyphenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid
5-Methy1-2-(5-methy1-6-phenylpyridin-3-ylamino)benzoic acid
2-(6-(3-lsopropoxypheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
5-Cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyflpyridin-3-ylamino)benzoic acid 35
5-Cyclopropy1-2-(5-methy1-6-phenylpyridin-3-ylamino)1Denz0i0 acid  WO
2009/021696PCVEP2008/006573 - 19 -
2-(6-(2-FluorophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
5-Cyclopropy1-2-(6-phenyl-5-(trifluoromethyl)pyridin-3-ylamino)benzoic acid
5-Cyclopropy1-2-(6-(3-methoxypheny1)-5-(trifluoromethyfipyridin-3-ylamino)benzoic acid
2-(6-(2-Chlorophenyl)pyridin-3-ylamino)-5-cyclopropylbenzoic acid 5
2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-methylbenz0ic acid
2-(6-(2,6-Difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid
5-Methyl-2-(5-methyl-6-(3-(pyrrolidine-1-carbonyl)phenyppyridin-3-ylamino)benzoic acid
2-(6-(3-(Cyclopropylcarbamoyflpheny1)-5-MethylPyriclin-3-ylamino)-5-methylbenzoic acid, 10
5-Cyclopropy1-2-(2-(2-fluorophenyl)pyrimidin-5-ylamino)benzoic acid. and the pharmaceutically
acceptable salts and N-oxides thereof   The compounds of formula (I) are new, provided that when G2
is a hydrogen or chlorine 15 atom, a methoxy or butoxy group, or together with R6 forms a phenyl
group; then R1 is not a hydrogen atom or a chlorine atom. Thus, the present invention also relates to
compounds of formula (I) R9 N'N7C2 11 HN 



R3R4 -R2 RI wherein RI, R2, R3, R4, R9, GI and G2 are as defined above, with the proviso that when
02 is a hydrogen or chlorine atom, a methoxy or butoxy group or together with R6 forms a phenyl
group, then 1:71 is not a hydrogen atom or a chlorine atom. Compounds of general formula (I) may be
prepared following the synthetic scheme depicted in figure 1.  Fiqure 1  Compounds of general formula
(I) may be prepared by reaction of intermediates (II) 5 wherein RI, R2 and Fe are as described above
and X2 is a chlorine or bromine atom, with intermediates (III) wherein R4, R9, GI and G2 are as
described above. The reaction may be carried out under inert atmosphere over a palladium catalyst
such as Pd(OAc)2 or Tris(dibenzylideneacetone)dipalladium(0) (Pd2(dba)3), using a phosphine ligand
such as rac- 2,21-bis(diphenylphosphino)-1,11-binaphtyl (BINAP) or Xanthphos, in the presence of a
10 base such as Cs2CO3, K2CO3 or NaOtBu in a high boiling point solvent such as toluene, xylene,
DMF, water or dioxane at a range of temperatures from 80C to 160C for 0.5 to 24 hours. The reaction
may also be performed in a microwave oven at a temperature ranging from 100C to 160C for 0.5 to 15
hours. 15 Alternatively, the reaction may be mediated by a copper catalyst such as a mixture of a Cu
and Cu20, using a base such as Cs2CO3, K2CO3 or Na2CO3 in a high boiling point solvent such as
toluene, xylene, DMF, water or dioxane at a range of temperatures from 804C to 160C for 0.5 to 24
hours, The reaction may also be performed in a microwave oven at a temperature ranging from 100C
to 160C for 0.5 to 15 hours. 20  WO 2009/021696PCT/EP2008/006573 - 21 - Raney optionally in the
presence of ZnBr2, in a solvent such as Et0Ac, Me0H, THF or Et0H, at room temperature for 1 to 24
hours. Alternatively, intermediates of general formula (Ill) may also be obtained from the reaction 5 of
Intermediates (XI) wherein X1 is a chlorine or bromine atom, with intermediates (VII) wherein Z is a
boronic acid, a boronate, trialkylstannane or zincate derivative. The reaction may be mediated under
inert atmosphere by a palladium catalyst such as Pd(OAc)2, Pd2(dba)3, Pd(PPh3)4, PdC12(PPh3)2 or
[1,1-Bis(diphenylphosphino)- ferrocene]dichloropalladium(l1) (PdC12(dppf)DCM), using a phosphine
ligand such as 10 BINAP, tricyclohexylphosphine (P(Cy)3) or Xanthphos when needed, in the
presence of a base such as Cs2CO3, K2003 or NaOtBu in a high boiling point solvent such as
toluene, xylene, DMF, water, dioxane or THF at a range of temperatures from 40C to 160C for 0.5 to
24 hours. The reaction may also be performed in a microwave oven at a range of temperatures from
100C to 160C for 0.5 to 15 hours. In the particular case that Z is a 



15 triaikyistannane derivative, Cu: is added as a co-catalyst. Intermediates of general formula (X) may
be obtained by the reaction of Intermediates (IX) wherein Xt is a chlorine or bromine atom, with
Intermediates (VII) wherein Z is a boronic acid, a boronate, trialkylstannane or zincate derivative. The
reaction may be mediated 20 under inert atmosphere by a palladium catalyst such as Pd(OAc)2.
Pd2(dba)3, Pd(PPh3)4, PdC12(PPh3)2 or PdC12(clegn, using a phosphine ligand such as BINAP,
P(Cy)3 or Xanthphos when needed, in the presence of a base such as Cs2CO3, K2CO3 or NaOtBu in
a high boiling point solvent such as toluene, xylene, DMF, water, dioxane or THF at a range of
temperatures from 40C to 160C for 0.5 to 24 hours. The reaction may also be 25 performed in a
microwave oven at a range of temperatures from 100C to 160C for 0.5 to 15 hours. In the particular
case that Z is a trialkylstannane derivative, Cul is added as a co-catalyst. Intermediates of formula (XI)
are commercially available or may be prepared from 30 intermediates of formula (IX) by reduction of
the nitro group using hydrogen and a catalyst such as Pd/C, Pt/C, Pt02, Pd(OH)2 or Ni-Raney
optionally in the presence of ZnBr2, in a solvent such as Et0Ac, Me0H, TI-IF or Et0H at room
temperature for 1 to 24 hours.  WO 2009/021696PCDEP2008/006573 - 22 - or POBr3 with the
assistance of PCI5 or Para at a range of temperatures between 70C to 140C for 15 minutes to 24
hours. In the particular case that R6 is a group selected from Ca_di cycloalkyl, C10 aryl, C3.7 5
heterocyclyl or C5_7 heteroaryl, Intermediates of general formula (111b) may be obtained following
the synthetic scheme depicted in figure 2.    Xb Figure 2 10 Intermediates (111b) wherein R4, R2 and
G2 are as described above, may be obtained by the reaction of Intermediates (111a) with
Intermediates (Vila) wherein Z is a boronic acid, a boronate ester, a frialkylstannane or zincate
derivative. The reaction may be mediated under inert atmosphere by a palladium catalyst such as
Pd(OAc)2, Pc12(dba)3, Pd(PPh3)4, 



15 PdC12(PPh3)2 or PdC12(dppf)DCM, using a phosphine ligand such as BINAP, P(Cy)3 or
Xanthphos when needed, in the presence of a base such as Cs2C0z, K2CO3 or NadBu in a high
boiling point solvent such as toluene, xylene, DMF, water, dioxane or THE at a range of temperatures
from 40C to 160C for 0.5 to 24 hours. The reaction may also be performed in a microwave oven at a
range of temperatures from 100C to 160C for 0.5 to 20 15 hours. In the particular case that Z is a
trialkylstannane derivative, COI is added as a co-catalyst. Alternatively, Intermediates of general
formula (111b) may be obtained from Intermediates of general formula (Xb) by reduction of the nitro
group using hydrogen and a catalyst such 25 as Pd/C, Pt/C, Pt02, Pd(OH)2 or Ni-Raney optionally in
the presence of ZnEir2, in a solvent such as Et0Ac, Me0H, THF or Et0H at room temperature for 1 to
24 hours.  WO 2009/021696PCT/EP2008/006573 - 23 - Intermediates of general formula (lila) wherein
R4 and G2 are as described before may be obtained from Intermediates of general formula (Xa) by
reduction of the nitro group using hydrogen and a catalyst such as Pd/C, Pt/C, Pt02, Pd(OH)2 or
Ni-Raney optionally in the presence of ZnBr2, in a solvent such as Et0Ac, Me0H, THF or Et0H at room
temperature 5 for 1 to 24 hours. Intermediates of general formula (Xb) may be obtained by the reaction
of Intermediates of general formula (Xa) wherein R4 and G2 are as described above with
Intermediates (Vila) wherein Z is a boronic acid, a boronate ester, trialkylstannane or zincate
derivative. The 10 reaction may be mediated under inert atmosphere by a palladium catalyst such as
Pd(OAc)2, Pd2(dba)3, Pd(PP113)4, PdCl2(PPh3)2 or PdC12(dppf)DCM, using a phosphine ligand
such as BINAP, P(Cy)3 or Xanthphos when needed, in the presence of a base such as Cs2CO3,
K2CO3 or NaOtBu in a high boiling point solvent such as toluene, xylene, DMF, water, dioxane or THF
at a range of temperatures from 40C to 160C for 0.5 to 24 15 hours. The reaction may also be
performed in a microwave oven at a range of temperatures from 100C to 160C for 0.5 to 15 hours. In
the particular case that Z is a trialkylstannane: Cul is added as a co-catalyst. Intermediates of general
formula (Xa) may be obtained by the reaction of Intermediates 20 (IXb) with intermediates (VII)
wherein Z is a boronic acid, a boronate ester, trialkylstannane or zincate derivative. The reaction may
be mediated under inert atmosphere by a palladium catalyst such as Pd(OAc)2, Pd2(dba)3, Pd(PPN4,
PdC12(PPh3)2 or PdCl2(dPpf)DCM, using a phosphine ligand such as BINAP, P(Cy)3 or Xanthphos
when needed, in the presence of a base such as Cs2CO3, K2CO3 or NatiBu in 25 a high boiling point
solvent such as toluene, xylene, DMF, water or dioxane or THF at a range of temperatures from 40C
to 160C for 0.5 to 24 hours. The reaction may also be performed in a microwave oven at a range of
temperatures from 100C to 160C for 0.5 to 15 hours. In the particular case that Z is a trialkylstannane
derivative, Cul is added as a co-catalyst. 30 Intermediates of general formula (IXb) are commercially
available or may be prepared by an analogous process to that shown for intermediates of formula (IX)
in figure 1.  



WO 2009/021696PCT/EP2008/006573 Figure 3  Compounds of general formula (I) may be prepared
by reaction of intermediates (IV) wherein RI, R2 and Rs are as described above with intermediates (V)
wherein R", R9, G1 5 and 02 are as described above and X" represents a bromine or iodine atom or a
trialkylstannane derivative. When X' is a bromine or iodine atom, the reaction may be mediated by a
palladium catalyst such as Pd(OAc)2 or Pd2(dba)3, using a phosphine ligand such as BINAP or 10
Xanthphos, in the presense of a base such as Cs2CO3, K2CO3 or Nanu in a high boiling point solvent
such as toluene, xylene, DMF, water or dioxane at a range of temperatures from 80C to 160C for 0.5
to 24 hours. The reaction may also be performed in a microwave oven at a range of temperatures from
100C to 160C for 0.5 to 15 hours. 15 When X is a trialkylstannane derivative, a catalyst based on
copper such as Cu(OAc)2 Is used in the presence of a base such as triethylamine, 1,2-lutidine, CsF or
tetra-nbutylammonium fluoride (TBAF) in a solvent such as acetonitrile, toluene, dichloromethane or
THF at a range of temperatures between 25C and 90C. 20 Intermediates of general formula (V) may
be prepared by the reaction of Intermediates (XIV) wherein Xs is a bromine or chlorine atom, with
intermediates (VII) wherein Z is a boronic acid, a boronate, trialkylstannane or zincate derivative. The
reaction may be mediated under inert atmosphere by a palladium catalyst such as Pd(OAc)2,
Pd2(dba)3, Pd(RP113)4, PdC12(PPh3)2 or PdC12(dppf)DCM, using a phosphine ligand such as
BINAP, 25 P(Cy)3 or Xanthphos when needed, in the presence of a base such as Cs2CO3, K2CO3 or
WO 2009/021696MT/EP2008/006573 - 25 - Nadal in a high boiling point solvent such as toluene,
xylene, DMF, water, dioxane or THF at a range of temperatures from 40C to 160C for 0.5 to 24 hours.
The reaction may also be performed in a microwave oven at a range of temperatures from 100C to
160C for 0.5 to 15 hours. When Z is a trialkylstannane, Cul is added as a co-catalyst. 5 In another
alternative procedure, compounds of general formula (I) may be prepared following the synthetic
scheme shown in figure 4. 10Figure 4  Compounds of general formula (I) may be prepared by reaction
of intermediates NI) wherein W, R2, R3, n4                              , R9 and 011 are as described above
and X9 is a chlorine or bromine atom, with intermediates (VII) wherein 02 is as described above and Z
is selected from a boronic acid, a boronate, a trialkylstannane and a zincate derivative. The reaction
may be 15 mediated under inert atmosphere by a palladium catalyst such as Pd(OAc)2, Pd2(dba)3,
Pd(PPh3)4, PdC12(PPh3)2 or PdC12(dppf)DCM, using a phosphine ligand such as BINAP, P(Cy)3 or
Xanthphos when needed, a base such as Cs2CO3, K2CO3 or NaOtBu in a high boiling point solvent
such as toluene, xylene, DMF, water or dioxane or THF at a range of temperatures from 40C to 160C
for 0.5 to 24 hours. Alternatively the reaction may be 20 performed in a microwave oven at a range of
temperatures from 100C to 160C for 0.5 to 15 hours. When Z is a trialkylstannane derivative, Culls
added as a co-catalyst. 



Intermediates of general formula (VI) may be obtained by the reaction of Intermediates (i1) wherein RI,
R2, R3 and X2 are as described above with intermediates (XVI) wherein R4, G1 25 and X9 are as
described above. The reaction may be mediated under inert atmosphere by a palladium catalyst such
as Pd(OAc)2 or Pd2(dba)3, using a phosphine ligand such as BINAP or Xanthphos, in the presence of
a base such as Cs2CO3, K2CO3 or Na0IBu in a  WO 2009/021696PCTIEP2008/006573 - 26 - high
boiling point solvent such as toluene, xylene, DMF, water or dioxane at a range of temperatures from
80C to 160C for 0.5 to 24 hours. The reaction may also be performed in a microwave oven at a range
of temperatures from 100C to 160C for 0.5 to 15 hours. Alternatively, the reaction may be mediated by
a copper catalyst such as Cu or Cu20, 5 using a base such as Cs2CO3, K2CO3 or Na2003 in a high
boiling point solvent such as toluene, xylene, DMF, water or dioxane at a range of temperatures from
80C to 160C for 0.5 to 24 hours. The reaction may also be performed in a microwave oven at a range
of temperatures from 100C to 160C for 0.5 to 15 hours. 10 Intermediates of general formula (VI) may
also be obtained from the reaction of Intermediates (IV) wherein R1, R2 and Rs are as described
above with intermediates (XV) wherein R4, R9 and GI are described above. The reaction may be
mediated under inert atmosphere by a palladium catalyst such as Pd(OAc)2 or Pd2(dba)3 using a
phosphine ligand such as BINAP or Xanthphos, in the presense of a base such as Cs2CO3, K2003 or
15 Na0lBu in a high boiling point solvent such as toluene, xylene, DMF, water or dioxane at a range of
temperatures from 80C to 160C for 0.5 to 24 hours. The reaction may also be performed in a
microwave oven at a range of temperatures from 100C to 160C for 0.5 to 15 hours. 20 In the particular
case wherein 02 represents a hydrogen atom or an alkoxy group, Intermediates of formulae (111c)
and (111d) may be prepared following the synthetic scheme depicted in figure 5 Ilic  WO
2009/021696PCT/EP2008/006573 - 27 - Intermediates of general formula (111c), may be obtained by
reduction of intermediates of general formula (1Xc) using hydrogen and a catalyst such as Pd/C, Pt/C,
Pt02, Pd(OH)2 or Ni-Raney optionally in the presence of ZnBr2 or SnC12.H20 or Fe-HCI in a solvent
such as Et0Ac, Me0H, THF or Et0H, at room temperature for 1 to 24 hours. 5 On the other hand,
intermediates of general formula (11W) wherein ER' is a methyl group may be obtained by reduction of
intermediates of general formula (Xd) using hydrogen and a catalyst such as Pd/C, Pt/C, P102,
Pd(OH)2 or Ni-Raney optionally in the presence of ZnBr2 or SnC12.H20 or Fe-HCI in a solvent such
as Et0Ac, 10 Intermediates of general formula (Xd) may be obtained from intermediate of formula (IXd)
by heating in the presence of methanol at 100C.   Intermediates of general formula (IXc) and (IXd) are
commercially available or may be 15 prepared by an analogous process to that shown for
intermediates of formula (IX) in Figure 1. 



In the particular case that G1 is CR6, wherein R6is -CF3, intermediates of general formula (IXa) may
be prepared following the synthetic scheme shown in Figure 6. 20  Figure 6 Intermediates of general
formula (IXa) may be obtained from Intermediates of formula 25 (XIII) in the presence of methyl
2,2-difluoro-2-(fluorosulfonyl) acetate in a solvent such as DMF or toluene at a range of temperatures
from 40C to 130C for 1 to 48 hours. Intermediates of formula (XIII) may be obtained from
Intermediates of general formula (XII). The reaction may be carried out in the presence of POCI3 or
POBr3 with the 30 assistance of PC15 or PBr3 at a range of temperatures between 70C to 140C for
15 minutes to 24 hours.  WO 2009/021696PCT/EP2008/006573 - 28 - In general, intermediates of
formula (II) and (IV) are commercially available. However in the particular case wherein al is a
cyclopropyl group, said intermediate may be obtained following the synthetic scheme shown in figure
7.    Figure 7 Intermediates of formula (11a) and (IVa) may be prepared by the reaction of
Intermediates 10 (XVIII) and (XIX) respectively, wherein X6 is a bromine or chlorine atom, with
Intermediate (XVII) wherein Z is a a boronic acid or a boronate derivative. The reaction may be
mediated under inert atmosphere by a palladium catalyst such as Pd(OAc)2, Pd2(dba)3, Pd(PPh3)4,
PdC12(PPh3)2 or PdC12(dppf)DCM, using a phosphine ligand such as BINAP, P(Cy)3 or Xanthphos
when needed, a base such as Cs2CO3, K2CO3 or NaOtBu in a high 15 boiling point solvent such as
toluene, xylene, DMF, water, dioxane or THF at a range of temperatures from 40C to 160C for 0.5 to
24 hours. The reaction may also be performed in a microwave oven at a range of temperatures from
100C to 160C for 0.5 to 15 hours.      In the particular case wherein G2 represents a hydroxy group,
Compounds of formula (id) 20 may be prepared following the scheme depicted in Figure 6  



WO 2009/021696PCT/EP2008/006.573 - 29 - ReR9R9Re 02N02N7_G1 02N  NN 1 1.1%. ..--..
R4OHR4PhR4 Gi 0 PhR4 G 0 i xxv IdXXIX Figure 8 Compounds of general formula (Id) may be
obtained from Intermediates of general formula (XX!X) by treatment with trifilinroaratic mrirl n a
temperature between 25C and 60C for 30 minutes to 24 hours. Intermediates of general formula
(XXIX) may be obtained from the reaction of Intermediates of general formula (111d) with
Intermediates of general formula (11). The 10 reaction may be mediated under inert atmosphere by a
palladium catalyst such as Pd(OAc)2, Pd2(dba)3, Pd(PPh3)4, PdC12(PPh3)2 or
11,1-Bis(diphenylphosphino)- ferrocene]dichloropalladium(11) (PdC12(dppf)0CM), using a phosphine
ligand such as BINAP, tricyclohexylphosphine (P(Cy)3)or Xanthphos when needed, in the presence of
a base such as Cs2CO3, K2CO3 or NaO'Bu in a high boiling point solvent such as toluene, 15 xylene,
DMF, water or dioxane or THF at a range of temperatures from 40C to 160C for 0.5 to 24 hours. The
reaction may also be performed in a microwave oven at a range of temperatures from 100C to 160C
for 0.5 to 15 hours. Intermediates of general formula (111d) may be obtained by reduction of
Intermediates of 20 general formula (XXVI) using hydrogen and a catalyst such as Pd/C, Pt/C, Pt02,
Pd(OH)2 or Ni-Raney optionally in the presence of ZnBr2 or SnC12.H20 or Fe-HCI in a solvent such
as Et0Ac, Me0H, THF or Et0H, at room temperature for 1 to 24 hours.  



WO 2009/021696PCT/EP2008/006573 - 30 - trialkylstannane or zincate derivative. The reaction may
be mediated under inert atmosphere by a palladium catalyst such as Pd(OAc)2, Pd2(dba)3,
Pd(PPh3)4, PdC12(PPh3)2 or [1,1-Bis(diphenylphosphino)-ferrocene]dichloropalladium(11)
(PdC12(dppf)DCM), using a phosphine ligand such as BINAP, tricyclohexylphosphine 5 (P(Cy)3)or
xanthphos when needed, in the presence of a base such as Cs2CO3, K2CO3 or NaOtBu in a high
boiling point solvent such as toluene, xylene, DMF, water or dioxane or THF at a range of
temperatures from 40C to 160C for 0.5 to 24 hours. The reaction may also be performed in a
microwave oven at a range of temperatures from 100C to 16000 for 0.5 to 15 hours. In the particular
case that Z is a trialkylstannane derivative, Cul is 10 added as a co-catalyst. In the particular case that
Z is a zincate derivative, this is preformed in situ from the corresponding aryl derivative. Intermediates
of general formula (XXV) may be obtained from the reaction of Intermediates of general formula (XII)
with benzyl bromide in the presence of a base such 15 as Cs2003, K2CO3 or Ag2CO3 in a solvent
such as toluene, benzene or MAP at temperature between 60C and 120C for 5 to 24 hours.   In an
alternative procedure, compounds of the present invention of formula (lb) wherein IR3 is a carboxylic
acid, may also be obtained following the synthetic scheme shown in figure 20 9.  Compounds of
general formula (lb) may be prepared by hydrolysis of compounds of 5 formula (la) or (lc), wherein RI,
R2, R4, R5, GI and G2 are as described above and R5 is a C1.4 alkyl group. When R5 is a methyl or
ethyl group, an aqueous solution of sodium or lithium hydroxide is used in a solvent such as ethanol or
THF at a range of temperatures between 20C and 70C for 1 to 16 hours. When R5 is a tert-butyl
group, the hydrolysis of compound of formula (lc) may be run under acidic conditions using
trifluoroacetic acid or 10 hydrogen chloride in a solvent such as dichloromethane, THE or dioxane at a
range of temperatures between 20C and 80C for 30 minutes to 16 hours. Compounds of general
formula (la) may be obtained by the reaction of intermediate (11c) wherein X2 is a described above,
with intermediate (111) following the same procedure 15 depicted in figure 1 for obtaining compounds
of formula (1) from intermediates (II) and (III). Alternatively, compounds of general formula (la) may
also be obtained by the reaction of intermediate (IVc) with intermediate (V) following the same
procedure depicted in figure 3 for obtaining compounds of formula (I) from intermediates (IV) and (V).
WO 2009/021696PCT/EP2008/006573 - 32 - Intermediates of formula (11c) and (IVc) may be
obtained from Intermediate (Ilb) and (IVb), respectively in the presence of an acid such as FICI or
H2SO4 in a solvent such as methanol, ethanol or dioxane at a range of temperatures from 25C to
110C for 1 to 48 5 hours. 



Compounds of general formula (lc) may be obtained by the reaction of intermediate (IVO with
intermediate (V), following the same procedure depicted in Figure 3 for obtaining compounds of
formula (I) from intermediates (IV) and (V). 10 Intermediates of general formula (IVO may be obtained
from Intermediates (lye) in the presence of NaBH4 in a solvent such as methanol or ethanol at a range
of temperatures between 0C and room temperature. 15 intermediates of general formula (We) may be
obtained from intermediate (lVd) in the presence of di-tert-butylcarbonate or
1,1-ditert-butoxy-N,N-dimethylmethanamine in a solvent such as ethanol, toluene, dichloromethane or
DMF in a range of temperatures between 25C and 100C for 2 to 24 hours. 20 Intermediates of general
formula (IVd) may be obtained from Intermediates of general formula (IVb) in the presence of
trifluoroacetic acid or trifluoroacetic anhydride at a range of temperatures between 25C and 70C for 1
to 24 hours.      In the particular case that Ft1 is -CF,, Intermediates of general formula (lye) may be 25
obtained following the synthetic scheme shown in figure 10.  WO 2009/021696PCT/EP2008/006573 -
33 - such as ethanol or methanol at a range od temperatures between 70C to 120C for 8 to 24 hours.
Intermediates of general formula (XXII) may be obtained from Intermediates of general 5 formula
(XXI). The reaction may be carried out in the presence of n-butyl lithium and trimethylethylenediamine
and bubbling CO2 for 0.5 to 3 hours, in a solvent such as ethyl ether or THF at a range of
temperatures between -78C to -40.   Intermediates of general formula (XXI) may be obtained from
Intermediates of general 10 formula (XX). The reaction may be carried out in the presence of
di-tert-butylcarbonate and aqueous solution of NaOH at room temperature for 6 to 48 hours. In the
particular case that R3 is a tetrazoly1 group, compounds of formula (le) may be obtained following the
synthetic scheme shown in figure 11. 15  Fiqure 11 Compounds of general formula (le) may be
obtained from Intermediates of general 20 formula (XXV). The reaction may be carried out in the
presence of N3SnMe3 or sodium azide with NI-14C1 or Bu3SnCI in high boiling point solvent such as
DMF or xylene at a range of temperatures between 100C to 150C for 20 to 120 hours.  



WO 2009/021696PCT/EP2008/006573 - 34 - Intermediates of general formula (XXXV) may be
obtained from the reaction of Intermediates of general formula (XXIII), wherein Fe, R2 and X2 are as
described above, with intermediates (III) following the procedure depicted in figure 1 for obtaining
compounds of general formula (I) from intermediates (II) and (111). Altermatively 5 Intermediates of
general formula (XXXV) may be obtained from the reaction of Intermediates of general formula (OUV),
wherein R' and R2 are as described above, with intermediates (V) following the procedure depicted in
figure 3 for obtaining compounds of general formula (I) from Intermediates (V) and (IV). 10
Intermediates of general formula (VII) wherein Z and G2 are as described above are commercially
available. However in the particular case when G2 is a cyclopropoxyphenyl group, said intermediate
may be obtained following the synthetic scheme depicted in figure 12.  XXXIIIXXVIIxxvin 15 Figure  12
Intermediate (/11b) may be obtained from 1-bromo-3-cyclopropoxybenzene (Mill) in the presence of
4,4,4',4',5,5,5',5'-octamethy1-2,2'-bi(1,3,2-dioxaborolane), PdC12dppf.DCM and 20 a base such as
KAc0 in a high boiling point solvent such as DMF or DMS0 at a range of temperatures between 130C
and 180C for 45 minutes to 24 hours. Alternatively the reaction may be carried out in a microwave
oven. 1-bromo-3-cyclopropoxybenzene (XXVIII) may be obtained from 3-bromophenol (XXXII!) 25 and
bromocyclopropane (XXVII) in the presence of a base such as Cs2CO3 or K2CO3 in a high boiling
point solvent such as DMF or DMSO at a range of temperatures between 130C and 180C for 6 to 24
hours. Alternatively the reaction may be carried out in a microwave oven. 30 In the particular case that
G2 is a -NRaRb group, compounds of formula (If) may be obtained following the synthetic scheme
shown in figure 13 from the reaction of  WO 2009/021696PCT/EP2008/006573 - 35 - intermediates of
general formula (VI), wherein X5 is a bromine atom and intermediates of general formula (XXX).  



VIIf 5Figure 13 The reaction may be mediated under inert atmosphere by a palladium catalyst such as
Pd(OAc)2, Pd2(dba)3, Pd(PPh3)4, PdC12(PPh3)2 or [1,11-Bis(diphenylphosphino)-
ferrocene]dichloropalladium(11) (PdC12(dppf)DCM), using 1,3-bis(2,6- 10
diisopropylphenyl)imidazolium chloride, in the presence of a base such as Cs2CO3, K2CO3 or
NaOtBu in a high boiling point solvent such as toluene, xylene, DMF, water or dioxane or THE at a
range of temperatures from 40C to 160C for 0.5 to 24 hours. The reaction may also be performed in a
microwave oven at a range of temperatures from 100C to 160C for 0.5 to 15 hours. 15 In the particular
case that G1-G2 is a tetrahydroquinolinylamino group compounds of formula (lk) may be prepared by
reduction of compounds of general formula (I) wherein G1-G2 is a quinolinylamino group (1j) using
hydrogen and a catalyst such as Pd/C, PVC, Pt02, Pd(OH)2 or Ni-Raney optionally in the presence of
Zner2 or SnC12.H20 or Fe-HCI in 20 a solvent such as trifluoroacetic acid, acetic acid, Et0Ac, Me0H,
THF or Et0H, at room temperature for 1 to 24 hours as shown in figure 14. R3R9RaR9 ljlk Figure 14
WO 2009/021696PCT/EP2008/006573 - 36 - In the particular case of compounds of general formula
(lh) and (19), they may be obtained from Intermediates of general formula (XXIa) and ((X1b),
respectively as shown in figure 15.    5Figure 15 The reaction of compounds of formula (1h) and (Ig)
may be carried out by reaction of a phenyl boronic acid under inert atmosphere by a palladium catalyst
such as Pd(OAc)2, Pd2(dba)3, Pd(PPh3)4, PdC12(PPh3)2 or [1,1-Bis(diphenylphosphino)- 10
ferrocene]dichloropalladium(11) (PdC12(dppf)DCM), using a phosphine ligand such as BINAP,
tricyclohexylphosphine (P(Cy)3)or Xanthphos when needed, in the presence of a base such as
Cs2CO3, K2CO3 or Na0113u in a high boiling point solvent such as toluene, xylene, DMF, water or
dioxane or THF at a range of temperatures from 40C to 160C for 0.5 to 24 hours. The reaction may
also be performed in a microwave oven at a range of 



15 temperatures from 100C to 160C for 0.5 to 15 hours. Intermediates of general formula (XXIa) and
(XXIb) may be obtained from Intermediate of general formula (XXXVI) by treatment with P08r3 in
dichloromethane at reflux for 2 to 3 hours. Intermediates of general formula (XXIV) may be obtained
from the reaction of 20 Intermediates of general formula (IV) and Intermediates of general formula
(XXXVII). The reaction may be mediated by a palladium catalyst such as Pd(OAc)2 or Pd2(dba)3,
using a phosphine ligand such as BINAP or xanthphos, in the presence of a base such as Cs2CO3,
K2CO3 or NaOtu in a high boiling point solvent such as toluene, xylene, DMF, water or dioxane at a
range of temperatures from 80C to 160C for 0,5 to 24 hours. The 25 reaction may also be performed
in a microwave oven at a range of temperatures from 100C to 160C for 0.5 to 15 hours.  wo
2009/021696PCTIEP2008/006573 - 37 - Compounds of general formula (11), (IV), (VII), (Vila), (VIII),
(XII), (IXb), (XIV), (XV), (XVI), (XVII), (XVIII), (XIX), (XX), (11b), (IVb), (XXIII), (XXIV), (XXV), (XXVI),
(XXVII), (XXWII), and ()WWII) are commercially available or may be obtained following conventional
synthetic methods already known in the art. 5 The syntheses of the compounds of the invention and of
the intermediates for use therein are illustrated by the following Examples (1 to 118) including
Preparation Examples (Intermediates 1 to 74) which do not limit the scope of the invention in any way.
10 111 Nuclear Magnetic Resonance Spectra were recorded on a Varian Mercury 200 spectrometer.
Low Resolution Mass Spectra (m/z) were recorded on a Micromass ZMD mass spectrometer using
ESI ionization. The chromatographic separations were obtained using a Waters 2690 system equipped
with a Symmetry C18 (2.1 x 10 mm, 3.5 mM) column. The mobile phase was formic acid (0.4 mL),
ammonia (0.1 mL), methanol (500 15 mL) and acetonitrile (500 mL) (B) and formic acid (0A6 mL),
ammonia (0.115 mL) and water (1000 mL) (A): initially 0.5min with 0% of B, then from 0% to 95% of B
in 6.5 min. and then 1 min. with 95% of B. The reequilibration time between two injections was 1 min.
The flow rate was 0.4 mUmin. The injection volume was 5 microliter. Diode array chromatograms were
collected at 210 nM. 20 PREPARATION EXAMPLES Synthesis of Intermediates  Intermediate 1 H2N
cF3 25 6-Pheny1-5-(trifluoromethyl)pyridin-3-amine A. 2-Chloro-3-iodo-5-nitropyridine 



A mixture of 3-iodo-5-nitropyridin-2-ol (37.60 mmol, 10 g), POCI3 (86 47 mmol, 7.94 ml) and PCI5
(48.87 mmol, 10.2 g) was heated at 140C for 45 minutes under argon atmosphere. The mixture was
cooled at room temperature, poured slowly over iced-water 30 and extracted with dichloromethane.
The organic phase was washed with water, NaHCO3 aqueous solution and brine. The solvent was
evaporated and the crude mixture was purified by chromatography over Si02 eluting hexane/DCM
mixtures affording 7.32 g (yield 69%) of the expected product.  WO 2009/021696PCT/EP2008/006573
- 38 - 1H NMR (300 MHz, CDCI3) 8 ppm: 8.90 (s, 1I-1), 9.19 (s, 1H). B.
2-Chloro-5-nitro-3-(trifluoromethyl)pyridine In a schlenck tube, a mixture of
2-chloro-3-iodo-5-nitropyridine (17.58 mmol, 5.00 g), 5 methyl 2,2-difluoro-2-(fluorosulfonyflacetate
(8.79 mmol, 1.12 ml) and Cul (2.64 mmol, 0.5 g) in DMF (30 ml) was heated at 70C for 3 hours under
argon atmosphere. Methyl 2,2- difluoro-2-(fluorosulfonYl)acetate (4.40 mmol, 0.6 ml) was added and
the mixture was heated at 70C for 16 hours. The solvent was evaporated and the crude mixture was
extracted between ethyl acetate and water. The crude mixture was purified by 10 chromatography
over 8102 eluting with hexane/DCM mixtures affording 1.199 (yield 30%) of the expected product.
NMR (300 MHz, CDCI3) 8 ppm: 8.82 (s, 1H), 9.41 (s, 1H). C.
6-Chloro-5-(trifluoromethyl)pyridin-3-amine 15 A mixture of 2-chloro-5-nitro-3-(trifluoromethy0Pyridine
(5.25 trimol, 1.19 g), ZnBr2 (1.05 mmol, 0.2009) and 5% Pt (C) (1.58 mmol, 0.31 g) in ethyl acetate (50
ml) was stirred for 20 hours under hydrogen atmosphere. The catalyst was filtered off and the solid
was washed with warmed ethanol. The solvent was evaporated affording the expected product (0.95
g, yield 92%). 201H NMR (300 MHz, DMSO-d6) 5 ppm: 5.59 (bs, 1H), 7.37 (s, 1H), 7.92 (s, 1H).
N-(5-bromo-3-(trifluoromethyl)pyridin-2-yl)acetamide A mixture of
6-chloro-5-(trifluoromethyl)pyridin-3-amine (2.95 mmol, 0.58 g) and 30% HBr in acetic acid (6 ml) in a
sealed tube was heated at 100C overnight. The crude mixture 25 was poured into ice water, the pH
was set to10 with 2N aqueous NaOH and extracted with CHCI3. The solvent was removed under
reduced pressure to afford 0.680 g (82% of yield) of the expected product. 



ESI/MS (m/e, /0): 281.96(100.0%), 283.96 (97.3%). 30 E.
N-(6-pheny1-5-(trifluoromethyl)pyridin-3-yflacetamide In a schlenck tube, a mixture of
N-(5-bromo-3-(trifluoromethyl)pyridin-211)acetamide (2.40 mmol, 0.680 g), phenylboronic acid (3.22
mmol, 0.392 g), cessium carbonate (6.87 mmol, 2 238 g) and PdC12dppfiCH2C12 (0.24 mmol, 0.196
g) in dioxane / water 3:1 (20 ml) was 35 heated at 110C overnight, under argon atmosphere. The
solvent was evaporated and the  WO 2009/021696PCT/EP2008/006573 - 39 - crude mixture was
purified over SIO2 eluting with CH2Cl2/ Me0H mixtures affording 0.478 g(71% of yield) of the expected
compound. ESI/MS (m/e, %): 280 (100.0%). 5 F. 6-Phenyl-5-(trifluoromethyl)pyridin-3-amine To a
solution of N-(6-pheny1-5-(trifluoromethyppyridin-3-0)acetamide (1.68 mmol, 0.280 g) in ethanol (6
ml), 2N aqueous NaOH (5 ml) was added. The mixture was heated at 110C for 3 hours. The solvent
was removed, the pH was set at 8 and extracted with CHCI3. The solvent was removed to afford 0.394
g (98% of yield) of the expected product. 10ESI/MS (m/e, %): 238 (100.0%). Intermediate 2    A.
3-Methyl-5-nitro.-2-phenylpyridine 15 In a schlenck tube, a mixture of 2-bromo-3-methyl-5-nitropyridine
(4.6 mmol, 1.0 g), phenylboronic acid (4.6 mmol, 0.560 g), PdC12dppf.DCM (0.47 mmol, 0.4 g),
Cs2CO3 (13.8 mmol, 4.5 g) in a dioxane/water 4:1 mixture (18 ml) was heated at 100C for 14 hours,
under argon atmosphere. The solvent was evaporated and the crude mixture was extracted between
water and ethyl acetate. The solid residue was purified by 20 chromatography over Si02 eluting with
hexane/ethyl acetate mixtures affording 3-methyl5-nitro-2-phenylpyridine (0.95 g, yield 97%) as major
product. ESI/MS (m/e, %): 215 [(M+1)+, 100]. B. 5-Methyl-6-phenylpyridin-3-amine 



25 A mixture of 3-methyl-5-nitro-2-phenylpyridine (4.43 rnmol, 095 g) and Pd/C 10% (0.1 g) in ethanol
(40 ml) was stirred for 16 hours under hydrogen atmosphere. The catalyst was filtered off and the solid
thoughtfully washed with warm ethanol. The filtrate was evaporated and the crude was purified by
chromatography over Si02 eluting with DCM/methanol mixtures and affording 0.65 g (yield 80%) of the
expected product. 301H NMR (300 MHz, CDCI3) 8 ppm: 2.29 (s, 3H), 6.90 (m, 1H), 7.30- 7.50 (m,
5H), 8.04 (m, 1H). ESI/MS (m/e, %): 185 [(M+1), 100]. Intermediate 3  WO
2009/021696PCT/EP2008/006573 - 40 - H2N   6-Meth oxy-5-phenylpyridin-3-amine A.
5-Nitro-3-phenylpyridin-2-ol In a schlenck tube, a mixture of 3-iodo-5-nitropyridin-2-ol (7.52 mmol, 2 g),
phenylboronic 5 acid (8.28 mmol, 1.01 g), PdC12dppf.DCM (0.75 mmol, 0.6 g), Cs2CO3 (22.56 mmol,
7.4g) in a dioxane/water 4:1 mixture (26 ml) was heated at 100C for 4 hours, under argon atmosphere.
The solvent was evaporated and the crude mixture was extracted between water and ethyl acetate.
The organic phase was evaporated and the crude was suspended in methanol affording a solid that
was filtered off and dried under vacuum 10 overnight affording 1.2 g (74% of yield) of the expected
product. 1N NMR (300 MHz, CDC1.3) 8 ppm:: 7.31 -7.54 (m, 3H), 7.61 -7.76 (m, 2H), 8.26 (d, 11-1),
8.44 (s, 1H). ESI/MS (m/e, %): 215 RM-1y, 100]. 15 8, 2-Bromo-5-nitro-3-phenylpyridine A mixture of
5-nitro-3-phenylpyridin-2-ol (4.63 mmol, 1 g), POBr3 (4.74 mmol, 0,45 ml) and PBr3 (4.71 mmol, 1.4 g)
was heated at 120C for 3.5 hours. The crude mixture was poured into a mixture of ice and water and
extracted with DCM. The organic phase was dried and evaporated affording 0.8 g (yield 62%) of the
expected product. 201FI NMR (300 MHz, CDCI3) 5 ppm: 7.38 - 7.61 (m, 5H), 8.39 (d, J=2.20 Hz, 1H),
9.19 (d, J=2.20 Hz, 1H). 



C. 2-Methoxy-5-nitro-3-Phenylpy1idine A mixture of 2-bromo-5-nitro-3-PhenYlpYridine (0.72 mmol, 0.2
g), 2-cyclopropy1-4,4,5,5- 25 tetramethy1-1,3,2-dioxaborolane (0.86 mmol, 0.16 ml), Pd(PPh3)4 (0.04
mmol, 0,05 9)p K2003 (2 mmol, 0.289) in a toluene/methanol 4:1 mixture (10 ml) was heated at 100C
for 30 minutes in a microwave, under argon atmosphere. The solvent was evaporated arid the crude
mixture was extracted between water and ethyl acetate. The solid residue was purified by
chromatography over Si02 eluting with hexane/ethyl acetate mixtures affording 30
2-methoxy-5-nitro-3-phenylpyridine (0.1 g, yield 55%) of an unexpected product,  WO
2009/021696PCT/EY2008/006573 -41 - 1H NMR (300 MHz, CDCI3) 6 ppm: 4.11 (s, 3H) 7.41 -7.54
(m, 3H) 7.54 - 7.64 (m, 2H) 8.41 (d, J=2.75 Hz, 1H) 9.07 (d, J=2.75 Hz, 1H). D.
6-Methoxy-5-phenylpyridin-3-amine 5 A mixture of 2-methoxy-5-nitro-3-phenYlPyridine (0.43 mmol,
0.1 g) and Pd/C 10% (0.14 mmol, 0.015 g) in ethanol (2 ml) was stirred for 16 hours under hydrogen
atmosphere. The catalyst was filtered off and the solid thoughtfully washed with warm ethanol. The
filtrate was evaporated affording 0.085 g (98% of yield) of the expected product. ESI/MS (m/e, %): 201
[(M+1)+, 100]. 10 Intermediate 4  A. 2-Chloro-3-iodo-5-nitroPYridine A mixture of
3-iodo-5-nitropyridin-2-ol (37.6 mmal, 10 g), POCI3 (86.47 mmol, 7.94 ml) and 15 PCI5 (48.87 mmol,
10.2 g) was heated at 140C for 1h, under argon atmosphere. The crude mixture was poured into a
mixture of ice and water and extracted with DCM. The solid residue was purified by chromatography
over Si02 eluting with hexane/dichloromethane mixtures affording 2-chloro-3-iodo-5-nitropyridine (7.32
g, yield 69%) of the expected product. 201H NMR (300 MHz, CDC13) 8 ppm: 8.91 (d, J=2.47 Hz, 1H)
9.19(d, J=2.47 Hz, 1H). B. 2-Chloro-5-nitro-3-phenylPYridine In a schlenck tube, a mixture of
2-chloro-3-iodo-5-nitropyridine (1.76 mmol, 0.5 g), phenylboronic acid (1.94 mmol, 0.24 g),
PdC12dppf.DCM (0.18 mmol, 0.1 g), Cs2003 (5.28 25 mmol, 1.7 g) in a dioxane/water 4:1 mixture (6.5
ml) was heated at 120C for 4 hours, under argon atmosphere. The solvent was evaporated and the
crude mixture was extracted between water and ethyl acetate. The solid residue was purified by
chromatography over Si02 eluting with hexane/dichloromethane mixtures affording 2-
chloro-5-nitro-3-phenylpyridine (0.23 g, yield 55%) of the expected product. 



301h1 NMR (300 MHz, CDCI3) 8 ppm: 7.36 - 7.67 (m, 5H) 8.47 (d, J=215 Hz, 1H) 9.23 (d, J=2.75 Hz,
1H).  WO 2009/021696ECT/EP2008/006573 - 42 - C. 5-Phenylpyridin-3-amine A mixture of
2-chloro-5-nitro-3-phenylpyridine (0.43 mmol, 0.1 g), KOAc (0.43 mmol, 0.042 g) and Pd/C 10% (0.03
g) in ethanol (4 ml) was stirred for 24 hours under hydrogen 5 atmosphere. The catalyst was filtered off
and the solid thoughtfully washed with warm ethanol. The solid residue was purified by
chromatography over Si02 eluting with dichloromethane/methanol mixtures affording
5-phenylpyridin-3-amine (0.05 g, yield 69%) of the expected product.                            IH NMR (300
MHz, CDCI3) 8 ppm: 7.15 - 7.23 (m, 1H), 7.37 - 7.51 (m, 3H), 7.52 - 107.63 (m, 2 I-I), 8.09 (d, 1H),
8.27 (d, 1H). ESI/MS (m/e, %): 171 [(M+1)+, 100]. Intermediate 5 H2N   15
5,6-diphenylpyridin-3-amine A. 3-Bromo-5-nitropyridin-2-ol To a solution of 5-nitropyridin-2-ol (0.06
mol, 8.6 g) in 400 ml of water at 40, 3.7 ml of Br2 was added. The mixture was stirred at 40C for 2.5h
and then it was stirred at room temperature overnight. The solid formed was filtered off, washed with
water and dried 20 under vacuum overnight affording 12.5 g (93% of yield) of the expected product.
1H NMR (300 MHz, DMSO46) 5 ppm: 8.57 (d, 1H) 8.74 (s, 2H). 



B 2,3-Dibromo-5-nitropyridine     Obtained (2.23 g, yield 87%) following the procedure described in
Intermediate 2 (step B), 25 starting with 3-bromo-5-nitropyridin-2-ol (9.13 mmol, 29). 1H NMR (300
MHz, CDCI3) 5 ppm: 8.48- 8.84 (m, 1 H) 8.94 - 9.31 (m, 1 H) ESI/MS (m/e, %): 267 [(M-1), C.
5-Nitro-2,3-diphenylpyridine 30 Obtained as a minor product (0.2 g) following the procedure described
in Intermediate 2 (step A), starting with 2,3-dibromo-5-nitropyridine (3.55 mmol, 1 g).  WO
2009/021696PCT/EP2008/006573 - 43 - 'H NMR (300 MHz, CDCI3) 8 ppm: 7.03- 7.65 (m, 10H), 8.52
(d, J=2.47 Hz, 1H), 9.49 (d, J=2.47 Hz, 1H). ESI/MS (m/e, %): 277 [(M+1)+, 1001. 5 D. 5,6-Di
phenylpyridin-3-amine A mixture of 5-nitro-2,3-diphenylpyridine (0.74 mmol, 0.21 g) and Pd/C 10%
(0.02 g) in methanol (5 ml) was stirred for 16 hours under hydrogen atmosphere. The catalyst was
filtered off and the solid thoughtfully washed with methanol. The solid residue was purified by
chromatography over Si02 eluting with hexane/ethyl acetate mixtures affording 0.14 g 10 (74% of
yield) of the expected product. 'H NMR (300 MHz, CDC12) 8 ppm: 3.79 (s, 2H), 7.04 (d, J=2.75 Hz,
1H), 7;11 - 7.36 (m, 10H), 8.20 (d, J=2.75 Hz, 1H). ESI/MS (m/e, %): 247 [(M+1)*, 1001. 15
Intermediate 6 H2N   6-cyclopropy1-5-phenylpyridin-3-amine A.
2-Cyclopropy1-5-nitro-3-phenylpyridine 



20 In a schlenck tube, a mixture of 2-chloro-5-nitro-3-phenylpyridine (described in Intermediate 3 (step
13)) (1.43 mmol, 0.4 g), 2-cyclopropy1-4,4,5,5-tetramethyl-1,3,2- dioxaborolane (1.59 mmol, 0.29 ml),
PdC12dppf.DCM (0.14 mmol, 0.12 g), Cs2CO3 (4.3 mmol, 1.4 g) in a dioxane/water 4:1 mixture (6.5
ml) was heated at 100C for 16 hours, under argon atmosphere. The solvent was evaporated and the
crude mixture was 25 extracted between water and ethyl acetate. The solid residue was purified by
chromatography over 5i02 eluting with hexane/ethyl acetate mixtures affording 2-
cyclopropy1-5-nitro-3-phenylpyridine (0.06 g, 17% of yield) of the expected product. IF1 NMR (300
MHz, CDCI3) 8 ppm: 0.45- 0.55 (m, 2H), 0.56 - 0.70 (m, 2H), 2.10 - 2.30 (m, 1H), 7.42 - 7.57 (m, 5H),
8.23 - 8.30 (m, 1H), 9.21 -9.29 (m, 1H). 30ESI/MS (m/e, %): 241 [(M+1)., 100]. 6-Cyclopropy1-5
phenylpyridin-3-amine  WO 2009/021696PCT/EP20081006573 - 44 - A mixture of
2-cyclopropy1-5-nitro-3-phenylpyridine (0.25 mmol, 0.06 g) and SnC12.H20 (0.89 mmol, 0.2 g) in
ethanol (2 ml) was heated at 80C for 1 hour. The solvent was evaporated and the crude residue was
dissolved in water. The solution neutralised with 6N NaOH aqueous solution and extracted with
dichloromethane. The solid residue was 5 purified by chromatography over Si02 eluting with
dichloromethane/methanol mixtures affording 6-cyclopropy1-5-phenylpyridin-3-amine (0.03 g, 57% of
yield ) of the expected product.                     1F1 NMR (300 MHz, CDCI3) 8 ppm: 0.61 -0.92 (m, 2H),
0.89 - 1.10 (m, 2H), 1.78 - 2.12(m, 1H), 3.56(s, 211), 6.87(d, J=2.75 Hz, 1H), 7.31 -7.57 (m, 511), 7.78
-8.15 10(m, J=2.75 Hz, 1H). ESI/MS (m/e, %): 211 [(M+1)., 100]. Intermediate 7 (process 1) H2Nr.  15
6-(3-MethoxyphenyI)-5-phenylpyridin-3-amine A. 3-bromo-2-(3-methoxyphenyI)-5-nitroPyridine
Obtained (1.15 g, 39% of yield) following the procedure described in Intermediate 2 (step A) starting
with 2,3-dibromo-5-nitropyridine (described as Intermediate 5 (step B) (9.33 mmol, 2.630 g) and
3-methoxyphenylboronic acid (9.33 mmol, 1.42 g). 20ESI/MS (m/e, %): 309 RM-11)11, 1001, 311
RM+1y, 80] B. 2-(3-MethoxyphenyI)-5-nitro-3-phenylpyridine  Obtained (0.257 g, 87% of yield)
following the procedure described in Intermediate 2 (step A) starting with
3-bromo-2-(3-methoxyphenyI)-5-nitropyridine (0.97 mmol, 0.3009) and 



25 phenylboronic acid (1.07 mmol, 0.130 g). ESI/MS (m/e, %): 307 1(M-1-1)+, 100]. C.
6-(3-MethoxyphenyI)-5-phenylpyridin-3-amine      Obtained (0.160 9, 69% of yield) following the
procedure described in Intermediate 5 (step 30 D) starting with
2-(3-methoxyphenyI)-5-nitro-3-phenylpyridine (0.84 mmol, 0.257 g).  WO
2009/021696PCT/EP2008/006573 - 45 - tH NMR (300 MHz, DMSO-c16) 6 ppm: 3.60 (s, 3H),
6.73-6.76 (m, 1H), 6.50-683 (m, 1H), 6.85-6.88 (m, 1H), 7.07-7.16 (m, 1H), 7.17-7.20 (m, 2H), 7.25-7;
29 (m, 3H), 8.18-8.20 (m, 1H). ESI/MS (m/e, %): 277 [(M+1)+, 100]. 5 Intermediate 7 (process 2)  Ph
6-(3-Methoxypheny1)-5-pherwirwridin-3-amine A.2,3-dibromo-5-nitropyridine 10 A mixture of
3-bromo-5-nitropyridin-2-ol, POBr3 and PI3r3 was heated at 120C for 35h. The crude mixture was
poured into a mixture of ice and water and extracted with DCM, The crude mixture was purified by
flash chromatography over 8i02 eluting with hexane/ethyl acetate mixtures affording 2.63 g (yield 73%)
of the expected product. 81H NMR (300 MHz, DMSO-c/6): 8.95 (s, 1H), 9.18 (s, 1H)
15B.3-Bromo-2-(3-methoxyPhenyI)-5-nitroPyrid1ne Obtained (1.15 g, yield 40%) following the
procedure described in Intermediate 27, starting with 2,3-dibromo-5-nitropyridine (9.33 mrnol, 2.63 g),
3-methoxyphenylboronic acid (9,33 mmol, 1.42 g).        811-1 NMR (300 MHz, DMSO43): 3.80 (s, 3H),
7.09-7.12 (d, 1H), 7.21-7.26 (m, 2H), 207.42-7.47 (t, 1H), 8.95 (s, 1H), 9.40 (s, 1H). ESI/MS (m/e, %):
309 KM+1y, 100], 3111(M+1)+, 98]. C.2-(3-MethoxyphenyI)-5-nitro-3-Phenylpyridine 



Obtained (0.258g. yield 87%) following the procedure described in Intermediate 27, starling with
3-bromo-2-(3-methoxyPhenyI)-5-nitroPyrid1ne (0.97 mmol, 0.300 g), 25 phenylboronic acid (1.07
mmol, 0.130 g). 8 1H NMR (300 MHz, CDCI3): 3.64 (s, 3H), 6.89-6.99 (m, 3H), 7.21-7.24 (m, 3H),
7,327.37 (m, 4H), 8.50 (s, 1H), 9.47 (s, 1H). ESI/MS (m/e, %): 307 [(M+1)+, 100].
D.6-(3-11ilethoxypheny1)-5-Phenylpyridin-3-amine 30 A mixture of
2-(3-methoxyphenyI)-5-nitro-3-PhenylPyridine (0.84 mmol, 0.257 g) and Pd/C 10% (0.08 mmol, 0.009
g) in ethanol (5 ml) was stirred for 16 hours under hydrogen atmosphere. The catalyst was filtered off
and the solid thoughtfully washed with warm ethanol. The filtrate was evaporated and the crude was
purified by chromatography over  WO 2009/021696PCT/EP2008/006573 - 46 - Si02 eluting with
DCM/methanol mixtures and affording 01609 (yield 69%) of the expected product.     'I-1 NMR (300
MHz, CDCI3): 3.60 (s, 3H), 3.91 (bs, 2H), 6.73-6.80 (m, 1H), 6.81-6.83 (t, 1H), 6.85-6.88 (m, 1H), 7.01
(s, 1H), 7.07-7.12 (t, 1H), 7.15-7.19 (m, 2H), 7.22-7,29 5(m, 4H), 8.18 (s, 1H). ESI/MS (m/e, %): 277
((M+1), 100). Intermediate 8    10 2-Amino-5-cyclopropylbenzoic acid A. Methyl
2-amino-5-cyclopropylbenzoate In a schlenck tube, a mixture of methyl 2-amino-5-btornobenzoate
(43.47 mmol, 10 g), cyclopropylboronic acid (112.92 mmol, 9.700 g), K3PO4 (144.16 mmol, 30.6 g),
Pd(Ac0)2 (3.47 mmol, 0.780 g), P(Cy)3 (7.85 mmol, 2.2 g) in toluene (170 ml) and water (10 ml) was
15 heated for 2 hours at 100C, under nitrogen atmosphere. The reaction mixture was filtered through
&elite and the organic phase was separated and evaporated affording 734 g (yield 77%) of the
expected product.                 IN NMR (300 MHz, CDCI3) 8 ppm: 0.48 - 0.66 (m, 2H) 0.75 - 0.95 (m,
2H), 1.80 (s, 1H), 3.86 (s, 3H), 5.56 (s, 21-1), 6.59(d, J=8.50 Hz, 1H), 7.03 (dd, J=8.50, 2.15 Hz,
201H), 7.60 (s, 1H). ESUMS (m/e, %): 192 [(M+1)+, 87]. 



B. 2-Amino-5-cyclopropylbenzoic acid To a solution of Intermediate 36 (24.58 mmol, 4.70 g) in a
Me01-1/THF 8:1 mixture (225 25 ml) a solution (150 mmol, 75 ml) of 2N aqueous NaOH was added
and the mixture was heated at 60C for 15 hours. The organic solvent was evaporated, the aqueous
phase was acidified to pH 5 and extracted with ethyl acetate. The solvent was evaporated affording
3.93 g (yield 83%) of the expected product. ESI/MS (m/e, %): 178 [(M+1)+, 1001. 30 Intermediate 9
WO 2009/021696PCTIEP2008/006573 - 47 -  Ethyl 2-chloro-5-cyclopropylbenzoate In a schlenck
tube, a mixture of ethyl 5-bromo-2-chlorobenzoate (7.60 mmol, 2 g), 2-
cyclopropy1-4,4,5,5-tetramethy1-1,3,2-dioxaboralane (7.59 mrnol, 1.3 g), Cs2CO3 (18.97 5 mmol,
6.18 g), PdC12dppf.CH2Cl2 (0.76 mmol, 0.620 g) in dioxane (70 ml) and water (15 ml) was heated for
2 hours at 110C, under argon atmosphere. The solvent was evaporated and the mixture was extracted
between ethyl acetate and water. The crude mixture was purified by chromatography over Si02 eluting
hexane/ethyl acetate mixtures and affording 1.59 (yield 92%) of the expected product. 101FI NMR
(300 MHz, CDCI3) 8 ppm: 0.67-0.71 (t, 3H), 0.97-1.01 (m, 2H), 1.38-1.43 (t, 3H), 1.85-1.91 (m, 1H),
4.36-4.43 (q, 2H), 7.07-7.10 (d, 1H), 7.26-7.32 (m, 1H), 7.49 (s, 1H). ESI/MS (m/e, %): 225 [(M+1)+,
100). 15 Intermediate 10  Ethyl 2-chloro-5-methylbenzoate To a solution of 2-chloro-5-methylbenzoic
acid (7.62 mmol, 1.30 g) in ethanol (16 ml), 1-12$04 (35 mmol, 1;82 ml) was added and the mixture
was refluxed for 20 hours. The 20 solvent was evaporated and the crude residue was dissolved in
water. The solution neutralised with 6N NaOH aqueous solution and extracted with CHCI3. The
organic phase was evaporated affording 1.46 g (yield 96%) of the expected product. 1H NMR (300
MHz, CDCI3) 8 ppm: 1.41 (t, 3H), 2.35 (s, 3H), 4.40 (q, 2H), 7.21 (d, 1H), 7.32 (d, 1H), 7.61 (s, 1H). 



25ESI/MS (m/e, /D): 199 KM+1 1001 Intermediate 11   WO 2009/021696PCT/EP2008/006573 - 48 -
tert-Butyl 2-amino-5-methyl benzoate A. 5-Methyl-2-(2,2,2-trifluoroacetamido)benzoic acid In three
bottle neck round flask, over trifluoroacetic anhydride (283.0 mmol, 40 ml), 2- amino-5-methylbenzoic
acid (39,69 mmol, 6 g) was added in portions at a temperature 5 between 20C and 30C. The mixture
was stirred at room temperature for 2 hours and water was slowly added at a temperature below 30C
cooling the flask externally with ice. The solid formed was filtered off and dried under vacuum
overnight affording 9.51 g (yield 91%).                              1H NMR (300 MHz, CDCI3) 8 ppm: 2.41 (s,
2H), 7.50-7.53 (d, 1H), 8.01 (s, 1H), 108.57-8.60 (d, 11), 11.89 (bs, 1H). B. tett-Butyl
5-methyl-2-(2,2,2-trifluoroacetamido)benzoate To a solution of
5-methyl-2-(2,2,2-trifluoroacetamido)benzoic acid (20.23 mmoi, 5.0 g) in toluene (40 ml),
1,1-di-tert-butoxy-N,N-dimethylmethanamine (80.92 mmol, 19.40 ml) was 15 added drop wise. The
mixture was stirred at 80C for 6 hours and the solvent was evaporated. The crude mixture was purified
by chromatography over 5102 eluting with DCM/Me0H mixtures affording 6.01 g (yield 98%) of the
expected product. 1H NMR (300 MHz, CDCI3) 8 ppm: 1.63 (s, 9H), 2.37 (s, 3H), 7.38-7.41 (d, 1H),
7.81 (s, 1H), 8.51-8.54 (d, 111), 12.36 (bs, 1H). 20ESI/MS (We, %): 304 [(M+1), 1003. C. tert-Butyl
2-amino-5-methylbenZOate To a suspension of tert-butyl
5-methyl-2-(2,2,2-trifluoroacetamido)benzoate (19.78 mmol, 6.0 g) in ethanol (19 ml) was cooled with
a water-iced bath. NaBH4 (39.57 mmol, 1.50 g) 25 was added in portions and the mixture was stirred
at room temperature for 3 hours, Water (40 ml) was added slowly and evaporated. The solid was
dissolved with CHCI3 and washed with water and brine. The organic phase was evaporated affording
3.73 g (yield 91%) of the expected product. 



'H NMR (300 MHz, CDCI3) 8 ppm: 1.59 (s, 9H), 2.23 (s, 3H), 5.52 (bs, 2H), 6.56- 306.59 (d, 1H),
7.05-7.08 (d, 1H), 7.60 (s, 1H), ES VMS (m/e, %): 208 [(M+1)+, 100]. Intermediate 12  WO
2009/021696PCT/EP2008/006573    2-Chloro-5-cyclopropylbenzoic acid Obtained (9.6 g, 91% of
yield) following the procedure described in Intermediate 8 (step B) starting with Intermediate 9 (50
mmol, 16.4 g). 5ESI/MS (m/e, %): 197 [(M+1)+, 100]. Intermediate 13 ci
2-(6-Chloropyridin-3-ylamino)-5-methylbenzoic acid 10 A mixture of 6-chloropyridin-3-amine (11.67
mmnl, 1.5 g) and 2-hrorno-5-methythenzoic acid (23.34 mmol, 5,02 g), Cu (1.17 mmol, 0.1 g), Cu20
(0.58 mmol, 0.1 g) and k2CO3 (23 34 mmol, 3.29) in 1,2-dimethoxyethane (15 ml) was heated at 130C
for 16 hours, under argon atmosphere. Water was added and the mixture was filtered through celite.
HCI 2N aqueous solution was added until pH sand the solid formed was filtered off. The 15 crude was
purified by chromatography eluting with DCM/Me0H mixtures affording 1.40 g (yield 46%). 1FI NMR
(DMSO-d6) 8 ppm: 2.24 (s, 3H), 7.16-7.19 (d, 1H), 7.25-7.27 (d, 1H), 7.38- 7.41 (d, 1H), 7.67-7.73 (m,
21-I), 8.28 (s, 1H), 9.45 (bs, 1H). ESI/MS (m/e, %): 263 [(M+1)+, 1001. 



20 Intermediate 14  216-Bromopyridin-3-ylamino)-5-cyclopropylbenzoic acid Obtained (0.680 g, 6% of
yield) following the procedure described in Intermediate 13 25 starting with 6-bromopyridin-3-amine
(28.90 mmol, 5g) and Intermediate 12 (34.68 mmol, 6.82 g). ESI/MS (m/e, %): 333 [(WI)+, 100],
335[(M+1)+, 97].  WO 21109/021696PCT/EP2008/006573 - 50 - Intermediate 15  tert-Butyl
2(6-bromopyridin-3-ylamino)-5-methylbenzoate In a schlenck tube, a mixture of tert-butyl
2-amino-5-methylbenzoate (2.89 mmol, 0.600 5 g), 2-bromo-5-iodopyridine (2.89 mmol, 0.822 g),
BINAP (0.29 mmol, 0.096 g), Pd2(dba)3 (0.14 mmol, 0.132 g) and NaO'Bu (5.79 mmol, 0.556 g) in
toluene (15 ml) was heated at 120C for 3 hours. Water and ethyl acetate were added to the reaction
crude. The aqueous phase was extracted again with more ethyl acetate. The organic phase was
washed with water and brine, dried, filtered and concentrated in vacuo. The crude mixture 10 was
purified by chromatography (Biotage 40S, Si02, Hexane: Ethyl acetate from 0% to 10%) affording
0.422 g (yield 40%) of the expected product. 'H NMR (200 MHz, CDCI3) 5 ppm: 1.61 (s, 9H), 2.29 (s,
3H), 7.11-7.16 (m, 2H), 7.35-7.43 (m, 2H), 7.73 (s, 1H), 8.28 (s, 1H), 9.44 (s, 1H). ESI/MS (m/e, %):
363 [(M+1)+, 100]. 15 Intermediate 16  



tert-Butyl 2-(6-bromo-5-methylpyridin-3-ylamino)-5-methylbenzoate   Obtained following the procedure
described in Intermediate 15 starting with Intermediate 20 11(3.30 mmol, 0.683 g) and
2-bromo-5-iodo-3-methylpyridine (3.30 mmol, 0.982 g). After purification 0.552 g (yield 44%) of the
expected product were obtained.    NMR (200 MHz, CDCI3) 5 ppm: 2.29 (s, 3H), 2.35 (s, 3H),
7.11-7.21 (m, 2H), 7.39 (d, J=1.95 Hz, 11-1), 7.73 (s, 1H), 8.14(d, J=2.73 Hz, 1H), 939 (s, 1H). ESI/MS
(m/e, %): 377,379 [(M+1)+, 901. 25 Intermediate 17  WO 2009/021696PCT/EP20081006573 -51 -
Methyl 2-(2-chloropyrimidin-5-ylamino)-5-cyclopropylbenzoate In a schlenck tube, a mixture of methyl
2-amino-5-cyclopropylbenzoate (described in Intermediate 8 (step A) (26 15 mmol, 5g),
5-bromo-2-chloropyrimidine (26.93 mmol, 5.21 5 g), Xantphos (1.07 mmol, 0.6 g), Pd2(dba)3 (1.07
mmol, 0.6 g) and Cs2CO3(36.65 mmol, 11.9 g) in dioxane (210 ml) was heated at 100C overnight.
Water and ethyl acetate were added to the reaction crude. The aqueous phase was extracted again
with more ethyl acetate. The organic phase was washed with water and brine, dried, filtered and
concentrated in vacuo. The crude mixture was purified by reverse chromatography 10 (Water.
Me0H/AcN 1:1 from 0% to 100%) affording 6 g (60% of yield) of the expected product. QUMQ (rnle,
%):10410'.44-1)+, c10]. Intermediate 18 15   Methyl
2-(6-bromopyridin-3-ylamino)-5-cyclopropylbenzoate Obtained (0.155 g, 43% of yield) following the
procedure described in Intermediate 15 starting with methyl 2-amino-5-cyclopropylbenzoate (described
in Intermediate 8 (step A)) (1.05 mmol, 0,200g), 2-bromo-5-iodopyridine (1.05 mmol, 0.297 g) and
Cs2CO3 (2.09 20 mmol, 0.682 g) instead of Nanu. 



ES1/MS (m/e, %): 347 [(M-E1)+, 100], 349 [(M+1)., 97] Intermediate 19  25 tert-Butyl
2-(6-chloro-5-fluoropyridin-3-ylamino)-5-1T1ethylbenzoate  WO 209/021696PCT/EP2008/006573 - 52
- Obtained (0.721 g, 51% of yield) following the procedure described in Intermediate 18 starting with
Intermediate 11(2.77 mmol, 0.5139) and 5-bromo-2-chloro-3-fluoropyridine (2.77 mmol, 0.582 g).
ESI/MS (m/e, %): 337 [(M+1)*, 100], 339 [(M+1)*, 32] 5 Intermediate 20  tert-Butyl
2-(2-bromo-5-chloropyridin-3-ylamino}-5-methylbenzoate A. tea-Butyl
2-(2-oxide-5-chloropyridin-3-ylamino)-5-methylbenzoate 10 Obtained (1.36 g, 44% of yield) following
the procedure described in Intermediate 17 starting with Intermediate 11(6.54 mmol, 1.77 g) and
3,5-dichloropyridine 1-oxide (10.25 mmol, 1.68g). ESI/MS (m/e, %): 336 [(WI)+, 100] 15 B. tert-Butyl
2-(2-bromo-5-chloropyridin-3-ylamino)-5-methylbenzoate To a solution of tert-Butyl
2-(2-oxide-5-chloropyridin-3-ylamino)-5-methylbenzoate (1.79 mmol, 0.6 g) in DCM (50 ml), POBr3
(4.53 mmol, 1.3009) was added in portions. The mixture was refluxed for 2.5 hours. The crude mixture
was poured into a mixture of water, ice and NaHCO3-K2CO3. The aqueous phase was extracted with
ethyl acetate and the 20 overall organic phase was dried over Na2SO4, filtered and the solvent was
removed. The crude mixture was purified by flash chromatography over SiO2 eluting with hexane/ethyl
acetate mixtures affording 0.0709 (10% of yield) of tert-butyl
2-(2-bromo-5-chloropyridin3-ylamino)-5-methylbenzoate (20A) and 0.060 g (9% of yield) of tert-butyl
2-(6-bromo-5- chloropyridin-3-ylamino)-5-methylbenzoate (208). 25 



Intermediate 21   WO 2009/021696PCT/EP2008/006573 - 53 - A mixture of 5-bromo-2-iodopyrimidine
(1.76 mmol, 0.500 g), phenylboronic acid (1.93 mmol, 0.235 g), 2M aqueous solution of K2CO3 (4.40
mmol, 22 ml), Pd(PPh3)4 (0.18 mmol, 0.203 g) in dioxane (10 ml) was heated at 110C overnight in a
microwave oven. The solvent was evaporated and the solid residue was extracted between water and
ethyl 5 acetate. The organic phase was evaporated and the crude residue was purified by
chromatography over SO2 eluting with hexane/ethyl acetate mixtures affording 0.329 g (yield 65%) of
the expected product. ESI/MS (rile, %): 235 [(M+1), 1001, 237 [(M+1), 97]. 10 Intermediate 22 OH
4-(5-Bromopyrimidin-2-yI)-3,5-difluorophenol A'. 5-Bromo-2-(2,6-difluoro-4-methoxyphenyl)pyrimirline
In a three neck round bottle flask, to a mixture of 1,3-difluoro-5-methoxybenzene (8.39 15 mmol, 0.98
ml) in THF (40 ml) at -78C under argon atmosphere, a solution of n-BuLi (9,13 mmol, 3.65 ml) in THF
(2.5M) was added. The mixture was stirred at -78C for 30 minutes and then it was heated to -50C. A
solution of ZnCl2 (9.13 mmol, 18.3 ml) in THF (0.5M) was added dropwise and the mixture was stirred
at this temperature for 20 minutes, A solution of 5-bromo-2-iodopyrimidine (7.02 mmol, 2.09) in THF (5
ml) and 20 Pd(PPI13)4 (0.70 mmol, 0.81 g) were added respectively and the crude mixture was
heated at 40t overnight. The solvent was evaporated and the crude mixture was purified over Si02
eluting with mixtures of hexane/ethyl acetate affording 0.89 g (39% of yield) of the expected product.
ESI/MS (m/e, %): 301 [(M+1), 100], 303 [(M+1)., 97]. 25 B.
4-(5-9romopyrimidin-2-yI)-3,5-difluorophenol To a solution of
5-bromo-2-(2,6-difluoro-4-methoxyPhenyl)pyrimidine (0.887 g, 2.95 mmol) in DCM at 0C, was added
dropwise a solution of BE3r3 (1M in DCM) (22 ml, 22 mmol) and the reaction mixture was stirred
overnight at room temperature. This mixture was then 30 poured over cold Me0H and solid NaHCO3
was added slowly until pH=4-5. The suspension obtained was filtered and the filtrate evaporated. The
solid obtained was redissolved in ethyl acetate, washed with water and brine, dried and concentrated
to give the desired compound as a white solid (0.817 g, 85% of yield). 



WO 2009/021696PCT/EP2008/006.573 - 54 - ESI/MS (m/e, %): 287 [(M+1)+, 1001, 289 ffM+1)', 97).
Intermediate 23  5 5-Bromo-2-(2-chloropherwl)pyrimidine Obtained (0.400 g, yield 69%) following the
procedure described in Intermediate 21, starting with 5-bromo-2-iodopyrimidine (2.14 mmol, 0.61 g),
2-chlorophenylboronic acid (2.37 mmol, 0.37 g). ESI/MS (m/e, %): 269 [(M+1)., 481, 271 [(M+1)+,
100], 273 [(M+1)+, 23]. 10 Intermediate 24 F I  In a three neck round bottle flask, to a mixture of
1,3-difluorobenzene (11,59 mmol, 2.14 ml) in THE (45 ml) at 78C under argon atmosphere, a solution
of n-BuLi (7.3 ml) in THE 15 (2.5M) was added. The mixture was stirred at -78C for 30 minutes and
then it was heated to -50C. A solution of ZnC12 (11.5 ml) in THE (1M) was added drop wise and the
mixture was stirred at this temperature for 20 minutes. A solution of 5-bromo-2-iodopyrimidine (10.53
mmol, 3.0 g) in THE (5 ml) and Pd(PPh3)4 (0.74 mmol, 0.859) were added respectively and the crude
mixture was heated at 40C overnight. The solvent was 20 evaporated and the crude mixture was
purified by reverse phase chromatography eluting with a water-Me0H/AcN system affording 1.3769
(yield 49%) of the expected product. ESI/MS (m/e, %): 271 f(M+1)+, 100], 273 [(M+1)+, 98]
Intermediate 25  25 



2-(3-CyclopropoxyPheny1)-4,4,5,5-tetramethy1-1,3,2-dioxaborolane A
1-Bromo-3-cyclopropoxybenzene  WO 2009/021696PCT/EP2008/006573 - 55 - A mixture of
3-bromophenoI (4.80 mmol, 0.83 g), bromocyclopropane (27.71 mmol, 2.22 ml), K2CO3 (23.15 mmol,
3.2 g) in DMF (18 ml) was heated at 180C for 8 hours in a microwave oven. Water and diethyl ether
were added and the organic phase was evaporated affording 0.85 g of the expected product. 5 B.
3-Cyclopropoxyphenylboronic acid A mixture of 1-bromo-3-cyclopropoxybenzene (1.36 mmol, 0.289
g), octamethy1-2,21-bi(1,3,2-dioxaborolane) (2.11 mmol, 0.321 mmol), PdC12dppf.DCM (0.14 mmol,
0.112 g), KAc0 (6.11 mmol, 0.600 g) in a DMSO (3 ml) was heated at 130C for 45 10 minutes, under
argon atmosphere in a microwave oven. Ethyl acetate was added and filtered through celite. The
organic phase was washed with water and evaporated. The crude mixture was purified by reverse
phase using a water/AcN/Me0H system gradient affording 0.090 g (yield 23%) of the expected
product.                 1H NMR (400 MHz, CDCI3) 8 ppm: 0.8 (m, 4H), 1.3 (s, 12H), 3.8 (m, 1H), 7.1 (dd,
15J=7.6, 2.2 Hz, 1H), 7.3 (m, 1H), 7.4 (d, J=7.0 Hz, 1H), 7.5 (d, J=2.0 Hz, 1H). ESI/MS (m/e, %): 260
RM4-1)., 100] Intermediate 26 H2N   20 6-(Benzyloxy)-5-phenylpyridin-3-amine A.
2-(Benzyloxy)-3-iodo-5-nitropyridine To a solution of 3-iodo-5-nitropyridin-2-ol (0.011 mol, 3 g) in 30 ml
of toluene, 2.5 ml of (bromomethyl)benzene and 5.1 g of Ag2CO3 was added. The mixture was stirred
at 70C for 6h. The crude was filtered through Celite and washed with ethyl acetate. The solvent 25
was evaporated affording 3.6 g (yield 90%) of the expected product. 



1F1 NMR (300 MHz, CDCI3) 5 ppm: 5.56 (s, 2H), 7.33 - 7.46 (m, 3H), 7.46- 7.54 (m, 2H), 8.84(d, 1H),
9.03(d, 1H). B. 2-(Benzyloxy)-5-nitro-3-phenylpyridine 30 Obtained (0.3 g, yield 70%) following the
procedure described in Intermediate 2 (step A), starting with 2-(benzyloxy)-3-iodo-5-nitropyridine (1.4
mmol, 0.5 g).  WO 2009/021696PCT/EP2008/006573 - 56 - 1H NMR (300 MHz, CDCI3) 5 ppm: 5.59
(s, 2 H) 7.29 - 7.53 (in, 8 H) 7.54- 7.72 (m, 2 H) 8.44 (s, 1 H) 9.24 (m, 1 H). C.
6-(Benzyloxy)-5-phenylPyridin-3-amine 5 To a solution of 2-(benzyloxy)-5-nitro-3-phenylpyridine (0.98
mmol, 0.3 g) in 10 mL of ethanol, 0.1 mL of HCI 35% and 0.27 g of Fe was added. The mixture was
heated at 90C for 4 hours. The crude was filtered through Celite and washed with ethanol. The solvent
was evaporated, ethyl acetate was added and was washed with NaHCO3 4% aqueous solution, water
and brine. The crude was purified by chromatography eluting with 10 DCM/Me0H mixtures affording
0.229 (yield 79%) of expected product. ESI/MS (m/e, %): 277 [(M+1)., 1001. Intermediate 27 Me --61%
Br 15 5-Bromo-2-(3-methoxyphenyppyridine In a schlenck tube, a mixture of 2,5-dibromopyridine (2.11
mmol, 0.500 g), 3- methoxyphenylboronic acid (2.11 mmol, 0.321 g), PdC12dppf.DCM (0.21 mmol,
0.172 g), Cs2CO3 (6.33 mmol, 2.063 g) in a dioxane/water 4:1 mixture (14.5 ml) was heated at 100C
for 14 hours, under argon atmosphere. The solvent was evaporated and the crude 20 mixture was
extracted between water and ethyl acetate. The solid residue was purified by chromatography over
Si02 eluting with hexane/ethyl acetate mixtures affording 5-bromo- 2-(3-methoxyphenyl)pyridine (0.242
g, yield 43%) as major product and 2-bromo-5-(3- methoxyphenyl)pyridine (0.0399) as minor product.
5 1H NMR (300 MHz, CDC13): 3.89 (s, 3H), 6.97-7.00 (m, 1H), 7.35-7.40 (t, 1H), 7.50- 257.63 (m,
3H), 7.85-7.88 (m, 1H), 8.73 (s, 1H). ESI/MS (m/e, %): 264 [(M+1)+, 100], 266 [(M+1)+, 97]. 



Intermediate 28    5-Bromo-2-(3-ethoxyPhenyl)pridine 30 Obtained (0.977 g, yield 45%) following the
procedure described in Intermediate 27, starting with 2,5-dibromopyridine (8.44 mmol, 2.0 g),
3-ethoxyphenylboronic acid (8.44 mmol, 1.409).  WO 2009/021696PCT/EP2008/006573 - 57 - 8 1H
NMR (300 MHz, CDCI3): 1.43-1.47 (t, 3H), 4.09-4.16 (q, 2H), 6.96-6.99 (m, 1H), 7.34-7.40 (t, 1H),
7.49-7.54 (m, 2H), 7.60-7.63 (d, 1H), 7.85-7.88 (m, 1H), 8.73 (s, 1H). ESI/MS (m/e, %): 278 wow,
10011 280 [(M+1)+, 97]. 5 Intermediate 29  5-Bromo-2-(3-ethoxyphenyI)-3-rnethylpyridine   Obtained
(1.30 g, yield 37%) following the procedure described in Intermediate 27, starting with
2,5-dibromo-3-methylpyridine (11.96 mmol, 3.0 g), 3-ethoxyphenylboronic 10 acid (11.96 mmol, 1.98
g). 8 1H NMR (300 MHz, CDCI3): 1.43-1.47 (t, 31-9, 2.45 (s, 3H), 4.06-4.13 (q,692- 6.95 (dd, 1H),
7.05 (s, 1H), 7.09-7.12 (d, 1H), 7.34-7.40 (t, 1H), 7.68 (s, 1H), 841 (s, 1H). ESI/MS (m/e, %): 292
[(M1-1)+, 1001, 294 [(M+1)4, 97]. 15 Intermediate 30  Et  



5-Bromo-2-(3-ethoxypheny1)-4-methylpyridine    Obtained (1.14g. yield 49%) following the procedure
described in Intermediate 27, starting with 2,5-dibromo-4-methylpyridine (7.97 mmol, 2.0 g),
3-ethoxyphenylboronic acid 20 (7.97 mmol, 1.32 gl). 5 1H NMR (300 MHz, CDCI3): 1.42-1.46 (t, 3H),
2.45 (s, 3H), 4.08-4.15 (q, 21-1), 6.94- 6.97 (dd, 1H), 7.32-7.38 (t, 1H), 7.48-7.52 (m, 21-0, 7.57 (s,
1H), 8.68 (s, 1H). ESI/MS (m/e, %): 292 1(M+1)*, 1001, 294 [(M+1)4, 97]. Intermediate 31 25
5-Bromo-2-(3-ethoxy-2-fluoropherwOrwridine Obtained (1.18g. yield 47%) following the procedure
described in Intermediate 27, starting with 2,5-dibromopyridine (8.44 mmol, 2.0 g),
3-ethoxy-2-fluorophenylboronic acid (8.43 mmol, 1.55g).  WO 2009/021696PCT/EP2008/006573 - 58 -
5 'H NMR (300 MHz, CDCI3): 1.48 (t, 3H), 4.15 (q, 2H), 7.03 (td, 1H), 7.16 (td, 1H), 7.49 (m, 1H), 7.70
(dcl, 1H), 7.88 (dd, 1H), 8,77 (d, 1H). ESI/MS (m/e, %): 296 ((KEW, 1001. Intermediate 32  5
5-Bromo-2-(5-ethozy-2-fluoroPhenyl)Pyridine Obtained (1.18 g, yield 47%) following the procedure
described in Intermediate 27, starting with 2,5-dibromopyridine (8.44 mmol, 2.0 g),
5-ethoxy-2-fluorophenylboronic acid (8.43 mmol, 1.55 g). 1051H NMR (300 MHz, CDCI3): 1.42 (1,
3H), 4.08(q, 21-1), 6090(m, 1H), 7.07 (td, 1H), 



7.51 (m, 1H), 7.72 (dd, 1H), 7.87 (dd, 1H), 8.76 (d, 1H). ESI/MS (m/e, %): 296 [(M+1)+, 100].
Intermediate 33  15 5-Bromo-2-(3-methoxyphenyI)-3-methylpridine Obtained (1.00 g, yield 23%)
following the procedure described in Intermediate 27, starting with 2,5-dibromo-3-methylpyridine
(15.94 mmol, 4.0 g), 3-methoxyphenylboronic acid (15.93 mmol, 2.42 g).        5 'H NMR (300 MHz,
CDCI3): 2.35 (s, 3H), 3.85 (s, 3H), 6.96 (m, 1H), 7.06 (In, 21-I), 207.36 (t, 1H), 7.74 (s, 1H), 8.57 (s,
1H). ESI/MS (m/e, %): 278 [wily, 1001. Intermediate 34  5-Bromo-2-(2-fluorophenyl)pyridine 25
Obtained (0.534g, yield 50%) following the procedure described in Intermediate 27, starting with
2,5-dibromopyridine (4.22 mmol, 1.0 g), 2-fluorophenylboronic acid (4.22 mmol, 2.42 g).    ESI/MS
(m/e, %): 252 [(Mi-1)+, 100]. Intermediate 35  WO 20091021696PCT/EP2008/006573 - 59 -
5-Bromo-2-(2-fluoro-5-isopropoxyPhenyl)Pyridine   Obtained (0.600 g, yield 45%) following the
procedure described in Intermediate 27, starting with 2,5-dibromopyridine (4.22 mmol, 1.0 g),
2-fluoro5-isopropoxyphenylboronic 5 acid (4.22 mmol, 0.836 g). ESUMS (m/e, %): 310 [(WV', 100]. 



Intermediate 36  5-Bromo-243-isopropoxypherwl)-3-methylpyridine 10 Obtained (0.731 g, yield 45%)
following the procedure described in Intermediate 27, starting with 2,5-dibromopyridine (4.22 mmol,
1.0 g), 2-fluoro5-isopropoxyphenylboronic acid (4.22 mmol, 0.836 g). ESI/MS (m/e, %): 306 [(M+1)+,
100]. Intermediate 37 15   5-Bromo-3'-fluoro-2,4'-bipyridine In a schlenck tube, a mixture of
2,5-dibromopyridine (2.11 mmol, 0.500 g), 3-fluoro-4- (tributylstannyfipyridine (2.32 mmol, 0.896 g),
PdC12(PPh3)2 (0.21 mmol, 0.148 g), Cul (0.43 mmol, 0.080 g) in DMF (5 ml) was heated at 130C for
12 hours, under argon 20 atmosphere. The solvent was evaporated and the crude mixture was
extracted between water and ethyl acetate. The solid residue was purified by chromatography over
Si02 eluting with DCM/methanol mixtures affording 0.330 g (yield 62%) of the expected product. 8 'H
NMR (300 MHz, CDCI3): 7.82-7.85 (d, 1H), 7.94-8.02 (m, 2H), 8.54-8.59 (m, 2W, 258.82 (s, 1H).
ESI/MS (m/e, A): 253 [(M+1)+, 100]. Intermediate 38   WO 2009/021696PCT/EP2008/006573 - 60 -
2-(5-Bromopyridin-2-yl)pyrazine Obtained (0.310g. yield 60%) following the procedure described in
Intermediate 37, staffing with 2,5-dibromopyridine (2.11 mmol, 0.5 g), 2-(tributylstannyl)pyrazine (2.32 



mmol, 0.857 g). 5ESI/MS (m/e, %): 236 [(M+1)41, 1001. Intermediate 39 Br \
5-Bromo-2-(2-fluorophenyi)pyrimidine A mixture of 5-bromo-2-iodopyrimidine (2.58 mmol, 0.500 g),
2-fluorophenylboronic acid 10 (3.87 mmol, 0.542 g), 2M aqueous solution of K2CO3 (7.76 mmol, 3.9
ml), Pd(PPh3)4 in dioxane (12 ml) was heated at 110C overnight. The solvent was evaporated and the
solid residue was extracted between water and ethyl acetate. The organic phase was evaporated and
the crude residue was purified by chromatography over 8i02 eluting with hexane/ethyl acetate mixtures
affording 0.466 g (yield 56%) of the expected product. 15ESI/MS (m/e, %): 253 [(11111r, 100), 255
[(M-1-1)+, 971 Intermediate 40    Br 5-Bromo-6-(3-methoxyPhenyl)pyrid1n3-amine A mixture of
Intermediate 16B (0.84 mmol, 0.257 g), ZnEir2 (0.17 mmol, 0.038 g) and Pt/C 20 10% (0.08 mmol,
0.016 g) in ethyl acetate (5 ml) was stirred for 20 hours under hydrogen atmosphere. The catalyst was
filtered off and the solid thoughtfully washed with warm ethanol. The filtrate was evaporated and the
crude was purified by chromatography over SIO2 eluting with DCM/methanol mixtures and affording
0.170 g (yield 73%) of the expected product. 2531H NMR (300 MHz, CDCI3): 3.86 (s, 3H), 6.91-6.95
(in, 1H), 7.17 (s, 1H), 7.20-7.23 



(d, 1H), 7.31-7.37 (m, 2H), 8.11 (s, 1H).    ESI/MS (m/e, %): 279 [(M+1)11, 100], 281 [(M+1)+, 100].
Intermediate 41 OCF2  WO 2009/021696PCT/EP2008/006573 -61 - A.
3-Methy1-5-nitro-2-(3-(trifluoromethoxy)Phenyl)pyridine Obtained (1.25 g, yield 91%) following the
procedure described in Intermediate 27, starting with 2-bromo-3-methyl-5-nitroPYridine (4.61 mmol,
1.0 g), 3- (trifluoromethoxy)phenyl boronic acid (4.61 mmol, 0.95 g). 5ES1/MS (We, %): 299 [(M+1).,
1001. B. 5-Methy1-6-(3-(trifluoromethoxy)Phenyl)Pyr1d1n-3-am1ne Obtained (0.890g. yield 79%)
following the procedure described in Intermediate 7 (process 2) (step D), staffing with
3-methy1-5-nitro-2-(3-(trifluoromethoxy)Phenyl)pyrid1ne (4.19 mmol, 1.25 g). 108 'H NMR (300 MHz,
CDC13): 2.29 (s, 39), 6.89 (s, 1H), 7.19 (s, 1H), 7.36 (m, 1H), 7.43    (d, 2H), 8.02 (s, 1H).
Intermediate 42.  N 15 5-Cyclopropy1-6-(3-methoxyphenyl)pyrid1n4-amine Obtained (0.1 g, yield 68%)
following the procedure described in Intermediate 27, starting with
5-bromo-6-(3-methoxyphenyl)pYridin-3-amine (Intermediate 40) (0,61 mmol, 0.172 g),
2-cyclopropy1-4,4,5,5-tetramethy1-1,3,2-dioxaborolane (0.68 mmol, 0.123 ml). 519 NMR (300 MHz,
CDCI3): 0.65-0.69 (m, 2H), 0.91-0-95 (m, 2H), 3.61-3,66 (rn, 19), 203.85 (s, 3H), 6.55 (s, 1H),
6.88-6.92 (dd, 19), 7.15-7.21 (m, 29), 7.30-7.35 (t, 19), 7.98 (s, 1H). ESI/MS (m/e, %): 241 [(M+1)+,
1003. Intermediate 43 



25 643-lsopropoxypheny1)-5-methylPyridin-3-amine A.
2-(3-isopropoxypheny1)-3-methy1-5-nitr0pyridine Obtained (1.03 g, yield 82%) following the procedure
described in Intermediate 27,      starting with 2-bromo-3-methyI-5-nitropyridine (4.61 mmol, 1.0 g), 3-
30 isopropoxyphenylboronic acid (4.61 mmol, 0.83 g).  WO 2009/021696PCTTEP2008/006573 - 62 - 8
11-I NMR (300 MHz, CDCI3): 1.39 (s, 6H), 2.53 (s, 3H), 4.61-4.65 (m, 1H), 7.00-7.03 (d, 1H),
7.08-7.12 (m, 2H), 7.38-7.43 (t, 1H), 8.40 (s, 1H), 9.34 (s, 1H). ESI/MS (m/e, A.): 273 [(M+1)+, 1001.
B. 6-(3-lsopropoxypheny1)-5-rnethylpyridin-3-amine 5 Obtained (0.660 g, yield 72%) following the
procedure described in Intermediate 7 (process 2) (step D), starting with
2-(3-isopropogpheny1)-3-methyl-5-nitropyridine (3.78 mmol, 1.03 g). 81H NMR (300 MHz, CDCI3):
1.34 (s, 6H), 2.29 (s, 3H), 3.66 (s, 2H), 4.57-4.63 (m, 1H), 6.86-6.90 (m, 2H), 7.01-7.04 (m, 2H),
7.26-7.32 (m, 1H), 8.02 (s, 11-9. 10ESI/MS (m/e, %): 243 [(M+1)+, 1003. Intermediate 44
3-(5-Amino-3-methylpyridin-2-yl)benzamide 



A. 3-(3-Methyl-5-nitropyridin-2-yObenzamide 15 Obtained (0.225 g, yield 95%) following the procedure
described in Intermediate 27, starting with 2-bromo-3-methy1-5-nitropyridine (0.92 mmol, 0.200 g),
3-carbamoylphenyl boronic acid (0.92 mmol, 0.152 g). ESI/MS (m/e, %): 258 [(M+1)+, 100]. B.
3-(5-Amino-3-methylpyridin-2.11)benzamide 20 Obtained (0.135 g, yield 65%) following the procedure
described in Intermediate 7 (process 2) (step D), starting with
3-(3-methyl-5-nitropyridin-211)benzamide (0.913 mmol, 0.235 g). ESI/MS (m/e, P/0): 228 [(M+1)+,
1001. Intermediate 45 OMe    25cF, 6-(3-MethoxyphenyI)-5-(trifluoromethyl)Pyridin4-amine Obtained
(0.077 g, yield 28%) following the procedure described in Intermediate 27, starting with Intermediate
60 (1.02 mmol, 0.200 g), 3-methoxyphenylborOnic acid (1.22 mmol, 0.185 g) in the microwave oven
for 60 minutes. 308 11-1NMR (300 MHz, CDCI3): 3.85 (s, 31-0, 6.94-7.06 (m, 2H), 7.27-7.36 (m, 2H),
8.25- 8.29 (m, 2H).  WO 2009/021696PCT/EP2008/006573 - 63 -    ESI/MS (m/e, %): 269 [(M+1),
1001. Intermediate 46  6-(2-Fluoro-5-methoxypheny1)-4-methylpyridin-3-amine 



5 Obtained (1.225 g, yield 76%) following the procedure described in Intermediate 27, starting with
6-chloro-4-methylpyridin-3-amine (7.01 mmol, 1.000 g), 2-fluoro-5- methoxyphenylboronic acid (7.01
mmol, 1.191 g). ES1/MS (m/e, %): 233 I(M41), 100]. Intermediate 47 10
3-(5-Amino-3-methyipyridin-2-0)-N,N-dimethylbenzamide A.
N,N-Dimethy1-3-(3-methy1-5-nitropyridin-2-yObenzamide Obtained (0.620 g, yield 94%) following the
procedure described in Intermediate 27, starting with 2-bromo-3-rnethy1-5-nitropyridine (2.30 mmol,
0.500 g), 3-(dimethyl- 15 carbamoyl)phenylboronic acid (2.33 mmol, 0.450 g). ESI/MS (m/e, %): 286
KM+1)+, 1001. B. 3-(5-amino-3-methylpyridin-2-yI)-N,N-dimethylbenz3mide Obtained (0.440g. yield
75%) following the procedure described in Intermediate 7      (process 2) (step D), starting with
N,N-dimethy1-3-(3-methy1-5-nitropyridin-2-yObenzamide 20 (2.30 mmol, 0.657 g). 811-INMR
(CDCI3): 228 (s, 3H), 3.01 (s, 3H), 3.11 (s, 3H), 3.70 (s, 2H), 6.90 (s, 1H), 7.37-7.53 (m, 4H), 8.02 (s,
1H). ESI/MS (m/e, %): 256 [(M+1), 100]. Intemediate 48 25
6-(3-Methoxypheny1)-5-methylPYridin-3-amine A. 2-(3-Methoxypheny1)-3-methyl-5-nitropyridine 



WO 2009/021696PCT/EP2008/006573 - 64 - Obtained (2.43 g, yield 72%) following the procedure
described in Intermediate 27, starting with 2-bromo-3-methyl-5-nitropyridine (13.82 mmol, 3.0 g), 3-
methoxyphenylboronic acid (13.82 mmol, 2.10 g).       5 1H NMR (200 MHz, CDCI3): 2.51 (s, 3 H),
3.87 (s, 3 H), 6.93 -7.20 (m, 3 H), 7.31 - 57.52 (m, 1 H), 8.39 (d, J=1.95 Hz, 1 H), 9.33 (d, J=3.12 Hz, 1
H). ESI/MS (m/e, %): 245 [(M+1)+, 95]. B. 6-(34MethoxyphenyI)-5-methylpyridin-3-amine   Obtained
(2.12 g, yield 100%) following the procedure described in Intermediate 7 (process 2) (step 0), starting
with 2-(3-methoxyphenyI)-3-methyl-5-nitropyridine (9.83 10 mmol, 2.40g). 5 1H NMR (200 MHz,
CDCI3): 2.29 (s, 3H), 3.50 - 3.77 (m, 2H), 3.84 (s, 3H), 6,89 (d, J=2.73 Hz, 2H), 6.94 - 7.13 (m, 2H),
7.17 - 7.44 (m, 1H), 8.02 (d, J=2.34 Hz, 1H). ESI/MS (m/e, %): 215 [(M+1)+, 95]. Intermediate 49 15
H2N   6-(2-Chlorophenyl)pyridin-3-amine Obtained (0.900 g, yield 76%) following the procedure
described in Intermediate 27, starting with 5-bromopyridin-2-amine (5.78 mmol, 1.0 g),
2-chlorophenylboronic acid (6.94 mmol, 1.08 g). 200 1H NMR (200 MHz, CDCI3): 3.80 (s, 2H),
7.03-7.07 (d, 1H), 7.27-7.34 (m, 2H), 7.43- 7,49 (m, 2H), 7.56-7.59(d, 1H), 8.20(s, 1H). ESI/MS (m/e,
%): 205 [(M+1)4, 100]. Intermediate 50   



25 6-(2-Fluorophenyl)pyridin-3-amine Obtained (0.210 g, yield 31%) following the procedure described
in Intermediate 39, starting with 6-chloropyridin-3-amine (3.50 mmol, 0.45 g), 2-fluorophenylboronic
acid (6.94 rnmol, 0.97 g). ESI/MS (m/e, %): 189 [(Mil)+, 1001. 30 Intermediate 51  WO
2009/021696PCT/EP2008/004S73 -65 -    6-(2,6-Difluorophenyl)pyridin-3-amine In a three neck round
bottle flask, to a mixture of 1,3-difluorobenzene (23.24 mmol, 2.29 5 ml) in THF (30 ml) at -78C under
argon atmosphere, a solution of n-BuLi (10.2 ml) in TM.; (2.5M) was added. The mixture was stirred at
-78C for 30 minutes and then it was heated to -50C. A solution of ZnCl2 (51 ml) in THF (0.5M) was
added drop wise and the mixture was stirred at this temperature for 20 minutes. A solution of
6-bromopyridin-3-amine (11.56 mmol, 2.0 g) in THF (20 ml) and Pd(PP113)4 (1.16 mmol, 1.3 g) were
added 10 respectively and the crude mixture was heated at 40C overnight. The solvent was
evaporated and the crude mixture was purified by reverse phase chromatography eluting with a
water-Me0H/AcN system affording 0.72 g (yield 30%) of the expected product. 8 'H NMR (200 MHz,
CDCI3): 3.83 (s, 2H), 6.95-7.00 (m, 2H), 7.06-7.09 (d, 1H), 7.23- 7.32 (m, 211), 8.24 (s, 1H).
15ESUMS (m/e, %): 207 [(M4-1)+, 100]. Intermediate 52  



6-(2-(Trifluoromethyl)phenyl)pyridin-3-amine 20 Obtained (2.05 g, yield 59%) following the procedure
described in Intermediate 27, starting with 6-bromopyridin-3-amine, 2-(trifluoromethyl)phenylboronic
acid. ESI/MS (m/e, %): 239 [(M+1)+, 100]. Intermediate 53  25 Methyl 2-amino-5-fluorobenzoate A
solution of 2-amino-5-fluorobenzoic acid (9.29 mmol, 1.4409) in a mixture of HCl/Me0H (3N, 30 ml)
was heated at 100C overnight. The solvent was evaporated and the crude mixture was extracted
between DCM and K2CO3 saturated aqueous solution. The organic phase was evaporated and the
crude mixture was purified by chromatography over Si02 30 with hexane/ethyl acetate mixtures
affording 0.650 g (yield 42%) of the expected product,  WO 20091021696PCT/EP20081006573 - 66 -
81H NMR (200 MHz, CDCI3): 3.9 (s, 3H), 5.6 (s, 2H), 6.6 (dd, J=9.0, 4.7 Hz, 1H), 7.0 (m, 11-4), 7.5
(dd, J=9.8, 3.1 Hz, 1H). ESI/MS (m/e, %): 170 [(M+1)+, 100]. Intermediate 54 5   Ethyl
2-aminobenzoate To a solution of 2-aminobenzoic acid (7.29 mmol, 1.09) in ethanol (20 ml), H2304
(45 mmol, 2.5 ml) was added and the mixture was refluxed for 20 hours. The solvent was evaporated
and the crude residue was dissolved in water. The solution neutralised with 10 6N NaOH aqueous
solution and extracted with CHCI3. The organic phase was evaporated affording 0.939 g (yield 78%)
of the expected product. 8 1HNMR (300 MHz, CDCI3): 1.38 (t, 31-1), 4.33 (q, 2H), 5.74 (s, 2H),
6.61-6.66 (m, 211), 7.26 (t, 111), 7.88 (d, 1H). Intermediate 55 



15   Ethyl 2-amino-5-methylbenzoate Obtained (5.83g. yield 88%) following the procedure described in
Intermediate 54, staffing with 2-amino-5-methylbenzoic acid (151.16 mmol, 5.58 g).        8 1H NMR
(300 MHz, CDCI3): 1.38 (t, 3H), 2.23 (s, 3H), 4.33 (q, 2H), 5.55 (s, 211), 6.59 20(d, 111), 7.09 (dd,
111), 7.67 (d, 1H). ESI/MS (m/e, %): 180 [(M+1)., 1001. Intermediate 56  Ethyl
2-amino-6-methylbenzoate 25 Obtained (0.342 g, yield 12%) following the procedure described in
Intermediate 55, starting with 2-amino-6-methylbenzoic acid (13.23 mmol, 2 g). 8 1H NMR (300 MHz,
CDC13): 1.37-1.42 (t, 3H), 2.44 (s, 3H), 4.33-4.41 (q, 2H), 5.08 (bs, 21-I), 6.52-6,54 (m, 211),
7.05-7.10 (t, 111). ESI/MS (rate, %): 180 ffM+1)+, 1001  WO 2009/021696PCDEP2008/006573 - 67 -
Intermediate 57  Methyl 2-amino-5-cyclopropylbenzoate In a schlenck tube, a mixture of methyl
2-amino-5-bromobenzoate (43.47 mmol, 10 g), 5 cyclopropylboronic acid (112.92 mmol, 9.700g),
K3PO4 (144.16 mmol, 30.6g), Pd (Ac0)2 (3.47 mmol, 0.780 g), P(Cy)3 (7.85 mmol, 2.29) in toluene
(170 ml) and water (10 ml) was heated for 2 hours at 100C, under nitrogen atmosphere. The reaction
mixture was filtered through celite and the organic phase was separated and evaporated affording
7.34g (yield 77%) of the expected product. 



1051H NMR (300 MHz, CDCI3): 0.48 - 0.66 (m, 2H) 0.75 - 0.95 (m, 2H), 1.80 (s, 1H), 3.86 (s, 3H),
5.56 (s, 2H), 6.59 (d, J=8.50 Hz, 1H), 7.03 (dd, J=8.50, 2.15 Hz, 1H), 7.60 (s, 1H). ESI/MS (m/e, le):
192 [(M+1)+, 871. Intermediate 58. 15  tert-Butyl 2-amino-3,5-dimethylbenzoate A.
3,5-Dimethy1-2-(2,2,2-trifluoroacetamido)benzoic acid      Obtained (3.44 g, yield 72%) following the
procedure described in Intermediate 11 (step 20 A) starting with 2-amino-3,5-dimethylbenzoic acid
(18.16 mmol, 3g). 511I NMR (200 MHz, DMSO-d6): 2.16 (s, 3H), 2.33 (s, 3H), 7.36 (d, J=1.95 Hz, 1H),
7.54 (d, J=1.95 Hz, 1H), 10.87 (s, 1H) 12.98 (s, 1H). ESI/MS (m/e, %): 262 [(M+1)+, 100]. B. tert-Butyl
3,5-dimethy1-2-(2,2,2-trifluoroacetamido)benzoate 95 Obtained (2.10 g, yield 50%) following the
procedure described in Intermediate 11 (step B) starting with
3,5-dimethy1-2-(2,2,2-trifluoroacetamido)benzoic acid (13.17 mmol, 3.44 g) 5111 NMR (200 MHz,
DMSO-d6): 1.47 (s, 9H), 2.16 (s, 3H), 2.32 (s, 3H), 7.34 (d, J=1.95 Hz,1H), 7.41 (d, J=1.95 Hz, 1H),
10.93 (s, 1H). 30ESI/MS (m/e, %): 318 [(M+1)+, 100]. C. tert-Butyl 2-amino-3,5-dimethylbenzoate  WO
2009/021696PCTTEP2008/006573 - 68 - Obtained (1.37 g, yield 83%) following the procedure
described in Intermediate 11 (step C) starting with tert-butyl
3,5-dimethy1-2-(2,2,2-trifluoroacetamido)benzoate (6.62 mmol, 2.10 g).       8 'H NMR (200 MHz,
CDCI3): 1.53 (s, 9H) 2.07 (s, 3H), 2.13 (s, 3H), 6.24 (s, 2H), 7.00 5(s, 1H), 7.37 (s, 1H). 



ESI/MS (m/e, %): 222 [(M+1), 83]. Intermediate 59.    uu, Ethyl 2-amino-5-(trifluoromethyl)benzoate
10A. Tert-butyl 4-(trifluoromethyl)phenylcarbamate A mixture of 4-trifluoromethylaniline (40 mmol, 5
ml), di-tert-butylcarbonate (40 mmol, 8.7 g), 1N solution of aqueous NaOH (20 ml) in THF (20 ml) was
stirred at room temperature for 12 hours. di-tert-butylcarbonate (20 mmol, 4.2 g), 1N solution of
aqueous N1a0H (20 ml) were added and the mixture was stirred at room temperature for 24 hours.
The solvent 15 was evaporated and Et0Ac was added. The solution was washed with 2N HCI aqueous
solution and brine and then evaporated. The crude mixture was purified by chromatography over SiO2
eluting with hexane/EIOAc mixtures and affording 9.3 g (yield 90%) of the expected product.        811-I
NMR (300 MHz, DMSO-d6): 1.46 (s, 9H), 7.69-7.72 (d, 1H), 8.22 (s, 1H), 8.35-8.38 20(d, 1H). ESI/MS
(m/e, %): 263 [(M+1)+, 1001. B. 2-(tert-butozycarbonylamino)-5-(trifluoromethyl)benzoic acid In at
three round bottle neck flask, a mixture of tert-butyl 4-(trifluoromethyl)phenylcarbamate (11.5 mmol,
3.0 g) and TMDEA (34.4 mmol, 5.2 ml) in anhydrous ethyl ether 25 (70 ml) was cooled at -78C. A
solution of n-BuLi 2.5M (34.4 mmol, 13.8 ml) in hexanes was slowly added over 20 minutes at -65C.
After 10 minutes at -78C, the mixture was heated at -10C and stirred for 2 hours. The solution was
cooled to -78C and dried CO2 was bubbled for 1 hour and then heated to room temperature.
Saturated NH4CI aqueous solution (35 ml) was added and extracted with diethyl ether. The organic
phase was 30 evaporated and the crude mixture was purified by SiO2 eluting with DCM/Me0H
mixtures affording 2.2 g (yield 85%) of the expected product. 811-I NMR (300 MHz, CDCI3): 1.52 (s,
9H), 3.54(s, 1H), 7.73-7.76 (m, 1H), 8.35 (s, 1H), 8.57-8.61 (m, 1H), 10.30 (bs, 1H).  WO
2009/021696PCT1EP2008/006573 - 69 - ESI/MS (m/e, A): 306 [(M4-1)+, 100]. C. Ethyl
2-amino-5-(trifluoromethyl)benzoate 



A mixture of 2-(tert-butoxycarbonylamino)-5-(trifluoromethyl)benzoiC acid (7.21 mmol, 2.2 g), H2SO4
(36 mmol, 1.92 ml) in ethanol (25 ml) was stirred at 100C for 16 hours. The 5 solvent was evaporated,
water was added, pH was taken to 6 and extracted with CHCI3. The crude mixture was purified by
chromatography over Si02 eluting with DCM/Me0H mixtures and affording 0.69 g (yield 41%) of the
expected product. 8 'H NMR (300 MHz, CDCI3): 1.38-1.43 (t, 3H), 4.32-4.39 (q, 211), 6.10 (bs, 2H),
6,686.71 (d, 1H), 6.44-6.47 (d, 1H), 8.14 (s, 1H). 10ESI/MS (m/e, %): 234 [(M+1)+, 100]. Intermediate
60 H2N ICI                                        cF, 6-Chloro-5-(trifluoromethyl)pyridin-3-amine A.
2-Chloro-3-iodo-5-nitropyridine 15 A mixture of 3-iodo-5-nitropyridin-2-ol (37.60 mmol, 10 g), POCI3
(86,47 mmol, 7.94 ml) and PCI5 (48.87 mmol, 10.2 g) was heated at 140C for 45 minutes under argon
atmosphere. The mixture was cooled at room temperature, poured slowly over iced-water and
extracted with dichloromethane. The organic phase was washed with water, NaHCO3 aqueous
solution and brine. The solvent was evaporated and the crude mixture was 20 purified by
chromatography over SiO2 eluting hexane/DCM mixtures affording 7.32 g (yield 69%) of the expected
product. 811-1 NMR (300 MHz, CDCI3): 8.90 (s, 1H), 9.19 (s, 1H). B.
2-Chloro-5-nitro-3-(trifluoromethyl)pyridine In a schlenk tube, a mixture of
2-chloro-3-iodo-5-nitropyridine (17.58 mmol, 5.00 g), 25 methyl 2,2-difluoro-2-(fluorosulfonyl)asetate
(8.79 mmol, 1.12 ml) and Cul (2.64 mmol, 0.5 g) in DMF (30 ml) was heated at 70C for 3 hours under
argon atmosphere. Methyl 2,2- difluoro-2-(fluorosulfonyl)acetate (4.40 mmol, 0.6 ml) was added and
the mixture was heated at 70C for 16 hours. The solvent was evaporated and the crude mixture was
extracted between ethyl acetate and water. The crude mixture was purified by 30 chromatography
over Si02 eluting with hexane/DCM mixtures affording 1.199 (yield 30%) of the expected product. 'H
NMR (300 MHz, CDCI3): 8.82 (s, 1H), 9.41 (s, 1H). C. 6-Chloro-5-(trifluoromethyppyridin-3-amine  



WO 2009/021696PCT/EP2008/006573 - 70 - A mixture of 2-chloro-5-nitro-3-(trifluoromethyl)Pyridine
(5.25 mmol, 1.19 g), ZnBr7 (1.05 mmol, 0.2009) and 5% Pt C) (1.58 mmol, 0.31 g) in ethyl acetate (50
ml) was stirred for 20 hours under hydrogen atmosphere. The catalyst was filtered off and the solid
was washed with warmed ethanol. The solvent was evaporated affording the expected product 5
(0.95g, yield 92%).    81FINMR (300 MHz, DMSO-de): 5.59 (bs, 1H), 7.37 (s, 11.1), 7.92 (s, 1H).
Intermediate 61  tert-Butyl 2,5-dichlorobenzoate 10 Obtained (1.649, yield 61%) following the
procedure described in Intermediate 11 (step B starting with 2,5-dichlorobenzoic acid (10.5 mmol, 2.0
g). 511-1 NMR (200 MHz, CDC13): 1.6 (s, 12H), 7.3 (m, 2H), 7.7 (m, 1H).    ESI/MS (m/e, %): 247
[(M+1)+, 1001, 249 [(M-1-11+; 64]. Intermediate 62 15   tert-Butyl 2-lodo-3-methylbenzoate Obtained
(1.05g. yield 86%) following the procedure described in Intermediate 61 starting with
2-lodo-3-methylbenzoic acid (3.82 mmol, 1.0 g). 20 5NMR (200 MHz, DMSO-de): 1.49-1.62 (m, 9H),
2.43 (s, 3H), 7.06-7.53 (m, 3H). ESI/MS%): 319 [(M+1)+, 100]. Intermediate 63  25 tert-Butyl
2-bromo-3-fluorobenzoate Obtained (1.39y, yield 49%) following the procedure described in
Intermediate 61 starting with 2-bromo-3-fluorobenzoic acid (10.36 mmol, 2.27 g). 



WO 2009/021696PCT/EP2008/006573 -71 -    ESI/MS (m/e, %): 275 04+1y, 10011 277 [(M+1)+, 97].
Intermediate 64  I Br  5 Ethyl 2-(6-bromo-5-methylpyridin-3-ylamino)-5-methylbenzoate Obtained
(0.050 g, yield 25%) following the procedure described in Intermediate 16 starting with ethyl
2-amino-5-methylbenzoate (0.56 mmol, 0.1009) and 2-bromo-5-iodo-3- methylpyridine (1.0 mmol,
0.166 g). ESUMS (m/e, %). 349 [(M+1)+, 1001, 351 [(M+1)+, 100). 10 Intermediate 65 CI
2-(6-Bromopyridin-3-ylamino)-5-chlorobenzoic acid A mixture of 6-bromopyridin-3-amine (27.27 mmol,
4.70 g), 2,5-dichlorobenzoic acid 15 (54.34 mmol, 10.38 g), Cu (2.71 mmol, 0.2 g), Cu20 (1.36 mmol,
0.2 g) and K2CO3 (54.27 mmol, 7.5 g) in 1,2-dimethoxiethane (40 ml) was heated in a microwave
oven at 130C for 14 hours, under nitrogen atmosphere. Water was added and the mixture was filtered
through celite and extracted with AcOEt. The organic phase was washed with saturated K2CO3
aqueous solution and brine. The solvent was evaporated to afford 3.08 g (yield 20 31%) of the
expected product. ESI/MS (m/e, %): 327 [(M+1)., 77], 329 [(M+1)+, 1001, 331 [(M )+, 24]. 



Intermediate 66    2-(6-bromo-5-methylpyridin-3-ylamino)-5-chlorobenzoic acid  WO
2009/021696PCT/EP2008/006573 - 72 - Obtained (0.51 g, yield 24%) following the procedure
described in Intermediate 13 starting with 6-bromo-5-methylpyridin-3-amine (5.35 mmol, 1.0 g) and
2,5-dichlorobenzoic acid (10.68 mmol, 2.04 g). ESI/MS (m/e, %): 341 [(M+1)+, 77], 343 [(M+1)+, 100),
345 [(M+1), 24]. 5 Intermediate 67 2-(6-Bromo-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
Obtained (0.51 g, yield 20%) following the procedure described in Intermediate 13 starting with
6-bromo-5-methylpyridin-3-amine (7.70 mmol, 1.44 g) and 2-chloro-5-methylbenzoic 10 acid (15.36
mmol, 2.62 g). ESI/MS (m/e, %): 321 [(M+1), 1001, 323 [(M+1)+, 97]. Intermediate 68  15
2-(6-Bromo-6-methylpyridin-3-silamino)benzoic acid Obtained (0.17 g, yield 14%) following the
procedure described in Intermediate 13 starting with 6-bromo-5-methylpyridin-3-amine (2.70 mmol, 0.5
g) and 2-bromobenzoic acid (4.03 mmol, 0.81 g). ESI/MS (m/e, %): 307 [(Mil)+, 1001, 309 KM+1)+,
97). 20 Intermediate 69  



2-(2-CyclopropoxyphenyI)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane A.
1-Bromo-2-cyclopropoxybenzene 25 Obtained (1.86 g, yield 75%) following the procedure described in
Intermediate 25 (step A) starting with 2-bromophenol (9.25 mmol, 1.60 g).  WO
2009/021696PCT/EP2008/006573 - 73 - B. 2-Cyclopropoxyphenylboronic acid Obtained (0.245 g,
yield 14%) following the procedure described in Intermediate 25 (step B) starting with
1-bromo-2-cyclopropoxybenzene (6.90 mmol, 1.86 g).             NMR (200 MHz, CDC13) 8 ppm 0.8 (m,
4 H) 1.3 (s, 12 H) 3.8 (none, 2 H) 3.8 (m, 51 H) 6.9 (m, 1 H) 7.2 (d, J=9.0 Hz, 1 H) 7.4 (m, 1 H) 7.6 (m,
1 H) ESI/MS (m/e, %): 261 [owily, 100] Intermediate 70    10 6-phenylpyridin-3-amine Obtained (71%
yield) following the procedure described in Intermediate 39, starting with 6- bromopyridin-3-amine and
phenylboronic acid. ESI/MS (m/e, %): 171 ((M+1)+, 100). 15 Intermediate 71   



3',5'-difluoro-2,4'-bipyridin-5-amine Obtained (50% yield) following the procedure described in example
34 (step A), starting with 6-bromopyridin-3-amine and 3,5-difluoro-4-(tributylstannyOpyridine.
20ESI/MS (m/e, %): 208 [(M+1)., 1001 Intermediate 72  25 2-bromo-5-cyclopropy1-3-fluorobenzoic
acid A. 3-c_yclopropy1-5-fluorobenzoic acid   WO 2009/021696PCT/EP2008/006573 - 74 - Obtained
(16% yield) following the procedure described in intermediate 8 (step A), staffing from
3-chloro-5-fluorobenzoic acid. ESI/MS (m/e, %): 179 [(M-1y, 100). 5 B.
2-bromo-5-cycloproov1-3-fluorobenzoic acid  To a solution of TMDA (1.3m1, 8.61mmol) in dry THF (9
mL) under inert atmosphere at - 65C, a 1AM solution of sec-BuLi (8m1, 11.20mmol) was added
dropwise. Then a solution of 3-cyclopropy1-5-fluorobenzoic acid (0.69g, 3.83mmol) in dry THF (3 mt.)
was added dropwise and stirred for lh. Then a solution of 1,2-dibromotetrachloroethane (5g, 10
15.48mmol) in dry THF (11 mL) was added dropwise for lh and stirred for additional 20min. A white
suspension was obtained. The cooling bath was removed and at -20C water (30 mL) and diethyl ether
(30 mL) were added. The organic layer was separated and the aqueous phase was acidified (until
pH:1) using a 2N aqueous solution of HCI (13 mi. needed) and extracted with diethyl ether. The
organic phase was washed with water 15 and brine, dried, filtered and concentrated in vacuo to afford
a mixture 1:1 of the expected compound and starting material (38% yield), which was used without
further purification ESI/MS (m/e, %): 257 KM-1y, 100], 259 RM-1)-, 97]. Intermediate 73 20  



2-methy1-5-(3-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-y1)pherwl)-1,3,4-oxadiazole A. Ethyl
3-iodobenzoate  Obtained (75% yield) following the procedure described in intermediate 10, starting
from 3-iodobenzoic acid. 25ESI/MS (m/e, /0): 277 [(M+1), 1001 B. 3-iodobenzohydrazide  In a
schlenck tube, a mixture of ethyl 3-iodobenzoate (1.80g, 6.52mmol) and hidrazine hydrate (3.18m1,
65.2mmol) in ethanol (25m1) was heated at 80C overnight. The solvent 30 was evaporated and the
crude redissolved in DCM and washed with water and brine. The organic layer was dried, filtered and
concentrated under vacuum to give the title compound as a white solid (88% yield). ESI/MS (m/e, %):
263 f(M+1)`, 100)  WO 2009/021696PCT/EP2008/006573 - 75 -    C.
2-(3-iodophenv1)-5-methy1-1,3,4-oxadiazole  In a schlenck tube, a mixture of 3-iodobenzohydrazide
(510mg, 1.95mmol) and 1,1,1- triethoxyethane (1.14m1, 6.23mmol) in acetic acid (15m1) was heated
at 150C for 3h. The 5 solvent was evaporated and the crude redissolved in ethyl acetate and washed
with 4% solution of NaHCO3, water and brine. The organic layer was dried, filtered and concentrated
under vacuum to give the title compound as a white solid (92% yield). ES1/MS (m/e, %): 287 [(M+1)+,
1001    D. 2-methyl-5-(3-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yl)pheny1)-1,3,4-oxadiazole 10
Obtained (62% yield) following the procedure described in Intermediate 25 (step El) starting with
2-(3-iodopheny1)-5-methyl-1,3,4-oxadiazole. 1H NMR (300 MHz, CDCI3) 8 ppm 1.4 (s, 12 H) 2.6 (s, 3
H) 7.5 (t, J=7.7 Hz, 1 H) 8.0 (t, J=7.4 Hz, 1 H) 8.2 (m, 1 H) 8.4 (s, 1 H) 15 Intermediate 74
5-bromo-2-(2-(trifluoromethyl)phenyl)Pyrimidine Obtained (52% yield) following the procedure
described in Intermediate 211 starting with 5- bromo-2-iodopyrimidine and
2-(trifluoromethyl)phenylboronic acid. 



20ESI/MS (m/e, %): 303 [(M+1)+, 100], 305[(M+1)+, 97]. EXAMPLES Example 1 25
5-cyclopropy1-2-(2-phenylpyrimidin-5-Ylamino)benzoic acid In a schlenck tube, a mixture of
Intermediate 8 (0.20g, 1.15mmol), Intermediate 21 (0.30, 1.15mmol), potassium carbonate (1.72
mmol, 0.238 g), Cu20 (0.06 mmol, 0.008 g) and Cu (0 11 mmol, 0.007 g) in DME (5 ml) was heated at
130C overnight, under argon 30 atmosphere. The solvent was evaporated and the crude mixture was
purified over SiO2  WO 2009/021696PCT/EP2008/006573 - 76 - eluting with CH2Cl2/ Me0H mixtures
affording 0.1209 (57% of yield) of the expected compound.            1H NMR (400 MHz, DMSO-d6) S
ppm 0.6 (s, 2 H) 0.9 (m, 2 H) 1.9 (m, 1 H) 7,2 (d, J=8.6 Hz, 1 H) 7.3 (d, J=8.2 Hz, 1 H) 7.5 (m, 2 H) 7.7
(m, 1 Fl) 8.3 (d, J=7.0 Hz, 2 5H) 8.5 (m, 1 H) 8.8 (s, 2 H) 9.4 (s, 1 H) 13.3(m, 1 H), ESI/MS (m/e, %):
332 [(M+1)+, 100) Example 2  10 2-(6-Cyclopropy1-5-methylpyridin-3-ylamino)-6-methylbenzoic acid
A. tert-Butyl 2-(6-cyclopropy1-5-methylpyridin-3-ylamino)5-methylbenzoate In a schIenck tube, a
mixture of Intermediate 16 (1.33 mmol, 0.502 g), cyclopropylboronic acid (1.63 mmol, 0.157 g), k3PO4
(4.52 mmol, 0.960 g), PCy3 (0.14 mmol, 0.040 g) and Pd(Ac0)2 (0.07 mmol, 0.015 g) in a mixture of
toluene/water 20:1(25 ml) was heated at 15 110C for 72 hours, under argon atmosphere. The crude
mixture was poured into water and extracted with ethyl acetate. The organic phase was dried over
MgSO4, filtered and the solvent removed to afford 0.514 g (83% of the yield) of the expected product. 



ESI/MS (m/e, %): 339 [(M+1), 1001 20 B.
2-(6-Cyclopropy1-5-methylpyridin-3-ylamino)-5-methylbenzoic acid A solution of terf-butyl
2-(6-cyclopropy1-5-methylpyridin-3-ylamino)-5-methylbenzoate (1 52 mmol, 0.514 g) in TFA (5 ml)
was stirred at room temperature for 30 minutes. The solvent was reduced under reduced pressure and
the crude mixture was purified by reverse phase chromatography using a 30% to 100% (Water-ACN)
gradient and affording 25 0.150 g (35% of yield) of the expected product.    NMR (400 MHz,
DMSO-d6) 5 ppm: 0.75-1.06 (m, 4H), 2.05 (m, 1H), 2.22 (s, 3H), 2.37 (s, 3H,) 7.03 (d, J=8.61 Hz, 1H),
7.22 (d, J=8.61 Hz, 1H), 7.40 (s, 1H), 7,71 (s, 1H), 8.15 (s, 1H,) 9.35 (s, 1H). ESI/MS (m/e, %): 283
[(M+1)+, 100] 30 Example 3  WO 2009/021696PCT/EP2008/006573 - 77 -
5-(2-Carboxy-4-cyclopropylphenylamino)-3-methy1-2-Phenylpyridine 1-oxide  A. Ethyl
5-cyclopropy1-2-(5-methy1-6-phenylpyridin-3-ylamino)benzoate In a schlenck tube, a mixture of
Intermediate 9(0.67 mmol, 0,150 g), Intermediate 2(0.67 5 mmol, 0.123 g), Cs2CO3 (0.94 mmol, 0.3
g), xanthpos (0.13 mmol, 0.077 g) and Pd2(dba)3 (0.07 mmol, 0.061 g) in dioxane (2.5 ml) was heated
at 110C for 12 hours, under argon atmosphere. The solvent was evaporated and the crude mixture
was extracted between water and ethyl acetate. The organic phase was evaporated affording 0.245 g
(yield 99%) of the expected product. 10ESI/MS (m/e, %): 373 [(M+1)+, 1001. B.
5-Cyclopropy1-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoic acid The solid residue obtained in step
A was dissolved in ethanol (5 ml) and aqueous solution 2N NaOH (0.67 ml) was added. The mixture
was heated at 60C for 2 hours, the solvent 15 was evaporated and the solid obtained was suspended
in water. The pH was taken to 6.5 and extracted with CHCI3. The crude mixture was purified over a
SCX cartridge eluting with Me0H/NH3 10:1 affording 0.070 g (yield 29%) of the expected product. 



1H NMR (300 MHz, CDCI3) 8 ppm: 0.63 (q, 2H), 0.90(q, 2H), 1.84(m, 11-1), 2.33(s, 3H), 7.12 (d, 1H),
7.24 (s, 1H), 7.38-7.58 (m, 6H), 7.73 (s, 1H), 8.51 (s, 1H). 20ESI/MS (m/e, /0): 345 [(M+1)+, 100].  C.
5-(2-Carboxy-4-cyclopropylphenylamino)-3-methyl-2-phenylPyridine 1-oxide To a stirred solution of
5-cyclopropy1-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoic acid (0.29 mmol, 0.1 g) in 4 ml of
dichloromethane was added mCPBA in portions, at 0 and 25 under argon atmosphere. After the
addition the mixture was stirred overnight at room temperature. The solvent was evaporated and the
solid residue was triturated with a water/ethyl acetate mixture. The solid was filtered off affording 0.035
g (33% of yield) of the expected product.         NMR (300 MHz, DMSO-d6) 8 ppm: 0.62 (d, 2H), 0.92
(d, 2H), 1.28 (m, 1H), 1.99 30(s, 31-1), 7.16 (s, 1H), 7.23 (s, 1H), 7.31 (s, 3H), 7.46 (s, 3H), 7.66 (s,
1H), 8.10 (s, 1H). ESI/MS (m/e, %): 361 [(M+1)+, 100].  WO 2009/021696PC11E1'2008/006573 - 78 -
Example 4  5-Methy1-2-(6-(3-(trifluoromethyl}phenyl)Pyridin-3-ylamino)benzoic acid In a schlenck
tube, a mixture of Intermediate 13 ((157 mmol, 0.150 g), 3- 5 (trifluoromethyl)phenylbomniC acid (0.63
mmol, 0.119 g), cessium carbonate (1.71 mmol, 0.558 g) and PdC12dppf.CH2C12 (0.006 mmol, 0.047
g) in dioxane / water 3:1 (4 ml) was heated at 120C overnight, under argon atmosphere. The solvent
was evaporated and the crude mixture was purified over Si02 eluting with cri,cag Me0H mixtures
affording 0.120 g (56% of yield) of the expected compound. 101H NMR (300 MHz, DMSO-d5) 8 ppm:
2.27 (s, 3H), 7.31-7.33 (m, 31-1), 7.73-7.76 (m, 4H), 8.04-8.22 (m, 1H), 8.33-8.38 (m, 2H), 8.60 (s,
1H), 9.64 (bs, 1H). ESI/MS (m/e, %): 373 [(M+1)+, 100]. Example 5 15   



5-Cyclopropy1-2-(6-hydroxy-5-phenylpyridin-3-ylamino)benzoic acid A.
2-(6-(Benzyloxy)-5-phenylpyridin-3-ylamino)-5-cycl0propylbenzoic acid    Obtained (0.155g, 42% of
yield) following the procedure described in example 3 (step A) starting with Intermediate 9 (0.78 mmol,
0.175 g) and Intermediate 26 (0.78 mmol, 0.215 20 g). ESI/MS (m/e, %): 437 [(M+1)+, 100]. B.
5-Cyclopropy1-2-(6-hydroxy-5-phenylPyridin-3-srlamino)benzoic acid A solution of methyl
2-(6-(benzyloxy)-5-phenylpyridin-3-ylamino)-5-cycloPropylbenzoate 25 (0.34 mmol, 0.1559) in TFA
(1.3 ml) was stirred at 45C for 30 minutes. The solvent was removed under reduced pressure. The
crude mixture was solved in ethanol (2 nil), 2N aqueous NaOH were added and stirred at room
temperature for 16 hours. The solvent was removed and the crude was neutralised with 2N aqueous
HCI and extracted with  WO 2009/021696PCT/EP2008/006573 - 79 - CHCI3. The crude mixture was
purified by ionic exchange through a SCX cartridge affording 0.060 g (50% of yield). ESI/MS (m/e, %):
347 [(WV, 1001. 5 Example 6
6-cyclopropy1-2-(2-(2,6-difluoro-4-hydroxyphenyl)pyrimidin-5-ylamino)benzoic acid Obtained (0.52g,
yield 51%) following the procedure described in example 1, starting 10 from Intermediate 8(0.491 g,
2.77 mmol) and Intermediate 22(2.5 mmol, 0.817 g). 1H NMR (200 MHz, DMSO-d6) 5 ppm: 0.6 (m, 2
H) 0.9 (m, 2 H) 1.9 (m, 1 H) 6.6 (d, J=9.4 Hz, 2 H) 7.1 (d, J=9.0 Hz, 1 H) 7.3 (m. 1 H) 7.7 (s, 1 H) 8.8
(s, 2 H) 10.9 (s, 1 H). 



ESI/MS (m/e, %): 384 [wily, 100] 15 Example 7
5-Cyclopropy1-2-(6-methoxy-5-phenylpyridin-3-ylamino) benzoic acid A. Ethyl
5-cyclopropy1-2-(6-methoxy-5-phenylPyridin-3-ylamino) benzoate 20 In a schlenck tube, a mixture of
Intermediate 9 (0.45 mmol, 0.1 g), Intermediate 3 (0.42 mmol, 0.085 g), Pd2dba3 (0.04 mmol, 0.041
g), xantphos (0.09 mmol, 0.052 g) and Cs2CO3 (0.62 mmol, 0.2 g) in dioxane (3 ml) was heated at
120C for 18 hours, under argon atmosphere. The solvent was evaporated and the crude mixture was
extracted between water and ethyl acetate. The solid residue was purified by chromatography over 25
Si02 eluting with dichloromethane/ methanol mixtures affording 0.035 g of the corresponding ester
derivative. ESI/MS (m/e, %): 389 [(M.1-1)4, 100].  WO 2009/021696PCTIEP2008/006573 - 80 - B.
5-Cyclopropy1-2-(6-methoxy-5-Phenylpyridin-3-ylamino) benzoic acid The solid residue obtained in
step A was dissolved in 2.5 ml of ethanol and 0.180 ml of aqueous solution 2N NaOH were added.
The mixture was heated at 60C for 2 hours, the solvent was evaporated and the solid obtained was
suspended in water. The pH was 5 taken to 6.5 and extracted with CHCI3. The crude mixture was
purified over a SCX cartridge eluting with Me0H/NH3 10:1 affording 0.025 g (yield 77%) of the
expected product. 1H NMR (300 MHz, CDCI3) 8 ppm: 0.63 (m, 2 H) 0.79- 1.16 (m, 2 H) 1.64 - 2.09
(m, 1 H) 3.81 -4.34 (m, 3 H) 6.69 - 7.03 (m, 1 H) 7.11 (s, 1 H) 7.21 -8.01 (m, 7 H) 108.08 (s, 1 H).
ESI/MS (m/e, %): 361 [(M+1)*, 100]. 



Example 8 15 2-(5-Fluoro-6-phenylpyridin-3-Ylamino)-5-methylbenzoic acid A. tert-Butyl
2-(5-fluoro-6-phenylpyridin-3-ylamino)-5-methylbenz0ate In a schlenck tube, a mixture of Intermediate
19 (0.99 mmol, 0.332 g), phenylboronic acid (1.48 mmol, 0.180g), potassium carbonate (3.15 mmol,
0.436 g) and Pd(PPh3)4 (0.10 mmol, 0.114 g) in DMF (10 ml) was heated at 120C for 5 hours in a
microwave oven. The 20 crude mixture was poured into water and extracted with ethyl acetate. The
organic phase was dried over MgSO4 and filtered and the solvent was removed. The crude mixture
was purified over Si02 eluting with mixtures of hexane and ethyl acetate affording 0.313 g (68% of
yield) of the expected product. ESI/MS (m/e, %): 384 [(M+1)+, 100] 25 B.
2-(5-Fluoro-6-phenylPyridin-3-ylamino)-5-methylbenz0ic acid A solution of tert-butyl
2-(5-fluoro-6-phenylpyridin-3-ylamino)-5-methylbenzoate (0.83 mmol, 0.313 g) in TFA (5 ml) was
stirred at room temperature for 30 minutes. The solvent was reduced under reduced pressure and the
crude mixture was purified by reverse 30 phase chromatography using a 30% to 100% (Water-ACN)
gradient and affording 0.1199 (40% of yield) of the expected product.  WO
2009/021696PCIAP2008/006573 -81 - 11-I NMR (400 MHz, DM30- d5) 8 ppm: 2.29 (s, 3 H) 7.29 -
7.55 (m, 6 H) 7.64 (d, J=13.69 Hz, 1 H) 7.77 (s, 1 H) 7.88 (d, J=7.04 Hz, 1 H) 8.45 (s, 1 H) 9.56- 976
(m, 1 H) ESI/MS (m/e, %): 323 RM-E1)+, 100] 5 Example 9 0 OH N
2-(6-(Ethyl(methyl)amino)-5-nnethylPyridin-3 ylamino)-5-methylbenzoic acid 



To a solution of Intermediate 16 (1.06 mmols, 0.4 g) in dry dioxane (3.5 ml), N- 10 methylethanamine
(0.1 ml, 1.16 mmols) and ktBuO (1.67 mmols, 0.187 g) were added. Nitrogen was bubleled through.
Pd2(dba)3 (0.01 mmols, 0.01 g) and 1,3-bis(2,6- diisopropylphenyOlmidazolium chloride (0.03
MITIOIS, 0.014 g) were added and the inert gas was bubleled again. It was heated in the microwave at
120C for 5h. 0.207 ml (2.40 mmols) more of amine, 560 mg (5.00 mmols) of KtE3u0, 30 mg (0.03
mmols) of Pd2(dba)3, 15 42 mg (0.09 mmols) of 1,3-bis(2,6-diisopropylPhenyl)imidazolium chloride
and 1 ml more of solvent were added. The inert atmosphere was re-established. It was heated in the
microwave for 5h more under the previous conditions. It was poured in water and washed with diethyl
ether. The basic aqueous organic phase was acidified up to pH:1-3 and it was extracted with diethyl
ether. The organic phase was dried, filtered and concentrated in 20 vacuo. The crude was purified by
chromatography (Si02, dichloromethane:methanol 10:0.5) affording 0.08 g (2% of yield) of the
expected compound, 1H NMR (200 MHz, DMSO-c18) 5 ppm: 1.08 (t, J=7.19 Hz, 3 H), 2.21 (s, 3 H),
2.22 (s, 3 H), 2.72 (s, 3 H), 3.05 (q, J=7.19 Hz, 2 H), 6.90 (d, J=8.40 Hz, 1 H), 7,17 (dd, J=8.40, 1.95
Hz, 1 H), 7.39 (d, J=1.95 Hz, 1 H), 7.68 (d, J=1.95 Hz,1 H), 7.99 (d, 25J=1.95 Hz, 1 I-I). ESI/MS (m/e,
%): 300 [(M+1), 1001 Example 10   WO 2009/021696PCT/EP2008/006573 - 82 -
5-Cyclopropy1-2-(3'-fluoro-2,4'-bipyridin-5-ylamino)benzoic acid In a schlenck tube, a mixture of
Intermediate 14 (1.66 mmol, 0.676 g), 3-f1uoro-4- (tributylstannyOpyridine (1.66 mmol, 0.642 g),
PdC12dppf.DCM (0.17 mmol, 0.136 g) and Cul (0.33 mmol, 0.063 g) in DMF (12 ml) was heated at
120C overnight. The mixture was 5 filtered through celite and the solvent was evaporated. The crude
mixture was extracted between ethyl ether and water. The organic phase was evaporated and the
crude residue was purified over a 8102 eluting with hexane/ethyl acetate mixtures and affording 0.049
g (9% of yield) of the expected product 1H NMR (400 MHz, DMSO-d6) 8 ppm :0.6 (m, 2 H), 0.9 (m, 2
H), 1.9 (m, 1 H), 7.2 10 (dd, J=8.6, 2.3 Hz, 1 H), 7.4 (d, J=8.6 Hz, 1 H), 7.7 (d, J=2.3 Hz, 1 H), 7.8 (dd,
J=8.6, 2.7 Hz, 1 H), 7.9 (d, J=8.2 Hz, 1 H), 8.0 (dd, J=6.7, 5.1 Hz, 1 H), 8.5 (d, J=4.3 Hz, 1 H), 8.6 (m,
2 H) 9.6 (m, 1 H). ESI/MS (m/e, %): 350 [(M+1)+, 1001 15 Example 11 0 OH 



NN 2-(6-(Diethylamino)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid Obtained following the
procedure described in Example 9 starting with Intermediate 16 (400mg, 1.06 mmols) and
diethylamine (0.12 ml, 1.17 mmols). After purification, 0.040 g 20 (10% of yield) were obtained of the
expected product. 1F1 NMR (200 MHz, DMSO-d6) 8 ppm: 1.00 (t, J=7.03 Hz, 6 H), 2.20 (s, 3 H), 2.22
(s, 3 H), 3.11 (q, J=7.03 Hz, 4 H), 6.93 (d, J=8.59 Hz, 1 H), 7.13 - 7.25 (m, 1l-I), 7.44 (d, J=2.00 Hz, 1
H), 7.69 (s, 1 H), 8.02 (d, J=2.73 Hz, 1 H), 9.25 (s, 1 H), 12,98 (s, 1 H). 25ESI/MS (m/e, %): 314
[(M+1)*, 1001. Example 12   WO 2009/021696PCT/EP2008/006573 - 83 -
2-(64(2-Methoxyethyl)(methyl)amino)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid Obtained
following the procedure described in Example 9 starting with Intermediate 16 (400mg, 1.06 mmols)
and 2-methoxy-N-methylethanamine (0.14 ml, 1.51 mmols). After 5 purification, 0.0409 (10% of yield)
were obtained of the expected product. 1H NMR (200 MHz, DMSO-d8) 5 ppm: 2.21 (s, 3 H), 2.23 (s, 3
H), 2.79 (s, 3 H), 3.07 -3.27 (m, 5 H), 3.51 (t, J=6.05 Hz, 2 H), 6.90 (d, J=8.59 Hz, 1 H), 7.06- 7.24 (m,
1 H), 7.39 (s, 1 H), 7.68 (s, 1 H), 7.87- 8.19 (m, 1 H), 8.73- 10.03 (m, 1 H). ESI/MS (m/e, %): 330
[(M+1)+, 1001. 10 Example 13 0 OH ci 2-(5-Chloro-6-phenylpyridin-3-ylamino)-5-methylbenzolc acid
A. tert-Butyl 2-(5-chloro-6-phenylpyridin-3-ylamino)-5-methylbenzoate 



15 Obtained (0.005g. 3% of yield) following the procedure described in Example 8 (step A) staffing
with 0.230 g (0.58 mmol) of Intermediate 20A and 0.106 g (0.87 mmol) of phenylboronic acid. ESI/MS
(m/e, %): 395 [(M-1)+, 1001 20 B. 2-(5-Chloro-6-phenylpyridin-3-ylamino)-5-methylbenzoic acid
Obtained (0:005 g, 87% of yield) following the procedure described in Example 8 (step 8) starting with
0.0069 (0.02 mmol) of tert-Butyl 2-(5-chIoro-6-phenylpyridin-3-ylamino)-5- methylbenzoate in 1 ml of
TFA.             'H NMR (400 MHz, DMS0- de) 5 ppm: 2.20 (s, 3 H), 7.02 - 7.54 (m, 7 H), 7.63 (s, 1 25H),
823 (d, J=17.22 Hz, 1 H) 8.63 (s, 1 H). ESI/MS (m/e, %): 337 [(M-1)-, 1001 Example 14   WO
2009/021696PCTIEP2008/096573 - 84 -
5-Cyclopropy1-2-(2-(2-cyClopropylithenyl)primidin-5-Ylamina)benzoic acid  A. Methyl
2-(2-(2-chlorophenyl)pyrimidin-5-ylamino)-5-cycloproPylbenzoate In a schlenck tube, a mixture of
methyl 2-amino-5-cyclopropylbenzoate (described in Intermediate 8 (step A)) (0.75 mmol, 0.165 g),
Intermediate 23 (5-bromo-2-(2- 5 chlorophenyl)pyrimidine) (0.75 mmol, 0.202 g), Cs2CO3 (1.06 mmol,
0.345 g), xanthpos (0.15 mmol, 0.0899) and Pd2(dba)3(0.08 mmol, 0.0749) in dioxane (4 ml) was
heated at 110C for 12 hours, under argon atmosphere. After filtration over celite, the solvent was
evaporated and the crude mixture was purified over Si02 eluting with hexane/ethyl acetate affording
0,2109 (72% of yield) of the corresponding ester derivative. 10ESI/MS (m/e, 94): 380 [(M+1)+, 100),
382 1(M-1-1)*, 35). B. 2-(2-(2-Chlorophenyl)pyrimidin-511amino)-5-cycloProPylbenzoic acid The solid
residue obtained in step A was dissolved in methanol (3 ml) and aqueous solution 2N NaOH (1 ml)
was added. The mixture was heated at 60C for 2 hours, the 15 solvent was evaporated and the solid
obtained was suspended in water. The pH was taken to 6.5 and extracted with CHCI3. The crude
mixture was purified over a SiO2eluting with DCM/Me0H 2% affording 0.170 g (yield 81%) of the
expected product. 11-INMR (300 MHz, DMSO-d6) 8 ppm: 1.2 (m, 2H), 1.5 (m, 29), 2.5 (m, 1H), 7.8
(dd, J=8.6, 2.3 Hz, 19), 7.9 (d, J=8.6 Hz, 1H), 8.0 (m, 2 H), 8.1 (m, 1H), 8.2 (d, 



20J=2.3 Hz, 1H), 8.3 (m, 1H), 9.4 (s, 2H), 10.0 (s, 19), 13.8 (s, 1H). ESI/MS (m/e, %): 366 ((M+1)+,
100], 368 [(M+1), 35).  C. 5-Cyclopropy1-2-(2-(2-cycloproPylPhenyl)Pyrimidin-5-ylamino)benzoic acid
In a schlenck tube, a mixture of 2-(2-(2-chlorophenyOpyrimidin-5-ylarnino)-5- 25 cyclopropylbenzoic
acid (0.55 mmol, 0.200 g), cyclopropylboronic acid (0.71 mmol, 0 061 g), K3PO4 (1.86 mmol, 0.395 g),
PCy3 (0.05 mmol, 0.0159) and Pd(Ac0)2(0.03 mmol, 0.006 g) in a mixture of toluene/water 6:1 (6 ml)
was heated at 110C for 72 hours, under argon atmosphere. The crude mixture was poured into water
and extracted with ethyl acetate. The organic phase was dried over Mg604, filtered and the solvent
removed. The 30 crude mixture was purified by reverse phase chromatography eluting with a gradient
of 100% water to 100% Me0H1AcN 1:1 affording 0.0169 (71% of yield).  19 NMR (400 MHz,
DMSO-d6) 8 ppm: 0.6 (m, 4 9), 0.9 (m, 4H), 1.9 (m, 29), 7.0 (d, J=7.0 Hz, 19), 7.3 (m, 3H), 7.5 (s, 1H),
7.6 (m, J=2.0 Hz, 19), 8.3 (s, 1H), 8.8 (s, 2H), 9.5 (s, 1H), 13.2 (s, 19). 35ESI/MS (m/e, /D): 372
[(M+1), 100].  WO 2009/021696PCT/EP2008/006.573 - 85 - Example 16
5-cyclopropy1-2-(5-phenylpyridin-3-ylamino) benzoic acid 5 A. Ethyl
5-cyclopropy1-2-(5-phenylPyridin-3-ylamino) benzoate Obtained (0,084 g, 79% of yield) following the
procedure described in Example 7 (step A) starting with Intermediate 9 (0.29 mmol, 0.066 g) and
Intermediate 4 (0.29 mmol, 0,05 g). ESI/MS (m/e, %): 359 [(M+1)+, 1001 10 B.
5-cyclopropy1-2-(5-phenylpyridin-3-ylamino) benzoic acid Obtained (0.07 0, 87% of yield) following the
procedure descrihes in Example 7 (step 14) starting with 0.084 g of ethyl
5-cyclopropy1-2-(5-phenylpyridin-3-ylamino) benzoate. 1H NMR (300 MHz, DMSO-d5) 8 ppm: 0.58
(m, 2 H) 0.76- 0.99 (m, 2 H) 1.76 - 2.08 (m, 1 H) 6.92 - 8.09 (m, 9 H) 8.22- 8.68 (m, 2 H). 15ESI/MS
(m/e, %): 331 [(M+1)+, 1001. Example 16 



5-methyl-2-(quinolin-3-ylamino)benzoic acid 20 A. Ethyl 5-methyl-2-(quinolin-3-ylamino)benzoate
Obtained (0.845 g, 97% of yield) following the procedure described in Example 14 (step B) starting
from ethyl 2-amino-5-methylbenzoate (0.395 g, 2.20 mmol) and 3- bromoquinoline (0.46 g, 2.20
mmol). ESI/MS (m/e, %): 307 [(M+1)+, 100]. 25 B. 5-methyl-2-(quinolin-3-ylamino)benzoic acid
Obtained (0,542 g, yield 86%) following the procedure described in Example 14 (step B) starting from
ethyl 5-methyl-2-(quinolin-3-ylamino)benzoate (0845g. 2.1 mmol).  WO
20091021696PCT/EP2008/006573 - 86 -    NMR (400 MHz, DMSO-d6) 8 ppm: 2.3 (s, 3H), 7.3 (dd,
J=8.6, 2.3 Hz, 1H), 7.4 (m, 1H), 7.6 (m, 2H), 7.8 (s, 1H), 7.9 (d, Jz--7.8 Hz, 1H), 7.9 (d, J=7.8 Hz, 1H),
8.1 (d, J=2.3 Hz, 1H), 8.8 (d, J=2.7 Hz, 1H), 9.7 (s, 1H), 13.2 (s, 1 H). ESI/MS (m/e, %): 279 [(M+1)+,
100]. 5 Example 17  5-methy1-2-(5,617,8-tetrahydroquinolin-3-ylamino)ben10ic acid A solution of
5-methyl-2-(quinolin-3-ylamino)benzoic acid (Example 16) (1.08 mmol, 10 0.30g) in TEA (2.5 ml) was
hydrogenated under pressure (58 psi) with Pt02 (0.11 mmol, 0.028 g) as catalyst until all starting
material disappeared. After that the reaction mixture was filtered, concentrated and redissolved in
water. The pH was adjusted to 4-5 by addition of 2N NaOH and a solid was formed. This yellow solid
formed was the desired compound (0.249 mg, 79% of yield). 151H NMR (400 MHz, DMSO-d6) 8 ppm:
1.8 (m, 4H), 2.3 (s,2.8 (t, J=6.0 Hz, 2H), 2.9 (t, J=6.2 Hz, 2H), 7.2 (d, J=8.5 Hz, 1H), 7.3 (m, 1H), 7.7
(s, 1H), 7.9 (5, 1H), 8.4 (d, J=1.7 Hz, 1H), 9.4 (s, 1 H), 13.3 (s, 1 H). 



ESIMS (m/e, %): 283 [(M+1)+, 100]. 20 Example 18  ci
2-(5-Chloro-2-phenylpyridin-3-ylamino)-5-methylbenzoic acid A. tert-Butyl
2-(5-chloro-2-phenylpyridin-3-ylamino)-5-methylbenzoate    Obtained (0.008 g, 3% of yield) following
the procedure described in Example 8 (step A) 25 starting with Intermediate 20B (0.58 mmol, 0.230 g)
and phenylboronic acid (0.87 mmol, 0.106 g). ESI/MS (m/e, %): 395 [(M+1)+, 100]  WO
2009/021696PCT/EP2008/006573 - 87 - B. 2-(5-Chloro-2-phenylpyridin-3-ylamino)-5-methylbenzoic
acid Obtained (0.025 g, 34% of yield) following the procedure described in Example 8 (step B) starting
with tert-butyl 2-(5-chloro-2-phenylpyridin-3-ylamino)-5-methylbenzoate (0.17 mmol, 0.068 g). 51H
NMR (400 MHz, DMS0- d6) 5 ppm: 2.20 (s, 3H), 7.19- 7.71 (m, 8H), 7.88 (s, 11-1), 8.32 (s, 1H), 9.48
(s,1 H). ESI/MS (m/e, %): 339 [(M+1)+, 1001 Example 19 10
5-Cyclopropy1-2-(5,6-diphenylPyridin-3-ylamino)benz0ic acid 



A. Ethyl 5-cyclopropy1-2-(5, 6-diphenylpyridin-3-ylamino) benzoate    Obtained (0.09 g, 38% of yield)
following the procedure described in Example 7 (step A) starting with Intermediate 9(0.71 mmol,
0.169) and Intermediate 5(0.55 mmol, 0.135 g). 15ESI/MS (m/e, %): 435 1(M+1)+, 100]. B.
5-Cyclopropy1-2-(5, 6-diphenylpyridin-3-ylamino) benzoic acid    Obtained (0.035 g, 42% of yield)
following the procedure described in Example 7 (step B) starting with 0,090 g (0.21 mmol) of ethyl
5-cyclopropy1-2-(5, 6-diphenylpyridin-3-ylamino) 20 benzoate. 1F1 NMR (300 MHz, CDCI3) 5 ppm:
0.65 (d, 2 H) 0.90 (d, 2 H) 1.75- 1.99 (m, 1 H) 7.06-7.41 (m, 12 H) 7.61 (s, 1 H) 7.78 (s, 1 H) 8.62 (s, 1
H). ES1/MS (m/e, %): 407 [(M+1)+, 1001. 25 Example 20
5-cyclopropy1-2-(2-(2,6-difluoroPherwl)Primidin-511amin0)benz0ic acid  WO
2009/021696PCT/EP2008/006573 - 88 - In a schlenck tube, a mixture of Intermediate 8 (0.909, 5.77
mmol) and Intermediate 24 (1.389, 5.09 mmol), Cs2CO3 (12.18 mmol, 3.97 g), xanthpos (1.02 mmol,
0,59 g) and Pd2(dba)3 (0.51 mmol, 0.479) in dioxane (30 ml) was heated at 110C for 12 hours, under
argon atmosphere. 5 The solvent was evaporated and the crude mixture was extracted between
acidulated water and ethyl acetate. The organic phase was dried over MgSO4, filtered and the solvent
removed. The crude mixture was triturated with DCM to give 1.145 g (61% of yield) of the expected
product.                 1H NMR (200 MHz, DMSO-d6) 6 ppm: 0.6 (m, 2H) 0.9 (m, 2H) 1.9 (m, 1H) 7.2 (m,
103H) 7.4 (m, 1H) 7.6 (m, 111) 7.7 (d, J=2.3 Hz, 1H) 8.8 (s, 2H) 9.5 (s, 1H) 13.3(s, 1H). ESI/MS (m/e,
%): 368 [(M+1)+, 100). Example 21 15 



5-Cyclopropy1-2-(5-methylpyridin-3-ylamino) benzoic acid A. Ethyl
5-cyclopropy1-2-(5-methylpyridin-3-ylamino) benzoate   Obtained (0.11 g, 42% of yield) following the
procedure described in Example? (step A) starting with Intermediate 9 (0.89 mmol, 0.2 g) and
5-methylpyridin-3-amine (0.89 mmol, 20 0.096 g). ES1/MS (rule, %): 297 ((Mil)+, 100). B.
5-Cyclopropy1-2-(5-methylpyridin-3-ylamino) benzoic acid The solid residue obtained in step A was
dissolved in 4 ml of ethanol and 0.4 ml of 25 aqueous solution 2N NaOH were added. The mixture was
stirred at 25C for 16 hours, the solvent was evaporated and the solid obtained was suspended in
water. The pH was taken to 6.5 and extracted with CHCI3 affording 0.06 g (yield 60%) of the expected
product.                                  11-1 NMR (300 MHz, DMSO-d6): 0.59 (d, 2H), 0.90 (d, 2H), 1.89 (m,
1H), 2.27 (s, 303H), 7,16 (s, 2H), 7.46 (s, V-1), 7.64 (s, 1H), 8.05 (s, 1H), 8.26 (s, 1 H). ESI/MS (m/e,
%): 269 [(M+1), 100). Example 22  WO 20091021696PCPEP20081006573 - 89 -
2-(2-(3-Cyclopropoxyphenyl)Pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid  A. Methyl
2-(2-(3-cyclopropoxyphenyl)PYrimidin-5-Ylamino)-5-cycloPropYlbenzoate In a schlenck tube, a
mixture of Intermediate 17 (0.305 g, 1 mmol) and Intermediate 25 5 (0.260 g, 1 mmol), 2M K2CO3
(1.98 mmol, 1 ml) and Pd(PPh3)4 (0.1 mmol, 0.114 g) in dioxane (7 ml) was heated at 110C for 12
hours, under argon atmosphere. The solvent was evaporated and the crude mixture was extracted
between water and ethyl acetate. The organic phase was dried over Mg504, filtered and the solvent
removed. The crude mixture was purified by chromatography over 6102 eluting with hexane/ethyl
acetate 10 mixtures affording 0.2059 (49% of yield) of the expected product. ESI/MS (m/e, %): 402
[(M+1)+, 1001.  B. 2-(2-(3-Cyclopropoxyphenyl)Pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
Obtained (0.136 g, yield 64%) following the procedure described in example 21 (step B) 



15 starting from methyl 2-(243-cyclopropoxyphenyl)Pyrimidin-5-ylamino)-5- cyclopropylbenzoate. 1H
NkAR (400 MHz, DMSO-d6) S ppm: 0.7 (m, 4H), 0.9 (m, 4H), 1.9 (m, 1H), 3.9 (m, 1H), 7.1 (d, J=6.7
Hz, 1H), 7.2 (d, J=7.8 Hz, 1H), 7.3 (d, J4.8 Hz, 1H), 7.4 (t, J=7.4 Hz, 1H), 7.7 (s, 1H), 7.9 (d, J=7.4 Hz,
1H), 8.0 (s, 1H), 8.8 (m, 2H), 9.6 (s, 201H), 13.2 (s, 1H). ESI/MS (m/e, %): 388 [(M+1)+, 100].
Example 23  25 5-Methy1-246-morpholinopyridin-3-ylamino)benzoic acid A. tert-Butyl
5-methy1-2-(6-morpholinopyridin-3-ylamino)benzoate To a solution of Intermediate 15 (0.28 mmol, 0.1
g) in ethoxyethanol (1 ml), morpnoline (0.55 mmol, 0.0509) was added. The mixture was heated at
130C for 16 hours in a 30 sealed tube. 0.050 g (0.55 mmol) of morpholine were added and the mixture
was heated  WO 2009/021696PCT/EP2008/006573 - 90 - at 130C for further 24 hours. The solvent
was evaporated and the crude mixture was purified by Si02 eluting with mixtures of hexane/ethyl
acetate affording 0.056 g (55% of yield) of the expected product ESI/MS (m/e, %): 370 [(M-1-1)+, 100]
5 B. 5-Methy1-2-(6-morpholinopyridin-3-ytamino)benzoic acid A solution of
5-methy1-2-(6-morpholinoPyridin-3-ylamino)benzoate ferf-butyl ester in TFA (0.6 ml, 7.58 mmol) was
stirred at room temperature for 1 hour. The solvent was evaporated and the residue was triturated in
diethyl ether. The solid formed was filtered 10 off to afford 0.047 g (73% of yield) of the expected
product. 



ESI/MS (m/e, %): 314 KM+1)., 100] Example 24 .N 15
5-Methy1-2-(5-methy1-6-morPholinowidin-311amino)benzoic acid Obtained (0.060 g, 17% of yield)
following the procedure described in Example 9 starting with Intermediate 16(1.05 mmols, 0.400 g)
and morpholine (1.17 mmols, 0.102 m1). 19 NMR (200 MHz, DMSO-c16) 8 ppm: 2.19 (s, 3H), 2.23 (s,
3H), 2.99 (m, 4H), 3.54 20-3.91 (m, 4H), 6.93 (d, J=8.59 Hz, 1H), 7.14 (d, J=8.59 Hz, 19), 7.40 (s, 1H),
7.67 (s, 1H), 8.01 (s, 1H), 8.62 - 10.25 (s, 1H). ESI/MS (m/e, %): 328 RN/1+1r, 100] Example 25  25
5-cyclopropy1-2-(6-cycloProPyl-5-phenylPyridin-311amino) benzoic acid A. Ethyl
5-cyclopropy1-2-(6-cycloProPy1-5-PhenylPyridin-3-ylamino) benzoate Obtained (0.025 g, 44% of
yield) following the procedure described in Example 7 (step A) starting with Intermediate 9(0.16 mmol,
0.035g) and Intermediate 6(0.14 mmol, 0.03 g).  WO 2009/021696PCT/EP2008/006573 - 91 - ESI/MS
(m/e, %): 399 [(M+1)+, 100]. B. 5-Cyclopropy1-2-(6-cycloproPy1-5-phenylPyridin-3-ylamin0) benzoic
acid  Obtained (0.005 g, 22% of yield) following the procedure described in Example 7 (step B) 5
starting with ethyl 5-cyclopropy1-2-(6-cycloPropy1-5-PhenylPyridin-3-ylamino) benzoate (0.025g. 0.06
mmol). 11-I NMR (300 MHz, CDC13) 5 ppm: 0.55- 0.71 (m, 29), 0.78 - 0.99 (m, 4H), 1.07 - 120 (m,
2H), 1.76- 1.93 (m, 19), 1.96 - 2.23 (m, 19), 7.12 (s, 2H), 7.33 - 7.56 (m, 6H), 7.78 (s, 19), 8.28 - 8.57
(s, 1H). 



10ESI/MS (m/e, %): 371 [(WV', 100). Example 26 0 OH I
2-(6-(2-Cyclopropylpheny1)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid 15 A. tert-Butyl
2-(6-(2-chlorophenyI)-5-MethylPyridin-3-ylamino)-5-methylbenz0ate Obtained (0.150g. yield 95%)
following the procedure described in Example 22 (step A) starting with Intermediate 16 (0.53 mmol,
0.2009) and 2-chlorophenylboronic acid (0.79 mmol, 0.124g).                           11-1 NMR (200 MHz,
CDCI3) 8 ppm::1.62 (s, 99), 2.14 (s, 3H), 2.30 (s, 39), 6.90 - 207.59 (m, 7H), 7.74 (m, 19), 8.45 (d,
J=2.34 Hz, 19), 9.48 (s, 1H). ESI/MS (m/e, %): 409 [(M+1)+, 96].  B. fert-Butyl
2-(6-(2-cyclopropylpheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoate Obtained (0.152 g, 63% of
yield) following the procedure described in Example 14 (step 25
C)staffingwithtert-butyl2-(6-(2-chloropheny1)-5-methylpyridin-3-ylamino)-5- methylbenzoate (0.49
mmol, 0.200 g) and cyclopropylboronic acid (1.47 mmol, 0.126 g). ESI/MS (m/e, %): 409 [(Mil)+, 96].
C. 2-(6-(2-Cyclopropylpheny1)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid 30 Obtained (0.012 g,
10% of yield) following the procedure described in Example 8 (step B) starting with ferf-Butyl
2-(6-(2-cyclopropylphenyI)-5-methylpyridin-3-ylamino)-5- methylbenzoate (0.150 g, 0.37 mmol).  WO
2009/021696PCT/EP2008/006573 - 92 - 1H NMR (400 MHz, DM80- d6) 5 ppm: 0.59 - 0.68 (m, 2H),
0.78 (d, J=8.61 Hz, 2H), 1.47-1.60 (m, 1H), 2.07 (s, 3H), 2.25 (s, 3H), 6.91 (d, J=7.83 Hz, 1H), 7.12
(dd, J=7.43, 1.17 Hz, 1H), 7.20 (t, J=6.85 Hz, 1H), 7.25- 7,35 (m, 3H), 7.58 (d, J=2.35 Hz, 1H), 7,75(s,
1H), 8.36 (d, J=2.74 Hz, 1H). 5ESI/MS (rile, %): 359 [(M+1)+, 1001 Example 27  



2-(6-(2-Cyanapheny1)-5-methylpyridin-3-Ylamino)-5-methylbenzoic acid 10 A. tert-Butyl
246-(2-cyanopheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoate Obtained (0.164 g, 34% of yield)
following the procedure described in Example 8 (step A) starting with intermediate 16 (1 .OR mmhls,
0.400 g) and 2-cyanophenylboronic acid (1.59 mmol, 0.233 g).                            1H NMR (200 MHz,
DMSO-c16) 5 ppm: 1.29 -110 (s, 9H), 2.18 (s, 3H), 2.29 (s, 3H), 157.33 (s, 1H), 7.43 - 8.07 (m, 6H),
8.40 (d, J=2.34 Hz, 1H), 9.22 (s, 1H). ESI/MS (m/e, %): 400 [(M+1)*, 100] B.
2-(6-(2-CyanophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid   Obtained (0.013 g, 10% of
yield) following the procedure described in Example 8 (step B) 20 starting with (ert-Butyl
2-(6-(2-cyanophenyl)-5-methylpyridin-3-ylamino)-5-methylbenzoate (0.164g, mmol). 1H NMR (200
MHz, DMSO-d6) 5 ppm: 2.19 (s, 3H), 2.27 (s, 3H), 7.31 (m, 2H), 7.50-7.7 (m, 3H), 7.70 -7.87 (m, 2H),
7.90-8.00 (m, 1H) 8.39 (s, 1H). ESI/MS (m/e, %): 344 [(M+1)+, 1001 25 Example 28
242-(3-Chlorophenyppyrimidin-5-Ylamino)-5-cycloproPy1benzoic acid A. Methyl
2-(2-(3-chlorophertyppyrimidin-5-ylamino)-5-cycloPropyibenzoate  WO
2009/021696PCT/EP2008/006573 - 93 - Obtained (0.433g. 61% of yield) following the procedure
described in Example 22 (step A) starting with Intermediate 17(0.99 mmol, 0.3009) and
3-chlorophenylboronic acid (0.99 mmol, 0.155g). ESI/MS (m/e, %): 380 [(M+1)+, 1001, 368 [(M+1)+,
35] 5 



B. 2-(2-(3-Chlorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid Obtained (0.217 g, yield 60%)
following the procedure described in example 22 (step B) starting from methyl
2-(2-(3-chlorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoate (0.433 g, 0.60 mmol). 1011-1 NMR
(400 MHz, DMSO-d6) S ppm: 0.6 (m, 2H), 0.9 (m, 2H), 1.9 (m, 111), 7.3 (m, 2H), 7.6 (m, 3H), 8.3 (m,
2H), 8.8 (s, 2H), 9.5 (s, 1H), 13.3 (s, 1H). ESI/MS (m/e, %): 366 [(M+1)+, 100], 368 [(M+1)+, 351
Example 29 0 OH  15 5-Methy1-2-(6-pheny1-5-(trifluoromethyl)pyridin-3-ylamino)benzoic acid In a
schlenck tube, a mixture of 2-bromo-5-methylbenzoic acid (0.57 mmol, 0.120 g), Intermediate 1(1.12
mmol, 0,265g), potassium carbonate (1.12 mmol, 0.153g), Cu20 (0.06 mmol, 0.0089) and Cu (0.06
mmol, 0.004 g) in DME (2 nfi) was heated at 130C 20 overnight, under argon atmosphere. The solvent
was evaporated and the crude mixture was purified over Si02 eluting with CH2Cl2/ Me0H mixtures
affording 0.1209 (57% of yield) of the expected compound. ESI/MS (m/e, %): 373 [(M+1)+, 100] 25
Example 30  5-Methyl-2-(5-methyl-6-(piperidin-1-yl)pyridin-3-ylamino)benzoic acid Obtained (0. 163 g,
47% of yield) following the procedure described in Example 9 starting with Intermediate 16 (1.06
mmol, 0.400g) and piperidine (1.16 mmol, 0 115 ml)  WO 2009/021696PCT/EP2008/006573 - 94 - 



1H NMR (200 MHz, DMSO-d6) 8 ppm: 1.43- 1.78 (m, 6H), 2.07 - 2.30 (m, 6H), 2.74 - 3.11 (m, 4H),
6.92 (d, J=8.69 Hz, 1H), 7.19 (dd, J=8.69, 2.15 Hz, 1H), 7.41 (d, J=1.95 Hz, 1H), 7.68 (s, 1H), 8.01 (d,
J=2.73 Hz, 1 H). ESI/MS (m/e, %): 326 [(M+1)+, 100] 5 Example 31
2-(6-(Azepan-110-5-methylpyridin-3-ylamino)-5-methylbenz0ic acid Obtained (0. 089 g, 21% of yield)
following the procedure described in Example 9 starting 10 with Intermediate 16(1.06 mmol, 0.4009)
and azepane (1.17 mmol, 0.132 g) 1FINMR (200 MHz, DMSO-c16) 8 ppm: 1.49 - 1.84 (m, 8H), 2.20
(s, 3H), 223 (s, 3H), 3.00 - 3.63 (m, 4H), 6.34 (d, J=8.59 Hz, 1H), 7,17 (dd, J=8.59, 1,95 Hz, 1H), 7.34
(d, J=2.73 Hz, 1H), 7.59 - 7.72 (m, 1H), 7.82 - 8.05 (m, 1H), 9.20 (s, 1H). ESI/MS (m/e, %): 340 [(WV,
100] 15 Example 32  2-(6-(3-Illiethoxypheny1)-5-phenylmidin-3-yiamino)-5-methylbenzoic acid A. Ethyl
2-(6-(3-methoxyphenyI)-5-phenylPyridin-3-ylamino)-5-methylbenzoate 20 Obtained (0.100 g, 29% of
yield) following the procedure described in Example 7 (step A) starting with Intermediate 10(0.81
mmol, 0.161 g) and Intermediate? (0.81 mmot 0.223 9) ES1/MS (m/e, (1/0): 439 [(M+1)+, 100] 25 B.
2-(6-(3-Methoxypheny1)-5-Phenylwridin-3-ylamino)-5-methylbenzoic acid Obtained (0.060 g, 64% of
yield) following the procedure described in Example 7 (step B) starting with (0.23 mmol, 0.100 g) of
ethyl 2-(6-(3-methoxyphensrI)-5-PhenylPyridin-3- ylamino)-5-methylbenzoate.  WO
2009/021696PCT/EP2008/006573 



- 95 - 1H NMR (300 MHz, DMSO-d6) S ppm: 2.24 (s, 311), 3.56 (s, 3H), 6.76-6.84 (m, 311), 7.09-7.14
(t, 1H), 7.21-7.38 (m, 7H), 7.56-7.58 (d, 111), 7.74 (s, 111), 8.55-8.57 (d, 1H), 9.53 (bs, 1H). ESI/MS
(m/e, c/0): 411 [(M+1)+, 100] 5 Example 33  2-(2,31-bipyridin-5-ylamino)-5-cyclopropylbenZoic acid A.
Methyl 2-(2,31-bipyridin-5-ylamino)-5-cycloproPylbenz0ate 10 Obtained (0.067 g, 49% of yield)
following the procedure described in Example 22 (step A) starting with Intermediate 18(0.45 mmol,
0.1559) and pyridin-3-ylboronic acid (0.67 mmol, 0.082 g). ESI/MS (m/e, %): 346 [(M+1)', 100] 15 B.
2-(2,31-bipyridin-5-ylamino)-5-cycloPromelbenz0ic acid Obtained (0.064 g, yield 79%) following the
procedure described in Example 22 (step B) starting from methyl
2-(2,3'-bipyridin-5-ylamino)-5-cycloproPylbenzoate (0.067 g, 0 19mmol). 1H NMR (400 MHz,
DMSO-c16) 5 ppm: 0.6 (m, 211), 0.9 (m, 2H), 1.9 (m, 111), 7.2 (d, 20 J=8.7 Hz, 111), 7.3 (d, J=8.7 Hz,
1H), 7.5 (dd, J=7 .7 , 4.8 Hz, 111), 7.7 (s, 111), 7.7 (dd, J=8.5, 2.7 Hz, 111), 8.0 (d, J=8.7 Hz, 111), 8.4
(d, J=7.9 Hz, 111), 8.6 (m, 2H), 9.2 (s, 11-1), 9.6 (s, 1H), 13.2 (s, 1H). ESI/MS (m/e, %): 332 Krtri+iy, 1
ool 25 Example 34 2-(3'-chloro-2, 4'-bipyridin-5-ylamino)-5-methylbenzoic acid A. tert-butyl
2-(3'-chloro-2, 4'-bipyridin-5-ylamino)-5-methylbenzoate  WO 2009/021696PCT/EP2008/006573 



- 96 - In a schlenck tube, a mixture of Intermediate 15 (0.77 mmol, 0.28 g), 3-chloro-4-
(tributylstannyppyridine (0.86 mmol, 0.345 g), PdC12(PPh3)2 (0.08 mmol, 0.055 g) and Cul (0.16
mmol, 0.03 g) in dioxane (4 ml) was heated at 120C for 18 hours, under argon atmosphere. The
solvent was evaporated and the crude mixture was extracted between 5 water and ethyl acetate. The
organic phase was evaporated and the crude residue was purified over a Si02 eluting with
dichloromethane/ methanol mixtures and affording 0.3 g (yield 98%) of the corresponding ester
derivative. ESI/M5 (m/e, %): 396[(M+1)+, 100]. 10 B. 243'-Chloro-2,
4'-bipyridin-5-ylamino)-5-methylbenzoic acid The solid residue obtained in step A was dissolved in 3 ml
of trifluoroacetic acid and stirred for 1 hour at room temperature. The solvent was evaporated and the
solid residue was triturated with an isopropyl ether/hexane mixture. The solid was filtered off affording
0.16 g (yield 62%) of the expected product. 1511-1 NMR (300 MHz, nroso-ric) 8 ppm: 9.98 (q, 311),
7.25- 7.A4 (111, 311), 7.65 - 7.72 (m, 111), 7.72 - 7.83 (m, 3H), 8.53 - 8.67 (m, 2H). ESI/MS (m/e, %):
340 1(M+1)+, 100]. Example 35 20   5-M ethy1-2-(3-methy1-2,2'-bi pyrid in -5-yla min o)benzoic acid
To a solution of Intermediate 16 (1.07 mmol, 0.403 g) in DMF (7 ml) 2- ffributylstannyl)pyridine (1.56
mmol, 0.5749) was added. Nitrogen was bubleled through and Pd(PPI13)4 (0.08 mmol, 0.091 g) was
added. It was heated in the microwave at 120C 25 for 5h. It was allowed to cool dawn to room
temperature and poured into water. It was extracted with ethyl acetate and the organic phase was
washed with water and brine. It was dried, filtered and concentrated in vacuo. The crude was purified
by column chromatography (Si02, hexane: ethyl acetate 1:1) affording 0.310 g (77% of yield) of the
expected product. 3011-1 NMR (200 MHz, DMSO-c16) 8 ppm: 1.50 (s, 9H), 2.27 (s, 3H), 2.50 (s, 311),
7.23 -7.43 (m, 311), 7.52 (d, J=1.95 Hz, 1H), 7.68 (s, 1H), 7.89 (d, J=3.51 Hz, 2H), 8.39 (d, J=2.34 Hz,
111), 8.63 (d, J=5.08 Hz, 111), 9.22 (s, 1H).  WO 2009/021696PCT/EP2008/006573 



- 97 - ESI/MS (m/e, %): 320 [(M+1)+, 1001 Example 36  5
2-(5,6-Difluoropyridin-3-ylamino)-5-methylbenzoic acid A. tert-butyl 2-(5,
6-difluoropyridin-3-ylamino)-5-methylbenzoate Obtained (0.13 g, yield 84%) following the procedure
described in Example 7 (step A) starting with Intermediate 11 (0.48 mmol, 0.1 g) and
5-chloro-2,3-difluoropyridine (0.48 mmol, 0.072 g). 10ESI/MS (m/e, %): 321[(M+1)+, 100]. B. 2-(5,
0-difluoropyridin-3-ylarnino)-5-methylbenzoic acid The solid residue obtained in step A was dissolved
in 0.78 ml of trifluoroacetic acid and stirred for 1 hour at room temperature. The solvent was
evaporated and the solid residue 15 was triturated with an isopropyl ether/hexane mixture. The solid
was filtered off affording 0.01 g (yield 15%) of the expected product. 11H NMR (200 MHz, CDC13) 5
ppm: 2.32 (s, 3 H) 6.86 - 7.15 (m, 1 H) 7.37 - 7,68 (m, 1 H) 7.88 (s, 2 H) 9.22 (s, 1 H). ESI/MS (m/e,
%): 325 [(M+1)+, 100]. 20 Example 37  25 2-(6-(3-1VIethoxyphenyppyridin-3-ylamino)benzoic acid In a
schlenck tube, a mixture of 5-bromo-243-methoxyphenyi)pyridine (Intermediate 27, 0.91 mmol, 0.23
g), ethyl 2-aminobenzoate (Intermediate 33, 0.91 mmol, 0.15 g), BINAP (0.05 mmol, 0.028 g),
Pd2(dba)3 (0.05 mmol, 0.0429) and NadBu (1.82 mmol, 0.1759) in toluene (4 ml) was heated at 110C
for 12 hours, under argon atmosphere. The solvent  WO 2009/021696PCT/EP2008/006573 - 98 - was
evaporated and the solid residue was triturated with aqueous solution of 2N HC1 and extracted with
CHCI3. The crude mixture was purified by flash chromatography over Si02 eluting with mixtures of
hexane/ethyl acetate affording 0.078 g (yield 26%) of the expected compound. 



551H NMR (300 MHz, CDCI3): 3.93 (s, 31-1), 6.84-6.90 (m, 1H), 6.97-7-01 (m, 1H), 727- 7.32 (m,
21-1), 7.40-7.45 (m, 2H), 7.51-7.57 (m, 2H), 7.71-7.77 (m, 2H), 8.09-8.12 (d, 1I-1), 8.72 (s, 1H), 9.67
(be, 1H). ESI/MS (m/e, %): 321 ((M+1)+, 100). Example 38 10  OEt
2-(6-(3-Ethoxyphenyl)pYridin-3-Yiamino)benzoic acid Obtained (0.070 g, yield 19%) following the
procedure described in Example 37 starting with Intermediate 54(1.09 mmol, 0.180 g) and
Intermediate 28(1.09 mmol, 0.303 g). 51H NMR (300 MHz, CDCI3): 1.42-1.47 (t, 3H), 4.11-4.16 (q,
2H), 6.82-6.86 (t, 1H), 156.94-6.97(d, 111), 7.25-7.30(m, 1H), 7.38-7.41 (m, 2H), 7.47-7.53 (m, 2H),
7.68-7.76 (m, 2H), 8.07-8.10 (d, 1H), 8.70 (s, 1H), 9.72 (bs, 1H). ESI/MS (m/e, %): 335 [00+10., 1001.
Example 39    20 2-(6-(3-Ethoxyphenyl)pyridin-3-ylamino)-5-fluorobenzoic acid Obtained (0.090 g,
yield 43%) following the procedure described in Example 37 starting with Intermediate 53 (0.59 mmol,
0.100 g) and Intermediate 28(0.59 mmol, 0.164 g). 



5 11-INMR (300 MHz, DM80-d6): 1.32-1.37 (t, 3H), 4.05-4.12 (q, 21-1), 6.91-6.95(m, 1H), 7.32-7.37
(m, 3H), 7.58-7.65 (m, 3H), 7.69-7.72 (m, 1H), 7.90-7.93 (d, 1H), 8.54- 258.56 (m, 1H), 9.52 (be, 1H).
ESI/MS (m/e, %): 353 [(M+1)+, 1001. Example 40  WO 2009/021696PCT/EP20081006573 - 99 -
2-(6-(3-Ethoxypheny1}-5-methylPyridln-3-ylamino)benzoic acid Obtained (0.050 g, yield 20%)
following the procedure described in Example 37 starting with Intermediate 54 (0.91 mmol, 0.165 g)
and Intermediate 29 (0.91 mmol, 0.265 g). 5811-I NMR (300 MHz, CDCI3): 1.40-1.44 (t, 3H), 2.36 (s,
3H), 4.08-4.13 (q, 2H), 6.79- 6.63 (t, 1H), 6.94-6.97 (m, 111), 7.08-7.10 (m, 211), 7.34-7.41 (m, 311),
7.64 (s, 1H), 8.00-8.03 (m, 1H), 8.55 (s, 111), 9.79 (bs, 1H). ESI/MS (m/e, %): 349 [(M+1)+, 1001.
Example 41    10 



2-(6-(3-Ethoxyphenyl)pyridin-3-ylamino)-5-mathylbenzoic acid Obtained (0.150 g, yield 51%) following
the procedure described in Example 37 starting with Intermediate 55(0,84 mmol, 0.150 g) and
Intermediate 28(0.91 mmol, 0.233 g). 511-I NMR (300 MHz, CDCI3): 1.45 (t, 311), 2.31 (s, 3H), 4.15
(q, 21-I), 6.95 (d, 1H), 7.24 15(s, 2H), 7.37 (t, 1H), 7.50 (d, 1H), 7.54 (s, 1H), 7.68 (s, 21-1), 7.88 (s,
1H), 8.65 (s, 1H). ESI/MS (m/e, %): 349 [(M+1)+, 100]. Example 42
2-(6-(3-Ethoxypheny1)-5-methylPyridin-311amino)-5-methylbenzoic acid 20 Obtained (0.036 g, yield
18%) following the procedure described in Example 37 starting with Intermediate 55(0.56 mmol, 0.100
g) and Intermediate 29(0.56 mmol, 0,163 g). 8111 NMR (300 MHz, CDCI3): 1.38-1.43 (t, 3H), 2.26 (s,
3H), 2.32 (s, 3H), 4.07-4.12 (q, 2H), 6.93-6.96 (d, 1H), 7.07-7.09 (m, 2H), 7.17-7.20 (m, 1H), 7.25-7.28
(m, 11-9, 7.33- 7.37 (t, 1H), 7.60 (s, 111), 7.81 (s, 111), 8.54 (s, 1H), 9.10 (bs, 1H). 25ESI/MS (m/e,
%): 363 [(M+1)`, 1001. Example 43  WO 2009/021696Per/EP2008/006573 - 100 -  



2-(6-(3-Ethoxy-2-fluorophenyl)pyridin-3-ylamino)benz0ic acid Obtained (0.150 g, yield 46%) following
the procedure described in Example 37 starting with Intermediate 54(0.91 mmol, 0.165 g) and
Intermediate 31 (0.91mmol, 0.269g). 58 IH NMR (300 MHz, CDCI3): 1.49 (t, 3H), 4.16 (q, 2H), 6.85 (t,
1H), 7.00 (t, 1H), 7.16 (t, 1H), 7.32-7.49 (m, 3H), 7.69 (dd, 1H), 7.76 (dd, 1H), 8.05 (d, 1H), 8.63 (d,
1H). ESI/MS (m/e, %): 353 [(M+1)., 100]. Example 44  10
2-(613-Ethoxypheny1)-4-methylPyridin-3-Ylamino)-5-methylbenzoic acid Obtained (0.158 g, yield
78%) following the procedure described in Example 37 starting with Intermediate 55 (0.56 mmol, 0.100
g) and Intermediate 30 (0.56 mmol, 0.292 g). 8 IH NMR (300 MHz, DMSO-d5): 1.32-1.37 (t, 3H), 2.22
(s, 3H), 2.26 (s, 3H), 4.07-4.12         (q, 2H), 6.86-6.94 (m, 2H), 7.20-7.23 (d, 1H), 7.32-7.38 (t, 1H),
7.61-7.65 (m, 2H), 7.72 15(s, 1H), 7.93 (s, 1H), 8.55 (s, 1H), 9.47 (bs, 1H). ESI/MS (m/e, %).
363[(M+1)+, 100]. Example 45    2-(6-(3-Ethoxypheny1)-4-methylPyridin-3-ylam1no)benz01c acid 20
Obtained (0.070 g, yield 33%) following the procedure described in Example 37 starting with
Intermediate 54 (0.61 mmol, 0.100 g) and Intermediate 30 (0.61 mmol, 0.176 g). 81H NMR (300 MHz,
CDCI3): 1.43-1.48 (t, 3H), 2.35 (s, 3H), 4.12-4.19 (q, 2H), 6.77- 6.82 (t, 11-1), 6,89-6.97 (m, 2H),
7.33-7.41 (m, 2H), 7.52 (s, 1H), 7.55-7.57 (m, 1H), 7.65 (s, 1H), 8.06-8.08 (d, 1H), 8.69 (s, 1H), 9.31
(bs, 1H). 



25ESI/MS (m/e, %): 349 [(M+1)+, 100]. Example 46  WO 2009/021696PCT/EP2008/006573 - 101 -
5-Bromo-246-(3-ethoxyphenyl)pyridin-3-ylaminojbenzoic acid Obtained (0.072 g, yield 40%) following
the procedure described in Example 37 starting with methyl 2-amino-5-bromobenzoate (0.43 mmol,
0.100 g) and Intermediate 28 (0.43 5 mmol, 0.121 g). 81H NMR (300 MHz, Me0D): 1.30-1.34 (t, 3H),
3,98-405 (q, 2H), 6.84-6.87 (m, 1H), 7.12-7.15 (d, 1H), 7.13-7.26 (t, 1H), 7.35-7.41 (m, 3H), 7.68-7.73
(m, 2)1), 8.00-8.02 (m, 1H), 8.39 (s, 1H). ESI/MS (m/e, %): 413 1(M+1)+, 100]; 415 [(M+1)+, 97.4]. 10
Example 47    5-Chloro-246-(3-ethoxyphenyppyridin-311amino)benzoic acid   Obtained (0.081 g, yield
41%) following the procedure described in Example 37 starting with methyl 2-amino-5-chlorobenzoate
(0.54 mmol, 0.10D g) and Intermediate 28 (0.54 15 mmol, 0.150g). 81H NMR (300 MHz, DMSO-d6):
1.32-1.37 (t, 3H), 4.05-4.13 (q, 2H), 6.93-6.96 (d, 1H), 7.26-7.28(d, 1)1), 7.33-7.39(t, 1H), 7.44-7.47(d,
1H), 7.59-7.61 (m, 2H), 7.74-7.77 (in, 1H), 7.85 (s, 1H), 7.93-7.96 (d, 1H), 8.57 (s, 1H), 9.71 (bs, 1H).
ESI/MS (m/e, A): 1369 (M+1)+, 100; 371(M+1)+, 321. 



20 Example 48 0 OH    2-(6-(5-Ettioxy-2-fluorophenylilwridin-3-ylamino)benzoic acid Obtained (0.040
g, yield 19%) following the procedure described in Example 37 starting with Intermediate 54(0.61
mmol, 0.1009) and Intermediate 32 (0.61 mmol, 0.179 g), 2581H NMR (300 MHz, CDCI1): 1.43 (t,
3)1), 4.10 (q, 2H), 6.82-6.90 (m, 2H), 7.07 (dd, 1H), 7.34 (s, 1H), 7.39 (dd, 1)1), 7.48 (m, 1H), 7.67 (dd,
1H), 7.78 (dd, 1H), 8.06 (d, 1H), 8,62 (s, 1H).  WO 2009/021696PCT/EP20081006573 - 102 -
ESI/MS (m/e, %): 353 [(M+1)+, 1001. Example 49
2-(6-(3-EthoxyphenyI)-5-methylpyridin-3-ylamino)-5-(trifluoromethyl)benzoic acid 5 In a schlenck tube,
a mixture of Intermediate 29 (0.66 mmol, 0.194 g), Intermediate 59 (0.66 mmol, 0.155 g), SNAP (0.07
mmol, 0.041 g), Pd2(dba)3 (0.03 mmol, 0.030 g) and Nadel., (1.66 mmol, 0.159 g) in toluene (4 ml)
was heated at 110C for 12 hours, under argon atmosphere. The solvent was evaporated and the solid
residue was triturated with aqueous solution of 2N HCI and extracted with C}-1C13. The crude mixture
was dissolved in 10 ethanol (3 ml) and 0.2 ml of aqueous 2N NaOH were added and stirred at room
temperature overnight. The solid residue was triturated with water, neutralised with aqueous solution
of 2N HCI and extracted with CHCI3. The crude mixture was purified by flash chromatography over
Si02 eluting with mixtures of hexane/ethyl acetate affording 0.061 g (yield 21%) of the expected
compound. 1561H NMR (300 MHz, DMSO-d6): 1.31-1.35 (t, 3H), 2.32 (s, 3H), 4.02-4.06 (q, 2H),
6.91-6.94 (d, 1H), 7.04-7.09 (m, 2H), 7.32-7.35 (m, 2H), 7.48-7.50 (m, 1H), 7.59 (s, 1H), 8.24 (s, 1H),
8.34 (s, 1H), 12.42 (bs, 1H). ESI/MS (m/e, %): 417 [(M+1)+, 100]. 



Example 50  Me 20 2-(6-(3-MethoXyphertyl)-5-methylpyridin-3-ylamino)-5-(trifluoromethyl)benzoic acid
Obtained (0.050 g, yield 27%) following the procedure described in Example 49 starting with
Intermediate 59(0.43 mmol, 0.1009) and Intermediate 33(0.43 mmol, 0,12 g). 6 'H NMR (300 MHz,
DMSO-d6): 2.32 (s, 3H), 3.78 (s, 3H), 6.93-6.96(d, 1H), 7.07-7.11 25(m, 2H), 7.32-7.35 (m, 2H),
7.50-7.53 (m, 1H), 7.61 (s, 1H), 8.22 (s, 1H), 8.37 (s, 1H), 12.15 (bs, 1H). ESP/MS (m/e, /0): 403
[(M+1)+, 100]. Example 51  WO 2009/021696PCT/EP2008/006573 - 103 -
2-(6-(3-MethoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid In a schlenck tube, a mixture
of Intermediate 33 (2.55 mmol, 0.71 g), Intermediate 55 (2.57 mmol, 0.46 g), BINAP (0.25 mmol, 0,158
g), Pd2(dba)3 (0.13 mmol, 0.116 g) and 5 Na01E3u (6.35 mmol, 0.6109) in toluene (20 ml) was
heated at 110C for 12 hours, under argon atmosphere. The solvent was evaporated, the solid residue
was suspended in water, the pH was taken to 6.5 and extracted with CHCI3. The crude mixture was
purified by flash chromatography over Si02 eluting with mixtures of hexane/ethyl acetate affording
0.580 g (yield 65%) of the expected compound. 10811-1NMR (300 MHz, CDCI3): 2.28 (s, 3H), 2.34 (s,
3H), 3.85 (s, 3H), 6.95 (d, 1H), 7.08 (s, 2H), 7.23 (d, 1H), 7.36 (t, 1H), 7.58 (s, 111), 7.83 (s, 111), 8.51
(s, 1H). ESUMS (m/e, %): 349 [(NW)+, 1001 



Example 52  15 2-(6-(3-MethoxyphenyI)-5-methylPyridin-3-ylamino)-6-methylbenzoic acid Obtained
(0.085 g, yield 32%) following the procedure described in Example 51 starting with Intermediate
56(0.76 mmol, 0.212 g) and Intermediate 33(0.76 mmol, 0.136 g). 81H NMR (300 MHz, CDCI3): 2.29
(s, 3H), 2.35 (s, 3H), 3.82 (s, 3H), 614-6.76 (m, 1H), 6.92-6.95 (m, 1H), 7.03-7.07 (m, 2H), 7.17-7.19
(m, 2H), 7.32-7.36 (t, 1H), 7.59 (s, 201H), 8.43 (s, 1H).    ES1/MS (m/e, %): 349[(M+1)+, 100].
Example 53  5-Fluoro-2-(6-(3-methoxyphenyI)-5-methylPyridin-3-ylamino)benzoic acid 25 Obtained
(0.043 g, yield 22%) following the procedure described in Example 51 starting with Intermediate
53(0.53 mmol, 0.148 g) and Intermediate 33(0.53 mmol, 0.090 g)  WO
2009/021696PCT/EP2008/006573 - 104 - 51H NMR (300 MHz, DM60-d6): 2.31 (s, 3H), 3.78 (S, 3H),
6.93-6.96 (m, 1H), 7.05- 7.10 (m, 2H), 7.31-7.36 (m, 3H), 7.58 (s, 1H), 7.62-7.65 (d, 1H), 8.38 (s, 1H).
ES!/MS (m/e, %): 353 [ (M+1)+, 100]. Example 54 5
2-(6-(5-Ethoxy-2-fluorophenyppyridin-3-ylamino)-5-methylbenzoic acid Obtained (0.110g. yield 37%)
following the procedure described in Example 51 starting with Intermediate 55 (0.81 mmol, 0.240 g)
and Intermediate 32 (0.82 mmol, 0.147 g). 



61H NMR (300 MHz, DMSO-d6): 1.39 (t, 3H), 2.32 (s, 3H), 4.12 (q, 2H), 7.01 (m, 1H), 107.29 (dd, 1H),
7.36 (s, 2H), 7.52 (dd, 1H), 7.80 (m, 3H), 8.64 (s, 1H). ESI/MS (m/e, %): 367 [(M+1)+, 1001. Example
55 0 OH    2-(6-(2-Fluoro-5-methoxyphenyI)-5-methylPridin-3-ylamino)-5-methylbenzoic acid 15A.Ethyl
2-(6-(2-fluoro-5-methoxyphenyI)-5-methylPyridin-3-ylamino)-5- methylbenzoate In a schlenck tube, a
mixture of Intermediate 64 (0.14 mmol, 0.050 g), 2-fluoro-5- methoxyphenylboronic acid (0.14 mmol,
0.024 g), PdC12dppf.DCM (0.01 mmol, 0.012 g) and Cs2CO3 (0.43 mmol, 0.1409) in a 4:1
dioxane/water mixture (1.5 ml) was heated at 20 110C for 12 hours, under argon atmosphere. The
solvent was evaporated and the crude mixture was purified over a SCX cartridge eluting with
MeOH:NH3 10:1 and affording 0.048 g of the corresponding ester derivative. ESI/MS (m/e, %): 395
[(M+1)+, 100]. B.2-(642-Fluoro-5-methoxypheny1)-5-methylPyridin-3-ylamino)-5- 25methylbenzoic
acid The solid residue obtained in step A was dissolved in 2 ml of ethanol and 0.150 ml of aqueous
solution 2N NaOH were added. The mixture was heated at 60C for 2 hours, the solvent was
evaporated and the solid obtained was suspended in water. The pH was taken to 6.5 and extracted
with CHCI3. The crude mixture was purified over a SCX  WO 2009/021696PCT/EP2008/006573 - 105
- cartridge eluting with Me0H/NH3 10:1 affording 0.030 g (yield 67%) of the expected product. 



'H NMR (300 MHz, CDCI3): 2.25 (s, 3H), 2.29 (s, 3H), 3.81 (s, 3H), 6.91-6.99 (m,       2H), 7.07 (t, 1H),
7.21-7.31 (m, 2H), 7.58 (s, 1H), 7.84 (s, 1H), 8.51 (s, 1H). 5ESI/MS (m/e, A): 367 [(M+1)4, 100].
Example 56 2-(6-(2-Fluorophenyl)Pyridin-3-ylamino)-5-methylbenzoic acid Obtained (0.08 g, yield
28%) following the procedure described in Example 51 starting 10 with Intermediate 55(0.85 mmol,
0.213 g) and Intermediate 34 (0.0.85 mmol, 0.140 g), 8 11A NMR (300 MHz, CDCI3): 2.25 (s, 3H),
7.27-7.35 (m, 4H), 7.40-7.44 (m, 1H), 7 70- 7,75 (m, 3H), 7.92-7.97 (m, 1H), 8.58 (s, 1H). ESI/MS
(m/e, %): 323 [(M+1)+, 100]. Example 57 0 OH 15
2-(6-(3-MethoxyphervI)-5-phenylpyridin-3-ylamino)-5-tnethylbenzoic acid     A. Ethyl
216-(3-methoxypheny1)-5-phenylpyrldin-3-ylamino)-5-methylbenzoate In a schlenck tube, a mixture of
Intermediate 10 (0.81 mmol, 0.161 g), Intermediate 7 (0.81 mmol, 0.223 g), Cs2CO3 (1.13 mmol,
0.369 g), xanthpos (0.16 mmol, 0.094 g) and 20 Pd2(dba)3(0.08 mmol, 0.074 g) in dioxane (3 ml) was
heated at 110C for 12 hours, under argon atmosphere. After filtration over celite, the solvent was
evaporated and the crude mixture was purified over Si02 eluting with hexane/ethyl acetate affording
0.1009 (yield 28%) of the corresponding ester derivative.    8 'H NMR (300 MHz, CDCI3): 1.41-1.46 (t,
3H), 2.31 (s, 3H), 3.63 (s, 3H), 4.35-4.42 (q, 252H), 6.77-6,80 (d, 1H), 6.88 (s, 1H), 6.92-6.94 (d, 1H),
7.11-7.14 (s, 1H), 7.19-7.35 (m, 7H), 7.59-7,61 (d, 1H), 7.83 (s, 1H), 7.61-7.63 (d, 1H), 9.52 (s, 1H).
ESI/MS (m/e, %): 439 [(M+1)+, 100].       B.
2-(6-(3-MethoxyphenyI)-5-Phenylpyridin-3-ylamin0)-5-methylbenz0ic acid The solid residue obtained
in step A was dissolved in ethanol (5 ml) and aqueous solution 30 2N NaOH (0.250 ml) was added.
The mixture was heated at 60C for 2 hours, the solvent  WO 2009/021696PCT/EP2008/006573 



- 106 - was evaporated and the solid obtained was suspended in water. The pH was taken to 6.5 and
extracted with Chet,. The crude mixture was purified over a SiO2eluting with DCM/Me0H 2% affording
0.060 g (yield 63%) of the expected product.    5 1H NMR (300 MHz, DMSO-d6): 2.24 (s, 3H), 3.56 (s,
3H), 6.75-6.84 (m, 2H), 7.09- 57.15 (t, 1H), 7.20-7.24 (m, 3H), 7.32-7.38 (m, 5H), 7.56 (s, 1H), 7.74 (s,
1H), 8.55 (s, 1I-1), 9.60 (bs, 1H). ESI/MS (m/e, %): 411 [(M+1), 100]. Example 58  10
5-Methy1-2-(5-methy1-6-phenylpyridin-3-ylamino)benzoic acid A.Ethyl
5-methy1-2-(5-methy1-6-PhenYlpyridin-3-ylamin0)benz0ate Obtained (1g, yield 57%) following the
procedure described in Example 57 (step A) starting with Intermediate 10 (5.03 mmol, 1 g) and
Intermediate 2 (5.05 mmol, 0.93 g). ESI/MS (m/e, %): 347 [(M+1)+, 1001
15B.5-Methy1-2-(5-methy1-6-Phenylpyridin-3-ylamino)benzoic acid Obtained (0.51 g, yield 52%)
following the procedure described in Example 57 (step B) starting with ethyl
5-methy1-2-(5-methy1-6-phenylpyridin-3-ylamino)benzoate (1g, 3.18 mmol). 11-1NMR (300 MHz,
CDCI3): 2.27 (s, 3H), 2.32 (s, 3H), 7.20 (s, 1H), 7.23 (s, 1H), 7.39- 207.56 (m, 6H), 7.82 (s, 1H), 8.50
(s, 1H).    ESI/MS (m/e, %): 319 [(M+1), 100]. Example 59 0 OH
5-Methy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3-ylamino)benzoic acid 25A.Ethyl 5-m
ethy1-2-(5-methyl-6-(3-(trifl uoromethoxy)phenyl)py rid in-3- ylam in o)benzoate 



Obtained (0.083 g, yield 38%) following the procedure described in Example 57 (step A) starting with
Intermediate 10(0.50 mmol, 0.1 g) and Intermediate 41(0.50 mmol, 0.135 g). ESI/MS (m/e, %): 431
[(M+1)+, 100].  WO 2009/021696PCT/EP2008/006573 - 107 -
B.5-Methy1-245-methyl-6-(3-(trifluoromethoxy)phenyl)pyridin-3- ylamino)benzoic acid Obtained (0.50
g, yield 64%) following the procedure described in Example 57 (step B) starting with ethyl
5-methy1-2-(5-methy1-6-(3-(trifluoromethoxy)Phenyl)pyridin-3- 5 ylamino)benzoate (0.083g, 0.19
mmol). 811-1 NMR (300 MHz, DMSO-d6): 2.30 (s, 3H), 2.39 (s, 3H), 7.34 (s, 2H), 7.44 (m, 1H), 7.57
(s, 1H), 7.63-7.65 (m, 3H), 7.80 (s, 1H), 8.46 (d, 1H).    ESUMS (m/e, %): 403 [(M+1)+, 100]. Example
60 10  2-(5-CyclopropyI-6-(3-methoxyPhenyl)Pyridin-3-ylamino)-5-methylbenzoic acid A. Ethyl
2-(6-Cyclopropy1-6-(3-methoxyphenyl)pyridin-3-ylamino)-5- methylbenzoate      Obtained (0.047 g,
yield 27%) following the procedure described in Example 57 (step A) 15 starting with Intermediate
10(0.42 mmol, 0.082 g) and Intermediate 42 (0.42 mmol, 0.100 g) 8 1H NMR (300 MHz, CDCI3):
0.68-0.73 (m, 2H), 0.93-0.98 (m, 2H), 1.42-1.46 (t, 3H), 1.99-2.07 (m, 1H), 2.31 (s, 3H), 3.88 (s, 3H),
4.35-4.42 (q, 2H), 6.93-6.96 (m, 1H), 7.08-7.10 (m, 1H), 7.20-7.27 (m, 3H), 7.35-7.40 (m, 11-1), 7.82
(s, 1H), 7.42-7.44 (m, - 201H), 9.38 (s, 1H). ESI/MS (m/e, %): 403 [(M+1), 1001. B.
2-(5-Cyclopropy1-6-(3-methoxyPhenyl)pyridin-3-ylamino)-5-methylbenzoic acid 



Obtained (0.32 g, yield 73%) following the procedure described in Example 57 (step B) 25 starting with
ethyl 2-(5-Cyclopropy1-6-(3-methoxyPhenyl)Py1idin-3-ylamin0)-5- methylbenzoate (0.047g, 0,12
mmol). 5 1H NMR (300 MHz, DMSO-d3): 0.72-0.76 (m, 2H), 0.90-0.93 (m, 2H), 1.91-1.96 (m, 1H),
2.23 (s, 3H), 3.32 (s, 3H), 6.93-6.96 (d, 1H), 7.15-7.23 (m, 4H), 7.25-7.28 (m, 1H),        7.34-7.38 (t,
1H), 7.72 (s, 1H), 8.34 (s, 1H), 945 (bs, 1H). 30ESI/MS (m/e, k): 375 [(M+1)+, 100]. Example 61  WO
2009/021696PCT/EP2008/006573
2-(642-Fluoro-5-isoproPoxyphenyl)Pyridin-3-ylamino)-5-methylbenzoic acid Obtained (0.065 g, yield
17%) following the procedure described in Example 51 starting with Intermediate 55 (1 mmol, 0.180 g)
and Intermediate 35 (1 mmol, 0.311 g). 581H NMR (300 MHz, CDCI3): 1.34-1.36 (d, 6H), 2.30 (s, 3H),
4.55-4.64 (m, 1H), 6.85- 6.90 (m, 1H), 7.04-7.10 (t, 1H), 7.22-7.30 (m, 2H), 7.44-7.47 (m, 1H),
7.71-7.75 (m, 2H), 7.88 (s, 1H), 8.71 (s, 1H), 9.62 (bs, 1H). ESI/MS (m/e, %): 381[(M+1)+, 1001.
Example 62 10 2-(6-(3-Isopropoxyphenyl)-5-methylPridin-3-ylamino)-5-methylbenzoic acid A. Ethyl
2-(6-(3-IsopropoxyPhenyl)-6-methylPyridin-3-ylamino)-5- methylbenzoate      Obtained (0.204 g, yield
67%) following the procedure described in Example 57 (step A) 15 starting with Intermediate 10 (0.76
mmol, 0.183 g) and Intermediate 43 (0.76 mmol, 0.150 9). 81H NMR (300 MHz, CDCI3): 1.34-1.36 (d,
6H), 1.41-1.45 (t, 3H), 2.30 (s, 3H), 2.35 (s, 3H), 4.34-4.41 (q, 2H), 4.57-4.65 (m, 1H), 6.89-6.92 (d,
1H), 7.06-7.09 (m, 2H), 7.21- 7.26 (m, 2H), 7.31-7.35 (t, 1H), 7.44 (s, 1H), 7.81 (s, 1H), 8.44 (s, 11-1),
9.39 (s, 1H). 20ESI/MS (m/e, %): 405 (M+1)+, 1001.     B.
2-(6-(34sopropoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid Obtained (0.140 g, yield
73%) following the procedure described in Example 57 (step B) starting with ethyl
2-(6-(3-isopropoxyphenyl)-5-methyloyridin-3-ylamino)-5-methylbenzoate (0.204g, 0.50 mmol). 



256 111 NMR (300 MHz, DMSO4): 1.26-1.28 (d, 6H), 2.24 (s, 3H), 2.30 (s, 3H), 4.60-4.68 (in, 1H),
6.89-6.93 (d, 1H), 7.01-7.06 (m, 2H), 7.23-7.34 (m, 4H), 7.56 (s, 19), 7.73 (s, 1H), 8.36 (s, 1H), 9.52
(bs, 1H). ESI/MS (m/e, %): 377 1(M+1), 100]. Example 63  WO 2009/021696PCT/EP2008/006573 -
109 -  2-(6-(3-CyclopropoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid A.Tert-butyl
2-(6-(3-cyclopropoxypheny1}-5-methylPyridin-3-ylamino)-5- methylbenzoate 5 A mixture of
Intermediate 16(0.66 mmol, 0.250 g), Intermediate 25 (0.99 mmol, 0.257 g), Pd(PPh3)4 (0.06 mmol,
0.075 g) and K2CO3 (2.32 mmol, 0.320 g) in DMF (7 ml) was heated at 130C for 2 hours in a
microwave oven. The mixture was filtered through celite and the solvent was evaporated. The crude
mixture was purified over a Si02 eluting with hexane/ethyl acetate mixtures and affording 0.110 g
(yield 92%) of the corresponding 10 ester derivative. 81H NMR (200 MHz, DMSO-d6): 0.74 - 0.79 (m,
2 H), 0.79- 0.86 (m, 2 H), 1.62 (s, 9 H), 2.30 (s, 3H), 2.35 (s, 3H), 3.57 -3.90 (m, 1H), 6.97 - 7.24 (m,
4H), 7.27 - 7.49 (m, 3H), 7.68 - 7.81 (m, 1H), 8.46 (d, J=2.34 Hz, 1H), 9.44 (s, 1H). ESI/MS (m/e, A):
431 [(WV", 92]. 15B.2-(6-(3-CyclopropoxyphenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid
The solid residue obtained in step A was dissolved in 1.5 ml of trifiuoroacetic acid and stirred for 45
minutes at room temperature. The solvent was evaporated and the solid residue was tritured with a
diethyl ether/hexane mixture. The solid was filtered off 20 affording 0.093 g (yield 74%) of the
expected product. 511-1 NMR (200 MHz, DMSO46): 0.69 (m, 2H), 0.75 -0.89 (m, H), 2.29 (s, 3H),
2.34 (s, 3H), 3.90 (m, 1H), 7.15 - 7.57 (m, 5H), 7.78 (s, 1H), 7.91 (s, 1H), 8.45 (s, 1H), 9.55 (s, 1H).
ESI/MS (m/e, %): 375 [(M+1)+, 100]. 25 Example 64 



2-(6-(2-Chloropheny1)-5-methylpyridin-3-stiamino)-5-methylbenzoic acid A.Tert-butyl
2-(6-(2-chlorophenyI)-6-methylpyridin-3-ylamino)-5- 30methylbenzoate  WO
2009/021696PCT/EP2008/006573 110 - Obtained (0.150 g, yield 95%) following the procedure
described in Example 63 (step A) starting with Intermediate 16 (0.53 .mmol, 0.2009) and
2-chlorophenylboronic acid (0.79 mmol, 0.124 g). 81H NMR (200 MHz, CDCI3):1.62 (s, 9H), 2.14 (s,
3H), 2.30(s, 3H), 6.90 - 7.59 (m, 57H), 7.74 (m, 1H), 8.45 (d, J=2.34 Hz, 11-1), 9.48 (s, 1H). ESI/MS
(m/e, %): 409 [(M+1)+, 96]. B.2-(6-(2-Chloropheny1}-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
Obtained (0.088 g, yield 51%) following the procedure described in Example 63 (step B) starting with
tert-butyl 2-(6-(2-chlorophenyI)-5-methylpyridin-3-ylamin0)-5-methylbenz03te 10 (0.150 9, 0. 37 mmol).
81H NMR (200 MHz, DMSO-d6): 2.10 (s, 3H), 2.29 (s, 3H), 7.16- 7.70 (m, 6H), 7.70 -  7.89 (m, 2H),
8.44 (m, 1H), 9.56 (s, 1H). ESI/MS (m/e, %): 353 [(M+1)+, 100]. Example 65 15  NH2
2-(6-(3-CarbamoylphenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid 



A. Ethyl 2-(6-(3-carbamoylphenyI)-5-methylpyridin-3-ylamino)-5- methylbenzoate      Obtained (0.210
g, yield 91%) following the procedure described in Example 63 (step A) 20 starting with Intermediate
10(0.60 mmol, 0.1209) and Intermediate 44(0.59 mrnol, 0.135 g) ESI/MS (m/e, %): 390 [(M+1)*, 100].
B. 2-(6-(3-CarbamoylPhenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid Obtained (0.140g. yield
64%) following the procedure described in Example 63 (step B) 25 starting with ethyl ethyl
2-(6-(3-carbamoylphenyI)-5-methylpyridin-3-ylarnino)-5- methylbenzoate (0.2359' 0.6 mmol). 81H
NMR (300 MHz, DMSO-d6): 2.30 (s, 3H), 2.37 (s, 3H), 7.26-7.33 (m, 2H), 7.45 (rn, 11-I), 7.57 (m, 1H),
7.62 (m, 1H), 7.74 (d, 11-1), 7.80 (s, 1H), 7.93 (d, 1H), 8.09 (s, 1H), 8.43 (m, 1H). 30ESI/IVIS (m/e, %):
362 [(M+1)+, 100]. Example 66  WO 2009/021696PCT/EP2008/006573
2-(6-(2-FluorO-5-methoxyPhenyI)-4-methylpyridin-3-ylamino)-5-methylbenzoic acid A. Ethyl
2-(6-(2-Fluoro-5-methoxyphenyl)A-methylpyridin-3-ylamino)-5- methylbenzoate 5 Obtained (0.150g,
yield 54%) following the procedure described in Example 57 (step A) starting with Intermediate 10
(0.76 mmol, 0.150 g) and Intermediate 46 (0.76 mmol, 0.175 9) ESI/MS (m/e, %): 395 [(M+1), 100). B.
2-(6-(2-Fluoro-5-methoxyPheny1)-4-methylPyridin-3-ylamin0)-5- 10methylbenzoic acid Obtained
(0.076g. yield 55%) following the procedure described in Example 57 (step B) starting with ethyl
2-(6-(2-fluoro-5-methoxyPhensil)-4-methylpyridin-3-ylamino)-5- methylbenzoate (0150g. 0.38 mmol).
ESI/MS (m/e, %): 367 [(M+1)+, 1001. 15 Example 67 



0 OH FF 2-(6-(3-MethoxyphenyI)-5-(trifluoromethyl)Pyridin-3-ylamino)-5-methylbenzoic acid A. Ethyl
2-(6-(3-Methoxypheny1)-5-(trifluoromethyl)Pyridin-3-ylamin0)-5- methylbenzoate 20 Obtained (0.055
g, yield 43%) following the procedure described in Example 57 (step A) starting with Intermediate 10
(0.29 mmol, 0.058 g) and Intermediate 45 (0.29 mmol, 0.078  9)     81F1 NMR (300 MHz, CDCI3):
1.42-1.46 (t, 3H), 2,34 (s, 3H), 3.85 (s, 3H), 4.36-4.43 (g,   2H), 6.97-7.00 (d, 1H), 7.06 (s, 1H),
7.08-7.11 (d, 1H), 7.27-7.38 (m, 3H), 7.86 (s, 1H), 25  7.88-7.90 (d, 1H), 8.71 (s, 1H), 9.39 (s, 1H).  



ESI/MS (m/e, %): 431 [(M+1)', 100].  B. 2-(6-(3-Methoxypheny1)-5-(trifluoromethyl)pridin-31lamin0)-5-
methylbenzoic acid  WO 20091021696PCT/EP2008/006573 -112- Obtained (0.022 g, yield 42%)
following the procedure described in Example 57 (step B) starting with ethyl
2-(6-(3-methoxyphenyl)-5-(trifluoromethyl)Pyridin-3-ylamino)-5- methylbenzoate (0.055 g, 0.13 mmol),
511-1 NMR (300 MHz, DMSO-c4): 2.25 (s, 3H), 316 (s, 3H), 6.96-7.01 (m, 3H), 7.20- 5723 (d, 1H),
7.29-7.37 (m, 2H), 7.78 (s, 1H), 7.86-7.88 (m, 1H), 8.67 (s, 1H). ESI/MS (m/e, %): 403 [(M+1)+, 100].
Example 68 2-(6-(3-(Dimethylcarbamoyl)PhenyI)-6-methylPyridin-3-ylamino)-5-methylbenzoic 10 acid
A. Ethyl 2-(6-(3-(dimethylcarbamoyDraheny1)-5-methylpyridin-3-ylamino)-5- methylbenzoate Obtained
(0.125 g, yield 40%) following the procedure described in Example 57 (step A) starting with
Intermediate 10 (0.76 mmol, 0.1509) and Intermediate 47(0.76 mmol, 0.195 15g). ESI/MS (m/e, %):
418 [(M+1)+, 100]. B. 2-(6-(3-(Dimethylcarbamoybphenyb-5-methylpyridin-3-ylamin0)-5-
methylbenzoic acid      Obtained (0.060 g, yield 50%) following the procedure described in Example 57
(step B) 20 starting with ethyl 2-(6-(3-(dimethylcarbamoyl)phenyI)-5-methylpyridin-3-ylamino)-5- 



methylbenzoate (0.125 g, 0.30 mmol). 5111 NMR (300 MHz, CDCI3): 2.28 (s, 3H), 2.32 (s, 3H), 3.04
(s, 3H), 3.14 (s, 3H), 7.20- 7.28 (m, 3H), 7.46-7.60 (m, 4H), 7.78 (m, 1H), 8.52 (m, 1H). ESI/MS (m/e,
%): 390 KM4-1)+, 100]. 25 Example 69
2-(6-(3-lsopropoxypheny1)-5-methylPyridin-3-ylamino)-3-methylbenzoic acid A.Tert-butyl
2-(6-(3-isopropoxypheny1)-5-methylpyridin-3-ylam1n0)-3- methylbenzaate  WO
2009/021696PCT/EP2008/006573 - 113 - Obtained (0.25g. yield 94) following the procedure
described in Example 57 (step A) starting with Intermediate 62 (0.62 mmol, 0.197 g) and Intermediate
43 (0.62 mmol, 0.150 81H NMR (300 MHz, CDCI3): 1.31 (d, 3 H), 1.34 (d, 3 H), 1.56 (s, 9 H), 2.12 (s,
3 H), 52.27 (s, 3 H), 4.33 - 4.71 (m, 1 H), 6.65 - 6.91 (m, 2 H), 6.98 - 7.13 (m, 3 H), 7.27 - 7.41 (m, 2
H), 7.82 (dd, J=7.81 Hz, 1 H), 8.03 (d, J=2.73 Hz, 1 H), 8.66 (s, 1 H). ESI/MS (m/e, %): 433 [(M+1)+,
90]. B. 2-(6-(3-lsopropoxypheny1)-5-methylPyridin-3-ylamino)-3-methylbenzoic acid      Obtained
(0.092 g, yield 28%) following the procedure described in Example 63 (step B) 10 starting with
tert-butyl 2-(6-(3-isopropoxyphenyl)-5-methylPyridin-3-ylamino)-3- methylbenzoate (0.259, 0.65 mmol).
511-i NMR (400 MHz, DMSO-d6): 1.28(s, 3 H), 1.29(s, 3 H), 2.18(s, 3 H), 2.28 (s, 3 H), 4.53 - 4.78 (m,
1 H), 6.93 - 7.14 (m, 3 H), 7.19 (s, 1 H), 7.32 (t, J=7.44 Hz, 1 H), 7.42 (t, J=7.44 Hz, 1 H), 7.57 (d,
J=7.04 Hz, 1 H), 7.77 (d, J=7.04 Hz, 1 H), 7.86 (s, 1 15H) 8.80 (s, 1 H). ESI/MS (m/e, %): 377 [(M+1)+,
100]. 



Example 70 3-Methy1-2-(5-methyl-6-phenylPyridin-3-ylamin0)benz0ic acid 20A.Tert-butyl
3-Methy1-2-(5-methy1-6-phenylpyridin-3-ylamino)benzoate Obtained (0.280 g, yield 90%) following
the procedure described in Example 57 (step A) starting with Intermediate 62 (0.82 mmol, 0.2609) and
Intermediate 2 (0.81 mmol, 0.150 9).    81H NMR (300 MHz, CDCI3): 1.58 (s, 9H), 2.14 (s, 3H), 2.29
(s, 3H), 6.84 (d, J=2.73 25Hz, 1H), 6.97 - 7.15 (m, J=7.61, 7.61 Hz, 1H), 7.28 - 7.58 (m, 6H), 7.86 (m,
1H), 8.06 (d, J=2.73 Hz, 1H), 8.68 (s, 1H). ESI/MS (m/e, %): 375 [(M+1), 90].
B.3-Methy1-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoic acid    Obtained (0.120 g, yield 42%)
following the procedure described in Example 63 (step E3) 30 starting with tert-butyl
3-Methy1-2-(5-methy1-6-phenylPyridin-3-ylamino)ben70ate (0.25 g, 0.67 mmol).  WO
2009/021696PCT/EP2008/006573 - 114 - 81H NMR (400 MHz, DMSO-d5): 2.19 (s, 3H), 2.27 (s, 3H),
7.18 (s, 1H), 7.31 (t, J=7.63 Hz, 1H), 7.47 - 7.61 (m, 6H), 7.77 (d, J=6.65 Hz, 1H), 7.89 (d, J=2.74 Hz,
1H), 8.79 (s, 1H). 5 Example 71  2-(642-Chlorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid         A.
Tert-butyl 2-(6(2-chlorophenyl)pyridin-3-ylamino)-5-methylbenzoate 10 Obtained (0.043 g, yield 43%)
following the procedure described in Example 63 (step A) starting with Intermediate 15(0.25 mmol,
0.090 g) and 2-chlorophenylboronic acid (0.37 mmol, 0.058 g).    81F1 NMR (300 MHz, CDCI3): 1.62
(s, 9H), 2.31 (s, 3H), 7.18-7.21 (m, 1H), 729-7.36 (m, 3H), 7.46-7.49 (m, 1H), 7.61-7.65 (m, 3H), 7.74
(s, 1H), 8.62 (s, 1H), 9.54 (s, 1H). 15ESI/MS (m/e, %): 395 [(M-1-1)+, 100].         B.
2-(6-(2-Chlorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid 



Obtained (0.020 g, yield 54%) following the procedure described in Example 63 (step B) starting with
tert-butyl 2-(6-(2-chloropheny9pyridin-3-ylamino)-5-methylbenzoate (0.042 g, 20 0. 11 mmol).
81FINMR (300 MHz, DMSO-d6): 2.27 (s, 3H), 7.30-7.32 (m, 2H), 7.42-7.46 (m, 2H), 7.56-7.64 (m,
3H), 7.73-7.75 (m, 1H), 7.77 (s, 1H), 8.56-8.58 (d, 1H), 9.58 (bs, 1H). ESUMS (m/e, %): 339 [(M+1),
1001. 25 Example 72  3-Fluoro-2-(6-(3-methoxyPheny1)-5-methylpyridin-3-ylaminoThenzoic acid  WO
2009/021696PCT/EP2008/006573 - 115 - A.Tert-butyl
3-fluoro-2-(6-(3-methoxyphenyI)-5-methylPyridin-3-ylamino) ben- zoate   Obtained (0.310g. yield 80%)
following the procedure described in Example 57 (step A) starting with Intermediate 63 (0.91 mmol,
0.250 g) and Intermediate 48(0.91 mmol, 0.195 5g). 81H NMR (300 MHz, CDC13): 1.60 (s, 9H), 2.33
(s, 31-1), 3.85 (s, 3H), 6.90-7.38 (m, 7H), 7,78 (d, J=7.81 Hz, 1H), 8.06 - 8.45 (m, 1H), 9.05 (s, 1 H).
ESI/MS (m/e, %): 409 [(M+1), 97].
10B.3-Fluoro-2-(6-(3-methozypherwl)-5-methylpyridin-3-ylamino)benzoic acid Obtained (0.258 g, yield
74%) following the procedure described in Example 63 (step B) starting with terf-butyl
3-fluoro-2-(6-(3-methoxypherwl)-5-methylPyridin-3-ylamino) benzoate (0.300g. 0.73 mmol).        81H
NMR (200 MHz, DMSO-d6): 2.31 (s, 3H), 3.81 (s, 3H), 6.93 - 7.69 (m, 7H,) 7.81 (d, 15J=7.81 Hz, 1H),
8.20(s, 1H), 9.08 (s, 1H). ESI/MS (m/e, %): 353 [(M+1), 1001. Example 73  20
5-Cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3-ylamino)benzoic acid A.Ethyl
5-cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3- ylamino)benzoate 



25 Obtained (0.300 g, yield 99%) following the procedure described in Example 57 (step A) starting
with Intermediate 9(0.67 mmol, 0.1509) and Intermediate 41(0.67 mmol, 0.179 g) ESI/MS (m/e, %):
457 [(M+1)+, 100]. 30B.5-Cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3-
ylamino)benzoic acid  WO 2009/021696PCT/EP2008/006573 - 116 - Obtained (0.300 g, yield 68%)
following the procedure described in Example 57 (step B) starting with ethyl
5-cyclopropyl-2-(5-methyl-6-(3-(trifluoromethoxy)Phenyl)Pyridin-3- ylamino)benzoate (0.125 g, 0.30
mmol).    8111 NMR (300 MHz, CDCI3): 0.63 (qd, 2H), 0.90 (qd, 2H), 1.84 (m, 11.I), 2.30 (s, 3H),
57.12 (dd, 1H), 7.24(m, 2H), 7.39(m, 1H), 7.44-7.50 (m, 3H), 7.76 (m, 1H), 8.46(m, 1H). ESI/MS (m/e,
%): 429 [(M+1)+, 1001. Example 74 10
5-Cyclopropy1-2-(5-methy1-6-phenylpyridln-3-ylamino)benzoic acid A. Ethyl
5-cyclopropy1-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoate Obtained (0.245g. yield 99%) following
the procedure described in Example 57 (step A) 15 starting with Intermediate 9(0.67 mmol, 0.150 g)
and Intermediate 2(0.67 mmol, 0.123 g). ESI/MS (m/e, %): 373 [(M+1)+, 1001. B.
5-Cyclopropy1-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoic acid      Obtained (0.070 g, yield 29%)
following the procedure described in Example 57 (step B) 20 starting with ethyl
5-cyclopropy1-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoate (0.245 g, 



0.67 mmol). 51H NMR (300 MHz, CDCI3): 0.63(q, 2H), 0.90(q, 2H), 1.84(m, 1H), 2.33(s, 3H), 7.12 (d,
1)-1), 7.24 (s, 1H), 7.38-7.58 (m, 6H), 7.73 (s, 1H), 8.51 (s, 1H). ESI/MS (m/e, %): 345 f(M+1)+, 100].
25 Example 75  5-Methy1-245-methyl-6-(2-(trifluoromethyl)Phenyl)Pridin-3-ylamino)benzoic acid  WO
2009/021696PCT/EP2008/006573 - 117 A.Tert-butyl 5-methy1-2-(5-methyl-6 -(2-(trifl uo romethyl)phe
nyl)pyrid in-3- ylamino)benzoate Obtained (0.032 g, yield 14%) following the procedure described in
Example 63 (step A) starting with Intermediate 16(0.53 mmol, 0.2009) and 2-(trifluoromethyl)-phenyl
boronic 5 acid (0.53 mmol, 0.151 g).
5-Methy1-2-(5-methy1-6-(2-(trifluoromethyl)Phenyl}pyridin-3-ylamino)benzoic acid     Obtained (0.016
g, yield 55%) following the procedure described in Example 63 (step B) 10
startingwithtert-butyl5-methy1-2-(5-methy1-6_(2-(trifluoromethyl)phenyl)pyridin-3- ylamino)benzoate
(0.032 g, 0.072 mmol). 81h1 NMR (200 MHz, DMSO-c16): 2.01 (s, 3H), 2.28 (s, 3H), 7.28 - 7.37 (m,
1H), 7.46 (d, J=6.25 Hz, 1H), 7.59 - 8.02 (m, 5 H), 8.37 (d, J=1.95 Hz, 1 H), 9.54 (s, 1 H).
ES1/MS (m/e, %): 387 VM+1)+, 96]. 15 Example 78   



2-(6-(3-ChlorophenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid A.Tert-butyl
2-(6-(3-chlorophenyI)-5-methy1pyridin-3-ylamino)-5- 20methylbenzoate Obtained (0.165g. yield 76%)
following the procedure described in Example 63 (step A) starting with Intermediate 16(0.53 mmol,
0.2009) and 3-chlorophenylboronic acid (0.53 mmol, 0,124 g).
25B.2-(6-(3-Chloropheny1)-5-methylPyridin-3-ylarnino)-5-methylbenzoic acid Obtained (0.118 g, yield
83%) following the procedure described in Example 63 (step B) starting with tert-butyl
2-(6-(3-chloropheny1)-5-methylPyridin-311amino)-5-methylbenzoate (0.165g. 0.40 mmol). 81H NMR
(200 MHz, DMSO-d6): 2.28 (s, 3H), 2.34 (s, 3H), 7.23 - 7.42 (m, 1H), 7.43 - 307.83 (m, 7H), 8.43 (d,
J=2.73 Hz, 1H), 9.53 (s, 1 H). ESI/MS (rri/e, %): 353 [(M+1)e, 94]. Example 77  WO
2009/021696PCT/EP2008/006573 -118-
2-(6-(2-Fluoropheny1)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid A.Tert-butyl
2-(6-(24luorophenyI)-5-methylPyridin-3-ylam1n0)-5- 5methylbenzoate Obtained (0.310 g, yield 74%)
following the procedure described in Example 63 (step A) staffing with Intermediate 16 (1.06 mmol,
0.400 g) and 2-fluorophenylboronic acid (1.60 mmol, 0.224 g). 



10B.2-(6-(2-FluorophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid Obtained (0.262 g, yield
74%) following the procedure described in Example 63 (step B) starting with tert-butyl
2-(6-(2-fluorophenyI)-5-methylPyridin-34amino)-5-methylbenzoate (0.310g. 0.79 mmol).        6 1H
NMR (200 MHz, DMSO-d5): 2.18 (s, 3H), 2.28 (s, 3H), 7.14 - 7.65 (m, 6H), 7.68 - 157.92 (m, 2H), 8.45
(d, J=2.34 Hz, 1H), 9.55(s, 1 H). ESI/MS (m/e, %): 337 [(M+1), 961. Example 78  20
5-Methy1-2-(5-methy1-6-(quinolin-5-y1)pyridin-3-ylamino)benzoic acid    A. Tert-butyl
5-methy1-2-(5-methy1-6-(quinolin-5-y1)pyridin-3-ylamino)benzoate Obtained (0.683 g, yield 94%)
following the procedure described in Example 63 (step A) staffing with Intermediate 16 (1.46 mmol,
0.550 g) and quinolin-5-ylboronic acid (2.19 25 mmol, 0.378 g).    B.
5-Methy1-2-(5-methyl-6-(quinolin-5-y1)pridin-3-ylamino)benzoic acid Obtained (0.562 g, yield 85%)
following the procedure described in Example 63 (step B) starting with tert-butyl
5-methy1-2-(5-methyl-6-(quinolin-5-y1)Pyridin-3-ylamino)benzoate 30 (0.583g. 1.37 mmol).  WO
2009/021696PCT/EP2008/006573 - 119 - Example 79
2-(31-Fluoro-3-methy1-2,4'-birmidin-5-ylamino)-5-methylbenzoic acid 5     A. Tert-butyl
2-(3'-fluoro-3-methy1-2,4'-bipyrldin-5-ylamino)-5-methylbenzoate In a schlenck tube, a mixture of
Intermediate 16(1.46 mmol, 0.550 g), 3-fluoro-4- (tributylstannyl)pyridine (1.46 mmol, 0.564 g),
PdC12dppf.DCM (0.15 mmol, 0.1209) and Cul (0.42 mmol, 0.080 g) in DMF (10 ml) was heated at
120C for 4.5. The mixture was 10 filtered through celite and the solvent was evaporated. The crude
mixture was extracted between ethyl acetate and water. The organic phase was evaporated and the
crude residue was purified over a Si02 eluting with hexane/ethyl acetate mixtures and affording 0.360
g (yield 62%) of the corresponding ester derivative. ESI/MS (m/e, %): 394 [(M+1), 100]. 



15     B. 2-W-Fluoro-3-methyl-2,4s-biPyridin-5-ylamino)-5-methylbenzoic acid Obtained (0.291 g, yield
72%) following the procedure described in Example 63 (step B) starting with tert-butyl
2-(31-fluoro-3-Methy1-2,4'-biPyridin-5-ylamino)-5-methylbenzoate (0.351 g, 0.89 mmol). 205IH NMR
(300 MHz, DMSO-d5): 2.29 (s, 3H), 7.32-7.40 (m, 2H), 7.75-7.79 (m, 2H), 7.89 (d, 1H), 8.01 (dd, 1H),
8.52 (d, 1H), 8.65-8.67 (m, 2H). ESI/MS (m/e, %): 322 [(M+1)+, 1001. Example 80 IDOH )
5-Methy1-2-(5-methy1-6-(Pyrazin-2-y1)pyridin-3-ylamino)benzoic acid  WO
2009/021696PCT/EP2008/006573 - 120 - Obtained (0.100g. yield 50%) following the procedure
described in Example 79 (step A) starting with Intermediate 16 (0,53 mmol, 0.200 g) and
2-(t,1butylstannyOpyrazine (0.53 mmol, 0196 g).
5B.5-Methy1-2-(5-methy1-6-(pyrazin-211)Pyridin-3-ylamino)benzoic acid Obtained (0.048 g, yield
56%) following the procedure described in Example 63 (step B) starting with tert-butyl
5-methy1-2-(5-methyl-6-(Pyrazin-2-y1)Pyridin-3-ylam1n0)benz0ate (0.100g. 0.25 mmol).    811-1NMR
(300 MHz, DMSO-d6): 2.20 (s, 31.1), 2.28 (s, 3H), 7.20 - 7.40 (m, 2H), 7.54 10(dd, J=6.44, 4.88 Hz,
1H), 7.66(d, J=1.95 Hz, 1H), 7.77 (s, 1H), 8.44(d, J=3.12 Hz, 1H), 8.55 (d, J=4.68 Hz, 1H), 8.70 (d,
J=1.95 Hz, 1H), 9.54(s. 1 H). ESI/MS (m/e, %): 338 [(M+1)+, 98]. Example 81 A. OH 15FF 



5-Cyclopropy1-2-(6-pherwl-5-(trifluommethyhpyridin-3-ylamino)benzoic acid A. Ethyl
5-cyclopropy1-2-(6-pheny1-5-(trifluoromethyhpyridin-3- ylamino)benzoate 20 Obtained (0.043 g, yield
28%) following the procedure described in Example 57 (step A) starting with Intermediate 9 (0.36
mmol, 0.080 g) and Intermediate 1(0.43 mmol, 0.084 g). ESI/MS (m/e, %): 427 ((M+1)+, 100].      B.
5-Cyclopropy1-216-Phenyl-5-(trifluoromethyl)Pyridin-3-ylaminojbenzoic acid 25 Obtained (0.028 g,
yield 70%) following the procedure described in Example 57 (step B) starting with ethyl
5-cyclopropy1-2-(6-pheny1-5-(trifluoromethyl)pyridin-3-ylamino)benzoate (0.043g. 0.10 mmol). ESI/MS
(m/e, %): 399 [on-Fly, 1001. 30 Example 82  WO 2009/021696PCT/EP2008/006573 121 - OH FF
5-Cyclopropy1-2-(8-(3-methoxypheny1)-5-(trifluoromethyl)pyridin-3-ylamino)benzoic acid 5A.Ethyl
5-cyclopropy1-2-(6-(3-methoxypheny1)-5-(trifluoromethyBpyridin-3- ylamino)benzoate Obtained (0.518
g, yield 55%) following the procedure described in Example 57 (step A) starting with Intermediate 9
(1.1 mmol, 0.2509) and Intermediate 45 (1.12 mmol, 0.300 g). ESI/MS (m/e, %): 457 [(M+1)+, 100]. 10
B.5-Cyclopropy1-2-(6-(3-methoxyPheny1)-5-(trifluoromethyl)pyridin-3- ylamine)hadynin Acid Obtained
(0.070 g, yield 27%) following the procedure described in Example 57 (step B) starting with ethyl
5-cyclopropy1-2-(6-(3-methoxyPheny1)-5-(trifluoromethyl)pyridin-3- 15 ylamino)benzoate (0.518 g,
0.61 mmol). 8NMR (300 MHz, CDCI3): 0.65 (q, 2H), 0.94 (q, 2H), 1.86 (m, 1H), 3.84 (s, 3H), 



6.98-7.09 (m, 3H), 7.20 (m, 1H), 7.28 (m, 1H), 7.36 (t, 11-1), 718 (m, 1H), 7.93 (m, 1H), 813 (m, 1H).
ESI/MS (m/e, %): 429 ((M+1)., 100]. 20 Example 83
5-Chloro-2-(6-(2-fluoroPherwl)pyridin-3-ylamino)benzoic acid In a schlenck tube, a mixture of
Intermediate 65 (0.92 mmol, 0.300 g), 2-fluorophenyl 25 boronic acid (1,10 mmol, 0.154 g), Pd(PPh3)4
(0.06 mmol, 0.064 g) and K2CO3 (2.56 mmol, 0.354 g) in a toluene/methanol mixture (12.5 ml, 4:1)
was heated at 80C for 14 hours, under nitrogen atmosphere. The mixture was diluted with water and
extracted with ethyl acetate. The organic phase was evaporated. The crude mixture was purified over
by  WO 20091021696PCT/EP2008/006573 - 122 - reverse phase using a water/acetonitril/methanol
solvent gradient affording 0.1579 (yield 49%) of the expected product. NMR (400 MHz, DMSO-d6): 7.4
(m, 5H), 7.9 (m, 4H), 8.7 (s, 1H), 9.7 (s, 1H), 13.6 (s, IN). 5ESUMS (m/e, %): 343 [(M+1)1, 1001, 345
arvi+i)+, 351 Example 84  5-Chloro-2-(6-(2-chlorophenyl)pyridin-3-ylamino)benzoic acid 10 Obtained
(0.083g. yield 29%) following the procedure described in Example 83 starting with Intermediate 65
(0.76 mmol, 0.2509) and 2-chlorophenyl boronic (0.91 mmol, 0.143 



9)- ,1F1 NMR (400 MHz, DMSO-d6): 7.3 (d, J=9.0 Hz, 1 H), 7.5 (m, 3 H), 7.6 (m, 2 H), 7.7 (d,
J=8.2 Hz, 1 H), 7.8 (dd, J=8.4, 2.5 Hz, 1 H), 7.9 (d, J=2.7 Hz, 1 H), 8.6 (d, J=2.3 Hz, 1 15H), 9.7 (s, 1
H), 13.6 (s, 1 H). ESI/MS (m/e, %): 359 [(M+1)+, 100], 361 [(M-1-1)+, 60], 363 [(M+1)+, 151 Example
85  20 5-Chloro-2-(6-(quinolin-511)Pyridin-3-ylamino)benzoic acid Obtained (0.160 g, yield 53%)
following the procedure described in Example 83 starting with Intermediate 65 (0.76 mmol, 0.250 g)
and quinolin-5-ylboronic acid (0.91 mmol, 0.158 9). 1H NMR (400 MHz, DMSO-d6): 7.4 (m, 2H), 7.6
(dd, J=8.6, 3.9 Hz, 111), 7.7 (d, J=8.2 25Hz, 1H), 7.8 (d, J=7.0 Hz, 1H), 7.8 (m, 2H), 7.9 (d, J=2.3 Hz,
1H), 8.1 (d, J=8.6 Hz, 111, 8.6 (d, J=2.3 Hz, 1H), 8.7 (d, J=8.6 Hz, 1H), 8.9 (m, 1H). ESI/MS (m/e, %):
376 [(Mil)+, 100], 378 [(M+1), 35] Example 86  WO 2009/021696PCT/EP2008/006573 - 123 -
2-(6-(2-Chlorophenyppyridin-3-ylamino)-5-cyclopropylbenzoic acid A.Ethyl
2-(6-(2-chlorophenyl)pyridin-3-ylamino)-5-cyclopropylbenzoate 5 Obtained (0.141 g, yield 62%)
following the procedure described in Example 57 (step A) staffing with Intermediate 9 (0.58 mmol,
0.130 g) and Intermediate 49 (0.58 mmol, 0 118 9) 



ESI/MS (rule, %): 393 [(M+1)+, 1001. 10B.
2-(6-(2-Chlorophenyl)pyridin-3-ylamino)-5-cyclopropylbenzoic acid Obtained (0.051 g, yield 39%)
following the procedure described in Example 57 (step B) starting with ethyl
2-(6-(2-chlorophenyl)pyridin-3-ylamino)-5-cycloPropylbenzoate (0.141 g, 0.36 mmol). ESI/MS (m/e,
%): 365 [(M-1-1)+, 1001. 15 Example 87
5-Chloro-2-(6-(2-(trifluoromethyflphenyupyridin-3-ylamino)benzoic acid Obtained (0.064 g, yield 21%)
following the procedure described in Example 83 starting 20 with Intermediate 65 (0,76 mmol, 0.250 g)
and 2-(trifluoromethyl)phenylboronic acid (0.83 mmol, 0.158 g). The mixture was diluted with water
and extracted with ethyl acetate. The organic phase was evaporated and the solid obtained was
washed with diethyl ether and methanol. 1H NMR (400 MHz, DMSO-de) 7.3 (m, 3H), 7.7 (m, 5H), 8.0
(s, 11-), 8.5 (s, 1H), 12.1 25(s, thy ESI/MS (m/e, %): 393 [(M+1)+, 10011 395 [(M+1)', 35]. Example 88
WO 2009/021696PCT/EP2008/006573 - 124 -
5-Fluoro-2-(6-(2-(trifluoromethyl)phenyl)eyridin-311amino)benzoic acid In a schlenck tube, a mixture of
Intermediate 52(0.91 mmol, 0.200 g), 2-bromo-5- 



fluorobenzoic acid (0.94 mmol, 0.225 g), Cu (0.16 mmol, 0,010 g), Cu20 (0.06 mmol, 5 0,009 g),
K2003 (1.01 mmol, 0.140 g) in diethoxyethane (1.5 ml) was heated at 130C for 14 hours, under
nitrogen atmosphere. The crude mixture was diluted with water and ethyl acetate and filtered through
celite. The organic phase was evaporated and the solid residue was purified by reverse phase using a
water/acetonitril/methanol solvent gradient affording 0.092 g (yield 27%) of the expected product. 10,
'H NMR (400 MHz, DMSO-d6): 7.4 (in, 2H), 7.4 (d, J=8.2 Hz, 1H), 7.6 (d, J=7.8 Hz, 1H), 7.7 (in, 2H),
7.8 (m, 2H), 7.9 (d, J=7.4 Hz, 1H), 8.5 (d, J=2.3 Hz, 1H), 9,6 (s, 1H). ESI/MS (m/e, %): 377 [(M+1)+,
1001. Example 89 HO 0 D1/4I r IN 15 2-(3'-Fluoro-2,4'-bipyridin-5-ylamino)-5-methylbenzoic acid
Obtained (0.082 g, yield 46%) following the procedure described in Example 51 starting with
Intermediate 55(0.56 mmol, 0.100 g) and Intermediate 37 (0,55 mmol, 0.253 g).         8 1H NMR (300
MHz, DMSO-c16): 2.27 (s, 3H), 7.30-7.38 (m, 2H), 7.74-7.77 (m, 2H), 20786-7.89 (d, 1H), 7.97-8.01
(m, 1H), 8.49-8.51 (d, 1H), 8.63-8.66 (m, 2H), 9.63 (bs, 11-1). ESI/MS (m/e, %): 324 [(M+1)+, 100].
Example 90 25   2-(2-(2-Fluorophenyl)Pyrimidin-6-ylamino)-5-methylbenzoic acid  WO
2009/021696PCT/EP2008/006573 



- 125 -     A. Tert-butyl 2-(2-(2-fluorophenyflpyrimidin-5-ylamino)-5-methylbenzoate Obtained (0.1389'
yield 21%) following the procedure described in Example 57 (step A) starting with Intermediate 11(1.41
mmol, 0.2939) and Intermediate 39 (1.42 mmol, (1466 5g). ESI/MS (m/e, %): 380 [(WV-, 100].     B.
2-(2-(2-Fluorophenyflpyrimidin-5-ylamino)-5-methylbenzoic acid Obtained (0.060 g, yield 63%)
following the procedure described in Example 63 (step B) 10 starting with tert-butyl
2-(2-(2-fluorophenyl)pyrimidin-5-ylamino)-5-methylbenzoate (0.138 g, 0.29 mmol). 1H NMR (400 MHz,
DMSO-d6): 7.3 (m, 4H), 7.5 (m, 1H), 7.8 (s, 1H), 8.0 (m, 1H), 8.8 (s, 2H), 9.7 (s, 1H). ESI/MS (m/e, %):
324 [(M+1)+, 1003. 15 Example 91  2-(6-(2,6-Difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid
20A.Ethyl 2-(6-(2,6-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoate Obtained (0.133 g, yield 48%)
following the procedure described in Example 57 (step A) starting with Intermediate 51(0.76 mmol,
0.1569) and Intermediate 10 (0.76 mmol, 0.150 g)    5'H NMR (300 MHz, CDC's): 1.41-1.46 (t, 31-1),
2.32 (s, 3H), 4.35-4.42 (g, 2H), 6,98257.03(m, 2H), 7.21-7.27 (m, 1H), 7.30-7.34 (m, 2H), 7.41-7.44 (d,
1H), 7.63-7.67 (dd, 1H), 7.83 (s, 1H), 8.64-8.66 (d, 1H), 9.50 (s, 1H). ESI/MS (m/e, %): 369 [(M+1)+,
100]. B.246-(2,6-Difluorophenyflpyridin-3-ylamino)-5-methylbenzoic acid 30 Obtained (0.080 g, yield
65%) following the procedure described in Example 57 (step B) starting with ethyl
2-(6-(2,6-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoate (0.133 g, 0.36 mmol).  WO
2009/021696PCT/EP2008/006573 



- 126 - 81)-1NMR (300 MHz, DMSO-de): 2.25 (s, 3H), 7.14-7.32 (m, 4H), 7.44-7.54 (m, 2H), 7.71-7.72
(d, 1H), 7.75-7.77 (m, 1H), 8,54-8.55 (d, 1H). ES1/MS (m/e, %): 341 [(M+1)4, 1001 5 Example 92
2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-cycloproPylbenzoic acid A.Methyl
2-(2-(2-chlorophenyOpyrimidin-5-ylamino)-5-cyclopropylbenzoate 10 Obtained (0.210 g, yield 72%)
following the procedure described in Example 57 (step A) starting with Intermediate 23 (0.76 mmol,
0.2029) and Intermediate 57 (0.75 mmol, 0.165 g) ESI/MS (m/e, %): 380 [(M+1)+, 100), 382 [(M+1),
351 15B.2-(2-(2-Chlorophenyhpyrimidin-5-ylamino)-5-cycloproPylbenzoic acid Obtained (0.170 g, yield
81%) following the procedure described in Example 57 (step B) starting with methyl
2-(2-(2-chlorophenyl)pyrimidin-5-ylamino)-5-cycloProPylbenzoate (0.210 g, 0.55 rnmoI).    8 'H NMR
(300 MHz, DMSO-d5): 1.2 (m, 2H), 1.5 (m, 2H), 2.5 (m, 1H), 7.8 (dd, J=8.6, 2023 Hz, 11-1), 7.9 (d,
J=8.6 Hz, 1H), 8.0 (m, 2 H), 8.1 (m, 1H), 82 (d, J=2.3 Hz, 1H), 8.3 (m, 1H), 9.4 (s, 2H), 10.0 (s, 1H),
13.8 (s, 1H). ESI/MS (m/e, %): 366 [(M+1)+, 100), 368 [(M+1) , 351. Example 93 25
2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-methylbenzoic acid A.tert-butyl
2-(2-(2-chlorophenyppyrimidin-5-ylamino)-5-methylbenzoate 



WO 2009/021696PCT/EP2008/006573 - 127 - Obtained (0.203 g, yield 69%) following the procedure
described in Example 57 (step A) starting with Intermediate 23(0.74 mmol, 0.200 g) and Intermediate
11(0.75 mmol, 0.165 g). ESI/MS (m/e, %):396 [(M+1), 100], 398 [(M+1)+, 35]. 5
B.2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-methylbenzoic acid Obtained (0.170g. yield 97%)
following the procedure described in Example 63 (step B) starting with tert-butyl
2-(2-(2-chlorophenyl)pyrimidin-5-ylamino)-5-methYlbenzoate (0.203 g, 0.51 mmol). 1051H NMR (300
MHz, DMSO-d5): 2.3 (s, 3H), 7.3 (d, J=3.9 Hz, 2H), 7.5 (m, 2H), 7.6 (m, 1H), 7.7 (m, 1H), 7.8 (s, 1H),
8.8 (s, 2H), 9.5 (s, 1H), 13.3 (s, 1H). ESI/MS (m/e, %):340 [(M+1)+, 10011 342 [(Mil)+, 35). Example
94 15  5-Methy1-2-(5-methy1-6-(3-(Pyrrolidine-1-carbonyl)Phenyl)Pyridin-3-ylamino)benzoic acid
Obtained (0.050 g, yield 39%) following the procedure described in Example 83 starting with
Intermediate 67 (0.31 mmol, 0.100 g) and 3-(pyrrolidine-1-carbonyl)Phenylboronic 20 acid (0.37 mmol,
0.082 g). 51H NMR (300 MHz, DMSO-d5): 0.59 (m, 2H), 0.69 (in, 2H), 2.25 (s, 3H), 2.31 (s, 3H). 2.87
(m, 1H), 7.27 (s, 1H), 7.51 (td, 1H), 7.59 (s, 1H), 7.67 (d, 1H)1 7.75 (s, 1H), 7.83 (d, 1H), 7.98 (s, 1H),
8.39 (s, 1H), 8.49 (s, 1H). ESI/MS (m/e, %): 402 [(M4-1)+, 100]. 25 



Example 95   WO 2009/021696PCT/EP2008/006573 - 128 - Obtained (0.055 g, yield 44%) following
the procedure described in Example 83 starting with Intermediate 67 (0.31 mmol, 0.100 g) and
3-(cyclopropylcarbamoyl)phenylboronic acid (0.38 mmol, 0.077 g).     511-1 NMR (300 MHz,
DMSO-d6): 1.84 (m, 411), 2.25 (s, 311), 2.34 (s, 3H), 3.39-3.48 (m, 5411), 7.27 (s, 2H), 7.51 (m, 2H),
7.58 (s, 1H), 7.64 (m, 2H), 7.75 (s, 111), 7.83 (d, 111), 7.98 (s, 111), 8.39 (s, 1H). ESI/MS (m/e, %):
416 [(M+1)+, 1001. Example 96 10   5-Cyclopropy1-2-(2-(2-fluoriaphenyl)Pyrimidin-5-ylamino)benzoic
acid Obtained (6.140 9, yield 39%) following the procedure described in Example 88 starting with
Intermediate 39(1.01 mmol, 0.255 g) and Intermediate 8(1.47 mmol, 0.261 g). 111 NMR (400 MHz,
DMSO-c16): 0.6 (d, J=5.1 Hz, 2H), 0.9 (d, J=8.2 Hz, 211), 1.9 (m, 151H), 7.2 (d, J=8.6 Hz, 1H), 7.3 (m,
3H), 7.5 (m, 111), 7.7 (s, 1H), 8.0 (t, J=7.8 Hz, 114), 8.8 (s, 211), 9.5 (s, 1H) 13.2 (s, 111). ESI/MS
(m/e, %): 350 [(M+1)", 100]. Example 97 20 



5-cyclopropy1-2-(2-(2-(trifluoromethyl)phenyl)Pyrimidin-5-sdaminolbenzoic acid A. Methyl
5-cyclopropy1-2-(2-(2-(trifluoromethyl)PhenyhPyrimidin-5- ylamincijbenzoate 25 Obtained (0.290 g,
34% yield) following the procedure described in Example 22 (step A) starting with Intermediate 17(1.69
mmol, 0.6609) and 3-(trifluoromethyl)phenylboronic acid (2.89 mmol, 0.550 g). ESI/MS (m/e, %) 414
[(M+1)+, 100]  WO 2009/021696PCT/EP2008/006573 - 129 - B.
5-cyclopropy1-2-(2-(2-(trifluoromethyl)Phenyl)Pyrimidin-5-ylamino)benzoic acid Obtained (0.167g.
yield 63%) following the procedure described in example 22 (step B) starting from methyl
5-cyclopropy1-2-(2-(2-(trifluoromethyl)Phenyl)Pyrimidin-5- ylarnino)benzoate (0.290 g, 0.64 mmol).
51H NMR (200 MHz, DMSO-d5) 5 ppm 0.6 (m, 2 H) 0.9 (m, 2 H) 1.9 (m, 1 H) 7.3 (m, 2 H) 7.8 (m, 5 H)
8.8 (s, 2 H) 9.5 (s, 1 H) ESI/MS (m/e, %): 400 [(M+1)+, 1001 Example 98 10
5-Cyclopropy1-242-o-tolylpyrimidin-5-ylamino)benzoic acid A. Methyl
5-cyclopropy1-2-(2-o-tolylpyrimidin-5-ylamino)benzoate      Obtained (34% yield) following the
procedure described in Example 22 (step A) starting 15 with Intermediate 17 and o-tolylboronic acid.
ESI/MS (m/e, %): 360 [(M+1)+, 1001 B. 5-Cyclopropy1-2-(2-o-tolylPyrimidin-5-ylamino)benzoic acid 



Obtained (77% yield) following the procedure described in example 22 (step 6) starting 20 from methyl
5-cyclopropy1-2-(2-o-tolylpyrimidin-5-ylamino)benzaate. 1H NMR (200 MHz, DMSO-c15) 5 ppm 0.6
(m, 2 H) 0.9 (m, 2 H) 1.9 (s, 1 H) 2.5 (s, 3 H) 7.2 (m, 5 H) 7.7 (d, J=2.0 Hz, 1 H) 7.8 (m, 1 H) 8.8 (s, 2
H) 9.5 (s, 1 H) ESI/MS (m/e, %): 346 [(M+1)+, 100] 25 Example 99
2-(2-(2-Cyclopropoxyphenyl)Pyrimidin-5-ylamino)-5-cycloProPylbenzoic acid  WO
2009/021696PCT/EP20081006573 - 130 - Obtained (72% yield) following the procedure described in
Example 22 (step A) starting with Intermediate 17 and intermediate 69. ESI/MS (m/e, %): 402 [(M+1)+,
1001 5 B. 2-(2-(2-Cyclopropoxyphenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid Obtained (75%
yield) following the procedure described in example 22 (step B) starting from methyl
2-(2-(2-cyclopropoxyphenyflpyrimidin-5-ylamino)-5-cycloproPylbenzoate. 1H NMR (200 MHz,
DMSO-D6) 5 ppm 0.9 (m, 8 H) 1.9 (m, 1 H) 3.9 (s, 1 H) 7,1 (m,           1 H) 7.3 (m, 2 H) 7.4 (m, 2 H)
7.6 (d, Jr-7.4 Hz, 1 H) 7.7 (s, 1 H) 8.8 (s, 2 H) 9.5 (s, 10IN) ESI/MS (m/e, %): 388 [(M+1)+, 100]
Example 100  15 5-Cyclopropy1-2-(2-(2,5-difluoropherwl)pyrimidin-5-ylamino)benzoic acid 



A. Methyl 5-cyclopropy1-2-(2-(2,5-difluorophenyl)Pyrimidin-5-srlamino)benzoate Obtained (62% yield)
following the procedure described in Example 22 (step A) starting 20 with Intermediate 17 and
2,5-difluorophenylboronic acid. ESI/MS (m/e, %): 382 [(M+1)+, 100]  B.
5-Cyclopropy1-2-(2-(2,5-difluorophenyl)Pyrimidin-5-ylamino)benzoic acid Obtained (88% yield)
following the procedure described in example 22 (step B) staffing 25 from methyl
5-cyclopropy1-2-(2-(2,5-difluorophenyflpyrimidin-5-ylamino)benzoate. 1H NMR (400 MHz, DMSO-c15)
8 ppm 0.6 (m, 2 H) 0.9 (d, J=6,7 Hz, 2 H) 1.9 (s, 1 H) 7.3 (m, 4 H) 7.7 (m, 2 H) 8.8 (s, 2 H) 9.5 (s, 1 H)
13.3 (s, 1 H) ESI/MS (m/e, %); 368 [(M+1)+, 1001  WO 2009/021696PCT/EP20081006573 - 131 -
5-cyclopropy1-2-(2-(2,3-difluorophenyl)Pyrimidin-5-ylamino)benzoic acid    A. Methyl
5-cyclopeopy1-2-(2-(2,3-difluorophenyl)pyrimidin-5-ylamino)benzoate 5 Obtained (71% yield) following
the procedure described in Example 22 (step A) starting with Intermediate 17 and
2,3-difluorophenylboronic acid. ESI/N1S (m/e, %): 382 [(M+1)+, 100]    B.
5-Cyclopropy1-2-(2-(2,3-difluorophenyl}Pyrimidin-5-ylamino)benzoic acid 10 Obtained (93% yield)
following the procedure described in example 22 (step B) starting from methyl
5-cyclopropy1-2-(2-(2,3-difluorophenyl)pyrimidin-5-ylamino)benzoate. 'H NMR (200 MHz, DMSO-d6) 8
ppm 0.6 (m, 2 H) 0.9 (m, 2 H) 1.9 (m, 1 H) 7,3 (m, 3 H) 7.5 (m, 1 H) 7.7 (d, J=2.0 Hz, 1 H) 7.8 (m, 1 H)
8.8 (s, 2 H) 9.5 (s, 1 H) ESI/MS (m/e, %): 368 [(M+1)+, 100] 15 Example 102  CI 



2-(2-(5-Chloro-2-fluorophenyl)pyrimidin-5-ylamino)-5-cycloPropylbenzoic acid 20 A. Methyl
2-(2-(5-chloro-2-fluorophenyOpyrimidin-5-ylamino)-5-cycloproPylbenzoate Obtained (70% yield)
following the procedure described in Example 22 (step A) starting with intermediate 17 and
5-chloro-2-fluorophenylboronic acid. ESI/MS (m/e, A): 398 [(M+1)+, 100], 400 [(M+1), 35]. 25  WO
2009/021696PCT/EP2008/006573 - 132 - Obtained (45% yield) following the procedure described in
example 22 (step B) starting from methyl
2-(2-(5-chloro-2-fluorophenyl)pyrimidin-5-ylamino)-5-cycloPropylbenzoate. 1H NMR (400 MHz,
DMSO-d6) 6 ppm 0.6 (m, 2 H) 0.9 (m, 2 H) 1.9 (m, 1 H) 7.2 (dd, J=8.6, 2.0 Hz, 1 H) 7.4 (m, 2 H) 7.6
(m, 1 H) 7.7 (d, J=2.0 Hz, 1 H) 8.0 (dd, J=6.7, 52.7 Hz, 1 H) 8.8 (s, 2 H) 9.5 (s, 1 H) 13.3 (s, 1 H).
ES?/MS (m/e, %): 384 [(M+1)+, 100], 386 [(M+1)+, 35]. Example 103  10
5-Methy1-2-(2-(2-(trifluoromethyl)phenyl/Pyrimidin-5-ylamino)benzoic acid  A. tert-Butyl
5-methy1-2-(2-(2-(trifluoromethyl)Phenyl)pyrimidin-5ilamino)benzoate Obtained (86% yield) following
the procedure described in example 7 starting with Intermediate 11 and intermediate 74. 15ESI/MS
(m/e, %): 388 [(M+1)+, 1001  B. 5-Methy1-2-(2-(2-(trifluoromettyllphenyOpyrimidin-5-ylamino)benzoic
acid Obtained (88% yield) following the procedure described in example 36 (step B) starting torn
tert-butyl 5-methy1-2-(2-(2-(trifluoromethyl)Phenyl)Pyrimidin-5-ylamino)benzoate. 201H NMR (300
MHz, DMSO-d5) 5 ppm 2.3 (s, 3 H) 7.3 (s, 2 H) 7.7 (dd, J=7.8, 3.7 Hz, 1 H) 7.8 (s, 3 H) 7.9 (d, J=8.2
Hz, 1 H) 8.8 (s, 2 H) 9.6 (s, 1 H). 



ES!/MS (m/e, %): 374 [(M+1)+, 100]. Example 104   WO 20091021696PCT/EP2008/006573 - 133 - A.
Methyl 5-cyclopropy1-2-(2-(2-fluoro-5-(trifluoromethyl)Phenyl)Pyrimidin-5- ylamino)benzoate
Obtained (47% yield) following the procedure described in Example 22 (step A) starting 5 with
Intermediate 17 and 2-fluoro-5-(trifluoromethyl)phenylboronic acid. ESI/MS (m/e, %): 404 [(M+1)*,
1001 B. 5-Cyclopropy1-2-(2-(2-fluoro-5-(trifluoromethylhohenylWrimidin-5- ylamino)benzoic acid 10
Obtained (44% yield) following the procedure described in example 22 (step B) starting from methyl
5-cyclopropyI-2-(2-(2-fluoro-5-(trifluoromethyl)Phenyl)Pyrimidin-5- ylamino)benzoate. 1H NMR (400
MHz, DMSO-c/6) 5 ppm 0.6 (m, 2 H) 0.9 (m, 2 H) 1.9 (m, 1 H) 7.2 (dd, J=8.6, 2.3 Hz, 1 H) 7.4 (d,
3=8.6 Hz, 1 H) 7.6 (m, 1 H) 7.7 (d, J=2.0 Hz, 1 H) 7.9 15(dd, J=5.5, 3.5 Hz, 1 H) 8.4 (d. J=5.1 Hz, 1 H)
8.9 (a, 2 H) 9.5 (s, 1 H) 13.3 (s, 1 H)       ESI/MS (m/e, %): 418 [0\n+1y, loot Example 105  20
5-Methy1-2-(6-(2-(trifluoromethyl)phenyOpyridin-311amino)benzoie acid Obtained (9% yield) following
the procedure described in example 1, starting from intermediate 52 and 2-chloro-5-methylbenzOic
acid.         NMR (300 MHz, DMSO-d6) 5 ppm 2.3 (s, 3 H) 7.3 (m, 2 H) 7.4 (dd, J=8.5, 1.9 Hz, 1 H) 7,6
(d, J=7.3 Hz, 1 H) 7.6 (t, J=7.3 Hz, 1 H) 7.8 (m, 3 H) 7.9 (d, J=7.7 Hz, 251 H) 8 5 (s, 1 H) 9.7 (s, 1 H).
ESI/MS (m/e, %). 373 [(M+1)+, 100]. Example 106 



WO 2009/021696PCT/EP21108/006573 - 134 -
5-Cyclopropy1-2-(6-(2-fluorophenyl)pyridin-3-Ylamino)benzoic acid Obtained (44% yield) following the
procedure described in example 1, starting from intermediate 70 and intermediate 12. 5111 NMR (400
MHz, DMSO-d6) 8 ppm 0.6 (m, 2 H) 0.9 (q, J=6.0 Hz, 2 H) 1.9 (m, 1 H) 7.2 (m, 2 H) 7.4 (t, J=7.0 Hz, 1
H) 7.4 (t, J=7.6 Hz, 2 H) 7.7 (m, 2 H) 7.9 (d, J=8.6 Hz, 1 H) 8.0 (d, J=7.8 Hz, 2 H) 8.5 (s, 1 H) 9.6 (s, 1
H) ESI/MS (m/e, %): 331 [(M+1)4, 100]. 10 Example 107
5-Cyclopropy1-2-(6-(2-fluorophenyOpyridin-3-ylamino)benzoic acid Obtained (14% yield) following the
procedure described in example 1, starting from intermediate 50 and intermediate 12. 1frl NMR (200
MHz, DMSO-d5) S ppm 0.6 (m, 2 H) 0.9 (m, 2 H) 1.9 (m, 1 H) 7.3 (m, 5 H) 7.7 (m, 3 H) 7.9 (m, 1 H)
8.6 (s, 1 H) 9.6 (s, 1 H) ESI/MS (m/e, %): 349 [(M+1)+, 100]. Example 108 HOO  20
2-(3',51-Difluoro-2,41-bipyridin-5-ylamino)-5-methylbenzoic acid A. Ethyl
2-(3',51-difluoro-2,4s-bipyridin-5-ylamino)-5-methylbenzoate  



WO 2009/021696PCI1EP20081006573 - 135 - Obtained (29% yield) following the procedure
described in Example 7 (step A) starting with Intermediate 10 and Intermediate 71. ESI/MS (m/e, %):
370 [(M+1)+, 1001. 5 B. 2-(3',5'-Difluoro-2,4'-bipyridin-5-ylamino)-5-methylbenzoic acid Obtained (51%
yield) following the procedure described in example 21 (step B) starting from ethyl
2-(3',5'-difluoro-2,4-bipyridin-5-ylamino)-5-methylbenzoate. 1H NMR (300 MHz, DMS0-(16) 8 ppm 2.3
(s, 3 H) 7.2 (d, J=8.3 Hz, 1 H) 7.4 (m, 1 H) 7.6 (d, J=8.3 Hz, 1 H) 7.8 (m, 2 H) 8.6 (d, J=2.5 Hz, 1 H)
8,7 (m, 2 H) 10ESI/MS (m/e, %): 342 [(M+1)+, 100]. Example 109 HO 0 L'L 1 A
2-(6-(3-(Cyclopropylcarbamoyl)phenyl)pyridin-3-ylamino)-5-methylbenzoic acid 15 Obtained (59%
yield) following the procedure described in Example 4 starting with Intermediate 13 and
3-(cyclopropylcarbamoyl)phenylboronic acid. 1h1 NMR (300 MHz, DMSO-d6) 8 ppm 0.6 (m, 2 H) 0.7
(m, 2 H) 2.3 (s, 3 H) 2.9 (m, 1 H) 7.3 (s, 2 H) 7.5 (t, J=7.6 Hz, 1 H) 7.8 (m, 3 H) 8.0 (d, J=8.8 Hz, 1 H)
8.2 (d, J=7.7 Hz, 1 H) 8.5 (s, 1 H) 8.6 (s, 2 H) 9.7 (s, 1 H) 20ESI/MS (m/e, %): 388 [(M+1)+, 100].
Example 110  25 2-(6-(2,4-Difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid Obtained (45%
yield) following the procedure described in Example 4 starting with Intermediate 13 and
2,4-difluorophenylboronic acid.  WO 2009/021696PCT/EP2008/006573 - 136 - 1H NMR (300 MHz,
DM50-d6) 5 ppm 2.3 (s, 3 H) 7.3 (m, 4 H) 7.7 (m, 3 H) 8.0 (m, 1 H) 8.6 (d, J=2.2 Hz, 1 H) 9.6 (s, 1 H)
13.2 (s, 1 H) 



ESI/MS (m/e, %): 341 [(M+1)+, 100]. 5 Example 111
2(6-(2,5-Difluorophenyl)pyridin-3-ylannino)-5-methylbenz0ic acid      Obtained (33% yield) following the
procedure described in Example 4 starting with 10 Intermediate 13 and 2,5-difluorophenylboronic acid.
1H Nf./IR (300 MHz, DMSO-d6) 5 ppm 2.3 (s, 3 H) 7.4 (m, 4 H) 7.8 (m, 4 H) 8,6 (d, J=1.9 Hz, 1 H) 9.6
(s, 1 H) ESUMS (m/e, %): 341 [(WI)+, 100]. 15 Example 112
5-Cyclopropy1-3-fluoro-2-(6-(2-fluoroPhenyl)Pridin-3-ylamino)benzoic acid Obtained (22% yield)
following the procedure described in example 1, starting from 20 intermediate 50 and intermediate 72.
111 NMR (200 MHz, DMSO-c16) 5 ppm 0.7 (m, 2 H) 1.0 (m, 2 H) 2.0 (m, 1 H) 7,1 (m, 2 H) 7.2 (m, 1
H) 7.4 (m, 2 H) 7.5 (s, 1 H) 7.6 (dd, J=8.8, 2.1 Hz, 1 H) 7.9 (m, 1 H) 8.3 (s, 1 H) ESI/MS (m/e, %): 367
RM+1)+, 100]. 25 Example 113  WO 2009/021696PCT/E22008/006573 - 137 -
5-methyl-2-(6-(2,3,6-trifluorophenybpyridin-3-ylamino)benzoic acid A. tert-Butyl
5-methyl-2-(6-(213,6-trifluorophenyl)pyridin-3ylamino)benzoate 5 Obtained (93% yield) following the
procedure described in intermediate 51, starting from intermediate 15 and 1,2,4-trifluorobenzene.
ESI/MS (m/e, %): 415 [(M+1)+, 100]. 



10 B. 5-methy1-2-(6-(Z3,6-trifluorophenyl)pyridin-3-ylamino)benzoic acid Obtained (66% yield)
following the procedure described in example 36 (step B) starting from tert-butyl
5-methy1-2-(6-(2,3,6-trifluorophenyl)pyridin-3-ylamino)benzoate. 11-1 NMR (300 MHz, DMSO-d6) 5
ppm 2.3 (s, 3 H) 7.3 (m, 3 H) 7.6 (m, 2 H) 7.8 (m, 152 H) 8.6 (d, J=2.5 Hz, 1 H) 9.6 (s, 1 H) ESI/MS
(m/e, %): 359 [(M+1)., 1001. Example 114  20
5-methyl-2-(6-(3-(5-methyl-1,3,4-oxadiazol-2-yflphenyl)Pyridin-3-ylamino)benzoic acid      A. tert-Butyl
5-methyl-2-(6-(3-(5-methyl-1,3,4-oxadiazol-2-y1)Phenyl)pyridin-3- 25 ylamino)benzoate Obtained
(74% yield) following the procedure described in Example 4 starting with Intermediate 15 and
intermediate 73.  WO 20091021696PCT/EP20081006573 - 138 - ESI/MS (m/e, %): 443 [(M+1)+,
1001.     B. 5-methy1-2-(6-(3-(5-methyl-1,3,4-oxadiazol-2-y1)Phenyl)Pyridin-3-ylamino)benzoic 5 acid
Obtained (74% yield) following the procedure described in example 36 (step B) starting from tert-butyl
5-methyl-2-(6-(3-(5-methyl-1,3,4-oxadiazol-211)Phenyl)Pyridin-3 ylamino)benzoate. 101H NMR (300
MHz, DMSO45) 5 ppm 2.3 (s, 3 H) 2.6 (s, 3 H) 7.3 (s, 2 H) 7.7 (t, J=8.0 Hz, 1 H) 7.8 (m, 2 H) 8.0 (d,
J=8.0 Hz, 1 H) 8.0 (d, J=8.5 Hz, 1 H) 8.3 (d, J=8.2 Hz, 1 H) 8.6 (m, 2 H) 9.6 (s, 1 H) ESI/MS (m/e, %):
387 [(M-4-1), 100]. 15 Example 115  



5-methy1-245-methyl-6-(pyrimidin-5-y1)Pridin-3-ylamino)benzoic acid    A. tert-Butyl
6-methy1-2-(5-methy1-6-(pyrimidin-5-y1)Pyridin-3-ylamino)benzoate 20 Obtained (64% yield) following
the procedure described in Example 4 starting with Intermediate 16 and pyrimidin-5-ylboronic acid.
ESI/MS (m/e, %): 377 [(M+1), 100].    B.
5-methy1-2-(5-methyl-6-(pyrimIdin-511)Pyridin-3-ylamino)benzoic acid 25 Obtained (89% yield)
following the procedure described in example 36 (step B) starting from tert-butyl
5-methy1-2-(5-methyl-6-(pyrimidin-511)Pyridin-3-ylamino)benzoate. 1H NMR (200 MHz, DMSO-d5) 5
ppm 2.3 (s, 3 H) 2.4 (s, 3 H) 7.3 (s, 2 H) 7.7 (d, J=2.0 Hz, 1 H) 7.7 (s, 1 H) 8.5 (d, J=2.0 Hz, 1 H) 9.0
(s, 2 H) 9.2 (s, 1 H) 9.5 (s, 1 H) 30ESI/MS (m/e, %): 321 [(M+1)+, 100].  WO
2009/021696PCT/EP2008/006573 - 139 - Example 116
2-(6-(2,3-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid 5 A. tert-Butyl
2-(6-(2,3-difluorophenyl)pyridin-3-ylamino)-5-methYlbenzoate Obtained (85% yield) following the
procedure described in Example 4 starting with Intermediate 15 and 2,3-difluorophenylboronic acid.
ESI/MS (m/e, %): 397 [(M+1)", 1001 10 B. 2-(6-(2,3-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic
acid Obtained (73% yield) following the procedure described in example 36 (step B) starting from
tert-butyl 2-(6-(2,3-difluorophenyflpyridin-3-ylamino)-5-methylbenzoate. 15IHNMR (300 MHz,
DMSO-d6) 8 ppm 2.3 (s, 3 H) 7.3 (m, 3 H) 7.5 (m, 1 H) 7.7 (m, 4 H) 8.6 (s, 1 H) 9.7 (s, 1 H) ESI/MS
(m/e, %): 341 KM+1)#, 100]. 



Example 117 20  2-(6-(5-fluoro-2-methoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid A.
tert-Butyl 2-(6-(5-fluoro-2-methoxyphenyI)-5-methylPyridin-3-ylamino)-5- methylbenzoate 25 Obtained
(78% yield) following the procedure described in Example 4 starting with Intermediate 16 and
5-fluoro-2-methoxyphenylboronic acid. ESI/MS (m/e, %): 423 [(M+1)4, 100].  WO
2009/021696PCT/EP2008/006573 - 140 - B.
2-(6-(5-fluoro-2-methoxyphenyI)-5-methylpyridin-3-ylamino)-5-fnethylbenzoic acid Obtained (77%
yield) following the procedure described in example 36 (step B) starting from tert-butyl
2-(6-(5-fluoro-2-methoxyphenyI)-5-methylPyridin-3-ylamino)-5- 5 methylbenzoate. 1H NMR (200 MHz,
DMSO-d6) 8 ppm 2.1 (s, 3 H) 2.3 (s, 3 H) 3.8 (s, 3 H) 7.2 (m, 2 H) 7.3 (m, 3 H) 7.8 (m, 2 H) 8.4 (s, 1 H)
9.5 (s, 1 H). ESI/MS (m/e, %): 367 ((WI)+, 100]. 10 Example 118
2-(6-(4-carbamoylpheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid     A.
2-(6-(4-carbamoylpheny1)-5-methylPyridin-311amino)-5-methylbenzoic acid 15 Obtained (62% yield)
following the procedure described in Example 4 starting with Intermediate 16 and
4-carbamoylphenylboronic acid. ESI/MS (m/e, %): 418 [(M4-1)+, 1001. 



B. 2-(6-(4-carbamoylphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid 20 Obtained (78% yield)
following the procedure described in example 36 (step B) starting from tert-butyl
2-(6-(4-carbamoylphenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoate.                 1H NMR (200
MHz, DMSO-d6) 8 ppm 2.3 (s, 3 H) 2.3 (s, 3 H) 7.3 (s, 2 H) 7.5 (s, 1 H) 7.7 (d, J=8.2 Hz, 2 H) 7.8 (m, 2
H) 8.0 (d, J=8.2 Hz, 2 H) 8.1 (s, 1 H) 8.5 (d, 25J=2.3 Hz, 2 H) 9.5 (s, 1 H) ESI/MS (m/e, %): 362
[(M+1)", 100]. PHARMACOLOGICAL ACTIVITY Inhibition of human DHODH activity assay 30
DHODH activity and its inhibition were studied using a chromogen reduction assay with DCIP
(2,6-dichlorophenol-indophenol). The substrate oxidation (Dihydroorotate, L-DHO),  WO
2009/021696PCT/EP2008/006573 -141 - as well as cosubstrate reduction (coenzyme Q, CoQ) is
coupled to the chromogen reduction, hence enzymatic activity results in a loss of chromogen
absorbance at 600 nm. Enzyme extracts (8 p.1, -1.5 pg of human protein) were incubated in 96-well
plates. The assay mixture (200 pl) contained 200 pM CoQD, 100 pM L-DHO, 120 pM DCIP in the 5
assay buffer (100 mM HEPES pH 8.0, 150 mM NaCI, 10% Glicerol, 0.05% Triton X-100) and 2 pi of
test compound. The compounds were dissolved in DMSO at a stock concentration of 1 mM, and
tested at different concentrations varying from 10 pM to 1 pM to calculate an IC50 (concentration of
inhibitor required for 50% of inhibition). The reaction was initiated by adding the enzyme and then
incubated for 10 min at room 10 temperature before measuring DCIP reduction by counting a
decrease in absorbance at 600 nm using standard instrumentation (Spectramax). All reactions were
carried out in duplicate and graphs, determining 1050 values for each compound, were plotted using
the ABase software.     Table 1 shows the activities in human DHODH inhibition assay of some
compounds of the 15 present invention showing that these compounds arc potent DHODH inhibitors.
Example hDHODH IC50 (nM) 1 105 4 98 
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117 46  Functional assay: Inhibition of lymphocyte proliferation Peripheral blood mononuclear cells
(PBMC) of healthy volunteers were prepared using Ficoll density centrifugation. Cells were seeded at
1x10 5 cells per well in 96 well flat 5 bottom plates in RPM! 1640 supplemented with 5% fetal bovine
serum, 2mM L-glutamine and penicillin/streptomycin. Then, PBMC were activated with 1pg/m1
phytohaemagglutinin (PHA, Sigma) and incubated with a dilution series of different concentrations of
test compounds for 3 days. After this period, cells were pulsed with 0.5DCi per well of tritiated
thyrnidine and incubated overnight. Next, the cultures are harvested on filter papers and 10 counted
with a B-counter. The IC50 value for each compound was calculated from the dose response curves.
The compounds of the invention that have been tested using this Assay had an IC50 of less than
10pM. Preferred compounds of the invention had IC50 of less than 4pM, 15 preferably lower than
2pM, most preferably lower than 1pM. As shown by these results, the compounds of the invention
effectively inhibit DHODH thereby inhibiting the proliferation of cells with high turnover, in particular
lymphocytes. 20 The azabiphenylaminobenzoic acid derivatives of the invention are useful in the
treatment or prevention of diseases known to be susceptible to improvement by treatment with
inhibitor of the dihydroorotate dehydrogenase. Such diseases include but are not limited to rheumatoid
arthritis, psoriatic arthritis, ankylosing spondilytis, multiple sclerosis, Wegener's granulomatosis,
systemic lupus erythematosus, psoriasis and sarcoidosis. 25 Accordingly, the
azabiphenylaminobenzoic acid derivatives of the invention and pharmaceutical compositions
comprising such compound and/or salts thereof may be used in a method of treatment of disorders of
the human or animal body which comprises administering to a subject requiring such treatment an
effective amount of 30 azabiphenylaminobenzoic acid derivative of the invention or a pharmaceutically
acceptable salt thereof.  WO 2009/021696PCT/EP2008/006573 - 144 - The azabiphenylaminobenzoic
acid derivatives of the invention may also be combined with other active compounds in the treatment
of diseases known to be susceptible to improvement by treatment with an inhibitor of the
dihydroorotate dehydrogenase. 



5 The combinations of the invention can optionally comprise one or more additional active substances
which are known to be useful in the treatment of autoimmune diseases, immune and inflammatory
diseases, destructive bone disorders, malignant neoplastic diseases, angiogenic-related disorders,
viral diseases, and infectious diseases such as (a) 10 Anti-TNF-alpha monoclonal antibodies such as
lnfliximab, Certolizumab pegol, Golimumab, Malimumab and AME-527 from Applied Molecular
Evolution, (b) Antimetabolite compounds such as Mizoribine, Cyclophosphamide and Azathiopirine, (c)
Calcineurin (PP-28) Inhibitors! INS Expression Inhibitors such as cyclosporine A, Tacrolimus and
ISA-247 from Isotechnika, (d) Cyclooxygenase Inhibitors such as 15 Aceclofenac, Diclofenac,
Celecoxib, Rofecoxib, Etoricoxib, Valdecoxib, Lumiracoxib,  Cimicoxib and LAS-34475 from
Laboratorios Almirall, S.A., (e) TNF-alpha Antagonists such as Etanercept, Lenercept, Onercept and
Pegsunercept, (f) NF-kappaB (NFKB) Activation Inhibitors such as Sulfasalazine and Iguratimod, (g)
IL-1 Receptor Antagonists such as Anakinra and AMG-719 from Amgen, (h) Dihydrofolate Reductase
(DHFR) 20 Inhibitors such as Methrotexate, Aminopterin and CH-1504 from Chelsea, (i) Inhibitors of
Inosine 51-Monophosphate Dehydrogenase (IMPDH) such as Mizoribine, Ribavirin, Tiazofurin,
Amitivir, Mycophenolate mofetil, Ribamidine and Merimepodib, (j) Glucocorticoids such as
Prednisolone, Methylprednisolone, Dexamethasone, Cortisol, Hydrocortisone, Triamcinolone
acetonide, Fluocinolone acetonide, Fluocinonide, 25 Clocortolone pivalate, Hydrocortisone aceponate,
Methylprednisolone suleptanate, Betamethasone butyrate propionate, Deltacortisone,
Deltadehydrocortisone, Prednisone, Dexamethasone sodium phosphate, Triamcinolone,
Betamethasone valerate, Betamethasone, Hydrocortisone sodium succinate, Prednisolone sodium
phosphate, blydrocodisone probutate and Difluprednate, (k)Anti-CD20 monoclonal antibodies such 30
as Rituximab, Ofatumumab, Ocrelizumab, Veltuzumab and TRU-015 from Trubion Pharmaceuticals,
(I) B-targeted cell therapies such as BLYSS, BAFF, TACI-Ig and APRIL, (m) p38 Inhibitors such as
AMG-548 (from Amgen), ARRY-797 (from Array Biopharma), Chlormethiazole edisylate,
Doramapimod, P8-540446, BMS-582949 (from BMS), SB203580, SB-242235, SB-235699,
SB-281832, 58-681323, SB-856553 (all from 35 GlaxoSmithKline), KC-706 (from Kemia), LEO-1606,
LEO-15520 (all from Leo), SC-  WO 20091021696PCT/EP2008/006573 - 145 - 80036, SD-06,
PH-797804 (all from Pfizer), RWJ-67657 (from R.W. Johnson), RO- 3201195" RO-4402257 (all from
Roche), AVE-9940 (from Aventis), SC10-323, SC10-469 (all from Solos), TA-5493 (from Tanabe
Seiyaku), and VX-745, VX-702 (all from Vertex) and the compounds claimed or described in Spanish
patent applications numbers 5 P200600396 and P200602174, (n) Jak3 Inhibitors such as CP690550
from Pfizer, R-348 (o) Syk inhibitors such as R-112, R-406 and R-788 all from Rigel, (p) MEK inhibitors
such as ARRY-142886, ARRY-438162(all from Array Biopharma), AZD-6244(from AstraZeneca),
PD-098059, PD-0325901 (all from Pfizer), AR-119, AS703026 (q) P2X7 receptor antagonist such as
AZD-9056 from AstraZeneca, (r) 51P1 agonists such as 10 Fingolimod, CS-0777 from Sankyo and
R-3477 from Actalion, ONO-4641, and KRP-203 from Novartis, (s) Anti-CD49 monoclonal antibodies
such as Natalizumab, (t) Integrin Inhibitors such as Cilengitide, Firategrast, Valategrast hydrochloride,
SB-273005, SB683698 (all from Glaxo), HMR-1031 from Sanofi-Aventis, R-1295 from Roche,
BMS587101 from BMS and CDP-323 from UCB CelItech, (u) Anti-0088 monoclonal antibodies 15
such as Eculizumab and Pexelizumab, (v) IL-6 receptor antagonist such as CBP-1011 from InKine and
C-326 from Amgen, (w) Anti IL-6 monoclonal antibodies such as Elsilimomab, CNTO-328 from
Centocor and VX-30 from Vaccine; (x) Anti-CD152 monoclonal antibodies such as lpilimumab and
Ticilimumab, (y) Fusion proteins comprising the extracellular domain of human cytotoxic
1-lymphocyte-associated antigen 20 4 (CTLA-4) linked to portions of human immunoglobulin 01 such
as Abatacept, (z) Agents useful in the treatment of bone disorders such as Bisphophonates such as
Tiludronate disodium, Clodronate disodium, Disodium pamidronate, Etidronate disodium, Xydiphone
(K,Na salt), Alendronate sodium, Neridronate, Dimethyl-APD, Olpadronic acid sodium salt, 



Minodronic acid, Apomine, lbandronate sodium hydrate and Risedronate sodium, (aa) 25 VEGF Try
kinase inhibitors such as Pegaptanib octasodium, Vatalanib succinate, Sorafenib, Vandetanib,
Sunitinib malate, Cediranib, Pazopanib hydrochloride and AE-941 from AEterna Zentaris, (bb) Other
compounds efficacious in autoimmune diseases such as Gold salts, hydroxycloroquinine,
Penicilamine, K-832, SMP114 and AD452, (cc) Purine-Nucleoside phosphorylase inhibitors such as
Forodesine hydrochloride, R-3421 30 from Albert Einstein College of Medicine, CI-972 and CI-1000
both from Pfizer, (dd) AntiRANKL monoclonal antibodies such as Denosumab, (ee) Anti-CD25
monoclonal antibodies such as Inolimomab, Dacliximab, Basiliximab and LMB-2 from the US National
Cancer Institute, (if) Histone Deacetylase (HDAC) Inhibitors such as Divalproex sodium,
Acetyldinaline, Depsipeptide, Sodium butyrate, Sodium phenylbutyrate, Vorinostat, MS- 35 27-275
from Mitsui, Valproic acid, Pyroxamide, Tributyrin, PX-105684 from TopoTarget,  WO
2009/021696PCT/EP2008/006573 - 146 - MG-0103 from MethylGene, G2M-777 from TopoTarget and
CG-781 from Calera and (gg) Anti colony-stimulating factor (GM-CSF) monoclonal antibodies such as
KB-002 from KaloBios. 5 When azabiphenylaminobenzoic acid derivatives of the invention are used
for the treatment of rheumatoid arthritis, psoriatic arthritis, ankylosing spondilytis, multiple sclerosis,
Wegener's granulomatosis, systemic lupus erythematosus, psoriasis and sarcoidosis it may be
advantageous to use them in combination with other active compounds known to be useful in the
treatment of such diseases such as rheumatoid 10 arthritis, psoriatic arthritis, ankylosing spondilytis,
multiple sclerosis, Wegener's granulomatosis, systemic lupus erythematosus, psoriasis and
sarcoidosis. Particularly preferred actives to be combined with the azabiphenylaminobenzoic acid
derivatives of the invention for treating or preventing rheumatoid arthritis, psoriatic 15 arthritis,
ankylosing spondilytis, multiple sclerosis, Wegener's granulomatosis, systemic lupus erythematosus,
psoriasis or sarcoidosis are (a) Anti-TNF-alpha monoclonal antibodies such as Infliximab,
Certolizumab pegol, Golimumab, Adalimumab and AME- 527 from Applied Molecular Evolution,
(b)TNF-alpha Antagonists such as Etanertept, Lenercept, Onercept and Pegsunercept, (c) Calcineurin
(PP-23) Inhibitors / INS 20 Expression Inhibitors such as cyclosporine A, Tacrolimus and ISA-247 from
Isotechnika, (d) IL-1 Receptor Antagonists such as Anakinra and AMG-719 from Amgen, (e)
Anti-CD20 monoclonal antibodies such as Rituximab, Ofatumumab, Ocrelizumab, Veltuzumab and
TRU-015 from Trubion Pharmaceuticals, (f) p38 Inhibitors such as AMG-548 (from Amgen),
ARRY-797 (from Array Biopharma), Chlormethiazole edisylate, Doramapimod, 25 P3-540446,
BMS-582949 (from BMS), SB-203580, SB-242235, SB-235699, SB-281832, SB-681323, SB-856553
(ail from GlaxoSmithKline), KC-706 (from Kemia), LEO-1606, LEO-15520 (all from Leo), SC-80036,
SD-06, P11-797804 (all from Pfizer), RWJ-67657 (from R.W. Johnson), RO-3201195, RO-4402257 (all
from Roche), AVE-9940 (from Aventis), SC10-323, SC10-469 (all from Sobs), TA-5493 (from Tanabe
Seiyaku), and Vk 30 745, VX-702 (all from Vertex) and the compounds claimed or described in
Spanish patent applications numbers P200600396 and P200602174, (g) NF-kappaB (NFKB)
Activation Inhibitors such as Sulfasalazine and Iguratimod and (h) Dihydrofolate Reductase (DHFR)
Inhibitors such as Methrotexate, Aminopterin and CH-1504 from Chelsea.  WO
2009/021696PCT/EP2008/006573 - 147 - 



The combinations of the invention may be used in the treatment of disorders which are susceptible to
amelioration by inhibition of the dihydroorotate dehydrogenase. Thus, the present application
encompasses methods of treatment of these disorders, as well as the use of the combinations of the
invention in the manufacture of a medicament for the 5 treatment of these disorders. Preferred
examples of such disorders are rheumatoid arthritis, psoriatic arthritis, ankylosing spondilytis, multiple
sclerosis, Wegener's granulomatosis, systemic lupus erythematosus, psoriasis and sarcoidosis, more
preferably rheumatoid arthritis, psoriatic 10 arthritis and psoriasis and most preferably rheumatoid
arthritis. The active compounds in the combinations of the invention may be administered by any
suitable route, depending on the nature of the disorder to be treated, e.g. orally (as syrups, tablets,
capsules, lozenges, controlled-release preparations, fast-dissolving 15 preparations, etc); topically (as
creams, ointments, lotions, nasal sprays or aerosols, eft); by injection (subcutaneous, intradermic,
intramuscular, intravenous, etc.) or by inhalation (as a dry powder, a solution, a dispersion, etc). The
active compounds in the combination, i.e. the inhibitor of the dihydroorotate 20 dehydrogenase of the
invention, and the other optional active compounds may be administered together in the same
pharmaceutical composition or in different compositions intended for separate, simultaneous,
concomitant or sequential administration by the same or a different route. 25 One execution of the
present invention consists of a kit of parts comprising an inhibitor of the dihydroorotate dehydrogenase
of the invention together with instructions for simultaneous, concurrent, separate or sequential use in
combination with another active compound useful in the treatment of rheumatoid arthritis, psoriatic
arthritis, ankylosing spondilytis, multiple sclerosis, Wegener's granulomatosis, systemic lupus
erythematosus, 30 psoriasis and sarcoidosis. Another execution of the present invention consists of a
package comprising an inhibitor of the dihydroorotate dehydrogenase of formula (I) and another active
compound useful in the treatment of rheumatoid arthritis, psoriatic arthritis, ankylosing spondilytis,
multiple  WO 2009/021696PCT/EP2008/006573 - 148 - sclerosis, Wegener's granulomatosis, systemic
lupus erythematosus, psoriasis and sarcoidosis.     The pharmaceutical formulations may conveniently
be presented in unit dosage form and 5 may be prepared by any of the methods well known in the art
of pharmacy. Formulations of the present invention suitable for oral administration may be presented
as discrete units such as capsules, cachets or tablets each containing a predetermined amount of the
active ingredient; as a powder or granules; as a solution or a suspension in 10 an aqueous liquid or a
non-aqueous liquid; or as an oil- in-water liquid emulsion or a water-in-oil liquid emulsion. The active
ingredient may also be presented as a bolus, electuary or paste.    A syrup formulation will generally
consist of a suspension or solution of the compound or 15 salt in a liquid carrier for examole ethanol,
peanut oil, olive oil, glycerine or water with flavouring or colouring agent. 



Where the composition is in the form of a tablet, any pharmaceutical carrier routinely used for
preparing solid formulations may be used. Examples of such carriers include 20 magnesium stearate,
talc, gelatine, acacia, stearic acid, starch, lactose and sucrose. A tablet may be made by compression
or moulding, optionally with one or more accessory ingredients. Compressed tablets may be prepared
by compressing in a suitable machine the active ingredient in a free-flowing form such as a powder or
granules, optionally mixed 25 with a binder, lubricant, inert diluent, lubricating, surface active or
dispersing agent. Moulded tablets may be made by moulding in a suitable machine a mixture of the
powdered compound moistened with an inert liquid diluent. The tablets may optionally be coated or
scored and may be formulated so as to provide slow or controlled release of the active ingredient
therein. 30 Where the composition is in the form of a capsule, any routine encapsulation is suitable, for
example using the aforementioned carriers in a hard gelatine capsule. Where the composition is in the
form of a soft gelatine capsule any pharmaceutical carrier routinely used for preparing dispersions or
suspensions may be considered, for example aqueous 35 gums, celluloses, silicates or oils, and are
incorporated in a soft gelatine capsule.  WO 2009/021696PCT/EP2008/006573 - 149 - Dry powder
compositions for topical delivery to the lung by inhalation may, for example, be presented in capsules
and cartridges of for example gelatine or blisters of for example laminated aluminium foil, for use in an
inhaler or insufflator. Formulations generally 5 contain a powder mix for inhalation of the compound of
the invention and a suitable powder base (carrier substance) such as lactose or starch. Use of lactose
is preferred. Each capsule or cartridge may generally contain between Zug and 150 pg of each
therapeutically active ingredient. Alternatively, the active ingredient (s) may be presented without
excipients. 10 Typical compositions for nasal delivery include those mentioned above for inhalation
and further include non-pressurized compositions in the form of a solution or suspension in an inert
vehicle such as water optionally in combination with conventional excipients such as buffers,
anti-microbials, tonicity modifying agents and viscosity modifying agents which 15 may be
administered by nasal pump. Typical dermal and transdermal formulations comprise a conventional
aqueous or non-aqueous vehicle, for example a cream, ointment, lotion or paste or are in the form of a
medicated plaster, patch or membrane. 20 Preferably the composition is in unit dosage form, for
example a tablet, capsule or metered aerosol dose, so that the patient may administer a single dose.
The amount of each active which is required to achieve a therapeutic effect will, of course,     vary with
the particular active, the route of administration, the subject under treatment, 25 and the particular
disorder or disease being treated. Effective doses are normally in the range of 2-2000 mg of active
ingredient per day. Daily dosage may be administered in one or more treatments, preferably from 1 to
4 treatments, per day. Preferably, the active ingredients are administered once or twice a day. 



30 When combinations of actives are used, it is contemplated that all active agents would be
administered at the same time, or very close in time. Alternatively, one or two actives could be taken in
the morning and the other (s) later in the day. Or in another scenario, one or two actives could be
taken twice daily and the other (s) once daily, either at the 35 same time as one of the twice-a-day
dosing occurred, or separately. Preferably at least  WO 2009/021696PCT/EP200S/006573 - 150 - two,
and more preferably all, of the actives would be taken together at the same time. Preferably, at least
two, and more preferably all actives would be administered as an admixture. The following
preparations forms are cited as formulation examples: 5 COMPOSITION EXAMPLE 1 50,000
capsules, each containing 100 mg of 5-cyclopropy1-2-(5-methy1-6-(3-
trifluoromethoxy)phenyflpyridin-3-ylamino) benzoic acid (active ingredient), were prepared according to
the following formulation: 10 Active ingredient 5 Kg Lactose monohydrate 10 Kg Colloidal silicon
dioxide 0.1 Kg Corn starch 1 Kg Magnesium stearate 



0.9 Kg  Procedure  The above ingredients were sieved through a 60 mesh sieve, and were loaded into
a suitable mixer and filled into 50,000 gelatine capsules. 15 COMPOSITION EXAMPLE 2 50,000
tablets, each containing 50 mg of 5-cyclopropy1-2-(5-methy1-6-(3-
trifluoromethoxy)phenyppyridin-3-ylamino) benzoic acid (active ingredient), were prepared from the
following formulation: 20 Active ingredient 2.5 Kg Microcrystalline cellulose 1.95 Kg Spray dried
lactose 9.95 Kg Ca rboxymethyl starch 0.4 Kg Sodium stearyl fumarate 0.1 Kg Colloidal silicon dioxide
0.1 Kg  - 151 - 



Procedure  All the powders were passed through a screen with an aperture of 0.6 mm, then mixed in a
suitable mixer for 20 minutes and compressed into 300 mg tablets using 9 mm disc and flat bevelled
punches. The disintegration time of the tablets was about 3 minutes.  - 152 - CLAIMS 1.A compound
of formula (I) for use in the treatment or prevention of a pathological condition or disease susceptible
to amelioration by inhibition of dihydroorotate dehydrogenase 5 R9 N 02 HN -R2 Ri wherein:      R1 is
selected from the group consisting of hydrogen atoms, halogen atoms, Ci4 alkyl, 10C34 cycloalkyl,
-CF3 and -0CF3, R2 is selected from the group consisting of hydrogen atoms, halogen atoms and
C1-4 alkyl group, 15R3 is selected from the group consisting of-000R5, -CONHR5, tetrazolyl,
-SO2NHR5 and -CONHSO2R5 groups, wherein R5 is selected from the group consisting of a
hydrogen atom and linear or branched C14 alkyl groups, R4 is selected from the group consisting of a
hydrogen atom and a C14 alkyl group 20 R9 is selected from the group consisting of a hydrogen atom
and a phenyl group, 01 represents a group selected from N and CR6 wherein R6 is selected from the
group consisting of hydrogen atoms, halogen atoms, C14 alkyl, C34 cycloalkyl, C14 alkoxy, - 25CF3,
-0CF3, monocyck N-containing C5_7 heteroaryl, monocyclic N-containing C3_7 



heterocyclyl groups and a C6.10 aryl group which is optionally substituted with one or more
substituents selected from halogen atoms and a C14 alkyl group, G2 represents a group selected
from:  cit WO 20091021696PCT/EP2008/006573 - 153  a hydrogen atom, a hydroxy group, a halogen
atom, a C3_4 cycloalkyl group, a C1_4 alkoxy group and -NRaRb, wherein            R8 represents a Cl,
alkyl group and IR is selected from a group consisting of C14 5alkyl group and C14 alkoxy-C1.4 alkyl
group, or Ra and Rb together with the nitrogen atom to which they are attached form a saturated 6 to
B membered heterocyclic ring optionally containing one oxygen atom as an additional heteroatom, 10
a monocyclic or bicyclic 5 to 10 membered heteroaromatic ring containing one or more nitrogen atoms
which is optionally substituted by one or more substituents selected from halogen atoms, C14 alkyl,
C14 alkoxy, C34 cycloalkyl, C34 cycloalkoxy, -CF3, -0CF3, and -CONR7R8, wherein R7 and R8 are
independently selected from hydrogen atom, linear or branched C14 alkyl group, C34 cycloalkyl
15group, or Fe and R8 together with the nitrogen atom to which they are attached form a group of
formula -NriCH2)11 wherein n is an integer from 0 to 3, 20 and  a phenyl group which is optionally
substituted by one or more substituents selected from halogen atoms, Ci4 alkyl, hydroxy, Ci4 alkoxy,
C34cycloalkyl, C34 25cycloalkoxy, cyano, -CF3, -0CF3, -CONFeFe, oxadiazolyl, triazolyl, pyrazolyl
and imidazolyi groups, wherein the oxadiazolyl, triazolyi, pyrazolyl and imidazolyi groups are optionally
substituted by Ci_4 alkyl or 03.7 cycloalkyl group and wherein R7 and R8 are independently selected
from hydrogen atom, linear or branched C1_4 alkyl group, 03.7cycloalkyl group, or R7 and Ra together
with the nitrogen atom to 30which they are attached form a group of formula 



-N, wherein n is an integer from 0 to 3  - 154 -     or, G2 together with R6 forms a non-aromatic C5_10
carbocyclic group or a C810 aryl group, and the pharmaceutically acceptable salts and N-oxides
thereof. 5  2. A compound according to claim 1 wherein the pathological condition or disease is
selected from rheumatoid arthritis, psoriatic arthritis, ankylosing spondilytis, multiple sclerosis,
Wegener's granulomatosis, systemic lupus erythematosus, psoriasis and sarcoidosis. 10  3. A
compound according to claim 1 or 2 wherein           (a) R1 is selected from the group consisting of
hydogen atoms, fluorine atoms, chlorine atoms, bromine atoms, C1_4 alkyl, C3_4 cycloalkyl, and -CF3
groups, 15and/or        (b) R2 is selected from the group consisting of a hydrogen atom, a halogen atom
and a methyl group, and/or 20(c)G1 is selected from the group consisting of nitrogen atoms, CCI, CF,
CH, C(CH3), C(cyclopropyl), C(phenyl) and C(CF3) groups, and/or  (d)G2 represents a group selected
from  - 155 - Ra represents a C1_2 alkyl group and Rb is selected from the group consisting of C1_2
alkyl groups and C1.2 alkoxy-C1_2 alkyl groups, or Ra and Rb together with the nitrogen atom to
which they are attached form a           saturated 6 or 7 membered heterocyclic ring optionally
containing one oxygen 5atom as an additional heteroatom,  a monocyclic or bicyclic 5 to 10 membered
heteroaromatic ring containing one or two nitrogen atoms which is optionally substituted by one or
more substituents selected from halogen atoms and CIA alkyl groups, 



10 and  a phenyl group which is optionally substituted by one, two or three substituents selected from
halogen atoms, CIA alkyl, hydroxyl, C14 alkoxy, C3.4cycloalkyl, C3_ 154 cycloalkoxy, cyano, -CF3,
-0CF3, -CONR7R8 and oxadiazolyl groups, wherein the oxadiazolyl group is optionally substituted by
a CIA alkyl or a C3.7 cycloalkyl group and wherein R7 and R8 are independently selected from
hydrogen atoms, linear or branched CiA alkyl groups, C3_4 cycloalkyl groups, or R7 and R8 together
with the nitrogen atom to which they are attached form a group of 20formula -N wherein n is 1 01 2,
25or, G2 together with R6 forms a non-aromatic C6 carbocyclic group or a phenyl group, or (e)G2
represents a group selected from  - 156 -  a hydrogen atom, a fluorine atom, a cyclopropyl group, a
methoxy group, - NMeEt, -NEt2, -N(Me)-(CH2)2-0-CH3, 6-morpholinyl, azepan-1-y1 and piperidin1-yl,
5  a pyridinyl, pyridiminyl, quinolinyl or pyrazinyl ring optionally substituted with one or two substituents
selected from Me and F and 10  a phenyl group which is optionally substituted by one, two or three
substituents selected from fluorine, chlorine, methyl, hydroxy, methoxy, ethoxy, isopropyloxy,
cyclopropyl, cyclopropyloxy, cyano, -CF3, -0CF3 ,oxadiazoly1 and -CONR7R8 groups, wherein the
oxadiazolyl group is optionally substituted by a methyl 15 group and wherein R7 and R8 are
independently selected from hydrogen atom, methyl group, cyclopropyl group, or R7 and R8 together
with the nitrogen atom to which they are attached form a group of formula  20wherein n is 1, 



or, G2 together with R6 forms a non-aromatic C6 carbocyclic group or a phenyl group 254.A
compound according to any one of the preceding claims wherein G2 represents a group selected from
methoxy group, cyclopropyl group and optionally substituted phenyl, pyridyl, quinolynyl, pyrimidinyl
and pyrazinyl groups.  - 157 - 5.A compound according to claim 1 or 2 wherein: R1 is selected from the
group consisting of hydrogen atoms, halogen atoms, C14 alkyl, 034 cycloalkyl, -CF3 and -0CF3, 5 R2
is selected from the group consisting of hydrogen atoms, halogen atoms and C14 alkyl group,          R3
is selected from the group consisting of -00OR5, -CONHR5, tetrazolyl, - 10SO2NHR5 and
-CONHSO2R5 groups, wherein R5 is selected from the group consisting of a hydrogen atom and
linear or branched C14 alkyl groups, R4 is selected from the group consisting of a hydrogen atom and
a 014 alkyl group 15R9 represents a hydrogen atom, G1 represents a group selected from N and CR6
wherein R6 is selected from the group consisting of hydrogen atoms, halogen atoms, C14 alkyl, C3_4
cycloalkyl, C1.4 alkoxy, -CF3, -0CF3, monocyclic N-containing C5_7 heteroaryl, monocyclic N-
20containing C3.7 heterocyclyl groups and a C6_10 aryl group which is optionally substituted with one
or more substituents selected from halogen atoms and a C14 alkyl group, G2 represents a group
selected from:  - 158 -  a monocyclic or bicyclic 5 to 10 membered heteroaromatic ring containing a
nitrogen atom which is optionally substituted by one or more substituents selected from halogen
atoms, Ci.4 alkyl, C1.4 alkoxy, C3-4cycloalkyl, C3-4 cycloalkoxy, -CF3, -0CF3, and -CONR7R8,
wherein R7 and R8 are independently 5selected from hydrogen atom, linear or branched C1_4 alkyl
group, C3_7cycloalkyl group, or R7 and R8 together with the nitrogen atom to which they are attached
form a group of formula 



--N7MCH2)n 10wherein n is an integer from 0 to 3, and  a phenyl group which is optionnally
substituted by one or more substituents 15selected from halogen atoms, C1_4 alkyl, Ci.e. alkoxy,
C3_4cycloalkyl, C3-4 cycloalkoxy, -CF3, -0CF3, -CONR7R8, oxadiazolyl, triazolyl, pyrazolyl and
imidazolyl groups, wherein the oxadiazolyl, triazolyl, pyrazolyl and imidazolyi groups are optionally
substituted by Ci.4 alkyl or 03.7 cycloalkyl group and wherein R7 and R8 are independently selected
from hydrogen atom, linear or 20branched C14 alkyl group, C3_7cycloalkyl group, or R7 and R8
together with the nitrogen atom to which they are attached form a group of formula  wherein n is an
integer from 0 to 3. 25 6.A compound according to any one of the preceding claims wherein  - 159 -
R1 is selected from the group consisting of C1.4 alkyl, C3.4 cycloalkyl and -CF3 groups, and/or R2 is
selected from a hydrogen or halogen atom, and/or        R3 is selected from the group consisting of
COOR5, -CONHR5 and tetrazolyl groups, and/or R4 represents a hydrogen atom or a methyl group,
and/or R9 represents a hydrogen atom, and/or       G1 is selected from the group consisting of nitrogen
atoms and CH, C(CH3), C(cyclopropyl), C(phenyl) and C(CF3) groups, and/or        G2 represents a
group selected from optionally substituted phenyl, pyridyl, quinolynyl, pyrimidinyl and pyrazinyl groups.
7.A compound according to any one of the preceding claims wherein 20 



Fe is selected from the group consisting of methyl or cyclopropyl groups,             R2 is a hydrogen
atom, and/or 25R3 is a -COON group, and/or        G2 represents a group selected from the group
consisting of an optionally substituted phenyl, 4-pyridyl, 5-quinolynyl and 2-pyrazinyl groups. 308.A
compound according to any one of the preceding claims, wherein Rl is a cyclopropyl group. 9.A
compound according to claim 1 or 2 wherein  - 160 -         (a) 1R1 is selected from a methyl or
cyclopropyl group, R2 represents a hydrogen atom, R3 is a COOH group, R4 represents a hydrogen
atom or a methyl group, G1 is selected from nitrogen atoms and CH, C(CH3), C(cyclopropyl),
C(phenyl) and C(CF3) groups and G2 represents a group selected from the group consisting of an
5optionally substituted phenyl, 4-pyridyl, 5-quinolynyl and 2-pyrazinyl groups, and preferably 1R9
represents a hydrogen atom, or         (b) R1 is selected from a methyl or cyclopropyl group, R2
represents a hydrogen atom, R.3 is a COOH group, IR.4 represents a hydrogen atom, GI is selected
10from nitrogen atoms and CH, C(CH3) and C(CF3) groups and G2 represents a phenyl group
optionally substituted with one or two subsfituents selected from chloro, fluoro, methoxy, ethoxy,
isopropoxy, trifluoromethoxy and -CONR7R8, wherein R7 ishydrogen and R8 is cyclopropyl or Wand
Fe together with the nitrogen atom to which they are attached form a group of formula 15  wherein n is
1. 10.A compound according to claim 1 or 2 which is one of:
205-cyclopropy1-2-(2-phenylpyrimidin-5-ylamino)benzoic acid
2-(6-Cyclopropy1-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
5-(2-Carboxy-4-cyclopropylphenylamino)-3-methy1-2-phenylpyridine 1-oxide
5-Methy1-2-(6-(3-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoic acid
5-cyclopropy1-2-(6-hydroxy-5-phenylpyridin-3-ylamino)benzoic acid 



255-cyclopropy1-2-(2-(2,6-difluoro-4-hydroxyphenyl)pyrimidin-5-ylamino)benzoic acid
5-Cyclopropy1-2-(6-methoxy-5-phenylpyridin-3-ylamino) benzoic acid
2-(5-Fluoro-6-phenylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(Ethyl(methypamino)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid  -161 -
5-Cyclopropy1-2-(3'-fluoro-2,41-biPyridin-5-ylamino)benz0ic acid
2-(6-(Diethylamino)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-((2-Methoxyethyl)(methstl)amino)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid
2-(5-Chloro-6-phenylpyridin-3-ylamino)-5-methylbenzoic acid
55-Cyclopropy1-2-(2-(2-cyclopropylphenyl)pyrimidin-5-ylamino)benzoic acid
5-cyclopropy1-2-(5-phenylPyridin-3-ylamino) benzoic acid 5-methyl-2-(quinolin-3-ylamino)benzoic acid
5-methy1-2-(5,6,7,8-tetrahydroquinolin-3-ylamino)benzoic acid
2-(5-Chloro-2-phenylpyridin-3-ylamino)-5-methY1benz0ic acid
105-Cyclopropy1-2-(5,6-diphenylPyridin-3-ylamino)benz0ic acid
5-cyclopropy1-2-(2-(2,6-difluoroPhenyl)Pyrimidin-5-ylamino)benzoic acid
5-Cyclopropy1-2-(5-methylpyridin-3-ylamino) benzoic acid
2-(2-(3-Cyclopropoxyphenyppyrimidin-5-ylamino)-5-cycloPropylbenzoic acid
5-Methy1-2-(6-morpholinopyridin-3-Ylamino)benzoic acid
155-Methy1-2-(5-methy1-6-morPholinopyridin-3-ylamino)benzoic acid
5-cyclopropy1-2-(6-cycloproPy1-5-PhenylPyridin-3-ylamino) benzoic acid
2-(6-(2-Cyclopropylpheny1)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2-Cyanopheny1)-5-methylpyridin-3-ylamino)-5-rnethylbenz0ic acid
2-(2-(3-Chlorophenyl)pyrimidin-5-ylamino)-5-cYcloproPy1benz0ic acid
205-Methy1-2-(6-phenyl-5-(trifluoromethyl)pyridin-3-ylamino)benzoic add
5-Methyl-2-(5-methyl-6-(piperidin-111)pyridin-3-ylamino)benzoic acid
2-(6-(Azepan-l-y1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Methoxypheny1)-5-phenylPyridin-3-ylamino)-5-methylbenzoic acid
2-(2,3'-bipyridin-5-ylamino)-5-cycloProPylbenzoic acid
252-(3'-chloro-2,4'-bipyridin-5-ylamino)-5-methYlbenzoic acid
5-Methy1-2-(3-methy1-2,2'-bipYridin-5-Ylamino)benzoic acid
2-(5,6-Difluoropyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Methoxyphenyl)pyridin-3-ylamino)benzoic acid 2-(6-(3-Ethoxyphenyl)pyridin-3-Ylamino)benzoic
acid 302-(6-(3-Ethoxyphenyl)pyridin-3-Ylamino)-5-fluorobenzoic acid
2-(6-(3-Ethoxypheny1)-5-methylPyridin-3-ylamino)benzoic acid
2-(6-(3-Ethoxyphenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Ethoxypheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-Ethoxy-2-fluorophenyl)Pyridin-3-ylamino)benzoic acid  - 162 -
2-(6-(3-EthoxyphenyI)-4-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-EthoxyphenyI)-4-methylpyridin-3-ylamino)benzoic acid
5-Bromo-2-(6-(3-ethoxyphenyl)pyridin-3-ylamino)benzoic acid
5-Chloro-2-(6-(3-ethoxyphenyl)pyridin-3-ylamino)benzoic acid
52-(6-(5-Ethoxy-2-fluorophenyl)pyridin-3-ylamino)benzoic acid 



2-(6-(3-EthoxyphenyI)-5-methylpyridin-3-ylamino)-5-(trifluoromethyl)benzoic acid
2-(6-(3-MethoxyphenyI)-5-methylpyridin-3-ylamino)-5-(trifluoromethyl)benzoic acid
2-(6-(3-MethoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-MethoxyphenyI)-5-methylpyridin-3-ylamino)-6-methylbenzoic acid
105-Fluoro-2-(6-(3-methoxypheny1)-5-methylpyridin-3-ylamino)benzoic add
2-(6-(5-Ethoxy-2-fluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2-Fluoro-5-methoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(2-fluoro-5-methoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(2-Fluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid
152-(6-(3-MethoxyphenyI)-5-phenylpyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(3-methoxypheny1)-5-phenylpyridin-3-ylamino)-5-methylbenzoate
5-Methyl-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoic acid Ethyl
5-methyl-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoate
5-Methy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3-ylamino)benzoic acid 20Ethyl
5-methy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3-ylamino)benzoate
2-(5-Cyclopropy1-6-(3-methoxyphenyl)pyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(5-cyclopropy1-6-(3-methoxyphenyl)pyridin-3-ylamino)-5-methylbenzoate
2-(6-(2-Fluoro-5-isopropoxyphenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-lsopropoxypheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid 25Ethyl
2-(6-(3-isopropoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(3-Cyclopropoxypheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid tert-Butyl
2-(6-(3-cyclopropoxyphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(2-ChlorophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid ted-Butyl
2-(6-(2-chlorophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoate
302-(6-(3-CarbamoylphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(3-carbamoylphenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(2-Fluoro-5-methoxypheny1)-4-methylpyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(2-fluoro-5-methoxyphenyI)-4-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(3-MethoxyphenyI)-5-(trifluoromethyl)pyridin-3-ylamino)-5-methylbenzoic acid  - 163 Ethyl
2-(6-(3-methoxypheny1)-5-(trifluoromethyl)Pyridin-3-ylamino)-5-methylbenzoate
2-(6-(3-(Dimethylcarbamoyl)phenyI)-5-methylpYridin-3-ylamino)-5-methYlbenzoic acid Ethyl
2-(6-(3-(dimethylcarbamoyl)pheny1)-5-methylPyridin-3-ylamino)-5-methylbenzoate
2-(6-(3-lsopropoxypheny1)-5-methylpyridin-3-ylamino)-3-methylbenzoic acid 5tert-Butyl
2-(6-(3-isopropoxyphenyI)-5-methylpYridin-3-ylamino)-3-methYlbenzoate
3-Methyl-2-(5-methyl-6-phenylpyridin-3-Ylamino)benzoic acid tert-Butyl
3-methyl-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoate
2-(6-(2-Chlorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid tert-Butyl
2-(6-(2-chlorophenyl)pyridin-3-ylamino)-5-methYlbenzoate
103-Fluoro-2-(6-(3-methoxyphenyI)-5-methylPyridin-3-ylamino)benzoic acid 



tert-Butyl 3-fluoro-2-(6-(3-methoxypheny1)-5-methylpyridin-3-ylamino) benzoate
5-Cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)Phenyppyridin-3-ylamino)benzoic acid Ethyl
5-cyclopropy1-2-(5-methy1-6-(3-(trifluoromethoxy)phenyl)pyridin-3- ylamino)benzoate
155-Cyclopropy1-2-(5-methy1-6-phenylpyridin-3-ylamino)benzoic acid Ethyl
5-cyclopropy1-2-(5-methyl-6-phenylpyridin-3-ylamino)benzoate
5-Methy1-2-(5-methy1-6-(2-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoic acid tett-Butyl
5-methy1-2-(5-methy1-6-(2-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoate
2-(6-(3-ChlorophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid 20tert-Butyl
2-(6-(3-chlorophenyI)-5-methylpyridin-3-ylamino)-5-methylbenzoate
2-(6-(2-Fluoropheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid tert-Butyl
2-(6-(2-fluorophenyI)-5-methylpyridin-3-ylamino)-5-methYlbenzoate
5-Methy1-2-(5-methy1-6-(quinolin-5-Apyridin-3-ylamino)benzoic acid tert-Butyl
5-methy1-2-(5-methy1-6-(quinolin-5-y1)Pyridin-3-ylamino)benzoate
252-(3'-Fluoro-3-methy1-2,4'-bipyridin-5-ylamino)-5-methylbenzoic acid
tert-Butyl2-(3'-fluoro-3-methy1-2,4'-bipyridin-5-ylamino)-5-methylbenzoate
5-Methy1-2-(5-methy1-6-(pyrazin-2-y1)Pyridin-3-ylamino)benzoic acid tert-Butyl
5-methy1-2-(5-methy1-6-(pyrazin-211)pyridin-3-ylamino)benzoate
5-Cyclopropy1-2-(6-pheny1-5-(trifluoromethyl)pyridin-3-ylamino)benzoic acid 30Ethyl
5-cyclopropy1-2-(6-pheny1-5-(trifluoromethYl)pyridin-3-Ylamino)benzoate
5-Cyclopropy1-2-(6-(3-methoxypheny1)-5-(trifluoromethyl)pyridin-3-ylamino)benzoic acid Ethyl
5-cyclopropy1-2-(6-(3-methoxypheny1)-5-(trifluoromethyl)Pyridin-3- ylamino)benzoate
5-Chloro-2_(6-(2-fluorophenyl)pyridin-3-ylamino)benzoic acid  - 164 -
5-Chloro-2-(6-(2-chlorophenyl)pyridin-3-ylamino)benzoic acid
5-Chloro-2-(6-(quinolin-5-yl)pyridin-3-ylamino)benzoic acid
2-(6-(2-Chlorophenyl)pyridin-3-ylamino)-5-cyclopropylbenzoic acid Ethyl
2-(6-(2-chlorophenyl)pyridin-3-ylamino)-5-cyclopropylbenzoate
55-Chloro-2-(6-(2-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoic acid
5-Fluoro-2-(6-(2-(trifluoromethyl)phenyl)pyridin-3-ylamino)benzoic acid
2-(3'-Fluoro-2,4'-bipyridin-5-ylamino)-5-methylbenzoic acid
2-(2-(2-Fluorophenyl)pyrimidin-5-ylamino)-5-methylbenzoic acid tert-Butyl
2-(2-(2-fluorophenyl)pyrimidin-5-ylamino)-5-methylbenzoate
102-(6-(2,6-Difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid Ethyl
2-(6-(2,6-difluorophenyOpyridin-3-ylamino)-5-methylbenzoate
2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-cycloPropylbenzoic acid Methyl
2-(2-(2-chlorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoate
2-(2-(2-Chlorophenyl)pyrimidin-5-ylamino)-5-methylbenzoic acid 15terf-Butyl
2-(2-(2-chlorophenyl)pyrimidin-5-ylamino)-5-methylbenzoate 



5-Methyl-2-(5-methyl-6-(3-(pyrrolidine-1-carbonyl)phenyl)pyridin-3-ylamino)benzoic acid
2-(6-(3-(Cyclopropylcarbamoyl)phenyI)-5-methylPyridin-3-ylamino)-5-methylbenzoic acid
205-Cyclopropy1-2-(2-(2-fluorophenyOpyrimidin-5-ylamino)benzoic acid
2-(2-(2-trifluoromethylphenyl)pyrimidin-5-ylamino)-5-cycloproPYIbenzoic acid
2-(2-o-tolylpyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
2-(2-(2-cyclopropoxyphenyl)pyrimidin-5-ylamino)-5-cycloproPylbenzoic acid
2-(2-(2,5-difluorophenyl)pyrimidin-5-ylamino)-5-cycloproPYIbenzoic acid
252-(2-(2,3-difluorophenyl)pyrimidin-5-ylamino)-5-cyclopropylbenzoic acid
2-(2-(2-fluoro-5-chlorophenyl)pyrimidin-5-ylamino)-5-cycloproPylbenzoic acid
2-(2-(2-trifluoromethylphenyl)pyrimidin-5-ylamino)-5-methylbenzoic acid
2-(2-(2-fluoro-5-trifluoromethoxyphenyl)pyrimidin-5-ylamino)-5-cycloproPylbenzoic acid
2-(6-(2-trifluoromethylphenyl)pyridin-3-ylamino)-5-methylbenzoic acid
302-(6-phenylpyridin-3-ylamino)-5-cyclopropylbenzoic acid
2-(6-(2-fluorophenyl)pyridin-3-ylamino)-5-cyclopropylbenzoic acid
2-(6-(3,5-difluoropyridin-4-yl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-cyclopropylcarbamoylphenyl)pyridin-3-ylamino)-5-methylbenzoie acid
2-(6-(2,4-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid  - 165 -
2-(6-(2,5-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2-fluorophenyl)pyridin-3-ylamino)-5-cyclopropy1-3-fluorobenzoic acid
2-(6-(2,3,6-trifluorophenyppyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(3-(5-methyl-1,3,4-oxadiazol-2-yl)phenyhpyridin-3-ylamino)-5-methylbenzoic acid
52-(5-methyl-6-(pyrimidin-5-yl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(2,3-difluorophenyl)pyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(5-fluoro-2-methoxypheny0-5-methylpyridin-3-ylamino)-5-methylbenzoic acid
2-(6-(4-carbamoylpheny1)-5-methylpyridin-3-ylamino)-5-methylbenzoic acid 10and the
pharmaceutically acceptable salts and N-oxides thereof. 11.A compound of formula (I) R9 N,G2 yR2
15 wherein R1, R2, R3, R4, R9, G1 and G2 are as defined in any one of the preceding claims, with the
proviso that when G2 is a hydrogen or chlorine atom, a C1-C4 alkoxy group or together with R6 forms
phenyl group, then R1 is not a hydrogen atom or a chlorine atom. 20 



12. A compound according to claim 11 for use in the treatment of the human or animal body.  13. A
pharmaceutical composition comprising a compound as defined in claim 11 in 25association with a
pharmaceutically acceptable diluent or carrier.  14. Use of a compound as defined in any one of claims
1 to 11 in the manufacture of a medicament for the treatment of a pathological condition or disease as
defined in claims 1 or 2.  -166- 15. A combination product comprising (i) a compound according to any
one of  claims 1 to 11; and (ii) another compound selected from: 5 a)  Anti-TNF-alpha monoclonal
antibodies such as Infliximab, Certolizumab pegol, Golimumab, Adalimumab and AME-527 from
Applied Molecular   Evolution  b)  TNF-alpha Antagonists such as Etanercept, Lenercept, Onercept
and   Pegsunercept 10 



c)  Calcineurin (PP-2B) Inhibitors/INS Expression Inhibitors such as cyclosporine A, Tacrolimus and
ISA-247 from lsotechnika  d)  IL-1 Receptor Antagonists such as Anakinra and AMG-719 from Amgen
e)  Anti-CD20 monoclonal antibodies such as Rituximab, Ofatumumab, Ocrelizumab, Veltuzumab and
TRU-015 from Trubion Pharmaceuticals 15 f)  p38 Inhibitors such as AMG-548 (from Amgen),
ARRY-797 (from Array   Biopharma), Chlormethiazole edisylate, Doramapimod, PS-540446, EMS-
582949 (from BMS), SB-203580, SB-242235, SB-235699, SB-281832, SB-681323, SB-856553 (all
from GlaxoSmithKline), KC-706 (from Kemia), LEO-1606, LEO-15520 (all from Leo), SC-80036,
SD-06, PH-797804 (all 20  from Pfizer), RWJ-67657 (from R.W. Johnson), RO-3201195, RO-   



4402257 (all from Roche), AVE-9940 (from Aventis), SC10-323, SCIO-   469 (all from Scios), TA-5493
(from Tanabe Seiyaku), and VX-745 and   VX-702 (all from Vertex)  g)  NF-kappaB (NFKB) Activation
Inhibitors such as Sulfasalazine and 25  iguratimod  h)  Dihydrofolate Reductase (DHFR) Inhibitors
such as Methotrexate, Aminopterin and CH-1504 from Chelsea.  








