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ABSTRACT 

Novel compounds selected from 2-(3-aminoaryl) amino-4 
aryl-thiaZoles of formula (I) that selectively modulate, regu 
late, and/or inhibit signal transductions mediated by certain 
native and/or mutant tyrosine kinases implicated in a variety 
of human and animal diseases such as cell proliferative, 
metabolic, allergic and degenerative disorders. More par 
ticularly, these compounds are potent and selective c-kit 
inhibitors. 
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2-(3-AMINOARYL)AMINO—4-ARYL-THIAZOLES 
AND THEIR USE AS C-KIT INHIBITORS 

[0001] The present invention relates to novel compounds 
selected from 2-(3-aminoaryl)amino-4-aryl-thiaZoles that 
selectively modulate, regulate, and/or inhibit signal trans 
duction mediated by certain native and/or mutant tyrosine 
kinases implicated in a variety of human and animal diseases 
such as cell proliferative, metabolic, allergic, and degenera 
tive disorders. More particularly, these compounds are 
potent and selective c-kit inhibitors. 

[0002] Tyrosine kinases are receptor type or non-receptor 
type proteins, Which transfer the terminal phosphate of ATP 
to tyrosine residues of proteins thereby activating or inac 
tivating signal transduction pathWays. These proteins are 
knoWn to be involved in many cellular mechanisms, Which 
in case of disruption, lead to disorders such as abnormal cell 
proliferation and migration as Well as in?ammation. 

[0003] As of today, there are about 58 knoWn receptor 
tyrosine kinases. Other tyrosine kinases are the Well-known 
VEGF receptors et al., Nature 362, pp. 841-844, 1993), 
PDGF receptors, c-kit and the FLK family. These receptors 
can transmit signals to other tyrosine kinases including Src, 
Raf, Frk, Btk, Csk, Abl, Fes/Fps, Fak, Jak, Ack. etc. 

[0004] Among tyrosine kinase receptors, c-kit is of special 
interest. Indeed, c-kit is a key receptor activating mast cells, 
Which have proved to be directly or indirectly implicated in 
numerous pathologies for Which the Applicant ?led WO 
03/004007, WO 03/004006, WO 03/003006, WO 
03/003004, WO 03/002114, WO 03/002109, WO 
03/002108, WO 03/002107, WO 03/002106, WO 
03/002105, WO 03/039550, WO 03/035050, WO 
03/035049, US. 60/359,652 and US. 60/359651. 

[0005] It Was found that mast cells present in tissues of 
patients are implicated in or contribute to the genesis of 
diseases such as autoimmune diseases (rheumatoid arthritis, 
in?ammatory boWel diseases (IBD)) allergic diseases, tumor 
angiogenesis, in?ammatory diseases, and interstitial cystitis. 
In these diseases, it has been shoWn that mast cells partici 
pate in the destruction of tissues by releasing a cocktail of 
different proteases and mediators such as histamine, neutral 
proteases, lipid-derived mediators (prostaglandins, throm 
boXanes and leucotrienes), and various cytokines (IL-1, 
IL-2, IL-3, IL-4, IL-5, IL-6, IL-8, TNF-ot, GM-CSF, MIP 
1a, MIP-1b, MIP-2 and IFN-y). 

[0006] The c-kit receptor also can be constitutively acti 
vated by mutations leading to abnormal cell proliferation 
and development of diseases such as mastocytosis and 
various cancers. 

[0007] For this reason, it has been proposed to target c-kit 
to deplete the mast cells responsible for these disorders. 

[0008] The main objective underlying the present inven 
tion is therefore to ?nd potent and selective compounds 
capable of inhibiting Wild type and/or mutated c-kit. 

[0009] Many different compounds have been described as 
tyrosine kinase inhibitors, for eXample, bis monocyclic, 
bicyclic or heterocyclic aryl compounds (WO 92/20642), 
vinylene-aZaindole derivatives (W0 94/ 14808) and 1-cyclo 
proppyl-4-pyridyl-quinolones (US. Pat. No. 5,330,992), 
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styryl compounds (US. Pat. No. 5,217,999), styryl-substi 
tuted pyridyl compounds (US. Pat. No. 5,302,606), sele 
noindoles and selenides (WO 94/03427), tricyclic polyhy 
droXylic compounds (WO 92/21660) and benZylphosphonic 
acid compounds (WO 91/15495), pyrimidine derivatives 
(US. Pat. No. 5,521,184 and WO 99/03854), indolinone 
derivatives and pyrrole-substituted indolinones (US. Pat. 
No. 5,792,783, EP 934 931, US. Pat. No. 5,834,504, US. 
Pat. No. 5,883,116, US. Pat. No. 5,883,113, US. Pat. No. 
5,886,020, WO 96/40116 and WO 00/38519), as Well as bis 
monocyclic, bicyclic aryl and heteroaryl compounds (EP 
584 222, US. Pat. No. 5,656,643 and WO 92/20642), 
quinaZoline derivatives (EP 602 851, EP 520 722, US. Pat. 
No. 3,772,295 and US. Pat. No. 4,343,940) and aryl and 
heteroaryl quinaZoline (US. Pat. No. 5,721,237, US. Pat. 
No. 5,714,493, US. Pat. No. 5,710,158 and WO 95/15758). 

[0010] HoWever, none of these compounds have been 
described as potent and selective inhibitors of c-kit or of the 
c-kit pathWay. 

[0011] In connection With the present invention, We have 
found that compounds corresponding to the 2-(3-aminoary 
l)amino-4-aryl-thiaZoles are potent and selective inhibitors 
of c-kit or c-kit pathWay. These compounds are good can 
didates for treating diseases such as autoimmunes diseases, 
in?ammatory diseases, cancer and mastocytosis. 

DESCRIPTION 

[0012] Therefore, the present invention relates to com 
pounds belonging to the 2-(3-amino)arylamino-4-aryl-thia 
Zoles. These compounds are capable of selectively inhibiting 
signal transduction involving the tyrosine phosphokinase 
c-kit and mutant forms thereof. In a ?rst embodiment, the 
invention is aimed at compounds of formula I, Which may 
represent either free base forms of the substances or phar 
maceutically acceptable salts thereof: 

FORMULA I 
R3 

6 
R R4 R2 

N 

/ k R. 
R7 5 N N/ 

H H 

R5 

[0013] and Wherein R1 is: 

[0014] a) a linear or branched alkyl group containing from 
1 to 10 carbon atoms optionally substituted With at least one 
heteroatom, notably a halogen selected from I, Cl, Br and F, 
and/or bearing a pendant basic nitrogen functionality; 

[0015] b) an aryl or heteroaryl group optionally substituted 
by an alkyl or aryl group optionally substituted With a 
heteroatom, notably a halogen selected from I, Cl, Br and F 
or bearing a pendant basic nitrogen functionality; 

[0016] c) a —CO—NH—R, —CO—R, —CO—OR or a 
—CO—NRR‘ group, Wherein R an d R‘ are independently 
chosen from H or an aryl, heteroaryl, alkyl and cycloalkyl 
group optionally substituted With at least one heteroatom, 
notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality; 
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[0017] R2 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl or alkoXy; 

[0018] R3 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl or alkoXy; 

[0019] R4 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl or alkoXy; 

[0020] R5 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl or alkoXy; 

[0021] R6 is one of the folloWing: 

[0022] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uorom 
ethyl, and alkoXy; 

[0023] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, alkyl groups contain 
ing from 1 to 10 carbon atoms, tri?uoromethyl and alkoXy; 

[0024] (iii) a ?ve-membered ring aromatic heterocyclic 
group such as for eXample 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4-thiaZolyl, S-thiazolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl, and alkoXy, 

[0025] iv) H, a halogen selected from I, F, Cl or Br; NH2, 
N02 or SO2—R, Wherein R is a linear or branched alkyl goup 
containing one or more group such as 1 to 10 carbon atoms, 
and optionally substituted With at least one heteroatom, 
notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality; 

[0026] and R7 is one of the folloWing: 

[0027] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uorom 
ethyl, and alkoXy; 

[0028] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, alkyl groups contain 
ing from 1 to 10 carbon atoms, tri?uoromethyl and alkoXy; 

[0029] (iii) a ?ve-membered ring aromatic heterocyclic 
group such as for eXample 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4thiaZolyl, 5-thiaZolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl, and alkoXy. 

[0030] iv) H, a halogen selected from I, F, Cl or Br; NH2, 
N02 or SO2—R, Wherein R is a linear or branched alkyl 
goup containing one or more group such as 1 to 10 carbon 
atoms, and optionally substituted With at least one heteroa 
tom, notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality; 
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[0031] In another preferred embodiment, When R1 has the 
meaning depicted in c) above, the invention is directed to 
compounds of the folloWing formula: 

| 5%? 
\ N 

/ 
N 

[0032] Wherein R is H or an organic group that can be 
selected for eXample from a linear or branched alkyl group 
containing from 1 to 10 carbon atoms optionally substituted 
With at least one heteroatom or bearing a pendant basic 
nitrogen functionality; a cycloalkyl, an aryl or heteroaryl 
group optionally substituted by an alkyl, a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With a het 
eroatom, notably a halogen selected from I, Cl, Br and F 
and/or bearing a pendant basic nitrogen functionality. 

[0033] Among the particular compounds in Which R1 has 
the meaning as depicted in c) above, the invention is directed 
to amide-aniline compounds of the following formula: 

| 5%? 
\ N 

I / 

HN R 

> < > / g 
o 

N 

[0034] Wherein R is H or an organic group that can be 
selected for eXample from a linear or branched alkyl group 
containing from 1 to 10 carbon atoms optionally substituted 
With at least one heteroatom or bearing a pendant basic 
nitrogen functionality; a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With a heteroatom, notably a 
halogen selected from I, Cl, Br and F and/or bearing a 
pendant basic nitrogen functionality; or a a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With a 
cycloalkyl, an aryl or heteroaryl group optionally substituted 
With a heteroatom, notably a halogen selected from I, Cl, Br 
and F and I or bearing a pendant basic nitrogen functionality; 

[0035] a —SO2-R group Wherein R is an alkyl, cycloalkyl, 
aryl or heteroaryl optionally substituted With an heteroatom, 
notably a halogen selected from I, Cl, Br and F and/or 
bearing a pendant basic nitrogen functionality; or a 
—CO—R or a —CO—NRR‘ group, Wherein R and R‘ are 
independently chosen from H, an alkyl, a cycloalkyl, an aryl 
or heteroaryl group optionally substituted With at least one 
heteroatom, notably selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality 
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[0036] Among the particular compounds in Which R1 has 
the meaning as depicted in c) above, the invention is directed 
to amide-benZylamine compounds of the following formula: 

I / 
N 

HN : 
O 

[0037] Wherein R is H or an organic group that can be 
selected for example from a linear or branched alkyl group 
containing from 1 to 10 carbon atoms optionally substituted 
With at least one heteroatom, notably a halogen selected 
from I, Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; a cycloalkyl, aryl or heteroaryl group option 
ally substituted With an heteroatom, notably a halogen 
selected from I, Cl, Br and F or bearing a pendant basic 
nitrogen functionality; or an alkyl, cycloalkyl, aryl or het 
eroaryl group substituted by a alkyl, cycloalkyl, aryl or 
heteroaryl group optionally substituted With a heteroatom, 
notably a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; 

[0038] a —SOZ-R group Wherein R is an alkyl, cycloalkyl, 
aryl or heteroaryl group optionally substituted With an 
heteroatom, notably a halogen selected from I, Cl, Br and F 
or bearing a pendant basic nitrogen functionality; or a 
—CO—R or a —CO—NRR‘ group, Wherein R and R‘ are 
independently chosen from H or an aryl heteroaryl, alkyl and 
cycloalkyl group optionally substituted With at least one 
heteroatom and/or bearing a pendant basic nitrogen func 
tionality. 

ZIE pm 

[0039] Among the particular compounds in Which R1 has 
the meaning as depicted in c) above, the invention is directed 
to amide-phenol compounds of the folloWing formula: 

| 5%? 
\ N 

I / 
N 

HN R 

2 < > / O 

O 

[0040] Wherein R is H or an organic group that can be 
selected for example from a linear or branched alkyl group 
containing from 1 to 10 carbon atoms optionally substituted 
With at least one heteroatom notably a halogen selected from 
I, Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; 
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[0041] a cycloalkyl, aryl or heteroaryl group optionally 
substituted With a heteroatom, notably a halogen selected 
from I, Cl, Br and F and/or bearing a pendant basic nitrogen 
functionality; or an alkyl, cycloalkyl, aryl or heteroaryl 
group substituted by a alkyl, cycloalkyl, aryl or heteroaryl 
group optionally substituted With a heteroatom, notably a 
halogen selected from I, Cl, Br and F and/or bearing a 
pendant basic nitrogen functionality; 

[0042] a —SOZ-R group Wherein R is an alkyl, cycloalkyl, 
aryl or heteroaryl group optionally substituted With an 
heteroatom, notably a halogen selected from I, Cl, Br and F 
and/or bearing a pendant basic nitrogen functionality; or a 
—CO—R or a —CO—NRR‘ group, Wherein R and R‘ are 
independently chosen from H or an aryl, heteroaryl, alkyl 
and cycloalkyl group optionally substituted With at least one 
heteroatom and/or bearing a pendant basic nitrogen func 
tionality. 

[0043] Among the particular compounds in Which R1 has 
the meaning as depicted in c) above, the invention is directed 
to urea compounds of the folloWing formula: 

| 5%? 
\ N 

/ 
N 

o R 

[0044] Wherein R is H or an organic group that can be 
selected for example from a linear or branched alkyl group 
containing from 1 to 10 carbon atoms optionally substituted 
With at least one heteroatom (for example a halogen) and/or 
bearing a pendant basic nitrogen is functionality; a 
cycloalkyl, an aryl or heteroaryl group optionally substituted 
With at least one heteroatom, notably a halogen selected 
from I, Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; or a cycloalkyl, an aryl or heteroaryl group 
substituted by an alkyl, a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With an heteroatom, notably a 
halogen selected from I, Cl, Br and F, and/or bearing a 
pendant basic nitrogen functionality. 

[0045] Among the particular compounds in Which R1 has 
the meaning as depicted in a) and b) above, the invention is 
directed to N-Aminoalkyl-N‘-thiaZol-2yl-benZene-1,3-di 
amine compounds of the folloWing formula: 

R3 
R6 

R4 R2 

/ N 
R7 i Y— Z 

S N N/ 
H H 

R5 
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[0046] wherein Y is a linear or branched alkyl group 
containing from 1 to 10 carbon atoms; 

[0047] Wherein Z represents an aryl or heteroaryl group, 
optionally substituted at one or more ring position With any 
permutation of the folloWing groups: 

[0048] a halogen such as F, Cl, Br, I; 
[0049] a linear or branched alkyl group containing 

from 1 to 10 carbon atoms atoms optionally substi 
tuted With at least one heteroatom (for example a 
halogen) and/or bearing a pendant basic nitrogen 
functionality; a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With at least one het 
eroatom, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; or a cycloalkyl, an aryl or heteroaryl group 
substituted by an alkyl, a cycloalkyl, an alkyl or 
heteroaryl group optionally substituted With an het 
eroatom, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; 

[0050] an O—R, Where R is a linear or branched 
alkyl group containing from 1 to 10 carbon atoms 
atoms optionally substituted With at least one het 
eroatom (for example a halogen) and/or bearing a 
pendant basic nitrogen functionality; a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With 
at least one heteroatom, notably a halogen selected 
from I, Cl, Br and F, and/or bearing a pendant basic 
nitrogen functionality; or a cycloalkyl, an aryl or 
heteroaryl group substituted by an alkyl, a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With an heteroatom, notably a halogen 
selected from I, Cl, Br and F, and/or bearing a 
pendant basic nitrogen functionality; 

[0051] an NRaRb, Where Ra and Rb represents a 
hydrogen, or a linear or branched alkyl group con 
taining from 1 to 10 carbon atoms atoms optionally 
substituted With at least one heteroatom (for eXample 
a halogen) and/or bearing a pendant basic nitrogen 
functionality or a cycle; a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With at least 
one heteroatom, notably a halogen selected from I, 
Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; or a cycloalkyl, an aryl or heteroaryl 
group: substituted by an alkyl, a cycloalkyl, an aryl 
or heteroaryl group optionally substituted With an 
heteroatom, notably a halogen selected from I, Cl, Br 
and F, and I or bearing a pendant basic nitrogen 
functionality, 

[0052] a COOR, Where R is a linear or branched alkyl 
group containing from 1 to 10 carbon atoms atoms 
optionally substituted With at least one heteroatom 
(for eXample a halogen) and/or bearing a pendant 
basic nitrogen functionality; a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With at least 
one heteroatom, notably a halogen selected from I, 
Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; or a cycloalkyl, an aryl or heteroaryl 
group substituted by an alkyl, a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With an het 
eroatom, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; 
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[0053] a CONRaRb, Where Ra and Rb are a hydrogen 
or a linear or branched alkyl group containing from 
1 to 10 carbon atoms atoms optionally substituted 
With at least one heteroatom (for eXample a halogen) 
and/or bearing a pendant basic nitrogen functional 
ity; a cycloalkyl, an aryl or heteroaryl group option 
ally substituted With at least one heteroatom, notably 
a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality; or a 
cycloalkyl, an aryl or heteroaryl group substituted by 
an alkyl, a cycloalkyl, an aryl or heteroaryl group 
optionally substituted With an heteroatom, notably a 
halogen selected from I, Cl, Br and F, and/or bearing 
a pendant basic nitrogen functionality; 

[0054] an NHCOR, Where R is a linear or branched 
alkyl group containing from 1 to 10 carbon atoms 
atoms optionally substituted With at least one het 
eroatom (for eXample a halogen) and/or bearing a 
pendant basic nitrogen functionality; a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With 
at least one heteroatom, notably a halogen selected 
from I, Cl, Br and F, and/or bearing a pendant basic 
nitrogen functionality; or a cycloalkyl, an aryl or 
heteroaryl group substituted by an alkyl, a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With an heteroatom, notably a halogen 
selected from I, Cl, Br and F, and/or bearing a 
pendant basic nitrogen functionality; 

[0055] an NHCOOR, Where R is a linear or branched 
alkyl group containing from 1 to 10 carbon atoms 
atoms optionally substituted With at least one het 
eroatom (for eXample a halogen) and/or bearing a 
pendant basic nitrogen functionality; a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With 
at least one heteroatom, notably a halogen selected 
from I, Cl, Br and F, and/or bearing a pendant basic 
nitrogen functionality, or a cycloalkyl, an aryl or 
heteroaryl group substituted by an alkyl, a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With an heteroatom, notably a halogen 
selected from I, Cl, Br and F, and/or bearing a 
pendant basic nitrogen functionality; 

[0056] an NHCONRaRb, Where Ra and Rb are a 
hydrogen or a linear or branched alkyl group con 
taining from 1 to 10 carbon atoms atoms optionally 
substituted With at least one heteroatom (for eXample 
a halogen) and/or bearing a pendant basic nitrogen 
functionality; a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With at least one het 
eroatom, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; or a cycloalkyl, an aryl or heteroaryl group 
substituted by an alkyl, a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With an het 
eroatom, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; 

[0057] an OSOZR, Where R is a linear or branched 
alkyl group containing from 1 to 10 carbon atoms 
atoms optionally substituted With at least one het 
eroatom (for eXample a halogen) and/or bearing a 
pendant basic nitrogen functionality; a cycloalkyl, an 
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aryl or heteroaryl group optionally substituted With 
at least one heteroatorn, notably a halogen selected 
from I, Cl, Br and F, and/or bearing a pendant basic 
nitrogen functionality; or a cycloalkyl, an aryl or 
heteroaryl group substituted by an alkyl, a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With an heteroatorn, notably a halogen 
selected from I, Cl, Br and F, and/or bearing a 
pendant basic nitrogen functionality; 

[0058] an NRaOSOZRb, Where Ra and Rb are a linear 
or branched alkyl group containing from 1 to 10 
carbon atoms atorns optionally substituted With at 
least one heteroatorn (for example a halogen) and/or 
bearing a pendant basic nitrogen functionality; Ra 
can also be a hydrogen; a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With at least 
one heteroatorn, notably a halogen selected from I, 
Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; or a cycloalkyl, an aryl or heteroaryl 
group substituted by an alkyl, a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With an het 
eroatorn, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; 

[0059] R2 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0060] R3 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0061] R4 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0062] R5 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0063] R6 is one of the folloWing: 

[0064] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uororn 
ethyl, and alkoXy; 

[0065] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, alkyl groups contain 
ing from 1 to 10 carbon atoms, tri?uorornethyl and alkoXy; 

[0066] (iii) a ?ve-rnernbered ring arornatic heterocyclic 
group such as for example 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4-thiaZolyl, 5-thiaZolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl, and alkoXy. 

[0067] iv) H, a halogen selected from I, F, Cl or Br; NH2, 
N02 or SO2-R, Wherein R is a linear or branched alkyl 
group containing one or more group such as 1 to 10 carbon 
atoms, and optionally substituted With at least one heteroa 
torn, notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality; 
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[0068] 
[0069] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uororn 
ethyl, and alkoXy; 

and R7 is one of the folloWing: 

[0070] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, alkyl groups contain 
ing from 1 to 10 carbon atoms, tri?uorornethyl and alkoXy; 

[0071] (iii) a ?ve-rnernbered ring arornatic heterocyclic 
group such as for example 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4-thiaZolyl, 5-thiaZolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl, and alkoXy. 

[0072] iv) H, an halogen selected from I, F, Cl or Br; NH2, 
N02 or SO2-R, Wherein R is a linear or branched alkyl goup 
containing one or more group such as 1 to 10 carbon atoms, 
and optionally substituted With at least one heteroatorn, 
notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality. 

[0073] An example of preferred compounds of the above 
formula is depicted beloW: 

[0074] 001: 4-{[4-Methyl-3-(4-pyridin-3-yl-thiaZol-2 
ylarnino)-phenylarnino]-rnethyl}-benZoic acid methyl ester 

/ 
N 

HN : O 
OMe 

[0075] Among the compounds of formula I, the invention 
is particularly embodied by the compounds of the following 
formula II: 

R3 
6 

R R4 R2 

/ N l 
s)\ g X 

R5 

[0076] Wherein X is R or NRR‘ and Wherein R and R‘ are 
independently chosen from H, an aryl, a heteroaryl, an alkyl, 
or a cycloalkyl group optionally substituted With at least one 
heteroatorn, such as for example a halogen chosen from F, 
I, Cl and Br and optionally bearing a pendant basic nitrogen 
functionality, or an aryl, a heteroaryl, an alkyl or a 

FORMULA II 

EZ 
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cycloalkyl group substituted With an aryl, a heteroaryl, an 
alklyl or a cycloalkyl group optionally substituted With at 
least one heteroatorn, such as for example a halogen chosen 
from F, I, Cl and Br and optionally bearing a pendant basic 
nitrogen functionality, 
[0077] R2 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0078] R3 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0079] R4 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0080] R5 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0081] R6 is one of the folloWing: 

[0082] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uororn 
ethyl, and alkoXy; 

[0083] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, alkyl groups contain 
ing from 1 to 10 carbon atoms, tri?uorornethyl and alkoXy; 

[0084] (iii) a ?ve-rnernbered ring arornatic heterocyclic 
group such as for example 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4-thiaZolyl, 5-thiaZolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl, and alkoXy. 

[0085] iv) H, a halogen selected from I, F, Cl or Br; NH2, 
N02 or SO2-R, Wherein R is a linear or branched alkyl goup 
containing one or more group such as 1 to 10 carbon atoms, 
and optionally substituted With at least one heteroatorn, 
notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality. 

[0086] In another alternative, substituent R6, Which in the 
formula II is connected to position 4 of the thiaZole ring, 
may instead occupy position 5 of the thiaZole ring. 

[0087] Among the preferred cornpounds corresponding 
formula II, the invention is directed to compounds in Which 
X is a substituted alkyl, aryl or heteroaryl group bearing a 
pendant basic nitrogen functionality represented for 
example by the structures a to f shoWn beloW, Wherein the 
Wavy line corresponds to the point of attachment to core 
structure of formula II: 
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-continued 

of“ 
O/ 

[0088] Among group a to f, X (see formula II) is prefer 
entially group d. 

[0089] Furthermore, among the preferred compounds of 
formula I or II, the invention concerns the compounds in 
Which R2 and R3 are hydrogen. Preferentially, R4 is a methyl 
group and R5 is H. In addition, R6 is preferentially a 
3-pyridyl group (cf. structure g beloW), or a 4-pyridyl group 
(cf structure h beloW). The Wavy line in structure g and h 
correspond to the point of attachment to the core structure of 
formula I or II. 

N g 

I \ 

/ 
h 

N 
I \ 

/ 

[0090] Thus, the invention conternplates: 
[0091] 1—A compound of formula II as depicted 

above, Wherein X is group d and R6 is a 3-pyridyl 
group. 

[0092] 2—A compound of formula II as depicted 
above, Wherein X is group d and R4 is a methyl 
group. 

[0093] 3—A compound of formula I or II as depicted 
above, Wherein R1 is group d and R2 is H. 

[0094] 4—A compound of formula I or II as depicted 
above, Wherein R1 is group d and R3 is H. 

[0095] 5—A compound of formula I or II as depicted 
above, Wherein R1 is group d and R2 and/or R3 and/or 
R5 is H. 
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[0096] 6—A compound of formula I or II as depicted 
above, Wherein R6 is a 3-pyridyl group and R3 is a 
methyl group. 

[0097] 7—A compound of formula I or II as depicted 
above, Wherein R6 is a 3-pyridyl group and R2 is H. 

[0098] 8—A compound of formula I or II as depicted 
above, Wherein R2 and/or R3 and/or R5 is H and R4 
is a methyl group. 

[0099] 9—A compound of formula I or II as depicted 
above Wherein R2 and/or R3 and/or R5 is H, R4 is a 
methyl group and R6 is a 3-pyridyl group. 

[0100] Among the compounds of formula II, the invention 
is particularly embodied by the compounds Wherein R2, R3, 
R5 are hydrogen, corresponding to the folloWing formula 
II-1Z 

R6 

R4 

/i I) l S N N X 
H H 

[0101] Wherein X is R or NRR‘ and Wherein R and R‘ are 
independently chosen from H or an organic group that can 
be selected for eXample from a linear or branched alkyl 
group containing from 1 to 10 carbon atoms optionally 
substituted With at least one heteroatom or bearing a pendant 
basic nitrogen functionality; a cycloalkyl, an aryl or het 
eroaryl group optionally substituted With an heteroatom, 
notably a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; or a a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With a 
cycloalkyl, an aryl or heteroaryl group optionally substituted 
With an heteroatom, notably a halogen selected from I, Cl, 
Br and F or bearing a pendant basic nitrogen functionality; 

[0102] a —SO2-R group Wherein R is an alkyl, cycloalkyl, 
aryl or heteroaryl optionally substituted With a heteroatom, 
notably a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; or a —CO—R or a 
—CO—NRR‘ group, Wherein R and R‘ are independently 
chosen from H, an alkyl, a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With at least one heteroatom, 
notably selected from I, Cl, Br and F, and/or bearing a 
pendant basic nitrogen functionality. 

FORMULA II-1 

[0103] R4 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl or alkoXy; 

[0104] R6 is one of the folloWing: 

[0105] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uorom 
ethyl, and alkoXy; 
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[0106] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, allyl groups contain 
ing from 1 to 10 carbon atoms, tri?uoromethyl and alkoXy; 

[0107] (iii) a ?ve-membered ring aromatic heterocyclic 
group such as for eXample 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4-thiaZolyl, 5-thiaZolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl, and alkoXy. 

[0108] iv) H, a halogen selected from I, F, C1 or Br; NH2, 
N02 or SO2-R, Wherein R is a linear or branched alkyl goup 
containing one or more group such as 1 to 10 carbon atoms, 
and optionally substituted With at least one heteroatom, 
notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality. 

[0109] In another alternative, substituent R6, Which in the 
formula II is connected to position 4 of the thiaZole ring, 
may instead occupy position 5 of the thiaZole ring. 

EXAMPLES 

[0110] 002: 2-(2-methyl-5-amino)phenyl-4-(3-pyridyl) 
thiaZole 

M6 

5 

11 WE) \ 

O 

[0111] 003: 4-(4-Methyl-piperaZin-1-ylmethyl)-N-[3-(4 
pyridin-3-yl-thiaZol-2-ylamino)-phenyl]-benZamide 

[0112] 004: N-[4-Methyl-3—(4-phenyl-thiaZol-2-ylamino) 
phenyl]-4-(4-methyl-piperaZin-1-ylmethyl)-benZamide 

M6 

5 

in. f; 
O 
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[0113] 005: N-[3-([2,4‘]BithiaZ0lyl-2‘-ylarnin0)-4-rnethyl- [0117] 027: 2-2-chl0r0-5-arnin0)phenyl-4-(3-pyridyl) 
phenyl]-4-(4-rnethyl-piperaZin-1-ylrnethyl)-benZarnide thiaZ0le 

N w @ 
[0115] 007: 2_[5{3JOdobenzoylammoy2_methy1_pheny_ ylarnin0]4-rnethyl-phenyl-}-carbarnic acid isobutyl ester 
larnino]-thiaZ0le-4-carb0Xylic acid ethyl ester 

0 
EtOZC 

[0116] 008: 2-{Z-Methyl-S-[4-(4-rnethyl-piperaZin-1-yl- [0120] 130: 2-[5-3-Br0rn0-benZ0ylarnin0)-2-rnethyl-phe 
rnethyl)-benZ0ylarnin0]-phenylarnin0}-thiaZ0le-4-carb0Xy- nylarnino]-5-(4-chl0r0-phenyl)-thiaZ0le-4-carb0Xylic acid 
lic acid ethyl ester ethyl ester 

EtOZC 
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[0129] 064: 2,6-Dichloro-N-[4-methyl-3-(4-pyridin-3-yl- [0134] 095: 4-tert-Butyl-cycloheXanecarboXylic acid 
thiaZol-2-ylamino)-phenyl]-isonicotinamide [4-methyl-3-(4-pyridin-3-yl-thiaZol-2-ylamino)-phenyl] 

amide 
S g 

\ 7/ c1 
N s H 

\ | \N | w 
I HN / / 
/ c1 \ N 
N | 

O / 
N HN 

[0130] 091: 3-Phenyl-propynoic acid [4-methyl-3-(4-py 
ridin-3-yl-thiaZol-2-ylamino)-phenyl]-amide 

O 

S H mixture of isomeres 

l >/N cis/trans / 
\ N 

: - - et y- - -pyr1 1n- -y-t1aZo - - / 0135 096 N4Mhl34 'd' 3 1h 12 
N HN % ylam1no)-phenyl]-4-morphol1n-4-yl-butyram1de 

O 

pyridin-3-yl-thiaZol-2-ylmethyl)-phenyl]-amide 

I t | 'N/ 

[0131] 092: CycloheXanecarboXylic acid [4-methyl-3-(4- S g 

l />/ 
\ N 

N 

[0136] beige powder mp: 116-120° C. 
[0132] 093: 5-[4-Methyl-3-(4-pyridin-3-yl-thiaZol-2- 1 6 
ylamino)-phenylcarbamoyl]-pentanoic acid ethyl ester [0137] H RMN (DMSO-d )9=1-80'2~00 (In, 2H); 229 (5, 

3H); 2.30-2.45 (m, 6H); 3.55-3.65 (m, 6H); 7.15-7.25 (m, 
2H); 7.46-7.50 (m, 2H); 7.52 (s, 1H); 8.35 (d, J=6.2 HZ, 1H); 

5 g 8.55 (dd, J=1.5 HZ, J=4.7 HZ, 2H); 9.22 (s, 1H); 9.45 (s, 1H); 
| />/ 9.93 (s, 1H) 

\ N [0138] Among the compounds of formula II, the invention 
I is particularly embodied by the compounds Wherein X is a 
N/ HN urea group, a —CO—NRR‘ group, corresponding to the 

[3-(thiaZol-2-ylamino)-phenyl]-urea family and the folloW 
ing formula II-2: 

O 

FORMULA II-2 

[0133] 094: 1-Methyl-cycloheXanecarboXylic acid [4-me 
thyl-3-(4-pyridin-3-yl-thiaZol-2-ylmethyl)-phenyl]-amide R6 R4 

(\IN 0 S H A 1 N Ra 

l />/ S g N N/ 
\ N 

I i3: . / 
HN 

O 

H | 

N [0139] Wherein Ra, Rb are independently chosen from H 
or an organic group that can be selected for eXample from a 
linear or branched alkyl group containing from 1 to 10 
carbon atoms optionally substituted With at least one het 
eroatom and/or bearing a pendant basic nitrogen function 
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ality; a cycloalkyl, an aryl or heteroaryl group optionally 
substituted With a heteroatorn, notably a halogen selected 
from I, Cl, Br and F or bearing a pendant basic nitrogen 
functionality; or a cycloalkyl, an aryl or heteroaryl group 
optionally substituted With a cycloalkyl, an aryl or het 
eroaryl group optionally substituted With a heteroatorn, 
notably a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; 

[0140] a —SO2-R group Wherein R is an alkyl, cycloalkyl, 
aryl or heteroaryl optionally substituted With an heteroatorn, 
notably a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; or a —CO—R or a 
—CO—NRR‘ group, Wherein R and R‘ are independently 
chosen from H, an alkyl, a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With at least one heteroatorn, 
notably selected from I, Cl, Br and F, or bearing a pendant 
basic nitrogen functionality. 

[0141] R4 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl or alkoXy; 

[0142] R6 is one of the folloWing: 

[0143] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uororn 
ethyl, and alkoXy; 

[0144] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, alkyl groups contain 
ing from 1 to 10 carbon atoms, tri?uorornethyl and alkoXy; 

[0145] (iii) a ?ve-rnernbered ring arornatic heterocyclic 
group such as for example 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4-thiaZolyl, 5-thiaZolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
rornethyl, and alkoXy. 

[0146] iv) H, a halogen selected from I, F, Cl or Br; NH2, 
N02 or SO2—R, Wherein R is a linear or branched alkyl 
goup containing one or more group such as 1 to 10 carbon 
atoms, and optionally substituted With at least one heteroa 
torn, notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality. 

EXAMPLES 

[0147] 009: 1-(4-MethoXy-phenyl)-3-[4-rnethyl-3-(4-py 
ridin-3-yl-thiaZol-2ylarnino)-phenyl]-urea 

I/V 
|\N 
/ H 

N HN\"/ N. : 
O 

O— 
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[0148] 010: 1—(4-Brorno-phenyl)—3-[4rneethyl-3-(4-pyri 
din-3-yl-thiaZol-2-ylarnino)-phenyl]-urea 

l y 
\ N 

I / H@ N HN\"/N Br 
O 

[0149] 011: 1-[4-Methyl-3-(4-pyridin-3-yl-thiaZol-2 
ylarnino)-phenyl]—3—(4-tri?uorornethyl-phenyl)-urea 

[0150] 012: 1-(4-Fluoro-phenyl)-3-[4-rnethyl-3-(4-pyri 
din-3-yl-thiaZol-2-ylarnino)-phenyl]-urea 

My 
|\ N 

N/ HN T 

[0151] 013: 1 -[4-Methyl-3-(4-pyridin-3 -yl-thiaZol-2 
ylarnino)-phenyl] —3 -(3,4,5 -trirnethoXy-phenyl)-urea 

S H 

| V“ 
N O— 

/ H 
N HN O— 
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[0160] 022: 1—(4-Dimethylamino-phenyl)-3-[4-methyl-3 
(4pyridin-3-yl-thiaZol-2-ylamino)-phenyl]-urea 

My 
\N 

l/ 

[0161] 023: 1—(2-Fluoro-phenyl)-3-[4-methyl-3—(4-pyri 
din-3-yl-thiaZol-2-ylamino)-phenyl -urea 

I y 
\ N 

| F 
/ H 

N HN\"/N 
o 

[0162] light brown powder mp : 203-206° C. 

[0163] 1H NMR (DMSO-d6): 6=2.24 (s, 3H); 6.98-7.00 
(m, 2H); 7.10-7.23 (m, 3H); 7.40 (m, 1H); 7.48 (s, 1H); 8.25 
(m, 1H); 8.37 (d, J=7.8 HZ, 1H); 8.51 (m, 3H); 9.03 (s, 1H); 
9.19(s, 1H); 9.39(s, 1H) 
[0164] 024: 1-(2-Chloro-phenyl)-3-[4-methyl-3—(4-pyri 
din-3-yl-thiaZol-2-ylamino)-phenyl]-urea 

I />/ 
\ N 

c1 

/ H 

N HN\"/N 
o 

[0165] 025: 1—(3-Fluoro-phenyl)-[4-methyl-3-(4-pyridin 
3-yl-thiaZol-2-ylamino)-phenyl]-urea 

H 

N HN\"/N : ,F 
O 

[0166] white powder mp: 210-215° C. 
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[0167] 1H NMR (DMSO-d6): 6 2.24 (s, 3H); 6.79 (1, J=6.3 
HZ, 1H); 6.99 (m, 1H); 7.09-7.14 (m, 2H); 7.30 (m, 1H); 
7.41 (1, J=4.7 HZ, 1H); 7.48 (s, 1H); 7.56 (d,J=1.2 HZ, 1H); 
8.39 (d, J=8.0 HZ, 1H), 8.49-8.52 (m, 2H); 8.71 (s, 1H); 8.87 
(s, 1H); 9.18 (s, 1H); 9.38 (s, 1H) 
[0168] 026: 1-[4-Methyl-3-(4-pyridin-3-yl-thiaZol-2 
ylamino-phenyl]-3-p-tolyl-urea 

H 
HN N 

/ T N 

O 

[0169] white powder mp: 238-240° C. 

[0170] 1H RMN (DMSO-d6) 6=2.29 (s, 3H); 2.31 (s, 3H); 
7.05 (d, J=6.2 HZ, 1H); 7.10-1.16 (m,3H); 7.42-1.49(m, 3H); 
7.53(s, 1H);8.35-8.62(m,5H); 9.22 (d, J=1.6 HZ, 1H); 9.43 
(s, 1H) 
[0171] Among the compounds of formula II, the invention 
is particularly embodied by the compounds wherein X is a 
substituted Aryl group, corresponding to the N-[3-(ThiaZol 
2-ylamino)-phenyl]-amide family and the following formula 
II-3: 

FORMULA II-3 

R6 

R4 

/ N o Ra 

i Rh 
5 N N 

H H 

Re Re 

Rd 

[0172] wherein Ra, Rb, Rc, Rd, Re are independently 
chosen from H or an organic group that can be selected for 
eXample from a linear or branched alkyl group containing 
from 1 to 10 carbon atoms optionally substituted with at 
least one heteroatom and/or bearing a pendant basic nitrogen 
functionality; a cycloalkyl, an aryl or heteroaryl group 
optionally substituted with a heteroatom, notably a halogen 
selected from I, Cl, Br and F or bearing a pendant basic 
nitrogen functionality; or a cycloalkyl, an aryl or heteroaryl 
group optionally substituted with a cycloalkyl, an aryl or 
heteroaryl group optionally substituted with an heteroatom, 
notably a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; 

[0173] a —SO2-R group wherein R is an alkyl, cycloalkyl, 
aryl or heteroaryl optionally substituted with a heteroatom, 
notably a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; or a —CO—R or a 
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—CO—NRR‘ group, wherein R and R‘ are independently 
chosen from H, an alkyl, a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With at least one heteroatom, 
notably selected from I, Cl, Br and F, and or bearing a 
pendant basic nitrogen functionality; 

[0174] Ra, Rb, Rc, Rd, Re may also be 

[0175] a halogen such as I, Cl, Br and F 

[0176] a NRR‘ group Where R and R‘ are H or a linear 
or branched alkyl group containing from 1 to 10 
carbon atoms optionally substituted With at least one 
heteroatom and/or bearing a pendant basic nitrogen 
functionality; a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With a heteroatom, nota 
bly a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; or a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With an heteroatom, 
notably a halogen selected from I, Cl, Br and F or 
bearing a pendant basic nitrogen functionality; 

[0177] an OR group Where R is H or a linear or 
branched alkyl group containing from 1 to 10 carbon 
atoms optionally substituted With at least one het 
eroatom and/or bearing a pendant basic nitrogen 
functionality; a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With a heteroatom, nota 
bly a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; or a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With an heteroatom, 
notably a halogen selected from I, Cl, Br and F or 
bearing a pendant basic nitrogen functionality; a 
—SO2-R‘ group Wherein R‘ is an alkyl, cycloalkyl, 
aryl or heteroaryl optionally substituted With a het 
eroatom, notably a halogen selected from I, Cl, Br 
and F or bearing a pendant basic nitrogen function 
ality; 

[0178] a NRaCORb group Where Ra and Rb are H or 
a linear or branched alkyl group containing from 1 to 
10 carbon atoms optionally substituted With at least 
one heteroatom and/or bearing a pendant basic nitro 
gen functionality; a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With a heteroatom, nota 
bly a halogen selected from I, Cl, Br and F or bearing 
a pendant basic nitrogen functionality; or a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With a cycloalkyl, an aryl or heteroaryl 
group optionally substituted With an heteroatom, 
notably a halogen selected from I, Cl, Br and F or 
bearing a pendant basic nitrogen functionality; 

[0179] a NRaCONRbRc group Where Ra and Rb are 
H or a linear or branched alkyl group containing 
from 1 to 10 carbon atoms optionally substituted 
With at least one heteroatom and/or bearing a pen 
dant basic nitrogen functionality; a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With a 
heteroatom, notably a halogen selected from I, Cl, Br 
and F or bearing a pendant basic nitrogen function 
ality; or a cycloalkyl, an aryl or heteroaryl group 
optionally substituted With a cycloalkyl, an aryl or 
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heteroaryl group optionally substituted With an het 
eroatom, notably a halogen selected from I, Cl, Br 
and F or bearing a pendant basic nitrogen function 
ality; 

[0180] a COOR, Where R is a linear or branched alkyl 
group containing from 1 to 10 carbon atoms atoms 
optionally substituted With at least one heteroatom 
(for example a halogen) and/or bearing a pendant 
basic nitrogen functionality; a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With at least 
one heteroatom, notably a halogen selected from I, 
Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; or a cycloalkyl, an aryl or heteroaryl 
group substituted by an alkyl, a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With an het 
eroatoms, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; 

[0181] a CONRaRb, Where Ra and Rb are a hydrogen 
or a linear or branched alkyl group containing from 
1 to 10 carbon atoms atoms optionally substituted 
With at least one heteroatom (for example a halogen) 
and/or bearing a pendant basic nitrogen functional 
ity; a cycloalkyl, aryl or heteroaryl group optionally 
substituted With at least one heteroatom, notably a 
halogen selected from I, Cl, Br and F, and/or bearing 
a pendant basic nitrogen functionality; or a 
cycloalkyl, an aryl or heteroaryl group substituted by 
an alkyl, a cycloalkyl, an aryl or heteroaryl group 
optionally substituted With an heteroatom, notably a 
halogen selected from I, Cl, Br and F, and/or bearing 
a pendant basic nitrogen functionality; 

[0182] an NHCOOR, Where R is a linear or branched 
alkyl group containing from 1 to 10 carbon atoms 
atoms optionally substituted With at least one het 
eroatom (for example a halogen) and/or bearing a 
pendant basic nitrogen functionality; a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With 
at least one heteroatom, notably a halogen selected 
from I, Cl, Br and F, and/or bearing a pendant basic 
nitrogen functionality; or a cycloalkyl, an aryl or 
heteroaryl group substituted by an alkyl, a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With an heteroatom, notably a halogen 
selected from I, Cl, Br and F, and or bearing a 
pendant basic nitrogen functionality; 

[0183] an OSOZR, Where R is a linear or branched 
alkyl group containing from 1 to 10 carbon, atoms 
atoms optionally substituted With at least one het 
eroatom (for example a halogen) and/or bearing a 
pendant basic nitrogen functionality; a cycloalkyl, an 
aryl or heteroaryl group optionally substituted With 
at least one heteroatom, notably a halogen selected 
from I, Cl, Br and F; and/or bearing a pendant basic 
nitrogen functionality; or a cycloalkyl, an aryl or 
heteroaryl group substituted by an alkyl, a 
cycloalkyl, an aryl or heteroaryl group optionally 
substituted With an heteroatom, notably a halogen 
selected from I, Cl, Br and F, and/or bearing a 
pendant basic nitrogen functionality; 
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[0184] an NRaOSOZRb, Where Ra and Rb are a linear 
or branched alkyl group containing from 1 to 10 
carbon atoms atoms optionally substituted With, at 
least one heteroatom (for example a halogen) and/or 
bearing a pendant basic nitrogen functionality; Ra 
can also be a hydrogen; a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With at least 
one heteroatom, notably a halogen selected from I, 
Cl, Br and F, and/or bearing a pendant basic nitrogen 
functionality; or a cycloalkyl, an aryl or heteroaryl 
group substituted by an alkyl, a cycloalkyl, an aryl or 
heteroaryl group optionally substituted With an het 
eroatom, notably a halogen selected from I, Cl, Br 
and F, and/or bearing a pendant basic nitrogen func 
tionality; 

[0185] a CN group 

[0186] a tri?uoromethyl group 

[0187] R4 is hydrogen, halogen or a linear or branched 
alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl or alkoXy; 

[0188] R6 is one of the folloWing: 

[0189] an aryl group such as phenyl or a substituted 
variant thereof bearing any combination, at any one ring 
position, of one or more substituents such as halogen, alkyl 
groups containing from 1 to 10 carbon atoms, tri?uorom 
ethyl, and alkoXy; 

[0190] (ii) a heteroaryl group such as a 2, 3, or 4-pyridyl 
group, Which may additionally bear any combination of one 
or more substituents such as halogen, alkyl groups contain 
ing from 1 to 10 carbon atoms, tri?uoromethyl and alkoXy; 

[0191] (iii) a ?ve-membered ring aromatic heterocyclic 
group such as for eXample 2-thienyl, 3-thienyl, 2-thiaZolyl, 
4-thiaZolyl, 5-thiaZolyl, Which may additionally bear any 
combination of one or more substituents such as halogen, an 

alkyl group containing from 1 to 10 carbon atoms, tri?uo 
romethyl, and alkoXy; 

[0192] iv) H, a halogen selected from I, F, Cl or Br; NH2, 
N02 or SO2-R, Wherein R is a linear or branched alkyl goup 
containing one or more group such as 1 to 10 carbon atoms, 
and optionally substituted With at least one heteroatom, 
notably a halogen selected from I, Cl, Br and F, and/or 
bearing a pendant basic nitrogen functionality. 

EXAMPLES 

[0193] 028: 3-Bromo-N-[4-methyl-3-(4-pyridin-3-yl-thia 
Zol-2-ylamino)-phenyl]-benZamide 

Me 

g 
N_ Br 

\ S N \ 

O 
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[0194] 029: 3-Iodo-N-[4-methyl-3-(4-pyridin-3-yl-thia 
Zol-2-ylamino)-phenyl]-benZamide 

| 5%? 
\ N 

/ 
N 

HN 

[0195] 030: 4-HydroXymethyl-N-[4-methyl-3-(4-pyridin 
3-yl-thiaZol-2-ylamino)-phenyl]-benZamide 

/ 
N 

HN : OH 
O 

[0196] 031: 4-Amino-N-[4-methyl-3-(4-pyridin-3-yl-thia 
Zol-2-ylamino)-phenyl]-benZamide 

N 

|/>/ 
|\ N NHZ 

/ YO HN 

o 

[0197] 032: 2-Iodo-N-[4-methyl-3-(4-pyridin-3-yl-thia 
Zol-2-ylamino)-phenyl]-benZamide 

l/y 
\N 

l/ 
N HN 

OI 


























































