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THIAZOLE-4-CARBOXAMIDE DERIVATIVES AS MGLURS
ANTAGONISTS The present invention is concerned with novel thiazole
WORHPBBIPEMIde derivatives of the general formula (1) usef&cd&r2006/000090
metabotropic glutamate receptor antagenists: RINH OW\Z () NSR5
wherein R1 is aryl or heteroaryl which are optionally substituted by one or
more -OH, chloro, fluoro, bromo, cyano, CI-C7-alkyl, Ci-C7-alkoxy,
-O- (C%ﬁ—é?-%%-alkyl C3-C6 10 cycloalkyl, -(CH2)mRa, wherein Ra is
-OH, -CH2F, -CHF2, -CP3, CI-C7-alkoxy, C3-C6- cycloallcyl
NH(CO)GHEA2lky | RE NG e
-(CH2)m O-CI-C7-allcyl or C3-Cb-cycloalkyf, ;
Rb, wherein Rb is -O-Cl-G7-alkyl, C3-C6-cycloalkyl, 5 or 6 membered 15
heterocyc%‘%ﬂWseéﬁypwmeﬁa%W&%&fﬁmﬁwﬁ@m@d@ﬁﬁm@a@de derivatives
optionéthy ssotretfredady) Cie@Vantkyib¢G@)cRlytwhmeaineRvisntagonists:
-O-(CH2)mCa-C6-cycloalkyl, or aryl; C3-C6-cycloalkyl; or 5 or 6
membered heterocycloalkyl; or 20 gyyl or heteroaryl which are optionally
substituted by: cyano, chloro, fluorg‘\bromo CF3, CHF2,
C3-C6-cycloallcyl, or -O-CI-C7- alkyl;yor -(CO)-Rd, wherein Rd is
CI-C7-allryl, NI-12, or -0-CI-C7-afk r-(CHZ)m R, wherein R is OH,
CI-C7-alkoxy, CHF2, CF3, NH2, -NH- - 25 CI-Cy- aIkyI
-NH-(CO)-O-CI-C7-alkyl: or - kyl: 6P VB101.12.2005 WO
2006/074884 PCTIEP2006/0%&)@90 S

3

wherein

R'is  aryl or heteroaryl which are optionally substituted by one or more -OH, chloro,
fluore, brome, cyano, Cl—Cy~aIkyl, Cy-Cy-alkoxy, -O-(CO)~Cy-Cr-alkyl, C5-Cq-
10 cycloalkyl, ~(CHaz)w-R?, wherein R® is -OH, -CH,F, -CHF,;, -CFs, C;-Cy-alkoxy,
Cs-Cg-cycloalkyl, -NH(CO)-Cy-Cy-alkyl, or -O-(CO}-C~Cr-alkyl;
Rlis H, C-Cralkyl, (CHy)u-O-Ci-Cralkyl or Cs-Ce-cycloalkyl;
Ris Ci-Cralkyl;
~(CHy)m-R®, wherein RP is -O-C,-Cy-alkyl, Cs-Ce-cycloalkyl, 5 or 6 membered
15 heterocycloalkyl, aryl optionally substituted by fluoro, or heteroaryl optionally
substituted by C;-Cy-alkyl;
~-(CO)-R®, wherein R is —~O~(CHy)n-Cs-Ce-cycloalkyl, or aryl;
Cs-Cg-cycloalkyl; or
5 or 6 membered heterocycloatkyl; or
20 aryl or heteroaryl which are optionally substituted by:
cyano, chloro, fluoro, brome, CE;, CHE,, C5-Cs-cycloalkyl, or -O-C;-Cy-
alkyl; or
-(CO)-R?, wherein R? is Cy-Cy-alkyl, NHj, or -O-C;-Cy-alky}; or
~(CHz)m-R’, wherein R® is OH, C;-Cy-alkoxy, CHF,, CF3, NH,, -NH-(CO)-
25 Ci-Cp-alkyl, -NH~(CO)-O-Ci~Cy-alkyl; or
-NH-{CO)-C;-Cr-alkyl; or
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-2 -O-CH2P, -O-CHF2, -O-CF3; or -S(0O)2-RR, wherein Rf is Ci-C7-alkyl,
-NH2, -NH-CI-C7-allcyl or -N-di(CI-C7- alkyl); or heteroaryl optionally

i y CI-C7-alkyl; 5 R4 is H, CI-C~-allcyl or
‘%q%%}gﬁ%%&c&cycloalkyl; mis Ito4; ag well as pharmacgggéEaf)lfy?O6/(}00(}ge

acceptable salts thereof W02002068417 already described a broad family
of compound2-GEefia-Qs@ibupd-Gietabotropic glutamate receptor

antagonisi-BOA isclos g 16, MBSl e 20551 INSIIRR,

In the centrgh%ﬁr\(/)gus system (CNS) the transmission of sfimuli takes
place by the | te’raction. of a neurotransmitter, which is sent out by a
neuron, witheaTbrEEeplY, stbrER tsdhystrisifigly been found that the

cBﬁipodﬁd@;e@geﬂt@ka} forouiadiacs-metabeligpic glutamate receptor
aﬁ;@gorﬁ§§4;Compounds of formula | are distinguished 15 by having

vgéua le therapeutic properties. They can be used in the treatment or
prevenidR B irsTaRs e cesittisesiaduwandorders. Glutamate is the
major excitatory neurotransmitter in the brain and plays a unique role in a

variety%@%%%?ﬁﬁ%r@@@ﬁiﬁ@ﬁéﬁb%mpid etidiye! Thapounds useful as group I

gluttbattede prndent sHeptidsresantorsare dividad. |
orQups-Ihe digst main group, namgﬁsthe 20 ionotropfcﬂrégggpﬁ%%%ﬁgﬁg fthe

ligand-controlled ion channels. The metabotropic glutamate receptors

(MGluR) g!%q atlongg‘g second maj f?rou and, furthermore, belong to the
family of G-protein coup é@f%%éﬁiﬁ? hg %?é‘é@hﬁl%ﬁ’g‘?ﬁsﬁmékﬁqﬁﬁméﬁsthe
offfesEan el dspipenitknohiviaisdaot theds sSomseVventhey@rroreceptor.
sub-types. According to their sequence homology, signal transduction 25
mechm%m@ggg‘i %@L%%‘éﬁ)ﬂﬁ% eight receptars can he
sibrglivided injo three gé’b-gggu s:m %%l%i%nn%p %@%ﬁ?ﬁ%@nﬁ’éﬁﬁqﬂ%}lal age
gropp T IICTERS SR MORIPES BRGSTS GPouRPHnd el famiid s diptimsished
{128 TR ek viio Aty rsrgrsulbbey, chighn ds o inmbeabaitogic or
duramace réceBloRs belpnging:toathe fikstamgup can be 30 used for the
treatment or prevention of acute and/or chronic neurological disorders
such ngi’ctﬁ (1)%’?&? BRI Sy BkRI B HRs At kdinthe bdisemdagplays 2 unique
colrinioadisordbrenanthmemopyeefiiNs pamielbas THENICANARME dent
e&tﬂu}@g receptors are divided into two main groups. The first main group, namely the
lonotropic receptors, forms ligand-controlled ion channels. The metabotropic glutamate
receptors (mGluR) belong to the second main group and, furthermore, belong to the
family of G-protein coupled receptors.

At present, eight different members of these mGluR family are known and of these
some even have sub-types. According to their sequence homology, signal transduction

mechanisms and agonist selectivity, these eight receptors can be sub-divided into three
sub-groups:

mGluR1 and mGluRS belong to group I, mGluR?2 and mGluR3 belong to group II
and mGluR4, mGluR6, mGluR7 and mGluRS belong to group IT1. -

Ligands of metabotropic glutamate receptors belonging to the first gr'oup can be
used for the treatment or prevention of acute and/or chronic neurological disorders such
as psychosis, epilepsy, schizophrenia, Alzheimer’s discase, cognitive disorders and

memory deficits, as well as chronic and acute pain.



Other treatable indications in this connection are restricted brain function
caused by bypass operations or transplants, poor blood supply to the
brain, spinal cord injuries, head injuries, hypoxia caused by pregnancy,
cardiac arrest and hypoglycaemia. Further treatable indications are
ischemia, Huntington's chorea, amyfﬁr-ophic lateral sclerosis (ALS),
dementia caused hy AIDS, eye i urles retinopathy, idjopathic
S SemER Eﬁa}méﬁigmg 190 B TREEAHAR L HS ReRaEed by
bypass cpriditionsvihichliesdteoyhtadrmdaficheroy fusptidnsrsinghrias begd

injuricSTNPEI8-SRAKM Sy %@Jg\aulﬁgo Rar dﬁ@iﬁrﬁé@mﬂﬂ%&glﬂ@&ﬂﬂﬁ‘ mepk?@fﬁ%’le

nicotine ddlCtI%ﬂ [1) ddlctlon anX| |t| sng and.
111.(1]081,} HS &]6 1SCNein u’n OllS C % ,d'i?‘ll ot 1'0 ra S Oﬁ ementia
epressions. Disorders mediate ori aré for example

caused Jawt@%&umm%%ﬁqtﬁt@ﬁ?éﬁbc d’e@@ﬁu@awlelwﬁggéﬁa@klm@m\ﬁ@u@d by
medicaBiaiem, wIChs asnAlzhaimaes igaastuseniled drmeritian RRIKNSONS: ¢.g.

muscle%{ff SaReundn 95%‘1 d&'ﬁgr‘éﬁmg‘blﬁ gaplic lateral sclergsis Qdc‘idc{“ JIipkGe

erosis, psyc latric diseases as sc |zop refiia and anxiet Y,
addictiol AP isoNOBHiRcafti HPGY? AubeRIBNIST Expert Opin. Ther, Patents
(2002), 12, (12)). Selective mGIuRS antagonists are especially useful for
tlﬁ%'ﬁﬂ@aﬁﬁ@?‘ﬁﬁ%ﬁhﬁ&li@ty% peinGITRE distissyraplslatets tbasomipods of

chmnid‘aégwlaaahaagrbb@jgepbaﬂma@%ﬂs?@w@@%@mm S50 dRBase, senile
mens%ned C oundsa ha%rpnac #al%ﬂrc}tls\é? substa ce aﬁnj

deme'ﬂtiﬁ HIS 18€as 111 onsc r é uli up
elr pI’O uction. CCOI’ gtoa t’aspect ere IS proviaed compo nds

sclerosist pRECHarsrarearenaral(ns S?@#Weé)a/ a\nﬂzweméwrsswmmﬁdﬁ%
dependanyl oEete @any M chane aptionally substituted by one or more -OH,
chloro, fluoro, brorno, cyano, C1-C,-alkyl, Ci-C,-alkoxy, -O-(CO)-C;

-Cofleatkid mGRIGEnaYElaatk ke pEt2IR Rseineseint Redfm@t bt Haklel: atdhin.
-CF3, -C-C,-alkoxy, C3-C6-cycloalkyl, - NH(CO)-C3-C7-alkyl, or

~PrE Gtk é%% %ﬁd&;h@mmm A &HHA) annQJe&ZaﬂLkX&%ab;e
C6-cycloalkyl; R3is % Ikyl; -(CH2)m-Re, wherein Rb

ST RO R %P%% SEFA HEREES EHT, aryi

prodqu@uonaHy substituted by fluoro, or heteroaryl optionally substituted by
C1-C,-alkyl; -3a-

According to a first aspect, there is provided compounds of the general formula (I):

i
: NE

O
R/ ﬁ\ ., o
s

R'is  aryl or heteroaryl which are optionally substituted by one or more -OH, chioro, fluoro,
bromo, cyano, C;-Cq-alkyl, Ci-Cr-alkoxy, -O-{CO)-C;-Cq-alkyl, C3-Cy-cycloalkyl, -
(CHy)w-R®, wherein R” is -OH, -CH,F, -CHF>, -CF; ~C-Cr-alkoxy, C3-Ce-cycloalkyl, -
NH(CO)-Cy-Cr-alkyl, or -O-(CO)-Cy-C-alkyl;

R*is H, C,-Cy-alkyl, «(CH;)p~0-Cy-Cralkyl or C5-Cy-cveloalkyl;

R is C-Cr-alkyl;

«(CH2)m-R®, wherein R is -0-Cy-Cr-alkyl, Cs-Cs-cycloalkyl, 5 or 6 membered
heterocycloalkyl, aryl optionally substituted by fluoro, or heteroary! optionally
substituted by C-Cs-alkyl;

wherein



R*is

-(CO)-Re, wherein R’ is -O-(CH2),,-C3-C6-cycloalkyl, or aryl;
C3-C6-cycloalkyl; or 5 or 6 membered heterocycloalkyl; or aryl or
heteroaryl which are optionally substituted by: cyano, chloro, fluoro,
bromo, CF3, CHF,, C3-C6-cycloalkyl, or -0-C I -C7-alkyl; or -(CO)-Rd,
wherein Rd is C,-C7-alkyl, NH2, g, -O-C,-C7_alkyl; or -(CH2)m Re,
wherein Re is OH, CI-C7-alkoxy, CI-IF,, CF3, NH,, -NH-(CO)- C,-C,-alkyl,
-NH-(CO)-0O-C-C7-alkyl; or -NH-(CO)-C1-C7-alkyl; or -O-CH2F, -O-CHF,,
-QLCBR orSGIRRE, WHETiN. W i€ SivCidaditiylo=dd2, -NH-CI-C7-alkyl or
g Cobeafiiylr Or heteroaryl optionally substituted by Ci-C,-alkyl; R4 is

H g:rl-6017éalg<e\4l (?)L%I-C7-FI§¥I-§3-CG-CYCIoalkyl; mis I. to 4; as well as
p armaceutica Iyea%g%ctgﬁ ey salts thereof. According to a second aspect,
theré dsisrevrigardiphatison forahe phepatadidn: of compounds of formula |

as defineghaboveiseMRESING -SAe stepsatra)@itheseagking a compound
of formul%l,(@:_??C l\iﬂii OO 0 R3 H b) with a compound of formula (24): 4
R2=H R1-NH2 C) or hydrolyze the compound of formula (4) into a

cofnpatnd GerrRua €51 Rk NED N -G 4'818H: 8ihd subsequently
reacting thelopRouhdrahfRitawal(B) withithe \campoumd S formulacO)-
C1-Cr-alkyl, -NH-(CUO)-0O-C,-Cs-alkyl; or
~-NH~(CO}-C-Cy-alkyl; or
-O-CH,F, -O-CHF,, -O-CF;; or
-S(O)-R’, wherein R’ is C;-Cy-alkyl, -NH,, -NH-C;-Cy-alkyl or -N-di(C;-Cy- alkyl); or
heteroaryl optionally substituted by C,-Cs-alkyl;
H, Ci-Cy-alkyl or C;-Cr-atkyl-Cs-Ce-cycloalkyl;

m is | to 4; as well as pharmaceutically acceptable salts thereof.

According to a second aspect, there is provided a method for the preparation of
compounds of formula I as defined above comprising the steps of:

a) either reacting a compound of formula (4):
R>
\ N :_,;<
Y
O /N"'-..REJ
b) witha compound of formula (24): 4 R#=H

R'\NH,

¢} orhydrolyze the compound of formula (4) into a compound of formula (5):
R
N={
g S

N



(24): R-NH2 to obtain the compound of formula (I) wherein R2 and R are
H and R' and R3 are as defined above. According to a third aspect, there
is provided a method for the preparation of compounds of formula | as
defined above comprising the steps of: a) reacting a compound of formula
(11) z N8 H"H 11 with a compound®8f formula (25): X -W to obtain a
co mﬂpﬂmgk@feiﬁrfmwaiﬁ@kh%n@@mli@fEdammlawlwhbn githempeastioffsheula
und of formula (4) with a compound of formula (24): R'-NHZ c) or
@ze the compound of formula,(H into a compound of formula (5):
R2 H 0, HN% R3 5 and subseq %i‘?reactlng the compound of formula
(5) withahehcompounthbibtelafbrivheaif 24 nRR A2 10ddbraihRa Eormdeiinmd
of fgrmula (1) wherein X is halo, RZ is C4-C7-alkyl, -(CH2)m
O-C1-C7-alkyl or C3-C6-cycloalkyl, R4 is H and R' and R3 are as defined
abox%eoﬁﬁngﬂt@MBgs&@ tnerdlns prReatd thekeis prakideeaametitod for

compm%ﬂ SQ{F(P paration eRAMBaNR. iRy as.defined above comprising

a rgactmg a compound of formula (11)

O " P N~ H
1
with a compound of formula (25):
XR
to obtain a compound of formula (4):
RE
~ -y
O _Aw®
O W (_,N'*‘-.. Ra
4

b) either reacting the compound of formula (4) with a compound of formula (24):
R'-NH,
¢) or hydrolyze the compound of formula {4} into a compound of formula (5):

Rﬁ
o

and subsequently reacting the compound of formula (5) with the compound of the
formula (24):

R'-NH,
to obtain a compound of formula (I) wherein X is halo, R? is Cy-Cr-alkyl, (CHy)p-
O-C,-Cr-alkyl or C3-Cs-cycloalkyl, R*is H and R! and R? are as defined above.



a) reacting a compound of formula (14): N fO S H IOl Br 14 with a
compound of formula (24): R'NH2 to obtain a compound of formula (15):
N=C 6 R1'N O Br 15 and reacting the compound of formula (15) b)
either with a compound of formula (2): R3NH2 to obtain the compound of
formula I, wherein R2 is methyl, R' is H&nd R’ and R3 are as defined
above; c) or with a compound of the following formula (26): NR3R' to

Obtaiﬂétl&jcﬁf? paupghafiprmulal wherainfR2ledeethylangBa-k3and R’
%E%a(?u%?%eéjﬁﬁg‘f%s AR iﬁ%’cé‘r&ifwaﬁsgg%ethe&f 's provided a
method for the preparation of compodpn(fs 6f formula | as defined above
comprisiiEFtiig PP et eitmariedéting a compound of formula (18): N
O~Ill * S O H,N,R3 18 -3d- with a compound of fgrmula (24): R'-NH2 b)
or hydrolyze the compound of formula (18) i ompound of formula

(5): R2 O S

O Br

14

with a compound of formula (24):
R'NH;
1o obtain a compound of formula (15):

15
and reacting the compound of formula (15)
b) either with a compound of formula (2):
RNH,
to obtain the compound of formula I, wherein R?is methyl, R*'isHand R' and R’
are as defined above;

¢) or with a compound of the following formula (26):
NR'R*

to obtain the compound of formula I, wherein R” is methyl and R', R and R are as defined

above.

According to a fifth aspect, there is provided a method for the preparation of
compounds of formula I as defined above comprising the steps of:
a) either reacting a compound of formuda (18):

o



HN OS IO ,NIR3H 5 and subsequently reacting the compound of
formula (5) with the compound of formula (24): R'-NH2 to obtain a
compound of formula (I) wherein R2 is methyl, R is H and R' and R3 are
as defined above. According to a sixth aspect, there is provided a method
for the preparation of compounds of fofmhwula | as defined above
comprising the steps of: a) protecting the amino moiety of a compound of
formula (11): R2 N---~p\lIIS O ,N, H H 11 with a suitable
aminetprotesiivengdgaiid @ubsequently reacting the resulting amino-
protected compound (11) with a comqg%@]qzof formula (24): RrNI-I2 and
then deprotecting the amino moiety and reacting the resulting
amino-deprotected compound with a compound of the following formula
(25): X -Rhsigrdpaihettrepompolifedrafftidnuim (Iyowrereinisthédds R4 is H
and R', R2 and R3 are as defined above. Néf:ording to a seventh aspect,
there is provided a method for the preparation of compounds of formula |

as defined above comprising thel steps o'f:’aéreacting a compound of
formula (17): -3 e N H3C'O Y- @ahyrk\\/

O N3
H R

5
and subsequently reacting the compound of formula (5) with the compound of formula (24):
R'-NH,
to obtain a compound of formula (T) wherein R* is methyl, R is Hand R' and R?

are as defined above.

According to a sixth aspect, there is provided a method for the preparation of compounds
of formula I as defined above comprising the steps of:

a) protecting the amino moiety of a compound of formula (11):
R2
ﬁ N ;<
~ 8

O\ﬂ*{
O
H/N\ H 11

with a suitable amino-protective group and subsequently reacting the resulting amino-
protected compound (11) with a compound of formula (24):

R'NH,
and then deprotecting the amino moiety and reacting the resulting amino-deprotected
compound with a compound of the following formula (23):

X-R’
to obtain the compound of formula (I), wherein X is halo, R® is Hand R', R? and R® are as

defined above.

According to a seventh aspect, there is provided a method for the preparation of
compounds of formula I as defined above comprising the steps of:

a) reacting a compound of formuta (17):



with a compound of formula (24): R'NH2, to obtain a compound of
formula (15): N=( S Rt O Br 15 b) and reacting the compound of formula
(15) with a compound of formula (2): R3NH2 to obtain the compound of
formula (I) wherein R2 is methyl, R4 is H and R' and R3 are as defined
hereinabove. According to an eighth asﬁ’ect, there is provided a method
for the preparation of compounds of formula | as defined above
comprising the steps of. a) reacting a compound of formula (11): RZ
O'rl'(SOH ,N,H 11 with a compound of for, (28): RCHO -3f- to

obtain a compound of formula (22): N'=C S 3, g—i b R 22b)and
reacting the compound of formq_lg(%%@ [ pound of formula (24):
R'NH2 to obtain die compound of formuja (1) wherein R3 is CH2-RDb, R' is

H and Ri and R3 are as defined above.JFhe digdlosure also relates to a
process for preparing a compound according to general

17
with a compound of formula (24):

R'NH,,
to obtain a compound of formula (15):

15
b) and reacting the compound of formula (15) with a compound of formula (2):
R'NH,
to obtain the compound of formula (I) wherein R* is methyl, R* is H and R and R® are as defined
hereinabove.

According to an eighth aspect, there is provided a method for the preparation of
compounds of formula I as defined above comprising the steps of:

a) reacting a compound of formula (1)
R2
\ N ﬁ< :
OW 5
O H/N\H

11

with a compound of formula (28):
R'CHO



formula | following the general procedures as outlined above for

compounds of formula I. Moreover the disclosure relates also to

medicaments containing one or more compounds as disclosed herein and

pharmaceutically acceptable excipients for the treatment and prevention

of mGIuRS5 receptor mediated disorders, such as acute and/or chronic

neurological disorders, in particular anxiéJty and chronic or acute pain.

Acc%dcig[gi 19 &lqggln]@gp%%mi )@s provided a. medicament containing

one or more compounds as defined above and pharmaceutically

acceptable excipients for the treatment and prevention of mGIuR5

receptor mediated %&Prdersm ording to a tenth aspect, there is

provided a compoundias de i@d gbove as well as its pharmaceutically

acceptable salt for use the tr&atment or prevention of mGIuRS receptor

mediated disorders. The.disclogure also relates to the use of a compound

as disclosed herein as well agjits pharmaceutically acceptable salt for the

manufacture of medicaments for themfteatment and prevention of mGIuR5

receptor mediated disordergas outlined above. According to an eleventh

aspect, there is provided the use of a compound as defined above as well

as its Pl AGELHEAN, ACERPLARIG AL o) 16 WARMARNIE Bfmula 04

medicaments forf the treatment and prﬁ ntion ofmGIluR5 receptor

mediated disorders. The following definitiorts of general terms used,in the

presenrbiesdisionappif freskdbivenshihsdrith&ithedRatdRig as defined

appeaisaatone or in combination. WO 2006/074884 1'CT/FP2006/000090

"Aryl" means a monovalent cyclic aromatic hydrocarbon moiety consisting

of aHNPRGsR AESHENElICREQIRRYS: fingrieiarrechand @ups: diie; E6&ioal
form@eyl £ThevarRyihagiaup.Canhe wptionalliimdbstitatéd asngefinba hiereinla 1.

Examples of aryl moieties include, but are not limited to, optionally

substiuded phenyl.faphihs phenantaiyinfbaer emehibipdenyt, ipentalepylinds as

. .azulenyl, oxydiphenyl. bichenyl, methylenedi I inadi . :

cisaigd 11> saﬁ%/a}ﬁ%ms%gm%"m%%ﬁ@ﬁ%%é%%ﬁ%é%?%ﬂ%ﬁa%%*&gﬁ"e%%%%?gigﬁﬁ,Gf
m Gy el ORIy 1S U5Ers SRy b ER B AT OB RO,
partibenzopipgradioytobienz apipepazinyl, benzopyrrolidinyl, benzomorpholinyl,

methylenedioxyphenyl, ethylenedioxyphenyl, and the like, including

parkigibrdtf: Rydraganaiee desivatiyes iherenfdiGi-eit alkylhidenatesmore

straight-,or branched-carbon chain.gr . ining.fr evention
compounag as fdetrmedaa%ng & é)&]ar?’lagﬁ%;gtailg’ ﬁ%ﬁ&@@ rlle%g 8%%%3%&@59&? Br t

atoms, for example, methy propyl, Isopropyl, 1sobutyl, sec-butyl,
of mfgeRSurapERyE YR inedediypdetivell as those specifically illustrated by the

examples herein below. )
" According to a tenth aspect, there is provided a compound as defined above as well as its

pharmaceutically acceptable salt for use in the treatment or prevention of mGluR5 receptor mediated

disorders.

The disclosure also relfates to the use of a compound as disclosed herein as well as its
pharmaceutically acceptable salt for the manufacture of medicaments for the treatiment and

prevention of mGIuRS receptor mediated disorders as outlined above.

According to an eleventh aspect, there is provided the use of a compound as defined above as
well as its pharmaceutically acceptable salt for the manufacture of medicaments for the treatment and
prevention ofmGiuRS receptor mediated disorders. The following definitions of general terms used in
the present description apply irrespective of whether the terms in question appear alone or in

combination.
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15 "CI-C7 alkoxy" denotes a group wherein the alkyl group is as defined
above and the alkyl group is connected via an oxygen atom. "Halogen"

woenigs.ehiorine, iodine, fluorine and bromine. "Heteroarylp Meaige@sco000

monocyclic, bicyclic or tricyclic radical of 5 to 12, preferably 5 to 9 ring
atoms, still more preferably 5 to 6 ring atoms having at least one aromatic
ring 207hdW A8 FIBHe esntairiieromestivhy drothrben ingi iRl MemSf 2
seiecteblifran iy s atherempiningLin ing, ( tearyl .
SR PRUORADR p&@&ﬂ{&%ﬁhdg%% ne e o o SR
ﬁ:hterein eﬁ%]_ sybstituent is independent HyRroxy: s Rbalepishes plude,
thioaicyh: HEHEhEoP RgRydroegisnesdl iiokywaibpl blemintrd datyteny],
qxﬂa@@@a@tmmdnalmﬂ@%bﬁﬂtﬂqﬂxmﬁbm&é&@m AAOMAeny,
ant el BaIauplia s Ro:Asa i O, hloss, ohemuise spedifically indicared
gex%g}gies ?fbheteroar I r%metlegmcu e,i)l?tyqre RO ( 6" Gptionally
substitted ﬁ_melﬁ%%?ﬁ,}i‘c’)lp BHOR &l shttteseskahdignzopomall -
Senseniarseinidduiopiptonaiyl substitmiediyizinszonRigRaly,
saigaterbpytelyl, opaaliosyhaiivien PUERY s optignally sustiuted
(ﬂ.%(gl]p%f% docptlgfggxlr% %Jbgg uted indonyl, optionally su stitred’
li%?/oq nolinyl, 35 optlona{"ﬁy ubstituted carbazol-9-yl, optionally substituted
furamﬁhocptiaglgﬁil substituted benzofuranyl, optionally substituted benzo
E’Z’B i n%?%‘ii‘ﬁ%ﬁé%%%étﬁb{é@d%sér@@lgbptﬁiebmfnyp aptianallyfrom
e S i
@t ) )t [ C X Ifi erein. .
129 /074%%?! PCT?gpzooa%Jg(S%Bg% ggsg‘%%aﬁé’g@l%o%i% S hifaEles herein
carbon ring having 3 to 6 carbon atoms as ring members and includes.but

is nqt limited to cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, as well as
thos&grélptkspddfinatly dllstipterdaiha: herenReIg o4 19, me
aiRgrphsied E@{ggggg@ﬁ%&)%gﬂg{gnq‘ saturated cyclic ring comprising

from 5 1 to 6 carbon atoms as ring members, the other remaining ring

membagonddeirgcldetintaddiomioneer e dniand S. Preferred 4

to 7 membered heterocycloalkyl groups are 5 or 6 membered
fo7and 5 or 6 membered

hetemgygl@g}l,ﬁylngg%lgps. Examples of ! )
St%gtéa;%c%cloa ky%gfoup?sr?ﬁg Ude tu lgéﬁé’f iSRGy samsaterdy
e e
apy fg!fdim%e ,@m@mlm@a@ﬁ@ﬁyg brazeticinybieQx@zidinyb, or s,
thmorphilinglrithjazafisinghg iSothiazeligings guinuclidiny &%@&@é"' didiny!,
sherBatbiazalid th&&ﬁ&%ﬁ&é‘ﬁ.‘fé&vﬁh AL CR LR RLC
q%?é’, I [fff%lr}rt troaa%gr%%g%n , thiomorp finyi’ Rk
thigmorpho ny SulfoXIte, épﬂﬂpﬂl?n??’éiﬁ%ﬁéb@l Rieraeielidyimino,
acetyt, ~-NHCOOC(CHs)s or halogen substituted benzyl, or for the non aromatic part of
cyclic ring also by oxo, unless otherwise specifically indicated. Examples of heteroaryl
moieties include, but are not limited to, optionally substituted imidazolyl, optionally
substituted oxazolyl, optionally substituted thiazolyl, optionally substituted pyrazinyl,
optionally substituted pyrrolyl, optionally substituted pyridinyl, optionally substituted
pyrimdinyl, optionally substituted indonyl, optionally substituted isoquinolinyl,
optionally substituted carbazol-9-v], optionally substituted furanyl, oOptionally substituted
benzofuranyl, optionally substituted benzo [1,2,3]thiadiazolyl, optionally substituted
benzo[b]thiophenyl, optionally substituted 9H-thioxanthenyl, optionally substituted
thieno{2,3-c]pyridinyl and the like or those which are specifically exemplified herein.




dihydrisoquinolinyl, tetrahydroquinolinyl, tetrahydroisoquinolinyl, 1-oxo 15
thiomorpholin, I,I-dioxo-thiomorpholin, 1,4-diazepane, 1,4-oxazepane as
Wyo&s/e%ggse groups specifically illustrated by the example;?&g%e%l%ﬁﬂ
certain embodiments, the compounds gf the invention are tho
compounds wherein: Rl is aryl or heteroaryl which are optionally

su bsUtL@d:pnyIaﬁIl@ﬂ "@f@t@ﬂm@’ﬂ&r‘ﬁn Qa 9 t@moﬁﬁ%ﬂs as ring

R e el S i
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B e ?@v@#aaﬂ%wwe}@@see%@m @@astmdénb@mw H@siDhalow.
Rb, wherein Rb is -O-C1-C7-alkyl, C3-C6-cycloalkyl, aryl; 25 -(CO)-Re,
whereirt o W@Whﬂ@@@@@wﬁdmﬁwmwm@&ﬁECWQ%thg from
armlcm; mt%wgtgﬁe%&l% ﬁ@e%té?%%ﬂél’o%}igs%hgﬁ;% nﬁ%@ﬂ&nﬁ@%’m@%@ﬁ%
or or ¥
e A5 s S SR e TRl e el
(ﬁHOWH%EJ\FH ?emwaﬁemkwi@ﬂwl\aﬂ%@@)weaw to7 <@dGH2E,
-@réitle:d-Defotady b 3%@%20(3%8 YV}*EH@%% :gﬁa Qt@r Qxﬁr@@?{&i eﬁﬂﬂngally substituted
a or etler ona
e s S T SOOI s R4
|slwd€%°éﬂﬂ’1awda?@ﬁ@ﬁ &W@@%Jw@é@}mnﬁﬁm@@mb@mwwhdmﬂ
phatirerotidtiog) yuaecdids ‘abls:ﬁa&ﬁmmmylrb@ﬁmiﬁaemh@@m ﬂk@aﬁhgrﬁdmyl,
n W e IS a r
&mrom}%@ﬁ?ﬁngﬁiféﬁ?ﬁiﬁffe‘mﬁ%ﬁm& RS
fILBrS: V?ﬁff’(‘fl‘gl- Bippab A yaldpa gt @%@@P@W@? -alkyl,
CEhedrivyrivaliyy]. (@HR)inoRenalheictat R hyigreBblpHGHIRN, 1CH3,

Cth@ﬂr@e%ﬁ?ﬂn Q&%XEYM }_#h&k!ﬁ' @Q&&E}gzea Kyl Q1 Ip s those

g (g)séél?lgcl?( )X i‘fi%ét teﬁ%y%he eag,'n% es grelin- %lg%)mo ciC

In certain embodiments, the compounds of the invention are those compounds

wherein:

R'is arylor heteroaryl which are optionally substituted by one or more ~-OH, chloro, |
tluoro, bromo, cyano, C;-Cy-alkyl, ~O-(CO)-C1-Cy-alkyl, -(CH,)m-R?, wherein R?
is -OH, -CH;,F, -CHE,, -CFs, or ~0-(CO)-C-Cr-alkyl;

R*is  H, Ci-Cralkyl, ~(CHy)u-0-Cy-Cralkyl or Cs-Cy-cycloalkyls

R®is Ci-Cr-alkyl;

-(CHz)m“Rb, wherein R® is -0-Cy-Cy-alkyl, C5-Cs-cycloalkyl, aryl;
-(CO)-R’, wherein R® is ——O—(CHg)m~C3;C5~cycloa11(yi, or aryl
Cs~Cs-cycloalkyl; or
aryl or heteroaryl which are optionally substituted by:
cyano, chloro, fluoro, bromo, CFs, CHE,, or ~0-C;-Cy-alkyl; or
~(CO)-RY, wherein R is C,-Cralkyl, NH,, or -O-C,-Cy-alkyl; or
-(CHz)x-R®, wherein R® is OH, NH;, -NH-(CO)-O-C;-Cy-alkyl; or
-NH-{CO}-Cy-Cy-alkyl; or
~O-CH,F, -O-CHE;, -O-CFs; or
-8(0),-R’, wherein R'is C;-Cy-alkyl, -NHy, -NH-C;-Cp-alkyl or -N-di(Cy-Cy-
alleyl}; or
heteroaryl optionally substituted by C;-Cy-atkyl;



R3 is CI-C7-alkyl; -(CH2)m Rb, wherein Rb is -O-Ci-C7-aIkyI;
C3-C6-cycloalkyl, 5 or 6 membered heterocycloalkyl, aryl optionally

ubstituted by fluoro, or heteroaryl optionally substituted by Ci-C7-alkyl: j
Wz&%%&?ﬁ%erein R is -O-(CH2)m Cs-CGGCydoaIkyI, or aryl?(c%E%O(%}é%bé%

C3-C6-cycloalkyl; or 5 or 6 membered heterocycloalkyl; or aryl or

hB%é?oaIif,l Gihighating eplienaliketOsiitge iygyano, chloro, fluoro, ’

brego, Efz3or -O-Ci-C7-alkyl; or 20 -(CO)-Rd, wherein Rd is CI-C7-alkyl,

NH2, or - -Ci-C?-aFI{kﬁéE or -(CH2)mRe, whérein Reis OH, Ci-C7-alkoxy,

cﬁﬁl‘ffiﬁ) CE R N cessPieblesriiktresfH-(CO)-0-CI-C7-alkyl: or

-NH-(CO)-Ci-C7-alkyl; or -O-CHF2 or 25 S(O)2-R; wherein Rf is

Ci-C7-BIRS N HED SR et Eire stiyPovnis i ioPntitiyiyeahfeteropeinds
5 optionally substituted by Ci-C7-alkyl; R4is H, Ci-C7-alkyl or

ClI-C7-alkyl-C3-C6-eycloalkyl; m is | to 4; 30 as well as pharmaceutically

g@b'sp_tam@ahtamfﬁqtrm&ca@gtaﬁa&m@ggjﬂgﬁm&% oeng%mﬁo%e”_ 4880

inventiog, R3 |§ hg&grg%%l gggpmn Ily substituted by Cyano, ¢ foro, fiuoro, "

bromo, CE3,'CHFZ ot “O:C-C7-alkyl, i “COFRE Whithetn Ret 48] Co-Cer
Ci-C7-dNEia ik (6208} ohessleyRGs WO, 200810 78B4, - Cr-alkoxy, Cs-Ce-
PCT/EEﬁ@ﬁhﬁl@ﬂ@ﬂ@ﬁ&%@gﬁ@}mﬁ@dﬂt@rgﬂbﬁid%@_@ ;-CY-ﬁl(lljoxy,

10 GPE2, GR3.NHZ N §:§JCZC_ -%B%Lﬂ;’gy- CO)-O-CI-C7-alkyl; or
riqfi-(cogcl-'c -a[%t 'E'? “O-CH ’F?JZ - CECFEPE -S(0)2-Rf,
WhéreinRT18 -]GIZ-a114y1, -NH2, -NH-Ci-CZ-alky! or -N-di(C1-C7- alkyl);
or het.erbgﬁlzl)ﬁﬁiP@W@HﬁM%ﬁtLﬁedlb&7QH@7@u(ﬂ;Jﬁﬂ&!ﬂ@m9|&®ﬁembered
f0||0W|rlﬁt&@Efj}%'dﬁt‘?§ aryl optionally substitated by fluoro, or heteroaryl optionally

oo e Substituted by C-Crmalkyl;

15 ~(CQ)-R", wherein R is ~0-(CHz)p-Cs-Cs-cycloalkyl, or aryl;
Cs-Cs-cycloalkyl; or
5 or 6 membered heterocycloalkyl; or
aryl or heteroaryl which are optionally substituted by:
cyano, chioro, fluoro, bromo, CF; or -0-C-Cr-alkyl; or
20 ~(CO)-RY, wherein 1% is Cy-Cyalkyl, NH;, or -0-C;-Cy-alkyl; or
-(CHz2}:»-R’, wherein R® is OH, Ci-Cy-alkoxy, CHF,, CPs, NH,, -NH-(CO)-
C1-Cr-alkyl, -NH-(CO)-0-C-Cy-alkyl; or
-NH-(CO)-C;-C;-alkyl; or
~O-CHF2 or
25 -5(0),-RE, wherein R is G -Cyalkyl, -NH,, -NH-C-Cralkyl or -N-di(C;-Cy-
alkyl); or
heteroaryl optionally substituted by Ci-Cy-alkyl;
R*is  H, C-Cy-alkyl or Cy-Cy-alkyl-Cs-Ce-cycloalkyl;
mis 1lto4;
30 aswell as pharmaceutically acceptable salts thereof.

In certain embodiments of the compounds of the invention R® is heteroaryl
optionally substituted by

Cyano, chloro, fluoro, bromo, CFs, CHE,, or ~0-C-Cr-alleyl; or
-{CO)-RY, wherein R%is Cy-Gy-alkyl, NH,, or -O-C-Cy-alkyl; or
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“acid (6- b5F

5-(Pyridin-3-ylamino)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2-yl)-amide; 10
wd Riedinsgzylamino)-thiazole-4-carboxylic acid (3-cbloro-phesyb-antigsioso
5-(Pyridin-3-ylamino)-thiazole-4-carboxylic_acid

(6-chloro- Eﬁldm -2-y1)-amide; 5-(Pyridin-3-ylamino)-thiazole-4-carboxylic

5-(Pyridelig@hynmEHopih@anledtgrhexylic acid
(4- methyhtﬁl%é@ 2C¥Iba Lo 5-(Pyridin-3-ylamino)- thlazole 4- carboxyllc

acid (2-meth Ithlazol amlde 15
5- (Pyr|d| 3651% G?é Eﬂ:&?boxyllc acid m-tolylamide;

5- (Pyrldrﬁ{@lﬁ%\wﬂﬁﬁrﬁmé&dﬂ@ﬂ&mkymﬁgw ~C1~Cy-alkyl or ~N-di(Cy-Cy-
(6- ethyl-@yﬂylgrz yl)-amide; 5- (Pyrldln 3 ylamlno) -thiazole-4-carboxylic

acid (6- |fuoromethyl ridin-2-yl)- a
5-(3,5- met%);ly so&?{?? DasphsHihies: ?ﬁl%&é-ﬁ%&f@é@ﬁ@ﬂé@?é@h@%

20 phensAasiidds:

5-(3,5-Dipaib-soxazolb ﬁh@é@i@@-&&}l@@gl' de-
m-tolyla (mgé 5?? %t oxazoL4 yl;?acr%?%%sg%az&? ir ¢ 2)&/‘ gonide
acid (6 e){ﬁy py n;in 1& 4-carboxylic acid (3-chloro phenyi) amide;
5-(3,5-DifatHin %ﬁ%@mph%mlmmmqﬂesmm@xmmdﬁm@mmde,
25 pyr@(@ﬁa&iﬁ&%@%o)—thamle 4- carboxyhc acid (6-bromo- pyndlnw -yl)-amide;

5-(3, 5'Ep I@% B‘ng_é% ;ﬁ;-tglaszn%)ctaq ac%x?r ?cla}mc?‘ (ony&grlatc}uazolwz -yl)-amide;

(4- methy hiazol-
5-(2-MEthoRHBy %%&ﬁﬁ@#ﬁa@i&@ﬂ%é@mm thiazol-4-yl)-amide;
(6-methyPpydigir3-ayhjrarnitien30-4- carboxyhc acid m-tolylamide;

2 Met@y MM'@'Q}M@%&@%&% Et%% l &ﬁ}g ~pyridin-2 —yl) am1de,

20

25

30

35

AN 3.ﬁ.%“z{wioénme)zemza@am@mm@aoromeﬂm-pyndm 290

(80Ersthyl-pyridin-2- yl)-amide;

2-Metbylss(DyridingBiydanin AR ~chloro-
2% ?@yl i ZOI 47335 7). a%%ﬂéﬁﬁ%?é ARG nigéel?b%%%c acid. (3- hloro
hyI- - r|d|n 3-ylamino)-thiazole-4-carboxylic acid

(6-chl6r&2gy @W#@Yb};@ﬁqﬁ@e«l Ve 2OD6I0724884- RETHATRPRONGA00HH0NE:;
2-Methy(35-{pymieihyBisdamina)ihiazelefeaRoxvlinacidc acid (s- methyl-
Zg}aggglg yfé_%‘a@ yh)-amide;

ethy yr|d|n 3 -ylamino)-thiazole-4-carboxylic acid
(3- cy ﬁ?ﬁ yl-i$oxazol-4-ylamino)- -thiazole-4-carboxylic acid (6-bromo-

pyridin- Z-yl) arnide;

5~(3,5-Dimethyl-isoxazol-4-ylamino)-thiazole-4- ~carboxylic acid (4-methyl- thlazol—

2-yl)~amide;

5—(2—Methoxy—pyridin—3~ylamino)-thiazole—tlwcarboxylic acid (6-methyl-pyridin-2-
yl)-amide;

2-Methyl-5-(pyridin-3-ylamino) -thiazole-4-carboxylic acid (3-chloro-phenyl)-
amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-
yh-amide; :

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-methyl-thiazol-4-
yl)-amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-chloro-pyridin-2-
yl)-amide;

@%dﬁh@%ﬁa#ﬁ@@ Ci-Gy-alkoxy, CHEF,, CFs, NHz, -NH-(CO)-Ci-Cp- -



f=-}

%4

o

amide; 5 2-Methyl-5-(pyiidin3-ylamino)-thiazole-4-carboxylic acid
(2-fluoro-5-methyl- phenyl)-amide;

wo Mgthylksaa(p) 7ridin-3-ylamino)-thiazole-4-carboxylic acid per/ep2o0s/008090
(5-chloro-2-fluoro- phenyl)-amide; -8
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(3- Chlng% iGroPvit Eh%ﬁﬂﬂylﬁ}ﬁ déiazole-4-carboxylic acid {6-bromo- -pyridin-2-
2 ehigihs5- (pyrldln -3- ylamlno) -thiazole-4- carboxyllc acid m-tolylamide;
2-Meth Ak SRy aﬁrw% oIe 4 -carboxylic acid gfluorometh
Ryridin-2 %%rﬁl 2 Methyl-5 p?ﬁn In- -yaf iﬁlﬁ? ﬂéﬁ?b%@ﬁﬂ
acl % chloro- pyr|d|n -4- 15 yl)-amide;

2- Met%Wﬁl(ﬁﬁrdMa?ﬂh@ﬂh)amgo&@aewﬁ%@ (2-fluoro-5-methyl-
%mmymadm -4- yl)-amide;

2- Me 31@1% I(ﬁyg n-3- {no0)- thlazole 4-carboxylic acid
(5 -flugro-pyri dins yﬂ}%%]p’ gﬂgt? thiazole-4-carboxylic acid (5-chloro-2-fluoro-

HyAmidpyridin-3-ylamino)-thiazole-4-carboxylic acid

(2 METMEBYTIBHEHA AryB-AREES ) - thiazole-4- -
V2 C{erlmldln -5-ylamino)- thléazzglg 4 %%Pgiy |8Céf§: chloro-2-fluoro-

6- chloroqurldln -2- yl)-amide;

2-Meth fﬁ}fmﬁ%%ﬁmkmmlmmmacam_tozyiamgde,
(6-mexibipyliditey2hii2-gl) BMIS)-thiazole-4-carboxylic acid (g fluoromethyl-
gymmgl_ﬁ (Bmmldm -5-ylamino)-thiazole-4- carboxyllc acl

hiazol-4- ) -amide;

(2 m
QX &) rm’&ﬁ %@Pﬁ?’ﬁ?ﬁ@‘tﬁ@i@l@%%&bb@ﬂyil@cab(ﬁ-chlomupyndm 4-
( ﬁi@{@ﬁ/l pyridin- 4-yl)-amide; 30

2-MethyleSr(Ryrimoin:5 Yamin le;4-carboxylic
fluoro- mln@ﬁyl) ar%?g OHEARGI S oxyhie aﬂg%z“me*h}’l -pyridin-4-

‘Met yl 5-(pyrimidin-5- ylamlno) -thiazole-4-carboxylic acid
(3- CW%bwmméylammo)mthmzoie—él—carboxyhc acid (5-fluoro-pyridin-2-
ﬂ}Mﬁﬁdyi -5-(4-meth7I-p7ridin-3-ylamino)-thiazole-4-carboxylic acug

(3-chj
ethyl 5 4%3%’{#% pyr?gln g“f/]atmﬁ?& thigzoreculic apisbid ectisibpyrimidin-
%é’ AETHSE pyridin-2-yl)-amide;
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole- ~4-carboxylic acid (6-chloro- pyndmw;g_
yl)-amide;

2-Methyl-5-(pyrimidin-3-ylamino)-thiazole- ~4~carboxylic acid (6-methyl-pyridin-
2-yl}-amide;

2-Methyl-5-(pyrimidin-5-ylamino)- -thiazole~4-carboxylic acid (2-methyl-thiazol-4-
y1)-amide;

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4- ~carboxylic acid (2-methyl-pyridin-
4-yl)~amide; '

Z—Methyl- 5- (pyrimidinvs—.ylamino)—thiazolené—carboxylic acid (5-fluoro-pyridin-2-
y1}-amide;

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4- ~-carboxylic acid (3- chioro-phenyl)-
amide;
2-Methyl~5-(4~methy1—pyridin-3-ylamino)~thiazole-4~carboxyiic acid (3-chloro-
phenyl}-amide;
2-Methyl-5-(4- -methyl-pyridin-3-ylamino)- -thiazole-4-carboxylic acid (6- -methyl- -
pyridin-2-y1})-amide;
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2-Methyl-5-(4,methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid

yridin-4-yl)-amide;
vé Eé}] ZJﬁgg p7r|d|n -3-ylamino)-2-methyl-thiazole-4- carboxyrg%’rgl? 006/000050
(3-chloro- phenyl)-amide; 5
5~(5-Cyavigipyriain-:darino)izrmigtiviiiblaaoleci-oarb®uie AR (2-methyl-
(@ﬁaﬂm?@ygﬂmg yl)- amlde 5-Amino-2-methyl-thiazole-4- carboxyllc

acid (E‘g heny aml
2 Meth 5{)yrﬁ}d;‘ﬁrr lﬂ%%%@yéé%%ré'&éﬁﬁxﬂm acid (3-chloro-
oaméqayl) amlde 10

2 Methy s5elpnhaesianyAdinyiaminRhiegale - ARG 388 (6-methyl-

Z?}K%I%?)?I I’Idlﬁ 2-yl)-amide;
-gﬂpyrazm 2-ylanuno)-thiazole-4-carboxylic acid
(6-meth -HBriaieide-4-carboxylic acid (3-chloro-phenyl)-amide;

2- Memymfnpyamﬁma:yasmaﬁﬁabm%$@£m%§& 3-chloro-ph
(Gsmgthyl-pyridin- 15 2-yl)-amide; &j( -chloro-phenyl)-
2- Methyl -5-(p r|d|n 2- ylamlno) -thiazole-4-carboxylic acid

(6- me?hMeﬁE‘/ it L) bylrigdin-3-ylamino)-thiazole-4-carboxylic acid (6- -methyl-
Zetistiny?-5pynidazin-3-ylamino)- thlazole 4-carboxylic acid

(6 Me YN #,%‘m% _— i
{}[2 methyl-5- (pyrldéllril)rgy m% aa%g e%4c€§1? rlfyﬁ _g%ﬁg?_ethyl—pyndm-z-
y:yy idin- “yImethyl ester;
2-MethyMetipyFdiprSmyidiminojathiaabthid-carhaalicgsichcid (6-methyl-pyridin-
(B-y1ydemaamethyl- yrldln -2-yl)-amide;

2- Met dln-5 ino)-thiazole-4-carboxylic acid
(6-hy roxytrlr%[’l Wp %}%‘W “hteRleAcare i ocidh d-pyridin-2-
[ 5 -(pyridin-3- ylamlno) -thiazole-4-carbonyl]- amino}-pyridin-3-yl

ester; Mﬂi@ﬁﬁﬂﬁy&&iﬂ@ yiaming)dhiazelg- éaﬁ%%yelgda(%l (%nethyl—pyndm 2-
f gggy 6-methyl- pyridin-2-yl)-amide; 30
?\/Iethyl 5- (pyrlmldln -5-ylamino)-thiazole-4-carboxylic acid (5-hydroxy-6-

m ethﬁﬁgﬁa 1 _)i)Z_ 1-5- (py‘r;dm—?)wylammo) -thiazole-4-carbonyl]- -amino}-
zns(ﬂdlineitk@mtéﬁhyk)eka=(pyrldln 3-ylamino)-thiazole-4-carboxylic add
(6- m%mlethyi—S—(pyr1dm~3~ylam1no)—thxazole—é—c:arboxyhc acid (6-hydroxymethyl-
pyridin-2-yl}-amide;
2-Methyl-5- (pyrimidin—S—ylamino)—tlﬁazole—émcarboxylic acid (6-hydroxymethyl-
pyridin-2-yI)-amide;
| Acetic acid 2-methyl-6- [2-methyl-5-(pyridin-3-ylamino)-thiazole-4-carb onyl]-
amino}-pyridin-3-yl ester;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid ( 5-hydroxy-6-methyl-
pyridin-2-yl)-amide; _
Z-Methyl—S-{pyrimidimB-yIamino)-tlﬁazole»4—carboxylic acid (5-hydroxy-6-
methyl-pyridin-2-y1)-amide;
© 2-(2-Methoxy-ethyl)-5-(pyridin-3-ylamino)-thiazole-4- carboxylic acid (6—methy1~
pyridin-2-yl)-amide;
—Methaxymethyl—:’im(pyridin-3~ylamin0)—thiazo]e~4~carb0xy1ic acid (6-methyl-
pyridin-2-yl)-amide; .
2-Cyclopropyl-5-(pyridin-3-ylamino)-thiazole-~ ~4-carboxylic acid (6-methyl-
pyridin-2-yl)-amide;
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15

pyridin-2-yl)-amide;
2-Methoxymethyl-5-(pyridin-3-7lamino)-thiazole-4- carboxyllc acid
5 pyridin-2-yl)-amide;
‘ég-é@g?gp%o%yl 5-(pyridin-3-ylamino)-thiazgle-4-carboxylic amﬁT(gPrgr?g%%fm%
pyridin-2-yl)-amide; WO 2006/074884 PCTIEP2006/000090 -10

2- Cyc|@&ngb5u@yﬁqm@dsmmﬁumgﬂzcw&@w£ﬁl@%@d (6- methyl—pyridm-. -

(6 %&yndm- 2-yl)-amide;

2- Ethy % Iamlno) -tbiazole-4- carboxyllc aC|d
(6-miet Rj{lﬁ )1~ i ﬁilémg)—thlazole-df—carboxyhc acid (6—methylwpyrldm ?.wyl)-

Zﬂm*éﬁﬁﬂ 5-(p7ridin-3-ylamino)-thiazole-4- carboxyllc acid

(6 mettl)ﬁ'ﬂopwsh@ 140 -383 1 0) -thiazole-4-carb
a%h fyl -5- (pyr;(;?lTln 3- ylamlnlon)oghlazaglje64 (%fb%}y fcagléi (&6 methyl- pyridin-2-
ethyl-p)Tridin-2- yl)-amide;
2 Metﬁy Sspe@aﬂeihgnmﬁnuﬁwwamm@mm@lmmmm@mcaaﬁwl:hyLPdem 2-
(5ifhaarale10 pyr|d|n 2 yI) amlde
2 Met ri no)-thiazole-4-carboxylic
gylkn%t%é@y e y 9@5@-’5 ~5r;1am¥1)%r%l 201t e-4-carboxylic acid {5-fluoro-
Hﬂ/ 9’ yis fhyl p)7r|d|n -3- ylamlno) -thiazole-4-carboxylic acid
(2 me&%@ﬂtﬁuﬁéé&iﬁﬁﬂﬂlﬂﬁeﬁﬁ ~pyridin-3-yl)amino)-thiazole-4-carboxylic acid (2-
&m/@a Iyﬁ@mlno) -thiazole-4-carboxylic acid

(5 -flug n-2- yl)-amid
5-(5- cﬁ%iﬁ’g (1/ Akt @Wﬂnﬂﬁﬂé@-ﬁ&mmaﬂmol@ﬂaﬁmbwa& (2-methyl-
(ByHishrot-pyrigindasyl)-amide;

2-Methylterigrme - bRy rﬂwmmggoﬁh'220I%oxﬁf%rabgé)(ggﬂ?lg)go—pyridin-}

"Zélkt:uor 20 pyridin-2-yl)-amide;
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35

eth y ’5 pyrimidin-5-ylamino)-thiazole-4-carbox7lic acid
(2-chiéré? =Ry ydimdhidenino)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-
Dvicliby?-5h(2-methyl-pyridin-4- ylamino) -thiazole-4-carboxylic acid

(5-flu |de

Vet &#t@ RS aaN bl anshslic 464 - Tooro-
BYEAISOYhyftiAea-yI)-amide:
2-MetbyMbi{pysaipritnidairindiHhirz oerd SarpexyicAcid id (- -chloro-pyridin-4-
(@ychiar: pyridin-4-

2—Methy1—5~(2~meth§r1~pyridin—4mylamino)nﬂﬁaiole~4—carboxyﬁc acid (5-fluoro-
pyridin-2-yl)-amide;

2-Methyl-5- (2~methy1—pyridin«3uy1amino)~thiazole~4~carboxyiic acid (2-chloro-
pyridin-4-yi)-amide;

2-Methyl-5-(pyrazin-2-ylamino)-thiazole-4-carboxylic acid (2~chloro-pyridin-4-
yl)-amide;

5-(5-Chloro-pyridin-3 -ylamino)-2~methy1—thiazo]e—4~¢arboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5~(5-Chloro—pyridin-?:»ylamino)~2—methyl—ﬂliazole—fi—carboxylic acid (2-chloro-
pyridin-4-yl)-amide;

5~(5~Cyano~pyridinm3~ylamin0)-Z—methﬂ-thiazo}e%—carboxylic acid (5-fluoro-
pyridin-2-yl)-amide;

5-(5—Cyano»pyridin~3~y1ammo)—2~methy1~tbiazole~4—carboxyﬁc acid (2-methyl-
pyrimidin-4-yl)-amide;



yl)-amide; 5-(5-Chloro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic
acid (2-methyl- 30 pyridin-4-yl)-amide;

\zr%)(g %}U% 4pyrldln -3-ylamino)-2-meth7I-thiazole-4- carboxyli,%?%gmo 6/000090
?wro pyridin-4-yl)-amide;

5-(5-Cyano-pyridin-3-ylamino)-2-methyl- t]hlazole 4-carbox7lic acid

(5- fluorb%mthﬁ%&}éﬁe&ml@@wﬂ% 3-ylamino)-thiazole-4-carboxylic acid (5-fluoro-
521g }@@ 9 )é 3 -ylamino)-2-methyl-thiazole-4-carboxylic acid
me

thy b r|m| iR-4-yl)-amide; WO 2006/074884 PCT/EP2006/000090
11 2-MEAA- e dR A iy Rinthipteidserborybarsis g homatidl- -
(Srfioorstipyridjraidl-amide;

5 2- wr?]thﬁi’#% @? HW%&E%%&%@JP@ZEA&% il Q&X yil%a%% %ﬁc acﬁrw methyl-
5B ya ?é) ’3 yIamlno) -2-methyl-thiazole-4-carboxylic acid

(2 metﬁy(5®ﬁumf4ayf):ammmo) -2-methyl-thiazole-4-carboxylic acid (4-methyl-
Sﬁﬁ-@yaﬂpgpmlqm{&ylamino) -2-methyl-thiazole-4-carboxylic acid

4- met rimi

(2 Methyli‘g% lIrrE.L’czhyrfjpylg' dﬁ"f’% ffa?rm[] a4 Bieeols Ao digard (2-chloro-
10 (RERBRod TReRBYin-4-yI)-amide;

5-(5- IVIet@mﬁwwfwﬁqiﬂﬁm@%@ﬁm%ﬁ@m%%%%ﬁmw acid (2-

agid 1??}%){1m%@dm 4& /I)-amide;

2-Met y p rlélazm 4-ylamino)-thiazole-4-carboxylic acid
(2- met RYgidpgin-4-ylamino)-thiazole-4-carboxylic acid (2-methyl-

ZymdeﬁEy(}Sanﬁiayl pyrldazm -4-ylamino)-thiazole-4-carboxylic acid
15 (2 Ch'%QM '51 =i} idazin-4- ]ler{ﬁl-lcglr%x ﬁle—-i- dboxyhc acid {2-chloro-~

(ﬁo mlno) 2 thyl- thlaz IC aci
éft’gﬂy 5 Hifi- 4-yl)-amide:

5 -(4- C)sa@@ﬁpynb‘mwmmjﬁﬂmybﬁhidzﬂiéaﬂﬂiﬁ%ﬁﬁ&mX&Q%Mﬂ—pyrimidim
(&mgatmfdgo pyridin-4-yl)- amide

5-(2-C £ rldln 4- 2 methyl thiazole -4-carboxylic acid
(2-met j pyrlrc’ion % A no)~ ~methyl-thiazole-4-carbokylic acid (2-methyl-

20 SRYFIERrL e 2- ylammo) -2-methyl-thiazole-4-carboxylic acid
(2-methyRpyhilaishpyAdyh-2mideno)-2- -methyl-thiazole-4-carboxylic acid (2-methyl-
pyridin—é—yl)—amide;S—(4~Chloro—pyridin~2—ylamino)-2~methyiwthiazole—4—carboxylic
acid (2-methyl-pyrimidin-4-y1)-amide;
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (3-chloro-4-fluoro-
25 phenyl)-amide;
5-(5~Methanesu1f0nyl—pyridin~3~ylamino)~2~meﬂ1yl—thiazole—4-carboxylic acid (6-
fluoro-pyridin-3-yl)-amide;
Sw«(5—Methanesulfonyl—pyridh—3—ylamino)—2—methy1~thiazole—4—carboxylic acid (2-
methyl-pyrimidin-4-y1)-amide;
30 2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (4-fluoro-3-methyl-
phenyl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-ethyl-pyrimidin-4-
yl)-amide;
' 2uMethyLS-n(S—meth}rl-pyridin—fr—}damino)~thiazole-4-carboxyﬁc acid (5-fluoro-
35 pyridin-2-yl)-amide;
5‘(2—Chloro—pyridin-é:myiamino)-2~methyl—thiazole—4~carboxylic acid (2-methyl-
pyrimidin-4-yl}-amide;



10

i5

20

25

36

35

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid
(3-chloro-4-ffuoro- 25 phenyl)-amide;

VESO(J’%%]}h&Qesulfonyl pyridin-3-ylamino)-2-methyl- thmzole-%%g&%}&mwo

aci uoro pyridin-3-yl)-amide; )
5-(5-Methanesulfonyl-pyridin-3-ylamino)- % methyl-thiazole-4-carboxylic

aCId (S-(aeliythpyrigyiditindsyRaatiiole » 3Qethyl-thiazole-4- -catboxylic acid (2-methyl-
VANIEE -1( Xllilﬁ]apln -5-ylamino)-thiazole-4-carboxylic acid

-fuoro 3- methyl ’phenyl)-amide;
2 MetHyEetilrat- B e inribeinoathisrgic asitboxplic add (2- methvl- |

(2widit-pyrijnidiiid- yl)-amide;

2-Methyl-51h; I [ ole-fi- arbox > ac
(5-flu rot 31"_3 pd?ﬁi in- g%%)%%fﬁ Xlﬁrﬁ RRlAPIARRIS: 2L XYF i (2-methyl-
SP@' Hlor fi-4-ylamino)-2-methyl-thiazole-4-carboxylic acid

(2- met%Weﬁyﬁﬁnbﬁmb)LammmawmZﬂﬂﬁlﬁm&aazaexla?&ﬁ@ﬁmmao
1&5&5%@3&}9@@9%@5@3 ylamino)-2-methyl-thiazole-4-carboxylic acid

%\Sllihﬁ(-%@@“ kﬁf%pynd?nI@Iﬁat}?ﬁ‘?ﬁ?}efﬁléiﬂ?%’“ﬂ%é‘%%ﬁé%hpmmldm-

1 Pyridin-4-71)-amide; 5

5-(5-Fludethpysidi-ddaminelioneiybithineies4aRRAMIGRSIH . yridin-4-

(% h(yé pyridin-4-yl)-amide;
2- MethyI-B—(Z methyl -2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-

m ethyF Mﬁ % g omethyl-pyridin-3-ylJamino)-thiazole-4- -carboxylic acid (2-
Znnﬂ‘éﬂiyﬂ)ﬁi(lpmelyﬁé’mﬁMﬂlno) thiazole-4- carboxyllc acid
(4-metykpyrimidin: 40 2-yl-amides. ic aci
2 Me )X p%m dm -2- yIan% ino)-thiazo & -ca aézf)il |§ ézérgoxyhc acid (2-methyl-
> yl)-amide;,

2 |v|etﬁyG25Q}gmmlcbmétﬁykmﬂﬂﬁqrﬁeﬂl)aﬂﬁmﬂqﬂaz&l&sﬂyﬁaﬁé@&ﬁ%orm
asfeidgr- mathybhpeidin-4-yl)-amide; 15
5-(4- ridin-2-ylamin methyl-thiazole-4-carboxylic acid
(Z(me#ﬁ! %Ig%!ll QXD _t%{i; %m- E Iam%{nopz -methyl —th1azole¥4—carboxyhc acid (2-
Wl@hmﬁyﬁdﬁﬁ gnyiinino)-2-methyl-thiazole-4-carboxylic acid
(2-chler-pysiginpfrihamitiiine)-2- -methyl-thiazole-4-carboxylic acid {2-methyl-
pyridin-4-yl)-amide;

2—Methyl~5—(Z—methyl—zﬂ—pyrazd-3—ylamino)-thiazole—4—carboxylic acid (2~
chloro-pyridin-4-y1)-arnide;

5-{2-Methyl-4- (2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamino]-
nicotinamide;

2—Methy1-5-(S—SMfamoyl-pyﬁdin—S-yiamino)—thiazole-4—carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5~{5~Fluor0—py‘ridin-3-ylamino)—2—rnethjfl—thiazole—4—carboxyﬁc acid (2-chloro-
pyridin-4-yl)-amide; .

5-(S—Fluoro-pyridin-?)—yiamino)—2—methyi—thiazole-4~carboxylic acid (4-methyl-
thiazol-2-yl)-amide;

5—(5—P1uoro~pyridin—3~ylamino)—2—methy1-ﬂﬁazole—4~carboxylic acid (2-methyl-
pyrimidin-4-y1)-amide; ‘

5-(4—F1uoro~pyridin~2-y1amino)-2—methy1—thiazole-4-carboxylic acid (2~-methyl-
pyrimidin-4-yl)-amide;



5-(5-Hydroxymethyl-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic add
(2 20 methyl-pyridin-4-)TI)-amide;

209 %7 no- pyridin-4-ylamino)-2-methyl-thiazole-4- carboxylllyc aci id 0
Tk yrldln -4-yl)-amide; CT/EP2006/006090

2 Methyl-5-(2-methyl-2H-pyrazol-3- ylam?r’fo‘) thiazole-4-carboxylic add (2-

Ch|0r0'ﬂxg¢ﬂrﬁﬁdﬂ§@ﬁﬂg@yﬁmno) 2-methyl-thiazole~4-carboxylic ac:jd (5-flucro-

é I\C/Ihetliyl jéﬂuwethyl pyridin-4- ylcarbamoyl) -thiazol-5-ylamino
Btinanidi

2- Meth@ri@libl@iﬂfmﬁé%WMmr@yrammﬂ-tﬂmle%@abbwmb@@methyb
(Z}m@ihybopyrgd)mﬂﬂmg—amlde

5-(5- FIE‘M)EE}W '§i mén%aZ mﬁth I1§1rc]> O1|§zo e- 2 Og(g ? g!:?d (2-methyl-

(2-chloro- 3 yr|
5 REe Retg! R)W}HF?? 3 ylamlno) -2-methyl-thiazole-4-carboxylic acid

(4-meteyidihidzol 2 yljsaiie pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-

- 5Bl Bmglq l&gqéno) -2-methyl-thiazole-4-carboxylic acid
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(2-me 3(? rimidin-4-yl)-amide; 35
5-(4-FIooPoE R 2R eptinetiymeadoib izdlsrbsarrecdisacid (2-methyl-
(2pywisthdik-pyriidinie-yl)-amide; WO 2006/074884 PCT/EP2006/000090

ié?;‘ |5 (5-'@'9?%%‘)@1@}? %ﬁ%ﬁ%ﬁrﬁiﬁmlﬂ Etﬁ@tiﬁql‘ﬁagglrbg )éXr'b %ghc acid (2

or
108 5Py éll/ﬁ% o) -2-methyl-thiazole-4-carboxylic acid

(1 metﬁ%@h}’kﬁn@z@b@ﬂﬂi&mﬂ&c&&ﬂmme) thiazole-4-carboxylic acid (2-
ZM&I@L&M&@@@-MQQQWI) amino]-thiazole-4-carboxylic acid

(2- metQ % r%t% %%w 1smtaz lé ﬁﬂ % G i thyl-
2- Methy -(2-me VA3 iamine) thiasdrtacukalincd amsthy
RIS %‘F} amide;

5-(2- Emym@hym{azmewlamup%%ﬂmﬁMﬂWQMmﬂa%&%%d (2

( [ -amide;
5%%9%%%?&?{2%%&3%%% 3-ylamino)-2-methyl-thiazole-4-carboxylic

acid (22 M& 5p§,} mﬁ}}ﬁr_lal_gmpma]e&y amino)-thiazole-4-carboxylic acid {2-
2uvethlypBifinrethydsaidepyrazol-4-ylamino)-thiazole-4-carboxylic acid (2-
methylb'W[ﬂﬁjjﬂfgﬁy&h?@%&in@~ylamin0)—2—methybtbhzoie—é—carboxylic acid (2~
methyl-pyridin-4-yl)-amide;
5~(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (4~
trifluoromethyl-thiazol-2-y1)-amide;
2-Methyl-5-(thiazol-2-ylamino)-thiazole-4-carboxylic acid (2-methyl-pyridin-4-
yl)-amide; :
5-(5-Chloro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-
LH-pyrazol-3-yl)-amide; .
2-Methiyl-5-(pyrimidin-5-ylamino}-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide;
5~(4~Cyan0-2nmethy1—2H~pyrazoI~3—ylamino)»2~methy1—thiazoleu4-carboxy’lic acid
(2-methyl-pyridin-4-yl)-amide;
5—(Snyclopropyl—Z—methy1~2H~pyrazol—3—Ylamino)—2—methy1~thiazole-4—
carboxylic acid (2-methyl-pyridin-4-yl)-amide; ~
2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (1-
methyl-1H-pyrazol-3-y1)-amide;



I5 2-Methyl-5-(3-methyl-isoxazol-5-ylamino)-thiazole-4-carboxylic acid
(2-methyl- pyrimidin-4-yl)-amide;
2- Methyl -5-(I-methyl-1H-pyrazol-3-ylamino)-thiazole-4- carbo>8/I|c acid (2-

%%ﬁqyf P)Vﬁ?ﬁldln 4-yl)-amide; TIEPZG%/OOEEOS‘O

2-Methyl-5-(1-methyl-IH-pyrazol-4- ylamlr?él) thiazole-4-carboxylic acid (2-

20 meﬂsy(faom@dw}m%ﬁm mino)-2-methyl-thiazole-4-carh - -
5- %leluor?@exfg ridin 3y|am|)no)1%emethyla%ﬁ|gz o Oxg fa)%}l(cl é’%?gl}’l

mggﬁyf pyridi 2amide; :
5 -(5- F|Qo%eﬁyﬂrénﬁ23%Hﬁﬂmmmwmqmm-wmmmmm~mboxyim .
tnﬂddr@nﬁmy}itp;ama yj) amige; 25

5 2-Methyl-&- |-2- -t le-4- | id
(2 r:etf%yl%&ﬁ? 19 Qﬁé Elf'? %%f%ml%a?lfoxynlo azcxlznethyl thiazole-4-
5 ‘(%rlﬁﬂ’ﬂﬂ?%aﬁﬁlﬂl@S%Ykﬁﬁﬂyﬁﬁémyl-%mmle 4-carboxylic acid

(1-mettByl5Eypypanol-3-wptmide; pyrazol-3-ylamino)-2-methyl-thiazole-4--

gOMg;M@ gg;g@lgiﬁu%%@‘%%}ﬁtl z%%cﬂgﬁ -agiggggxyllc acid (1 methyl-IH-
py

5-(4- C%%% s Wﬂ?%‘;?r‘é%%?@%?ﬁ}ﬂo%lé -yersittiarsie s bt
10 ¢ gasfebxPinreitdyRpyeitin-driiamid®armide;
5-(5- cm@pmmszpmmﬂ POk @%@h@ ety tazole g-

carb lic idin- yI )-ami
P yPga}(% @Fﬁ-ﬁ@g &z0l-3-ylamino)-thiazole-4-carboxylic acid (I-
methy|51<ﬁﬂmzmm@¢) -Tayhichina)/Q-2O0GI0MAEE% - RCHITRARAGIOAO090

- LA bhG e ei-pYEiclin-dnyilnino)-2-methyl-thiazole-4-carboxylic acid
15 (- met@y

razol 3-)1l
2 Mty & zpé’l%dwg - 3P e A i drn
et E olF gk ] P)HZdﬁd Priedorsiticr °
5-(5-Cycldpiiopiyd-2opartinys- Mﬁ@@kﬁd@mm@ 2rneity iniaAlG ethyl-

c%lpa%ylg: |Qr(Ih-JnethyI -IH-pyrazol-3-71)-amide;
5-(5- i{?ﬁ[ﬁ% yI -Z-methyl-2H- -pyrazol-3-ylamino)-2-methyl-thiazole-4
o

carbo “a EmdBTOTRERR it i arhielic acid (1-methyl- 1H-pyrazol-
20 23vyéithBle2-methyl-5-trifluoromethyl-2I-1-pyrazol-3-ylamino)-thiazole-4-

0 carbe e ICH] (ZREN NN AR G oxylic acid [1-(2-methoxy-ethyl)-
1H-pyrazol-3-yl}-amide;
2-Methyl-5~(pyridin-3-ylamino)-thiazole-4-carboxylic acid (4-cyclopropyl-thiazol-
2-y1)-amide;
25 2»«Methy1—5—(pyridin—-3~Yiamin0)~thiazole~4~carboxylic acid (4-methyl-thiazo}-2-
yl)-amide;
2~Methy1—5~(pyridinw?:—ylamino)—thjazole—4—carboxy1ic acid thiazol-2-ylamide;
5- (5-Cyclopropyi—2-methy1—2H-pyrazolu3~y1amino)~2-methy1—thiazole—4—
carboxylic acid (4-methyl-thiazol-2-y1)-amide;
30 5-(2-Chloro—pyridin~4—ylamino)—2~methyl—thiazole-é’c—carboxylic acid (4-methyl-
thiazol-2-yl)-amide; ~
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-ethyl-thiazol-2-y1)-
amide;
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-
35 yl-amide;
2-Methyl-5-( 1-methyl-1H-pyrazol-4-ylamino)-thiazole-4-carboxylic acid (4-
methyl-thiazol-2-yl}-amide;



5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-
cyclopropyl-thiazol-2-yl)-amide;

oy yridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (3-
\50? @)}(l%n &ihyl-phenyl)-amide; 15 PCT[EPZ%OG/GOOO%
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl- t}nazole 4-carboxylic acid [ 1-(2-

- methoxdétiy)-3Hppyidiadl-Saytinabnidazole-4- -carboxylic acid (4—methy1—ﬂuazol~2~

2-heihylis-(pyridin-3-ylamino)-thiazole-4- carboxyllc acid

(4-triflugr )-amide;

2- Methg)@ (pyr%ﬁer}}’f% Yﬁy 2 dﬁ@%‘%—k%rﬁ%ﬂc@@@le 4-carboxylic acid (4-

(1R Yi/ yiipEpyRazbreds-yl)-amide;

2-Methgige n@a&ny{ﬁ ng) I iE: I ca ‘e acid (4.

[]ﬂ{gﬂ{gﬁ{ﬁlg ?r}" lH pyragglll%%sl]ga?n%gég b gzglgdél rboxylic acid (4
yridin-3-

2-Methyl y an"uno) thiazole-4-carboxylic acid
(4- CyCI Lifiappidinyrbimice) 2Bazole-4-carboxylic acid (4-methyl-thiazol-2-
2 W) ethills-(pyridin-3-ylamino)-thiazole-4-carboxylic acid

4-met
e B)ch Eblilﬂﬁ(g{%%i{” yg}ﬁ?‘q % ﬁl&?éoﬁré%%:argb@#cta@l@k 4-carboxylic acid (4-
10 th”éf%}’-}é-’%%%ﬁ%

15
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35

eY -aInl
5-(5-Cychbghapya- @mmwwpwﬁmltaradammhzmﬁﬂ%mm&ﬁ thiazol-2-
carhexylie; acid (4 methyl-thiazol-2-)71)-amide; 30

5-(2-Chloro, am )-2- methyl -thiazole-4-carboxylic add
( 4-met ?I 3& t!I%PPX tn(rLP %/ d’ ethyl)-amino]-thiazole-4-carboxylic acid (4-methyl-

%5' Wﬁ@m 3- yIamlno) -thiazole-4-carboxylic acid

(5 ethy-Viizgl-2 yhriamiglelamino)-t - -
N@&hﬁj F% y w{%?lrn -y?a%mlno) t%lglzaozlcé}efc?rrgoxﬁlga&dcfs methﬂ 4H-
e azg F2EF))-amide;
2 Metﬁy tm’ W@ﬁw&z@m)w@m@ﬁmmmdmmmhma@méﬂm
nﬂbﬂnpﬂ-&r@@hﬁd&) amide; WO 2006/074884 PCTIEP2006/000090 --15

2-Methy, 55C§ bdf%r?d%ﬂ %lmh ?EOle ﬂly(f%l:ggz)c()){fl.-l% %gll"goxyhc acid (4-methyl-

lazol
ﬁl’? t}grﬁﬁtﬁ?’ll -p7razo| 3 ylamlno) -2-methyl-thiazole-4-carboxylic acid

(4- méitiytFhiazolpRridipainitiesibo)-2-methyl-thiazole-4- ~carboxylic acid (2-methyl-
Aviethy-(meiyl-IH-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (4-

5-(2-Chloro-pyridin-4-ylamino)}-2- -methyl-thiazole-4-carboxylic acid (Z—methyl—
thiazol-4-y1)-amide;

5-(5-Chloro-pyridin-3-ylamino)- -2-methyl-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-y1)-amide;

2-Methyl-5-(2-methyl-pyridin-4- -ylamino)-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-y1)-amide; and

5-{4-Fluoro-pyridin-2-ylamino)-2- methyl -thiazole-4-carboxylic acid {4-methyl-
thiazol-2 2-yl)-amide.

In certain embodiments of the compounds of the invention R’ is aryl optionally
substituted by
Cyano, chioro, fluoro, bromo, CFs, CHE,, or -O- ~C1-Cy~alkyl; ox
-(CO)-RY, wherein R% is Ci-Cy- alkyl NHz, or ~0O-C;-Cy-alkyl; or
~(CH2)m-R", wherein R® is OH, NH,, -NH- (CO)-0-Cy-Cy-alleyl; or
-NH-(CO)-C;-Cy-alkyl; or
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methyl-thiazol-2-yl)-amide;
2-Methyl-5-(pyridin-4-ylamino)-thiazole-4-carboxylic acid

methyl-thiazol-2- y1)-amide;
‘éo(ﬁﬁiﬁfﬁﬁé%methyl -pyridin-3- ylamino)-2-methyl-thiazole-4-é“éﬂi’@i@?R?’ﬁ‘?f’l?i’9

(4- 10 methyl-thiazol-2-yl)-amide; -16 -

2-Methylcb-{pyrimigipary Iagueg? ghlazole -4-carboxylic acid
(4-methy g 8 azQ I-2- yD)- an}ld Meth B%prndm -3-ylmethyl) - amlno]
“thiazol&24¢ éél%o FEeHeRy J(%%QYP@}W 2Ni-Gimfeteallsy or -N-di(C;-Cs-

2- Methyiﬂsd()pyndln 3-ylamino)-thiazole-4-carboxylic acid (5-methyl- 4H-

[1,2,4]triazelo3: s 85681y substituted by Cy-C,-all
2-Methyl-5- %:)Y{ﬂ |n -3- ylagnﬁog thiazole-4- Carﬁo%lfé”ac &nple the following

(4 methoxy yT thiazol-2-y1)-amide; :

5-(5- céa{’rlv@qmainosﬂwmm@c@mmymmmﬁmm@oxylic acid
(4- mem}ﬂh&@lﬂﬂﬁ@]t&%&@ﬁ“&%o hc ac1d 3-chloro-phenyl)-amide;
5-(5- Fl_y@ Q ridin=3:yla |n£)- -me HI zole-4- cgrbox lic acid
(2-meth Pﬁyazncu).} zf lazole d-tar 3-fluoro-phenyl)-amide;
5-(2- cﬁéﬁl@ﬂﬁs mmmhmﬂmma@amwmwwmme,
(2-methPhdhjbanld-yhiaoide cdoxylic ac1d (6~chloro-pyridin-2-y1)-amide;

5-(5-C n meth iazole-4-c rboxyllc acid
(4-me ?lﬁg%h%%%%%ﬁmé t?-)carboxyﬁ c,y acl %émzol—z -ylam

2-MetRyl&2 %ﬁww@éﬁrﬁﬁsﬂmfh@méémwéahm@ﬁe%bmﬁe,
(4-methyi-thimzotihad)daminte) i ole-4-carboxylic acid (3- chloro»phenyl) amide;
5-(4-Flupre- @ZEIQH}EZ@YJQ{?IMng}%SQXietQI%%.robe- -Carbd?? %Jﬁ)ro -phenyl)-

(4 m thyl 30 thiazol-2-ylj-amide. In certain empodimen
compdunds of the invention R3 is aryl optionally substituted by cyano,

Ch|or05ﬂ&ér@1@ﬂ§nmpl®ﬁﬁg®}ﬁ5)2ﬂoaz@b@k@ﬂ)@ik&h ARfd ) IRdide;
wheremn(Beli5iGizo afRefotCal Al é’%lgg 2?(15” R sridin2-51)-
in R is OH, NH2, -NH- (CO -O-Ci-C7-alkyl; 6r -NH- gl)‘c‘l I HS TR
or WG 2006/074884 PCT/EP2006/000090 -16- O -CH2F, -O-CHF2,
-O-C |f31(%§—D1chloro—phenylamino)—thiazole—é—carboxy]ic acid (6~-bromo-pyridin-2-yi)-
amide;
5~(2,6~Dichlor0-phenylamino)—thiazole—é—carboxyiic acid (4~-methyl-thiazol-2-y1)-
amide;
5~(3—Cyano—pheﬂylamino)wﬂﬁazole~4~carboxylic acid (3-chloro-phenyl)-amide;
5—(3—Cyano—phenylamino)mthiazole—éucarboxylic acid m-tolylamide;
S-(S-Cyano-phenyiamino)—ﬂﬁazole—é»carboxylic acid (6~-methyl-pyridin-2-vy1)-
amide;
5—(3—Cyan0~phe;1yiamino) ~thiazole-4-carboxylic acid (6-bromo-pyridin-2-y1)-
amide; -
5—(3—Cyano-phenylamino)—thiazole»4~carboxylic acid (4-methyl-thiazol-2-y1)-
amide;
5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid {2-methyl-thiazol-4-yl)-
amide;
5-o-Tolylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-0-Tolylamino-thiazole-4-carboxylic acid m-tolylamide;
5-0-Tolylamino-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1}-amide;
5-0-Tolylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-y])-amide;
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-S(0)2-Rf, wherein Rf is Ci-C7-alkyl, -NH2, -NH-Ci-C7-alkyl or
-N-di(C1-C7- alkyl); or heteroaryl optionally substituted by Ci-C7-allcyl; for

v&&(gﬁ%@ 4%@? following 5 compounds: 5-Phenylamino-thiaz%(lﬁg,ffkl%rgg%g&%
phe

aci nylamide; 5-Phenylamino-thiazgje-4-carboxylic aci
(3-chloro-phenyl)-amide; 5-Phenylamino-thiazole-4-carboxylic acid

(3-flu Oww'amm&ﬁrﬁhﬂﬂyb%ﬁﬂm%‘@a%f&%%’é%ﬂgﬁ;%%gdm-zﬁﬂ)_

xylic
lgro-pyridin-2-yl)-amide; 5-Phenylamino-thiazole-4-carboxylic
(izgé%%e a?‘?}ﬁ’éfﬁ%ﬂ éﬁ;}f&ﬁlﬁrﬂeﬂ%@%@ﬂ@m&h&mmﬁmma@-

(@zmethyl-pyridin-2-yl)-amide; 10 5-Phenylamino-thiazole-4-ca
acid (65-~

acid thia -

(3Rigehyl-thiazol-2-yl)-amide; - . .

S-(3-Ch st -4- lic,acid, . -

( (HQ Mé?&%gm%%%ﬁﬁﬂa ~ﬁlﬁ§5§’e%yc5%b%%m acid (6-methyl-pyridin-2-
- 2,6-Dic’hlorp-phe‘nylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)

15 anﬁd@’z%?%%ﬂﬁ?@%h@ﬁw@mmmethimfeoéc;ﬂ:jarmd(yﬂq(gﬁigngde;

m-tolyfa(Pitie:hda(2 f-igbierasnhamdaning)sthiazole-4-carboxylic acid

(Gameshyl-pyricin-2.y1) amide;p H}&ﬁ?@i&é (A ))f pynﬁm—Z—yI)_

5-(2,6-Dichloro-phenylamino)-thiazole-4-carboxylic acid '

(6-bro?ﬁ@-ﬂ}?ﬂiHT@?})’J%@%@@,ZOEE*@C&E‘DOX}’ﬁC acid (6-methyl-pyridin-2-yl)-

s¢2d;Dichloro-phenylamino)-thiazole-4-carboxylic acid

4-me -l =2 dex: . : :

oyt P iole £sbamlicagiy (o-metbylpridin-2-y)-

5-(3-Cyano-phenylamino)-thiazo

-éﬁ?bro-phenyl)-amide; 5-(3-Cyano-phenylamino)-thiazole-4-carboxylic
acid m=téflamitehes b Cyanopbandanipol-itiazeladisaRamicagd
(Brrdethyl-pyridin-2-yl)- amide;

5-(3- sphenylamino)-thjazole-4-carboxylic acid

(6fbr§r¥1&0r’:%§%%}lr?}§):é§§ &o)—&lazol&&ca*}:/boxyﬁc acid (6-methyl-pyridin-2-y1)-
51828 yano-phenylamino)-thiazole-4-carboxylic acid

(4-meiﬁylfilm&}ra=¥Bér§%§ﬁ'ﬂ@ﬁihiazoie—4-carbo tic acid (6- ~pyridin-2-3
gr-lg;?ﬂgyano-phenylamino)-thiazole-4-carboxy|icxg\c}i(l;cf1 cid (6-methyl-pyridin-2-yl)-
(2-met?é(|-thiazol-4-yl)- amide; S-o-Tolylamino-thiazole-4-carboxylic acid
(3-chibto-phefyfrekherriesis o diiaring-taibesfiictdartsondinybeigtidin-2-y1)-
amidlylamide; 35 S-o-Tolylamino-thiazole-4-carboxylic acid
(6'm%UW,ISWHQQQE&E&MQ%O)~thiazoie—4—carboxyiic acid (6-methyl-pyridin-2-y1)-
arnide;

5-(2,5—Diﬂuoro~pheny1amino)~thiazole—4—carboxylic acid {2~-methyl-pyrimidin-4-
vl)-amide;

3-[4—(3-Chloro—phenylcarbamcyl)-2~rnethy1-thiazol~5—y1amino]—benzoic acid
imethyl ester;

5-(3—Hydroxymethyl—phen}rlamino)~2—methyl~thiazole~4»carboxylic acid (é-chloron
phenyl)-amide;

5-(3-Acety}amino-phenylamino)—zwmethyluﬂliazoie-é—carboxylic acid {3-chloro-
phenyl)-amide;

2~Methyl~5—(3—sulfamoyl—phenylammo)~thiazole—4~carboxylic acid {3-chloro-
phenyl)-amide;

{3- [4—(3~CIﬂoro—phenyIcarbamoyl) -2-methyl-thiazol-3-ylamino]-benzyl}-carbamic
acid tert-butyl ester; ‘ :

5-(3—Aminomethy1~pheny§amino)—2—meﬂ1y1«thiazole—4~carboxyiic acid {3—c.hloro—
phenyl)-amide;



5-0-Tolylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-71)-amide;
WO 2006/074884 PCT/EP2006/000090 17
omo-phenylamino)-thiazole-4-carboxylic acid

0(}6{ 74884
pyridin-2-y1)- amide;
5 -(3- Acetyl phenylamino)-thiazole-4- carB%xyllc acid
(6-methybmdginea-y:
5 &%@-Pﬂmethog pgeﬁfrmc)h?hﬁagﬁgbf Pt box 2ol S glamino] -benzoic'acid
(6- meyhyf yr|d|n -2- yl)-amide;
5-(3,5- bﬁ%&ﬁ@fwﬁhﬁmﬂm;@we&m&mw&e@amﬁ@hﬂwﬁq@

S:(BtMbthexirphenyiamino)- thlazole 4-carboxylic acid

PCTY/EP2006/000050

’ é;;ggl%(ﬁw r%ny é}é%)?néémi’g foﬁgllﬁloc)a%%ﬁgﬁ@ “igrole-4-carboxylic acid (6-
iy
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b W}ﬂé‘mde

5-(2-Fludfedpficndaniian)ihiszalshantas NaXMIS 10 arboxylic acid (6-methyl-

(§) gﬁm Xré‘iih'i‘d@ yl)- amide;
% hen mlno) thlazole 4-carboxylic acid
(6 -met )? % E % feesifomel- phenylamino)-2-methyl-thiazole-4-carboxylic acid

SC%Zil‘ﬁbiﬁhmuiphémil]amtda) thiazole-4-carboxylic acid
(6 me@ﬂ(‘f@b{ﬂdm(gwjfaﬁ’l fj)shen ylamino)- ‘Ch-baoz)cg%ﬁl4 carlc)ioxyhc acid (ZHmethyl—

- _ 8Ehenylamlno hidzole-4-car C aci

% g {5.y1)- amide; 20
5 (3 S Vb{p&mmmb)}mmm%b&fhm.‘ldﬂwﬂoxyhc acid (5-fluoro-
(@M&Mﬂﬂﬁﬂ)ﬁﬁdﬁlﬁé@ yli amide; | Covic add
S (ﬁétsf[l)#l%rl d£ %r]}%t ar?lnggxglﬂlaaré%o A}Zczgerth%)l(ﬂ(l:agole%«carboxyhc acid {5-
58 TG ﬁ%ﬂlléﬁmno) thiazole-4-carboxylic add

(2- meﬂqy; -Bhrdmidibedyl2Biyh)yanielehy]-thiazole-4-carh d (2-chloro-pyridin-
%{ﬂj(gngggoro phenylcarbamoyl)-2-methyl- thlazocfg% ?/Jg]ﬁﬁl?%] berﬁzc?lrcofgI ddm '

methyl
5-(3- y oi?ﬂﬂ’éﬁ%ﬂ‘ﬁh@ﬁ?@?ﬂﬁ@}@%tﬁ%ﬂhﬁi@l&aﬂs@#bmmhcmd (5-

(Buektoporiginetyl)-amids; 30
5-(3-Acetyia &mﬁw{aﬁﬂ%‘% aaiREH L Zlo’ég:lazcﬁar A i %%gcxd (5~
-chloro-. &negw
uOT0-pyri o e,
2-Methyl-5-(3-oxazol-5 -yl—phenylamino)-thjazole—4~carboxyﬁc acid (2-methyl-
pyrimidin-4-yl)-amide;
5-(3~Fluoro-phenylamino)—2-meﬂ1yl~thiazole~4~carboxylic acid (2-methyl~
pyrimidin-4-yl}-amide; :
5~(3-Cyanomphenylamino).~2~methy1~ﬂuiazole—4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;
5-(3- Ethylsulfamoyl—phenylammo) 2-methyl-thiazole-4-carboxylic acid (5 fluoro-
pyridin-2-yl)-amide;
5~(S,S-Dxﬂuoro»phenylamino)—2—methy1-ﬁﬁazole~4»carboxyiic acid (2-methyl-
pyrimidin-4-yl)-amide;
5«-(3—Me&mesulfonyl—phenylamino)-2~methyl—thiazol&é—carboxylic acid (2-
methyl-pyrimidin-4-y1)-amide;
5~(3—F1uoro~phen)r}amino)n2—methyl~thiazole—é-carboxylic acid (2-methyl-pyridin-
4-y1)-amide;



2-Methyl-5-(3-sulfamoyl-phenylamino)-thiazole-4-carboxylic acid
(3-chloro- phenyl)-amide; {3-
‘Lﬁ%(g-Chloro-phenylcarbamoyl)-2-methyl-thiazol-5-y|amino]

Ofﬁffjé‘g%amic 35 acid text-butyl este 9
5-(3-Aminomethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid

(3-chlosotghenf)seanitle i RiRON6 /A8 4R CHER 1 thl-
3-%5\4&;@%:4%;?&@%&n-g}-]ylcafguﬁgﬁoyl)-('?Elig{(%?g%g%)iagcg{geﬁ%&gl ‘
acid. methyl ester; '
5-(3-Hy Xy ARy lamine)-2-mealilidinaciolé-dadarticylitidpichBayl-
merHigkiginidiniReyi)camide; 5 - | o

5 (5é§3-M§Pthvfea§ﬁé%§? ) y{%ﬁﬁ%@%ﬁ&%&%@%%Eaé:&%&? xyeadd,
Z-anﬁln’yﬁgg LSy ‘-iﬁhenylamino)-thiazble-4-carboxy|ic acid
(6-metﬁyﬁf"@ﬂﬁbﬁm@z}’ybb&mmﬁn@—2-methy1-thiazole-4-carboxylic acid (2-methyl-
S-kidorap-mgthanesulfonyl-phenylamino)-2-methyl-thiazole-4-carboxyli

c acid 10,(2:methyl-pyridin-4-yl)-amide,; o

2-Meth%|1 §§?§8| "%ﬂﬁﬁ&«?ﬁaﬁﬁﬂﬂi:ﬁ%%%Fe‘-iz&%:r&ﬂéakyﬁélé&?dmethyi—pwidin~
10 Arlepcgyridin-4-yl)-amide; | | o

2-Metre/i5-{Bsylfaroyphanyamina)biasalesd b isagid (GIU90: . i

Pyidini2:yl)-amide; 15

5-(3- ethan’es_ulfonyl- henylamino)-2-methyl-thiazole-4-carboxylic acid

(5- fluotdZoyiafiersyhsmifdenino)-2-methyl-thiazole-4-carboxylic acid {2-methyl-

S5H-ifuergiphendgamino)-2-methyl-thiazole-4-carboxylic acid
15 (2-chlofqpysigini dsvbkamide: - b .

5(’%8D|ﬁ 0 omet%gz&g}f%%%%%i%cﬁ%ﬁe%%%féﬁ%ﬁ@%ﬁﬁ%ﬁé%ﬁo'

(BYI5RUGrOBHAR-2-yI)-amide: |
5-(3-DfetAylulfamoykiphetyiaring)o)-methyb thiazeiR-4-caRalic asia.
g%ﬁ%ﬂtgngbﬁ)y#%%%dﬁ; lamino)-thiazole-4-carboxylic acid
-Methyl-5-(3-0xazql-5-yl-phenylamino)-thiazole-4-carboxylic aci
(2-met "$??é%?%ﬂ%%%ﬂ?§%ﬂ§?ﬁﬁé%o)—%~methyl—thiazoie-:iwcgrboxylic acid (2-
SUQS%B “prenlammindy-2-methyl-thiazole-4-carboxylic acid (2-methyl-
py“m'dj'n?’%aram&hﬂ"?hmﬂamino)-2-methyl-ﬂ1iazole—4—carboxylic acid (2-chloro-
pyridin-4-yl)-amide; '

PCT/EP2G66/000090

2

<

5-(3—Cyano—S—ﬂuoronphenylanﬁno)—2—meﬂ1yl—thiazole-4~carboxylic acid (2-
methyl-pyridin-4-y])-amide;
25 5—{3,S—Diﬂuoro—phenylamino)w2-methyl—thiazole%-carboxylic acid (2-
hydroxymethyl-pyridin-4-yl)-amide;
5—{3‘~Imidazol—1-yl—phenyiam@no)—2—methyl—thiazole—4«carboxylic acid {2-methyl-
pyridin-4-y])-amide; |
2-Methyl-5-{3-(1-methyl-1H-pyrazol-3 ~yD)-phenylamino]-thiazole-4-carboxylic
30 acid (2-methyl-pyridin-4-yl)-amide;
5-(3,S—Diﬂuoro—phenylamino)~2-methyluthiazole—ét—ca.rboxyiic acid (4-methyl-
thiazol-2-yl)-amide; l
5- (3,S—Diﬂuoro—pheny}.amino)—2-met“hyl~ﬂ1iazole~4wcarboxylic acid (1-methyl-1H-
[1,2,4] triazol-3-y1)-amide; <
35 S—(S,S—Diﬂuoro—phenylamino}~2—meﬂlyl-thiazoleuzl:-carboxyﬁc acid (3-methyl-
[1.2,4]thiadiazol-5-y1)-amide; '



5-(3-Cyano-phen7lamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;
‘ﬁéB Ethylsulfamoyl phenylamino)-2-methyl-thiazole-4- carbox lic acid

hcio] pyridin-2-yl)-amide; [EP2006/000090
5-(3,5- leluoro -phenylamino)-2-methyl-tAfazole-4- carboxyllc acid

(2-met .
~\e-me Igydfﬁ pysAdIN- A7y Eeﬁyrfla n%I’ )2 néet% tnl%‘l%ﬁgle ~4-cay OFY, aci gla(:l yl-1H-

5-(3- Methanesulfony no)-
(RS- BYARIAR-4- yI) -amide; 35

5 (3 FlQdeE-tbﬁeﬁmeJhG}ﬁﬂaméﬂ}yl-ﬂhazﬂﬁﬁhﬁtsﬁtbﬁxyl@@%@aoxyhc acid (2-

lazole- -C I’ OXyll

ﬁﬁil@_ ﬂ Xgu—ag.]lde WO 2006/074884 PCT/EP2006/000090
-19 5- Difluoro-phen inQ)-2- meth I-thiazole-4-carboxylic acid '
(2 m et% ti}xy %% éﬁ;{T gn)dazok 1)-phenylaming]-thiazcle-4-carboxylic acid

S@IaﬁthT@)ﬂhfﬂﬂde@mo) 2-methyl-thiazole-4-carboxylic acid

(2- metl{‘?ﬂf@M&ﬁl l@—fh’%ﬁ L(il)?wr@m 4-ylcarbatmoyl)-thiazol-5-ylamino]-benzyl}-
2-M t ég, 4({ mogthyl enyl)amino)-thiazole-4-carboxylic acid (5
me% In-4-yl)-

5-(3- cér ?nlasﬂlmﬁerﬁlamlmmnamhrhm@ﬂem%mxyhe i 1-

10 (Zyoletivipbvedif-4ryaaides-v1)- anude,

5-(3- C%lfyﬁ%@) £:m th Zr%ﬁhyl—ﬁggz% L Ixiccar(i)oxyhc acid (2~

(2-meth
3-’{% THX)‘i é‘?ﬁ?’rdﬁyrldln 4- -ylcarbamoyl)-thiazol-5-ylamino]-benzoic
aCId m"efoI—BSieb,ro -phenylamino)}-2~methyl-thiazole-4-carboxylic acid [3-

Qﬂﬂﬂ%@@?ﬁ%ﬁgﬁﬁ@aﬁuﬁkﬂhw -thiazole-4-carboxylic acid

hy#u ridin-4-yl)-amide;
5 (3 5D 8%’8“8% Ay |Pr%‘)“§]%ﬁ’é?ﬁg/12ﬂﬂ’£§&b§hl%@18&zﬁ?@%fbc acid (1-
(md—}b‘?mkﬁyﬂ)m
5-(3- Hﬁd@mgﬁgiﬂ BH@;WM@@Z %n@ﬁ%ﬂﬂy%oigcﬁm 'c?@cégc@pmpylm

mg aé] |n -4- I) amid
?3 Ior¥) Ba?ﬁljor’o phenylamlno) -2-methyl-thiazole-4-carboxylic acid (2-
20 methyRoyridivereyhenmieeino)-2-methyl-thiazole-4-carboxylic acid (3-

20 Sﬁﬁthwlgx&mqjhmmﬂﬂjﬁmmo) -2-methyl-thiazole-4-carboxylic acid

25

30

35

(2- Ch|0§O(-3 %yﬂcﬁuor gir'.l?f amino) 2-methyl-thiazole-4-carboxylic acid [1-(2~
methoxy-ethyl)-1H-pyrazol-3-yl]-amide;
5-[3-(Acetylamino-methyl)-phenylamino]-2-methyl-thiazole-4- carboxylic acid (2-
methyl-pyridin-4-yl}-amide;
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-6-
methyl-pyridin-2-yl)-amide; ' '
5-(3,5-Difluoro -phenylamino)-2-methyl-thiazole-4-carboxylic acid (4-
methoxymethyl-thiazol-2-yl)-amide;
5-(3-Methoxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-
methyl- 1H-pyrazol-3-yl)-amide;
5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-
methyl-1H-pyrazol-3-y1)-amide;
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid
[1,3,4]thiadiazol-2-ylamide;
5-(3,5-Difluoro-phenylamine)-2-methyl-thiazole-4- carboxyhc acid (5»methy1 1H-
[1,2,4]triazol-3-y1)-amide;
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5-(3-Cyano-5-fluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-
methyl-pyridin-4-yl) -amide; 25
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-
WOHEME}yI-pyridin-4-yl)-amide; 5-(3, PCT/EP2066/000090
Imidazol-I-yl-phenylamino)-2-methyl-thiazbte-4-carboxylic acid (2-methyl-

Py 2N ne el g eteoyaming

.-thlazo?g 4 car oxylic
5 KB & Aylamino)-2- methyl thlazole 4-carboxylic acid

(4- metlﬁy(B{maml—ﬁhy:b)ﬂammte r2-methyl-thiazole-4-carboxylic acid {1-methyl-1H-

51(%,55,9@ oaﬁ@@wﬁmmo) -2-methyl-thiazole-4-carboxylic acid
(1-met y{( 1.2,4] thazcﬂ 3-yl)-amide; 35

5-(3,5-DiftioT0: PRE RIS ey athinecle rpdapibcasid (3-cyano-5-
(Fnsethyhduyl» pitiadiazol-5-yl)-amide; WO 2006/074884
PCT/EP2006/000090 -20 :

5-(3.5 mfwnmmwf&mﬁa;@% -GABRAIRACHE-C-allg, for

(lsmg xlfﬂéfm i em'fd
2-Met I 5- Jd riazol-1-yl-phenylamino)-thiazole-4-carboxylic acid
(2- me H mla y 1 arolryds -cgrboxylic acid {3-chloro-phenyl)-amide;

2-MetW@(mmmm:ﬁ%wmwaﬁﬂmﬁhm@ﬂr@@rboxylic
azCiﬁ/l (t%m?m agﬁgﬁg?ﬁzxw%"}bcm I‘j’hﬁng BB “benzyl
[carme?(/: =L m& p%/@g 3 -ca¥ %?cyh%r;]c? m- tolyzlact)rr-u -e, anunol-benzyl}-
5-(3, 5-’bﬁﬂiﬂrﬂm@nﬁmmmambemkmme}mpph&yﬁm@ﬁd@- 10
cyclopsopyd Hiﬁ{inkbﬂﬂm(f@léﬂi Sty _chloro-pyridin- ide
5-(3- Mlgtppmﬂ min %{Hn‘%?@l(?hlgéoo?e XT é%? o{yhéi%é}d’ (2-
meth @IX 11{ acyio e car lic acid (6-bromo-pyridin- -2yl)-amide;
5-(3,5 i) &ﬂ%@ﬁ;ﬁaﬁ%i—zarhemilhﬂwdz((ﬂmtbﬂrpmyimmlﬁt{&zde,
éaﬁgtémmmﬁe'MM@@m%ﬂ%ﬁd (3- chiolro henyl)-anix & da
B inQ e zole-4-carhoxyli¢ acid (1-
methyly %@&y Z%%ﬁgo)? :I%l car AE Ahore- henyl amlg
5-(3,5- ??B%Bﬂlﬁﬁléﬁ*ﬁ/ ﬁ’é)‘l?‘iﬁﬁ‘é‘?ﬁxlll‘iﬁ@é@beﬂ%mbbwhc acid

(4- cycﬁ)ib?dp;ﬂylaknamﬂﬁawle%%oxyhc acid m-tolylamide;
5-Isobutylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide;
5-Isobutylamino-thiazole-4-carboxylic acid (6- ~methyl-pyridin-2-yl)-amide;
5-Isobutylamino-thiazole-4-carboxylic acid (6-chloro-pyridin-2-yl)-amide;
S-Isobutylamino~th§azole~4~carboxyiic acid (6-bromo-pyridin-2-yl)-amide;
5-tert-Butylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-tert-Butylamino-thiszole-4-carboxylic acid (3-fluoro-phenyl)-amide;

S-tert-Butylamiro-thiazole-4-carboxylic acid m-tolylamide;

S-tert-Butylamino-thiazole-4-carboxylic acid (3 ~bromo-phenyl)-amide;
S-Isopropylamino-thiazole-4-carboxylic acid rn-tolylamlde,
>-Isopropylamino-thiazole-4-carboxylic acid (6-bromo-pyridin-2-yl}-amide;
5-Isopropylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl}-amide;
5-(1,1-Dimethyl-propylamino)-thiazole-4-carboxylic acid {3-chloro-phenyl)~

amide;

5-(1,1-Dimethyl-propylamino)-thiazole-4-carboxylic acid m-tolylamide;
5-(1,1-Dimethyl-propylamino) -thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-

amide;
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15

20

25

36

35

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (3- 20
methoxymethyl phenyl)-amide;
5- leluoro -phenylamino)-2-methyl-thiazole-4- carboxyllc acid [1-(2-

(3
Weztﬁg% y|) -1H-pyrazol-3-yl] -amide; CT/EP2006/000090
5-[3-(Acetylamino-methyl)- phenylamlno]?f methyl-thiazole-4-carboxylic

acid (25+{isthplspyttiigdnylaamiseidd, ole.4- §
5- E(Iglé-eplfluoro pher%lamlno) 2- ﬁ?eeth)%ll (t}il'ﬁa?zglaébg?g?ba&dy% %8té?1~thlazol—2~y1)n
(5- -fluoro-6- ethyl-pyridin-2-yl)-amide;

5-(3,5-DHCBHE %‘ﬁ?ﬁ%ﬂﬁé)cﬁﬁahylamﬂamte%cadaoxyl|c acid (4-
methoXyHibttaphithiaiiod:2tyl}-aarideylic acid (6-bromo-pyridin-2-y1)
S-(3-MetbaxupeiibaheypminglF el Lo o

2-ylj~amide;

30 me azo 1)-ami
5-(3- H%h FOX ﬁ}gﬂﬁ“ﬁﬁ%\/ W@h%wmh@md{mmmm@yz)
+ | H-pyrazol-3-yl)-amide;

5-(3,5-Pifteard-pheny : -thiazole-4-c
thy ga%zol;;-ylamlde %mmﬁ e BB R LSRR R

5-(3,5-Difluoro- phenylamlno) -2-methyl-thiazole-4-carboxylic acid

(5-methifmethaamiararuHisythiamidat- WOIRGITABSAethyl. thiazol- 2-90)-
P@ild=P2006/000090 -21
5-(2,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid

(1- mem&&wyﬁm&éﬂis%ﬁﬁ% 3

0O oun
2-methy fnﬁlazéii A s iBssH i ds -(CH)n R,
(1- met%g#ﬁ_{) pyra Z@% Gl éIY 1, 5 or 6 membered heterocycloalkyl, aryl
sepsisnglseheipredyicinmo)@- mmdmzﬁht@zﬁjﬁaﬂy@&aﬁ%a @ﬁ@] -Cy-alkyl for
(Sxeyahoth: ﬁéﬂl@wi&@mﬂ&ﬁm@de In.certain embodiments of

compay, dI?/I invenfion i-C7-allcyl, for example the foIIowmg
compounds %ﬁn tﬁy?gﬁ?ﬁ%nt?‘?a@ﬁ@lf éaﬁf@'&?ﬁ@‘a?@é (3-chloro-phenyl)-amide;

(3- ch|Serﬂéﬁ%Ym@w@@lemmmﬂmmﬁmg@ud
(3-flucrdéphiedycapridotafiVs nanina-LiBele kOIS ARKL ). e,
phenydamiger.paetaviamino thia. azo e-4- gf oxyllc acid m-toly cPeY ’

5-Met Esgaml 0- thlazole -car oy %1 uvémde,
5-MethylSTiroE c%ﬂ%ﬁ?@iﬂééé@d(@dhbm-phmm-znyﬂeamlde

5- ( Cyclopropylmeﬂxyl) -amino}-2-methyl-thiazole-4- -carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;

5—((Cyclopropylmethyl)-amino)~2-methyl—t}ﬁazole~4—carboxyiic acid (2-chloro-
pyridin-4-yl)-amide; :

2-Methyl-5-[(tetrahydro-pyran- 4-vlmethyl)~amino]-thiazole- ~4-carboxylic acid (2~
methyl-pyridin-4-yl)~amide;

5-(3,5-Difluoro-benzylamino)-2- -methyl-thiazole-4-carboxylic acid (2- ~methyl-
pyridin-4-y1)-amide

2-Methyl-5-[ (pyridin-2- -ylmethyl)-amino]-thiazole-4- ~-carboxylic acid (2- methylw
pyridin-4-yi)-amide;

2-Methyl-5-[(3-methyl-3H-~imidazol-4- -ylmethyl)-amino]-thiazole-4- -carboxylic
acid (2-methyl-pyridin-4-y1)-amide;
5-(Cyclopropylmethyl-amino)- -2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yi)-amide; -

5-(Cyclopropylmethyl-amino)-2- -methyl-thiazole-4-carboxylic acid (4- -methyl-
thiazol-2-y1)-amide;



15 5-Methylamino-thiazole-4-carboxylic add (6-bromo-pyridin-2:-yl)-amide;
5-Methylamino-thiazole-4-carboxylic acid (6-meth)7I-pyridin-2-yl)-amide;
5-Isobutylamino-thiazole-4-carboxylic acid (3-chloro-phenyl amlde
vgolg%%@fé%ﬁnno thiazole-4-carboxylic add (3-fluoro-phenyl)= 005/90%90
5-Isobutylamino- thlazole 4-carboxylic acié phenylamlde 20
5-Isobut iaz iC aC|d
' 5 Isobgty %2% szo Z%I}b&lx{/ilgn&%ll r%/rlﬁor2 phe thrahcﬁi (4-methyl-
t@n‘ Ehmeidriazole-4- -carboxylic acid (6 methyl-pyridin-2-yl)-amide;
5 |sobatm@mwmmbwﬁ&a@nﬁammmc@w@ﬂr&m amidehyl-
5- ﬁﬁg%tlgfi‘ﬁ%&'é“%@'e -4-carboxylic acid (6-bromo-pyridin-2-yl)-amide; :
25 5-tert- lamino-thiazole-4-carboxylic acid (3-chloro- -phenyl)-amide; -
5-tert-BUty Wﬁﬁ%@@%b@i (- Hireels Mc&w Lipgtiiasthyl-pyridin-
54eri)-Butilamino-thiazole-4-carboxylic acid m-tolylamide;
5-tert-Butylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)- amlde

5- |sopnap¢kmn@a1muﬁﬁmﬁtsﬂo@&[ﬁe@ﬂﬂ@aﬁt§ mﬂ@yia@ﬂd@nja@m ~(CO)-R%, wherein
5 rap thiaz rbo acl ridin-2-yl)-am
5-@'&% yamlno thidz ‘Fz% ? M){r o &Pl?e |a2(ﬁcf am("]1d

OX fc aci
5-(1,1- B BV R pYEpyamiHe)- fh}azz%g/ dacERpaRIs ﬁ)“(@@ﬁr@ T

10 amide; 5-(l,I-Dimethyl- propylamlno) thlazole 4-carboxylic acid

-tolyl
. ogt@&al gy%é?ﬁéall)ﬁa%%%e ‘?r 006 )ért’ PCTlEi[zooegf%ggt%gA%"s"
§a( e W&lmﬁiia ﬁ'?fﬁ%ole 4- carboxyllc acid

(4 methyl- thlazol §‘) amide; 5-Ethylamino-thiazole-4- carboxyllc acid
m-tolyHhsAB NSRRI ARl hesERoradsoffhe imermtion R is Co-Co-cycloalkyl;

W

(Gﬁbmmapm/ﬂiﬂlfbmewlihgamd@p&&sﬂhylammo -thiazole-4-carboxylicacid . .. = |

15 (4- me@)ﬂ;m mgmie%ncarbm:l%lc aclld (3- %ﬂoro phenyl)-amide;

5-Dimeth in0 2 methyl-thiazole-4-ca
(6- met _Y%ﬁmﬁ.p aﬁ)mar};}a:éo e-4-carboxylic ac1d (3 fluoro-phenyl}-amide;

2-MethyAcanpthyldamiine-thiazadle Meadrpoliplicoitl ddimatiisl-thiazol-2-yl)-

amide sangkil0 SyDimaHIamipe:2-meibvibiazels-d-sarbexyic acid

4-
( met?y&; Ic?pzrg !n?mo -thiazole-4~carboxylic acid (3-bromo-phenyl)-amide;

20 5-Cyclohexylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-Cydopentylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-Cyclopentylamino-thiazole~-4-carboxylic acid (3-fluoro-phenyl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid phenylamide;

‘ 5-Cyclopentylamino-thiazole-4-carboxylic acid m-tolylamide;

25 5-Cyclopentylamino-thiazole-4-carboxylic acid (3-bromo-phenyl}-amide;

* 5-Cyclopentylamino-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid (6-chloro-pyridin-2-yl}-amide;
5-Cydlopentylamino-thiazole-4-carboxylic acid {6-bromo-pyridin-2-y1)-amide; and

' 5-Cyclopropylamino-2-methyl-thiazole-4-carboxylic acid (2-methyl-pyridin-4-y1)-

30  amide.

In all the above recited embodiments, alone or in combination, heteroaryls can be 5

or 6 membered heteroaryls.
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15

20

- "(2-methyl:IH- pyrazol-3-yl)-amide; §5

amide. In certain embodiments of the compounds of the invention, R3 is
-(CH2)m Rb, wherein Rb is -O-CI-C7-alkyl, C3-C6-cycloalkyl, 5 or 6
membered heterocycloalkyl, aryl optionally substituted by fluoro, or

Y t&reartptionally substituted by Ci-C7- aIkyI for 15 exanﬁg@f@(’%mo‘m%
following compounds: " ~ | ¢ .

5-(3-Methexyrsapylaming &Pﬁ@ﬂl@aﬁh%%“&%

( ide, a-(3-Methoxy-prop ng)ndﬁlaz ! v%%} %)?)flhc '
%Oggll%q}@laml% aﬂ%m efh (roxynﬁrgg éﬁﬂﬁﬁgﬁ‘ffé’i@?@%%%&%@%ﬁmng

(éﬁf&‘?ﬂ%" henyl)- amlde 5-Benzylamino-thiazole-4-carboxylic acid
(6-me yleﬁbqtmv«@ugg)thmde;paﬁrﬂ Riforylalen{aR-thiazole-4-carboxylic acid
(3-chloro-phenyl)-amide; R?
5-((Cyclopropylmethyl)-amino)-2- ethyl-thla,9<e-4-carboxyllc acid
(2-methyl- pyrimidin-4-yl)-amide; mj N
5-((Cyclopropylmethyl)-amino)-2-me1 &-4- -carboxylic acid
(2-chloro- pyridin-4-yl)-amide; 25
2-Methyl-5-[(tetrahydro-pyran-4-ylmethyl)- anyNe]thlazole -4-carboxylic
acid (2- methyl-pyridin-4-yl)-amide; H
5-(3,5-Difluoro-benzylamino)-2- methyl-thiaz’bléi%l%blrboxylic acid
(2-metywishridiordpytindrofdermula (24):
2-Methyl-5-[(pyridin-2-ylmethyl)- amlnoknhﬁzlole -4-carboxylic acid

et A AR secmmmtet e

(2-methyl-pyridin-4-yl)-amide;;

5-(Cyc|oprop7|methyl-amino)-2 meghyl-thiazdle-4-carboxylic acid
5-(Cyclopropyhnethyl-amino)-2-m le-4-carboxylic acid
(4-methyl- thiazol-2-yl)-amide; WO 2006/074884 PCT/EP2006/OOOO9O
-23 2-Methyl-5-[(pyridin-3-ylmethyl)-a mg]’thla;%le -4-carboxylic acid
(4-methyl- thiazol-2-yl)-amide; .

5-(3,5- D|fluoro -benzylamino)-2- methyl thlgzole -4-carboxylic acid
(4-methy hlazolt% I amldﬁﬁ

5-(2- Methoxy P etRY 1AM %?ﬁ?fﬂﬂ?&?d?@fﬁ%é%fﬁﬁ%élEF’mPOUHd of
(2-metHpy i }1- 4-yl)-amide.

R-NH,
to obtain the compound of formula (1) wherein R* and R* are H and R' and R? are
as defined hereinabove.

This embodiment is further illustrated in schemes 1 and 2 hereinbelow.

In certain embodiments of the invention, the compounds of the invention of
formula (I) wherein R? is C;-Cr-alkyl, ~(CH2)m~0-C;-Cy-alkyl or Cs-Cg-cycloalkyl and R*
is H may be prepared according to a method comprising the steps of:

a) reacting a compound of formula {1 1)

5 L

Oﬁs
o N~
H H

11



wn

16

15

In certain embodiments of the compounds of the invention R3 is -(CO)-R’,
wherein R is-O-(CH2)m C3-C6-cycloalkyl, or aryl; for example the
following compounds: 5-Benzoylamino-2-methyl-thiazole-4-carboxylic

WE A3 EHSfo-phenyl)-amide; 10 and Cyclopropylmethyl-  PCT/EP2006/000096
[2-methyl-4-(2-methyl-pyrimidin-4-ylcarbafroyl)-thiazol-5- yl]-carbamic

acid cy&@pg%%glog%g%}&gﬁr?%embodiments of the compounds of
the invention R3’is C3-C6-cycloallcyl; for example the following ‘
compounds,-. 15 5-Cyc|opropylamino-thigzgle-4-carboxylic acid

(3-chlot® PR remgendsiiyamprdpylamino-thiazole-4-carboxylic acid
(3-fluoro-phenyl)-amide; 5-Cyclopropylamino-thiazzole-4-carboxylic acid
phenylamide; 5-Cyclopropylamino-thiazole-4-cafoxylic acid m-tolylamide;
5-Cyc|opropylamino-thiazole-4-car“ool>)<ylic '_Lq:§-bromo-phenyl)-amide;
20 5-Cyclohexylamino-thiazole-4-carpoxyli¢ aci S(C’-.~-c:hIoro-phenyl)-amide;
5-Cydopenty|amino-thiazole-4-carb09ytﬁa%bt€-chloro-phenyI)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid {3-fluoro-phenyl)-amide;
5-Cyclopentylamino-thiazole-4-carboxyf aci Bhen{Fylamide;
5-Cyclopentylamino-thiazole-4-carboxylic add m-tolylamide; 25
5-Cyclopentylamino-thiazole-4-carboxylic ac (3-bromo-phenyl)-amide;
5-Cyclppentylamino-thiazole-4-carboxylic acid

(e-metﬁg 5 ’%B ﬁffi’f%-&ﬁfﬂe’}i’%@e% pERtIaffinetihteroieoied i xytiola (24):
acid (6-chloro-pyridin-2-yl)-amide; RLNH,

5-Cyclopentieainiyec titiazalg-duad SyitRAD) into a compound of formula (5):
(6-bromo-pyridin-2-yl)-amide; and R?
5-Cyclopropylamino-2-methyl-thiazole-4-carbgxylic acid
(2-methyl-pyridin-4-yl)- 30 amide. IEJ all t %Bz))i/,e recited embodiments,
alone or in combination, heteroarylg can he 5 8r 6 membered heteroaryls.
WO 2006/074884 PCT/EP2006/0000 In certain embodiments of

the invention, the compounds of the igyentiomaf tormula (I) wherein R2
and R4 are H maybe prepared according té a mgthod comprising the
steps of. a) either reacting the compound of formula (4): R2 N-

5
and subsequently reacting the compound of formula (5) with a compound of the
formula (24):
RI-NH,

to obtain the compound of formula (I) wherein X is halo, preferably Br or CL, R* is
Ci-Cralleyl, -(CH)ip-0-Ci-Cy-alkyl or Cs-Cs-cycloalkyl, R*is H and R! and B are
as defined hereinabove.

~ This embodiment is further illustrated in schemes 2, 3 and 8 hereinbelow,

In certain embodiments of the invention, the compounds of the invention of
formula (I) wherein R? is methyl and R* is H or is as defined hereinabove, may be
prepared according to a method comprising the steps of

a) reacting a compound of formula (14):



S OHR 54 R2=H b) with a compound of formula (24): R-NH2 c) or
hydrolyze the compound of formula (4) into a compound of formula (5):
R2HN OS HN'R 3 5 10 and subsequently reacting the compound of
W6 (BBvith a compound of formula (24): R'-NH2 to olRRER{ER06/006090
compound of formula (I) wherein R2 and?R4 are H and R' and R3 are as
defined hereinabove. 15 This embodiment is further illustrated in schemes
1 and 2 hereinbelow. In certain embodiments ¢f the invention, the
compounds of the invention of formula (I) ein R2 is CI-Cy-alkyl,
-(CH2)m O-C,-C7-alkyl or C3-C6-cycloallcy] an& R4 is H maybe prepared
according to a method comprisirtgthéstépsof. a) reacting a compound of
formula (11) R2 N={S. T~~,(N"H H20 11 2006/074884
PCT/EP2006/000090 -25 with a compound of the formula (25): X-R3 to
obtain a compound of formula (4):

14
with 2 compound of formula (24):
R'NH,
to obtain a compound of formula (15):

e | . : 45

and reacting the compound of formula (15)

b) either with a compound of formula (2):
RONH,

to obtain the compound of formula I, wherein R? is methyi, R*isHand R! and R?

10 are as defined hereinabove;

15

20

¢} or with a compound of formula (26):
NR’R’

obtain the compound of formula I, wherein R? is methyl and R, R® and R? are as

defined hereinabove.

This embodiment is farther jllustrated in scheme 4 hereinbelow.

In certain embodiments of the invention, the compounds of the invention of
formula (I) wherein R® is methyl and R* is H may be prepared according to a method
comprising the steps of: -

a) either reacting a compoﬁ.nd of formula {18):



10

20

R2 N-~0(SpH,N, R3 45 D) either reacting the compound of formula
(4) with a compound of formula (24): R1-NHZ c) or hydrolyze the
compound of formula (4) into a compound of formula (5): R2 H... N="{. O
WHSG§R4P84H S and subsequently reacting the compound STTBFHRie/(8y090
with a compound of the 10 formula (24): R'“"NHZ to obtain the compound
of formuacl) wh@;@jﬁ@gﬂag@ﬂgr@f@gamy Bror Cl, R2is C1-C7-allcyl,
-(CH2)m O-Ci-C7-alkyl or Cs-C6-cycIoai§yI 4is H and R' and R3 are as
defined herei aﬁ)%ove. 5 This embodiment rther illustrated in schemes
2, 3and ergé BT focRpeHRE M Evaia ki dnthe inventiod dfermula (5):
compounds of the invention of formula (1) wheRh R2 is methyl and R4 is
H or is as defined hereinabove, maybe prgpared according to a method
comprising the steps of a) reacting a compound.of formula (14): WO
2006/074884 PCTIEP2006/000090Q%§,J§®6? O Br 14 with a

compound of formula (24): RINH2 to Obtain compound of formula (15):

S 3
H R
5
and subsequently reactipg the compound of formula (5) with a cormpound of
formula (24):
R-NH,

to obtain the compound of formula (I) wherein R? is methyl, R* is F and R* and R?
are as defined hereinabove.

This embodiment is further ilustrated in scheme 5 hereinbelow.

In certain embodiments of the invention, the compounds of the invention of

formula (I) wherein R* is may be prepared according to a method comprising the steps
of:

a) protecting the amino moiety of a compound of formula (11):

R?
\ N
o xS
O /N\.
H H
11

with a suitable amino-protective group and subsequently reacting the resulting amino-
protected compound with a compound of formula (24):

R'NH,
and then deprotecting the amino moiety and reacting the resulting amino-deprotected
compound with a compound of the following formula (25):

X-R?

to obtain the compound of formula (I), wherein X is halo, preferably Bror CL, R*is H
and R*,R? and R’ are as defined hereinabove. |

This embodiment is further iustrated in schemes 6 and 9 hereinbelow.



N RNS O Br5 15 and reacting the compound of formula (15) b) either
with a compound of formula (2): R3NH2 to obtain the compound of
formula I, wherein R2 is methyl, R4 is H and R1 and it 10 are as defined

WRSMEHL e c) or with a compound of formula (26): NR3IRETEBE/ M0
compound of formula I, wherein R2 is n%éthyl and R', R3 and R4 are as

defingg z@fﬁmagganmuﬁ@mm%n s s llisialed n scheme

W, In certain mbo enfs of t e mvgn‘f%n? € com of
?ﬁgr%r(%{eﬁ ion oF o‘érrﬁfj ai grgl ﬁ%amWF%édRﬂc%qlP&@)ﬂ@éﬁhOd

6?5??&?@8 6?%@% a method comprising the steps of a) either reacting
a compotmdiogformupe a8yt fNr@8aQ1k),N-R3 20 18 WO 2006/074884
PCT/EP2006/000090 -27- with a compound of formula (24): R'-NH2 b) or
hydrolyze the compound of formula (18) into ;<r11pound of formula (5):
R2HN OYS IO H,N"Rs 5 s and subsequé&htly §acting the compound
of formula (5) with a compound Pﬂ;é :

17

with a compound of formula {24);
R'NH,
to obtain a compound of formula {15):

15

b) and reacting the compound of formula (15) with a compound of the following
formula (2):

R*NH,
to obtain the compound of formula (I) wherein R?is methyl, R* is H and B! and R®
are as defined hereinabove.

This embodiment is further ilfustrated in scheme 7 hereinafier.

In certain embodiments of the invention, the compounds of the invention of
formuta (I), wherein R’ is CH,-R® and RYis H may be prepared according to a method
comprising the steps of:

a) reacting a compound of formula (11):

5 L

NN
0O H/N\H

11
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i5

R'-NH2 to obtain the compound of formula (I) wherein R2.is methyl, R4 is
H and R'and R3 are as defined hereinabove. 10 This embodiment is
further illustrated in scheme 5 hereinbelow. In certain embodiments of the
W68 3#e compounds of the invention of formula (1) wh¥&{RPRWGE4090
maybe prepared according to a method %%mprising the steps of a)
protecting theami miﬁtrmjaa(é:ﬂgnpound of formula (11): R2 N-{S O
H N'H 15 11 with a suitable amino-protegtive group and subsequently
reactin% the resulting amino- protected o%@Und with a compound of
formulS (FAFRANPEP R PifArae 688dting the amino moiety and reacting
the resulting amino-deprotected 20 compound xvith a compound of the
following formula (25): X-R' to obtain the wg;{c%nd of formula (1),
wherein X is halo, preferably Br or. €I, R4 ijs H ghd R',R2 and R3 are as
defined hereinabove. This embodi j er illustrated in schemes 6
and 9 hereinbelow. WO 2006/074884 RCT/EP2006/000090 -28- In certain
embodiments of the invention, the con’%oun of'the invention of formula
(I) wherein R2 is methyl and R4 is H maybe pre&d according to a
method comprising the steps of a) reacting a compound of formula (17):

N H 3G/ @Aarr@cﬁﬁgtjiz CM&@&P@P p&%ﬁgao(fzfﬂr%%% @%@pﬁyy o%fé?mtda {(24):

obtain a compound of formula (15): )
R'NH,

to obtain the compound of formula (I} wherein R? is CHZ—RI’, R*isH and R! and R?
are as defined in claim 1.

This embodiment is further Hlustrated in scheme 10 hereinbelow.

The following schemes 1 to 10 further illustrate the various methods of preéaration

of the compounds of the invention. Unless otherwise specified all starting products and
intermediates are commercially available,

Scheme 1;

R2
tBuOK, THF
\ 10°C, 1.5 h \l Nﬁ<
8-679
0\”/\[\& i % - OWS
Ne

SOCL, DCM,
DIPEA, 100%

3
RI—NH,
2

Scheme 1



N HRI-N~S O Br 15 10 b) and reacting the compound of formula (15)
with a compound of the following formula (2): R3NH2 to obtain the

compound of formula (l) wherein RZ is methyl, R4 is Hand R' and R3 are
Wgs%%fﬂ%ﬁ%erelnabove 15 This embodiment is further illu&frAtEErRe/000090
scheme 7 hereinafter. In certain emboditiénts of the invention, the

compwgﬁo%ﬁg% xsaapmuigmér Ihawherein R bR3ﬁ'S GHi¢ aE%o%@d%“

ccording o a. met od com r the stepso

reacetnﬁg Msr%ﬁ‘fﬁi(i ?ﬁ%zﬁl%?

ZHGWQ%K ﬂ@wmhz@oém@@%@&w%&%mmw mdacﬁzfg thml.au@bf

Féldﬁrl—i@cyambmmtaicgma@wdd%ﬁfécmplkﬁz&%)cﬁbnwr@ Holssid téRDb G 1Bre in
5 ;%éﬁaq&&tgem&@@@ﬁg gﬁgam\%a?o : mtmw %@P@&l@%&ff&mﬁkﬁg N-

0.0 e P
ig%"lsni-flan%%ﬁmz%%? C%Lgr%mé’c’s)hae?ﬁ § ﬁ it Ré) Non-
e‘iﬂ%‘é‘aﬁﬁlé%i’ bRl Ahi P BRI SEeRR @RI SinTeRson of a generic amine 2
with thiophosgene and diisopropyl ethyl amine.

Scheme 2:
R2
R RINH, + MegAl diox, RT, h g ﬁ<
ﬁ N:< then + 4, MW, 150°C, i S
1 . 0 =~
o Ws 15', 41-61% H TH\(
O /N'-. 3
O /N\RS H R
H .

. 6
KOH/MH,0MeOH RNH,, TBTU,
55°C, 40', 50-90% R? DIPEA, DMF
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Scheme 2

Conversion of the esters 4 to the desired final products 6 can be accomplished by a
variety of known methods. As described in scheme 2, for example, the esters 4 can be
hydrolyzed to the corresponding acids 5 by the action of an aqueous base, and these

15  reacted with an amine R'NH in the presence of a condensing agent such as O~
(benzotriazol-1-y1)-N,N,N’,N’-tetramethyluronium tetrafluoborate (TBTU), or -
converted to the corresponding acyl chlorides by the action of e.g. thionyl chloride or
oxalyl chloride and then reacted with the generic amine in the presence of a base.
Alternatively, the esters 4 can be heated directly with the alumninium salt of the desired

20 amine (Basha, A ; Lipton, M.; Weinreb, SM. Tetrahedron Lett, 1977, 18, 4171), which can
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10 The following schemes 1 to 10 further illustrate the various _methods of
preparation of the compounds of the invention. Unless otherwise
ecified all starting products and intermediates are commercially
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ca re ccording to schemes

mJi]le(ttg eeé%; eens%b Hoed h. ?h g el%;atg}gl(%%ﬁ?wﬁa WiSHya, T.; Matsumoto,

|\/|I 0§ hi, M. Synthesis 1982, 874.) This involves reacting the anion of
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Non-OcommermaIIy available isot ﬁ’locyanates 3 can be 'breepaﬁeﬁd;)y I S,
reaction of a generic amine 2 with thiophosgene and diis§gidpylEthyl ©
amine. Scheme 2: 2 2 R RINHZ + Me3Al, diox, RT, 1 h'N then fr4, MW,
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Scheme 3

Compounds of general formula I, where R* 1s not H can be prepared according to
scheme 3 and 2 and methods described in the literature. By treatment of a suitably
substituted acylamino-cyanoacetic acid ethy] ester 10 with 2,4-bis(4-methoxyphenyl)-
1,3,2,4-dithiadiphosphetane 2 4-disulfide {Lawesson’s reagent), cyclisation to the
corresponding 2-substituted-5-aminothiazole-4-carboxylic acid ethyl ester 11 is obtained
(Golankiewicz, B.; Januszezyk, P.; Gdaniec, M.; Kosturkiewicz, Z. Tetrahedron 1985, 41,
5989). Acylamino-cyanoacetic acid ethyl ester 10 can be prepared by several known
methods, for example by reacting aminocyanacetic acid ethyl ester 9 with an acyl chloride
in the presence of a suitable base or with an acid in the presence of a coupling agent, as
TBTU. Aminocyanacetic acid ethyl ester 9 is accessed by conversion of cyanacetic acid
ethyl ester 7 to cyano-hydroxyimino-acetic acid ethyl ester 8, followed by reduction of the
oxime with sedium dithionite. In the particular case where R = methyl, the commerdially
available acetylamino-cyanacetic acid ethyl ester (10, R* = Me) can be used.

2-Substituted-5-aminothiazole-4-carboxylic acid ethyl ester 11 can then be
converted to compounds of type 4 by coupling with an aryl or alkyl halide, for example
by coupling with an aryl bromide under standard palladium catalysed N-C coupling
conditions, such as usiﬁg palladium dibenzylideneacetone (Pdydbas) "and 4,5-
bis(diphenylphosphino)-9,9-dimethylxanthene (Xantphos) with cesium carbonate in
dioxane. The efficiency of the reaction can be improved by irradiating in a miccowave
oven at 150°C. The esters 4 can then be transformed into the target cornpounds by one of
the methods illustrated in scheme 2.
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microwave oven at 150°C.

Compounds of general formula I, where R? i methyl and R* is not H can be

15  obtained analogously by reaction of the brormdes 15 with a snitable secondary amme, as
llustrated in scheme 4.

Scheme 4:
1, BuLi {2 equiv), RINH,
~ N% ,< THF, -78°C=> RT DIPEA, DM
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12 13 14 15
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4
R\NH /{
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O MNegd
R’V R
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Scheme 4
20 For purposes of efficient application of parallel synthetic methods, 5-bromo-2-

methyl-thiazole-4-carboxylic acid 14 can be esterified with an alcohol, for example
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After protecting the amino group of 2-substituted-5-aminothiazole-4-carboxylic acid
ethyl ester 11 with a suitable protective group, for example with tert-butoxycarbonyl, the
ester group is hydrolyzed and subjected to coupling with the desired amine according to
any of the conditions described above in reference to scheme 2. The corresponding N-
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latter with a generic amine R'NH2 according to one of the standard
methods described above, yields the corresponding 5-bromo-2-methyl
thiazole-carboxylic acid amide 15. This can then be converted to the

Wajes/eti¥pounds 6 (R2 = Me) by coupling with an aryl 10 BEEREIAnIG0
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Scheme 7

Alternatively, compounds of general formula 1, where R* is methyl can be prepared
starting from the commercially available 2-methyl-thiazole-4-carboxylic acid ethy] ester
12 as described in scheme 7. After conversion to the corresponding 2-methyl-thiazole-4-
carboxylic acid 13 by aqueous hydrolysis, this is doubly deprotonated by the action of a
strong base, as for example butyl lithium. The dianion is then reacted with molecular
bromine, to generate 5-bromo~2~methy1wthiazole—4~carboxylic acid 14 which be esterified
with an alcohol, for example methanol, to 5-bromo-2-methyl-thiazole-4-carboxylic acid
methyl ester 17. The esters 17 can be heated directly with the aluminium salt of the
desired amine, (Basha, A.; Lipton, M.; Weinreb, S.M. Tetrahedron Lett. 1977, 18, 4171) to
vield amide 15. The reaction can be made more efficient by irradiation at 150°C in a
microwave oven. Amide 15 can be employed as reactant in palladium catalyzed C-N
coupling reactions as described above.

Scheme 8:



methyl-thiazole-4-carboxylic acid 14 can be esterified with an alcohol, for
example WO 2006/074884 PCT/EP2006/000090 -33 methanol, to
57brom6-2-methyl-thiazole-4-carboxylic acid methyl ester 17 (scheme 5),
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Scheme 8

Alternatively, compounds of general formula I, where R® is methyl can be prepared

by the sequence shown in scheme 8. The single steps have been described in detail
5 hereinabove. y C

Scheme 9:

\ g~ R
H,N )\RZ 07 "o
s A
11 10 l 20
R3NH, 1
R Pd,dba,, Xantphos, RN
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\
H.N / »\Rz R3NH2, CSZCOBF HN S)\RZ
z s DME, MW, 150°C I3
or R
24 RECHO, THCIPT),, 5

NaBH,CN, EtOH
Scheme 9

The synthesis described in scheme 9 is a variation of the synthesis described in
10 scheme 6.
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Scheme 10

Compounds of the general formula 23 can be prepared from the already known
intermediate 11 as described in scheme 10. Compound 11 is reductively aminated using . -
an aidehﬁfde, tetraisopropyl-orthotitanate and sodium cyanoborohydride to obtain
compound 22 which is converted to amide 23 as described hereinabove.

Pharmaceutically acceptable salts of compounds of formula I can be manufactured
readily according to methods known per se and taking into consideration the nature of
the compound to be converted into a salt, Inorganic or organic acids such as, for
example, hydrochloric acid, hydrobromic acid, sulphuric acid, nitric acid, phosphoric
acid or citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic acid,
tartaric acid, methanesulphonic acid, p-toluenesulphonic acid and the like are suitable for
the formation of pharmaceutically acceptable salts of basic compounds of formula I.
Compounds which contain the alkali metals or alkaline earth metals, for example sodium,
potassium, calcium, magnesium or the like, basic amines or basic amino acids are suitable

for the formation of pharmaceutically acceptable salts of acidic compounds.

The compounds of formula I and their pharmaceutically acceptable salts are, as
already mentioned above, metabotropic glutamate receptor antagonists and can be used
for the treatient or prevention of mGIluR5 receptor mediated disorders, such as acute
and/or chronic neurological disorders, cognitive disorders and memory deficits, as well as
acute and chronic pain. Treatable neurological disorders are for instance epilepsy,
schizophrenia, anxiety, acute, traumatic or chronic degenerative processes of the nervous
systemn, such as Alzheimer’s disease, senile dementia, Huntington’s chorea, ALS, multiple

scierosis, dementia caused by AIDS, eye injuries, retinopathy, idiopathic parkinsonism or
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1speghaemicrowave oven. Amide 15 can be employ_ed as reactant in
palladium catalyzed C-N coupling reactions as described above. Scheme
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ne HN-U- 10C, 2h NMW/,
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post-operative pain and pain associated with various conditions like cancer, angina, renal

or billiay colic, menstruation, migraine and gout.

re 1 L he pharmacological activity of the compounds was tested using the following
method:

For binding experiments, cDNA encoding human mGlu 5a receptor was transiently
transfected into EBNA cells using a procedure described by Schlaeger and Christensen
[Cytotechnology 15:1-13 (1998)]. Cell membrane homogenates were stored at -80°C
until the day of assay where upon they were thawed and resuspended and polytronised in
15 mM Tris-HCl, 120 mM NaCl, 100 mM KCl, 25 mM CaCl,, 25 mM MgCl; binding

buffer at pI 7.4 to a final assay concentration of 20 pg protein/ well.

Saturation isotherms were determined by addition of twelve [*H]MPEP
concentrations (0.04-100 aM) to these membranes (in a total volume of 2{)0 ul) for 1 hat
4°C. Competition experiments were performed with a fixed concentration of ["H]MPEP
(2nM) and ICs, values of test compounds evaluated using 11 concentrations (0.3-
10,000nM). Incubations were performed for 1 b at 4° C

At the end of the incubation, membranes were filtered onto unifilter (96-well white
microplate with bonded GF/C filter preincubazted 1 h in 0.1% PEI in wash buffer, Packard
BioScience, Meriden, CT) with a Filtermate 96 harvester (Packard BioScience) and
washed 3 times with cold 50 mM Tris-HCJ, pH 7.4 buffer. Nonspecific binding was
measured in the presence of 10 pM MPEP. The radioactivity on the filter was counted {3

min) on a Packard Top-count microplate scintillation counter with quenching correction



Alternatively, compounds of general formula 1, where R3 is methyl can be
prepared by the sequence shown in scheme 8. The single steps have
been described in detail 5 hereinabove. Scheme 9: 0 RO Boc20 0\NH O
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00 11 -h9 + 20 R3NH2 R\ Pd2dba3, X&htphos, R\ NH Cs2CO3, dioxane
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Sggﬁmfgﬁgﬂé"’éﬁnthesis described in scheme 9 is a variation of the -
synthesis described in 10 scheme 6. WO 2006/074884
PCT/EfR2(08/60008682y3¢CSchemeRnnts WawessonieRaagenibed N

ehideOep A0 N80 FIRGHOy HOQRM QBNNQ N NaBHCN,
Ig%ilu 5|_:!1 receptors in HEK-293 cells. The cells were dye loaded using Fluo 4-AM
(obtainéble by FLUKA, 0.2pM final concentration). [Ca*']i measurements were
performed using a fluorometric imaging plate reader {FLIPR, Molecular Devices
.Corporation, La Jolla, CA, USA). Antagonist evaluation was performed following a 5 min

preincubation with the test compounds followed by the addition of a submaximal
addition of agonist.

The inhibition (antagonists} curves were fitted with a four parameter lo gistic
equation giving ICs, and Hill coefficient using iterative non linear curve fitting software
(Xcel fit).

For binding experiments the Ki values of the compounds tested are given. The Ki
value is defined by the following formula:
Ki=1Cs0/ {1 + L/Kd]

in which the IC5( values are those concentrations of the compounds tested which cause
50 % inhibition of the competing radioligand ([*H|MPEP). L is the concentration of
radioligand used in the binding experiment and the K4 value of the radioligand is

empirically determined for each batch of membranes prepared.

The compounds of the present invention are mGluR 5a receptor antagonists. The
activities of compounds of formula I as measured in the assay described above are in the
range of K; < 4 pM and preferably < 200 nM.
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HERRATHIFS enbresntaek; piliptbefor seidiiogistide soantimeaused by
AIDS, eye injuries, retinopathy, idiopathic parkinsonisin or WO
2006/E1288PETIEFL006/30DORphitnaceutically acceptable salts thereof can be

processed with pharmaceutically inert, inorganic or organic carriers for the production of
pharmaceutical preparations. Lactose, corn starch or derivatives thereof, talc, stearic acid -
or its salts and the like can be used, for example, as such carriers for tablets, coated
tablets, dragées and hard gelatine capsules. Suitable carriers for soft gelatine capsules are,
for example, vegetable oils, waxes, fats, semi-solid and liquid polyols and the like;
depending on the nature of the active substance no carriers are, however, usually required
in the case of soft gelatine capsules. Suitable cartiers for the production of solutions and
syrups are, for example, water, polyols, sucrose, invert sugar, glicose and the like,
Adjuvants, such as alcohols, polyols, glycerol, vegetable oils and the like, can be used for
aqueous injection solutions of water-soluble salts of compounds of formula I, but as a
rule are not necessary. Suitable carriers for suppositories are, for example, natural or
hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

In a;idiﬁon, the pharmaceutical preparations can contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still
other therapeutically valuable substances.
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parkinsonism caused by medicaments as well as conditions which lead to
glutamate- deficient functions, such as e.g. muscle spasms, convulsions,

Wgs!z?)raine, urinary incontinence, ethanol addiction, nicotine addiction,

O opiate addiction, anxiety, vomiting, dyskinesiapngéEmom{m%

depression. Other treatable indications #e restricted brain 5 function

Caused;B%M&é%ﬁa@ﬂ%@ﬂﬁ@ﬁ:%&ﬁ?é@ﬂmgg%x%ﬁ&% JRRlvLothe

u
brain, spinal.cord injuries, head injuries, hypoxia caused by pregnancy,
é?rlaaccal}rgélﬁra%c&e %%g‘@%a Fé’.tu eGP el RsFh AP aa drerse an
pRisriRichtntanpticrepiabiesakaresebpeigihyp diselth as anhlgedicanents
Vigetablepindsehpain dnelds dnflasapatan: BRiDSHah BS: r&n%ﬁg%”&éc%ﬂ,d

id: disease, vasculitis, neuropathic pain such ast jgemlnaﬁ or
e e one o i e o e el
SERRIRCEHTYRIR FrmRicH cosesdranyegrherarithyain crasoviatedpdthivakjdnat
camditions like cancer, angina, renal or billiay colic, menstruation,
migraine and gout. The pharmacological activity of the compounds, was,

. lestedhusiag:faedaNayinari melhedisson Wndiig sxerimanis SAA

%E\agrhumanm lu 5a eceP was transiently transfecte mto%BNA

to
cells using “Sfé%"‘e“ﬁ%’"é TES DA SRR hd e rHettedesage for oral or
petrpiaelristeriytiationighatee) 0.t tnegfity/dar itnodesatast BIE mg/
B e P e A A
nised.in ris-HC1,120'mM NaCl,
e KCI&%%%QC%%}E%%%%R%%%& B%V&?ﬁa 88@%?%?15 Ry St efrRably
%%”ﬁ%%ﬁ%%ﬁ%mﬁ%‘f HRY¥pg protein/ well. Saturation isotherms were
determined by addition of twelve [3H]MPEP concentrations (0.04-100 nM)

- to-thed flkenirasaantipies wiarovilad eodhrber Bifoidbieate4GeGaumpetition

experiments were performed with a fixed concentration of [3HI MPEP 25
(2nM) and IC50 values of test conméﬁ(ileslevaluated using 11
concentrations (0.3- 10,000nM). Incubations were performed for 1 h at 4

C. A thiandohinsuation. membianes were fiterad onio upiiter.

(96-well white microplate with bonde er prelﬁc
o . SN : ,

B B e Ry 16% nen  times with

CoRERMIRY LM el g vos et

min) O?Pa?rlga%liﬁi‘ﬁf 16p ourrdniieioprisizpatinaabrdcoumee WFIRE) (25.00 ml).

quenchifig polissttion WO RPBE/(7.46844RCT (ERADAEOMMOA:rB8he slurry was
stirred until dissolution was complete. The mixture was cooled to -40°C by means
of a dry ice/acetone bath. A solution of isocyano-acetic acid ethyl ester (5.00 g,
44.20 mmol) and 3-isothiocyanato-pyridine (6.02 g, 44.20 mmol) in anhydrous
THF (50.00 mi) was added dropwise via the dropping funnel at such a rate that
the temperature did not exceed -35°C and the mixture remained homogeneously
stirred (a thick precipitate forms). After addition was complete, the mixture was
stirred for further 1 hour letting the temperature free to rise. The reaction was
quenched by addition of glacial acetic acid (2.50 ml). The mixture was diluted
with THF and ethyl acetate and fltered through celite. The filtrate was evaporated
to a dark yellow solid residue, which was purified by flash chromatography
(heptane/ethyl acetate) to yield 5-(pyridin-3-ylamnino)-thiazole-4-carboxylic acid
ethyl ester (4.85 g, 44%) as a light yellow solid, MS (ISP): m/e = 250.2 (M+F1"),
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after addition of 45 | of microscint 40 (Canberra Packard S.A., Zurich,
Switzerland) and shaking for 20 min. For functional assays, [Ca2+]i
measurements were performed as described previously by Porter et al.

W 2 6PRkBhacol. 128:13-20 (1999)] on recombinant humaRCT/ERHGAH{§Epe
receptors in HEK-293 cells. The cells wétrk-dye loaded using Fluo 4-AM

(obtagyal! : A0Q:2M final concentration). [CaZ2]i measurements
Wer(?-‘j-‘iljrj pé?rf%owé%ﬁ-yi}i%gp g%g%ﬂrorﬁ%%ﬁ??%g%%a&% 'tc(-,LgPeo bf (e Byl ester (290 g,
Molecular ‘ég\%lé‘iﬁ %%S%@ﬁ,(@%%ﬂg} @A st Antagonismperature with a
evaluatiéti4iies pERNSHE & full GdRTren®Ihin wateir(¢8 baliend it taetestC for 2 h
compouksol ezl s sk U UGN i 0 51 5
agonist..Ehe j 0 Ao % re fitted with a four ,
parameter logistic 1 ?ua ?Ii:a ivir?ta %_Cg&%,%ﬁ%ﬁﬁl%%%c%ﬁi%’fﬁﬁ&]ﬁgfgﬁ ashing
non linear cur.vaeeﬁttingessocﬁlvvgg?' S (RUET fiFSEb MG e P TisiaiabthEdding 5-
values SPIRE R P Thited ateghenlit ha ki2. 35 5 A issdefihielsbiid.
the following formula: Ki =1C50/[I+L/Kd] in which the IC50 values are
thos&tehceHtHenors 5t eidinpriandsaletitodolehictdaustic 501 (050 g, 2.26
inhibitiomufﬁ)eimd%&t{ﬁ@@adi@li@aﬂ&@&!ﬂ]MEE&BMS(Mcgngggtrm} and
of radiQ{ﬁ%@%gwqtﬁ}itm%@g%e%ngar&dﬁhe Kd, alg_ fihe . &
radiolig [ empirically determined for edch bat(%? nem r‘f"a_njésPyrl n-2-
prepare%%g%ﬁ%gggi%?ogu §§§ of %‘gsp‘rvééeaﬁif?ﬁﬁjvéﬁ‘fli&ﬁea%uwsgﬁé@ﬁﬁofmm
antagorffét® SR siAel dresipipsionofdomelity kddimgeacurddila (60 mi).
assay déserityett Hhoyeeipitirethes ftnged afkised Mandpteferabiy, 5200 the
nM. WGi20a6bAsd4Pdi BER 2806000090 - 3P xRS lﬁ!i%(%(am € Klesidue
ExamplegirNo, NO N GV, g L20 2412/, Lao 40 4°72498"
(égg §89,4 T8 FEEBEISFRE RIBRE R or9eAt t vield a

sec 81
and phafACeRRTCAIRS
medicaffeitsnée G 3H2AENDrHR bf pharmaceutical preparations. The
Example 2
5-(P Yridin~3-ylamin0)~thiazole—4-carboxylic acid (3-chloro~phenyl)-amide

The title compound, MS (ISP): m/e = 3315 (M+H™h), was prepared as for example 1,
steps A to C. Step C was performed using 3-chloro aniline.

Example 3
5-(Pyridin-3-ylamino) -thiazole-4-carboxylic acid ( 6-chloro-pyridin-2-y1)-amide

The title compound, MS (ISP): m/e = 332.1 (M+H"), was prepared as for example 1,
steps A to C. Step C was performed using 6-chloro-pyridin-2-ylamine

Example 4
5~(Pyridin-S—ylamjno)—thiazoIe—é-carboxylic acid (6-bromo-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 376.0, 378.0 (M+H"), was prepared as for example
1, steps A to C. Step C was performed using 6-bromo-pyridin-2-ylamine

Example 5

5-(Pyridin-3-ylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-amide

ESaBIRAItS tHeTEOrRRAbEolité0tab0.59 g, 849), MS



5 pharmaceutical preparations can be administered orally, e.g. in the form
of tablets, coated tablets, dragees, hard and soft gelatine capsules,
solutions, emulsions or suspensions: - - However, the administration can

VW@ BfCted rectally, e.g. in the form of suppositories, Bt P&FRAHEPAIRLO

e.g. in the form of injection solutions. TH& compounds of formula | and

PR Macedtciv-AC .sakts thereof io processed with

Dﬂ rg}@%a&%g% gﬁe%ﬁ?%éﬁgqrhéggnF@%rygﬁﬁgabﬁ&ﬁéﬂﬁﬁ%ﬁﬁe L
D %maeeuticglp?gré’vﬁ“gPa%%ﬁ%?%éﬁﬁ%éj‘@ﬁ%%@i%b@ﬂéw@ﬁves thereof,

‘talc, stearic acid or its salts and the like can be used, for example, as
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such carriers for tablets, coated ta@l’@%ll’%ﬁégees and hard gelatine

capsglﬁ. Sctj_itablg carriers for soft gelatine capsules are, for example,
vegetabl& SitE WwakE sl estridserd artirmdd portislahidabledife:abEde
dﬁpen ing on the pature of the active substance no carriers are, however,
ustaly QR e Che: grésott §tdali M HSbutes. [Seitablesatiaraforle 1,
théRsroduttistepswiatiorforand wittgpaarayfahrysimapjeyater, polyols,
sucrose, invert sugar, glucose and the like. Adjuvants, such as alcohols,
polyols, glycerol, vegetable oils an@thapise, can be used for aqueous
injection solutions of water-soluble salts of compounds of formula 1, but

as a 20 rule’af@midimecdasany) SuiiNecanisssior SURRISRIes Are, for
example, natural or hardened oils, waxes, fats, semi-liquid or liquid

pdly dldl anedithenkikds s ariuifion/dhenlarmasecalPIERBIALONS (AN, vle 1,
@@M@@mg@’gly}g%ggymg&g&n %qplﬁae&}sm\évettmg agents, emulsi |erg,
sweeteners, colorants, flavorants, Salts Tor varying the osmotic pressure,
buffers, masking agents or antioxi(iljaglt%. They can also contain still 25

- other therapeutically valuable_subst,}éncgg O 2006/074884

PCT/E ) -40, A ntioned earliey, medicaments containing
o e o T | S (R i o rsomiine
anbey; ' ney, iRient are al qbject of the present
isr,gé/esn?gr? %%%w%$§%r 98 _ﬁroa%%t?é)#(ﬁ% §u8ﬁ%ﬁéﬁﬁ’&éﬁﬁ’1é‘ﬁt€°%ﬁ?@ﬁﬂe 1,
coPnprisOe%' HR h%aéﬁg@fmﬂé%‘%ﬁﬁpﬁbﬂ@ﬁﬁfm%MW
pharmaceutically 5 acceptable salts thereof and, if desired, one or more
other therapeutically valuable sub&tamedsdinto a galenical dosage form
Eo ether with one or more therapeutically inert carriers. The dosage can
Ve i WiB i ariewitraeenlipssids firidd aotherbidiyitial-y1)-amide

guirements in each particular case. In general, the effective dosage for
ﬁ&% ¢ fO"BRrERte RS difiistatioRds bélER) 0v0l-Re-paglkgiday, awithe 1,
dersatéod?-Gizp10 wg phdidaytieisiggrefaiesiacalighhe indications
described. The daily dosage for an adult

Example 10

S—Phenylaminowtlﬁazole—4~carboxy1ic acid phenylamide

- The title compound, MS (ISP): m/e = 296.1 (M+H"), was prepared as for example 1,

25

steps A to C. Step A was performed using isothiocyanato-benzene and vyielded 5-
phenylamino-thiazole-4-carboxylic acid ethyl ester. This was hydrolyzed in step B to 5-
phenylamino-thiazole-4-carboxylic acid, which was reacted with aniline in step C,

Example 11

5-Phenylamino-thiazole-4-carboxylic acid (3~chloro-phenyl)-amide
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human being weighing 70 kg accordingly lies between 0.7-1400 mg per
day, preferably between 7 and 700 mg per day. ..The following examples
are provided to further elucidate the invention:. 15 Example 1

YR irtE41amino)-thiazole-4-carboxylic acid PCT/ER2006/000090
(6-methyl-pyridin-2-yl)-amide The title co’i‘ﬁpound was prepared as

ill [ ALA - flask equipped with a
e O T L PR s
anhydrous tét glﬁ’ytc‘%?ﬁ]?ﬁ RIYES PSS 561N, 2385S0lid potassium

tert-butylate (5.46 g, 44.20 mmol) was added and the slurry was stirred

until dissolution was complete. The Fnewie Was cooled to -40C by means

of a dry ice/acetone bath. A solution of isocyano-acetic acid ethyl ester

(5.00 g, 44 2BhFHGR RS Haleriowyaratés syidditrderoberal) 20midmol)

in anhydrous THE (50.00 ml) was added dropwise via the dropping funnel
at%%ﬁt}f SRERRERSSMS kel a il 4t AdtEKdcwes BSCredchsHer example 10,
mikepse’rentaitter Gomggeeoadlysistitrdddeothighagrecipitate forms). After
addition was complete, the mixture was stirred for further 1 hour letting

the temperature free to rise. The reagtigpiwas quenched by addition of

glacial acetic acid (2.50 ml). The mixture was diluted with THE and ethyl
acetate ahdlfdigteditrohighvkelite:Thgifitate (wase B3N Ride

dark yellow solid residue, which was purified by flash chromatography

(h@heaﬁ@éetdsmbaaﬁtamﬂstqswdrﬁe(ﬂmdiﬁ-évﬂ@ﬂ“}[‘%&%éﬁﬁé%ﬁ&%?%ﬁ%k 10,
...'Y- :

10 a%g@!@% @@%ﬁ%%é}fgyﬂgeﬁ%&%% | 87%%%%1- a 1.%: mfe =
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250.2 (M+H+). WO 2006/074884 P 9 A solution
of 5-(pyridin-3-ylamino)-thiazole-4- ré%)x})élif acid ethyl ester (2.90 g,
11.63 mmol) in methanol (24.00 mlcfa{/‘va, reaﬁed at room temperature with

a solution 1.9 4.90 mmol) in water (18 ml) and stirred at
65C for 2§hpﬁfé9rn%%%ﬁ%%nz§ﬁ§hco v&’é‘é}é&élp“s{%t‘é é%‘é’)’fﬁ %é%ﬁé&'&@lﬁ?ry
acjdified to 5 with.l |. The mixtur sonicated for, 15 minutes,
thg(%;f;la %%e‘éf “ﬁ%ﬁ?%%itﬁ%ﬁ&’ .eTfh%yé(bllljiMFa%S drilE° FRERFHiG {arcerampte 10,
oVERIGhtO JietiiR g st iirmedyaingfoybirre Blaidicarpesitie acid (2.37

g, 92%) as a white solid. C) A solution of
5-(pyridin-3-ylamino)-thiazole-4-carb&yiie 46id (0.50 g, 2.26 mmol) in

DMF (5.00 ml) was treated with TBTU (0.94 g, 2.94 mmol) and 10

diisopropy! ethyiEAsHRe P thier obe deces ba s ticamd s atatighpieidin-2
ylamine (0.49 g, 4.52 mmol) was added and the mixture was stirred at

robps title compound, MS (ISP): m/e = 303.1 (M+H*), was prepared as for example 10,

steps A to C. Step C was performed using thiazol-2-ylamine.
Example 16

5-Phenylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-amide

The title compound, MS (ISP): m/e = 317.1 (MA+H™), was prepared as for example 10,
steps A to C. Step C was performed using 4-methyl-thiazol-2-ylamine. :

Example 17
5-(3-Chloro-phenylarnino)-thiazole-4~carboxylic acid (3-chloro-phenyl)-amide

The title compound, MS (ISP): m/e = 364.3 (M+H"), was prepared as for example 1,
steps A to C. Step A was performed using 1-chloro-3-isothiocyanato-benzene and yielded
5-(3-chloro-phenylamino)-thiazole-4-carboxylic acid ethyl ester. This was hydrolised in
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temperature overnight. Precipitation was favored by adding acetonitrile

(5.00 ml). The crystalline precipitate was filtered and dried under high
vacuum, yielding the title compound in high purity. Evaporation of the
%@ﬂ‘éﬁ"ﬁdﬁﬁrs gave a residue 15 which was purified by flashCT/EP2066/000690
chromatography (heptane/ethyl acetate‘)% “yield a second batch of title'
Cgmpw{mﬁ&%mﬁm%ﬂé}ﬂ}i‘ﬁﬁ%’ oAk 945%% 0B HRE Yol e it

:} Qil EEZ Exa 2 5-(Pyridin-3- ylamlno lazole-4 car oxy ¢ acid
or0- phe nyf)nﬁ € 20 The title compound, MS (ISP) m/e = 331.5

(M+H+), was prepared as for examgle 1, steSps Ato C. Step C was
performed using 3-chloro aniline. E
5- (Pyrrdrn- amrno -thiazole-4-carboxylic acid
(6-chlora2py¥ ﬁfﬁﬂrjﬂarﬂragnwéerﬁre il (rshtrsppharel-gea
I\éL ﬂ;. was prepared as for example 1, 25 steps Ato C. Step C was
A8 ISP eRPRF B BT SIS i e2=y Afthin @Vt kBoaptes qrrepared as for example 1,

SSEFB&@I 030y |8isiind et axofecdahrisingyliothéidyanato-cyclopropane and yielded 5-
(&kioproppisidinedhydyslsnide taetite samppuntd: Mi{leR )tgﬁfghse§¥9 Qep B 1o
SES:PCW;AHMH& Eﬁgﬂ%ep %r f(%ryy X Itk d& teap S ‘E)ed eith 3 -chloro amlme

perform d using 6-bromo-pyridi amine Xam Eia

?Pc’f/rPd -3-ylamino)-thiazole-4-carboxylic acid
(4-methyl-thiazol-2-yl)-amide WO 2006/074884 PCTIEP2006/000090 -42
The title compound, MS (ISP): m/eExympl 9 11+H+), was prepared as for
example 1, steps Ato C. Step C was performed using
4-methyl ﬂﬁ}g‘“}@I?g)fgﬁ:}fﬁgt@ﬁ%fecgrboxﬂm acid (3-fluoro-phenyl)-amide
5- Pyr|d|n -3-ylamino)-thiazole-4-carboxylic acid

}rrsarﬁaé griths {4t cOMpHUhdyvS ¢8R mior—esu8ile 18,

(Istepd-A) tovEsSpe pawedpastfonekasiple-Bnstepsiihio C. Step C was
performed using 2-methyl-thiazol-4-ylamine. Example 7
5-(Pyridin-3-ylamino)-thiazole-4-carsamyie 2eid m-tolylamide The title
compound, MS (ISP): We = 310.7 (M+H+), was prepared as for example

1, 10 steps Ast@loptepyGmas-pariolnedHbnginehiaminggxample 8
5-(Pyridin-3-ylamino)-tbiazole-4-carboxylic acid

(Glethydepysie ro@ay MnIEP): m/e = 260.1 (M+H"), was prepared as for example 18,
steps A to C. Step C was performed using aniline.

Example 21
5-Cyclopropylamino-thiazole-4-carboxylic acid m-tolylamide

The title compound, MS (ISP): m/e = 274.1 (M-+H"), was prepared as for example 18,
steps A to C. Step C was performed using m-tolylamine.

Example 22
5-Cyclopropylamino-thiazole-4-carboxylic acid (3 -bromo-phenyl)-amide

The title compound, MS (ISP): m/e = 317.1 (M-+H"), was prepared as for example 18,
steps A to C. Step C was performed using 3-bromo aniline.

Example 23

5-Cyclohexylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide
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The title compound, MS (ISP): We = 326.3 (M+H+), was prepared as for
example 1, steps A to C. Step C was performed using
6-ethyl-pyridin-2-ylamine. 15 Example 9

B P84 ylamino)-thiazole-4-carboxylic acid PCT/EP2006/000090
(6-trifluorometlryl-pyridin-2-yl)-amide Th#&title compound, MS (ISP): We =

3603 MHH1), W .as for example 1, steps Ato C. Step C was
performed%g%(%h%-afmﬁfométﬁ]ﬁ “‘ﬁ%ﬁ"rlé%%ih&%@%@% dor example 1,
5 BRery Khiin i} ofesapeHpBBsgiitsirsdspheingtamidecTishtitire and yielded 5-
c&ﬁb@@%w@(@;pmwmsyﬁc(Myw%@rga@r@qsq%&%m@@l?ep B to
Ly-ctebahtarinSiempnashedoimedisingdsoliocyansiahengens an
y@égq_@[ 5- phenylamino-thiazole-4-carboxylic acid ethyl ester. This was
hydrolyzed in step B to 5- phenylamino-thiazole-4-carboxylic acid, which
was reacted with aniline-in step C. E}?aEX mple 11
5-Phenylamino-thiazole-4-carboxylic a e(%flchIoro-phenyl)-amide e
2006/074884 £ TIER2006/000000 -43 The title compound, MS (ISP):
m/e =.330.1 (M +g}3’5f‘1\‘?v%g“ﬁ>arze8§aréaa§°s°¥8 Cacihipiehitro-shepslpomide
Step Gywas herfor using 3-cghloro aniline. Example 12
5-Phegl§§ﬂ%§3ﬁ§z§% @ggr ﬁyﬂczgéib %ﬁ%?o%&fﬁf}aaﬁﬁi@ﬁef&ﬁxemple 1
it&Pgo pBufd 5iAB dspys fEferBed, udhg Hethinge preparbehasiial yielded 5.
e‘i@aﬂwﬂmg-@eg&%ﬁ@ﬁp ﬁgfaﬁaﬂ%fwiﬁw%wh;aﬂwa UGB 5 5-
Exethiendd B amingsiiazolesdear icagid.. . e
(6-methyl-pyridin-2-yl)-amide The title cgmpgﬁ&cfﬁ%\ﬂ%:c% Loanifipeyin step
(M+H ), was prepared as for example 10, io steps A to C. Step C was
performed using 6-methyl-pyridin;/%—gglam'ne. Example 14
-5-Phenylamino-thiazole-4-carboxyhit At (?65-chloro-pyridin-2_-y|)-amide

The title cor d, MS (ISP); m/e = 331.1 (M+H+), was prepared as.for
example 1%?%%@%%?8" ! %%é‘iﬁ%@&l&%"ﬁlé?%@d Fyphenyl)-amide
Q-pyridin-2:ylamipe, 15 Example 15
gq%%lée%%e |§‘¥n’%ﬁ%‘3 c}am@%&ém@@- Adid AL ol Pan aavriectie fittesxample 24,
SEROING: Ri% Gars perlomgd 8sing\4edo waitiprepared as for example
10, steps Ato C. Step C was performed using thiazol-2-ylamine.
Esample 26

nein

5-Methylamino-thiazole-4-carboxylic acid phenylamide

The title compound, MS (ISP): m/e = 234.2 (M+H"), was prepared as for example 24,
steps A to C. Step C was performed using aniline. '

BExample 27
5-Methylamino-thiazole-4-carboxylic acid m-tolylamide

The title compound, MS (ISP): mfe = 248.2 (M+H™), was prepared as for example 24,
steps A to C. Step Cwas performed using m-tolylamine,

Example 28
3-Methylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide

The title compound, MS (ISP): m/e = 314.1 (M+H™, was prepared as for example 24,
steps A to C. Step C was performed using 3-bromo aniline.
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Example 16 20 5-Phenylamino-thiazole-4-carboxylic acid
(4-methyl-thiazol-2-yl)-amide The title compound, MS (ISP): m/e = 317.1
(M+H+), was prepared as for example 10, steps A to C. Step C was

Ve dwefieddsing 4-methyl-thiazol-2-ylamine. Example 17 PCT/EP2066/000090
5-(3-Chloro-phenylamino)-thiazole-4-caf$oxylic acid
(3-chloro-phenyl)-amide 25 The title com ound, MS (ISP): m/e = 364.3
(M+H+), was prepared as for exanf'ﬂf ps Ato C. Step A was
performedhhr ég 1-chloro ‘sothlocyanato -benzene and yielded
5-(3-chloro-phermTaRtn :fﬂ ST R RGO sBlara Ry iditet-Thmanidas -
h roI ed in WO F2{a006/27 84 PCT/EP2006/000090 -44 step B to

8r°o° ‘BRERY aPWfea 2657 OV AciRs it s gsr Euctstnple 24,

MEFPSsiéﬁlgrétam?{n@wet@p@dmag@m -pyridin-2-ylamine.
5-Cycloprépylamino-thiazole-4,carboxylic acid (3-chloro-phenyl)-amide 5
The title compound, MS (ISP): m/eExa2@de130M+H+), was prepared as for
example 1, steps A to C. Step A was performed using
isothiocyaatbybyuloprtiemet dad Yietgibekbid (6-bromo-pyridin-2-yl)-amide
cyclopropylamino-thiazole-4-carboxylic acid ethyl ester. This was

hybediibechinpstepdRMS es&ydmr:@pymmmﬁmeﬂwp@@d&%@m example
VM@@E}A@@ t@@cﬁéb\m a3 M&M’s’ﬂ% 6'%?(599) Yﬁ&l!@ﬁ#ﬂ%
luoro-phenyl)-amide

5-Cyclopropylamino-thiazole-4-carboxylic acid (
The title compound, MS (ISP):, m/%xmﬁﬁ% 1,(M+H+), was prepared as for
example 18, steps A to C. Step C was performed' using 3-fluoro aniline.

Example_gQ.dy }M&lﬁﬁiﬂﬁyl@@&%@ ?19{8' 'Car%)é(o%“(:@rn%—_y )-amide

phenylamide The title compound, M was

Dﬁ@%@&&&%ﬁ&am‘g{éﬁy SiRRs ﬁé‘lo%@ﬁg Cwl\évigr zgg meg?u%g%ple 24,

iline. E cIopropyIamln

Bﬁ%‘am)ligey %B e Y& 861?‘?1 1he fuiee 2’*?4?1“6\/|+H+), was
prepared as for example 18, steps Ato C. Step C was performed using
m-tolylamine. Example 22 5-Cyc|t¥ﬁ‘?6‘ﬂi§}%1”ﬁino-thiazole-4-carboxy|ic acid

(3- brom? 8 enyl) -amide
yC pentylammo thiazole-4-carboxylic acid (3-chloro-phenyl)-amide

The title compoun.d, MS (ISP): m/e = 322.1 (M+H"), was prepared as for example 1,
steps A to C. Step A was performed using isothiocyanato-cyclopentane and yielded 5-
cyclopentylamino-thiazole-4-carboxylic acid ethyl ester. This was hydrolised in step B to

5-cyclopentylamino-thiazole-4-carboxylic acid, which was reacted with 3-chloro aniline
instep C.

Example 33
5-Cyclopentylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide

The title compound, MS (ISP): m/e = 306.1 (M-+HY), was prepared as for example 32,
steps A to C. Step C was performed using 3-fluoro aniline.

Example 34
5-Cyclopentylamino-thiazole-4-carboxylic acid phenylamide

The tltie compound, MS (ISP): m/e = 288.1 (M+F™), was prepared as for example 32,
steps A to C. Step C was performed using aniline.
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The title compound, MS (ISP): m/e = 317.1 (M+H+), was prepared as for
example 18, 25 steps A to C. Step C was performed using 3-bromo
aniline. Example 23 5-Cyclohexylamino-thiazole-4-carboxylic acid

V8- et e Btenyl)-amide WO 2006/074884 PCT/EP2006/00STer2025/0ppAe0
titte compound, MS (ISP): m/e = 336.1'(M¥Ht), was prepared as for

example 1, steps Ato C. Step A w. Efq ed. using
isothiocyanato-cyclohexane and yiéE}?d”(}e%c?’ . "

cyclohexylamipg-thiaz -carboxylic acid ethyl ester. This was
hydrolised in stgﬁ%ogﬁéﬁgﬁghb‘&g%%%i ko élfé?ﬁ‘%énrﬁ?i{’\gﬁelﬁﬁid,

i \ ith 3chlorg anilipe. | C. Example 24
K%%'li%?f#%%%%%%%@fc HaSTe N SR e .
O F?d@ MER(sP® Rerdormassing mealylagi&prepared as for example
1, steps Ato C. Step A was performed using isothiocyanatomethane and
yielded 5- 10 methylamino-thiazoleEAeeamsdylic acid ethyl ester. This was
hydrolised in step B to 5 methylamino-thiazole-4-carboxylic acid, which
was reactCd ARG -Srinvoleif- st xgiexrithipibrago-phenyl)-amide
5-Methylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide 15 The
8l unrs MSHIS Ry ente25366.0MMH)] Waspeppisd as for example 32,
estapapléc2d, Sstefsvas teeforbtepusivyastperiaraneniaising 3-fluoro aniline.
Example 26 5-Methylamino-thiazole-4-carboxylic acid phenylamide The
title compound, MS (ISP): m/e = 234.fijk34+), was prepared as for
example 24, 20 steps A to C. Step C was performed using aniline.

Examplezbperrihstandnodhiazelad-aarhaxyiic.acighms mide They.
titte compound, MS (ISP): m/e = 248.2 (M+Ht2)1,)(l\§vcas pre%g%gi%?:‘%? &b

eﬂhmile %nzgt@aﬁrﬁﬁm@ﬁtgp&ifmim%mim

EXaynRlg,28s -];\/@5;1;5 ming-thiazole-4-carboxylic. acid .
(3-bromo-phenyl)—ami§e The tﬁ%%%np%%ﬁ&? }R%gd('l‘é )S.dﬁli’?én% 314.1
(M+H+), was prepared as for exarrkr})cgamef, 3gteps Ato C. Step C was
performed using 3-bromo aniline. pie

5-Cyclopentylamino-thiazole-4-carboxylic acid {6-chloro-pyridin-2-yl}-amide

The title compound, MS (ISP): m/e = 323.1 (M+H"), was prepared as for example 32,
steps A to C. Step C was performed using 6-chloro-pyridin-2-ylamine.

Example 39
5-Cyclopentylamino-thiazole-4-carboxylic acid {6-bromo-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 367.0 {M+¥"), was prepared as for example 32,
steps A to C. Step C was performed using 6-bromo-pyridin-2-ylamine.

Example 40
5-isobutylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide

The title compound, MS (ISP): m/e = 310.2 (M-+H"), was prepared as for example 1,
steps A to C. Step A was performed using 1-isothiocyanato-2-methyl-propane and
yielded 5-isobutylamino-thiazole-4-carbosylic acid ethyl ester. This was hydrolised in

step B to 5-isobutylamino-thiazole-4-carboxylic acid, which was reacted with 3-chloro
aniline in step C.

RO RIMARING .80l 32, -
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WO 2006/074884 PCT/EP2006/000090 -46 Example 29
5-Methylamino-thiazole-4-carboxylic acid (6-chloro-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 268.7 (M+H+), was prepared as for
VAP PE4 steps A to C. Step C was performed using ~ PCT/EP2006/006090
6-chloro-pyridin-2-ylamine. 5 Example 36 -
5-Methylamino:-thiazole-4-carboxylig.a¢i (@d)romo-pyridin-2-y|)-amide

‘The title compound, MS (ISP): m/e = 313.0, 315.0 (M+H+), was prepared

as for examuplgr & SieRsH I - S as performed usin .
6-bromo-pyr_idin%_€:ly?lamine. é%gmiﬁg%ﬁ\%c e ﬁ%rf) P gen%haml_de'
R A i .
example 24"~ Sepd & T8 g s erpartazusing
6-methyl-pyridin-2-ylamine. Example 32
5-Cyclopentylamino-thiazole-4-car@6§<’§l¥%€é@d (3-chloro-phenyl)-amide 15
The title compound,bMS (ISP): m/e = 322.1 (M+H+), was prepared as for
example 1, stepeROHTEmEISH NGRle Hrarbamdis agihphenylamide

isgthigcyanato-cyclopentane and yielded 5-

%Bﬁﬁﬁﬁ%ﬂ?&%\ﬁé{éﬁi-éﬁf BxyHe held-ethy! eeteprcPhisdvador example 40,
hsfape HstCinSste b BaspStayokabedi dadiina-thiazole-4-carboxylic acid,

which was reacted with 3-chloro aniline in step C. 20 Example 33
S-Cyclopentylamino-thiazole-4-cambexypz agid (3-fluoro-phenyl)-amide

The title compound, MS (ISP): m/e = 306.1 (M+H+), was prepared as for

example 32, steshhtidfBinStepidoias pestarnesHsingoflugr aniline.
Example 34 25 5-Cyclopentylamino-thiazole-4-carboxylic ‘acid

prepased asde @c@gg%@fggneﬁtgaﬁ%&g %81 Ste eC was performed using
aniline. WO 2006/074884 PCT/EP2006/000080 -47 Example 35

S-Cyclopentylamino-thiazole-4-caﬁ)ox fIz?% g&id m-tolylamide The title
compound, MS (ISP): m/e = 302.2 (l\?l+ +), was prepared as for example

32,- 5-Isobutylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide

The title compound, MS (ISP): m/e = 356.1 (M+H"), was prepared as for example 40,
steps A to C. Step C was performed using 3-bromo aniline.

Example 45
5-Isobutylamino-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 291.1 (M+F"), was prepared as for example 40,
steps A to C, Step C was performed using 6-methyl-pyridin-2-ylamine,

Example 46
5-Isobutylamino-thiazole-4-carboxylic acid (6-chloro-pyridin-2-y1)-amide

The title compound, MS (ISP): m/e = 311.1 (M+H"), was prepared as for example 40,
steps A to C. Step C was performed using 6-chloro-pyridin-2-ylamine.

Example 47

5-Isobutylamino-thiazole-4-carboxylic acid (6-bromo-pyridin-2-yl}-amide
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steps A to C. Step C was performed using m-tolylamine. 5 Example 36
5-Cyclopentylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide
The title compound, MS (ISP): m/e = 366.0 (M+H+), was prepared as for

EQIMHE 484 steps A to C. Step C was performed using 3-Biotd 2K a0
Example 37 10 5-Cyc|opentylamino-thiéﬂ“?;l”e-4-carboxylic acid

(Grmetnd Rysiding isle Theti 0 (ISP). m/e
SGRA: 1) s pema el 2 o i S o X 16 ST
per orad USing e RnetiI BT ?Qfﬁ% TR PR dEg - Ylamine..
5-Cyclopentylamino-thiazole-4-carhoxylic acid '
(6-chloro-pyridin-2-yl)-amide 15 ThE¥#EP& pound, MS (ISP): m/e =
323.1 (M+H+), was prepared as for example 32, steps Ato C. Step C
was perfo?ﬁ#%%’%gﬁﬁl@%]fb‘?ﬂ gt adinaRd fuignyl)-amide
5-,%%cl}%%entylamino-thiazoIe-4-carboxgi)c acid
(628FoHS-SorRRREEYy A i TRE e EbmBYtRE VMBS mpwes fospromple 1, -
(MteppH A vis(préisareéd wssforedsamigdler§ay 20 stbs e G2 Siehy@ wasane and.
g?mmgﬂdm@}_ﬁfﬂiﬂcjﬁﬁmm@@r ﬂﬂ:d]@ é?éwm 1N 'Fhis Wéts %ydrolised in
. -4- ic acld {3-chlorosphenyl)-amide The
e G R L
efgmlﬁf’é s e§Jta(s;ps A to C. Step A was performed using
I-isothiocyanato-2-methyl-propane and 25 yielded ‘
5-isobutylamino-thiazole-4-carboxyfiEa&ehé dthyl ester. This was hydrolised
in step B to 5-isgbutylamino-thiazole-4-carboxylic acid, which was reacted

with 3-chiGr&TERiRER Relezoimd sobeiressh P énrrivosibendto

-48 Example 41 5-Isobutylamino-thiazole-4-carboxylic acid

(3Hhadiie semmRAYREnME FAR I ComMPOOKNI-ME ) 8®) preverad2efor example 48,

(MtepE+), tvBis Jhep fave dlrasifomed anngie 4D prstepdidk to C. Step C was
performed using 3-fluoro aniline. 5 Example 42
5-1sobutylamino-thiazole-4-carboxyliaagitt phenylamide The title
compound, MS (ISP): rule = 276.1 (M+H+), was prepared as for example

15 40, steps A to LteBtBptHanasopdiiacisedutingyaoline m-tolylamide

20

25

The title cornpound, MS (ISP): m/e = 290.1 (M+H"), was prepared as for exarnple 48,
steps A to C. Step C was performed using m-tolylamine.

Example 51
5-tert-Butylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide

The title compound, MS (ISP): m/e = 356.1 (M+H"), was prepared as for example 48,
steps A to C. Step C was performed using 3-bromo aniline.

Example 52
5-(3-Methoxy-propylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide

The title compound, MS (ISP): m/e = 326.1 (M+H"), was prepared as for example 1,
steps A to C. Step A was performed using 1-isothiocyanato-3-methoxy-propane and
yielded 5~(3—methoxy~propylamino)—thiézol&*i—carboxyiic acid ethyl ester. This was
hydrolised in step B to 5-(3-methoxy-propylamino)-thiazole-4-carboxylic acid, which
was reacted with 3-chloro aniline in step C.
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Example 43 10 5-Isobutylamino-thiazole-4-carboxylic acid m-tolylamide
The title-compound; MS (ISP): rrl/e.= 290:1-(M+H); wasprepared as for
example 40, steps A to C. Step C was performed using m-tolylamine.

Vf’i?(ﬁ?ﬂf)’?é“ﬁﬁ“ 5-Isobutylamino-thiazole-4-carboxylic acid PCT/EP2006/000090
(3-bromo-phenyl)-amide 15 The title co‘nﬁgo“und, MS (ISP): m/e = 356.1
(M+W), was prepared as for exampijg 40, staps A to C. Step C was
performed using 3-bromo aniline. Example 45

5-1sobutyl m@mﬁ le- -%ﬁrggg%lj id.(§-mathyly arid'n-2- -amide
The title c?r]r]Epound, S% flg ): m/e :ﬁlz%gl‘l%%/lc+%+ ,%%glé%btgga%g%r
eﬂg@igﬁ%@ gﬁgpﬁdﬁ‘ (IR) : %Pg%%d% S(R/F—I[E‘[T%gsugrlgp%red as for example 52,

6-methyl-pyridin-2-ylamine. Example 4 ]
S-les}%ééf/%?’mn%?fﬁé?&%?%%m% B ERMEro-pyridin-2-yl)-amide
The title compound, MS (ISP): m/e = 311.1 (M+H+), was prepared as for
example 40, steps Ato C. Step C \Eﬁ@fﬁé?fé’i‘med using
6-chlg{ﬁwm?\%(ri?in-2-y|amine._ 25 Example 47 .

5-IsoBUy taTHECTATEERTG AR R 3 me -Acier pettsmoddridivnmyhanyidemnide
W 2%&6/074884 PCTIFP2006/000090 -49 The title compound, MS

(Ié%ﬁ: ferursind.obs GIERA+ e =W préaldd asoprerammple 40 csiepsc 52,
AStEPEASNED BrapAspenperfoekdsidgeB-brome-pyfidin-2-ylamine.. Example
48 5-tert-Butylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide 5
The title compound, MS (ISP): m/e Exahfl2s+H+), was prepared as for
example 1, steps A to C. Step A was performed using

2-isothiozyenart:@imethigzplkopane aitlc Maldeshethyl-pyridin-2-y1)-amide

5-tert-butylamino-thiazole-4-carboxylic acid ethyl ester. This was

keaeted with, 3 line,in s . 10 Exam -
AR T R
tlge C mp‘our:%l,. ?%fﬁ: i< 269, Kh&5kFE) LS shdiyaliolisad farstep B to 5-
e gfﬁ’ﬂi’é“ﬁé{"@éﬁé[%été‘@.oﬁ% Gitkaylgerformetatidg @tusraaniingridin-2-
Esemmiprei5eep C.
Example 56
5-Benzylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide

The title compound, MS (ISP): m/e = 344.1 (M+H"), was prepared as for example 55,
steps A to C. Step C was performed using 3-chloro aniline.

Example 57
3-Isopropylamino-thiazole-4-carboxylic acid m-tolylamide

The title compound, MS (ISP): m/e = 276.0 (M+H"), was pfepared as for example 1,
steps A to C. Step A was performed using 2-isothiocyanato-propane and yielded 5-
isopropylamino-thiazole-4-carboxylic acid ethyl ester. This was hydrolyzed in step B to 5-

isopropylamino-thiazole-4-carboxylic acid, which was reacted with ri-tolylamine in step
C. '

Example 58

S-Isopropylamino-thiazole-4-carboxylic acid (6-bromo-pyridin-2-yl)-amide
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15 5-tert-Butylamino-thiazole-4-carboxylic acid m-tolylamide The title
compound, MS (ISP): We = 290.1 (M+H+), was prepared as for example

48, S%Es A to C. Step C was performed using m-tolylamine. Example 51
EGapp #f’mino-thiazole-4-carboxylic acid (3-bromo-pheny i r§assE0e0
The title compound, MS (ISP): m/e = 35811 (M+H+), was prepared as for

eﬁ@ﬁﬁ%%mé&%%%@ P?“?H/Q qu% ?e(fﬁ?z?azol USI 3 brFaC ag 810 Ity)pa%lpie 57,

Example 5%{ Methoxy-propylaming)-t

(35?8%%2}60 e?ii%%??ﬁﬂ%e’f RSSO R/@‘%l%’lg)yh%m 326.1 -
(M+H+), was prepared as for example 1, 25 steps A to C. Step A was
performed using 1-isothiocyanato-3# ﬂ?—propane and vyielded

5-(3-methoxy-propylamino)-thiazole-4-carboxylic acid ethyl ester. This
Was h ﬂgga:y,l?.gt thiggole-4-carboxylic acid {(4-methyl-thiazol-2-yl)-amide

-(3-methoxy-p }(})%Iaml é‘é)thlazole -4- carboxyllc acid, which was reacted
witheditsi6p5°aR & Ve 2606/ V4884 Pe Epzoebmdo0ggmple 57,

-E&Mmp’re B8 6-(@dviethoxydnapg hminbyltdidzole24-aathexylic acid
m-tolylamide The title compound, MS (ISP): m/e = 306.1 (M+H+), was

prepared as for example 52, stepshdagle &ep C was performed using
m-tolylamine. 5 Example 54

5-(3BsMethidyrpiopapihe)dipdaledecrambytigiacit (3-chloro-phenyl)-amide
(3-bromo-phenyl)=amide The title compound, MS (ISP): m/e = 372.1

(MidHtiflewamptenaiadsagdoy: examph b3, (MeaS)Axt@stréiﬁl@&am% example 1,
D?&(JQJ fmg ésﬂ% SREme:ARIIng X2 Q‘E&é%céz n t0~2—

iazqle-4-carpoxylic aci umﬂeénd yielded
Tfﬁﬁrfe compk @ﬁﬁpﬁﬁglia% ugzole-4

7y
SIRTPRF +H@i§)‘ a? Hlepsitsy  This  was

isethiceyadatiinaithibbendkneiasdpy@lded 5-
benzylamino-thiazole-4-carboxylic acid ethyl ester. This was hydrolised in

step B to 5- benzylamino-fhiazole-4gafpdxglic acid, which was reacted
with 6-methyl-pyridin-2 15 ylamine in step C. Example 56

5-Benzylaminoithisatie-draathoxybiy acie(S-chiatmnpiienp amidg.khadite
compound, MS (ISP): We = 344.1 (M+H+), was prepared as for example

S%he title compound, MS (ISP): m/e = 304.4 (M+H), was prepared as for example 60,
steps A to C. Step C was performed using m-tolylamine.

Example 62
5-(1,1-Dimethyl-propylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 305.3 (M+H"), was prepared as for example 60,
steps A to C. Step C was performed using 6-methyl-pyridin-2-ylamine.

Example 63
5-(1,1-Dimethyl-propylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-y1)-amide

The title compound, MS (ISP): m/e = 311.1 (M+H"), was prepared as for example 60,
steps A to C. Step C was performed using 4-methyl-thiazol-2~yl-amine,

Example 64

5-Ethylamino-thiazole-4-carboxylic acid m-tolylamide
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steps A to C. Step C was performed using 3-chloro aniline. 20 Example 57
5-Isopropylamino-thiazole-4-carboxylic acid m-tolylamide The title
compound, MS (ISP): m/e = 276.0 (M+H+), was prepared as for example

WO 2648840 C. Step A was performed using 2-isothiocyanztdpre}eaieseso
and yielded 5- isopropylamino-thiazole=22carboxylic acid ethyl ester. This

washyarQlyzed in SRR BIi® P 2r.SORERYIRMinaesthiazole-4-carboxylic ‘

agid, which @ssrteac}{adqwitr?ni-tgl I n%%@r?ls%s& E?SEI;(raePﬁr% %?8%% example 1,

5-ISopropylarmino- iazd'f%ﬁ?@é% idsieR e bremBniR yipdniighled 5-

Wé%é@@ﬁ%@%@éﬁ%@@m@m esr. THetithescyripdynd, iMSep B to 5-

(ISP)ec={I843It-Matioyylivasifrehitedasdonaxample.- RlyLSersAlS, ¢,

C. Step C was performed using 6-bromo-pyridin-2-ylamine. Example 59

5-Isopropylamino-thiazoIe-4-barbokyﬁﬁ1§ﬁj@5(4-methyl-thiazol-2-y|)-amide

5 The title compound, MS (ISP): m/e = 282.9 (M--H'), was prepared as for

example SEthglepté. ol Stepath MASRETAMNGHHS N idin-2-y])-amide

4-methyl-thiazol-2-ylamine. Example 60

et T e S e N eped o o promple o
argsehep) i e .compound, SP):. fole = . _

(M+H+), was p)rélepareg%g olgeéﬁxafnll%ﬁ:g%r,o stEpS R t6 &?@Pé‘ft) A was

performed using 2-isothiocyanato-%-gletk}lé/kgutane and yielded

5-(1,1-dimethyl-propylamino)-thiazofeﬁgcar oxylic acid ethyl ester. This

was hydkgc instep.B . o : ,

o5 (1 1o ele bl g Ghms it ot omics

reqcted with 3-chlorg aniling in step,C. Example 61 15

5- fig eij%&ﬁ?ﬁﬁré%ﬁi%%)- ‘Fﬁ&%&-@ﬁ%&%&’%&lﬁﬁﬁ%ﬁ%%ﬁ@@ 64,

- TEPEORP SunEP i & e peformed-ugog 4t +thivek hrépared. as for

15

20

25 ¢

example 60, steps A to C. Step C was performed using m-tolylamine.

Example 62 5-(1,1-Dimethyl-propyamipis)éthiazole-4-carboxylic acid

(6-methyl-pyridin-2-yl)-amide 20 The title compound, MS (ISP): We =
Iﬁ#?%@ﬁ%&mﬁ@h&f@w@(aﬁm@sﬂx stépSAIDG- HiepSamide

was performed using 6-methyl-pyridin-2-ylamine. Example 63

The title compound, MS (ISP): m/e = 400.3 (M+H"), was prepared as for example 1,

steps A to C, Step A was performed using 1,3-dichloro-2-isothiocyanato-benzene and
yielded 5—(2,6~dichloro-pheny1amino)~thiazole-4—carboxy1ic acid ethyl ester. This was
hydrolyzed in step B to 5—(2,6-diclﬂ0ro-phenylamino)—thiazole—4—carboxylic acid, which
was reacted with 3-chloro aniline in step C.

Example 68
5-(2,6-Dichloro-phenylamino) -thiazole-4-carboxylic acid m-tolylamide

The title compound, MS (ISP): m/e = 378.3 (M-+H"), was prepared as for example 67,
steps A to C. Step C was performed using m-tolylamine.

Example 69
5-(2,6—3?ich}oronphenylanﬁno)—thiazole—é~carboxylic acid (6-methyl-pyridin-2-y1)-amide

The title compound, MS (ISP} m/e = 379.4 (M+H"), was prepared as for example 67,
steps A to C. Step C was performed using 5-methyl-pyridin-2-ylamine.

Example 70



5-(1,1-Dimethyl-propylamino)-thiazole-4-carboxylic acid
(4-methyl-thiazol-2-yl)-amide The title compound, MS (ISP): m/e = 311.1
(Mm, was prepared as for example 60, 25 steps A to C. Step C was
we étfiising 4-methyl-thiazol-2-yl-amine. Example 64 PCT/EP2006/000090
5-Ethylamino-thiazole-4-carboxylic acid f-tolylamide WO 2006/074884
PGTAEF /000090, -52 The title,cqmpound; MS (ISP): m/e = 262. .
R A R s 2o0-amide
pexfQrmed using is t§|/£ ato-eth  yielded 5-
eﬁ%?aﬁr{r%%ng?{ﬁ})az&é -ggr)fgg;?y%g aﬁglgtlﬁg}gggﬁrfﬁi% Db s sarample 67,
SEPBASEC- DI SRR tHiarBre-Asea b b me suridinhic-waireacted with -
m-tolylamine in step C. 5 Example 65 S-Ethylamino-thiazole-4-carboxylic
acid (6-bromo-pyridin-2-yl)-amide TH@Ne €dmpound, MS (ISP): m/e =
329.0éM1—H+), was prepared as for example 64, steps Ato C. Step C

5 wasperiyretr riaey Bipmichiszalint-2ajherriine clXampibB 6@ ol-2-y1)-amide
5-Ethylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-amide The
it e Sitpermeowms: (EPISRe 08385 MM Wasprepared asforexample 67,
extmpladd, SsipiswadpdTontep &inas RMOTMesk BISING-amine.
4-metdyl-thiazol-2-yl-amine. Example 67
5-(2,6-Dichloro-phenylamino)-thiazglg-dptarboxylic acid
(3-chloro-phenyl)-amide 15 The title compound, MS (ISP): m/e = 400.3

(M+5H49, sizisnprigRasech a8l HOrBXARM & he cRICRSAb I ffic KR A MBS0 -phenyl)-
10 performed using 1,3-d|chIoro-2-|soth|O§}§gnato-benzene and vyielded
-C

5-(2,6-dichIoro-phenylamino)-thiazoleaﬁ grboxylic acid ethyl ester. This

Wh r in;S . - -+
L o ORI IR RS0 e = 2494 (T was prsgied gy far exampl 1
R e SR O AR RPEAL 0 o R g 5,5-dimeihyl fsoxazole and
5xeieubihictaliprmshyarmimng)! thidaolma)-tersolkylecatiokpiidalyihmige &he. This
tittencuipalised, iV S:SP )i0/\e( %, 3 dBndehyl k) WS ABRARURB IR 4-carboxylic

15 CXANRIBIET walRRS A 10 I8R5 MRS PSR En@d using m-tolylamine.
Example 69 25 5-(2,6-Dichloro-phenylamino)-thiazole-4-carboxylic acid

(6-methyl-pyridin-2-yl)-amide The E#gng@mund, MS (ISP): m/e = 379.4
(M+H+), was prepared as for example 67, steps A to C. Step C was

perforgl%j,#mng%MiW&lgh%}YAi@ﬁqgélﬁ4»carboxylic acid m-tolylamide

The title compound, MS (ISP): m/e = 329.1 (M+H"), was prepared as for example 72,
steps A to C. Step C was performed using m-tolylamine.

20 _ Example 74

5-(3,5-Dimethyl-isoxazol-4-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide

The title compound, MS (ISP): m/e = 330.3 {(M-+H"), was prepared as for example 72,
steps A to C. Step C was performed using 6-methyl-pyridin-2-ylamine.

25 Example 75

5-(3,5-Dimethyl-isoxazol-4-ylamino)-thiazole-4-carboxylic acid {6-bromo-pyridin-2-y1)-

amide
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Example 70 WO 2006/074884 PCT/EP2006/000090 53
5-(2,6-Dichloro-phenylamino)-thiazole-4-carboxylic acid
(6-bromo-pyridin-2-yl)-amide The title compound, MS (ISP): m/e = 445.1

W0BsA)T48fds prepared as for example 67, steps A to C. SRFERFRE000030

performed using 6-bromo-pyridin-2-yl-affine. Example 71 5

RN O g s .

(4-methyl-thiazol-2-yl)-amide The tit pound,

U %%agé FS@% BRCIRSS PR BrORAPE i’ SR E was
performed using 4-methyl-thiazol-2-yl-amine. Example 72
5-(3,5-Dimethyl-isoxazol-4-ylamindF#a¥o8-4-carboxylic acid

(B-ihloro;ph nyl)- 10 amide The title compound, MS (ISP): m/e = 349.4

(N %@%éﬁ%laﬂ%&a}ﬁb@zﬂ&étéﬁ@m&@?iéféﬁlﬁt}vﬁéfhiaml-%ﬁ)~
performed using 4-isothiocyanato-3,5adifirethyl-isoxazole and yielded
5-(3,5-dimethyl-isoxazol-4-ylamino)-thiazole-4-carboxylic acid ethyl ester.
This titles-tpgroisdobis £16P)Boide = 336.1 (M+HY), was prepared as for example 72,
&(@p&dm@.tmébiWr%ﬁﬂfé@iﬂ%@%91‘?14rﬁ§££92%41i—%n%§e?0id’ which

was reacted with 3-chloro aniline‘in step C. Example 73
5-(3,5-Dimethyl-isoxazol-4-ylamin(@i;m%geo}g-#carboxyIiC acid

m-tolylamide The title compound, MS (ISP): We = 329.1 (M+H+), was
prepasd-agQy BHAMRIRE) IERTA ko RSN ARG e

m-tolylamine. 20 Example

2 0 laming)sthiazale-4-carboxylic aci
A SN o e
(MR, Was Prepared %@f G Bl othiggrraoheezosigqangadelded 5-(3-
pErRATRBEPTIRG Lir Ry Fratreedjdaniiheh e EsafiplevaShydrolyzed in step B

5¢(3:%3BimeiyldspxanobYithianing tbazglie-4oatBay igasidced with 3-chloro

(ﬁlb{@mgsmgi@jn-zyl)- amide WO 2006/074884 PCT/EP2006/000090 -54
The title compound, MS (ISP): m/e = 396.0 (M+H+), was prepared as for
example 72, steps Ato C. Step Cﬁggﬁﬁg%)rmed using
6-bromo-pyridin-2-yl-amine.

5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid m-tolylamide

The title compound, MS (ISP): m/e = 335.1 {M+H"), was prepared as for example 77,
steps A to C. Step C was performed using m-tolylamine.

Example 79 '
5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid (6~methyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 336.0 (M-+H"), was prepared as for example 77,
steps A to C. Step C was performed using 6-methyl-pyridin-2-ylamine.

Example 80
5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid {6-bromo-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 403.5 (M+H"), was prepared as for example 77,
steps A to C. Step C was performed using 6-bromo-pyridin-2-yl-amine,

Example 81
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Example 76 5-(3,5-Dimethyl-isoxazol-4-ylamino)-thiazole-4-carboxylic

acid (4-methyl-thiazol-2-yl)- 5 amide The title compound, MS (ISP): role =
336.1 (M+H+), was prepared as for example 72, steps Ato C. Step C
WR0peEPEited using 4-methyl-thiazol-2-yl-amine. ExamplePEA/EP2006/600090
5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid

(3-chloy )/ ) itle compound,. ISP); rule = 3551 |
) AT B 4 RO et T e R e
p ' [ [ nato-benzonitril d yielded 5-(3-
2 BRI b dEEAFhS faanple 77
h%/fcﬁ?@ i SRepy Easts%ﬁ?@?&éﬁa%ﬁéﬁ%ﬁhw%wb@an@amoxylic
acid, which was reacted with 3-chloro aniline in step C. 15 Example 78
5-(3-Cyano-phenylamino)-thiazole-ﬁxé’ﬁlﬂi%)ﬁ%ﬁc acid m-tolylamide The title
compound, MS (ISP): m/e = 335.1 (M+H+), was prepared as for example
77, st Rtorbensiepinoliicpdrdnaerasingid (BytathyhehiExariple- F0ide
20 5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid

(BhatHyISeTRARTS: PSRRI st Sotvpddhe Wi (SR midor 386Guple 77,
(Methd Y WS, Step Greak asrformeediisle 7 heBignsid o CySiem e was
performed using 6-methyl-pyridin-2-ylamine. Example 80
5-(3-Cyano-phenylamino)-thiazole #gagnogylic acid
(6-bromo-pyridin-2-yl)-amide 25 The title compound, MS (ISP): m/e =
403.5 (M+Hﬂ’)’lwﬁ&ﬁﬁ&ﬂd{ﬁ@oﬁeﬁ%%%'&Ziﬂsé?ﬁ%%ﬂgngql-}%hgﬂec

was performed using 6-bromo-pyridin-2-yl-amine. Example
ZTSOTCBARICHF GEUBINE0 ST (4 e e s o rampe
(%Imej‘u I-thiazol-2-yi ?éfn?reeéﬁsél? |g"%S%%&%&E%T@H}?W&%@?&%Iiddefi
TR R e e P BlS ATE 7, S s e hBtal T astep B to 5
@Ff&ﬂﬁ@wasﬁagmweﬂq;bqﬁrhz@h@mw nes Exabapleif23chloro aniline in step
5:(3-Cyano-phenylamino)-thiazole-4-carboxylic acid
(2-methyl-thiazol-4-yl)-amide The title compound, MS (ISP): m/e = 341.7
(M+H+), was prepared as for examgignflo sateps A to C. Step C was
performed using 2-methyl-thiazol-4-yl-amine.
5-0-Tolylamino-thiazole-4-carboxylic acid m-tolylamide

The title compound, MS (ISP): m/e = 324.1 (M+H"), was prepared as for example 83,
steps A to C. Step Cwas performed using m-tolylamine.

Example 85
5-0-Tolylamino-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 3253 (M+H™), was prepared as for example 83,
steps A to C. Step C was performed using 6-methyl-pyridin-2-ylamine.

Example 86
5-0-Tolylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-amide

The title compound, MS (ISP): m/e = 331.1 (M+H"), was prepared as for example 83,
steps A to C. Step C was performed using 4-methyl-thiazol-2-yl-amine,

Example 87
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Example 83 S-o-Tolylamino-thiazole-4-carboxylic acid
(3-chloro-phenyl)-amide 10 The title compound, MS (ISP): m/e = 344.0

(M+H+), was prepared as for example 1, steps A to C. Step A was
Wartbeeedpising 1-isothiocyanato-2-methyl-benzene and yi&fdEgP2006/000050
5-0-tolylamino-thiazole-4- carboxylic acitP8thyl ester. This was hydrolyzed

in Skeﬁ %ftoor s a%}ft% ﬁ]ms'%(‘%%% o g;ﬁ%%@%" AT e TR e

with

S-Q-Taolylamino-thigz box mide The t|
coﬂnlp(%tﬁf id: Oﬁgoﬁ § /Agﬁ% I\%?—lg1 Wgﬂﬁ g\f)aa?r rase>f(%r exfmple L
83TCR D K1HeD. f’s‘t‘@ﬁ @r\f@é%lfs’ew% OB RPN PSR méo semer@andded
20-R2chiohdarhinpkthiarotthibadrtonyrhogtid 46 nadthlydspyritlins 2w aadnidered in .
Tlaelxluiratgmeq&mﬂad%'ﬁeﬂﬁ&awﬁtﬁl%ﬁe&@émmwmR@}E&@ﬁeﬁaﬁe@(&ed with

e W10.C. was performed using
6%%%@%%’(%1% %fy am1|1r11e é?(%rr%ple 86

S-o-Tolylamino-thiazole-4- carboxyllﬁ aC|d % ethyl-thiazol-2-yl)-amide 25
The title compound, MS (ISP): m/e = +H+) was prepared as for

exa e 83 st fto C %}@ was erf gek/]g
4 met yIAt%Fglz %W ADoK GEmple ﬂ?é%y -pyridin-2-yl)-amide

P2006/0000 2- Bro thlazole- -carboxylic
"3 %féeﬁ%mfﬁy%%@ﬁf" > ﬁé%ﬁé%ﬁﬁ RSP el |
39%eps (&44&% ), %ﬁs%r@am@af@slm é%amﬂat@ilsc%kéwwat@@hetﬁbwwwe and
pemﬁbﬁﬁecﬁ%mgeﬂ;dkpbmsﬂa&amﬂ%bmyahm@enzﬁm atid yéeligedester. This was

5- ) (3 L 1 ch 'was
hﬁﬁ"i@‘%%ﬁﬁffﬂi? o %g;ﬁ%ﬁf&men s A b

ac?ie © Waglﬁe tggl mJJf]hyllnpy din-2-ylamine in step C.

Example 88 5-(3-Acetyl- phenylam| 0)- hlla %Ie 4-carboxylic acid
(6-methyl-pyridin-2-yl)-amide The %ound MS (ISP): mle = 353.4

perI’J;< réﬁ\glg%gﬁrr?ﬂggfg%ig Zi %%‘Sl/%nﬁ%ezlﬁ ”%3%(; %)?1‘%& tgny%' gridin-2-v1)-

5-(3-acetyl-phenylamino)-thiazole-4- caﬁyéﬁyllc acid ethyl ester. This was

hydrolyzed in step B to 5-(3-acetyl- phenylamlno) -thiazole-4-carboxylic
aci@ewife gompeund, MS (ISP): m/e = 371.3 (M+H"), was prepared as for example 1,

steps A to C. Step A was performed using 1-isothiocyanato-3,5-dimethoxy-benzene and
yvielded 5-(3,5-dimethoxy-phenylamino)-thiazole-4-carboxylic acid ethyl ester. This was
hydrolised in step B to 5-(3,5-dimethoxy-phenylamino)-thiazole-4-carboxylic acid,
which was reacted with 6-methyl-pyridin-2-ylamine in step C.

Example 90
5-(3,5-Dimethoxy-phenylamino)-thiazole-4-carboxylic acid m-tolylamide

The title compound, MS (ISP): m/e = 370.4 (M+H"), was prepared as for example 89,
steps A to C. Step C was performed using m-tolylamine.

Example 91
5-(3-Methoxy-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl}-amide

The title compound, MS (ISP): m/e = 341.1 (M-+H"), was prepared as for example 1,
steps A to C. Step A was performed using l-iscthiocyanato-3-methoxy-benzene and
yielded 5-(3-methoxy-phenylamino)-thiazole-4-carboxylic acid ethyl ester. This was



reacted with 6-methyl-pyridin-2-ylamine in step C. Example 89 15
5-(3,5-Dimethoxy-phenylamino)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2-yl)- amide The title compound, MS (ISP): m/e = 371.3
W-2pee/p 79888 prepared as for example 1, steps A to C. SteFAEERI06/000090
performed using l-isothiocyanato-3,5-difethoxy-benzene and yielded

im thox enylamlno) -thiazole-4-carboxylic acid ethyl ester. This
jﬁa i g g?e% -ggethoxy-phenylamino)-thiazole-4-carboxylic acid, which

.5 WC@SSV e&ﬂ?@tﬁﬁkﬁﬁ%hﬂmﬁe) -*hiteroleedncacbéXylic acid, which was
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‘reacted with 6-methyl-pyridin-2-ylamine in step C. Example 90
5-(3,5-Dimethoxy-phenylamino)-thi&zatepl-8arboxylic acid m-tolylamide
The title compound, MS (ISP): m/e = 370.4 (M+H+), was prepared as for

exa%aﬁmro@mbmeam@mmfmwmm prtailamine mide
Example 91 5-(3-Methoxy-phenylamino)-thiazole-4-carboxylic acid

(ELhretiin-pynipimagly MaHi: Tite tesartuount, MS (8RR Tod4kinple 1,
(MetbtA, twas peppated 9&@&%&%9?1%\15@? ﬁ)@&gc gt% ’%en’[};ge nd yielded

@f@fmﬁ%‘ﬁﬁéﬂ aiﬁﬂlgﬂ 'ﬁ%/ thﬁ:ﬂ 3ar eth ¥m$ %X?(?Séaf%ﬂ tWps flrolyzed in

enylamln IaZof e-4-C oxy

etho
sp\%éofo 610 BB BRI biE 1@9@0% os7lifygidlydichinastspBdovith 6-
SI(@WWWIpﬁWEmmbﬁ)t‘thl@zole 4-carboxylic acid, which was reacted
with 6, methyl-pyridin-2-ylamine in step C. Example 92
5-(3-Fluoro-phenylamino)-thiazole-Bxsatfde®glic acid
(6-rnethyl-pyridin-2-yl)-amide 5 The title compound, MS (ISP): m/e = 329.2
(MAH2)Fvers repatedias)fdriexdmplarboglepschl (9-GcBien MWAS. yl)-amide

performed using 1-fluoro-3-isothiocyanato-benzene and yielded
54 flitbr ophiemnyid ik it zale-4-sasolicagicetyesien SHsWasnple 1,
nudgabieedinisiep RipartiluptphealiamLhREAEE SUDROIC e
aglgz ‘HQ&?Q gleacte Ltar%O : rldlnéz%/ e In step ey
%;:& ?2 Fiuoro- enylarﬁ?ﬁ l ia261e-# r‘ffB?yT@’éé’i’&s hydrolyzed in
rgt)ﬁ?/l o -pheainginpidhite eotrmsdomeinidsRichntes zeaaedwith 6-

(Wﬁ PWES pRepareid s forpeRkample 1, ... steps A to C. Step A was
performed using I-fluoro-2-isothiocyanato-benzene and yielded
5-(2-fluoro-phenylamino)-thiazole-Zeatptygdic acid ethyl ester. This was
hydrolyzed in

5*(4—Fluero—phenylamino)~tbiazole—4»carboxy]ic acid (6-methyl-pyridin-2-y1)-amide

The title compound, MS (ISP): m/e = 329.2 (M+H"), was prepared as for example 1,

steps A to C. Step A was performed using 1-fluoro-4-isothiocyanato-benzene and yielded
5-(4-fluoro-phenylamino)-thiazole-4- carboxyhc acid ethyl ester. This was hydrolyzed in
step B to 5-(4-fluoro~phenylamino)- ~thiazole-4-carboxylic acid, which was reacted with 6-
methyl-pyridin-2-ylamine in step C.

Example 95
5-(2,5-Difluoro-phenylamino) ~thiazole-4-carboxylic acid {6-methyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 347.3 (M-+H*), was prepared as for example 1,
steps A to C. Step A was performed using 1,4-difluoro-2-isothiocyanato-benzene and
yielded 5-(2,S-diﬂuoro~phenylamine}»’ghiazole—emcarboxylic acid ethyl ester. This was
hydrolised in step B to'5-(Z,S-diﬁuore—phenylamino)—t}ﬁazole~4~carboxyiic acid, which
was reacted with 6-methyl-pyridin-2-ylamine in step C.



10

15 step B to 5-(2-fluoro-phenylamino)-thiazole-4-carboxylic acid, which
was reacted with 6- methyl-pyridin-2-ylamine in step C. Example 94
5-(4-Fluoro-phenylamino)-thiazole-4-carboxylic acid
W& poetidy#3syridin-2-yl)-amide The title compound, MS (ISPYCHiEP26@206290
(M+H+), was prepared as for example 1580 steps A to C. Step A was
performed using 1-f|uoro-4-isothiocxtlgnato-benzene and yielded
5-(4-fluoro-phenylamino)-thiazole-4f&amsdsYiic acid ethyl ester. This was
hy, rg{%@g% in step B to 5-(4-fluoro-phenylamino)-thiazole-4-carboxylic
aCidARARHYRES T SOt R Biarrienyicppaditiasidbine inybtepifGin-2-y1)-amide
Eﬁ(‘ﬁ? le 95 25 5-(2,5-Difluoro-phenylamino)-thiazole-4-carboxylic acid
(6=HTethy-gynBmzly Y a At THe ttht cartgoutd, MS HSR):Wes Foddkanple 1,
(Wémwéga@p?@paﬁega@ﬁmm&w, 13@ﬂﬁwﬁs§§%9¢%@§abeme and
peiditmest @sing dndr6ifara2:i0ihincyanato:benzene IS1ae -
SHRisHIERosR e]§1¥13a5n&9%)-&tﬂazg)le-4-c%rbo‘_t>?§/ ic acid Eﬁéyf%‘ie?#ﬁighls was
was h d%%{ri Seq n step B -1 uoro~-phenylamino)-thiazole-4-carboxylic acid, which
to"?’é‘i"ﬁ%—‘ SR PRy -thidssiacdncendxylic acid, which 30 was
r%gﬁ%%with 6-methyl-pyridin-2-ylamine instep C. WO 2006/074884
PCT E?f@a?d@@@%YﬁB@%h%g@ 9@ synthesized as follows, according to scheme
51¢2,6-Difluoro-phenylarriino)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2-7i)-amide The title compound, MS (ISP): m/e = 347.3
eisemaune oo e e NS A0 00 ) wos
! 245, d
%&@ﬁifjﬂg%@%amig@é Bzoleﬁ-?gj%ox (ﬁés%%ﬁ%pgﬁ%ﬁé%?&? TS & 201
Ise 0

ascs r 1 h at room temperature. The solvent was then

was thdr lised In step, o
TR Mg iiey-hissblecmecntbbeston Ul b tovas: light brown

i5

20

25

30

r&aBrehighivesrsthgiudyridin-2-ylamine in step C.
1,3-Difluoro-2-isothiocyanato-benzene was synthesized as follows,
according to scheme 1. 10 A solutietugfi2 g=difluoro aniline (0.13 g, 1.01
mmol) in dichloromethane (10.00 ml) was treated with thiophosgene (0.12

' g,%@ EMnthoty arvd diisbptapidelyiamise Q26.612 Qd BRI - idin. 2-y1)-

mixture was stirred for 1 h at room teperature. The solvent was then
evaporated, leaving 1,3-difluoro-2-isothiocyanato_benzene (0.17 g, 99%)

Fna fight u i u r Example 97
ggéﬁgéhgl(&)z/}gyﬂlﬁ 2_,y Y_-d. A ) g 10CYanatf)~2-r.nethoxy-pyndme and

Xy-pyridin-3-ylamino)-thiazole-4-carboxylic acid ethyl ester. This was
hydrolised in step B to 5—(Z—memoxy_pyridin—S—ylamino}~thiazole~4—carboxylic acid,
which was reacted with 6-methyl-pyridin-2-ylamine in step C.

3-Isothiocyanato-2-methoxy-pyridine was prepared as in example 96, starting from 2-
methoxy-pyridin-3-ylamine.

Example 98
5—(3,5—Diﬂuoro—phenylamino)—t}ﬁazole—é—carboxylic acid (6-methyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 347.5 (M+H"), was prepared as for example 1,
steps A to C. Step A was performed using 1,3-difluoro-5-isothiocyanato-benzene and
yielded 5—(S,S—diﬂuoro'-phenyiamino)—thiazole-4~carboxy1ic acid ethyl ester. This was
hydrolised in step B to 5—(3,5—diﬂuoro—phenylamino)—thiazole—4—carboxylic acid, which
was reacted with 6-methyl-pyridin-2-ylamine in step C.
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amide The title compound, MS (ISP): We = 342.1 (M+H), was prepared as

for example 1, steps A to C. Step A was performed using
3-isothiocyanato-2-methoxy-pyridine and 20 yielded

oo 2emetinecy -pyridin-3-ylamino)-thiazole-4-carboxylic acid echykeEsisrocoo9o
This was hydrolised in step B to - 59 -
5-(2-methoxy-pyridin-3-ylamino)-thiazole-4-carboxylic acid, which was
raznstaHluaTR 8- S IRHA AR MREPs e € In example 96, starting from 3,5-
3didtiopyangdeaamethoxy-pyridine was prepared as in example 96,

starting from 2- methoxy-pyridin-3-ylamine. 25 Example 98
5-(3,5-Difluoro-phenylamino)-thiazdlextassoxylic acid
(6-methyl-pyridin-2-)rl)-amide The title compound, MS (ISP): m/e = 347.5
(MBI Didlasprehangenain 6prixashplecdib StoRS Aidq CmSHBR-ArMES-2-y1)-amide
performed using 1,3-difluoro-5-isothiocyanato-benzene and yielded

59 Sidiflustpphel WS TIse)-thitz ol e4-sanIaxy s aeidethyl@sierd Rigmple 1,
V‘@%?’%ﬂ)ﬁdfpl eh}Q g&pp@r med usm 1,2-diflyoro- 3 so‘d'ﬁo anato-benzene and

was

-thj lic
%qu Byrit (ﬁ Jazéngﬁéo aréb%%é %§f6‘¥h8§2¥ This was
%/’5@0@9@’ =G i"gl@ﬂ%wmﬁmﬁeﬁembmmld which

pmpateddwmmﬁ o¢ridtantiphdromis degifluoro-phenylamine.

Example 99 5-(2,3-Difluoro-phenylamino)-thiazole74-carboxylic acid
(8:PrBiRybpyfidindiytyanmicdmdietileepmpdunth MSpBBY, ffRirg from 2,3-
Saiﬁ&wlﬁtgﬁ)ﬁmg@repared as for example 1, steps A to C. Step A was
performed using 1,2-difluoro-3-isothiocyanato-benzene and yielded
5-(2,3-difluoro-phenylamino)- thlazg;&ﬁﬁ@mgxyllc acid ethyl ester. This

- ..was. hydrolised in step B to

i3

20

25

5- (2.3 dliarsRhenvanine)thinzale: 4‘&%8%&'&%88 OISR WaS e s

reacted with 6-méthyl-pyridin-2-ylamine in step C
1,2-Difluoro-3- |soth|ocyanato -benzen®&Wds prepared as in example 96,
t| from 2,3 |f| henylamlne Example, 100
&?f IfﬁJCS?S {g ))TPWAPZGTG 430, (DA%Tliosarng prepared as described in

(zwﬁﬁ/llﬂfénrrﬁeﬁﬁn@yfrﬂ%%mu@wmmﬂmmmd leMSAISRYlimlecd ethyl
38O htHm)ktivdppiepaned -aldescribed in example 113, reacting

5-(2,5-difluoro-phenylamino)-thiazole-4-carboxylic acid ethyl ester with
B iplihysiavphardtylaimiiehiazole-4-carboxylic acid ethyl ester was prepared as
described in example 95, step A.

Example 101
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide
The title compound was prepared as illustrated in schemes 2 and 3.

A) A suspension of 2-acetylamino-cyanoacetic acid ethyl ester (1.70 g, 10.00 mmol)
and  2,4-bis(4-methoxyphenyl)-1,3,2,4-dithiadiphosphetane  2,4-disulfide
(Lawesson’s reagent) (2.02 g, 5.00 mmol) in toluene (25.00 ml) was heated under
argon to 110°C and stirred for 22 h. The solvent was then evaporated, and the
residue purified by flash chromatography (heptane/ethyl acetate 1:1) to yield 5-
amino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.94 g, 50.5%) as a yellow
solid, MS (ISP): m/e = 187.3 (M+H").
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5-(2,5-Difluoro-phenylamino)-thiazole-4-carboxylic acid ethyl ester was
prepared as described in example 95, step A. 20 Example 101
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
¥W®ehergsptienyl)-amide The title compound was prepared S ikasitar®aoo

in schemes 2 and 3. A) A suspension of@-acetylamino-cyanoacetic acid

ethyl ester (1.70 g, 10.00 mmol) and

2,4-Bi% (4- feblokyfiss iy tharged-sithi ddiptosphatame] dhiapertieaberylic acd
(Lawessaiys reagent)((:02 g,5. Oﬁ)gmrmeﬁmaﬂplue«ue B8 Gfhalylptasphino)-9,9-
heated UndarALGOR 0 LLOG ARaYrad far 2g,. e salkedl) WasdnePaladion
evapor é the resr (%PLG{ |f|ed b¥h1ilas chro(rnat }r{aapérg 0.08 mmol).
(heptan 83?3?8 79) fg/s Vrorototn comp &

amino- mmdmméém w@%@@ﬁ%@&%ﬁ@%@%@%@ﬁ%@ g 150
yellow sohd)MBiél 8Kk mie salj8ded (v SHEYIMVD 2OREAIPAS84 backfilling with

ECTl EP2 %/?Q%%%&oﬁlg@rﬁe%g@ |ﬁﬁﬁ|‘€rﬂﬁ§%ﬁ\!ﬁaﬁ1ﬁ@@£ %‘H"mmrowave vial
amino-Z-me lazole r IC e er

ol 5B BT SREeSas S?%‘L R s r‘i’%% Predutedin
(0.15 g, DRIGTRTFAECHERY %a]rr?&o%?ﬂfa eﬁ}y"ﬁ&éﬁeée&%rrés( a%t)h HF and
chlorofotim sdidypiixrd. 08 G08 tniTidh. BhDElate an thivxzmet(d 08! #hiy residue
was addgagiffielleyeashyB-hraregRytidinend. d&gtelhanmapho Thi fastethyl-5-
was Subémg{ad 9 arxgsr t%a%?e%aeg 9 Qe&'zfarﬂ@gsrrrhe 95%0@50%5195 a light

reaction Mixture was then transferred rgon to a microwave vial
containifg SRl M Wﬁt@l 884%; ol). The vial was then

irradiated in a microwave oven at 150C fo 10 mjn, The mixture

dilutdd vitriehtienaAt orfiersontyTitatea) wagrﬂh&wﬁﬁl@rﬁe%ﬁ&ﬁﬁraféd ethyl
was evaptai®dian . Meresil e nsthifiell Bysfrbien terplatbyidsny @Myplution
‘acetate/pratanel) iaie(d Ssmainying-mixture was stirred at 55°C for 40 min then

(pyridin-gsylamina)sthiaz %aqar@%xa%g%rhwe?ét@rag%&w £k 8Sesidue
a light yello ﬂoI|d M éﬁn ; dlé(]g}()g Ad%ojgté)n %fs rrine until
2-methy %S?rj/ﬁ SR 6’)‘ l%&gieai G R Sthyf1se ghigrins
(0.24 g, BB W&9W%&%M%Wﬁﬂ%§‘ir@’&te‘& e 3b9 kidy were fltered,
solution vafic@itiih water it dbahndhehiglixturewasosticté d-at SHC-FelpgOdin-3-
min then£aRled dRream temperatusedT e yolatiles Wese: quapayaled aad, Ms
the resi dIS olv ﬁaqi ﬁ\qéa@ (2.00 ml) and treated with HCI IN under
vigorous's |r)r|ng unti s reached. The mixture was stirred for Ih,
then ijﬂ}nef()'rdﬁlwe;gg't“e B0 uasled NS 200 B SR .05 5
mmol) in dry d;methylfm mamide {1.00 ml) was treated with 3-chloroaniline
(0.04 g, 0.31 mmol), diisopropylethylamine (0.08 g, 0.63 mmol) and TBTU (0.10
g, 0.31 mmol) and stirred at room temperature overnight. The solvent was
evaporated and the residue triturated with acetonitrile/methanol 1:1. Filtration
and drying of the solid under vacuum provided the title compound (0.04 g, 48%)
as a white solid, MS (ISP): m/e = 344.8 (M+H™Y), Alternatively, the reaction
mixture could be purified directly by preparative HPLC (ZORBAX Eclipse XDB-
C18, 21.2x50 mm, 5 pm, gradient acetonitrile/water + 0.1% formic acid).

Example 102

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4~carboxylic acid (6-methyl-pyridin-2-yi)-
amide
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ylamino)-thiazole-4-carboxylic acid (0.15 g, 70%) as a light yellow solid,
MS (ISP): We = 234.1 (M-H). D) A solution of
2-methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (0.05 g, 0.21
Wintadp 8¢ dimethylformamide (1.00 ml) was treated with B-EFRIBIEEfHide0
25 (0.04 g, 0.31 mmol), diisopropylethylamine (0.08 g, 0.63 mmol) and

T %J (0.10.g, 0.31 mmaol) and stirred at room temperature overnight. The
o)

A8 TRApErAfed Lhet T radiéhsd Gikukatbwitprepared as for example 101,
acéphivirelindtrdpolas perfoittnat onirgriddegtinotitie-gofigmmeder vacuum
provided the title compound (0.04 g, 48%) as a white solid, MS (TSP):

m/e = 344.8 (M+H+). Alternatively, Bkexrglaaigon 30 mixture could be

purified directly by preparative HPLC (ZORBAX Eclipse XDB- C18,

21. 23 0ethyh55 prridhadiehtrdcelonitisvaterto QA0edarmitgadel-thiazol-4-y1)-
Example 102 2-Methyl-5-(pyridin-3-ylagigg)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2-yl)- amide WO 2006/074884 PCT/EP20061000090
f%ﬁﬁl&'@@ﬁ&ﬂﬁ@ﬂﬂ@(M@)(ﬁfe’:)i:@ﬁ@.{? R MEH fe‘g%%d%g ared as1. 101,
OLEXANG'S 01 stens Ade D Step § was perormed yeing

6-m thyl-pyr'idlrE -ylamine. xarhlf)‘Fég pgetoyl-thiazol-4-yl-ame.
2-Meth7I1-5-(p7ridin-3-71amino)-thiazole-4-carboxylic acid
(2-methyl-thiazol-4-yl)- 5 amide Th@xﬁﬁﬁ’](‘?oll%)ound, MS (ISP): m/e =

332,0 +), was prepared as for example 101, steps Ato D. Step D
waszblgrvl toﬁ“f-emma—ﬁ: Ay RiFRs st la-dcarharel eeitdpreblarg-pyridin-2-yl)-
2-Methyl-5-(pyridin-3-ylamino)-thiazoks=ddearboxylic acid
(6-chloro-pyridin-2-yl)- 10 amide The title compound, MS (ISP): role =
34821t orslpFER HRSY: @/ for @4GNPIEHDY, vetepapuiadls StepcBuple 101,
wetepperformeepHng EperfintacaVidin 2 HiarReEXa0AE 105
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(6-bromo-pyridin-2-yl)- 15 amide Thg fitlg.a@mpound, MS (ISP): m/e =

389.7, 391.7 (M+H+), was prepared as for example 101, steps A to D.

Step-Pruias-paypined y&ingS DI LIt NIG s FBMPIS A8 -2-41)-

amide

The title compound, MS (ISP): m/e = 389.7, 391.7 (M+H™), was prepared as for example
101, steps A to D. Step D was performed using 6-bromo-pyridin-2-ylamine.

Example 106
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (3-cyano-phenyl)-amide

The title compound, MS (ISP): m/e = 335.9 (M+H"), was prepared as for example 101,
steps A to D. Step D was performed using 3-amino-benzonitrile.

Example 107

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-fluoro-5-methyl-phenyl)-

amide

The title compound, MS (ISP): m/e = 343.0 (M+H"), was prepared as for example 101,
steps A to D. Step D was performed using 2-flizoro-5-methyl-phenylamine,

Example 108
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2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(3-cyano-phenyl)-amide 20 The title compound, MS (ISP): m/e = 335.9
(M+H+), was prepared as for example 101, steps A to D. Step D was
periorriedstsing 3-amino-benzonitrile. Example 107 PCT/EP2006/006090
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4¢zarboxylic acid

(2-flyoro-5-methyl-phenyl)- amide 25 The title compound, MS (ISP): We =

S TR A bR KT oot s 6 s 02 Srapccpheny)-
was performed using -2-f|ubro-S-meth)ampildenylamine, Example 108 WO
2006/074884 PCTIEP2006/000090 -62

2 Kne iyt soppypidih-ByIdAthopiha26leedidarib)ytieapiebared as for example 101,
(Stepiaracilsasobphenydforamidaikhe s compeuadnMSISR): We =

363.0 (M+HTt), was prepared as for example 101, steps Ato D. Step D

was performed using 5-ch|oro-2-fll@ggiﬁjp@w¢amine. 5 Example 109
2-Methyl-5-(p7ridin-3-ylamino)-thiazole-4-carboxylic acid
(3zchiengysiiggraiphenyinap)ideFhg it  MRfleDy Ve s
363.09(ﬂ|\§|%:LH+), was pgrjgpa_re(?] as for S(%méjale 1 %%%%Q%EOD% gﬁgﬁoﬁhenﬂ}
was performed using 3-ch|oro-2-f|uorgflﬁhgnylamine. 10 Example 110

2 -5-(pyridin-3- iNo)-thiazple-4-carboxylic acid m-tolylamide The
e T S B S s rparekpabrarample 101,
e%ﬁﬁ%&ﬁ%ﬁ@’t%@’%Eﬁ@?ﬁé&%&§@éﬁ0ﬁﬁb@n@sﬂg@%mmine. 7
Example 111 15 2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(6-fluoromethyl-pyridin-2- yl)-amidéxameltild Compound, MS (ISP): m/e =
344.1 (M+H+), was prepared as for example 101, steps Ato D. Step D
was perfo bty EdinGrahmingl-tldite 2lytatningic acid m-tolylamide

. 6-Pluoromethyl-pyridin-2-ylamine was prepared according to the following

15

20

25

sthefid: ePmRONPBASS ESPN /e-+H25 N (IR N, NkiZp2PaAd A shiuitionsgfe 101,
(Bedppcikamynbtéyy DpysidierR-e¢ abarmic iR igHbutyl ester ,

Example 111

2-Methyl-5-(pyridin-3-ylamino) ~thiazole-4-carboxylic acid {(6-fluoromethyl-pyridin-2-
yl)-amide

The title compound, MS (ISP): m/e = 344.1 (M+H"), was prepared as for example 101,
steps A to 1. Step D was performed using 6-fluoromethyl-pyridin-2-ylamine.

6-Fluoromethyl-pyridin-2-ylamine was prepared according to the following scheme.

PN X N X
PoRa-ys | (NN )
NN o N N0 F N R,

H H

A} A solution of (6-hydroxymethyl-pyridin-2-y1)-carbamic acid tert-butyl ester
(prepared as illustrated in example 135) (0.20 g, 0.90 mmol) in dichloromethane
(20.00 ml} was cooled under argon to 0°C and (diethylamino)sulfur trifluoride
(DAST) (0.20 g, 1.25 mmol) was added dropwise. The resulting solution was
stirred at room temperature for 30 min, then quenched by pouring the reaction
migture onto saturated sodium bicarbonate. The organic phase was separated,
dried over sodium sulphate and evaporated to a orange oil, which was purified by
flash chromatography (dichloromethane/ether) to yvield (6-fluoromethyl-pyridin-



10

'sodiumzé

(prepared as illustrated in example 135) (0.20 g, 0.90 mmol) in
dichloromethane (20.00 ml) was cooled under argon to OC and
(diethylamino)sulfur trifluoride (DAST) (0.20 g, 1.25 mmol) was added

wdroparizessihe resulting solution was 25 stirred at room teneperekewe: and0

min, then quenched by pouring the reagen mixture onto saturated

~ sodium b}i@grb nate. The organic phase was separated, dried over

fﬁ%é“&ifoa&‘é&% 154 s GraA ge Bitohasiesalaaters il dSIHYSP): m/e
flash chiréiatdlyFaphy (dichloromethane/ether) to yield S
(6-fluoromethyl-pyridin WO 2006/074884 PCTIEP2006/000090 -63
2-yBlcarbarimsion tdriblityrosteth(d-i0idib194) asBeoloriers My ester -
(6 Moro eyl By o e e Iy Gtmed 0 100G st or S
fluor - -2-yl)-carbamic acid tert=butyl ester (0.10 g, 0.43"

mmol) f’%ﬁﬁ%&% o T Aot et S g e S
clear s(iﬁﬁ S M BB hasto D P tHaskskrarerd Amenuithalizblomitethane,
5N Na®he THebitetiesasiphbsesresektiat tedsevinal tinfes: wiid evaporated to

 dichlorgividtheherchehgbpybiniacdofuanic pOAZSS Yeers ArsthaVer SO, was

sulfate @pg gyaporated to yield 6-fluoromethyl-pyridin-2-ylamine (0.04 g,
78%) as colorless oil, which was used crude. 10 Example 112
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(2-chloro-pyridin-4-yl)- amide Thegt%ﬁgl‘%%ngg%und, MS (ISP): m/e = 346.1

(M+H% ) WasH das for. exa aI%:elp%ate Ato D, Step D was,
perfgrge%g{%ssin(gsg&gﬁ]or pryﬁlé)ﬁ%}@fa}mﬁg %%’?(lé:r%cbﬁlgaféfgm"wngm'é'ﬁ}“

2-Methyl-5-(p7ridin-3-ylamino)-thiazolém?i?arboxylic acid
(é—imﬁhyl-pyridinA-yl - amide The title compound was prepared as
follbws® SURSIAG ' SehEmenss & Whdiod DFSLrvetitepyredins doylamingle 101,

Q --.6(9‘?}1%’506.13ﬁtﬁﬁrﬁoﬂ\)aﬂpd@mmﬂammgz?‘@ﬁlmljﬂ@ixﬁas@@&deﬁléo' a2N
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solution of trimethylaluminium in heptane (0.46 ml, 0.91 mmol). The
mixture was stirred at room tempé&satupéfor3l h, then
2-methyl-5-(pyridin-3-ylamino)- thiazole-4-carboxylic acid ethyl ester (0.08
g, bBethriblipwadiadeddnd) tereactiaar okt ewas imadiatedigia. 4-yl) -
microwave oven at 150C for 15 min.,Jlg. mixture was quenched with
water (1.00 ml) and diluted with dichloromethane. After drying with 25

S0l sRhAed R PRYARNIARIRNAPRIAIRH.L B (Reldus, was purified by
as

A solution of 2-methyl-pyridin-4-ylamine (0.10 g, 0.91 mmol) in dry dioxane (2.00 mi)
was added to a 2N solution of trimethylaluminium in heptane (0.46 ml, 0.91 mmol). The
mixture was stirred at room temperature for 1 h, then 2-methyl-5-(pyridin-3-ylamino)-
thiazole-4-carboxylic acid ethyl ester (0.08 g, 0.30 mmol) was added and the reaction
mixture was irradiated in a microwave oven at 150°C for 15 min. The mixture was
quenched with water (1.00 ml) and diluted with dichloromethane. After drying with
sodium sulphate, the solvent was evaporated. The residue was purified by flash
chromatography (dichloromethane/methanol) yielding the title compound (0.04 g, 41%)
as a yellow solid, MS {ISP}: m/e = 326.1 (M+H™).

2—Methy1»Sm(Pyridin~3~ylamino)-thiazole~4»carboxylic acid ethyl ester was prepared as
described in example 101, steps A to B..

- Example 114
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chromatography (dichloromethane/methanol) yielding the title compound
(0.04 g, 41%) as a yellow solid, MS (ISP): m/e = 326.1 (M+H+).
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid ethyl ester was

weepasedast described in example 101, steps A to B.. 30 ER&mir0dseh0090

WO 20061074884 PcT/EP2006/00009054-64

2-M I-5-(pyridin-3-ylaamino)-thiazaole-4-carboxylic acid ,
(5493%%%. B AR B DR RS S rereeids )
(M-H), was prepared as for example 4@8le using .
5-fluoro-pyridin-2-ylamine. 5 Example 115

2 e titis-Sotppeidid- 34 A0 yrtiviaz 018- 4 -drEOXylis @cigared as for example 113,
(Zingthyl-pysipididi-d2yllaamide The title compound was prepared as
illustrated in schemes 4 and 5. A) A solution of .
2-methyl-thiazole-4-carboxylic aci@ﬁtllmghﬁeﬁgr (3.14 g, 20.00mmol) 10in
methanol (50.00 ml) was treated with 2N NaOH (30.00 ml) and stirred at
roametg IR esaiEe-fOF4B M. dMsthanol Moued {Q—M?@é@cﬂn—&ﬂ}
resyhliing slurry was neutralized with HCI 2N (30.00 ml). The acqueous

phase was then extracted three times with ethyl acetate. -The -combined

iG layers were dried with sadium sulphate and evaporated.
cz}?%ﬂge%ﬁﬁlft Haz0l6-4 Carboxyfic zéscagl f?%@y L §RE768 S Dbtained as a

yellow splid, MS (ISP): m/e = 142.1 (M-H), which,was used crude. B) A

Lo ot ST T HLRAF 5 A G165 iy O0mimal)
tetrahydPdR<Eae (B0 B antisasebiathtaN 28O H38 0 rgbrraheitred tsdoon
with a leBNsdutidnrafbuthyMtiunolwaexanes (28 . V440l 13688 mmehs surry

The reaglipped M xananaeieN (e ye R0 T%Q%l:&%%%‘??ﬁ%‘!&%‘é‘(%é%?emacted

min,.th led in tq -.78C. A solution gf.elemental bromine (3.04 g, .
O S i o -

19.05 mmgl) in hexane (2;00 m

left to WY FEBRT I HbaRTatron2 diethehtiepgadaindeotia NaHC2 48 g
The mi¥ilie wasadkiacled thydbtimeldvts (hsthyteie-chioridesany tech was
combinastdegadic layers were dried over sodium 25 sulphate and

evaporated. 5-Bromo-2-methyl-thiazole-4-carboxylic acid (3.79 g, 99%)

wasBbtrinsik@shaseioneagidhMS1H IR EBigIR 220(222-3 WED. mmol) in

which ‘E\éﬁ%lﬂﬁﬁgﬁ&%%e(zoo.oo ml) was cooled to -78°C under argon and treated with a
L6N solution of buthyllithium in hexanes (22.74 ml, 36.38 mmol). The reaction
mixture was left to warm to room temperature over 15 min, then cooled again to -
78°C. A solution of elemental bromine (3.04 g, 19.05 mmol) in hexane (2.00 ml)
was added. The reaction mixture was left to warm to room temperature, then
quenched by addition of 1IN HCL The mixture was extracted three times with
methylene chloride, and the combined organic layers were dried over sodium
sulphate and evaporated. 5-Bromo-2-methyl-thiazole-4-carboxylic acid (3.79 g,
99%) was obtained as a yellow solid, MS (ISP): m/e = 220.0, 222.1 (M-H), which
was used crude,

C) Asolution of 5-bromo-2-methyl-thiazole-4~carboxylic acid (1.50 g, 6.75 mmol) in
methanol (80.00 ml) was treated with a saturated solution of HCl in ether (3.00
ml). The reaction mixture was heated at reflux for 3 h then the volatiles were
removed. The residue was purified by flash chromatography {methylene
chloride/methanol) yielding 5-bromo-2-methyl-thiazole-4-carboxylic acid methyl
ester (1.30 g, 82%) as a white solid, MS (ISP): m/e = 235.9, 257.9 (M+1").
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C) A solution of 5-bromo-2-methyl-thiazole-4-carboxylic acid (1.50 g, 6.75
mmol) in methanol (80.00 ml) was treated with a saturated solution of
HC1 in ether (3.00 30 nil). The reaction mixture was heated at reflux for 3

wothestHésyolatiles were removed. The residue was purificRiCHYEH2/000050
chromatography (methylene chloride/mgthanol) yielding

5-bromo-2-methyl-thiazole-4-carboxylic acid methyl ester (1.30 g, 82%)
as alhiE G S (@8P i ses darseedby bubllirgyity @00/ 0nagEasonic
PCT/EP2006/090086ed6® D) Rajedionanendl@.Ga:hithnakidggassedly of 4,5-

bl{bb"n@iWE@EE?ﬂﬂﬁH&@ﬂﬂHSEQ@mﬁeﬁﬁiﬁénﬁl@&aﬁqﬁ%&s@ gesded 0.66 mmol),
microw opain mixture of,4,5- '
pis(chpro i AR P, 2o, somples (st 63 ool
i AR A s A b e s T
mmol), SishaiyBeytantt-® @ 2.00gn200 mrhotyjum carbonate (1.16 g, 6.00 mmol).
5-brom@-methykthiazoletdcarioxylic acisl methyl£teF (Q:45s0.08-0Qbutyl-3-
mmol) @Hg}%ﬂ}élﬂ 1 aMoxsTdaTalnt ). 1 LRe mixur S
stirred for 10 .min, then a fe@f{ %é%é?c@p%?s %S?%%ﬂ%ﬁrﬁﬁg (ﬁé&vﬁ%s irradiated
el pTISSORAYE R A Et? TR L ERLE ERSTEd s Fpoved under
microwd9e Bk 1Bossdre sreinumhedorafiiel dhepaierraelidbeptane/ethyl
under 1@staeiunyidiidghe-resityiesvas jiniffed by flasthbshratod@pty  acid

(heptangygthytsasetale), VRIding a yeliow solid, MS 5:_[51?): m/e = 250.1 (M-+EY).
2-methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid methyl ester

(04799430} & yeow,old M .S e (6.%@%-11.@3' %;JJC)@ &) Ay dioxane
I -methyl- din-4-vl .18 . [).in d
Giovane T B A0 A RS SLHGR PGl 055

- heptand. (8. BE1RH Tir 22658 trien sorwel rfixeore waparedion idoien 2-methyl-
tempera&tpgridint3mylthena-thietiold-4-carboxylic acid methyl ester (0.14 g, 0.55

5-(py|r) idﬁﬂu%ﬂ'ﬁﬁéi@&&eﬁlt ﬁ&%ﬂg%[&?ﬁ?&@u@@@a@%%&%tﬁf At v NeRren at
mmo eacuon mixiure was.irradiated in ICkOWaVve.

oven st b qﬁ?@é‘%ﬁ?%h%%mg S R AT G e
and dilot&d %%ﬁ%%ﬂ?efﬁénn@%@%ﬁgﬂoﬁrﬂﬁ%r‘ﬂ%ﬁ@c\)\‘ﬂfﬁ soignaie the
sulphatélseto ovetsivenpswere dbaposated. Wisepresidd ebydlsshutifieabipgraphy
flash chidichitngraphyc(siahtommeshanedmsthaneh:dalipnaciBy tikeration tide
in diethibeieiodredile RORRANKLAAY g SURNATONREAS Rre — 5275

white s th1 (ISP): m/e = 327.3 (M+H+). Example 116
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid
-chloro-pyridin-2-yl)- ami
(6-chloro-pyridin-2-yl)- amide Example 116
2-Methyl-5-(pyrimidin-5-ylamino) ~thiazole-4-carboxylic acid (6-chloro~pyridin-2-y1)-
amide

The title compound, MS (ISP): m/e = 347.0 (M+H"), was prepared as for example 101,
steps A to D. Step B was performed using 5-bromo-pyrimidine and yielded 2-methyl-5-
(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid ethyl ester, which was hydrolised to 2-
methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid in step C. This was coupled
with 6-chloro-pyridin-2-yl-amine in step D.

Example 117

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide



The title compound, MS (ISP): We = 347.0 (M+H+), was prepared as for
example 101, steps A to D. Step B was performed using
5-bromo-pyrimidine and yielded 2-methyl-5-
sy eimnidis84ylamino)-thiazole-4-carboxylic acid ethyl ester, RUKIER208508090
hydrolised to 2 30 methyl-5-(pyrimidin-5-samino)-thiazole-4-carboxylic
acT%m Step C. This was coui)led with 6-chloro-pyridin-2-yl-amine in step

R AP uRdMEHSB L sy TridRT. SI%Wn%)wmmmerm@arﬁgoxyhmple 116,
acigisantieihyitpy itirepyfoaneitiesMid-2006/DFABEA -2-yl-amine. :
PCTIEP2006/000090 -66 The title compound, MS (ISP): m/e = 327. 1
(M+H+), was prepared as for examipientiio 1 1steps A to D. Step D was
performed using 6-methyl-pyridin-2-yl-amine. Example 118

2-MelisthB-(pypimidid:b-§igaminio))thiazole-A-cabbeNigcROio methyl- thiazol-4- yl)

5 (2-methyl-thiazol-4-yl)- 5 amide The tiflg.gompound, MS (ISP): m/e =

333.3 (M+H+), was prepared as for example 116, steps Ato D. Step D

W%éllt)ﬁﬂcl@gﬂpy &&ﬁ@%\%%ﬁ%’%@ﬁ%ﬁe ﬁsz‘l’i&m%&%@a zgeﬁ as for example 116,
n?et yipyridin-4-Vi Ifﬁ?’a é %ﬁfﬁe&@fﬁ AT VSIS mie =

327 1 (M+H), was prepared as described in_example ,113, reacting
2-methyl-5-(pyrimidin-5-ylamino)- tHhiEvERied -h%lrboxyllc .acid ethyl ester

WIKQ &%5&3 o {,Pﬁ)ﬁ/%‘?f %P’ mI%ﬁ’ﬁ’&%@%ﬁﬁéﬁ%ﬁﬁd&l?éléér%tiéﬁﬁ@flé@}t@ﬁwaﬂsﬂ)—

0 prepared as 15 described in examplexhid; steps A to B. Example 120

15 PERETE gd?z? example 116, steps A o

20

23

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid
(5Thadi8epsardirpendl) MSrithe X he/ titte 80hipEURE] M SvibSRpankd 7s33&dibed in

(Mﬂfhﬁﬁwmpfe@afﬂ@ a5 slegsyilieg jRind@ RAMIR b 3 IBARIB arboxylic acid .
2-mgihvlsp+RYrdIR: #}ﬁﬁlﬁ@ﬁhﬁﬁ%le -4-carboxylic acid ethyl ester

with 5-fluoro-pyridin-2- amine

2 155((}%51{1?{@1?1% g ‘ﬁ;'az A S S Petfared a

esc |bed eps

Example 120 .

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (5-fluoro-pyridin-2-yl)-

amide

The title compound, MS (ISP): m/e = 331.1 (M+H™), was prepared as described in
example 113, reacting 2-methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid
ethyl ester with 5-fluoro-pyridin-2-ylamine.

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid ethyl ester was prepared as
described in example 116, steps A to B.

Example 121
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide

The title compound, MS (ISP): m/e = 346.5 (M+H?"), was prepared as for example 116,
steps A to D. Step D was performed using 3-chloro aniline.

Example 122



10

25 2-Methyl-5-(pyrimidin-5-ylarnino)-thiazole-4-carboxylic acid
(3-chloro-phenyl)-amide The title compound, MS (ISP): m/e = 346.5
(M+H+), was prepared as for example 116, steps A to D. Step D was
Yortoreréedeising 3-chloro aniline. Example 122 WO 2006/0P43822006/60609¢
PCTIEP2006/000090 -67 - 67 -

-5-(4-met ridin-3-)rlamino)-thiazole-4-carboxylic acid
(e AT Sk e PO L A Sy i epheny):
(M+H+) was prepared as for examplemdE; steps A to D. Step B was
performed using 3-bromo-4-methyl-pyridine and yielded 2 5
meERsyliib: pmrrstaydpVS AR B yiainin 0} Yot 4 cerbprylicedcid @mampze 101,
esteps whiclDyagpBosabiSRE@med using 3-bromo-4-methyl-p c{madme and vielded 2-

zmgwsf{ﬂrm yﬁkﬁﬂg%‘ slamngisihiazols % @Q% AEtD, Wtﬁféh was

C, This.was o o aniljne in step Xam
‘ﬂiﬂﬁl g(z? Meths F%iy _gﬁnrﬁe ﬁlrﬁm%a%@%%m id-gpgoxylic acid in
(eﬁfﬁib%ﬁ %ﬁﬁoqﬁeg-wfa%nm@wm isotitpdund, MS (ISP): We =
340.2 (M+FI+), was prepared as for example 122, steps Ato D. Step D
was performed using 6-methyl-pyridianzpiddAfine. Example'124
2-Methyl-5-(4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid
(2Z2rivshyi-fytidimeth B 37 hliandidh.Mhe Yitlsagotegennby WG SRS Wealsl-pyridin-
340.3 (M-H), was prepared as for examplgidd 3, using
2-methyl-5-(4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid ethyl

gﬁgﬁ;ﬁg&ihﬁg@%@ﬁ?& }A%EH%O 2 (M+HI 3 Zivas prep areld as fOé’ e;{;?] Iple 122,
{H?BI E) = e-4= C IC acCld etny
esteﬁr was prepared as %escrrged In xampﬁey%ﬁr ste %[%/m@ using ‘20

- .3-bromo-4-methyl-pyridine.. Exam

15

20

25

30

5-(5-Cyano-pyridin-3- ylamlno) 2 me}fﬁnip |azole 4- carboxyllc acid

B

performed using 5-bromo- n|cot|no ‘gllelded 5-(5-

ano-pyridin-3- ylamlno) -2-methyl- thlazole 4-carboxylic acid ethyl ester,
wﬁlﬁﬁﬁ%@o EeMiSo(ISP): m/e = 340.3 (M-H), was prepared as for example 113,

Su@nsyanmﬁydrdnﬁmmlmammtﬁyﬂnﬁmzmeﬂ@e&m%ﬂmml@l:m HOPL ester
Canthi-Myes 2 Qi Wit 2l osVARHING I SIGRND: pyridin-3-ylamino)-thiazole-4-

carboxylic acid ethyl ester was prepared as described in example 101, steps A to B, using
3-bromo-4-methyl-pyridine.

Example 125

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (3-chloro-phenyl)-
amide

The title compound, MS (ISP): m/e = 370.6 (M+H"), was prepared as for example 101,
steps A to D. Step B was performed using 5-bromo-nicotinonitrile and yielded 5-(5-
cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid ethyl ester, which was
hydrolised to 5- (5-cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid in step
. This was coupled with 3-chloro aniline in step D.

Example 126



30 Example 126 WO 2006/074884 PCT/EP2006/000090 -68
5-(5-Cyano-p)rridin-3-ylarnino)-2-methyl-thiazole-4-carboxylic acid
(6-methyl-pyridin- 2-yl)-amide The title compound, MS (ISP): We = 351.2
VIA-24 8BS prepared as for example 125, steps A to D. SEER/EPNaE600096
performed using 6-meth7l-p7ridin-2-ylarggne. 5 Example 127
5-Amino-2-methyl-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide The
tithe(EdRTpBRmdis hrégared-dsredbrribeu destisahrpicirid omadmafyridin-
5-amino-2-methyl-tbiazole-4-carbozwig-asidethyl ester (prepared as
described in example 105, step A) (0.10 g, 0.54 mmol) in THP (2.5 ml)
welge fifldreatgdunithMsniesthylamiropyriding-(BIV AR anebaic ds ot ample 125,
d&aépmatﬁ. Bar30s HRadninuewas inadiatedinamyciawave oven at
100C for 10min, then the solvent was evaporated. The residue was
purified by flash chromatography ¢he gtethyl acetate) yielding
2-t'ert-butoxycarbonylamino-5- methyl-thiophene-3-carboxylic acid ethyl
ester (0. 70% /el i, MS. 15.(I1SP): m/e = 287 +H+). B)
. m"&)"‘%%?%%r ol Ca%o{%l%n%%ﬁyﬁ &Eéeﬁgééﬁa%ﬁe

A solution or 2-tert-but onyflé{mlno hiop oxylic

o Bt R et ot L L HARE). The miaure was
warmed to 55C for,1 h, then acidified.to 5 with HC1 IN..T
orecidtet SO 6T éﬁ%@%ﬁ%ﬁ%ﬁ%ﬁ §?§§% e e
2-tert-bt6&9&ﬁi‘ﬁ&ﬁ@y}ﬁﬁﬁﬁ@ EmethyiERH: 3earBBRAie Eeid (0. Rl was

10 83%) astaatdditevidlidiiiSh{lsRinopieidis TDMAMRH +hdCYidtabibitih dfcarbonate
2-tert-bl{@ﬁ%@ﬁrbﬁﬂyﬂa?tm-méﬁmﬁmmw@ngra«&@erb@dzsy@@hamo@?&qomin,
4.49 m in.dimet rmamide (50,00, mwas treated with 3- 0

g, 6.73 Mt tivr * ‘ 1871

evaporatedharidivmheesithserberifietd fish strothdlogrdphy as a yellow oil, MS

15 (heptanelsthyhaeetate) (viE.
[3-(3-chloro-phenylcarbamoyl)-5-methyl-thiophen-2-yl]-carbamic acid tert-
butylmstes Qe 27 YeptasuoypllowssalchiMSs (kadi e p368-8-tMbkylic acd
30 D) [3; S'F@%EO(&B@%y'f.ﬂibgﬁ%}ﬁ')%ﬁﬂféﬂﬁ'z%apﬂﬁn‘;%g{l&%@%ﬁ? 255 N
acid tert- Z]tyl ester (I~O£ 59, 1.20m op was di QlL ed in trifluoroacetic o
acid (Tﬁglﬁ(élc%l ?(O in water (2.83 1%, 22 mm{:ﬁ gc—: mixture was warmed to 55°C

for 1 h, then acidified to pH 5 with HCl 1N. The precipitated solid was filtered

20 and dried under vacuum to vyield 2-tert-btoxycarbonylamino-5-methyl-
thiophene-3-carboxylic acid (0.52 g, 83%)) as a white solid, MS (ISP): m/e = 257.1
(M-H.

C) A solution of 2-tert-butoxycarbonylamino-5-methyl-thiophene-3-carboxylic acid
(1.16 g, 4.49 mmol) in dimethylformamide (50.00 ml) was treated with 3-chloro
25 aniline (0.86 g, 6.73 mmol), DIPEA (1.74 g, 13.47 mmol) and TBTU (2.16 g, 6.73
mmol) and stirred at room temperature for 48 h. The volatiles were evaporated .
and the residue purified by flash chromatography (heptane/ethyl acetate), to yield
{3-(3-chloro-phenylcarbamoyl)-5-methyl-thiophen-2-yl]-carbamic  acid tert-

butyl ester (0.45 g, 27%) as a yellow solid, MS (ISP): m/e = 368.6 (M+H")

30 D) [3-(3-Chloro-phenylcarbamoyl)-5-methyl-thiophen-2-yl]-carbamic  acid tert-
butyl ester (0.45 g, 1.20 mmol) was dissolved in trifluoroacetic acid (TFA) (16.00
ml) and stirred at room temperature for 15min. The acid was then evaporated and
the residue purified by flash chromatography (dichloromethane/methanol) to

'lét%{ %@WM}“O’;S: - e
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nil) and stirred at room temperature for 15min. The acid was then
evaporated and the residue purified by flash chromatography
(dichloromethane/methanol) to WO 2006/074884 PCTIEP2006/000090
We2opigd4sHe title compound (0.28 g, 88%) as a light browrPS®IiE,2M&000090
(ISP): m/e = 268.3 (M+H+) Example 128 -
5-Benzol no—%ﬁ:methyl -tluazole-4- carboxyllc acid ‘
(3-chlord® MITRBUPHE B BoPRBB A skt fraparselidy MS (ISP): m/e =
benzoyl%@ﬁa%(éﬁﬁga?mno 2-methyl-thiazole-4- carboxylic acid
(3-chloro-phenyl)-amide (prepared as illustrated in example 127), as
follows. A solution of 5-amino-2-methylzliaZ®le-4-carboxylic acid
(3-chloro-phenyl)-amide (0.04 g, 0.17 mmol) in dry dioxane (0.50 ml) and
pyridiRe’@07lmijwels wodige it B tocard titiategiithtdenzont osdel.
(0.02 g, 0.17 mmol). The mixture was then left to warm to room

tdimpdidtucenapriistirved QrepnightbAftenavaparationnftoesolyent wihBiazole-4-

hasia t t d (0.003
e e o e LB A S %27, a0

2-Methyl-5-(pyridin-4-ylamino)-thiazole-4-carboxylic acid

( henyl-amide, The title com und Was prepared by reaction of
%%‘8?%%959 m?;': %a%zgle %1 fgg g R O T prariraryl)-amide

E)Or ﬁﬂ%@%ra%émﬁl@%am&é@zn )wnﬁ By 6p)dieyasdotlonss 0°C
aryi at@aaaﬁm e widsriaddedq,d s aleaol UYAM VAL SOREAINAY RAwarm
Mixiosen et per2Qrbis{dinheny RRASPHY nﬂﬁf&g ?f’lﬁl: ?vent the residue

%gmme@n%ée%gg ﬁg%@ magﬁ%aﬁp%ban@y IO hite soli,
-h r{)c orﬁlz% I1‘15 mmol), 5-amino-2-methyl-thiazole-4-

carboxylic acid (3-chloro-phenyl)-amide (0.05 g, 0.19 mmol) o desim T T

carbonate (0.18 g, 0.54 mmol). T%}éimdr%?was stirred for 10min, then

wrac&\%?hglv%a microwave oven at 25 150C for 10min. The volatiles were

thér EdRIRdEr bakinine aikip ke rtsithewim gl Fickd drp fhshyl-amide

ﬁ@éélatograph y (dichloromethane/methanol), yielding the title compound
emesResstity MSHSPE ein @25 fiyi+HiyoExamplexylic

ESI@ Zﬂwélbﬂsd -Bh@syi) etmydipyfidipadeyl amina)rthiazeolard- eRrRpNYimagidyiy 4.

(EoneipppyEdingBOw:Y!)-amide

Dry dioxane (1.00 ml) was added to a sealed microwave vial containing a mixture of 4,5-
bis(diphen}rlphosphino)@,9~dimethybcanthene (Xantphos) (0.015 g, 0.026 mmol),
palladium  dibenzylidencacetone chloroform complex (0.008 g, 0.008 mmol), 4-
bromopyridine hydrochloride (0.03 g, 0.15 mmol), 5-amino-2-methyl-thiazole-4-
carboxylic acid (3-chloro-phenyl)-amide (0.05 g, 0.19 mmol) and cesium carbonate (0.18
g, 0.54 mmol). The mixture was stirred for 10min, then irradiated in a microwave oven at
150°C for 10min. The volatiles were then removed under vacuum, and the residue was
purified by flash chromatography (dichloromethanef methanol), yielding the title
compound {0.005 g, 9%), as a yellow solid, MS (ISP): m/e = 345.5 (M+H™.

Example 130

2-Meth}fi—5—(2—methpryridin~3 ~ylamino) ~thiazole-4-carboxylic acid ( G-methyl-pyridin-
2-yl)-amide

The title compound was prepared as illustrated in scheme 4.



The title compound. was prepared as illustrated in scheme 4. WO

2006/074884 PCT/EP2006/000090 -70 A) A. solution of
5-bromo-2-methyl-thiazole-4-carboxylic acid (prepared as, described in
ERAOIET489, steps A to B) (0.31 g, 1.39 mmol) in dimethyREliHRARAGE00090
(20.00 ml) was treated with DIPEA (0.27 %,-2.08 mmol), TBTU (0.47 g,

1.46 ) and 6-methy|-pyridin-2- 0. 1.66 mmol) 5 and

stlrreg\1 S.ngroomutemper%'jltlli.r%¥8{7é°n‘?' d%?%?’?mﬁ%%cﬁ%%m RIS HEMAYEd (RigRared as
vacuum Srdrihedreid ssasurified By flstepschtortratddrafhfli(heptdidetiphol) in
acetate) dienyibjtf@sheorive- R2methyllthiaphene-3-satbDiylie acid7 g, 2.08 mmol),

(6-methyfpyriding2-y): amidedo- :Lﬁigs §§ laﬁrﬁcﬂgrﬁ yﬁﬁﬁ}%%@lﬁ é\/l§66 mrnol)

5 (ISP): mig 7 314, 12 0 (M+H+
” 2-bromo-S-met y% ene: -cgr o ?’ce%lé q(gfpﬁ TRt fgmoved under

2-yI)-amitE (oS “Bé‘fés}ﬁ%‘ﬁcﬂ)l%ﬁadiuhﬂéfﬂwwﬁ@m@aﬁynﬁmtﬁwp;lmi acetate)
dioxane t¢1yBYiAibwaw degatsdd iymonicatiarbandiargioh butkingpdGin-2-y1)-
Bis(diphenyteiosphissd, & dmpatidiantbraeiXarphes) (0:916 61 P81

mmol) and palladium dibenzylideneacetone chloroform complex (O 008 g,

0.01 mmeloNvesa aﬂﬂ%@o&mmﬁéﬁhmtﬂﬁﬁaméﬁt@ﬂﬂm@cdiaﬁod@t}ﬂ& ndm—

10 complets, ﬁ nallya e%ggeg{reé éf [6.Vas lreated with. }%f{? f(;t:%%%%e X éoxane

25

30

irr in a_microwave OV

g, 0.28 %I) arﬂ'kﬁ/

solvent ché ed"Bhd&egssttim? ‘én&‘tﬂ’éﬁ}‘é@?duélﬁunﬁ@dﬂby hubhting.  4,5-
chromat&éfdareridibiiofoneethrdimshiibmotfemmiBmid) Hosy il d the;,tile3 mmotl)
compoundd @AibGign 284)aEddight yalon selid-NM S teRY: MBF 34%1 mmol)

(M+H+). v?&e_amt?éﬁgjmminew s stirred until i
5 2" Methyls 5- l%mzm 2 § hlazaose lﬁfm a]fmox dllsg%gmm was complete. Finally,
e

¥ (G:methylpyriain-2 S-S S THE SIS WS G SE ool aghrirgadiated
(M+H+), HASiFeparedus fﬁrléQé?'rfﬁIeIiW E@ﬁglﬁmwsﬁwﬁmer vacaum
performeddising fhyrazini2sidaenine. gorfExampleti32  flash chromatography

(ZGAfY?Q?g)g@c(gﬁmm&mﬁgﬁmﬁjm@ﬁ% RAROUYlica6ig compound (0.015 &
ety A R P Mo R B e

,¢ Performed using pyrimidin-2- ylamlr}}g( 30 E llnple 133
2 Methyl-5-(pyridin-2- ylamlno) thlazoflmﬁ carboxyllc acid

(6- rﬁeﬁ?éﬂl{% (Epyraz w-2-ylamino )-thiazole-4- ~carboxylic acid (6-methyl-pyridin-2-yi)-
amide

The title compound, MS (ISP): m/e = 327.3 (M+H"), was prepared as for example 130,
steps A to B. Step B was performed using pyrazin-2-ylamine.

Example 132

2-Methyl-5-{pyrimidin-2-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)~
amide

The title compound, MS (ISP): m/e = 327.3 (M+H"), was prepared as for example 130,
steps A to B. Step B was performed using pyrimidin-2-ylamine,

Example 133

2-Methyl-5-(pyridin-2-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
amide



amide WO 2006/074884 PCTIEP2006/000090 -71 The title compound,
MS (ISP): We = 326.1 (M+H+), was prepared as for example 130, steps
A to B. Step B was performed using pyridin-2-ylamine. Example 134

WIMeYIB3yridazin-3-ylamino)-thiazole-4-carboxylic acid PCT/EP2006/06009¢

5

10

13

20

25

(6-methyl-pyridin-2-yl)- 5 amide The title7dompound MS (ISP): mle =

3 +H+), w for example 130, steps A to B. Step
iﬁ%&% °&§§ %ﬁ iR 5 P& BEPREE esa%*rd%a{nple 130,
[25%@1%@(6%@&@&%@@@%%@@@@%%%@@2%mo} pyridin-2- 10
ylmethyl ester The title compound, MS (ISP): m/e = 384.1 (M+H+), was
prepared as for example 130, stepisampde B34 Step A was performed
using ,acetic acid 6-amino-pyridin-2-ylmethyl ester-.., and using a
différdietigdridensakionGrotoublaslictiolwst-tagaiutiaraofl (6-methyl-pyridin-2-y1)-
5-bromo-2-methyl-thiazole-4-carboxylig{geepared as described in 15
example 119, steps A to B) (0.13 g, 0.60 mmol) in dichloromethane (5.00

miz)w;@@;@&;{aidi@ i} wasirepted mb)ftdn%i;pfﬁ?glg?%ﬁgr%a #0r@Rample 130,
t erature ter this time
g@lr'%ln%@pyBrgl(f:)rl{rél%z 3%#1 Ee%r?ég ([(Snf(? 5,080 3nYmmlﬁnand DIPEA (0.16 g,
1.20 mmol) were added, and the nyture s?ggd for 30min. The solvents

were then evaporated and the residue p‘fm ed by flash chromatography

20 h tan tic aci

o ST O Sty el e g pyeidi-2-
ester (0.17 g, 76%) as a white solidiohty S We = 372.0, 370.0
(M+1-1+). Acetic acid 6- [§5 -bromo-2-methyl-thiazole-4-carbonyl) -amino]

-pyhaiite-stmaeride r s misrcstdidiiiith pyieipe3stehwn@irseple 130,

.- B@pagictthi. titlep compopmthr2izd\ceitig acidGraithBonividipriihneidthyl ester

esied was;Rrenrred asiivatiaiad.iadhsrinlioning: scheme: O 11 O OPPA,
TEA ~ O NaBHg ~ ~i O'N OH t-BUGH 'O a N N~O HO I N N~O O Ac,0O,

TRASEMOR Qf Og«gﬁﬁ@Zl—MeW}ﬂ&Qa%Mdlcarbcxylic (prepared as described in
example 119, steps A to B} {0.13 g, 0.60 mmol) in dichloromethane (5.00 ml) and DMEF
(0.10 ml) was treated with thionyl chloride (0.08 g, 0.66 mmol) and stirred at room
temperature for 4.5 h. After this time, 6-amino-pyridin-2-ylmethyl ester (0.10 g, 0.60
mmol} and DIPEA (0.16 g, 1.20 mmol) were added, and the mixture stirred for 30min.
The solvents were then evaporated and the residue purified by flash chromatography
{(heptane/ethyl aceate) to yield acetic acid 6-[(5-bromo-2-methyl-thiazole-4-carbonyl)-
amino]-pyridin-2-ylmethyl ester (0.17 g, 76%) as a white solid, MS (ISP): m/e = 372.0,
370.0 (M+H™").

Acetic acid 6-[(5-bromo-2-methyl-thiazole-4-carbonyl)-amino]-pyridin-2-yimethyl ester
was then coupled with pyridin-3-ylamine in step B to yield the title compound.

Acetic acid 6~-amino-pyridin-2-ylmethyl ester was prepared as illusirated in the following

scheme:

[ X
0 o _bPPATEA _ NaBH,
N eswon \/0 /g

0] OH

A0, TEA, DMAP G >< o Y
m T

N~ NH,
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WO 2006/074884 PCT/EP2006/000090 -72 A) A solution of
pyridine-2,6-dicarboxylic acid monoethyl ester (1.00 g, 5.12mmol),
triethylamine (1.04 g, 10.24 mmol), diphenylphosphoryl azide (DPPA)
WR3806/077882 mmol) and tert-butanol (3.00 ml) in toluene (FO-HEFRPLPL020
warmed at 100C for 20 h. The mixture"W&s then cooled at room

tempﬁfahuggluﬁgﬁtgg %anelt%yé A% tatell@' %%I;‘llggt}\{v thstse%ttjf ngd 3.12mmol),

sodium bIC onate ne e or anlc ayer was

sodium & ?glgﬁ B04 Sordtdt mne! @B@@Y\]ﬁ%sﬁﬁﬂ%&%ﬁeﬂ%ﬁpﬁ (1.93 g,
chromat6giapiyold gieldstientapatodyéarbnifainimmepiidiherd) carbowyticed at
acid ethybe‘sleif LOB. ¢ hE8%a1as avisteus yRAGR Qb M@ SN &itited with
267.3 (Mﬂﬂ?‘i)aée@a@) A&QJHH% Qfith saturated sodium b1c rbpnate (_iL B e. The
6-tert- buto&ca bon r’;% Oa J’I?Ine -2- C% §}iic acid e Pester 8

3.98 mmof in et ano 00" i) wae it ol éﬁﬂ’ﬁ’@é %ﬂﬁe&d“e
finely potfidepaaiEsd *%eﬂsgdgrmg@mb}r) tndishitrédai-toderycarbonylamino-
temperapyrtior-25mihosflie mikietgvastienceoiaeiode And soOeiuge oil, MS

boron hymhigenwas agldedvipprtionwise. The mixture was stirred at 0C for 2
h, then poured into water and 15 extracted with chloroform. The combined

extragis Avee 3 a rat Hek este

coIo?gs% CH% gﬁgjqu% {S;?’ SIS?&?%??QQ%%Y&BQ Q%gb% Ehéad ethyl ester
(6- hydroxym i pyrial -5 SheaghiZhR rﬁlﬁ[ﬂfﬂ Withet aorsepd psated with
We = 2J8dt Y([Qf# $§€<%\,ﬂ?&],z §9L&é709§rgg@01¢)md stirred at room temperature for
(6-Hydréryimethy pyridiwasyheaarsdedicodcid 4ed odtyhestes {hRhige Jhdded
20 mmqb)ommgﬁ%eqnaﬂtdfshmgqm%mw@@o% H"l&%ﬂ%%@&ﬁ%ﬁ@k@ﬁer and

(1.32 ml)and.freais met aminopyridine and
acetic agn drlde 0. 43 7 mhr%‘i# qeg}rlmcfl(fture Was s ifte OV%\‘ sodinm
temperaty %‘%era’i i ﬁ?oﬂ%eﬁ ftHitsed BeReh(Gdter 850 COﬂSISﬁﬂg of almost

d.ch|oronﬁ!é@h%bydm@fm@hmmﬁm Andb drietrivercisotitiaylphste M (ISP):
evaporated=THe. 143ie Yyahipuntiedsey fagh, 25 chromatography
(heptane/ethyl acetate) to yield acetic acid 6-tert-

bult(é@l\(ﬂzwli{ilfngkamtmhpyﬂﬁlﬂlﬁ ylﬁﬂﬁﬂ&%ﬁﬁi@figcﬁﬁegt@&?@ ERE \fc@s@ g 3.79
Soll IC
) % v)asvﬁﬁsol%a rl‘ciMiﬂnl %%ﬁ%ﬂé@t&nl}ﬁ( Siéseﬁ %y}gmne 32 ml)

6-tert-but ycar nylamino-pyridin-2-ylmet
in dlchlorg;(ne anae 03 CEsH 8‘6@ A7 gSOOtﬁ%UB%’&Beﬁ@ acetic

acid (2. 2400y i 44 de d- Hrapmebe TAftanistiriigeasiowd temper smpefonre for
3h, furtﬁénm,ﬂt]mmamimﬁaﬂ@é%&%}m&dﬁ&d@ﬂﬁﬁhﬁ&h@%ﬂ@&gamc layer

maintaines defduieesaila e RAcian MV as LASIHRL VIR d:ed by Aash
chromatography (heptane/ethyl acetate) to yield acetic acid 6-tert-

butoxycarbonylamino-pyridin-2-ylmethyl ester (0.85 g, 84%) as a white solid, M3
(ISP): m/e = 267.1 (M+H").

D} A solution of acetic acid 6-tert-butoxycarbonylamino-pyridin-2-ylmethyl ester
(0.85 g, 3.18 mmol) in dichloromethane (30.00 ml) was cooled to 0°C and
triftuoroacetic acid (240 ml) was added dropwise. After stirting at room
temperature for 3 h, further trifluoroacetic acid (1.50 ml) was added and stirring
was maintained for further 2 h. The reaction mixture was basified with 1 N
sodium bicarbonate (54.00 ml) to a pH 8. The organic phase was separated and
the acqueous phase extracted twice with dichloromethane. The combined organic
layers were dried over sodium sulphate and evaporated to yield pure acetic acid 6-

amino-pyridin-2-ylmethyl ester (0 54 g, 100%) as a white solid, MS (ISP): m/e =
167.4 (M+H™Y.
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sodium bicarbonate (54.00 nil) to a pH 8. The organic phase was
separated and the acqueous phase extracted twice with dichloromethane.
The combined organic 35 layers were dried over sodium sulphate and

vy apokaseito yield pure acetic acid 6- amino-pyridin-2-ylmetiyiresten00090
(0.54 g, 100%) as a white solid, MS (ISP3}:.-m/e = 167.4 (M+H ). WO
2006/074884 PCT/EP2006/000090 -73 Example 136
2-Methyl-5-(pyridin-3-ylamino)-thidzstemedadhoxylic acid
(6-hydroxymethyl-pyridin-2- yl)-amide The title compound was prepared
by-Mdkglysie i deetivianitrel{tikrplethylags (pyhHdarg (6 hydroxymethyl-pyridin-2-
yidmingdsthiazole-4-carbonyl}-amino}-pyridin-2-ylmethyl ester (prepared as
described in example 135) as follows. A solution of acetic acid

61{m2ﬂ§eﬂmyirﬁom ﬂmwltdigmﬁeﬂmmzmh@m@&@a@@aﬁﬂs Zﬁneth‘)lrlﬁ ~{pyridin-3-
a VLSRR M stelq methanol (20.0f
mmiwasotj % %35 t@a 2Nﬂsolutlono[cj)Aﬁil%%c))Iz?llflrﬁ/%/rtg?J F 0 Pripge 0" esmbed
mmol. A tiffing 10 at room temperature, the mixture was

agldlfl?d with HC12N, and the ﬁ;lvent removed The residue was

plrified BPASEh accﬁPc‘fm% 9 ot %{ﬁ’ﬁﬁ%m&})liéoiﬁé#om{ﬁ@nﬂ -
tifeiaempisisher forbasikyl 85%%) 45Mdights/slonwmsolldinViSe(8R)} 308 ml) was
St 2atoMith ) 20 xalomple dBNaOH in water (1.00 mi, 2.00 mmol). After 15min stirring

aM%H?ﬂlt T fﬁfg”ﬂ’é M&%ﬁ%a@@mma{ kﬁ{’)ﬁ/ﬂﬁ aa(ﬂg the solve?t%r C;zoved.

(@/ﬁ‘é’%g’ %“m‘?%‘ %ism&’ &é)o%%é%p&%g@%%@g%% GardiRddp vidd
TEE&EH%"{‘{? 9%9% il mxﬂmﬁ@}@hl\éﬁé@m@{mm]l (M+H").

amlno} pyridin-2-ylmethyl ester. Acetic add 6-{
[2-methyl-5-(pyrimidin-5-ylamino)- ﬂ«’ﬁﬁ?ﬁl@%%arbonyl] -amino}-pyridin- 20
2-ylmethyl ester was prepared as for example 11.6, steps Ato D. Step D
was Pirshsd misim diedtisamidd-trarmedydeie 2dimethid-buleryaetipl-
acid 6-amino-pyridin-2-ylmethypastes-was piaprred as illustrated for
example 135. Example 138 Acetic acid 2-methyl-6-{

[Hﬁeﬂi@/b&wﬂmﬁ&tmm%fM%mmwﬁsw ¥d2R for example 136,
f'ﬂﬁéfﬂx@@fe{cyﬂ@ag@éc Steps g\'yiﬁ}q( éfc?m']%/- Eanﬁgézt}g\@oﬁ o2 cArBonyl]-

pr as fowr ex B. Step A'was performed using
acné)lc g@ | 1Iélml e?ﬁyf pyridin-3-yl
Acetic acid 6-{[2-methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carbonyl]-amino}-pyridin-
2-ylmethyl ester was prepared as for example 116, steps A to D. Step D was performed
using aceticacid 6-amino-pyridin-2-yimethyl ester.

Acetic acid 6-amino-pyridin-2-yhmethyl ester was prepared as illustrated for example 135.
Example 138

Acetic acid 2-methyl-6-{[2-methyl-5-(pyridin-3-ylamino)-thiazole-4-carbonyl]-amino}-
pyridin-3-yl ester

The title compound, MS (ISP): m/e = 384.4 (M-+H™), was prepared as for example 135,
steps A to B. Step A was performed using acetic acid 6-amino-2-methyl-pyridin-3-yl
ester, and yielded acetic acid 6—[(5~bromo-2—~methy1-thiazoie—4—carbonyl)—amino]~2-
methyl-pyridin-3-y1 ester, which was used in step B.

Acetic acid 6-amino-2-methyl-pyridin-3-yl ester was prepared according to the following
scheme:



ester, and yielded acetic acid
6-[(5-bromo-2-methyl-thiazole-4-carbonyl)-amino]-2- methyl-pyridin-3-yl
ester, which was used in step B. 30 Acetic acid
vaandio43smethyl-pyridin-3-yl ester was prepared accordingGa/Egao06/060090
following scheme: WO 2006/074884 PCFEP2006/000090 -74 OH 10OFf

KOOI ~/ HNO3 O. -zeg |Hqu/CIO N N' NNNHZNNO
N"p_#@H N-A) ma?f)b\stalnmg]@?ign\@(eratgﬁecof 0-5
I ice coollng,u oxy-2 me?hy pyridine (10.00 guRds mol)

was added gradually tosconcentrated Sulfuric acid (65.00 mI) A mixture of
concentrated sulfuric a¢id(8.50 ml) and 5 nitric acid (6.50 g, 103.16 mmol)
was added over 2h. The R resulting mixture was poured onto ice. Addition
of a few milliliters of stufated ammonium hydroxide caused precipitation
of crude 2-methyl-6-nitfd-pyridin-3-ol. This was collected by filtration and

recry, d from methanol/water to yield pure 2-meth
nltro‘%ﬁ% BIpRinses ﬁ?@%?@%l‘i’g 5@%@%&9&@&9@3&&%&0%%

3-4 10 mghetermpiéeip(titith of e isometic Rameddyl 4=nithordpy risliBodcehtrated
(major aofmpoagat]ssNchmaS diﬁ@afsl%@ co&)eﬁ\n%@éutwmﬁc acid (8. 50 ml) and

ass

5 2-methylGnifror ! 5 B 3ol ?%&% ag argcrigg ver a0 qepo Olox&)%m ure was
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was treated with acetlc ydr

carbon&te' E#d)fl i) 68‘?’?%’6 §F B’F@r\?\/%% &W@@&WW@OM@
temperé%&fédtlﬁéﬁlﬂllt‘éif@a Yashiieg %m@wbﬁmém'mﬂ@ohvénﬂvﬂass was collected
removely; flielting ackiecacidiRseetykGraitignpyridiar 3o/ b&ﬂeﬁ&% 7i5rﬁethyl—6~
77%) aﬁlﬁ%ﬁ@@l M%&I\Bpiowems}@g‘&o%f)tﬁ/g 9 %1 to pH 3-4

crude. Q AeceHc ar%'cd ethyl-6-nitro-pyridin-3 slter
mmol) WS dissalved i Sthanol L 8?’6 (%)’ﬁﬁtg Oés*“éti;ﬂrﬁﬁ‘i d\ﬁ’aé -ol (major
added, SRPARSTHrAREN 1z Psgard .

B} A solution of 2-methyl-6-nitro-pyridin-3-ol (0.77 g, 5.00 mmol) in acetone (50.00
ml) was treated with acetic anhydride (1.00 g 9.80 mmol) and potassium
carbonate (2.07 g, 15.00 mmol). The mixture was stirred for 1h at room
temperature then filtered, washing with acetone. The solvent was removed,
yielding acetic acid 2-methyl-6-nitro-pyridin-3-y1 ester (0.75 g, 77%) as a white
solid, MS (ISP): m/e = 196.1 (M+), which was used crude.

C) Acetic acid 2-methyl-6-nitro-pyridin-3-yl ester (0.30 g, 1.53 mmol} was dissolved
in ethanol. 10% Pd/C (0.04 g, 0.38 munol) was added, and the mixture was put
under an atmosphere of hydrogen and stirred vigorously for 50min at room
temperature. The catalyst was filtered off, washing with ethanol, and the solvent
removed under vacoum to vield acetic acid 6-amino-2-methyl-pyridin-3-yl ester
(0.24 g, 95%) as a white solid, MS (ISP): m/e = 166.2 (M), which was used crude.

Example 139

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-hydroxy-6-methyl-
pyridin-2-yl)-amide

The titfle compound, MS (ISP): m/e = 342.1 (M+H"), was prepared as for example 136,
by hydrolysis of acetic acid 2-methyl-6-{[2-methyl-5-(pyridin-3-ylamino)-thiazole-4- .
carbonyl]-amino}-pyridin-3-yl ester, prepared as described in example 138.
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20 under an atmosphere of hydrogen and stirred vigorously for 50min at
room temperature. The catalyst was filtered off, washing with ethanol, and
the solvent removed under vacuum to yield acetic acid

WRaMMY 8 ethyl-pyridin-3-yl ester (0.24 g, 95%) as a whit& ¥ERF G0
(ISP): m/e = 166.2 (Mi"), which was uséd’crude. Example 139 25
2-Methyl-5-(pyridin;3-ylam!no)-thiaéglg%z}ég%)qulic af:id
(5-hydroxy-6-methyl- pyridin-2-yl)-amide The title compound, MS (ISP):-
mae@dRsl VB asRenaed asfol & l(‘)r}%ke 136.. by hydralysis of
aﬁféii&g”g %;E%gyl-6-{?2-met(%r/l-5-(pyridinz-%-y rlﬁinoa)qit%k?aggy%% "é)meﬂlyl-'
c ony%—g INO }-pyridin-3-yl ester, prepared as described in example

138. WO 2006/074 /EP2006/000090 -75 Example 140

D P TR RS- T3 A hEE b Ssgp gt a for example 136,

(Shyatolyss Shasric pyddmedi-anidetiheltfiémompbondyMS (S Miazole-4-

nefebo3AB M Hi)idivas-prepated as for example 136, 5 by hydrolysis of

acetic acid 2-methyl-6-{[2-methyl-5-(pyrimidin-5-ylamino)-thiazole-4-
camﬁnyl]-aﬁﬂln0}2F_tyl-ﬁﬂliy’l%T{Yj_aﬁ%ﬁﬁﬂ_—&@?ﬁ%ﬁﬂﬁ‘l%‘@%I)ﬂlé(?—’tfhiazolg—é—carbonyi]~

[omeidpysinidine viapieplliaedlg-deeahionyl ANV

esft:%% was prepared as fgrﬁexamﬁ)]le 116, steps Ato D. teB was

performed Using acetie add B AR MBI ErLByPiah?sse71 ester. 10

etic acid 6-aming-2-methyl-pyridin-3-)'l ester was prepared as illustrated
%C‘aé)l(%ﬁ(\jp(?e ~ir§§10|~5%(- ‘iﬁé%ﬁ%m—}yi e)ster was prepa?edezs illustrated for example
31-f§=(3-ChIoro-phenylcarbamoyl)-z-methyl-thiazol-5-y|amino]-benzoic acid
methyl ester 15 The title compound, MS (ISP): We = 401.4 (M+H+), was
prepared as for example 130, stepsmnt BtiStep A was performed using

- 3-chloro aniline and yielded 5-bromo-2- methyl-thiazole-4-carboxylic acid
(3-éﬂh(é:ﬁﬁ@yrphmﬂwﬁmwag-mdmbmmm3-mnw]beam a6illmethyl -
methyl ester in step B. Example 142 20,
5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid

(Brehickocphgsiditanudes Fhenfile aomPQURer MR SRL Ve 5 B14Rmple 130,
@{HEUF)”EW%S. @%&P@I‘%Qa?%é%%%’%&nu‘s"f;g'gf"hloro aniline and yielded 5-bromo-2-
methyl-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide. This was coupled with 3-
amino-benzoic acid methyl ester in step B.

Example 142

5-{3~Hydroxymethyl—phenylamino)~2-me&yl—ﬁﬁazole«é—caxboxylic acid (3-chloro-
phenyl)-amide

The title compound, MS (ISP): m/e = 374.5 (M+H"), was prepared by reduction of 3-[4-
(3-chloro-phenylcarbamoyl)-2-methyl-thiazol-5-ylamino]-benzoic acid methyl ester
(prepared as illustrated in example 141) as follows.

A solution of 3-[4~(3-chloro-phenylcarbamoyl)-2-methyl-thiazol-5-ylamino]-benzoic
acid methyl ester (0.02 g, 0.05 mmol) in THF (1.00 ml} was treated at room temperature
with lithium aluminium hydride (0.008 g, 0.20 mmol) and stirred at room temperature
for 30min. The reaction mixture was quenched with a drop of 5N NaOH and sodium
sulphate. The solids were filtered and the mother liquor evaporated. The residue was
purified by flash chromatography (heptane/ethyl acetate) to yield the title compound
(0.02 g, 90%) as a light brown gum.
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(3-chloro-phenylcarbamoyl)-2-methyl-thiazol-5-ylamino]-benzoic acid
methyl ester (prepared as illustrated in example 141) as follows. 25 A

solution of
%ﬂj?&ﬁ“&ﬁ g?o-phenylcarbamoyl)-z-meth %—thiazoI-S-yIarninoli- BenzoIe 8

methyl ester (0.02 g, 0.05 mmol) in THE (1.00 nil) was treated at room
temperature with lithium aluminiumxhyghides€0.008 g, 0.20 mmol) and
stirred at room temperature for 30min. The reaction mixture was

quepcheeitiiedmm s a0ktapdsagiiey suphate. The soligsy -
filtered and the mother liquor evapo%gfgg eThe -residﬁ%aas 30( p#ﬁ%%l%%enﬂ)

flash chromatography (heptane/ethyl acetate) to yield the title compound

. 0 li : 06/Q74884
glc‘:ﬂl_gligdeg gs/fig}b?gé%lg 5 _ﬁé‘%\){;m&% Tn; 4%@{3 (%SBH@{%, was prepared as for example 141,
5P NCER fariRoE oS RpirRmes) ingdth(A-wmiseiebanzhraestyii deeid
(3-chloro-phenyl)- amide The title compound, MS (ISP): m/e = 401.3

(M+H+), was prepared as for exarfii&pk14% steps A to B. Step B was

performed using N-(3-amino-phenyl)-acetamide. Example 144

2-Krdfsa-p dsnirmernlphenstarinbisklote-arbaxpbxyiil 48idhloro-phenyl)-
(3-chloro-phenyl)- amide The title conmp@iend, MS (ISP): rule = 423.2
(M+H+), was prepared as for example 141, io steps A to B. Step B was

p’@hﬁoﬁﬁedM@W@BQWmHW&M@E)?%@QﬁaQ@aS for example 141,
{3rdps (8xChIoiepnhenyicarhamey g etk BRIl 2 AN mid

nol-benzyl}=carbamic acid tert-butyl ester The title compounde,'MS (ISP):
We = 473.6 (M+H+), was prepareg.gs | gﬂ(gmple 141, 15 steps A to B.
Step B was performed using (3-amino-benzyl)-carbamic acid tert-butyl

e$80f4 FEXAMRIE, 1980y 1carbamoyl) 2 methiyl-thigzol-5-ylamine | -benavll-carbarmic aci
5-(3-Aminomethjyl/)l-prﬁyeclzlayfl:frrrﬁ1 ir o%-ZPlrr%lt[’J;ﬁ Bl Jiﬁgélélr{go?& 77 gpybamic acid
(3-chloro- phenyl)-amide 20 The fﬁT&"E ﬁ‘i‘fﬁﬁd, MS (ISP): We = 373.1

(M+H=+), was precg edf deprotection of N

e S R AP B R 2 et R s pramevse oozt 141,

RS dtitp ferkin evrepprapubdsamillBstraimdt iereXdmplen Sy dd tert-butyl

fedtesvs. A solution of

{3-[4-(3-chloro-phenylcarbamoyl)-2-methyl-thiazol-5-ylamino]-benzyl}-
Example 146

5~(3«Aminomethyl—phenyiamino)—Z—methyl—thiazoiewfl-carboxyﬁc acid {3-chloro-
phenyl)-amide

The title compound, MS (ISP): m/e = 373.1 (M+H"), was prepared by deprotection of
{3—{4H(3—cbloro»phenylcarbamoyl}-2~methy1—thiazol~5~y}amino]—benzyl}wcarbamic acid
tert-butyl ester (prepared as illustrated in example 145) as follows.

A solution of {3- [4—(3“chloro—phenylcarbamoyl)~2~methyl»tbiazol-5-y1amino]-benzyl}»
carbarnic acid tert-butyl ester (0.02 g, 0.04 mmol) in dichloromethane (0.50 ml) was
treated with trifluoroacetic acid (0.10 ml) and stirred at room temperature for 5min. The
reaction mixture was diluted with dichloromethane and quenched with saturated sodinm
hydrogenocarbonate. The organic layer is separated, dried over sodium sulphate and
evaporated, to yield the title compound (0.015 g, 94%).

Example 147



10

carbamic acid tert-butyl ester (0.02 g, 0.04 mmol) in dichloromethane
(0.50 ml) was 25 treated with trifluoroacetic acid (0.10 ml) and stirred at
room tem%erature for 5min. The reaction mixture was diluted w

ith
Wik ABE8E hane and quenched with saturated sodium PCI/ER20061000090
hydrogenocarbonate. The organic layer i Separated, dried over sodium

sulphafe-aneyevaporad ¥ und;(
ExampEIe 147 WO%%% 1%85? %3% %}%ﬁ% 5%1 g#%}lmglo?%er)mm acid
3-[2-Methyl-4-(6-methyl-pyridin-2- yféla I) thiazol-5-ylamino]-benzoic

a thyl ester mpound, MS (ISP): m/e = 382.9 (M+H+),
wqégep%?pé:)rée SFas Tor eSt&rgPﬁ gﬁgﬁs( 3183 %&@%@ﬁéﬁﬁr?ﬁé@?k 130,
ushige3: é?rﬁn%%&%?d’%réialmétﬁwﬁtemlsfkamqmeamanethﬂ ester. _
5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid
(6-methyl- pyridin-2-yl)-arnide Thelifttnpbnigdund, MS (ISP): m/e = 354.9
(M+H+), was prepared by reduction of 3-[2-
metAyrRa-Blinsmylyyibimdeypitarbamepitiazons lantinolkbenadis acityl-
methyl 10 ester (prepared as ilpystaatetin-example 147) with lithium
aluminium hydride, as described for example 1.42. Example 149

5'J(BeMﬂmﬁ¢smiﬂanMﬁDﬂspylﬁmi B0)s2:gnethylt) '@é@éﬁ éﬁ@:{%g%ﬁ%&%g of 3-[2-

g%ﬂ&ﬁﬂﬂkﬂ (@W&V%g[%ﬂépa; dads fg’}qg& fitlg, con i%g%ns é%"jl\?%zﬁc g}gééB methyl

weassefae eII?'ne GEing SR hﬁhé%ﬁﬁB]r‘?yll eWTQn%W‘Exﬁm@ll@OhYdﬂd& as
2deretirdorEameliidA-phenylamino)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2- yl)-amide 20 The title compound, MS (ISP): m/e =

403.9 (M+H+), was prepared as fdizexatedi#2130, steps A to B. Step B

- was performed using 3-amino-benzenesulfonamide. Example 151

15
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25

5- ﬁ%ﬁﬁmﬁ@@mhﬂwhm’é—ﬂmwh&ab@ ~carboxylic acid (6-methyl-

(6-methyl-pyridin-2-yl)-amide Bg}gdﬁ{egrgpmgmd MS (ISP): m/e = 277.1
(M+H+), was prepared by reaction of 2

bitbmads-tosipyiihjoaberses3-eahoxylig aciti®mehykawidineamide
(W&)@@I@QBaﬁéﬂlﬁs%ﬂ%gr@r%%@ﬁ !’;3023’2%%135{ on}gyl gl]{y aergliem ows™*

Example 150

2«Methyl—5~(3—su1famoyl—pheny3amino)—thiazoiewtimcarboxylic acid {6~methyl-pyridin-2-
vl)-amide

The title compound, MS (ISP): m/e = 403.9 (M+H"), was prepared as for example 130,
steps A to B. Step B was performed using 3-amino-benzenesulfonamide.

Example 151
- 5-Dimethylamino-2-methyl-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-amide

The title compound, MS (ISP): m/e = 277.1 (M+H"), was prepared by reaction of 2-
bromo-5-methyl-thiophene-3-carbosylic acid (6-methyl-pyridin-2-yl)-amide (prepared
as illustrated in example 130) with dimethylamine as follows.

2-Bromo-5-methyl-thiophene-3-carboxylic acid (6-methyl-pyridin-2-yl)-amide (0.05 g,
0.16 mmol) was dissolved in a 2N solution of dimethylamine in methanol (2,00 mi). The
mixture was stirred at 50°C for 48 h (after the first 24 h, another 1.00 ml of
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2-Bromo-5-methyl-thiophene-3-carboxylic acid
(6-methyl-pyridin-2-yl)-arnide (0.05 g, 0.16 mmol) was dissolved in a 2N
solution of dimethylamine in methanol (2.00 ml). The mixture was stirred
WOZ0P/83¢388 h (after the first 24 h, another 1.00 ml of WO F667074g81090
PCT/EP2006/000090 -78 dimethylaminé$olution was added). The

V%&H@Eﬂ!%&h@ﬁ@&@%E%%d?“ﬂlw {574 P jified b %Sg L0 the residue
Cf‘gg%tc?gra h8¥1 (311% z%f;[ %?éerélatfeégf %gggetatﬁl t}%ﬂld%lg t%e title compound

A8 a whit
%% gtﬁg %tﬁ?’fi’-”%@(sﬁ‘yﬂdm 3-ylamino)-thiazole-4-carboxylic acid
(6 methyl- pyridin-2-yl)-amide The title compound was prepared as
described in schemes 2 and 3 A) Aiseeplord % sodium nitrite (57.30 g,
830.60 mm B%Q!n water (710 00 nil) was treated with ethyl cyanoacetate
BoHRLY: (BBIdioANEphsphbiicotolarit ¢BRI6AI6-methyl-
540.00 mmol) was added dropvggedaver Ab dpiewhile keeping the
temperature of the reaction mixture below 35C with the aid of an ice bath.

Atitetibne sipha additinepiha migtaanvas.waped 140£ and stirred for
1 hour. The reaction was quenched at 45C with fuming HC1 (73. 90 ml,

883 ogommaatlaﬂd)ﬂhﬁmtﬂt@wqgﬁb@ '@‘Sé%%m apm.te w7 'S was
and at o I e itati ESO was Tl A
A e S

the flltrate (\5\/@5 ge VK

yield 70§ 9 &) ARG hy a8 ARmed. sesaddat i %W%ﬁml@éﬁ/@t@@g the
A seconﬁrﬁat&tweeféhﬁaﬁaet@pnyremmhdgw hettehkqibetuiie®han. At the
(44.00 cpridied tietd @ion). (5 ﬁmw@lt@fmgm@@e%%{ﬁ@mr%sﬂ%t The

(30.00 Gherdiby adge ol olutiqp..of water
(5 003 PR %um@br%?%ﬁor%%’é%‘%%‘% SER oD, and
dithionite (73.50 g, 452 %?S’Sulﬁ & %3 %é??ﬁﬁ&fé%?a‘iﬂﬁﬁ S, OFebvernigh o

mixture Wﬁé??ﬁ?r%%@%%?ﬁ tEhspetistives itz ddothrs filhets exiactedtifowrter and

times Wdh@@hiétoﬁnebhmmmﬂma@mghmmgml(g BXURAGIS-WRRR EHSh o-acetic

with NaREQhaneweyapatate g&tﬁgoﬁdsmﬁﬁéﬂ ARG ARd PIVLE ragtmg the

as a light yglloyy, t?o§ %ldgl%g 9 64% %h? é 2 n of aminocy nacetic

acid ethyl ester .00 g, 7 (f)gfn ?1 (16.00 ml) was

coolgd te G al treated Wlth dlme ingpyridine (0.09 g, 0.78 mmol)

and d?lc ohoexy% im0 e i@% )étgrgbesrjt%g]?%) Rethb i@/‘%‘i‘%ﬁ&o‘ﬁi’é added

acid (0. ?LrBO%“gf? Fﬁrﬁé?){%‘% Sf:lﬁ'é’@: ¥fotfvise 2adieqtetatepletdihm bicarbonate
(192.00 ml). Sodium dithionite (73.50 g, 422.00 mmol) was then added during
5min. The mixture was stirred at room temperature for 2 hours, then exiracted
four times with dichloromethane. The combined organic extracts were dried with
Na;80, and evaporated to afford aminocyanacetic acid ethyl ester as a light yellow
oil (11.80 g, 44%).

C) A solution of aminocyanacetic acid ethyl ester (1.00 g, 7.80 mmol) in ethyl acetate
(16.00 ml) was cooled to 0°C and treated with dimethylaminopyridine (0.09 g, .
0.78 mmol) and dicycdohexylcarbodiimide (1.93 g 9.36 mmol). 3-Methoxy-
propionic acid (0.81 g, 7.80 mmol) was added portionwise. After completed
addition, the mixture was stirred at 0°C for 1h, then at room temperature for 3 h.
The precipitated dicyclohexylurea was filtered off and the mother liquors washed
with water, dried over sodium sulphate and evaporated. The residue was purified |
by trituration in diisopropylether to yield cyano-(3-methoxy-propionylamino)-
acetic acid ethyl ester (1.27 g, 76%), MS (ISP): m/e = 215.3 (M+H™).
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30 addition, the mixture was stirred at OC for Ih, then at room temperature
for 3 h. The precipitated dicyclohexylurea was filtered off and the mother
liquors washed with water, dried over sodium sulphate and evaporated.
WP &0PSEiHER was purified by trituration in diisopropylether t8§Agi§2006/000030
cyano-(3-methoxy-propionylamino)- acetig acid ethyl ester (1.27 g 76%)

e A R o

-79D)As nS|on fcy

ethyl esé Efn t]olhggn 11"’6‘6 Wayﬂhsﬁféﬁwlth?é ~bis(4-
argon. 2 gm}hﬂ%fﬁok9ﬁﬂe@?b‘m@$hﬁtm@d%dmﬁ@iadéawessons reagent)
2,4-disulfide ¢ avessonts reageni)l {0:90:6nd 22 MRENWAS addediat 110°C for -

once anﬁlﬁ%ﬁﬁ@i@ﬂ@aW@%W@&%ﬂ HOGIAL2 alid uDenﬂaas ajromatograph}r”

evapor eS|du urjfied by flash chr atogra

(heptane a@%&i& acegte) {6° y|<=.§J EJ§ % TetRexy<e OEH’%Q -#hiazole-4-.
carboxyfﬁ:r é@%@#@f@?ﬂ@&zwﬂ%m&w mle =2231.(MMFR+).

E) A microwave V|aI was charged with Pd2dba3-chloroform complex (0.09

g, 0.59 niHSIP R HRbY 1D Brrged Boniheiardiloesion carbpirat® (b.60 0.09
g, 3.06 mmol), Xe0ipbaled. tingl fissheshuljtmargemodaaidtion of oo ¢, 3. 06 mmol)
5-aminae3téd- mﬁxh@e@f:@éhﬁé&ﬁhﬁé&&e “A-GRIROXY |'8fa§'9p%a&/ 5e%ter %h}’f)

1.75 0.28 9, 1.75 )
g ?‘éh%%‘ﬁi%%gtﬁﬁ%gmwéf%aa@éﬂ:@mﬂme
the reagﬁ&g %1ér PR in ﬁi‘%éﬁﬁot pedegesfet Braimithiéngsactionbbling

mixture Wit ireriiatéetn tamitronave aienredctbl SALT. forkonifyhieat room
mixturetevasegilutedoyitmhHke filtetas @a&]ﬁitlﬂ@ weihen; lQyars, %Y%%Q&?gtren at
The resjgye:. M@ﬁdﬂﬁﬁf'%é)}éqﬂ&%m%? "33 e% gp Tr% 5 ereg tanA the mother

acetate{methanoQ1 |eA§| (2-methoxy- eth
ylamina)dhiazofe: Rofg% 3&? aéfﬂ“é‘fﬁyl‘”é@tef’(’@i %1 gbrnodsyhmeiesRYography
We = 8{}@3{1,9{41 );1) optEy/megbantdh ¢b yield 2-(2- -methoxy-ethyl)-5-(pyridin-3-

2-(2-methwsyedithjlpaidayridingidaminopihiazela i sabaorlic \asid gt gnﬂu/e -
ester (@agaqmg@mmol) in methanol (1.00 ml) was treated with a 2.5
solution of IKOH in water (0.66 ml). The mixture was stirred at 55C for

40ngin, At valatil S ed| solve

in Wayt]eg C&ﬁg&ﬁﬁ% 9% %ﬁﬁﬁ% Q@MS W%}}{rl}&e % fjéfinl'tllj’lat?on aazr? dryig o

under o n?( m methanol (1.00 ml) was treated with a 2.55

2-(2- mé\{ﬁw%wﬂf}@l(bwmmsc%ﬁﬁﬁbﬁmamremxwmwamﬂuﬁm&m,

g, 50%hemMB(ISRilemeere 278 driMdHThe residue was redissolved in water (1.30 ml)
and acidified to pI1 3 with 1N HCL. Filtration and drying under vacuum afforded
2—(Z—methoxy-ethyl)—S-(pyridin—3—yIamino)-thiazole~4~carboxylic acid (0.08 g,
50%), MS (ISP): m/e = 278.1 (M-H)

G) A solution of 2~(2—methoxy—ethyl)~5~(pyridin-?:—ylamino)-thiaznle—écwcarboxyliéu
acid {0.032 g, 0.11 mmol) in dimethylformamide (1.00 ml) was treated with
DIPEA. (0.042 g, 0.33 mmol), TBTU (0.053 g, 0.16 mmol) and 6-methyl-pyridin-
2-yl-amine (0.018 g, 0.16 mmol). The mixture was stirred at room temperature
overnight, then purified by direct injection in preparative HPLC (ZORBAX
Eclipse XDB-C18, 21.2x50 mm, 5 pm, gradient acetonitrile/water + 0.1% formic

acid). The title compound (0.011 g, 27%) was obtained as a white solid, MS (ISP);
m/e= 3701 (M+H").

Example 153
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G) A solution of
2-(2-methoxy-eth),l)-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
vEs(r032 , 0.11 mmol) in dimethylformamide (1.00 ml) was treated with

42 g, 0.33 mmol), TBTU (0.053 g, 0.16 mmol) ahf1/Er2006/000050
6-methyl-pyridin 30 2-yl-amine (0.018 g, 816 mmol). The mixture was

SHIRLBLEAR S AR 0 t ri dir e i
_preparatl\fig HPL‘%CI:I%}Z RBAX %ﬁm %8191% %‘%19% s %Cé% etﬂl%ﬁ pyridin

gradient acetonitrile/water + 0.1% of’(rlr%mé fd). The tltle compound (0.011°

Was obtai hite SO|Id MS (ISP): m/e =370.1 (M+H+).35 -
g?(%mp %%%g%%}v m@regered as(for exaznple 152,

23?9%%92% é%?&@@ﬁ?ﬁ@ﬁﬁtgtﬁﬁaﬁﬂh@) aftanstivecoapboxypliccadivte as follows.

(6 methyl pyridin- 2-yl)-amide The title compound, MS (ISP): We = 356.4

(Kr-Epjuion o8 mripasenass ioredaiplets2(1 S0 gs PRtosBuS)ep Gichasomethane

stbstitutddiwiitcasiedlteroativeouwpiog/RIOSeHUIR:AS. SQ“@W%O%%QBIE I @hoxy-

agpd %W@F@%dﬁébﬂlﬁﬁﬁ?% OéhQa ér%%@s@gurl?gé hlar etnmr&e & was
)q 'f’él) was Q&I@Td{ 0C ar;_gl eated with“pyridine

%ﬁoxy acetylc O BT 8o pRmo L ot aedtds The
SRHICT ST KRS, Sntetorsim m@edmmrmea@mmane and

té\r?ﬂbetﬂamneeamdthtlwadﬁofﬁ@mmganm&mIatﬂeSdﬁede‘ﬁﬁaQa@@ﬁi s’ﬁﬁ%&h@ and

reﬁgu@fecasn@df%&aly@%@@im&%@@ﬁe&h 8‘-’ Lmethoxy-

hat d
R B T R 8% rﬂ %ﬁ@ﬁ@iﬁ%ﬁ Yt
d thyl 6%), MS (ISP [ 2011
$amlg1&}§))g;lc ; ?/l)‘ae(% yIamlno%’g eﬁgeﬁc‘i‘ﬁ‘( lérgcﬂgrt‘?/vé amino-2-

et OoXy-ace

ano-
: lil;‘@ﬂ%%‘ ode-frearisiphcedigicthid sote i st By deithetgll in step F
éﬁ&eﬁf\e@@p bnwmghywa@ﬂg"eﬂ?umkteﬁrﬁabﬁﬁﬁ)gmm&e&»carboxyhc acid ethyl -

2methokgEmethy| Eya@lyruém 3oylamaieakthiszalor4-earhanyic, a5t &M Whiazole-4-
|
Q%E%Bxﬁi'&sdc\ﬁ@ﬁﬂ % e %gcﬁ%as used in )StﬁlllaZO? éaPerat the t 'de C ﬁpﬂu&%‘p

2-methoxymethyl-5-(pyridin-3-ylamino car oxy IC’ a
F, which was used in step G to g erat ?g titte compound. Example 154
2-Cyclopropyl-5- (pyrldln -3-ylamino BZ0l8- 4 -carboxylic acid

223 (P R f%ﬂtﬁ%ﬁﬁé@%’% ek B Bigpyesin

was performed using cyclopropane éﬂ%ﬁ chlorlde and yielded

nQ-(cyclopropanecarbonyl-amino)-acetic acid ethyl ester, which was
% g (gmpound, MS (ISP): m/e = 352.3 (M+H"), was prepared as for example 153,

steps A to G. Step C was performed using cyclopropanecarbonyl chloride, and yielded
cyano-(cyclopropanecarbonyl-amino)-acetic acid ethyl ester, which was cyclized to 5-
amino-2-cyclopropyl-thiazole-4-carboxylic acid ethyl ester in step D. This was used in
step E to generate 2-cyclopropyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid ethyl
ester, which was hydrolised to 2-cyclopropyl-5-(pyridin-3-ylamino)-thiazole-4-
carboxylic acid in step F. Coupling as described in step G generated the title compound.

Example 155

2-Cyclobutyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
amide

The title compound, MS (ISP): m/e = 366.0 (M+H"), was prepared as for example 153,
steps A to G. Step C was performed using cyclobutanecarbonyl chloride, and yielded
cyano-{cyclobutanecarbonyl-amino)-acetic acid ethyl ester, which was cyclized to 5-
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amino-2-cyclopropyl-thiazole-4-carboxylic acid ethyl ester in step D. This
was used in 25 step E to generate 2-cyclopropyl-5-(pyrid
0ylamlno) -thiazole-4-carboxylic acid ethyl ester, which w drolised
%@/%T‘(')iﬁf‘opyl 5-(pyridin-3-ylamino)- t%gzole -4- carboxyllc? %E%Xﬁqog{%%@o

Coupllng as described in step G generated the title compound. Example
él.;ﬁﬁ@f}ﬁb‘;&k??ﬁ%ﬁﬂ@”l—% a %Oe)?ﬁ agoledcal Qﬁyﬂc’ﬂﬂ%ﬂs used in step
igli itle
LYW Bl 25¥ )50 c%ip-g o c;xz ?é)%z(%ﬂwéca%c%@r@ %&éﬁt&ﬂ ester,

(M+H- repare oF &
W%gsl%ler ormg%\c%’ln H@Eér iR rioreind Yieled-carboxlic acid

cifatierEyeron %@&gﬂi@ma@w@aﬁﬁ@ﬂ&ylmn@mch was .
cyclized to 5 WO 2006/074884 PCT/EP2006/000090 -81

amino-2-cydobutyl-thiazole-4-carbizeyigatid ethyl ester in step D. This
was used in step E to generate

22 tpbbitivsdimysidlanGndaiting)thiazobexdlbarbax it atid- SiMEEIeN) -amide
which was hydrolised to 2-cyclobutyl-5-(pyridin-3-ylan
gy tiflezestmpbwadbbts, [ISRich/in-stap. FOCOHPINg8 S agsasibackin staRyR 153,
qﬁgﬁraie@a(’é@e gfé@ @{2953 Fﬁ%%l%%?ﬁgﬁﬂcarbo 101"{01 c:hlonde, and yielded cyano-
R Bt (s by role
i +‘3 ‘é&% 8“&% Breéseathpldis 53 %é%%@ Sregsrerodag-ethyl-5-
p{@iﬂ% Hesmpoprdiesipt Eietobideliandiyiettgdsyanehich was hydrolised to 2-
Wm%ﬂmmﬁﬁw%ﬁ&m&%ﬁ%%ﬁmﬂ@%&ﬂgg?d@u ling as described
Sramin %MMQ@@@ 0.4 Qoxyllc acid ethyl ester in step D. This

was used in step E to generate 2-ethyl-5-
(pyridin-3-ylamino)-thiazole-4- car% %g ethyl ester, which was
hydrolised to 2- ethyl-5-(pyridin-3 yjfanﬁn; lazole-4-carboxylic acid in

step b GAuUP escribe nergted the title pound
Examlg.j)lg%w @g@&ﬁ’roﬁgf@n{) yrﬂéﬂeg %af%”nnd?r %"Z‘geg-ﬂ(? Hi]i‘%coz“éfi
(6-methyl-pyridin-2-yl)- amide The ti8i€dmpound, MS (ISP): m/e = 354.0
%‘%Hﬂ was prepared as for example 153, steps A to G. Step C was

SRR b SRlomde =214 §idiet Buyey breimedoydnoavett: 153,
akes ethip Estdepvthivts wedorylizesing BugnyncaRydepyidniat@le ¥uBRylamino-
caahoxyidacidethybbsiaein seDwINispusssed i.sien,5 ! @8@‘%%1(3 4
%a%@i?;)ﬁ'éacm !ﬁgf@géﬁ@%ﬁ“&?ﬁ @I%%GW%SC%’QC? Y y (ie?)cﬁj ’c%trg] Lnérate 2- -propyl-5-

Sfoy “s (Syr s &R RIRG) HRshe A<d obe fetdein Wcbrapridelisigo 2-
Rroggker(peddin-3-ylamino)-thiazole-4-carbozylic acid in step F. Coupling as described
in step G generated the title compound,

Example 158

2-Isopropyl-5-(pyridin-3-ylamino}-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1}-
amide

The title compound, MS (ISP): m/e = 352.3 (M+H™M), was prepared as for example 153,
steps A to G. Step C was performed using isobutyryl chloride, and yielded cyano-
isobutyrylamino-acetic acid ethyl ester, which was cyclized to 5-amino-Z-isopropyl-
thiazole-4-carboxylic acid ethyl ester in step D. This was used in step E to generate 2-
isopropylu&(py”ridinw?;-ylamino)-ﬂliazole—4—Carb0xy1ic acid ethyl ester, which was
hydrolised to 2-1sopropyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid in step R
Coupling as described in step G generated the title compound.
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in step G generated the title compound. Example 158 25
2-1sopropyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2-yl)- amide The. title compound, MS (ISP): m/e = 352.3
VA-2R90747%84 prepared as for example 153, steps A to G. SEEF/ERRRa&000090
performed using isobutyryl chloride, and8fielded cyano-
isobutyrylamine-acetic acid ethyl e sler V\ihlfg was cyclized to
5-amino-2-isopropyl 30 thiazole-4- caaba%(yllc acid ethyl ester in step D.

e erate 2-
Isoprops%%(r%rgé ﬁ?ﬁ lIlr%ﬁ%o mzoﬁ’% ‘%%? ok S BHfish @s@élf)m pyridin-

which was hydrolised to . 2-yD-amide
0 I-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid in step F.
ﬁ} Fﬁlﬁ(jpy o %@%ﬁd@)g@?@ﬁ@dﬂmyé’ompound WpO
2006 74884 PCTIEP2006/000090 -82 Example 159
yit5-yolHahy by Pl RrminbyLitimzele-4-aabbrstidic aild (pre’pared as
(5 fluorodwwbnm -yipaplids S he:titla coBPQUBY Was PRGBS thanol (80.00
I||UStratQﬁ1mm&@hﬁﬁt€d7WM99tl§ﬁlﬂéHQBlQﬂon of HCI in ether (3.00 eghe reaction

5-broma;2:m le od e 4
examplo 10, S versl SRR L, B S SRR et iy cesidc

was trealdd %&gtﬂ?éiéargmafﬂﬁaaammem@n@ el 0defriytipinel) yielding 5-
reactionPiviRentenwtly hddtedeat reflonxfiic 3di thethihesvolaties:\eers) as a white

removedolidhaiegsitleninas JrardjedAyflast thromatography (methylene
chloride/methanol) yielding 5 10 bromo-2-methyl-thiazole-4-carboxylic add

methy) estetdlod0on 2823 AS- AW %@(Wg(@ﬂmm{ T n@&fd{%me
0

(M+H+) f mo oropyridi 3 mm

ml dry d,g;%gg v%le%sp tﬂ;’eea‘t%g%at l{ rln% rg‘?&m%f?f SMGH ﬁéxgﬁéﬂm"l)
26.8 ml, 53 M- “HeH &Fe‘&%% W@%?%%%Mé@m@ﬁfrﬁ -hroo-2-
solutionBftsThibissle- -ASathemicthiit oletiyt aboxidie gois metiy) @ster mL dry
(4.2 9, MBomusoRanadBeiind e diaxane Was:280e0:and theHeat iR \m] water and
miture yyag eliiad &, J0 TLBIRLANC, A0 SOUm Sy ale were

sequen d and,filtere was evapora ed an
reS|duete§ i |ed¢ f aﬂé]s(%%‘%ﬁ%lr%%?oﬁ?g‘gﬁ% %ﬁ’ % ShFyPaiesrrby Wsime cthyl
5-brom3stHia Hﬂiia%&@%armﬁ@ﬂc@@@(%fﬂg@w«hndZG—ﬂuoro -pyridin-

2-yl)- arﬁrd@(@.@dg (88% )5a% pawvhitdisolishi VIS {ISD): mfe =515% OMVEFH+).

C) A solution of 5-bromo-2-methyl-thiazole-4-carboxylic acid

(5-flGOrd-pyhidion2sf S—bromo-2—methy1~thiaz01e—4~c_arboxylic acid (5-fluoro-pyridin-2-
vl)-amide (0.24 g, 0.76 mmol) and 2-methyl-pyridin-3-ylamine (0.099 g, 0.92
mmol) in dry dioxane (12 ml) was degassed by sonication and argon bubbling.
4,5-Bis(d1'phenyiphosphmo)—9,9-dimethylxanﬂlene (Xantphos) (0.149 g, 0.6
mmol) and palladium dibenzylideneacetone chloroform complex (0.081 g, 0.08
mmol) were added and the mixture was stirred until dissolution was complete.
Finally, the mixture was treated with cesium carbonate {0.495 g, 1.52 mmol) and
irradiated in a microwave oven at 100°C for 10min, 130°C for 10min and 150°C
for 10min. The solvent was removed under vacuum and the residue purified by
flash chromatography (heptane, ethyl acetate) to yield the title compound (0.178
¢, 68%) as a light brown solid, MS (ISP): m/e = 344.0 (M+H™).

Example 160

5-(2uP1u0r0~5~methanesulfonyl—phenylamino)~2—methyl»ﬂliazole—é—carboxyﬁc acid (2-
methyl-pyridin-4-y1}-amide



yl)-amide (0.24 g, 0.76 mmol) and 2-methyl-pyridin-3-ylamine (0.099 g,
0.92 mmol) in dry dioxane (12 ml) was degassed by sonication and argon
bubbling. 4,5-Bis(diphenylphosphino)-9,9-dimethylxanthene (Xantphos)
VP22 745836 25 mmol) and palladium dibenzylideneaceto®é ERIGIIGHP0
complex (0.081 g, 0.08 mmol) were add&t-and the mixture was stirred

n; t ith
”"ﬁf‘fn"?&f e e AT e B A gl 199,
O 15 D S T eSO b St doer vis

W£§Tféwlﬁﬁamwm&¢ﬁemweqou rified by 30 flash

chromatography (heptane, ethyl acetate) to yield the title compound
(0.178 g, 68%) as a light brown solighip®: (kKaiP): We = 344.0 (M+H+).
Example 160

5 5-@2MtleroSSdratframedulfonyk plisvlythtmioie) R-aietkyld hind oherd-GaI B Min-2-
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¢ acid (2- methyl-pyridin-4-yl)-amide ngggpes/o74884
PCTIEP2006/000090 -83 The title compound MS (ISP): mle = 421 1

y

usm 2-flupro-5- ony Aniine ePT% "Y amine and step G was
'gfﬁ eéiot]é“é% A RE s W#%zole 4-carboxylic acid

(2 methyl-pyridin-4- yl)-amide The title compound, MS (ISP): mle = 404.4

(M+H+), was prepared as for exanfrr$ol63teps A to C. Step B was

performed using 2-methyl-pyridin-4-ylamine and step C was performed

using 3ehihorehsefeotemsihiaddinesBXample)16Role-4-carboxylic acid (2--

2-Methyl-5-((6-trifluoromethyhgliztiginidydagminayidthiazole-4-carboxylic
acid (2- methyl-pyridin-4-yl)-amide. The title compound, MS (ISP): m/e =

394 Dt{4-£bponad, MOFESRY aglfor mampie 459 wg%pépéréa G- fét%ﬁaﬁlpie 159

_ Wﬁ@@%f%mﬁ@tbﬁ'ﬁ%srﬂgmhﬁwm %YM?%lpﬁﬂgé pﬁremi%%né step C was

peLigs usm 3-aming- |quoro Np

2$Meth 5 (3% ?famoyl% genﬁgrﬁfﬁ?rg‘)f éﬂ) &%-carboxylic acid
(5- quoro pyridin-2- yl)-amide The tjt{le compound was prepared as
illustrated in scheme 8. tEtxamP{n?ss

2-Methyl-5-(3-sulfamoyl-phenylamine) -thiazole-4-carboxylic acid (5-flucro-pyridin-2-
yl)-amide

The title compound was prepared as illustrated in scheme 8.

A) A suspension of 2- acetylamino-cyanoacetic acid ethyl ester (1.70 g, 10.00 mmol)
and 2,4-bis(4-methoxyphenyl)-1,3,2,4-dithiadiphosphetane ~ 2,4-disulfide
(Lawesson’s reagent) (2.02 g, 5.00 mmol) in toluene (25.00 ml) was heated under
argon to 110°C and stirred for 22 h. The solvent was then evaporated, and the

- residue purified by flash chromatography (heptane/ethy! acetate 1:1) to yield 5-
amino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.94 g, 50.5%) as a yellow
solid, MS (ISP): m/e = 187.3 (M+H").

B) A microwave vial was charged with S-amino-2-methyl-thiazole-4-carboxylic acid
ethyl ester (0.300 g 1.61 mmol), 4,5-bis(diphenylphosphino)-9,9-
dimethylxanthene (Xantphos) (028 g, 048 mmol) and palladium
dibenzylideneacetone (Pdydbas) — chloroform complex (0.17 g, 0.16 mmol).
Degassed  dioxane  (15.00 ml) was added, followed by 3
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20 A) A suspension of 2- acetylamino-cyanoacetic acid ethyl ester (1.70 g,
10.00 mmol) and 2,4-bis(4-methoxyphenyl)-1,3,2,4-dithiadiphosphetane
2,4-disulfide (Lawesson's reagent) (2.02 g, 5.00 mmol) in toluene (25.00

Wi 2fa8HéHted under argon to 110C and stirred for 22 h. R&d/E8RIHPO000
was then evaporated, and the residue@é:rified by flash chromatography
(heptan /eth acetate.1:1) to

amino-2.met ynﬁwlaz““ﬁmzl2 d%i(;} c%c%(? ]etﬁﬁﬁ“é%t%}?d((f@&lﬁl sHsRtade® &
yellow &SP ([dwrishresthgrrsadiriad iy, Byiapiiero wenea i@ 15min.
chargedlinitinBtarnines ZitmethyithiZibled thadotidylittadd, weibybesteh THE. The

g)( soto r?il&a%v%‘@%cﬁa@é@kﬁ@ Iﬁ@%&y&@%ﬂﬁ&%ﬁﬁgslﬁéﬂﬁmﬂ §Mieptane

antp . dium 39 dibe In eac )
(Pd2db§q3ﬁ } c %%%%os)rmgg %é li%?ﬂla%l m?nfcci) it 612 e%x@ilﬁéo}“e 4
(15.00 r1) SRELGAGES i?ﬁ? @e/\?gég’z)o%?@ white Solid, MS (ISP)s e =
PCTIEP#806/66590 - 84 bromobenzenesulfonamide (0.38 g, 1.61 :

mmol) and cesium carbonate (0:93 g, 2.87 mmol) The vial was then
irradfatedsmiuion ofdnavmovelnatd S0diicr (M5Mn 1. Theumikting Ovabdry dioxane
diluted wmaéktgdam@vtbmmﬁl@nﬁmqmﬁmr@m}mﬂﬁe, d.86 {11348 mmol).
was GV%%@&%WJP E?g‘ci %Itcleenql)%}(a I&%hfgrh[(}lmgtﬁgtﬁw %/ (3-sulfamoyl-
(heptan % %
2- metmﬂ “g évﬂffac?ngwﬁ Ty TEATGN- thiih SR kb by Rctackpetmymol) was
ester (P984 2pdodeasasiostiviite solideMSi M) mn/é ml 3484 afM-8H) sodium
OIC) A sotutfare m‘e?ea?;limﬁxﬁbumeeﬂyﬁﬂﬂ ﬁﬂé&dmlﬁ@&@wﬁal)ﬁp&@a AR the
ioXang Was:t a t E?‘Pmbé]% i
ml, 1. 38 IFQIOEJPE rrcfl gté@l i H[%é‘room g ragtcﬁg ) Qi I}{ldd 2
2-Methyl: igh Lf amoal?p}’we% fﬁ’brjo fg% A 8’95 it aciGidthyfo-fluoro-
ester (PTB4R3:38 Fﬁﬁ%é‘F) (\%@4 &% anenthE rebistionichiMSrEWasm/e = 408.4
refluxed¥6rH . 1 ml water and 2 g sodium sulfate were sequentially
added and filtered. The filtrate was evaporated and the residue purified

by flash chromatography (hetane tathybrasiate) to yield 2 15
methyl-5-(3-sulfamoyl-phenylamino)-thiazole-4-carboxylic acid (5-fluoro-

WMMMXMMQ)@B&@S%%MM&JK&&@%ﬁyl&d&{ﬁ@m@ﬁﬁ%?yﬂdmm
408.4 (M+H+). Example 164 4-yD)-ami
2-Methyl-5-(2-methyl-pyridin-3-ylanuno)- thlazole 4-carboxylic acid

@Fretylaypdinag20i¢ MQP?J%?‘@-— 340.3 (M+H"), was prepared as for example 159,

steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using 2-methyl-pyridin-3-ylamine.

Example 165

5-(3-Methanesulfonyl-phenylamine)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-
pyridin-2-yl}-amide

The title compound, MS (ISP): m/e = 407.4 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-amino-5-fluoro pyridine and step C was
performed using 3-methylsulfonylaniline.

Example 166

—Methyi 5- (pyrazmwz -ylamino)-thiazole-4-carboxylic acid (5-fluoro-pyridin-2-yl)-
amide



The title compound, MS (ISP): We = 340.3 (M+H+), was prepared as for
example 159, steps A to C. Step B was performed using
2-methyl-pyridin-4-ylamine and step C was performed usinrg
WORMHYT43tidin-3-ylamine. Example 165 25 CT/EP2006/060090
5-(3-MethanesuIfonyl-phenylamino)-z-m%?h“yl-thiazole-4-carboxylic acid

(Srlvares Ryidinnet ige. Theti ISP): \We = 407.4
B e P B ae e, Belibe 159,

| W d as f | tef
S e L e
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U PSRRI IRERYRFIE: 30 Example 166 '
2-Methyl-5-(pyrazin-2-ylamino)-thiazole-4-carboxylic acid
(5-fluoro-pyridin-2-yl)- amide WO Z50810r4884 PCTIEP2006/000090 -85

The title compound, MS (ISP): m/e = 331.3 (M+H+), was prepared as for
exafipldipse Peidisaviein StepR tvdsiertdertedrisinlic2 Al B miupyedin-
pyridine and step C was performed.-yginghaminopyrazine. Example 167 5
5-(5-Chloro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid

(SHeioitte pytigiou2tyMIATEER Re-titeicompound WS EASRAers 3640ble 150,
(M) ANBSRreR rﬁ%&é;@fﬁ@éﬂé’&pﬂﬁiﬁ5§1&%§xj§é§§?ﬂto G fé&&% 958 sep C was
perfermed usin Téﬁrglno-&ﬂl{gro pyridine and step C wa&s perforime

USIHG B¢ Iorog/rl ORI 1HEREmple 168
2-Methyl-5-(4-methyl-pyridin-2-ylamino)-thiazole-4-carboxylic acid
(5-fluoro-pyridin- 2-yl)-amide The @EBIMBEBRINd, MS (ISP): m/e = 344.1

(M+H+), was prepared as for example 159, steps Ato C. Step B was
el R SR B S Byl e e oo ol pormpidic
using 2-amino-5-methylpyridine. ERayhiplenitizo
5-(4-Fuuoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid

(Alentisto qoprietinnd. WS SrSRierTe-thletaopaNdwMSASR)AMY gor 363Ble 159,
(e ), tas Seapar el A es MAmRia e 592 SGRRA By RaRIERE WS C was
AsaiRBRA YSING2:6RIBTS-RYG;Aryiamine and step C was

Example 169

5—(4—FIuoro-phenylamino)~2—methy1~thiazole»4-carboxylic acid (2-chloro-pyridin-4-y1)-
amide

The title compound, MS (ISP): m/e = 363.3 (M+H"), was prepared as for example 159,

steps A to C. Step B was performed using 2-chloro-pyridin-4-ylamine and step C was
performed using 4-fuoroaniline,

Example 170

2—Methy1~5—(pyrimidin-b‘»ylamino)«thiazole—4~ca.rboxylic acid (2-chloro-pyridin-4-yl)-
amide | |

The title compound, MS (ISP): m/e = 347.3 (M+H"), was prepared as for example 159,

steps A to C. Step B was performed using 2-chloro-pyridin-4-ylamine and step C was
performed using 5-aminopyrimidine.

Example 171
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performed using 4-fluoroaniline. Example 170
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid
chloro ridin-4-yl)- amide 25 The title compound, MS (I %E
“Eﬂ gl% +), was prepared as for exa ?ple 159, steps A ?g %806;‘%0(}90
was performed using 2-chloro-pyridin-4-ylamine and step C was
pexidreded-sisneBiaminenimigingn Examplg.14 L. WO-AR06/9 74884: .- pyr1dm~
PCT/EP2006/000090. -86
'2-Methyl-5-(2-methyl-pyridin- “4- ylamlxg) fﬁlazole 4-carboxylic acid

( Y, he t d MS = 344,
(!I?/IFEQH%%\% grlglr%agrie)ldga gfg ggr exam%f12 fgg? %Wﬂstgr%}%gfieﬁ* uggmpte 159,
SRS SeintrR A LeeRs Ww&ﬁeagﬁa%ﬁ@m%dwm%e@ C was
u§ﬁ¥§>2%ﬂﬁylg§yﬂm@ﬂlmdqméﬁﬁmple 172
2-Methyl-5-(2-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid
(2-chloro-pyridin 4-yl)-amide The ffengdenixund, MS (ISP): We = 360.3
(M+H+), was prepared as for example 159, 10 steps A to C. Step B was
pérfduthett uSing abohipnodpyAdikatiyigrtine ded stepdyWasi Perfaumedyyridin-
using 2-methyl-pyridin-3-ylamine. @xﬁ nplel/3
2-Methyl-5-(pyrazin-2-ylamino)-thiazole-4-carboxylic acid

(Zebiote-Ryrisin:Aryiksamide R I%é'getmr?%? HS%??}Q%P e)é 23 exa%mle 159,

éz J‘ég‘%grﬁzgt‘i%m%; %efor;;ngﬁésﬁi(; % FERYA

tlarnsie 174
5- (5 -Chloro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2-methyl-pyridin- 20 4-yl)-amide Famipls E6pound, MS (ISP): We =
360.4 (M+H+), was prepared as for example 159, steps Ato C: Step B-
wagi ;S‘é%ﬂﬁ% (PUEig-2-Prothyprieiplcadytarhine limtidtéh dBlovapyridin-4-y1)-
performed using 5-chloropyridin-3-anmaiagleExample 175

Iwag and step C was

The title compound, MS (ISP): m/e = 347.1 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-chloro-pyridin-4-ylamine and step C was
performed using aminopyrazine.

Example 174

5—(5—Ch10r0~pyridin—3~ylamin0}—2-methyl-thiazole~4~carboxylic acid (2-methyl-pyridin-
4-yl)-amide

The title compound, MS (ISP): m/e = 360.4 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using 5-chloropyridin-3-amine.

Example 175

5-((3~Diﬂuoromethoxy~phenyl)amino)~2~methyl-thiazole—4»carboxylic acid (5-fluoro-
pyridin-2-yI}-amide

The title compound, MS (ISP): m/e = 395.0 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-amino-5-fluoro pyridine and step C was
performed using 3-(difluoromethoxy)aniline.
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W/?&’é"]{? ed using 2-amino-5-fluoro pyridine and step ciA

25 5-((3-Difluoromethoxy-phenyl)amino)-2-methyl-thiazole-4-carboxylic
acid (5-fluoro- pyridin-2-yl)-amide The title compound, MS (ISP): We =

395.0 (M+H+), was prepared as for example 159, steps Ato C. Steg B
P2006/0060090

performed using 3- (difluoromethoxy) affline. WO 2006/074884
PCT/EP2006/000090 -87 Examplg,176;. 1~ _
5-(3-Diethylsulfamoyl-phenylamino)-2- ethyq-thiazole-4-carboxy|ic acid

(5-Bugtenansdinganvbiamide itle compopnd ISP): m/e =464 4 .
(M+LI-{E'), Wasvggia%%%aggégg%ggrﬂ _?e%@’éﬁ%%%%%£% s fpalioro- .
performed using 2-amino-5-uGFS Hitifid #Rifétep C was performed

in .%—amino-N!%;gf I-géﬁenzenesulfo‘namidg. Example 177 ‘
TR R HSIH RS Tt bbb woeampsen i cxample 15,
(BERIBrépridine Ayipapifertodrhetitia-coinpetidoM SHERY: M Fep C was
3B sidg Frasaprepatediag fdbexampleds9nigteps A to C. Step B

was performed using 2-chloro-pyridin-4-ylamine and step C was
performed using 5-chloropyridin-3pamipg. fyample 178
5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid

(5-thsaidepyrisifdibEa2sibnamide e iile; comoeund M. AP W 5 - pvridin-
355.3 (M+HTt), was prepared as for, _e%a}gﬁl:? 163, st%J}p{Js Ato g? SteoéonWldm
was performed using 5-bromopyrialir‘§ “FEarbonitrile and step C was

aed i -amings5-fluoro pyridine mple 179 20
5.%%5%%;}%%%&%? S e e bR g el 159,
R thi-Gyrichdinvas BesRifmed Tragide tonpridinMSIgspy: andestep C was
BsSoTe g Wableneaidid-3sanexample 163, steps A to C. Step B
was performed using 5-bromopyridine-3-carbonitrile and step C was
performed using 2-methyl-4-aminBspyphaitige. 25 Example 180
2-Methyl-5-(4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid
(Q:fﬁ;@j@.ryymmdiﬁsy})’lmme-2-meth}d~thiazole—4-carboxylic acid (5-fluoro-pyridin-
2-yl)-amide

The title compound, MS (ISP): m/e = 355.3 (M+H™), was prepared as for example 163,

steps A to C. Step B was performed using 5-bromopyridine-3-carbonitrile and step C was
performed using 2-amino-5-fluoro pyridine,

Example 179

5—(S—Cyano-pyridin—SnyIamino)-2-methyl—thiazole»é-carboxyﬁc acid (2-methyl-
pyrimidin-4-yl)-amide

The title compound, MS (ISP); m/e = 352.3 (M+H™), was prepared as for example 163,
steps A to C. Step B was performed using 5-bromopyridine-3-carbonitrile and step C was
performed using 2-methyl-4-2mino-pyrimidine.

Example 180

Z—Methyl—S—(4—methyl—pyridin—%ylamino)—thiazole-4~carboxylic acid (5-fluoro-pyridin-
: 2-yl)~amide
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WO 2006/074884 PCT/EP2006/000090 -88 The title compound, MS
(ISP): m/e = 344.0 (M+H+), was prepared as for example 163, steps A to

C. Step B was performed using 3-bromo-4-methylpyridine and step C was
Wertiétttdsing 2-amino-5-fluoro pyridine. Example 181 5 PCT/EP2006/000090
2-Methyl-5-(pyrimidin-5-ylamino)-thiazof&4-carboxylic acid

(ZrH%e&HX'cBX{%%HHH‘ f‘d’Sy is%'}‘"%‘?e T%ﬁi Iéril\%g?“} Olﬁlvr:]i% é)%spée%% & gﬁaﬁple 163,

%8 3 Q/Im ) prepared as for exa ‘
&rired ﬁ% o S RETHRIEE LRS- ff) RiRfirfeTa %ﬁ@ﬁ/é%d step C was
Fgrﬁé‘é W%ﬁﬁm@pﬁ}mmdmdxm@ Example 182

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2-methyl-p)rridin- 4-yl)-amide Theftitmgonfiound, MS (ISP): m/e = 351.4
(M+H+), was prepared as for example 163, steps A to C. Step B was
pefiddeibd-Gingisuisiomapynding Bicatbanititeanitt step(C mabyliSrrimidin-4-
performed using 2-methyl-pyridin-4}yjamjﬁe. Example 183
5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(Amaethycapypimidinngs)! X@P'gﬁe-m@ﬁt?( u{r}qg g@f X Y’Mg € am Ie 159,

3 +H+ ared a or exa
W%%Pgélr\?OH s %/smg %romopyﬁs e ) ﬁﬂ}éné’n%ygf@ ’ée\ﬁﬁ Step was
SEROEA kg 255

ﬁylpyrlmldlne. Example 184
2- Methyl -5-(3-oxazol-5-yl- phenylamino)-thiazole-4-carboxy|ic acid
(2-methyl- pyrimidin-4-yl)-amide 25*#&ltdé%ompound, MS (ISP): m/e =
393 1 M+H+) was prepared as fof example 159, steps Ato C. Step B

disirtyviamiaey avsthrhdhisgpieittiers banulistepdCawaethyl-pyridin-
performed using 3-(1,3-oxazol-5-yhamjlxneidexample 185 WO
2006/074884 PCT/EP2006/000090 -89

2Pitetitlyl S:ipamethprp YN -Gyl arb o) (MaED1; Was PHepRMIC.8 i example 163,

(gghlares py SRR B4 )pRMifGed using 5-bromopyridine-3-carbonitrile and step C was
performed using 2-maethyl-pyridin-4-ylamine.

Example 183

5~(5—Cyan0~pyridin-3»y1amino}~2~methyi—thiazole—4—carboxyiic acid {(4-methyl-
pyrimidin-2-yl)-amide

The title compound, MS (ISP): m/e = 352.3 (M+H™), was prepared as for example 163,
steps A to C. Step B was performed using 5-bromopyridine-3-carbonitrile and step C was
performed using 2-amino-4-methylpyrimidine.

Example 184

2-Methyl-5-(3-oxazol-5-yl-phenylamino)-thiazole-4-carboxylic acid {2-methyl~ .
pyrimidin-4-yl)-amide

The title compound, MS (ISP): m/e = 393.1 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-4~-amino-pyrimidine and step C was
performed using 3-(1,3-oxazol-5-yl)aniline.

Exaruple 185
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The title compound, MS (ISP): m/e = 360.3 (M+H+), was prepared as for
example 163, steps A to C. Step B was performed using

3-bromo-4-methylpyridine and step C was 5 performed using
WGBS ¥hloropyridine. Example 186 PCT/EP2006/006090
5-(5-MethanesuIfonyl-pyridin-3-ylaminoﬁ%rmethyl-thiazole-4-carboxylic

acichizemeinlnyidinsd-ub-amide The fitle compoynd, MS (ISP): \We =
404.4 (N?EHE), Wag&%prr%%ér%l(?g%ﬂ o%ﬂgfaénﬁlﬁg %3?&%)8§ écp%cgﬁsé"e}_{gg?é%dm-, o
was performed using 3-bromo-5-mé’tﬂ?ﬂfﬁ%ﬂﬁonyl-pyridine and step € '

was:performed using 2-methyl-pyridin-4-ylamine. Example 187 : :

5 SR GTCEIRhat Y 2 U, PRI . b Ryhbaascs for example 163,
(ZHREtAy I kiR 4vas parfideci5igthe liteqomponerty MG dEPnIVesp C was
344ro{idecHsp yvasspirepadibassieldaxample 159, steps Ato C. Step B :
was performed using 2-methyl-4-amino-pyrimidine and step C was
performed using 3-fluoro-aniline. Exampie 1638
2-Methyl-5-(6-methyl-p7ridazin-4-ylamino)-thiazole-4-carboxylic acid

(2-metsyMagpysidiogrhamide The e compounth M {ISRIBIQ Zid (2-
341.3 (M+H+), was obtalnegngﬁlat,b‘ -DE d cf of 2-
methyl-5-(6-methyl-pyridazin-4-3}1aﬁ¥|rnc§51-i "iglgba\%l-lg%arboxylic acid

( -pyridin- 4-yh=amide (example ough substitution of the
e B h YR Tt DSPase A gate 165
5StRE) AR GpHER P RS estHy R e arbibepkentoerl- pyridine and step
(SitetipgHpymedidiing 2yRethmideddie-titdecompound, MS (ISP): m/e =

351.4 (M+H+), was prepared as for example 159, steps A to C. Step B

was performed using 2-methyl-4-atring:eyidnidine and step C was 30
performed using 3-aminobenzonitrile. WO 2006/074884

PCTIEPRO06/DE00SRin)Q: meaipplBi &R -4-catboxylic acid (2-methyl-pyrimidin-4-
2-Methyl-5-(6-methyl-pyridazin-4-ylfq|y]g%)iéhiazole-4-carboxy|ic acid
(2chloro- pyridin-4-yl)-amide The title compound, MS (ISP): We = 361.4

(WitHire WasHBiERARY ﬁggﬂrﬁ%@@fillééli—ﬂ*), was prepared as for example 159,

steps A to C. Step B was performed using 2-methyl-4-amino-pyrimidine and step C was
performed using 3-fluoro-aniline. '

Example 188

2—Meﬂ1yl~5~(6-methyl~pyridazin~4—ylamino)~ﬂ1iazo}e—4~carboxylic acid (2-methyl-
pyridin-4-yl)-amide

The title compound, MS (ISP): m/e = 341.3 (M+H™"), was obtained as a by-product of 2-
methyl-5-(6-methyl-pyridazin-4-ylamino)-thiazole-4-carboxylic acid (2-chloro-pyridin-
4-yl)-amide (example 190) through substitution of the chloro for methyl by the
trimethylaluminium reagent.

Example 189

5—(3-Cyano-phenylamino}—Z—methyl—t%ﬁazole—é—carboxylic acid (2-methyl-pyrimidin-4-
y)-amide

The title compound, MS (ISP): m/e = 351.4 (M-+F"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-4-amino-pyrimidine and step C was
performed using 3-aminobenzonitrile.



" performed using 3-amino-N-ethyl-béfZe

5 steps A to C. Step B was performed using 5-chloro-3-methyl-pyridazine
and step C was performed using 4-amino-2-chloropyridine. Example 191
5-(3-Ethylsulfamoyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid
WOAMBR A ridin-2-y1)-amide 10 The title compound, MS (I§§¥Wﬁ?@0§j‘}°°"9ﬂ
436.1 (M+H+), was prepared as for exafffpie 159, steps Ato C. Step B
was performed using 2-amino-5-flyoro gxgigé'ne and step C was

e u(?fonamide. Example 192

S R e s raes (el

©'317.3 (M+H+), was prepared ad¥oflxarmiptanigs, steps Ato C. Step B~ -
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was performed using 2-methyl-4-amino-pyrimidine and step C was

peRe il dumBRn s aindiSoxarsle. IBkdniie HO3we prepared as for example 163,
SsfdpCaiatna-ppregB- dad prroaha metizyi-thiazele-4-aaiPexlie At dnd step C was -
(m@g@yfﬁq&@_ﬁﬂ%@r@g&ggﬁgﬁ%_compound, MS (ISP): m/e = 3513
(M+H+), was prepared as for example 159, steps A to C. Step B was
performed using 2-methyl-pyridin-%ﬂg@ilgfggnd step C was performed
using 2-amino-isonicotinonitrile. 25 Example 194

5-(3,51i 3 lamino)-2-methyl-thiazole-4-carboxylic acid. -
oy e S Boiogodesr>
-91 The title compound, MS (ISEF et YR85 eM-+Ht), was prepared as

far, example 159, steps A to C. Step B was performed usin

2 T SPERTHO b HIRG e Sl (R e FORBEF isihe for example 159,
3SRy Srolaniiitie B Bxerppténosdsusing 2-amino-5-fluore pyridine and step C was
Sp2 faiinedoxpysidiandindarninnyt eneiuhthiazela4-carboxylic acid
(2-methyl-pyridin- 4-yl)-amide The title compound, MS (ISP): We = 360.0
(M+Ht), was prepared as for exampigadsi@1gteps A to C. Step B was
performed using 2-methyl-pyridin-4-ylamine and step C was performed

uﬁﬂ@séx@iﬁl@yﬁzﬁtﬂ@b’@ﬁ[@@?thiamle—él—carboxyiic acid (2-methyl-pyrimidin-4-yl}-

amide

The title compound, MS (ISP): m/e = 317.3 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-4-amino-pyrimidine and step C was
performed using 3-aminoisoxazole.

Example 193

5-(4-Cyano-pyridin-2-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-pyridin-
4-yl}-amide

The title compound, MS (ISP): m/e = 351.3 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using 2-amino-isonicotinonitrile.

Example 194

5-(3,5-Difluoro-phenylamino) ~2-methyl-thiazole-4-carboxylic acid {2-methyl-
pyrimidin-4-yl)-amide



10 Example 196
5-(4-Chloro-pyridin-2-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2-methyl- pyrimidin-4-yl)-amide The title compound, MS (ISP): in/e =

VIB 3085 (NitBR+), was prepared as for example 159, steps A ¥ EER{9f/(30090

was performed using 2- methyl pyridin A%ZIamine and step C was 15

B

(?femd}dm Gid B ﬁﬁaérﬁﬂsj i %ﬁr@%ﬁﬁﬁmwomw@@ew@ﬂw G was

_ 3@4:&(%%@;%@%@1@@ example 163, 20 steps Ato C. Step B
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was performed using-5-bromopyrimidine and 'step C was performed using
3-chloro-4-fluoro-aniline. Example BE£8nple 195
5-(5-Methanesulfonyl-pyridin-3-ylamino)-2-methyl-thiazole-4- carboxyllc

adid {esHoarpypiticin-dathapitienthiihaitittscompbonitic Mel (ISR 7idin-
408.3 (M+H+), was prepared as forye ?_g}gjgelGB, steps Ato C. Step B
was performed using 3- bromo 5-methanesulfonyl-pyridine and step C

= -ﬂ_U I +
gggg?@ﬁ%’g%%%&q% %’rgfo O%r%%y (@f—i—% EWBJ‘%)%?% W(Por example 159,

bridagesh Wy?f& TStk RiiRe 2R e aming sBgyiEe © was
aﬁﬁ@%‘ﬁﬁ%ﬁyﬂ%ﬁ%ﬁ# ARlyramidéioThe title compound, MS (ISP): m/e
= 405.4 (M+H+), was prepared as for example 163, steps A to C. Step B
was performed using 3-bromo-5-méshapbsiMonyl-pyridine and step 5 C
was performed using 2-methyl-4-amino-pyrimidine. Example 200
5-(3-Ntéthahlesed fomidiptienyteimin)-Rathstiliditz tlexdboatvoddiCanidhyl-
(2-methyl pyrimidin-4-yl)-amidgydheditle sompadad, MS (ISP): m/e =
404.4 (M+H+), was prepared as for example 159, 10 steps Ato C. Step B

WaBeReforpnesh s 9/ R-Msthinds aM¥B0ePWANIOT /A6 SISR VRS example 159,

p@({é{}{ I}Sgtg ﬁg;}%%iﬁ%ﬁ%%@%%ﬁgfgﬁg%gp g%‘in%n OJZL larénme and step C was
ﬁ#: o ci;% & ﬂrpryn in-2-ylamine

Example 197

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (3-chloro-4-fluoro-
phenyl)-amide

The title compound, MS (ISP): m/e = 364.0 (M-+H"), was prepared as for example 163,
steps A to C. Step B was performed using 5-bromopyrimidine and step C was performed
using 3~chloro-4-fluoro-aniline.

Example 198

5-(5-Methanesulfonyl-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (6- i
' fluoro-pyridin-3-yl)-amide

The title compound, MS (ISP): m/e = 408.3 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using 3-bromo-5-methanesulfonyl- pyndme and step
C was performed usmg 2-amino-5-fluoropyridine.

Example 199
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amide 15 The title compound, MS (ISP): m/e = 343.1 (M+H+), was
prepared as for example 159, steps A to C. Step B was performed using
2-methyl-pyridin-4-ylamine and step C was performed using

VeUrRe8e@atitihe. Example 202 PCT/EP2006/000090
5-(3,5-Dif|uoro phenylamino)-2-methyl-thfazole-4-carboxylic acid

(2- mg idin- p%rra id he title com d, MS (ISP): m/e =
361.4 a“\ﬁfé‘dg%r? 1 %l ? for exa?ﬁgrg’fggf%‘féf)(gsAgfﬁaéoﬁgbaB‘d @2
was performed using 2-metrRpyHEdiRatiReéestep C was
‘performed using 3,5-diflucroaniline. Example 203 25

2 NHB - SRR PARINS RRiPdy-th itiote-CH Dowyhiorsprded as for example 163,
(4tfiprofot@ GnBthyR phepdifeamidesiestitleonspauihtn MBSy PisF and step .

3d¢As(MrolhledvasBrERAEH S £OLEXAMRIEAE3, steps Ato C. Step B
was performed using 5-bromopyrimidine and step C was performed using

4-fluoro-3-methyl-aniline. WO 200@40,{488443CT1EP20061000090 -93
Example 204 2-Methy1-5-(pyridin-3-ylamino)-thiazole-4- carboxylic acid

(2- @unyrwmegarf&nwha{mgmeznﬂe g{@%&@ﬂ M3 S'OSP@O T Gyl

341.3 (M+H+), was prepared as for., 163, 5 step
was performed using 3- bromo@ﬂfrﬁil f’éﬁl%? was performed using

thyl- -amlno Example 205 Cyclopropylmethyl-
P T A P ——
aﬁ“d’% T@rﬁoﬁﬁﬁ‘r?e?f?g?l%@H&@N}%ﬂ@ﬁhﬂdﬁa@hﬂmpynmldme and step C was

aeetplanmihostyshoatetiatiomsibyilester (1.70 g, 10.00 mmol) and
2,4-bis(4-methoxyphenyl)-1,3,2,4-dithiadiphosphetane 2,4-disulfide

(Lawesson's reagent) (2.02 g, 5.0@mimeb 20 toluene (25.00 nil) was
heated under argon to 110C and stirred for 22 h. The solvent was then

ebeparhiad, pinc e residue pufiadhy.lash chpmatag 3Ryl pyridin-4-y1)-
(heptane/ethyl acetate 1:1) to yield 5

amino-2-methyl-thiazole-4-carboxylic aC|de ethyl ester (0.94 g, 50.5%) as a

y?ﬂ@‘ﬂﬂéggglm&!%ﬁ (f@ﬁ: TSl glﬁM-'_e_I\'/_-lQH ), was prepared as for example 159,

steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using 3-fluoroaniline.

Example 202

5-(3,5—Diﬂuoro~phenylamino)—2—methyl—thiazole-é—carboxylic acid (2-methyl-pyridin-4-
_ yl)-amide

The title compound, MS (ISP): m/e = 361.4 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using 3,5-difluoroaniline.

Example 203

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (4- ﬂuor0—3 -methyl-
phenyl}-amide

The title compound, MS$ (ISP): m/e = 344.3 (M+H™), was prepared as for example 163,
steps A to C. Step B was performed using 5-bromopyrimidine and step C was performed
using 4-fluoro-3-methyl-aniline.
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B) 5-Amino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.200 g, 1.07

mmol) was dissolved in 10 mL dry DMF. Potassium carbonate (0.45 g,

3.26 mmol) and cyclopropyl methylbromide (0.166 g, 1.23 mmol) were

WadEArEthe reaction 20 mixture was stirred at 80C overrfi§htEH3@6/006050

reaction mixture was diluted with 100 nﬂ?water and extracted three times

with ethyl acetate (50 mL each). T ﬁ%fl phases were pooled, dried

with sodium sulfate and evaporate cru e product was

teshmpatenanhod ol el hemanielnd sl 40002 .

5-(cyclopropylmethoxycarbonyl- (cycldﬁ?‘%ylmethyl) -amino)-2- 25

methyl -thiazole-4-carboxylic acid ethyl ester (140 mg, 39%). C) A solution
Stk gt My Fvﬁ?arrféfeci—*lm B, (V& Mhivesly imeperedl adriprdivaaaple 163,

w@:swé‘atediatse@ Witrerpméihyal uniig dab (@b py fidxane o84 Mhkids6Rrformed

mugiah 2Tdmeymixiure Wasstided, at room temperature for 1 h. 5-

(Cyclopropylmethoxycarbonyl-(cyclopropylmethyl)-amino)-2-methyl-tluazol

e 30 4-carboxylic acid ethyl ester ( 182840 mmol) was added and the

reaction mixture was refluxed for 4 h. I ml water and 2 g sodium sulfate

WETEREGH g?ﬂﬁ”%‘ch?fj@eg]@ﬂﬂ Elt(%r%je ﬁ V%ﬁ@ﬁ”i‘%ﬁ?r%? Or}ﬁqhafarl]z%lﬂ%eyl}

residue purified by flash romato ethyl acetate

100: O > O 100 gradlent(tao Ve a&yc‘fg Pé" ﬁﬁ&iﬁ i ester

[2-m éPZ methyl %pflgln -4-ylcarbamoyl) -thiazo]-5 WO

500 W@W%ﬁﬁ%ﬁﬁ’é}rﬁféﬁéf’aﬂf (1.70 g, 10.00 mmol)
cycloprd’[’%ﬂl metﬁ%@ﬁ@r%@@@%hﬁa%ﬂéﬁ&l@mmhdm& (ISP)idviisulfide
= 402.5 (dwdsgnExaumple @08 2, 5.00 mmol) in toluene (25.00 ml) was heated under

Methyl- 51‘&5?1%@14)@99&"5@&@@%‘992 W'%@'%ofv&ﬂr%&dlg Q\Q orated and the & -

(5-fluorq; in ge The tltle C !ZI%A

& oo A e S WISl TVE g .

was pertBHREd 6%??:}@’13 %R!ﬁ%ﬁﬁ%?ﬂ’#@éﬁ’de@t@pSWé@@?rﬁ%d as a yellow

using 2-<aindis {SRopieridid@ 3 TherEhoro was substituted by methyl

through the trimethylaluminium reagent. 10 Example 207

5-(2 B hfororpyvidinnétyfdnhino)l@inethytsiiiazate dhgarbexylmmoid;, 1.07 mmol)

g26 ;nzt(hwlzspﬂgm@m]ﬂ yd))ran(]&)e e, t@'&é&@%@%oéé%d!@ 2B W%—mmoz) and

+ %&l&ﬁ re

was pelr\?}c’)? 8¥L\ﬂn9 %ne 4Eam|n §I’Iml melz IfsetéL ée Hhe reaction
mixture was sfirred at 80°C overmght he reaction mlxture was dﬂuted with 100

mL water and extracted three times with ethyl acetate (50 mL each). The organic

phases were pooled, dried with sodium sulfate and evaporated. The crude product

was flash-chromatographed on silica gel with heptane/ethyl acetate 100:0 -> 0:100

gradient to yield 5-(cyclopropylmethoxycarbonyl-(cyclopropyimethyl)-amino)-2-

methyl-thiazole-4-carboxylic acid ethyl ester (140 mg, 39%).

C) A solution of 2-methyl-4-amino-pyrimidine (0.184 g, 1.68 mmol) in 10 ml dry
© dioxane was treated at 0°C with trimethylaluminium (2M in hexane, 0.84 ml, 1.68
- mmol). The mixture was stirred at room temperature for 1 h. 5-
(Cyclopropylmethoxycarbonyl-(cyclopropylmethyl)-amino)-2-methyl-thiazole-
4-carboxylic acid ethyl ester (0.135 g, 0.40 mmol) was added and the reaction
mixture was refluxed for 4 h. 1 ml water and 2 g sodium sulfate were sequentially
added and filtered. The filtrate was evaporated and the residue purified by flash
chromatography with heptane/ethyl acetate 100:0 -> 0:100 gradient to yield
cyclopropylmethyl-[2-methyl-4-(2-methyl-pyrimidin-4-ylcarbamoyl)-thiazol-5-



15 performed using 4-amino-2-chloroanfline. Example 208
5-((Cyclopropylmethyl)-amino)-2-methyl-thiazole-4-carboxylic acid

(2-methyl- pyrimidin-4-yl)-amide
Cgckmpiopsimethyl-[2-methyl-4-(2-methyl-pyrimidin-4-ylcarbeamasisisazobo
5-yl] 20 carbamic acid cyclopropylmethyidester (example 205, 0.091 g,

0.227 mmpol) was dissolved in 1 mL trifluoroacetic acid and stirred at 50C

for 3h. THe FEXERN HIKCHEREE dmASH Goien Sb1Les abtbatechsoliuress oil, MS
bicarbondf® s ontisH &t @ktiEtted three times with ethyl acetate (30 mL
each). The organic phases were pooled, dried with sodium sulfate and

evaporated. The crude product waEfhasplectromatographed on silica gel

5 Example 209

10

with 25 heptane/ethyl acetate 100:0 -> 0:100 gradient to yield the desired :
cotplotind-a< Bwiiite-mofidl(37yiagibA 9kt US B MMeic2304 DA 43 Yridin-

-amide
5-(3-Carbamoyl-phenylamino)-2- metﬁyl thiazole-4-carboxylic add

(2rmetind-ysiaidin ml@m%éf\t% 6@(9?&;%52%355@@9%9& 92%1e 163,

-9 itl und S S.pre

foréelgg%%@ i%gp[’% ep%’i\ @r% @im ’vvaécgé) ?ﬁ@éﬂﬁ F;‘WP C was Pel'formEd
2 WS thyi-ARR Y Fﬁﬁ?ﬂfﬁ%nﬁhétébltfma@s a@hﬁrm@d singethyl through the
Biamﬁbwehmwm rEagample 210 5 2-Methyl-5.
((3-trifluoromethyl-phenyl)amino)-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide The title comp@undpMFESP): m/e =. 393.1 (M+H+),

was prepared as for example 159, steps A to C. Step B was performed
using52¢netiiytepyriditndsyfaraine)anchaliep- GMias-ReHHEREEE USIND -methyl-

- 3-aminobenzotrifluoride. 10 E ﬁgl,,tl_ 1)-amide

...5-(3-Carbamoyl-phenylamino)-2- ethyl thlazole 4-carboxylic acid

15

20

25

(Zrmethyl i e The.t d, MS (ISP = 368.1
(MEH). tveg?:)gtg’?ﬂ élrbe%kgtsmgr re;[/lg mglgg %ggﬁ 2{‘3 SAT 1%’ égd as for &xaniple ¢ 159,
performe usmgxg‘? SRy ?Uﬁ R é?' §Pé‘;5"CRXFa\%“ ige and step C was
pBASYHHLE HERG SmimeEbdhessidieeExample 212

5-(5-Methoxy-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2_methy|_ ] EX&IIIP].C 208

5-((Cyclopropylmethyl)-amino)-2-methyl-thiazole-4- carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide

Cydopropylmethyl-[2-methyl-4-(2-methyl-pyrimidin-4-ylcarbamoyl)-thiazol-5 -y1]-
carbamic acid cyclopropylmethyl ester (example 205, 0.091 g, 0.227 mmol) was dissolved
in 1 ml. trifluoroacetic acid and stirred at 50°C for 3h. The reaction mixture was diluted
with 20 mL saturated sodium bicarbonate solution and extracted three times with ethyl
acetate (30 mL each). The organic phases were pooled, dried with sodium sulfate and
evaporated. The crude product was flash-chromatographed on silica gel with
heptane/ethyl acetate 100:0 -> 0:100 gradient to yield the desired compound as a white
solid (37 mg, 54%), MS (ISP): m/e = 304.0 (M+H™).

Example 209

5~(3mCarbaﬁoylnphenylamino)«2-meﬂzyl-thiazole»4~carboxy1ic acid (2-methyl-
pyrimidin-4-yl)-amide



. steps
was perior

pyridin-4-yl)-amide The title compound, MS (ISP): We = 356.3 .(M+H+),
was prepared as for example 159, 20 steps A to C. Step B was
performed using 5-bromo-3-methoxy-pyridine and step C was performed

WCiAY N HEthyl-pyridin-4-ylamine. Example 213 PCT/EP2006/000090
2-Methyl-5-(5-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid

2 l-pyridin- 4- yajde 25T ' d, MS (ISP): We =
e e R BT Sl o
Strife ﬁf’é% Bt b ke Rrs iR N sy peranart ssihg was

- 2-PRERIPIdyHEIE MeprairezExEnple 214 WO 2006/074884

evaporated, a
- Mﬁf@%?fﬁﬂﬂ*%%@f&f@%%&ﬁéf&%@

10

- were-added and-the reaction. mixture was stirred.at. 70C overnight.. The . . ..
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20

25

PCTIEP2006/000090 -96
5-(S-Fluoro-p)rridin-3-ylamino)-2-nkstwypitrildgole-4-carboxylic acid
(2-methyl.pyridin- 4-yl)-amide The title compound was prepared as :
illustriiettiyiroschenibioron) othgushenbioniod Rdeafidaminbogyneat eligiethyl-
acid ethyl ester (1.70 g, 10.00 gtk 2.3 mide
2,4-bis(4-methoxyphenyl)-1,3,2,4-dithiadiphosphetane 2,4-disulfide
(Lewvessorsreadeni$2/82)9 0500 @WWWE%’& %559‘%&7142 W ample 159,
hg@%gdAug)d@f S%'Pc;%n Vggsllggr%lrégrsu'grre Tfor ﬁlZ "'STfFﬁng _Ivent_ was tﬁen
and'the ' residue purified By fras Faa Grapmne and step C was
amino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.94 g, 50.5%) as a
yellow 10 solid, MS (ISP): m/e = 3rBrlikZH+). B)
5-Amino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.40 g, 2.15
mmibly ATt EothP aRpdrH rhisiolert-bubpisilizatid N ate (b8 26 ridin-
g, 4.41 mmol) and 4-(N,N-dimethydayjiaadyridine (0.036 g, 0.3 mmol)

sgeﬁﬂgasn@mpbr?ggmsh)emzida@&l -(N@HREWW&%QEH‘% 5?5%@‘3916 159,
s icar ie 98,80 : : e s with ethyl acetate
( Qﬁ;ﬁ%%ctth [<] olrgg;r%c égha ezév%e%%e %%%%,Pﬁggl vﬁ@éﬁ%&sséﬁ%t% was
and evaporateé. The crude [%cﬁlct was flash-chromatographed on silica

gel with heptane/ethyl acetate 100;0 -> 0:100 gradient to yield 5-tert-
butoxycarbonylamino-2-methyl-thiSS8RE% £hoxylic acid ethyl ester as a
light _Z(n %gw solidé0.55 g, _90%0# MS (ISP): m/e = 287.1 (M+H+). C) A
s.olutslo9 io(f “MEtRYI: &}’ﬁéﬁ%‘i’& ATRRBB g erd shrbranlin ot (i mefhyl-
pyridin-4-yl}-amide
The title compound, MS (ISP): m/e = 356.3 (M+H*), was prepared as for example 159,
steps A to C. Step B was performed using 5-bromo-3-methoxy-pyridine and step C was
performed using 2-methyl-pyridin-4-ylamine.

Example 213

Z—MethyI-S—(S«methyl—pyridin—B—ylamino)~thiazolew4~carboxy1ic acid (2-methyl-pyridin-
‘ 4-yl}-amide '

The title compound, MS (ISP): m/e = 340.3 (M+H"), was prepared as for example 159,

steps A to C. Step B was performed using 5-bromo-3-picoline and step C was performed
using 2-methyl-pyridin-4-ylamine.

Example 214



dioxane was treated at OC with trimethylaluminium (2M in hexane, 2.88
ml, 5.77 mmol). The mixture was stirred at room temperature for 1 h.
5-tert- Butoxycarbonylamlno -2-methyl-thiazole-4-carboxylic acid eth

WREHEB8%, 25 1.92 mmol) was added and the reaction mB&UHE" g,gggeosoge
refluxed for 4 h.-1 ml water and 2 g sodRfm sulfate were sequentially

nd flltere filtrat yas e ora ed an resi urifi
by f&dﬁc%roWogra e 7on |I|craﬂ‘£g"]&frr Reptand 8@( facgli%egfé%sopgldm"

0:100 to yield [2-methyl- 4 (2 methyﬁﬂ@nﬁﬁd&
'ylcarbamoyl)-thiazol-5-yl]-carbarnic acid tert-butyl ester (0.555 g, 83%) as
a Tigntithsoyamennsones WSSy Yvstreigd :5qMm=p$). D)
[2-Methyl-4-(2-methyl-pyridin-4-ylcarbamoyl)-thiazol-S-yl]-carbamic acid
tert- Buity' sxteentins 37 &, B Paminobreasadistolvisckihyl 2ster (1.70 g, 10.00 mmol)
5 trifluoroagdtic adghiebis4stied:gbheail iEpperaitiedpha@ioiiel he 2,4-disulfide |

reaction ME&%%&&& G{Q (\M@ gb{) 1%91% ashepa 35566%%59&3‘@& under

pHIO and extrac re cet e 35 L eac
organic p asei v%/(ie(are@ SdI r&ﬁ\gj uﬁ? gtﬂ’ftaéa%\ﬁ[?prome and the
2006/072884 évo@/dod@@@fm@z@)dpébaré@ewmdeteﬁodu@t yield 5-

was flashechretratatybliedlont silidagdlwital hiptane/éttpd ackLate)0Q: Gellow
10 -> 0:10GgEadigntioryigid S-agnineng:mefhyl-thiazole- 4-carboxylic acid
(2-methyl-pyridin-4-yl)-amide as a light yellow solid (0.361 g, 95%), MS

(lSP)Bjnéerﬁfog AL AR B -2-AN I% Q&ﬂ%ﬁﬁéﬁ%?'@ ﬂﬂ?rp@(mo}) was

MR R e

uero
carbonafe(th ?‘Fﬁﬁ%ﬁmé’r’é‘*é@%@g ﬁ%m@a&%ﬁ?ﬁ%ﬁi@%@ reaction

.-|rrad|atemmt@wamovvai/etdt01606dmg% The, dilutedwadttvifGaret, wateesidue . .

15 and eXtr@ﬁ@ﬁdﬁrﬁﬁm w&%@&y&@ﬁﬁﬁa@&%6&&@@&*&}10@&&0&&9@@&?thxee
phases W&“‘é‘ PJ&%&‘Q’ % ”ﬁsjﬁlaetgra”:%ce RQrated, INSCHAS i
productw s flas romatogra d¢0n sili /8ﬁ1 ?

Wlt tane
hcetate Y506 SaliiE aedg%em% B s éf% P gtpgTRhsd on
solid (0.985ggd5wh Mst@epyhyh/@ammowm@)mxml@m@ figld 5-tert-
5-(3-Cyanesphrarydapinoranstiyfiitiinzole-4-cabboyidiaaCidthyl ester as a light
20 (2-methylipyidis oy s A, )] Tﬂ&%‘dfﬁfs%mggéﬂgg 1'\(@4(1?? m/e = 350.4

(M+H+), was prepared as for example Ato C. Step B was
perfqﬁjnﬁdsl:lﬁiﬂgr? Jﬁﬁﬁﬁ}éfl?%!ﬂlﬂaﬁny&%&?n%%%ﬁ%pg?é’%s mmol) in 20 ml dry
dioxane was treated at 0°C with trimethylaluminium (2M in hexane, 2.88 ml, 5.77
mmol). The mixture was stirred at room temperature for 1 h. 5-tert-
Butoxycarbonylamino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.55 g,
25 1.92 mmol} was added and the reaction mixture was refluxed for 4 h. 1 ml water
and 2 g sodium sulfate were sequentially added and filtered. The filtrate was
evaporated and the residue purified by flash chromatography on silica gel with
heptane/ethyl acetate 100:0 -> 0:100 to yield [2-methyl-4-(2-methyl-pyridin-4-
ylcarbamoyl)-thiazol-5-yl]-carbamic acid tert-butyl ester (0.555 g, 83%) as a light
30 yellow solid, MS (ISP): m/e = 349.5 (M+H™).

D} [2-Methyl-4-(2-methyl-pyridin-4-ylcarbamoyl}-thiazol-5-yl]-carbamic acid tert-
butyl ester (0.532 g, 1.53 mmol) was dissolved in 12 mL trifluoroacetic acid and
stirred at room temperature for 30 min. The reaction mixture was treated with 2N
soditm carbonate solution until pH10 and extracted three times with ethyl acetate

35 (50 mL each). The organic phases were pooled, dried with sodium sulfate and
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performed using 3-aminobenzonitrile. 20 Example 216
2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4- carboxylic acid
V&Z meth 8pyrldln -4-yl)-amide The title compound, MS (ISP); 329.0
(f@lzﬁ—ﬁf 35 prepared as for example 159, steps Ato C. Ste(r:) Pzg{é6/0(}0090
performed using 2-methyl-pyridin-4- ylangi?n'e and step C was 25

R RS it
acid me & {f’nfﬁcgﬁg‘g @8&&?@&8 I F§F>§° wild 5-gming-Aumeihyy; thiazole-

was pre‘bé?@l?’ﬁé@d?%&é%@l@@%@?@@sﬁe}d%ﬁi@@s&égﬁ yebisw solid (0.361 g,
perform&Eda)siig Qsmethw-pymalmfm}ttahﬁme and step C was performed
using methyl-3-aminobenzoate. WO 2006/074884 PCT/EP2006/000090

-98 Exampleiitil8-methyl-thiazole-4-carboxylic add (2- methyi~pynd1n-4 -ybh-amide

5-(2,5-Dyl |- I
B S

(M+H+)7was prepare ?Srl Eafft 831%9 t%p%%? tH‘@c’%t&ﬁrB pided. The
perfornfé%ﬁ%ﬁh&‘?’ﬁ%étﬁ?ﬁﬁ?ﬁéﬁ?@%ﬂﬁmﬁﬁdﬁt@mﬁﬁiﬁ§ ferformad diluted
using 2y85itlifbroamiire afkampalecd 18ree times with ethyl acetate (50 mL each). The

2- Methﬂr@ﬁ@ﬁl@ﬂ%ﬁ@ﬂ?@é&t%ﬁﬂﬁﬁl CRIRROUEACItLd evaporated. The cr de
(4- met%’oexgwggﬁasfyghr et g 129 Th tltl %)%f Emglgeﬁza(geéﬂg{ /egtte 1(3) 0

was prepare as oPexam

was perﬁ)% %%?ﬁ@‘%t?%%ﬂﬁy%‘?ﬁélﬁﬁﬂ”ﬂ‘é W@/@é@ﬂéﬁ‘dﬁh@tﬂ@ b&Frgy 65%),
2-amind44-HsSih pivs rirdin MHple 220
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid
(2-chloro-pyridin-4- 15 yl)-amide Thaditde cdthpound, MS (ISP): m/e =
~381.0 (M+H+), was prepared as for example 159; steps‘AtoC. StepB. - . ..
Was geyfomédnysingbaminedlctitaropytidinbapicsiap G-weshyperiqamedy).
using 3,5-difluoroaniline. Example 221,,;4.

The title compound, MS (ISP): m/e = 350.4 (M+H"), was prepared as for example 159,

steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using 3-aminobenzonitrile.

Example 216

2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide

The title compound, MS {ISP): m/e = 329.0 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using 3-amino-1-methylpyrazole.

Example 217

3-{2-Methyl-4-(2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamino]-benzoic acid
methyl ester

The title compound, MS (ISP): m/e = 383.1 (M+H"), was prepared as for example 159,

steps A to C. Step B was performed using 2-methyl-pyridin-4-ylamine and step C was
performed using methyl-3-aminobenzoate.



10

20 5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid
(2-methyl- pyridin-4-yl)-amide
3-[2-Methyl-4-(2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamino]-benzoic
WM ester (example 222, 0.425 g, 1.11 mmol) was &icSERAEGAME?
mL dry THF. Lithiumalumiumhydride (62669 g, 4.44 mmol) was added

and the reaction mixture was 25 stijred gt room temperature for Ib. Water
(0.169 mL), 15% NaOH (0.169 mL %ﬁ%?e}aeg%iﬁ water (0.507 mL) was

slowly, d and the reaction mixture was filtered and evaporated. The :
R Bt e S RO P adn-&-
to yield the title compound as a yelldwase¢ (0.257 g, 65%), MS (ISP):

m/e = 355.3 (M+H+). Example 222 WO 2006/074884

pEa @ﬁgmm@éw&gﬁi’): m/e = ~$61.4 (M+H™"), was prepared as for example 159,
2shMpthyld-(pgirt vylapeifio)ihiazolg-4-eBoMpiE B61d-ylamine and step C was
(2{;@%@5@—@},{%@@%@}3%&@6 titte compound, MS (ISP): m/e = 346.1
(M+H+), was prepared as for example 159, steps A to C. Step B was
performed using 4-amino-2-ch|orog¥5}gmgﬁ@d step C was 5 performed

using 2-aniinopyridine. Example 223

2- b= (B:trifluorometk ridin-3-ylarning)-thiazgle-4-carboxylic,
ac%g(&zQE¥J r}ﬁﬁe%@éggﬁgign-u-yl;-éﬁ%éjz %ééflt égc?o (i%gﬁlr?ﬁ V\*/Iélse%%ﬁg'é%l%g'z'm'
illustrated in scheme 9. 10 A) A suspéﬁ%‘iﬂ(?n of 2- acetylamino-cyanoacetic

agf'd ethyl ester (1,70 g,,10.00 mmol) and .
2,k’-ﬁé@-ﬁ@@%&%%%ﬂ)g-li)fﬁ%?dw&dﬁ%‘b@phéf&h?ﬂ?&@iﬁlﬁéfeﬁxample 163,
(BResstr's ReepgBritp{ 202 yn&l0simnichrinrolppidin(@ 50 ki) Wass performed
hested-undes- angehiipdiaQiand stirred for 22 h. The solvent was then

- - evaporated, and the residue purified by flash chromatography

15

20

25

(heptane/ethyl acetate 1:1) to yieldidRle 220
amino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.94 g, 50.5%) as a

yels-beich MBHES ). 2- 2R A3 MMtk 10- Barboxylic acid {2 chloro-pyridin-4-

5-Am|no-2-methyl-th|azole-4-carboT>§Jﬁlc d ethyl e)s{%]er (0.40 g, 2.15

mmol) was dissolved in 20 ml dry If.nﬂl-ffert.-butyl dicarbonate (0.526
Hmma T sdimethylami jdine (0.036 g,.0.3 mmol)

e gﬁ%%e@éﬁ%%%%%ﬂ%@@gg%ﬁﬂ HRIEDIE I HEFRIE 159

SORPEH WS e BoPatid, RREFaRsd s g2 diaoRaidincethdodiunt was

HheHBatedtesil Gifodifmet exitireted three times with ethyl acetate (30 mL

each). The organic phases were pooled, dried with
Example 221

5- {3~Hydroxymethy1»phen3damino)—2~methy1wthia'zole-éé—carboxyﬁc acid (2-methyl-
pyridin-4-yl)-amide

3-[2-Methyl-4-(2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamino]-benzoic acid
methyl ester (example 222, 0.425 g, 1.11 mmol) was dissolved in 15 mL dry THE.
Lithiumalumiumhydride (0.169 g, 4.44 mmol) was added and the reaction mixture was
stirred at room temperature for 1h. Water (0.169 mL), 15% NaOH {0.169 L) and again
water (0.507 mL) was slowly added and the reaction mixture was filtered and evaporated.
The crude material was recrystallized from ethyl acetate and dichloromethane to yield the
title compound as a yellow solid (0.257 g 65%), MS (ISP): m/e = 355.3 (M+H™).

Example 222
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sodium sulfate and evaporated. The crude product was
flash-chromatographed on silica gel with heptane/ethyl acetate 100:0 ->
0:100 gradient to yield 5-tert 25

W eiRg/easdnylamino-2-methyl-thiazole-4-carboxylic acid eB§j/E#ic4808%0
light yellow solid (0.553 g, 90%), MS ({8#): m/e = 287.1 (M+H+). C) A
solytion ethyl- p r| in-4-ylamine (0.623 g, 5.77 mmol) in 20 ml dry
dlo%aﬁdé?‘%‘gz TFW@W%M% it (hotorarigrigat-yD)-
ml, 5.77 mmol). The mlxture ‘was stirreddat room temperature for 1 h.
5-tert 30 Butoxycarbonylamlno -2- methyl -thiazole-4-carboxylic acid ethyl .
eSher {0 gpdied MmGhHRNas/addatban(MmE Feactioprapixttre asxample 159,

retipued tord I8ich Bl wiateErBRA G808 UM WEISH SRR N en C vas
alggﬁg ang J 8d, I H% @5% was evaporated and the residue purified
pry

by-flash chromatogra on silica gel with heptane/ethyl acetate 100:0 ->
0:100 to yield [2-methyl-4-(2- meth%l By n;j 2% WO 2006/094884
PCT/EP2006/000090 -100 ylcarbamoﬁ i1azol-5-yl]-carbamic acid
tseié% ﬁﬁtg r(g)él uc.g:’o @271%%? I galr!r%\ﬁvﬁoinazg{l §4Q:Sarl:l)))oxr321/§ acid (2~
[2-Methyl-4-(2-methyl-pyridFeyl mﬁﬁt@yﬂ%ﬁmﬁlﬂ 5-yl]-carbamic add
tert- butyl ester (0.532 g, 1.53 mmol) was dissolved in 12 mL

Stlcruneond wHeTsamdes Herbetediamgesmafe for 30 min. The
reactlon mixture was treated with 2N sodium carbonate solution until pH10
and kifatieReasieseof et siitnathyksmtateiqBOidrthebety: T grgamic mmol)
phasesanére pdaﬂéﬁis @Inﬂdhuﬁt*pseﬂmm Sylfalgiandishiaparaied. Th§4 disulfide

crude p(QQ&r@E @96%9}}&)% ° slica, g8l %I?ta H“Xnder
acetate_], 0 an |e 2 methyl-thiaz
4-carbox c aC| me % ?dsé’ §W§f1g§féﬂl8wf§’6ﬁff and the
(0.361 &8894)K @%@@WMhsp@an&efhyémmvelthwmd 5-

chargedmiith-8- Wbiﬁmﬂﬂylfmiamﬁaémmbﬂ}%&ﬁm4 g, 50.5%}) as a yellow

(2-methyhigyNginsty hanmide9.329:9:)0.806 mmol), 4,5-
bis(diphenylphosphino)-9,9-d methylxanthene (Xantphos) (0.159 g, 0.275

&%B?eﬂﬁﬁ%mﬂﬁgi Uﬂlﬁ'&.@ﬁ@mgﬁ% S@L%ﬂgﬁgﬁ}g# > b r%(l)():%l/?rfg%qﬁol) was

fO||O\II3V gf);g%gfgl%n%)fg-%fﬁpome F?;?J %%Iéa é %%Hﬁn ol} and

and ceditroatiBs At BT ITEE{ %I??H’é‘%&) Wagaﬁé@dw@dﬁﬁé@aeﬂm

in a micPEWEge By ehrtad1 SO0 Torosemight. THe: nikiene wias-difwtackdyithe residue

THE anakthewgolidsditetedrwashinginih Hi’:‘hgbxﬁﬁggbfﬂﬁ%ea\fyc?%xtmcted three

evaporgigek %&Uﬂﬁzf@&&‘é@(@b‘%?gaﬁ%’)ﬂ?ﬁ@ Qa%{(r:] 1%‘ A& QQ% poo?e&cgned with
sodium sulfate and evaporated. The crude product was flash-chromatographed on
silica gel with heptane/ethyl acetate 100:0 -> 0:100 gradient to yield 5-tert-
butoxycarbonylamiho~3~methy1—tfﬁazole~4«carboxy]ic acid ethyl ester as a light
yellow solid (0.553 g, 90%), MS (ISP): m/e = 287.1 (M+H™).

C) A solution of 2-methyl-pyridin-4-ylamine (0.623 g, 5.77 mmol) in 20 ml dry
djome was treated at 0°C with trimethylaluminium (2M in hexane, 2.88 ml, 5.77
mmol). The mixture was stirred at room temperature for 1 h. 5-tert-
Butoxycarbonylamino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.55 g,
1.92 mmol) was added and the reaction mixture was refluxed for 4 h. 1 ml water
and 2 g sodium sulfate were sequentially added and filtered. The filtrate was
evaporated and the residue purified by flash chromatography on silica gel with
heptane/ethyl acetate 100:0 -> 0:100 to yield [2-methyl-4-(2-methyl-pyridin-4-
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gel with dichloromethane/methanol 100:0 -> 90:10 gradient to yield the
titte compound (0.147 g, 46%) as an off-white solid, MS (ISP): m/e =
394.0 (M+H+). Example 224
WO 9pyridin-2-ylamino)-2-methyl-thiazole-4-carboxyh€ HEfF006/000090
(2-methyl-pyridin- 25 4-yl)-amide The-titl@ compound, MS (ISP): We =

344.1 (M+H+), w repared as for example 223, steps Ato E. Step C
was pe%&%bg@@ﬁ;%%fﬁ?a%ﬁwﬁaﬁm%mfﬁ&%@f@ﬂé% E300), o a light
performBHUWERGD MR FRU R rorcidgrdiver IERample 225 30
5-(2-Chloro-pyridin-4-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2-chlorB-pdeidi-AEmatitievidn 2006/074 864 PETEP2A06/0B0080acid tert:
-101- Thetitleseerupsang 1MSaR) - waleirss38RAL M2 ) (MRS RIRRAEH and
as for examplg: 19 @iﬁgé‘ﬁﬁ% Gr SUGR:E W@s Qaecgg rrpneugtilljr%lg%s treated with 2N

4-amino-§-.ch|oro ridine.and step C was performed usin i
4-aming SG OC%E%/\W Fnsé).hjég?gr%ﬁ% BB 0and exiracted three %mes with ethyl acetate

5-((Cydbr 8y FaethyBha rissyo nhvsasyieraxeotted-deedowiticsaditm sulfate and
(2-methyiapyridid- Zhd)cmdiderokhettitiescmipelndivRsRIBPAIed 8ca gel with
illustratgepinREReN 8 ) 1003HSPENSIPA A S NNQscyan G iazole.
flus ethjfg%%&?g oo mﬁfgig%aﬁf‘%@%@@.m 53 I%%&sﬁ%n zole
2,4-bis(2-0 et enyl-1 égﬂygﬁ ?éd?f)P{&?Bﬁ%ﬁﬁelﬁlht-ﬁ?gﬁﬁi%hﬂéo-%l &
(Lawes %ngg %%@/gmj B22494 B Himnbl) in toluene (25.00 ml) was

heated under argon to 110C and stirred for 22 h. The solvent was then
eva@rﬁté’&ﬁcml’ﬁé”%@i’d GBI tsrochipatatbgraply-4-carboxylic acid
(heptari@rekiivhoatatn¥4))taryidkd 5- (0200 g, 0.806  mmol),  45-.
amino-2isé ; it bﬁaﬁ:ﬂlﬁ}%%l% ; ¥IAS A
yeHow angc%}%fn ﬂnﬂfgﬂé rrilg; 121%8'7 0,1(‘ ﬁ?ﬁi}% %%)5%90%(915%5’0@ Ol) .
5-Amingﬁgnethyl-tﬁiazo?ez&- Arboxylic gm e?ﬁ@l"ecs}flé)rr E&JHB oo bler (0.086°¢,
mmol) was dit8s Ve ‘:‘iﬁa%dnﬁi‘ﬂ%‘@n?ﬂ@ Bilteriabidyrdic StdyPgremo-5-
g, 4.41 ity emethallpymidisinte gaglan (o) pyricitiea(@l 686w Cadbamael)0.527 g,
were addedrans tiheeattiantiiduieivasi st iathatvi O oRMEERIgECTIE 90 min.

solventiwas,eNa | R mL,satyrated '
bicarb ﬁsolu%%%}i%%%%}ggé% t“}?’%g&%\%ﬁfﬁ gf%%%@té?%gggﬂ The

8G9aRIC T el U R ey Witth BB PtapiREon slica

mL eac ne Or anic p?lases
and evEforatk dHqHererdbeproncibensiséh-ehAoritpgdptics greld the title
compound (0.147 g, 46%) as an off-white solid, MS (ISP): m/e = 394.0 (M+H*).
Example 224

5-(4—Fluoro—pyxidin-—Z—ylamino)~2—methyl—thiazole—éwcarboxylic acid (2-methyl-pyridin-
4-y1)-amide

The title compound, MS (ISP): m/e = 344.1 (M+F"), was prepared as for example 223,

| steps A to E. Step C was performed using 2-methyl-pyridin-4-ylamine and step E was

performed using 2-chloro-4-fluoropyridine.
Example 225

5—(2—Chloro—pyi‘idin-é—ﬂamino}~2—methyl—thiazoie-4—carboxylic acid (2-chloro-pyridin-
' 4-y1)-amide
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silica gel with heptane/ethyl acetate 100:0 -> 0:100 gradient to yield 5-tert-
butoxycarbonylamino-2-methyl-thiazole-4-carboxylic acid ethyl ester as a

light yellow solid (0.553 g, 90%), MS (ISP): m/e = 287.1 (M+H+). 25 C) A
VEBI96176$-methyl-pyridin-4-ylamine (0.623 g, 5.77 mmol Pt 2gpfedigposo
dioxane was treated at OC with trimethyi@luminium (2M in hexane, 2.88

L4 mmol). T [ was stirred at rogm temperature for 1 h.

o R S e L0 b sersmgpnaple 15,
eS8 (0.5% §; Sw2Bririepwhsagtistinét tninedctdoropixidicavad step C was
refitikethdomding 4-miinatecidbrapgidigesodium sulfate were sequentially
added and filtered. The filtrate was "evaporated and the residue purified

by flash chromatography on silica geluyith2heptane/ethyl acetate 100:0 ->
0:100 to yield [2-methyl-4-(2-methyl-pyridin-4
y|&afﬁad@vbﬁﬁiazmyﬁtyﬂrﬁwbmm@mm@w&g&ﬁié(gﬁégﬂé@’@?ﬁm
a light yellow solid, MS (ISP): m/egﬁ4§h§{i{eM+H+). WO 2006/074884
PCTIEP2006/000090 -102 D) :

- [abdetykrome e YAy ISRbamav disga) o v corbamid acid

tert-, butyl ester (0.532 g; 1.53 mmol) was dissolved in 12 mL
triflugroacetic aci _sfirred at room temperature for 30 min. The
reacti?)nﬁ%%ilx uergegf \%1 ag}grlégfggmhnﬁl\c‘yagg G é%g&gggsg%ﬂﬂigﬁ%&ﬂ 00 mmol)
PH10 aftfextratEa iraRiREP it ithtdidisdinborhetasch). FHedisulfide
organic(ptigEearagsodl 680U getiitistdiunmobitfat noo mévapdiated under
'r:he Crliggllry jﬁl ll@UWH&nﬂEﬁlh@ﬂ rRMadag r'@l?@@glﬂﬂw Mgﬂorated, and the
eptaneglg celale Qi->Q: to yie ] .
IR o s ) S >
MEsELATE= 2262 WA%pas aoellow
E) 5-AritHg: 2 e sl 874 84 dxylic acid
(2-methg/l-pyridin-4-yl -amide (0.200 g, 0.806 mmol) was treated with
cyclBpropaRERatoeRtE e a0y ryBR idhatigh @bt (0.40 g, 2.15 mmol) was
tetraisopireplytdithtitahaie (01916ige3. 22N ARBBAASITSIAE, 109 Mmol) and
tempeme&mp&m@%i@]m&@%’thmoﬁ@gr%%%{% %%Hqg(f fgle;.ction

(0.213 g,.3.2: mrposj%mé rgta}é%gd and the reaction mixture was stirre .

5h. 15 Water (0.5 mL) was added 8 Hee reatisn ke graortedoibesesidue

was evAiSSraRdR PePEoiriErsd sstivmebicsylinmste cokotivategraptiyacind three

silica gEwitvidthifivheetate/(Hethhnohl OThe orzA0haradient fooaldiha with

title comydounc(@:lelthsvipledas Brighb el o s9Nek M1 SRALIVNE Fphed on

303.1 (Mitla_'-&} Efﬁﬁmﬂéﬁégg/ethyl acetate 100:0 -> 0:100 gradient to vyield 5-tert-
butoxycarbonyiamino—Z—methyl~thiazole»4~«carboxylic acid ethyl ester as a light
vellow solid (0.553 g, 90%), MS (ISP): m/e = 287.1 (M+H™).

C) A solution of 2-methyl-pyridin-4-ylamine (0.623 g 5.77 mmol) in 20 ml dry
dioxane was treated at 0°C with trimethylaluminium (2M in hexane, 2.88 ml, 5.77
mmol). The mixture was stirred at room temperature for 1 h. 5-tert-
Butoxycarbonylamino-2-methyl-thiazole-4-carboxylic acid ethyl ester (0.55 g,
1.92 mmol) was added and the reaction mixture was refluxed for 4 h. 1 ml water
and 2 g sodium sulfate were sequentially added and filtered. The filtrate was
evaporated and the residue purified by flash chromatography on silica gel with
heptane/ethyl acetate 100:0 -> 0:100 to yield [2-methyl-4-(2-methyl-pyridin-4-
Vicarbamoyl)-thiazol-5-y1]-carbamic acid tert-butyl ester (0.555 g, 83%) as a light
vellow solid, MS (ISP): m/e = 349.5 (M+H™).
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20 5-(5-Hydroxymethyl-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic
acid (2-methyl- pyridin-4-yl)-amide The title compound, MS (ISP): m/e =
356.3 (M+H+), was prepared as for example 223, steps Ato E. Step C

WRPEHAFMed using 2-methyl-pyridin-4-ylamine and step B@/4&P2006/608050
performed using 5- bromo 3-pyridinemethi@nrol. 25 Example 228

5- (2 | -A- I thiazole-4- carboxyllc acid

@ @? M&Yn & é T Pt R POB L TS, g gsacd tere.
(M+H+) & toBexamblwalissddsnlb Bl 8idpdEon@sc acid and -
performemémgmzememwmam Samin TR mNas 3 PeEMMEEL 2N
using 4«1@@63@%&;@& SORAIAOD !&%&% A
2- Methy mgéﬂy 5 B}(raz.olﬂ?g%grﬁn?r?g}%hl o ﬂlr?’fr g?;l%tgcﬁ]ﬂ acemte‘
(2- chloro pyrldln -4- y}’gaml 061672484 5%%@& Getagifate and
-103 The'fifF6h pota smg@%tmf@ﬂmmrwm})amé orepiiradzelswith
for exarﬁﬁl’éaﬂr&’)h%?épgw 1600, St Bomdiperf gishe - a15iRg - 2-methyl-thiazole-
4- amln%%ﬁhﬁsmW&r@&meﬁzﬁdmmeﬁﬁﬂﬁ%g kisie) yellow solid (0.361 g,

5-aminaygpiefiy! 70le.. o X 2
5-(3-Chloro-5- flug%ﬂ)ghenylamln%@g %jhyl thiazole-4-carboxylic acid

Eiﬂﬁg}ylmﬁl lin)- éiéég ngeoiél' etl ec mpour}id S(I P): m/ —37Y) 3 ide |

or exam steps Ao

perform @\gzﬁilgrg ?ﬁe‘ﬁ’ﬁo Waﬁwtﬁ: n‘ﬁﬁé é?&ﬂ&?@%éoﬁéﬁﬁhﬁé(ﬂ@ 230 g,
using 1%¥6wglbm&ée5aﬁmmménz@natamﬁx@mmegzmm&m and stirred at
ethyl-4-@emethyibpaialia-dvyiearbarpeyhiaz ohd ﬂﬁm&%rﬂieg?ﬂm%dnde
The tlth(s:@mrgo% M&éijﬁ%g%&rﬁ%%%ﬁwe'a' Jas.prepared as o%or s,
exampl H?EE]SAt %Eii was per orme using

2- methyl pyrld e ine afdf & §%@f‘?6‘rrﬁéﬁ%’§n@“§ Bh§ntglvent was
nicotiniaeaiesle 5@2@2@3 punﬁed by flash chromatography on silica gel with
2-MethyHEd(E-sattamaik pyir idio -y aming)adiiazaley#iganeadiccadthund (0.110
(2-methyl4moyyigin: ﬁguoy@mw@ome\yslam%m@og/ﬁﬁﬁ}) m/e = 405.3

(M+H+), was prepared as for example 22
Example 227

5~(5—I-Ijrdroxymeﬂlyl—pyridim?:-ylamino)—2—methy1—ﬂ1iazoie~4m carboxylic acid (2-methyl-
pyridin-4-yl}-amide

The title compound, MS (ISP): m/e = 356.3 (M+H" ), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-pyridin-4-ylamine and step E was
performed using 5-bromo-3-pyridinemethanol.

Example 228

5-(2- Cyano—pyndm-é—ylammo) 2-methyl-thiazole-4-carboxylic acid {2 -methyl-pyridin-
4-yl}-amide

The title compound, MS (I1SP): m/e = 351.4 (M+H™), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-pyridin-4-ylamine and step E was
performed using 4-bromo-pyridine-2-carbonitrile.

Example 229

2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-chloro-
pyridin-4-yl)-amide
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steps A to E. Step C was performed using 2-methyl-pyridin-4-ylamine and
step E was 20 performed using 5-bromo-pyridine-3-sulfonic acid amide.
Example 233
VEX 349847 methyl-phenylamino)-2-methyl-thiazole-4-carREE/RE 240606090
(2-chloro- pyridiir-4-yl)-amide The title-cadmpound, MS (ISP): We = 375.3

(M+H+), was prepared as for example 223, 25 steps A to E. Step C was

plf‘h%ff sa%h%a%%%{ﬂ%ﬁaﬁﬁa%a%ﬁ%%ﬁd@femwgdae%;rmple 159, -
usieRj -2 dminobepzyl edeareolodxainpie234mino-2-chloropyridine and step-C was_ -
Sp@foayadbabifiLDrenphe paming)y2oprthyl-thiazole-4-carboxylic acid
(2-methyl- pyridin-4-yl)-amide WO 2006/074884 PCT/EP2006/000090

-104 The title compound, MS (ISPﬁxgyg,Efﬁ)Ss (M+H+), was prepared as
for example 223, steps A to E. Step C was performed S
usinge2-meshylspricin-ghviamine A0 Sien Eas, PeriamHIsIng (2-methyl-
3-chloro-S-fluoro-benzonitrile. Example 235 5. .
5-(3,5-Difluoroephenylamino)-ZPr%raé%%/I-tﬁl %gfé-ﬁ-carboxylic add
A 9, TR TP PSR
53Rt Fn iRy Sthis creclrsnss stk Zengttrlmutilinpydming-ghdasteitld was
(epared! asidetdribedih-dlampidlt6d-btapsiA and B with 2-methyl- to
pyridin-4-ylamine) (0.30 g, 0.96 mmol) in 15 mL methylene chloride was
added m-choroperbenzoic acid (78%anhk24 1, 1.92 mmol) and the

reaction mixture was stirred at room temperature overnight. Saturated
sodiufR-betnpohtlensoliytiopn: G-t} nasmastediand-heRiuT 8 WaSamide

extracted three times with methylene chloride, and the combined organic

- |&jersitearentries d\vas SOl pbeis and- LB e vapgrajeded herer udanple 203,

SsREAMOS SRy Iihiaz Ale: e agid formethylly oo

oxﬁ-; %déwfgg ﬁgg_a}%r(inbi‘(%“ aﬁlgﬁg)%o%ﬂ o)?%%t%gg?}%e 4:%%1&6(%% ,S\Jf\e/3 sE was
used withou §ny Urther lpcﬁrl Eati6h for the next step. B) To a solution of
5-bromo-2-methyl-thiazole-4-carbgxylic acid (2-methyl-I-oxy-
pyridin-4-yl)-amide (2-methyl-pyridife #5152 fide (0.315 g, 0.96 mmol) in

15 ethylene chloride was added trifluoroacetic acid (0.605 g,
2.8;%’1;%“‘%?)‘? h@“ﬁﬁ’gﬂ"é’%{TBmﬁ&tﬁ?@%@hﬁ*}@a%%&%P%bﬁlﬁéfé@d?emethyb
overnight. The solvents pyridin-4-yl)-amide

The title compound, MS (ISP): m/e = 405.3 (M+H"), was prepared as for example 223,
steps A to B. Step C was performed using 2-methyl-pyridin-4-ylamine and step E was
performed using 5-bromo-pyridine-3-sulfonic acid amide.

Example 233

5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-chloro-
pyridin-4-yl}-amide

The title compound, MS (ISP): m/e = 375.3 (M+H*), was prepared as for example 223,
steps A to E. Step C was _performed using 2-methyl-pyridin-4-ylamine and step B was
performed using 3-aminobenzyl alcohol.

Example 234

5-(3-Cyano-5-fluoro-phenylamino) -2~methyl-thiazole-4-carboxylic acid (2-methyl-
‘ pyridin-4-yl)-arnide



‘ W|th 5- bromo 2-met %I -thiazole-4- carboxd(élc aci

10

were evaporated and the residue was purified by flash chromatography on
silica gel with methylene chloride/methanol 100:0 -> 90:10 gradient to
yield 5-bromo- 2-methyl-thiazole-4-carboxylic acid
WO-pMITASHhethyl-pyridin-4-yl)-amide 25 (0.137 g, 43%) a'&TIERIPENEH
solid, MS (ISP): m/e = 330.1(M+H+). G)(Amicrowave vial was charged

Béy s GBI YRRy miermidatd. 457, b wasiprsrssty a8 Sor example 223,
kﬂ@@hphmﬁpﬁogph iWey-BeSitimetyinartheribylaritbhobylondie Gn0. 340 E was
npeehinaadipaladiviar sibensybdeneacetene (Pd2dba3) - chloroform - :
complex (0.044 g, 30 0.043 mmol). Degassed dioxane (10 ml) was added
followed by 3,5- difluoroaniline (0.864:g102486 mmol) and cesium
carbonate (0.271 g, 0.831 mmol) The vial was then irradiated in a '

MICKaW AU AMEDREARDG 95 A0ty T8, NI WAS BILRO TS Frnethy]-
and the solids filtered, washin WIIh. THF The flltrate was evaporated and
the re5|due purified by flash cr?%rma{logr%lz)ﬁy on silica WO 2006/074884

22006/000090 ]éOSrﬁ le h ro%gthaq%methanol 100:0 ->
9 561 graa et 1o Yie yield dHhet st %) as an off-white

e compoun
solid mle =377.4 ( xa

(&bt ﬁﬁ?&ﬂfﬁ e 2 R ol i Gt picin
(2- chlor’blii%rﬁd‘i’r‘i]ﬁ Aeyar%wéesw{@@m@ EOMpUSd: \ﬁiaesp%@pérﬁwab 2-methyl-
illustrategritisehelmeid€). (APA suspensieh) ah 25aaktylamiacydndacetie added
acid ethyl asfey, @b@ﬁz&é&@fﬁm Qands o2 mmoi) and the reaction mixture was

2,4- bB(‘k m%th?)%ghe% g 4 gggll?' ;p@o (\#a‘{e ne G cllalsu%onate solution

(Lawesson S reagen in uene

- heated (OhdE) 1678, ﬂf%oté a*ﬁaf%ﬁﬁé@%&f@% ﬁhée%&wmwssf%ﬁ%wkﬂ?

15

20

25

30

evaporaiédﬂémdmldehﬁe@rdﬁmpd fighioylffashvehrecinadograptoylivm sulphate and
(heptan@@hﬁk&ﬁm%rhdd 40y4d-D=methyl- thiazole-4-carboxylic acid (2-methyl-1-

amino- %{p?}t}}/&m% %ﬁl&?{l@%@ léc ﬂﬂgf E?% ﬁ%&%r ggfg 4 g?é 9 a/fez %28 used

I
xeacr)nvuvng”ﬁl*-‘ﬁ?éw 6%“2%&?8 ﬁ&héé’iﬁ’%fﬁ‘iﬂ ester (0.15 g, 0.806

mm i 1;[ Iopropancarboxaldeh e (0. 23 g, 3.29 mmol) was treated
with Al R BB S5O S RO i (2-methyt1-oxy-

tetralsopméw-%ﬂﬁr@maﬁafé W@%W@@M@Md(@ﬁﬂfé@a@ peommol) in- 15
temperatilre:etelsighhlonthansd (340l }-amdbsadiincyup(mbey ehydidamol) and
(0.213 gy, 3 22 Ao Were @Qsdﬁﬁr@cﬂgtt%fﬁat‘éﬁﬁéﬂﬁgé‘ SNARRIHEd Qvents

Sh. Watv%r Oeéaglolf el s %dt%e resndue was purified by flash chromatography on silica

gel with methylene chloride/methanol 100:0 -> 90:10 gradient to yield 5-bromo-
2-methyl-thiazole-4-carboxylic  acid  (2-hydroxymethyl-pyridin-4-yl)-amide
(0.137 g, 43%) as a light yellow solid, MS (ISP): m/e = 330.1 (M+H™),

C) A microwave vial was charged with 5-bromo-2-methyl-thiazole-4-carboxylic acid
(2-hydroxymethyl-pyridin-4-yl}-amide - (0.135 g  0.411 mmol), 4,5-
bis(diphenylphosphino)-9,9-dimethylxanthene (Xantphos) (0.81 g, 0.140 mmol)
and palladium dibenzylideneacetone (Pdydbas) ~ chloroform complex (0.044 g,
0.043 mmol). Degassed dioxane (10 ml) was added, followed by 3,5
difluoroaniline (0.064 g, 0.496 mmol) and cesinm carbonate {0.271 g, 0.831
mmol) The vial was then irradiated in a microwave oven at 150°C for 40min. The
mixture was diluted with THF and the solids filtered, washing with THH. The
filtrate was evaporated and the residue purified by flash chromatography on silica



20 reaction mixture and the solvent was evaporated. The residue was
purified by flash chromatography on silica gel with ethyl acetate/methanol
100:0 -> 90:10 gradient to yield
HRR4eIBpiSHyimethyl)-amino)-2-methyl-thiazole-4-carboxyIRCHERRI06/006096
isopropyl ester (0.170 g, 83%) as a yeltlawsoil, MS (ISP): m/e = 255.3

(M+H+). tion of 2-amino-2-chloropyridine (0.266 g, 2.07

mmiol) mg%FﬁWZ&riﬁd}gj etippes ﬁ‘é‘ﬁ%@a‘%t]@@&ﬁ f9rh tﬁSﬂ‘élﬁPrﬁWL}ﬁ?l(lzﬁle title
in hexan®@mpeané 0D bbenttio s arhdimikiisreliva SSHIGRY: at oo RY7.4 (M+HT).
temperature for 1 h. 5-((Cyclopropylmethyl)-
amino)-2-methyl-thiazole-4-carboxyikaapid 3§6propy! ester (0.170 g, O. 669
mmol) was added and the reaction mixture was refluxed for 5 h. 1 ml

Waﬁdl(@Y@EIQPﬁ&MDmuﬁh@mwlséwehtm&yrhdﬁéd aodl (BHeieeh-pyridin-
5 The filtrate was evaporated and the sggigugpurified by flash
chromatography on silica gel with heptane/ethyl acetate 100:0 -> 0:100 to

yigts the: e somparn (030 £ ikd9%)@s 2 yallow $elid, MS (ISP): m/e =
323.5 (M+H+). Example 237 WO 2006/074884 PCT/EP2006/000090

-106 B)(% E&Hpéﬁsiaw&s#.@-%aé i 2 ek ogole; i\-g&épwh {350 menol)
2

(2-chloro-pyridi i t|t| poungd, mle 2 364.3
(M+H+), ‘“v%/s prnezpalr}le% ?or gg 2’;‘15@ ‘gf%‘ %l € wast ~disulfide

performé{ﬂ]@?ﬁ%‘? ’&ﬁﬁ%)z[-%mcﬁo'b%mlén@ SbpR Wéé)ofii]éb?f@)‘?rhﬂettd under
10 using 3, 8egifiuior dpYiidamel Examipte 238:. The solvent was then evaporated, and the

5-(3-Imidazatelptlimasny @RHnekZametibiazgl g%{ﬁ@g eId 5~
(2- meth)ﬁn% iglig:4 )t%ig g)ﬁel tbtle %‘%?&P %%&% este EI'—% gg][-[; Wag ] yeilow

(M+H epar or exam
performég%il}% @ EWI p Fittih yi[éTn)nne and step E was performed
usmﬁ 3-chloro enyl |m|dazole Example 239

ML MRl ks g S P P
15 ic acid (zthqemymwrzmamwy@md@ 1% The tilgcompouind, MS (IG8)ed  with
m/e = 4Q5cRiMpiikcdsaieaaiesd an me@mBl@z22§m31?p%1ﬁ1t0t§r§§§ﬁopyl-
C V‘;as PEHQTIEEhHS @91%’@85}%?' (%qan e, gnd Ste@:mpera&re overnmight.
ber Orm%ﬁxug?% ml.) an sc?dmn? cyanoboro y ride ({Y 213 g 3 22 mmol) were added
and the reaction mixture was stirred for Sh. Water (0.5 mlL) was added to the
20 reaction mixture and the solvent was evaporated. The residue was purified by
flash chromatography on silica gel with ethyl acetate/methanol 100:0 -> 90:10
gradient to yield 5-((cyclopropylmethyl)-amino)-2-methyl-thiazole-4-carboxylic
acid isopropyl ester (0.170 g, 83%) as a yellow oil, MS (ISP): m/e = 255.3

(M+H".

25 C) A solution of 2-amino-2-chloropyridine (0.266 g, 2.07 mmol) in 7 ml dry dioxane
was treated at 0°C with trimethylaluminium (2M in hexane, 1.00 ml, 2.00 mmol).
The mixture was stirred at room temperature for 1 h. 5-({Cyclopropylmethyl)-
amino)-2-methyl-thiazole-4-carboxylic acid isopropyl ester (0.170 g, 0.669 mmol)
was added -and the reaction mixture was refluxed for 5 h. 1 ml water and 2 g

30 sodium sulfate were sequentially added and filtered. The filirate was evaporated
and the residue purified by flash chromatography on silica gel with heptane/ethyl
acetate 100:0 -> 0:100 to yield the title compound (0.030 g, 14%) as a yellow solid,
MS (ISP): mfe = 323.5 (M+H").

Example 237



Example 240 5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic

acid (4-methyl-thiazol-2- 20 yl)-amide The title compound, MS (ISP): m/e

= 367.0 (M+H+), was prepared as for example 163, steps Ato C. Step B

Wasleffofited using 1-bromo-3,5-difluorobenzene and ste B ARREH6/006090

performed using 2-amino-4-methylthiazals.-Example 241 25

5-%I ro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid ‘

(4 S ASHIAPBIC - ABR) R H LerpIS RIS ke cnsoumidin-

(M+H+), was prepared as for examptg)-k68sesteps A to C. Step B was

performed using 3,5-difluoropyridine and step C was performed using

2- Bl fid edeonathyithi 345 I8 SRUGnROS 60T 884 RO THER RRO6/EDR0RN eddfple 214,

Akpprativelyk.tsefitte camperndicaniigpienales asinRAHRAIE 183 UsiDg: was
5 stgmd%ﬁgdgsﬁijgghﬁi%ggﬁpe&éafjluoropyndme (the preparation of which is

e

described in example ma?feér) with the difference that step B is

performed with conventional heatir}g{ means ‘é'nstead of microwaves. 5
ample 13

Example 242

5-(5-Elyoro-pyridin-3-ylamino)-2-methyl-thjazole-4-carboxylic aci

(2-m§t y%@%ﬁd@&ﬁﬁ ?X%‘?&S%Sé%@@aﬁﬁ%ﬂﬁgjﬁ\f}ié%éﬁ)ﬂ%é@eﬁlﬂ“
345.0 (M+H+), was prepared aP¥oExarpte®@s, steps A to E. Step C
was performed usin%ﬂz-methyl-4-amino-pyrimidine and step E was 1o

p %%&W@B@s ﬁlGéPdegmé?E&éMmHﬁa,gas prepared as for example 223,
10 54(4pklaoro Hysidmc2wdamirfo)rRedneting -2hirable Hcabeiigaeidnd step E was

(bRt ddasin @y(rjnajgggaﬂ,ﬁélﬂﬂm%{ﬁg titte compound, MS (ISP): m/e
= 345.0 (M+H+), was prepared as for example 223, 15 steps A to E. Step

C was performed using 2-methyl-4E§£mBg-ngmidine and step E was
- performed using 2-chloro-4-fluoropyridine. Example 244

5-(EnElugios Ry iRy pTing): 2:methyl-hiazele-A-carbonylicacid . o
(5-f|uoﬂ>yﬁgir§ Z-ﬁmide Ziz%;lge ?@é@%ﬂgﬁ%ﬁaﬁgﬁ%%fﬁé}gm acid (2
348.0 (M-El-I1+), was preparStf 2% 1BV &XEripiY f84de

15 The title compound, MS (ISP): m/e = 4053 (M+H"), was prepared as for example 223,

steps A to E. Step C was performed using 2-methyl-pyridin-4-ylamine and step E was
performed using 3-(3-bromo-phenyl}-1-methyl-1H-pyrazole.

Example 240

5- (3,S—Diﬂuoro-phenylamino)-2~methyiwﬂ3iazole—4—carboxylic acid (4-methyl-thiazol-2-
20 yl)-amide

The title compound, MS {(ISP): m/e = 367.0 (M+H™), was prepared as for example 163,
steps A to C. Step B was performed using 1-bromo-3,5-difluorobenzene and step C was
performed using 2-amino-4-methylthiazole.

Example 241

25 5-(5-Fluoro-pyridin-3-ylamino}-2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-
2-y1)-amide

The title compound, MS (ISP): m/e = 350.4 (M-+-H"), was prepared as for example. 163,
steps A to C. Step B was performed using 3,5-difluoropyridine and step C was performed
using 2-amino-4-methylthiazole.



steps A to C. Step B was performed using 3,5-difluoropyridine and step C
was performed using 2-amino-5-fluoropyridine. Example 245
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
WOAGB4IJIIR4- 25 pyrazol-3-yl)-amide The title compound, MST{ER)0&/ 0620
333.3 (M+H+) was prepared as for exatiple 163, steps Ato C. Step B

7 wgﬁaper%r |ng 3,5-difl oropyndlne and step C was performed

10

- (2-mettgtEhe sy nmidin23jd)amide-Tibd fithcortpbuathoMB(ISR ) 2mdethyl-

15

20

25

ARG %fﬁgﬂgwﬁ 5 B piRRare Due B DS A/ B teps A to C
P@WEP@@W@@E@Q:@OP}&EQR (the preparation of which is described in example P

21ethyh e (pyridin-Badanetivh-asypal- Hé%%&w%rwhﬁo?&%eahn meéans
(2 n;ﬁet%yl %.I’Idlh 4§/I) -amide The'title compound, MS (ISP): m/e = 340.0

was preparéd as for example 226, steps A to E. Step C was
performed using 2-methyl-4-amino-pyridine and step E was 5 performed
using 3-pyridinecarboxaldehyde. Bxample 247
2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid

(2-met{gHrhyintslitidinyl)vdaminie JThenktle Competl nd M3 Sk VR methyl-
330.1 (M+H+), was prepared %9{1% 5ea%%§e 10 steps Ato E. Step C
was performed using 2-methyl-4-amino-pyrimidine and step E was

p?‘ﬁ@ Hﬂ@@é}ﬁmﬁdammﬁﬁ“ SHwlp 34%%9 ?TL% red for ea{ample 223,

ftzmll- oI 3-ylamino)-2- meth 4- *car ox c acl

(ﬁ ﬁ?e 2 py?r?y\‘? he AR Z?Fﬁ%ﬁél g ’fﬁ? ﬁ@ﬁ?‘ﬂipm Yl egep B was
3R ?T(‘R?Fﬁ-ww&\?’a% Hibwararridinfor example 223, steps A to E. Step C

was performed using 2-methyl-4-amino-pyrimidine and step E was

performed using 5-amino-l-ethylpyFazoide B4ample 249
5-(2,5-Dimethyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-carboxylic acid

344.1 (M+H+), was prepared as-fatigxamale.ddde steps Ato E. Step C
was performed using 2-methyl-4-amino-pyrimidine and step E was

PENOHMeddisiig &t A0Sk 3reline thid pyrezole), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyrimidine and step E was
performed using 2-chloro-4-fluoropyridine.

Example 244

5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-pyridin-
2-yD)-amide

The title compound, MS (ISP): m/e = 348.0 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using 3,5-difluoropyridine and step C was performed
using 2-amino-5-fluoropyridine.

Example 245

5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid {1-methyl-1H-
. pyrazol-3-yl}-amide

The title compound, MS (ISP): m/e = 333.3 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using 3,5-difluoropyridine and step C was performed
using 3-amino-1-methylpyrazole.

Example 246
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Example 250 25
2-Methyl-5-(1-methyl-I-H-pyrazol-4-ylamino)-thiazole-4-carboxylic acid
(2-methyl- pyrimidin-4-yl) -amide The title compound, MS (ISP): m/e =
VBBRS(WHBBH), was prepared as for example 223, steps A RS EEBYHH/@0096
was performed using 2-methyl-4-aminopyrimidine and step E was
performed using 1-methyl-IH-pyrazol-4-ylamine. WO 2006/074884
Pe&MERIODE pDpodacs-10etEd Ao RSliiizole-4-carboxylic acid (2-methyl-pyridin--
2-Methyl-5-(3-methyl-isoxazol-5-ylaminehtfiazole-4-carboxylic acid :
(2-methyl- pyrimidiii-4-yl)-amide The title compound, MS (ISP): We =
38keltiiM thlaponas MeRased eﬁeferﬁnmmerﬁiﬁ ,wesqiﬁ%éat@s EorSiemble 226,
G RSO ICdS P STl UM A0 SIEREMES sep B was
I‘érme usrng am noP amp e 252 2 Meth (ilg F
(tB?F RALYstRan-B Bq’%i’rﬁ?#o tthiazole-4-carboxylic acid (2-

methyl-pyridin-4-yl)-amide 10 The title compound MS (ISP): m/e = 347.3
(M+H+), was prepared as for exan%%@% ‘g%eps A to E. Step C was
performed usi g 2-methyl-4- amrnodg/rrdrne and step E was performed

usirfgfethahyarepys i 2 erpesataimpire elisrpredomgboxylic add (2-methyl-
2-Methyl-5-(1-methyl-IH-pyraz pl-3=yikiimitgh) thiakziele-4-carboxylic acid
(2-methyl- 15 pyrimidin-4-yl)-amide The title compound, MS (ISP): We =
3300 tbinpowad, MEHESBH asder 30dn{ple- 228, watqpspArtd ks Btemdple 223,
Wﬁ%@%f&r medpsing.<-pretivdramipo-pysimiding,and- ?%Hnﬁiﬂ@%nd step E was

per 1 %usrn meth)il -|H- azol -ylamine. Example 25.4 20
-Biffuoro: enzylfémln - rﬁg?r ?hlazole 4-carboxylic acid

(2 methyl pyridin-4- yl)-amide TheEtrtIe rglpé)und MS (ISP): m/e = 375.4
. (M+H+), was prepared as for examprla , steps Ato E. Step C was

perf 2-methyl-4-amin nd ste as perfor ed'
usrn% ga‘g‘ggﬁ’?u% l%ﬁlfgqh SHOGER s E)‘{S'Z ?Jrﬁ T %T@f\ﬁ ':[E“C1 2-methyl-
(p)7ridin-2-ylmethyl) -amino] tﬁlﬁ‘i@l@mécﬁrbo%ﬂé acid (2-methyl-pyridin-

The title compound, MS (ISP): m/e = 344.1 (M+HT), was prepared as for example 223,

steps A to E. Step C was performed using 2-methyl-4-amino-pyrimidine and step E was
performed using 5-amino-1-ethylpyrazole.

Example 249

5-(2,5-Dimethyl-2H-pyrazol-3-ylamino)-2~methyl-thiazole-4-carboxylic acid {(2-methyl-
pyrimidin-4-yl)-amide

The title compound, MS (ISP): m/e = 344.1 (M+H"), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyrimidine and step E was
performed using 5-amino-1,3-dimethylpyrazole.

Example 250

2-Methyl-5-(1-methyl-1H-pyrazol-4-ylamino)-thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-yl}-amide

The title compound, MS (ISP): m/e = 330.3 (M-+H™), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyrimidine and step E was
performed using 1-methyl-1H-pyrazol-4-ylamine.



4-yl)-amide WO 2006/074884 PCT/EP2006/000090 - 110 The title
compound, MS (ISP): m/e = 340.3 (M+H+), was prepared as for example
226, steps A to E. Step C was performed using

vﬁgrﬁéé'ﬁ[]‘y-§f;-%1mino-pyridine and step E was performed usinBCT/ EP2006/000090

2-pyridinecarboxaldehyde. Example 25&°8 -

2-Methy|-5.—(1-methyl-|H-pyrazol-4-ﬁllami?eoz)étpiazole-é_l-carboxylic acid

~ (2-methyl- pyridin-4-yl)-amide ‘The tle'compound, MS (ISP): We = 329.0 -

10

-amino-pyridine ,
‘using 5-difIuoromethyl-pyridfhe-%@@%ﬂ’é‘fﬁ¥ rptlesg

(M+HH) Wwas H ared as for exam le.223,. steps A to E. Step C was -
'perfc%r%de\g%i#gp-mef% % azrr%(l% -%%n s %r"g%ﬁ%’%{i&ﬂ%&a%@aﬁ

using 1-methyl-IH-pyrazol-4-yR¥imen - Ehiarape 257
SﬁﬁS;Difluoro-phénylamino)-2-methyl—thiazole-4-carboxy|ic acid -
(TR pompero U MR EBIEI Y amidd. T HIE eormppiend;ci s GBS RYamiks 223,
=851 4 (VB tep, Waspreparetdsadap exanhie-463i819R5AIINE . IQRBE was

vasfpentaripg gsingnb-Bameydie-diflllorobenzene and step C was 15
performed using 1-methyl-IH-[ 1,2,4]triazol-3-ylamine. Example 258

5-(5-Diflu.oromethyl-pyridin-3-ylangipg)=d-meshyl-thiazole-4-carboxylic acid
(2-methyl- pyridin-4-yl)-amide The title compound, MS (ISP): m/e = 376.4
(M"'t'll\'/)et’ﬁ/ﬁ%qrﬁﬂ@iﬁﬁhﬁ?—g aﬁxﬁm&%):?a r?lé)ﬁt—%ﬁl‘?aélégflgdar tg}%%

G Was .,
performed using 2-methyl step B'was per med '

-(3,5-Difluoro-ph ino)-2-methyl-thiazole-4-carboxylic acid
(Sggr%gl i Pf'%fﬁ%a@%%%%}(fé:n?h eSéyTﬁf}it%aE@ﬁ?Bﬁﬁﬁéﬁ fesprgpyle 226,
=568 B WroGvevazeraprb tising foresthrhdleté®),- igtedaPatal Gtep E was
SefoBrwdssperforriediugingylbromba3Bieiffderobenzene and step C was

- performed using 5-amino-3-methyl-1,2,4-thiadiazole. Example 260 WO

15
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23

2006/074884 PCT/EP2006/000098kahple 2543;
5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-IH-
2-Methyl-5-(1-methyl- 1H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide

The title compound, MS (ISP): m/e = 330.0 (M+H+), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyrimidine and step E was
performed using I-methyl-1H-pyrazol-3-ylamine.

Example 254

5-(3,5-Difluoro-benzylamino) -2-methyl-thiazole-4-carboxylic acid (2-methyl-pyridin-4-
yh-amide

The title compound, MS (ISP): m/e = 375.4 (M+H"), was prepared as for example 226,
steps A to E. Step C was performed using 2-methyl-4-amino-pyridine and step E was
performed using 3,5-difluorobenzaldehyde.

Example 255

2-Methyl-5- [(pyridin»znyhnemyi)~amino]~thiazole—é—carboxy§ic acid (2~methyl-pyridin-

4-yl)-amide .



10

pyrazol-3-yl)-amide The title compound, MS (ISP): m/e = 350.4 (M+H+),
was prepared as for example 163, steps A to C. Step B was performed
using 1-bromo-3,5-difluorobenzene and step C was 5 performed usin

WOHAEHYT4HM- pyrazol-3-ylamine. Example 261 PCT/EP2006/000090
5-(5-Fluoro-pyridin-3-ylamino)-2-methyll#fiazole-4-carboxylic acid

(4ririflupramethyl thi I) amid mp ound, MS (ISP): m/e =
%Lé ?O\}/Ilvacg %rﬁ;é{agrlgd ag‘or%élga?rzy ?116% 18 g{g%ge i & g}f@ﬂ%e 226,
w%%%é”rfarﬁe PR g8 SPEfRTE b e & arihsleh Trinaspediomied step B was
usitp e fisomPrigttigira Bhibaldsle:@-amine. Example 262
2-Methyl-5-(thiazol-2-ylamino)-thiazole-4-carboxylic acid
(2-methyl-pyridin-4-yl)- amide is Tligatislslczpgpound, MS (ISP): m/e =

332.1 (M+H+), was prepared as for example 223, steps Ato E. Step C
wag-péefytriedl usinbyRiiiehyizéiamiaorpyhidine sld siebdryliagcid (2-methyl-
performed using 2-aminothiaz Fample.263.
2-Methyl-5-[(3-methyl-3H-imidazol-4-ylmethyl)-amino]-thiazole-4-carboxyli

CRGIG;{R- cggx t0 Ay igipyAy R a@%%-fpﬁﬁ p ee@gge Qi%'d )&Qseé! ple 223,

) was p ed as_for m steps

S&B g Was "per o?m‘)\é B mg?rrfé Z5HwG “Wﬂ?ﬁé’ﬁrﬁﬁl@é’ﬁ gy gfep E was
perFErTed tenegt mmeBahyE FPW?@&%OY@@%QrbaIdehyde Example 264 25
2-Methyl-5-(3-[1,2,3]triazol-I-yl-phenylamino)-thiazole-4-carboxylic acid
(2-methyl- pyridin-4-yl)-amide The¥tapedsFound, MS (ISP): We = 392.3
(M+H+), was prepared as for example 223, steps A to E. Step C was
perfér%é%ﬂ%%mmghﬂnmqﬁyﬁﬂm@ahm@cﬁcyhasaﬂdrlfaﬂmhﬁl 1H-
using 3- [ 1,2,3] triazol-1-yl- pheny]&mﬂamxg}qpa%QQ@/OMSM
"PCT/EP2006/000090 - 112 Example 265

' Ziltethid- oty kisrdaze-1-3)-phenyiamingl-Hi 943 és@&r@ea%&s?e 163,

15

20

23

% f@@hydeﬁ)ﬁlqr% ﬂey&rﬁ.’;@&jgs 9 tl!)t#g 59 Oclﬂﬂgbro eézeng arqy step C was
pg u31 g 1- eehelo?l[le?l 2 451:11&;% 3~y1§11:n2§ = :

Example 258

5-(5-Difluoromethyl-pyridin-3-ylamino) -2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl}-amide

The title compound, MS (ISP): m/e = 376.4 (M+H™), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyridine and step F was
performed using 5-difluoromethyl-pyridin-3-ylamine.

Example 259

5~(3,5~Diﬂuoro~phenyiamino)~2-meﬂ1y1—thiazole—4-carboxylic acid (3-methyl-
[1,2,4]thiadiazol-5-y1)}-amide

The title compound, MS (ISP): m/e = 368.0 (M+H™), was prepared as for example 163,
steps A to C. Step B was performed using 1-bromo-3,5-difluorobenzene and step C was
performed using 5-amino-3-methyl-1,2,4-thiadiazole.

Example 260



5 steps A to E. Step C was performed using 2-methyl-4-amino-pyridine

and step E was performed using 3-(2-methyl-imidazol-1-yl)-phenylamine.

Example 266 {3-

YOG RAEY2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamfifd}EF2006/000050

-benzyl}-carbamic acid text-butyl estertd The title compound, MS (ISP):

mfe = 454.3 (M+H+), was prepared as for example 223; steps A to E.

Step Sc?%g'jjéﬁ%?ﬁéa“ﬁ?ﬂ@“?lfﬁmyk%ﬁ?&ﬁyf?dh%qéﬁd%tjeﬁEﬂWhXi'IH"

performed using (3-amino-benzytremiFamlcaasidt tert-butyl ester. Example

267 5-(5-Chloro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid

(I-Fhsthgle LompaB by OISB)y i G6UPN@ A DompoueshMSi{ IS PYxanlele 163,

= dods (M- k1S e ParReas! 05 X ADRIS 2% SIBRF DRSSP fep C was
s WagReHmed éjfjggé?@ﬁﬁ%w%&}ggﬂ%-syamIne and step E was

in-

performed using 5-chloropyr -amine. Example 268 20
2-Methyl-5-(pyrimidin-5-ylamino)-thiazol -Az-g?rboxylic acid

€

(1-methyl-IH-pyrazol-3- yl)-amide R[S compound, MS (ISP): m/e =

316.L (M+H+). was prepared.as for le. 223, steps AtoE. StepC
A BRI 225 SRR O S0 ot
performed using 5-aminopyrimidfﬁ@%ﬁ&é’rﬁ'ﬁ‘f@ 269
5-i4-Cyano-2-methyl-2H- razol-3-ylamino)-2-methyl-thiazole-4-carboxyli
c aBft(de BRI S0l Bisicet e QdobID7aB8prepared as for example 163,

10 PEIVER2006BODDIGs 11t B ibhe! titling OrddiunstoMB ISP dte3hsk performed

(Metibig - WaSuoreRREEH RS J0hR%SIIPIGZ4S, Steps A to E. Step C was
performed using 2-methyl-4-amino-pyridine and step E was performed

using 5-amino-l-methyl-1H=pyrazofg-dscarbguitrile. Example 270 5
5-(3,5-17ifluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-

cycloprppyme vl iRy Haide T ﬁL%E&F@B%&*éEQﬁM%i%%BQJyI)—

m/e = 390.3 (M+H+), was prepared as for example 163, steps A
Step B was performed using 1-bromo?8'5Hifluorobenzene and step C was

formed using 1-cyclo Imethyl-1H-pyrazol-3-ylamine.
15 PEHRTRG compcgmd, X% ag%?'y rrrxT)e = )3{32.1 (R}/—FH ) Ways prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyridine and step E was
performed using 2-aminothiazole.

Example 263

2-Methyl-5- [(Swmefhyl-3H—imidazol—4~y1methyi) ~amino]-thiazole-4-carboxylic acid (2-
20 methyl-pyridin-4-y1}-amide

The title compound, MS (ISP): m/e = 343.3 (M+T"), was prepared as for example 226,
steps A to E. Step C was performed using 2-methyl-4-amino-pyridine and step E was _
performed using 1-methyl-1H-imidazole-5-carbaldehyde.

Example 264

25 2-Methyl-5-(3-[1,2,3]triazol-1-yl-phenylamino)-thiazole-4-carboxylic acid (2-methyl-
' pyridin-4-yl)-amide

The title compound, MS (ISP): m/e = 392.3 (M-+H"), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyridine and step E was
performed using 3-[1,2,3]triazol-1-yl-phenylamine.
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to Example 271
5-(5-Cyclopropyl-2-methyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-carb
oxylic acid (2-methyl-pyridin-4-yl)-amide The title compound, MS (ISP):
WEsEEH (M+H+), was prepared as for example 223, stepspEie0ss
Step C was performed using 2-methyk448mino-pyridine and step E was

15 performed using 5-amino-3-cyclopropyl-lI-methylpyrazole. Example 272
2-Methyl-5-(2-methyl-2H-pyrazol- -ﬁm%ﬁhiazole-4-carboxy|ic acid
(1-methylH- p)rrazol-3-yl)-amide The title compound, MS (ISP): m/e = ‘
TPy DS HRL I B o ST w0 b s ok s (-
was performed using ‘1-metmgid-pyridiol43ylamide and step E was
performed using 5-amino-l-methylpyrazole. Example 273

51tz Ghtotermyidin- AL BiSho/2-méethyi-thatblp-desanepxdicaditd example 223,
(dtepethyblB- Rypazolss Yiranide %J§Q~%§W231@%M%M§%§g%dw T was

€ ed.as for.example steps A to E. Step

343tk a0 PRGOS 50 ﬁjﬁeﬁ?m

was performed using 1-methyl-1H-p anfw?r?é and step E was
performed using 4-amino-2-chloropyridine, Example 274 WO
2006/074884 PCT/EP2006/00009 ’y"’f’ipfﬁz"%x

5:631M ymethyl-phenylamino):2-methyl:thjiazole-4-carboxylic acid _
B ol i rep pend s
(M+H+), was prepared as for e%‘ﬁﬁﬁfé’b‘?@} 8teips A to E. Step C was
performed using 2-methyl-4-amino-pyridine and step E was 5 performed
uSHo et e (bRt Eddie: 278 prepared as for example 223;
Zorstdy 1B 2 562p2(2 sl per foetlay | )x @i [y raciblyB 4y lamin glyihinze lerd 285w was
xylicfasied(@smetbydrpyiddiendsylcamida: 1hg dierceppaeynd, MS (ISP): We

= 397.1 (M+W), was prepared as for example 223, "io steps A to E. Step

C was performed using 2-methyl-4samife-Ryridine and step E was

performed using 2-(2,2,2-trifluoro-ethyl)-2H-pyrazol-3-ylamine. Example

276-(5-Chloro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (1- 1-1H-
5-(5-Cyclopropyl-2-met yI-2H-g¥rr%z?I§3-Mlamigo)-Z-me}%}ﬁE%ﬁﬁiza(zo%%1-Ycar
boxylic acid Ororyi-amide

The title compound, MS (ISP): m/e = 454.3 (M+H"), was prepared as for example 223,
steps A to E. Step C was performed using 1-methyl-1H-pyrazol-3-ylamine and step E was
performed using 5-chloropyridin-3-amine.

Example 268

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (1-methyl- 1H-pyrazol-3-
yl)-amide

The title compound, MS (ISP): m/e = 316.1 (M+H"), was prepared as for example 223,
steps A to E. Step C was performed using 1-methyl-1H-pyrazol-3-ylamine and step E was
performed using 5-aminopyrimidine.

Example 269

5~(4—Cyano—2—methyl—2H~pyrazol—3—y}amino)-2-methyl—thiazoie—é—carboxylic acid (2-
methyl-pyridin-4-yl)-amide
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(1-methyl-IH-pyrazol-3-yl)-amide 15 The title compound, MS (ISP): m/e =

358.3 (M+H+), was prepared as for example 115, steps Ato E. Step D

was performed using 5-amino-3-cyclopropyl-I-methylpyrazole and ste
%@%‘ﬁ%ed using 1-methyl-IH-pyrazol-3-ylamine. Examﬁl‘é JFpo06/ 0"090

5- (3 5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid

[3 acet lamino- 20 methyl)-phenyl]-amide The title compound, MS (ISP):

-gprand, %%&P/ﬁ)?éﬁaf%d* A5%0r M pleEb B R fy example 223,
Sse@BANas Petferrmiedasgingotshrd mosg, 3-difitigtobenzeneraidibsteplGioms was

perarmaciusing NaEnaminacagnay)pesisride. fyamipe 278 25

5-(3-Cyano-5-fluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid .

(1-methyl-IH- pyrazol-3-yl)-amide Fhgstitle #ampound, MS (ISP): m/e =

357.1 (M+H+), was prepared as for example 223; steps Ato E. StepC .

was perfogned | Wﬁm&ﬁowamnw@m SYlaming-ane, e R e Was (1-

performed using 5-amin ? quro trile VYQ 215)06/%74 84
éflz% 470 ~dTH1

PCT/EP2006/000090 195"
,5- leluoro 2-met olea4-carboxylic

IOl SHE e Y&@@%@%ﬁ #%bttpﬂ@%comgfounop R ot 162,
39@96(&4%) Sm@ Beariprme3;SJidugeb ,&nt%?@ agehfep C was
W@ﬁrﬁﬁﬁmﬂmﬁmyyn@]ﬁmm&&mmehzmmﬂ step C was
performed using 4-cyclopropyl-thiazol-2-ylamine. Example 280
5-(3,5-Difluoro-phenylamino)-2-methwyisiblazalie-4-carboxylic acid
(3-methoxymethyl- phenyl)-amide to The title compound, MS (ISP): m/e =
39&@5(&%5@9%&%&@?1@31@910@8%@3 ~osdeps iitadl-Stefh&ylic acid

was performed using 1-bromo; 3.5 lg yesapansene,pd step C was
performed using 3- methoxymethyl enylamlne Example 281

5 ér’ &L‘%Q%Q&?&Wt@?} %n']geﬂ%l ﬂf aaq-ﬁ'ﬁr%@ar Ll?eaqgfi)r example 223,

1-(2-meth 15 ethyl) -1H [-3-yl] |
(S AEIBGIRD (A PR o G- RO A AR 2nd ep E was

performed using 5-amino-3-cyclopropyl-1- methylpymzole
Example 272

2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl}-amide

The title compound, MS (ISP}: m/e = 318.0 (M+H), was prepared as for example 223,
steps A to E. Step C was performed using 1-methyl-1H-pyrazol-3-ylamine and step E was

performed using 5-amino-1-methylpyrazole.
Example 273

5-(2-Chloro-pyridin-4-ylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide

The title compound, M$ (ISP): m/e = 349.3 (M+H"), was prepared as for example 223,
steps A to E. Step C was performed using 1-methyl-1H-pyrazol-3-ylamine and step E was
performed using 4-amino- -2-chloropyridine.

Example 274
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steps A to C. Step B was performed using 1-bromo-3,5-difluorobenzene
and step C was performed using

v%g—(é—methoxy-ethyl)-1H-pyrazo|-3-ylamine. Example 282 20
il

-({ﬁi‘\(?;7é?;‘5t‘(';1mino-methyl)-phenylamino]-2-methyl-thiazoIe-lzf(-:géyr]f)}i?>‘2§/ﬂ80090
acid (2- methyl-pyridin-4-yl)-amide Theliile compound, MS (ISP): in/e =
396.3éM+H+), was prepared as for example 223, steps A to E. ,St?g C
was perdrmer SRkl by hare dnd srpogninged (2-methyl-.
performed using N-(3-amino-banzidiratatmmieide 25 Example 283
5-(5-Cyclopropyl-2-methyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-carb
oXykditleidorfrptrifido i @SRy -thviazob ) M ridle, WO 2OOS/OT 4884 example 223,
PehAER 2006/00P00 Qrasl A& T h8 g sRMPRaE] Maktiss byt s #29:&p E was

(M+H+ X ‘ejc_) r QR EX ? .5, steps Ato E. Step D was
p%??%%%ﬂg\g%%ﬁ% 5%%%%%—_0@?% 3? - -rr?éthylpyrazole and step E was

performed using 4-trif|uoromethyl-%1iazolﬁ-gfyllamine. Example 284 5
5-(3,5-Dif|uoro-phenylamino)-2lmetﬁ§/?381lazo e-4-carboxylic acid

5:f -6- = idin-2-y))-gmi The ti d, MS (ISR); m/e .
R, OS2 Yhamte e e compound, e A SEL D
was performed using 1-broﬁ¥f6‘18§]®f]dﬁﬁ%b‘g‘ﬁ9eﬁé‘%d step C was

performed. using 2-amino-5-fluoro-6-methylpyridine (Sanchez & at,
J Phstbtbscsrenesigi, MY @%Piﬂlrs(igsﬁrfj?’tﬂ%éﬁé@zggﬁ prepared as for example 223,

2 sMgthy1£6-F2 Sty vt o rorad tinph@ Blpyt hglol-3sylamiyolithiaaclestdpcE was
athexylic. it (2-meshvi-pidindsyl)-amigie S beitecampound, MS

(ISP): m/e = 397.3 (M+H), was prepared as for example 223, 15 steps A

to E. Step C was performed using 2g amino-pyridine and step E

was performed using 2-methyl-5-trifluoromethyl-2H-pyrazol-3-ylamine.

Ewwcﬁ@opyl_—z—meﬂwl—ﬂ{—p azol-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
5-(5-Fluoro-pyridin-3-ylamjno)- -mg%léithl%glefqécaéoxyllc acid
(4-cyclopropyl- thiazol-2-)(/ “amide &itie gc;mf)%und, MS (ISP): m/e =

Bi%.O%AF+H+,Wa rep f?a for e | dgfi steps A t C.Iirs?te B

R e NSy Ao A S o R BE B eerle 15
steps A to E. Step D was performed using 5-amino-~-3-cyclopropyl-1-methylpyrazole and
step E was performed using 1-methyl-1H-pyrazol-3-ylamine.

Example 277

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid [3-(acetylamino-
methyl)-phenyl]-amide

The title compound, MS (ISP): m/e = 417.4 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using I-bromo-3,5-difluorobenzene and step C was
performed using N-(3-amino-benzyl)-acetamide. '

Example 278

5-(3-Cyano-5-fluoro~phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide

. The title compound, MS (ISP): m/e = 357.1 (M+H"), was prepared as for example 223,

steps A to E. Step C was performed using 1-methyl-1H-pyrazol-3-ylamine and step E was
performed using 5-amino-3-fluorobenzonitrile.
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using 4-cyclopropyl-thiazol-2-ylamine. Example 287

5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic add
3-methoxymethyl- 25 phenyl)-anode The title compound, MS (ISP): m/e =
?3%5(R14%Ek), was prepared as for example 163, steps A T EFE5#00%0

was performed using 3,5-difluoropyridineland step C was performed

using 3-methoxymethyl-phenylamine. Example 288 WO 2006/074884

PCT/EP2006/000090 -117 Example 279.

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid

(4-mathiosyifatrgrlsmaibnsng-Amstid- thiredlad vempalisacd S egmp -

= 397.3 (M+H+), was prepared tsafoi-exdpplddt63, steps A to C. Step B

was performed using 1-bromo-3,5-difluorobenzene and step C was 5

pétfotitle dausimy#dinéshasymeilyt- tHapqler 2y amineiCs 640 T65A40nFle 163,

E?&éﬁﬁ pl&@&%’srg% B g‘rasl performezci usinﬁ %—;Dﬁpmol—?),i ~diﬂ%orob|¢nzen¢daf1d step C was
< orp-pyridin-3rylaming)-2- -thiazole-4-carboxylic aci

1%§§%§§€%§hyﬁﬁ ?EWQ%?@I—?QY&%%%M titte compound, MS (ISP):

We = 377.4 (MH+), was prepared gs forleé%?ple 163, lo steps Ato C.

Step B was performed using 3,5-di F&(ﬁ%ﬁyr ine and step C was

perf using 1-(2:methoxy-ethyl)-1H-pyrazol-3-ylamine., Example 290
G B R S AR R 6 (5 byt
(4-trifluoromethyl-thiazol-2- yl)-anfile8-ahiédtitle compound, MS (ISP):

m/e = 386.0 (M+H+), was prepared as for example 115, steps Ato E.

Stép DlvsamearainbE (ERY 8vermiAsody dinE andrastep:Fawds plrfexmeple 163,
usiieyg &Lﬁf%ﬁ;&gﬂ@th&iﬂ%ﬁbﬂh&&t}dﬁ@ﬂn&cﬁﬂflﬂﬁllﬂiﬁﬁééobemene and step C was
2 =2{RyHdin; | t E@:Qh% ~carboxylic aci
(F%n%thyl-lH-pgrazolg-ﬂsi’/-y - ggwygtn%lide Tﬁgnﬁﬁ}e compound, MS (ISP): m/e =
315.1 (M+H+), was prepared as fog §1115, steps Ato E. Step D

was performed using 3-amino-pyridine ‘and step E was performed using

1'm?@&'ﬂfﬂ%ﬁ;ﬂkéiﬁm{bﬁlﬁ%ﬁ%mﬂlw%h%?z%le—%L—carboxylic acid {1-(2-methoxy-
ethyl)-1H-pyrazol-3-yl]-amide

The title compound, MS (ISP): m/e = 394.0 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using 1-bromo-3,5-difluorobenzene and step C was
performed using 1-(2-methoxy-ethyl)-1H-pyrazol-3-ylamine.

Example 282

5-[3-(Acetylamino-methyl)-phenylamino] -2-methyl-thiazole-4-carboxylic acid (2-
' methyl-pyridin-4-yl)-amide

The title compound, MS (ISP): m/e = 396.3 (M+H), was prepared as for example 223,
steps A to E. Step C was performed using 2-methyl-4-amino-pyridine and step B was
performed using N-(3-amino-benzyl)-acetamide.

Example 283

3-(5-Cyclopropyl-2-methyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
{(4-trifluoromethyl-thiazol-2-y1)-amide



25 2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid [
1-(2-methoxy-ethyl)-1H- pyrazol-3-yl]-amide The title compound, MS
(ISP): mle = 359.0 (M+H+), was prepared as for example 115, steps A to
VO P B%tas performed using 3-amino-pyridine and step EGAE2006/000050
performed using 1-(2-methoxy-ethyl)-1H$pyrazol-3-ylamine. WO :
2%(%6/074884 PCT/EP2006/000090 118 Example 293 _ .
2-MEN-52RARAA 355 Aotk AR a0 Bokytiasdiigpared as for example 115,
(stepeldpropyitehidyvhopgifonmid ewstieStideiconipyulogrdnd - SR hpiyerazole and
35@plA Masipdfovras! praatadifsofoneramplRblo-fsteps A to E. Step D
was performed using 3-amino-pyridine and step E was performed using
4-cyclopropyl-thiazol-2-ylamine. Exgample- 284
5-(3-Methoxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid ,

5 (LonetwhitoRyfaealidnamide49TMe e compomnd . MBI BR): Y8R hyl-
358.0 (M+H+), was prepared as folﬁlen@_n}[))_lg ]13% steps Ato C. Step B

was performed using 1-methyl-ﬁﬂpyrazc¥ 235 &mine and step C was

performed using 35 nethyl- ylamine. Example 295
S%yg Gpropy r% Sﬁﬁrﬁgﬁ%&fﬁ_}%@%@%@hﬁ@% e-A-%grBB%ﬁfg fcfor example 163,
(£ érﬁ;ﬁff-%@@?p@mﬁsfgmi&@aﬂ@fﬂ@%&rﬁp%%wow@wmﬁmtc was
292t gvasipreparfaoas-femethatppliel o 9 Sastdps & 4b, CHStepdA].Chem.
10 Wag perfosgagd using 1-methyl-IH-pyrazol-3-ylamine and step C was
performed using aminomethylcyclopropane. Example 296 20
5-(3-Hydroxymethyl-phenylamino)&mﬂgnlsgwiazole-4-carboxylic acid
(1-methyl-IH- pyrazol-3-yl)-amide The title compound, MS (ISP): m/e =

344 AelMtbrn Was Prenisthas fonSXAMBlE 1505 RS A) 1GR90 Bhoxyiic

was performed using 1-meltc{1(>§:lH-%§zol- -y!laamlneg%%d step C was

performed using 3-amindBenzylaicohal 25 Examples§7

5:(3,5:DPifluoro-ph nQ)-2-methyl-thi -4-carboxylic aci

[ 1'1,(5?45&% E;:&tlxg 8ﬁ§%r%_§rln r@gg}) m/re::rI = t.’y?g eﬁfi% ), was prepyare asc%or example 223,

15 steps A to E. Step
performed using 2-methyl-5-trifluoromethyl-2H-pyrazol-3-ylamine.

was performed using 2-methyl-4-amino-pyridine and step E was

Example 286

5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-cyclopropyl-
thiazol-2-yl}-amide

20 The title compound, MS (ISP): m/e = 376.0 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using 3,5-diflucropyridine and step C was performed
using 4-cyclopropyl-thiazol-2-ylamine.

Example 287

5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (3-methoxymethyl-
25 phenyl)-amide

The title compound, MS (ISP): m/e = 373.1 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using 3,5-difluoropyridine and step C was performed
using 3-methoxymethyl-phenylamine.

Example 288



WO 2006/074884 PCT/EP2006/000090 -119 The title compound, MS
(ISP): m/e = 354.0 (M+H+), was prepared as for example 163, steps A to
C. Step B was performed using 1-bromo-3,5-difluorobenzene and step C

Wiagogeérisirhed using 2-amino-1;3,4-thiadiazole. Example 263/8F2006/600050

2-Methyl-5-(pyridin-3-ylamino)-thiazole-firgarboxylic acid

: (4 methyl -thiazol-2-yl)- amide The title compound, MS (ISP): role = 332.0
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VB3 Rifieopr st aénor Exariiplethinglete pu i1l aidd- Buadasymethyl-

ﬂperformed using 3-amino-pyriditig.asidzsi®psmias performed using

2-amino-4-methylthiazole. 10 Example 299
2T e thnyd-Bofmysictid; ylmomth|azmea4¢mbp7;yuesa@ébah@z@f8ryéﬁﬂi9ﬁ
T&@p@ﬂ@ @0@1@ é&%é@/@smﬁ%%1301@}4*3'B'Qiﬂ‘{}’;?r%lpe@é%%‘éea%é%t@%rc was

gxz?mlno pyrl etf 21% ; E S E%E&F\%%]g%n%g% éu:lm%giﬁhﬁz@re 15

Example 300 5-(3,5- leluoro phen Iamlnog -2-methyl-thiazole-4-carboxylic
acid (5-methyl-11-1- [1,2,4]triazol-3- he title compound, MS

351.1,.(M+H+), was prepared as for example 163, steps Ato
%5%@16\7 B’é?ﬁ&r%l—larﬂﬁﬂb LB s imisrobeRAE b d Gres -

was 20 performed using dmintEbnyretolB4gi-bridetriazole. Example
301 5-(2,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid
(eeétgicinneyed: M3 JHPxmide =T Be titleveeHiD ound pMBUS B) f example 163,
366;3 Maﬁxewwwgm@w@@mﬁ& yRARIGRS ﬁeﬁé}c@«é}%&lf&med
Was,eer @rmgﬁ&%@g};’]ﬁ Op_x Iamlne and step

g uoroanili amp

performed usin e 302
5-(5-Cyclopropyl-2-methyl-2H- pyr al-3-ylamino)-2-methyl-thiazole-4-carb
oxylic acid (4-methyl- thlazol 2-yl)- T 2006/074884

PCTER %0@ 90 t|t| m S.(sSP);, mle= 3754 o
(G Tere) ﬁwa : ec%%gr:}g 4IIRC exam 2 cé%goxy le amd g x) Huoromet yI~th1azol 2-
—am1 e
The title compound, MS (ISP): m/e = 386.0 (M+H"), was prepared as for example 115,
steps A to E. Step D was performed using 3-amino-pyridine and step E was performed
using 4-trifluoromethyl-thiazole-2-ylamine.

Example 291

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carthboxylic acid (1-methyl-1H-pyrazol-3-yl)-
amide

The title compound, MS (ISP): m/e = 315.1 (M+H?*), was prepared as for example 115,
steps A to E. Step D was performed using 3-amino-pyridine and step B was performed
using 1-methyl- 1H-pyrazol-3-ylamine.

Example 292

2~Methy1—5-(pyridin—?»-ylamino)-thiazole~4—carboxyiic acid [1-(2-methoxy-ethyl)-1H-
pyrazol-3-yi]-amide

The title compound, MS (ISP): m/e = 359.0 (M+H"), was prepared as for example 115,
steps A to E. Step D was performed using 3-amino-pyridine and step E was performed
using 1-(2-methoxy-ethyl)-1H-pyrazol-3-ylamine.
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steps A to C. Step B was performed using 2-amino-4-methylthiazole and
step C was performed using 5-amino-3-cyclopropyl-1-methylpyrazole.
Example 303 5

W3 20GRTe8t pyridin-4-ylamino)-2-methyl-thiazole-4-carboxRicTA&R@t6/000096
(4-methyl-thiazol-. 2-yl)-amide The title;gampound, MS (ISP): m/e =
366.1 (M+H+), was prepared as for example 159, steps Ato C. Step B
was performed using 2-amino-4-r&awleia2ste and step C was
performed-using 4-amino-2-chloropyridine. 10 Example 304 .

22\t RYILS-(yridin-3=ylramined e olé-dutartybxylizi déidyclopropyl-thiazol -2-y1)-
(5-ethyl-thiazol-2-yl)-amide Thetitle ggmpound; MS (ISP):,m/e.= 346.1
(M+H_*), was prepared as for-example 115, ., steps Ato E. Step D was
gem@oﬁm@aouqiagrﬁ;mr@mpyrﬂﬂme 65@1153@5#%?%&@%{5 @@%aéjﬁjpgxamplerlli
-ethyl- 22 | -53-3]. xample
zﬁﬁt{p}t@%@ﬁ e A S b B0 B s performed
(Aiéthylt %?’é’l}f t%ﬂﬁlz FAIGE™HYE title compound, MS (ISP): m/e = 333.3
(M+H+), was prepared as for example 159, steps A to C. Step B was
performed using 2-amino-4-methﬁffﬁﬁ‘?$?@%‘hd step C was 20 performed
using 5-aminopyrimidine. Example 306

2 MethrBormetgrehergoRRrar 4y ribjacs Abrethoxghs ssidic amighyl- 1H-
(4-methyl- thiazol-2-yl)-amide Byetitle3edprpeided, MS (ISP): m/e = 335.3
(M+H), was prepared as for example 159, 25 steps A to C. Step B was
pErforithe cougingrd;AdHifibE):methyltiaadlel afd)step Graasdparformethple 159,
using Awethybii-miiaeabindaming 16xamRl8139 razol-3-ylamine and step C was
%é&gg{?pd%ggln%gth -gmmfg}{%_}ngt B\Ig%t}hlazoleA-carboxy ic acid
(methy-thiagl- 3=y Aimde WO SO0EI0 74884 PCT/EP2006/000090

-121 The title compound, MS (ISP%: m/e1§:§é359.1 . (M+H+), was prepared

as for example 159, steps A to C. ﬁrenﬁ’ Was. performed using

2-ami -Air-]meth lthiazple anr}< te s performed usjng .
amﬁo@gf o%r&}) (%#OB%%%}IE -air—ﬁxg?’é%% 1350?@—4{511%0}:&1(: acid (1-methyl-1H-
pyrazol-3-yl}-amide
The title compound, MS (ISP): m/e = 292.0 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 1-methyl-1H-pyrazol-3-ylamine and step C was

performed using aminomethylcyclopropane.

Example 296

5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide

The title compound, MS (ISP): m/e = 344.1 (M~+H"), was prepared as for example 159,
steps A.to C. Step B was performed using 1-methyl- 1H-pyrazol-3-ylamine and step C was
performed using 3-aminobenzylalcohol.

Example 297

5-(3,5-Difluoro-phenylamine)-2-methyl-thiazole-4-carboxylic acid [1,3,4]thiadiazol-2-
vlamide



5 2-Methyl-5-(pyridin-2-ylamino)-thiazole-4-carboxylic acid
(4-methyl-thiazol-2-yl)- amide The title compound, MS (ISP): We = 332.3
M+H+), was prepared as for example 159, steps Ato C. Ste

"é é‘fﬁfsmg 2-amino-4-methylthiazole and step C was ¥ E%ﬁ’%@om%
using 2-aminopyridine. to Example 309 119 -

Bk

- 3568 (M) SRS prapar f&@?@dﬂ%ﬂn engg,sidporhenenseag Bep s ,
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m@@f@@m@m@d&ﬂsmgnlem&ﬁwhibﬂpwézol 3-ylamine and step C was 15
performed using 3-aminobenzonitrile. Example 310

5-(2,5-Dimethyl-2H-pyrazol-3-ylamitxajsaiasihyl-thiazole-4-carboxylic acid
(4-methyl- thiazol-2-yl)-amide The title compound, MS (ISP): m/e = 349.4

(M+HMctivd S pligpadiocs addoire)atripield 8 %aRA:slensia (0 G B hBMas y1)-
performed using 2-amino-4-methylthigzgle and step C was performed
using 5-amino-1,3-dimethylpyrazole. Example 311

ZMStﬁ\Yé &meﬁmmﬁcmﬁ?@}‘@:%%”ﬁﬂ@#%s%&% gg § og%gample 115,

lazol amide 25 . The title compou

335 *nfi% E 5: 5 szs red a: o‘%s%%n%w%amg?&&ﬁé tﬁe@ ES‘Fé‘f) psrformed

"ﬂfﬂ‘ﬁ‘@d‘iu‘éi ﬁ"‘iﬂ%% 4 methylthiazole and step C was
performed using 3-amino-l-methylpyrazole. Example 312 WO
2006/074884 PCT/EP2006/00009&x2n33de 299
2-Methyl-5-(tetrahydro-pyran-4-ylamino)-thiazole-4-carboxylic acid
(4-methYiaR- S rjdtaridendtie-tilezobrip ouba S IS R)umle 5133814
(M+H+), was prepared as for example 159, steps A to C. Step B was

pERDfifle durny MG SEnrethyithisZo®lait StepsGramsed pdvioemenple 115,

usw;g A-aoninStefr ahydsqryfan a8 -3h3no-pyridine and step E was performed

2oMigihylpamethylgrnino-thiazole-4-carboxylic acid
(4-methyl-thiazol-2-yl)-amide The title compound, MS (ISP): m/e = 269.5

(M+H+), was prepared as for exa@ﬁnﬁe 300

5-(3,5-Diftuoro-phenylamino) ~2-methyl-thiazole-4-carboxylic acid (5-methyl-1H-
[1,2,4]triazol-3-y1)~amide

The title compound, MS (ISP): m/e = 351.1 (M+H"), was prepared as for example 163,
steps A to C. Step B was performed using 1-bromo-3,5-difluorobenzene and step C was
performed using 3-amino-5-methyl-4H-1,2,4-triazole.

Example 301

5—(2,SWDiﬂuoromphenyiamino)~2wmethy1~thiazole~4—carboxylic acid {1-methyl-1H-
pyrazol-3-yl)-amide

The title compound, MS (ISP): m/e = 350.3 (M-+H"), was prepared as for example 159,

steps A to C. Step B was performed using 1-methyl-1H-pyrazol-3-ylamine and step C was
performed using 2,5-difluoroaniline.

Example 302

5-( 5—Cyclopropyl—Z—me’fhﬂQH—p}?raZol—?)~y1amin0}-2—meﬂw_yl—thiazoie-4~carboxyiic acid
(4-methyl-thiazol-2-yl)-amide
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W(‘ézﬂgfé 88%4fluoro _:-i-. phenyl)-amide The title compounH Y/

steps A to C. Step B was performed using 2-amino-4-methylthiazole and

step C was io performed using methylamine (solution in water). Example

314 5: (3,5-Difl.uoro: phenylamino):2-methyl. thiazole-4-carboxylic acid.
é)%pg(,ﬂ)oomo

m/e = 389.3 (M+H+) was prepared as¥éi example 163, 15 steps A to C.

was erfo g 1-bromo-3, robenzene and step C was .

#)rn’?ec el é’nﬁrg#g@ SrS b?’gr‘rizfibé‘ilr %%Bﬁgf?i? as for example 159,
2tmtﬁyfwsf(p§m.#Mﬁa}?ﬁxﬁayﬂtﬂam&emm%@ﬁb@hmmle and step C was
(Ferfrethyd-thing 612ayt)e-arjde20phe-tiletgbsppogid, MS (ISP): m/e =
332.3 (M+H+), was prepared as for example 159, steps Ato C. Step B
was performed using 2-amino-4-maeigibEgmle and step C was
performed using 4-aminopyridine. Example 316
Ss¢E-Riflsosopmethyl4pylegtinmg-ylanathp) Rimetayl-thivsalachsalhoxmigagityol-
(4-methyl- 25 thiazol-2-yl)-amide 'Eh}q title;gempound, MS (ISP): We =
382.3 (M+H+), was prepared as for example 159, steps A to C. Step B

wae t@&é@&ﬁﬁ?&ﬂé"}@g{@%%ﬁ m?é@ﬁ't ! %%ll?naxgas e are as;%} %ple 159,

er ing 5-difluoromethyl-pyri ine
3636% /817 28@ T#E‘&ﬁ(ﬁféf%ﬁy %%1% —ammowrl-methylt}uazole and step C was

Pexfetmpdsigminsiting ytininpyuidiagole, 4-carboxylic acid (4-methyl
thiazol-2-yl)- amide The title compound,. MS (ISP): m/e = 333.3 (M+H+),
was prepared as for example :158xasteps384dio C.' Step B was performed
using 2-amino-4-methylthiazole and. step C was 5 performed using

2 avfadopyripidifia- Exlamiple) 318zole-4-carboxylic acid {5-ethyl-thiazol-2-yl)-amide
2,Methyl-5-[(pyridin-3-ylmethyl)-amino]-thiazole-4-carboxylic acid

. [Bhenétaydothizoold 28) i RidenEhe dittel cOMalNch MG SR mfer =460 115, . ..

@Aﬁmkovmas&gepaﬁagiﬁﬁ%@am 312Rind gpﬁﬁﬁﬁe%ﬁg QepIEREB YR rmed
REHIMS Paklla%% -amine-%: fﬁ%‘@%i@éﬁ‘zﬁ%f‘” step C was performed

usmg 3-picolylamine:
Example 305

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2~yl)-

amide

The title compound, M$ (ISP): m/e = 333.3 (M-+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-amino-4-methylthiazole and step C was
performed using 5-aminopyrimidine.

Example 306

2-Methyl-5-(1-methyl-1H-pyrazol-4-ylamino)-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-y1)-amide

The title compound, MS (ISP): m/e = 335.3 (M+H"), was prepared as for example 159,
steps A to C. Step B'was performed using 2-amino-4-methylthiazole and step C was .
performed using 1-methyl-1H-pyrazol-4-ylamine.

Example 307

5~ (Cydopropylmethylwammo)—2 -methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-2-
yl)-amide
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Example 319 2-Methyl-5-(pyridin-3-ylaniino)-thiazole-4-carboxylic acid
(5-methyl-4H-[1,2,4]triazol- 3-yl)-amide 15 The title compound, MS (ISP):
m/e = 316.1 (M+H+), was prepared as for example 115, S;[,?EE Ato E.

‘g‘i’ezﬁoﬂ%ﬁg‘iperformed using 3-amino-pyridine and step E ’[@5??8%@890
using 3-amino-5-methyl-4H-1,2,4-triazold1 Example 320

-5 r|d| -3l hla e-4-carhoxylic acid
é#gﬁ%t oxym ?hi/’l fhlazgﬁgpég ngi r&ébﬁﬁﬁﬁi&&%mﬁ%ﬂﬁﬁ ajfer gepyple 159,
n?fépﬁ 36 SR -B, Wadpreps $ot-axdnfplenaBylbepderatal Brep C was
S%ﬁ@wé&pegfwmm&ﬂgy@mnpmayndme and step E was performed
using 4-methoxymethyl-thiazol-2-ylamine. Example 321 25
5-Dimethylamino-2-methyl-thiazol&dagtbseglic acid
(4-methyl-thiazol-2-yl)-amide The title compound, MS (ISP): m/e = 283.3
(M- Fviexhylets (refiinett paiirod i maiR-159:boigHs AiD(Enief-Bhas.-2-yi)-
performed using 2-arnino-4- methylth%g{g and step C was performed
using dimethylamine (40% solution in water). Example 322 WO

2@9@@&%@&-&%@%@50999 QOBS’%‘%{MH% was alred as ébr example 159,

5 &3 5{%) flu%rogi Iamlno -2-methyl-thia A-Carbo E/

FtitaZBiE2 ywaﬁr%? S FHe titt 8%%%‘5’6‘&915 e @F%quﬁ/énd 3ip.6 was
(IQF-? 5—‘5‘ fasnFépmarpaEdrexample 159, steps. A to C. Step B was
performed using 2-amino-4-methylthiazole and step C was s performed
using 3,5-difluorobenzylamine Exdwqsie8299
5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(&-Mcthynehidesianjtodmivetnid it botnpobod]ivSil SR atigl 3 R5#hzol-3-
(M+H+), was prepared as for. exampje;h6& 10 steps A to C. Step B was

-+ perfermed-using-5-bromepyridine-3-carbenitrile-and. step .C,was..
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pﬂﬁbﬁmefbuﬁjﬂgna MBWIEF)"B@@M%@@Q@%%@ p?l%ﬁared as for exaﬁlia.lf; -1‘59” o

Mem@ng? %’r@?ﬁmﬁgl 1365 yl— {39’92296?% y‘famme and step C was

e (:%Etrx%d mg 3- gn‘}/ Robenzomtmle
Example 310

5~(2,5—Dimethyi—ZH—pyrazol—i%—yiamino)~2—methyl-&iazole—é:-carboxyﬁc acid (4-methyl-
thiazol-2-yl)-amide

The title compound, MS (ISP): m/e = 349.4 (M-+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-amino-4-methylthiazole and step C was
performed using 5-amino-1,3-dimethylpyrazole.

Example 311

2-Methyl-5-(1-methyl-1H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-yl)-amide

The title compound, MS (ISP): m/e = 335.4 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-amino-4-methylthiazole and step C was
performed using 3-amino-1-methylpyrazole.

Example 312
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15 The title compound, MS (ISP): m/e = 370.3 (M+H+), was prepared as
for example 159, steps A to C. Step B was performed using
2-methyl-4-amino-pyridine and step C was performed usin

YWOHEHEEthylamine. Example 325 CT/EP2006/000090
5 Cyclopropylamino 2 methyl-thiazole=4%arboxylic acid

-amide 2 The title co poun MS (ISP); m/e =
289 ﬁ&'ﬂg}’{ Ci(rah pre raend“é“ SR 6?8 g I 36 4§’E‘§ﬁlﬂ -thiazol-
was performed usmg 2-methyl-4- ar%ﬂﬂb%‘?&me and step C was
performed using Iamlne Example 326
5¥BepitR) FS%WWgCMg Hoyegemcih/ L iibiAdTe. avearbepaytid axcior example 159, - -
(z;tnpethytqmametP% #ayl perfoichecd haitig e conpeund M EISBk WE Step C vwas

3pditbiiditHiihoMas RrRparetas,fRtaxample 214, steps Ato E. Step C
was performed using 4-amino-2-methylthiazole [CAS.103392-01-4) -and

step E was performed using 3,5-diflilor ggybr@ne Example 327 WO
2006/074884 PCT/EP2006/000090 -1
5-(2,Ghlane: BYQQ{HXﬁ%ﬁW'{}QQZg %Qﬂo‘]@ﬁzggdgfl\%%}%r I%Eazo d _Y% Apisle

(2-meth)rl-thiazol- 4-yl)-amide The title compoun

(M) r sAtoE. Step C

ogTa T S+ o AL 100y Bl o>
Was DEPrOrme gép ing 2P -e -|'6H’b‘i)§rﬂ:}’fﬁ8° ﬁ“)?é‘?ﬁﬁlléh?%ie and step C was

5965 @mﬁ&%%.mﬁ@lymm@wzmmywmzme 4-carboxylic add

(4-methyl-thiazol 2-yl)-amide The title compound, MS (ISP): rn/e = 366.0

" (M+H+), was prepared as for exanipteapB33140 steps A to C. Step B was

- - 2-arhtrolifnethpsiioiinEkampib 828iazole-4-carboxylic acid (3-cyano-5-fuoros: ...
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performed using 3,5-dichloropyridine and step C was performed using

2-Methyl-5-(2-methyl-pyridin-4-ylaming)-thiadele-4-carboxylic acid
(4-methyl-thiazol- 2-yl)-amide 15 The title compound, MS (ISP): m(e =

3860 3i (Mo ils PISDRISH AR forsexampler?83, AlepsA 49 &-fHIeR Gple 163,
wgﬁpgrter@%ﬁe %fwao;r% g 'ms%h%t&'%é%%%”Qlﬁuo%emene and step C was

rmed using 4-ch
per ormed using S-amino-3- uorobenzomtrﬂe

Examaple 315

2-Methyl-5-(pyridin-4-ylamino)-thiazole-4-carboxylic acid {4-methyl-thiazol-2-y1)-
amide

The title compound, MS (ISP): m/e = 332.3 (M-+H"), was prepared as for example 159,

steps A to C. Step B was performed using 2-amino-4-methylthiazole and step C was
performed using 4-aminopyridine.

Example 316

5-(5 —Dlﬂuoromethyl -pyridin-3-ylanino)-2-methyl-thiazole-4-carboxylic acid (4 -methyl-
thiazol-2-y1}-amide

The title compound, MS (ISP): m/e = 382.3 (M+H"), was prepared as for example.159
steps A to C. Step B was performed using 2-amino-4-methylthiazole and step C was
performed using 5-difluoromethyl-pyridin-3-ylamine.

Example 317



Example 330
5-(4-Fluoro-pyridin-2-ylamino)-2-methyl-thiazole-4-carboxylic acid
\%4 methyl-thiazol- 20 2-yl)-amide The title compound, MS (ISP):
g@‘?( Rﬁﬁ%) was prepared as for example 223, steps A {§ Eg%%%/@("m

was performed using 2-amino-4-methyl#ifazole and step E was

. peﬁmgh%s %‘&?&l’?? fluo Byndlpeé %g(?%%pcea%%tﬁ nter igztgg 2-vy1)-

Example A 5 mlnopyn he compoun S'sy
described in‘T.J_ Kress, EP139477 ABIRO 2006/074884
%}/EP2006/000090 -126 Example

B SOREARAAEM G ficimas rh bR potinel esissin st zachae 159,
déspabedarCT Sten & whs\YoZesR050488 AhkxampleeBbihiazole and step C was
3oy wihy henzepesHfenamide The compound was synthesized
as described in J.P. English et al, J. Am. Chem. Soc. 1946, 68,1039-49.
Example D 2-Ethy|-4-amino-pyrirrmg;gplng,i'gle compound was
synthesized as described in D.J. Buurmann et al, J. Het. Chem. 1987,
28137740 ﬁfﬁﬁﬁﬁm@%ﬁe@ﬁqm@yébdaﬂﬁzéxyﬁf%&gﬁ ig &m'ﬁfﬁgﬁ I-thiazol-
compound was synthesized as descrihed uaY Morisawa et al, &7
Chem. 1980, 23, 15 1376-80. Exafmpte B ¢

R §&%§2§5‘9¥ et e N p——

0 BB &o StepnBHgE RyeamRE ugt@gﬂ Brviethyopyhirldriarele addgep C was

performed using 3-picolylamine.

Example 319

BATTRTI AL O Tt £ S DT L E R e 23 b T
= H o DD A ST 1

—Methyl 5- (pyndm- ~y1amm0) thlazole 4- carboxy‘hc acid (5 methyl 4H- [1 2 4]tr1azol~
3-yl)-amide

15 The title compound, MS (ISP): m/e == 316.1 (M+H"), was prepared as for example 115,

20

25

steps A to E. Step D was performed using 3-amino-pyridine and step E was performed
using 3-amino-5-methyl-4H-1,2,4-triazole.

Example 320

2-Methyl-5-{pyridin-3-ylamino)-thiazole-4-carboxylic acid (4-methoxymethyl-thiazol-2-
yl)-amide

The title compound, MS (ISP): m/e = 362.4 (M-+H™), was prepared as for example 115,
steps A to E. Step D was performed using 3-amino-pyridine and step E was performed
using 4-methoxymethyl-thiazol-2-ylamine.

Example 321
5-Dimethylamino-2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl}-amide

The title compound, MS (ISP): m/e = 283.3 (M+H?), was prepared as for example 159,
steps A to C. Step B was performed using 2-amino-4-methylthiazole and step C was
performed using dimethylamine (40% solution in water).

Example 322
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3-Methylpyridazine (10 g, 106 mmol) was dissolved in 62 mL acetic acid
and hydrogen peroxide (30 % in water, 58 mL, 568 mmol) was added.
The reaction mixture was heated 25 at reflux for 6h and the solvents were

%’\9&&98?@@%?&% residue was taken up in 200 mL water, nditr B8R0

sodium carbonate and extracted three-tit¥&s with dichloromethane (150

2O M B IE S0 G00ER Lo Al S Lt st o>~

evaporated. The crude product Wasiéhﬁﬁé@ﬁby three consecutive
recrystallizations from toluene and the desired Product was obtained as a
white €BHGEpound, oS Biep/e 5 BRMLIMHU hitospyitezihes|foxidemple 159,
3kdpshid-poyiddipes anside bR ad gisih O 9 -aaind) wastisgohet ithd By C was
C%ﬁoﬁﬁﬂéar{@ﬁ%@ghm&&%gﬁaﬂﬂpL, 11.4 mmol) was added drop_vvise

and the reaction mixture was heated at reflux for 4h. The reaction mixture
was carefully poured into crushed igg angl 4he mixture was extracted three
times with dichloromethane (50 mL each). The io combined organic

extract ied wi 18] U filtere .evaporated. The
Cros e g o e gﬁﬁéﬁ B R ot
the next step. Step 3 4-Bromo-6-r%"é’tﬁ§ﬂ- dazine-l-oxide 15

6:)ethyl-4-nitro-pyridazine-l-oxide (270 mg, 1.74 mmol) was dissolved in
zan\QEt%%{eeﬁS%%‘i’d‘%tEé@@%?anée (5(5‘67}& é}‘gé*.%%’fﬁﬁr) e sddederrramgle 163,
rekiich hixtokp Wasnesfermed reisctorimopyd deactioalmiituile mdstep C was
pperfednirtbusinsheice;thecthpithitesas neutralized by addition of

sodium hydroxide and extracted three times with dichloromethane (50'mL
each). The combined organic extrmﬁrgzqried with 20 magnesium

~- - sylfate -fitered-and.-.evaperated. The crude product was purified by flash-. ... .. _..

chr@vistaboaphparsition gehdigpianeiihyLacriate: 8020788 Qyridin-4-y1)-
gradient) and the desired product was o PFalned as a light brown solid
(150 mg, 45 a/o). Step 4 5-Chloro-3-methyl-p)ridazine 25

idazine-l-oxid 79 mmol issol
ﬁ%%?‘%ﬁfgﬁfﬁﬁf e S A, R F o 15
it TP RISt WAL SRR d e TR rom inparidingsntrteg & was
rEGHPTEb BRI PertofhgBeENthmine.

Example 325

5-Cyclopropylamino-2-methyl-thiazole-4-carboxylic acid (2-methyl-pyridin-4-yl)-amide

The title compound, MS (ISP): m/e = 289.3 (M+H"), was prepared as for example 159,
steps A to C. Step B was performed using 2-methyl-4-amino-pyridine and step C was
performed using cyclopropylamine.

Example 326

5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-thiazol~
4-yl}-amide

The title compound, MS (ISP): m/e = 351.1 (M+H"), was prepared as for example 214,
steps A to B. Step C was performed using 4-amino-2-methylthiazole [CAS.103392-01-4]
and step E was performed using 3,5-difluoropyridine.

Example 327



then poured into crushed ice. The mixture was neutralized by addition of
sodium carbonate and extracted three times with dichloromethane (50 ml,
each% The combined 30 organic extracts were dried with magnesium
VEQIFRYe O fitifed and evaporated. The crude product was puﬂ‘f?@@ 06/000090
flash chromatography on silica gel (hep%aﬁe/ethyl acetate 80:20 - > 30:70

gragie ?dﬂ?&'%ﬂrﬂﬁ%?%% 9RiRInRd,as, B Q. ol o710 00 OR. o1
%). xample 1-Methyl- IH 24 azol- -ylamlnéggsv?/lo 500(6/§n74 é azol
PCT/EP2006/OOOO9O 128 1-Meth -1,2,4-triazole (syntheS|zed

bed in R.W. Middleton et al, Syn sis, 1984, 740-3) (613 m
é%naﬁgéle;\l%e%?nlé i HGR=6 é‘&ﬂ&&&ar‘f‘{aﬁﬁ’i’?ﬁéﬁfbaﬁ {%%&a@k 214,

m@mﬁdtﬁ;ﬁa rigine Hrsrmenindrad (548 fgnitb hmsthiteirecde HedlS TH$92-01-4]
5 readtiosp B feriamediiuskarfohibd-h-Badlagidmeon charcoal was 5

filtered off and washed with methanol. The solvent was evaporated off to

yield the title compound (469 mg, 88%pr$28white, solid, MS (ISP): m/e =

98.0 (M+). Example | 5-Difluoromethyl-pyridin-3-ylamine Stepl io

(55Qﬂlmamqim&ayﬁman%w)mg&mmmﬁ%mtam $LQEid (4-methyl-thiazol-

(5-Formyl-pyridin-3-yl)-carbamic acid%g tyI ester [CAS 337904- 94 -6]

(1.75 g, 7.9 mmol) was dissolved in |chloromethane

t tri 3 8g, as addedb an
%3’5'%%&%?%%@%? Hion m@m’? PR e i scmpe 165
10 pifkRie Wds, YeRfcHedHye a%raﬂ.aﬁraﬁs% atonEdeeRdgiRibrives performed
aneing 2-anigeitractadtiredetime with 100 ml dichloromethane. The
organic phases were pooled; dried with sodium sulfate and evaporated.
The crude product was purified by Eestplel3@Satography (heptane/ ethyl
--acetate-1:1)-and the title compound was obtained as. a. yellow solid (0.39. .

0 22B8ahySteff 220hp-Piitibnotndthikp)dirdedamibexylic acid (4—methy1—thiazol—. o

(5-Difluoromethyl-pyridin-3-y|)-carb§m§caag@etert-butyl ester (0.30 g, 1.2
mmol) was dissolved in 10 ml ethyl acetate and 8M HCI in EtOH (3 nil, 25

15 n’!!’ﬁ@'&ﬂ\éed&xﬂ%%ﬁ MMS@%@@M%QM@%U%Q SRR 4??69%9&&5% 223,

[0 The t|o mlxture uench addition of.20
I§ ?58:63 soﬁle fion Q: @ac?e%l?@rgsel fhie W|¥ﬁq5 %&ﬁﬁ Te & &atsécep E was
TREGF 8%@@@%\?@@ pisslE: dried with sodium sulfate and

Example 330

5-(4-Fluoro-pyridin-2-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-
20 2-yl)-amide

The title compound, MS$ (ISP): m/e = 350.3 (M+H"), was prepared as for example 223,
steps A to E. Step C was performed using 2-amino-4-methylthiazole and step E was
performed using 2-chloro-4-fluoropyridine.

25 : Synthesis of Intermediates
Example A
5-Aminopyrimidine

The compound was synthesized as described in T.J. Kress, EP139477 A2.
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evaporated. The title compound was obtained as a brown oil (0.158 g,
89%). Example J 3- [ 1,2,3]Triazol-1-yl-phenylamine Step 1 30
1-f-Nitro- henyl)-4-trimethylsilanyl-IH-[1 2 3]triazole

WP “Qﬁﬂ%lﬁfﬁitro-benzene (CAS:1516-59-2, 11.8 g, 72 mmob 80061000096
dissolved in 20 ml THE and 30 ml trirﬁé%ﬁﬂsilylacetylene. The reaction
mixture was stirred at 60C for 3 d‘a}gm'élgjg}:@]vents were evaporated off
and the title compound was obtained as a brown solid (16.9 g, 90%), nip

75-78C. WO 2006/074%%E&Tﬁ%ﬁéﬂg@é&)ﬁ%%%ﬂp%%&ngtep 2

1=(3-Nitro-plied}-1H-[1 23 triazo

-Nitro-phgnyl)-4-timeshylsilanyl=IH=[1,2,3]triazol ol)
S A b T o Bl e
stirred at room 5 temperature for 2@;{% Th[e @action mixture was diluted

W

with ethyl acetate and washed wit ater and brine. The organic layer

was dried with magnesjum sulfate, filtered and evaporated. The crude
J ‘%]P %f ‘igé?é%bf%%’?%?ﬁ'ggoﬁ Ptfexane/ethyl

product was purified by ¢hroma 05

tate 1:1) and the desired praoduct was btaine&lclii saErown solid (9.96
o Ry BRI T A 159 By PhaZORID SRV . Soe. 194
1{8tRfitdbhenyl)-IH-[1,2,3]triazole (9.66 g, 51 mmoal) were dissolved in
300 ml methanol and 70 ml THE Palladium on charcoal (10%, 500 mg)
were added and the reaction mixtdixemele Btirred with a hydrogen balloon
for 36h. Palladium on charcoal was 15 filtered off and washed with
methanol. The “solvent was-évagctatmihofpimiyieloh¢he titte compound
(8.3 g, 100%) as an off-white solid, mp 71-73C. Example K
3hte-Methytuid idez s thydlphengtaaibel fHe cGmpound wad, SyHieShzed 1987,
asdeserigred in J.C. Zhou et.al, WO 2002008199. 20 ExampleL .~ ... . .
‘1-Cyclopropylmethyl-IH-pyrazol-3-ylamine 3-Aminopyrazole (2.43 g, 29
mmol) were dissolved in 30 ml DM@QHRJ@@ssium hydroxide (4.8 g, 86
mmol) was added and the mixture was stirred at room temperature

5-Bromo-pyridine-3-sulfonic acid amide

The compound was synthesized as described in Y. Morisawa et al, . Med. Chem. 1980, 23,
1376-80.

Example I
3-(3—Brom0~pheny1)-l—methyi—EH—pyrazoIe
The compound was synthesized as described in M. Bettati et al, WO 2002038568 Al.
Example G

5-Chloro-3-methyl-pyridazine

Step 1
3-Methyl-pyridazine-2-oxide
3-Methylpyridazine (10 g, 106 mmol) was dissolved in 62 mL acetic acid and hydrogen

peroxide (30 .% in water, 58 mL, 568 mmo}) was added. The reaction mixture was heated

at reflux for 6h and the solvents were evaporated. The residue was taken up in 200 mL
water, nentralized with sodium carbonate and extracted three times with

dichloromethane (150 mL each). The combined organic extracts were dried with
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for 30 min. (Bromomethyl)cyclopropane (4.4 g, 32 mmol) was added and
stirring was 25 continued at room temparture overnight. The reaction
mixture was poured into 100 ml brine and extracted three time with 100

Wi é%@/Wé‘é’é"tate The organic phases were pooled, dried whfi'SSEALAH0009%

sulfate and evaporated. The two reglosé ers were separated by flash

chrametagroninanging QHQ &%mgéé@ dIW@?ﬁrQQé@H%&%S QJEJC}V@ cpby three

(zlé%g ST I SRR e sy pgemebained

P@@U@i@b@&gi)%hso The title compound, MS (ISP): m/e '166.4
(hﬂid;i_) was prepared as.for example L using 2,2,2-trifluoroethyl-

br@m&g J@g {\r/(v)o regfosom{ars were separated by flash chromatography
ed as a brown oil (7%). Example N 5

4 ?Cl\\j{ﬁglrg dﬁ?}dﬁrﬁlgf&l ox{snfirems, 4RiRad} was dissolved in 2 mL cone. sulfaric
2 Bramiduicydtbirapykicthinm enedTAs iﬁ&&ﬁaﬂﬁw@& dndign :Jeagﬂﬁm;w{ture was
Sﬁ%te@*a@%@ﬂxg%gﬁ@rgﬁbg &1’%{{1})%6 overnl %rgﬁﬁgodél 8&0% shed ice and

mmol) in 15 ml of methanol was r e solvent was

evADBTALEE SResrbaretifiece Smpbtira difhlovtes %ﬁé’é%é%ﬁﬁ%?ﬁ@hh@%ohd
(k38lgnddosnit exExepiecQird 2AMiathguysithyiifit; Miraze addapieted.
SENNRDY fﬁ@@l{% @9 1%% WM@&%&' @ﬁﬂ%ﬁ%ﬁ% ﬁtmhg%%%hon for the next

PQ[tassmm hydroxide (3.8 g, 69 mmol) was added and the mixture was
stirréd at room temperature for 30 min. 2-Bromoethyl methyl ether (3.2 g,
2§—Eﬁﬁélol) was added and stirring was continued at 15 room temparture

overrighi- & heittsastianmhdurgmas poured into 100 ml brine and

ext tlme |th 1 ace The,p ases were

pé(ﬁ%ﬁgr% With um su‘ﬁiﬂ}tl fangél e%“at‘[gé é?él&o%?%straﬁforg’ foSdniRkgcetic
ikt S8 Ef@a%‘;? fﬁé&m&@&m&%mm%@ the fﬂn«terammounmmas heated

obtaéfles fas thifbereaili(d. 8246 20900 MS ﬁi@P}umé@ fed 4% oMl ths

ZQeE%QH%E’&% - BIREABRsRANRRRine gtm 3 ﬁ}y 5ro§.§*£°an oP 4'8“;‘99

ce col solution of 31, 8 79 mo
ﬁﬁmee |F?}F 7 %@%&‘é@t%@e@@(@mﬂol)
oﬂ?@@nwmsal&ta\taﬂabcﬂaﬁd 2&BromaribetinadsipiedhBeIy suig 8 fash-

allowed dWERURIIRS QAL BRIRELAtYr £BAk 50:20 -> 30:70 gradient) and the
desired product was obtained as a light brown solid (150 mg, 45 %).
Step 4
5-Chloro-3-methyl-pyridazine
4-Bromo-6-methyl-pyridazine-1-oxide (150 mg, 0.79 mmol) was dissolved in 5 mL

- chloroform. Phosphorus trichloride (501 mg, 3.65 mmol, dissolved in 1 mL chloroform)
was added at 0 °C. The reaction mixture was stirred at room temperature for 36h and
then poured into crushed ice. The mixture was neutralized by addition of sodium
carbonate and extracted three times with dichloromethane (50 ml each). The combined
organic extracts were dried with magnesium sulfate, filtered and evaporated. The crude
product was purified by flash-chromatography on sitica gel (heptane/ ethyl acetate 80:20 -
> 30:70 gradient) and the desired product was obtained as a brown oil (70.mg, 69 %). .

Example H

1-Methyl-1H-{1,2,4]triazol-3-ylamine
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then heated for 1 h at 70C. The resulting brown suspension was allowed
to cool to room temperature. The aqueous phase was saturated with

brine and extracted three times with a 1:1 mixture of THE and

B 240iE | ether. The combined organic phases were dX&d/i3eq6/000090
magnesium sulfate, filtered and concentr&ted in vaccuo. Concentration in
vacc i n residue which,wa rifi ,
e G e e
(heptAREEyF agcz‘iétggé) P ?1)%5‘@@% {8 tEeEmBBuAERY &b Bhiigethanol.
(totaPArdigp FovkrrmE (181) ShesrapidmdraZBeiniviobipdra8téptP me, 11 mmol)
3-Brome-aifet ropy ridineAndiictl ACxHee otdithae ysion Ok 10:0.81 (0058 0kbal was -

of 3-ARipe-SrremeRYidinain29mil b @Lé@?{w&ﬁtwﬂuafaﬁogiﬂ%%k? tvioﬁexd the
S .

treated by dropwi diti a solution of 4 .06 of s
i SR A A kg e A GRS o e
added to the brown suspension. Th% cru%e diazonium salt was filtered off,
and washed with ether. This crude d then added in portions to 200
ml of toluene heated at 80C, After stirring for Ih at 90C, the organic phase
was concentrated. The I?g"ﬁfﬂfé’}i?éﬂﬁ%y}'égﬁﬂ@ﬁﬁ@aé‘ﬂgﬁended in 150 ml of
\/\&Eearland the pH was adjusted to 11 with 32% sodium hydroxide
solution. The resulting, solution was extracted three times with 200 ml of
i ; HHRYEE- e washed with

WBteh Al %ﬁi@ﬁ-@ﬁ%@%&ﬂl&&ﬂf&%&&%?t@@ 3?%&%1'@9” 175 g, 7.9

s O R e sl ipoieaa e & 2
OB Y Biradssh shkthe 1o tom iy Mas SirmalroosI0TagSture overnight.

(xehRdedNbhfe Biné Adth)10340N SchyvBRIQin R iharyAnheteear i ahishled;

a&%&?%ﬁ?UXdﬁH%‘é&“ﬂ%ﬁg dioa%ﬁ)c{rg@f%e‘f eHdr% !eogagbduct was purified by flash
chromatography (heptane/ ethyl acetate 1:1} and the title compound was obtained as a
yellow solid (0.39 g, 20%).

Step 2
5-Difluoromethyl-pyridin-3-vlamine

(5-Difluoromethyl-pyridin-3-yl)-carbamic acid tert-butyl ester (0.30 g, 1.2 mmol) was
dissolved in 10 ml ethyl acetate and 8M HCl in EtOH (3 ml, 25 mmol} were added. The
reaction mixture was stirred at room temperature for 2h. The reaction mixture was
quenched by addition of 20 ml sat. NaHCO3 solution and extracted three time with 50
ml ethyl acetate. The organic phases were pooled, dried with sodium sulfate and
evaporated. The title compound was obtained as a brown oil (0.158 g, 85%),

Example J

| 3-{1,2,3] Triazol-1-yl-phenylamine
Step1 | -
1-(3-Nitro-phenyl)-4-trimethylsilanyl-1H-[1,2,3 |triazole
1-Azido-3-nitro-benzene (CAS:1516-59-2, 11.8 g, 72 mmol) were dissolved in 20 ml THE
and 30 ml trimethylsilylacetylene. The reaction mixture was stirred at 60°C for 3 days.

The solvents were evaporated off and the title compound was obtained as a brown solid
(16.9 g, 90%), mp 75-78°C.



fluoro, bromo, cyan, CI-C7-alkyl, CI-C7-alkoxy, -O-(CO)-CI-C7-alltyl,

C3-C6 10 cycloalkyl, -(CH2)m Ra, wherein Ra is -OH, =CH2F, -CHF2,

-CF3, CI-C7-alkoxy, C3-C6-cydoalkyl, -NH(CO)-CI-C7-allcyl, or

VPRSP EIE 7-alkyl: R2 is H, CI-C7- aI _(CH2)m-O-Cl- c%’ ClR8ps/t00090

C3-C6-cycloalkyl; R3is CI-C7-alkyl; - 2")m Rb, wherein Rb is

-t :537 -alkyl, C3-C6-cycloalkyl, 5 or 6 membered 15 heterocycloalkyl,

gjﬁg lgi: ﬂuo?o or heteroaryl optionally substituted by
€is-O- -(CH2)m C3-C6-cyClOalkyl, or aryl

Cé’@é‘@%f@éﬁ%ﬂ}ﬁrt@fé?t@mﬂé@d heiviegeloblkyl ofPBmn)) mrd

heé&abamavﬂmhlafe Dptiofayrsubstintend By, oyaRes ahketes HHa®at room

7~ aI O
e R
W%“ﬁf %gdé’ﬁneW&%&W@fﬁ@d@ﬁwﬂwgzmﬂu@@qf%ﬁmd and
Cfi@ﬁeaﬂc@d ’ﬂNHs@@@pf@ema@zz@jkyﬁadrwr(ﬁ@aogimaﬂ@mc@ge}

-QifelAdkre 1@&@5@3 IQ)’ %dgm%e%@)%&u‘é‘th&!l?%@&léﬁ %Ia%ZOQ yohﬁ (9. 9t:5
l\é % 7-alkyl or -N-di(CI-C7- alkyl); or 30 heteroaryl optionally
su&f’%h?é% Bei%c7-alkyl; WO 2006/074884 PCT/PP2006/000090 -133

R4is H, C- C7 -alkyl or C1-C7-alkyl-C3-C6-cycloallcyl; mis|to 4; as well as
p ceutically acceptable salts thereof 2. Compounds of the general

fttigep{ T iamddreiinphtordiaimd: 5 R NH O R\ 2 (1) R4~N SR

1-(3-Nitro-phenyl)-1H-[1,2,3]triazole {9.66 g, 51 mmol) were dissolved in 300 ml

10

methanol and 70 ml THF. Palladium on charcoal (10%, 500 mg) were added and the
reaction mixture was stirred with a hydrogen balloon for 36h. Palladium on charcoal was
15 filtered off and washed with methanol. The Sofvent Was evaporated off to yidld the title ™

compound (8.3 g, 100%) as an off-white solid, mp 71-73°C.
Example K
3-(2-Methyl-imidazol-1-yl)-phenylamine
The compound was synthesized as described in J.C. Zhou et al, WO 2002008199.

20 _ Example L

1-Cyclopropylmethyl-1H-pyrazol-3-ylamine

3-Aminopyrazole (243 g, 29 mmol) were dissolved in 30 ml DMSO. Potassium

hydroxide (4.8 g, 86 mmol) was added and the mixture was stirred at room temperature

for 30 min. (Bromomethyl}cyclopropane (4.4 g, 32 mmol) was added and stirring was
25 continued at room temparture overnight. The reaction mixture was poured into 100 ml

brine and extracted three time with 100 ml ethyl acetate. The organic phases were pooled,

dried with sodjurn sulfate and evaporated. The two regiosomers were separated by flash

chromatography and the title compound was obtained as a brown oil (1.739 g, 31%).

Example M
30 - 2-(2,2,2-Trifluoro-ethyl}-2H-pyrazol-3-ylamine
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wherein R' is aryl or heteroaryl which are optionally substituted by one or
more -OH, chloro, 10 fluoro, bromo, cyano, CI-C7-alkyl,
%%%LCl -C7-alkyl, -(CH2)m Ra, wherein Ra is -OH, -CH2F, -CHF2,
WERHE ¥4 co)-C1-C7-alkyl; R2 is H, C1-C7-alkyl, PCT/EP2006/000090
(CH2)m -O-CI-C7-alkyl or C3-C6- cycloé I; R3is C1-C7-alkyl; -(CH2)m

R’E?M l@é%&l@@dﬁd%'@%ﬁéﬂ'@ C3466r mlw:ydvag Sylleg%%(l%ggr%x&m le L

wherei i cygloalkyl, or ar

%r%e%érgléelfgvcéﬂ%re 0 tlonz{ﬁ.J l‘ﬁést{u%le Qbyercs:yévﬁ ¥ csﬁPc'i‘FS é/é %Vo fiash
%FHB“ FEED | F%ﬁé&ﬂ@?%ﬂcvﬁsabtﬂee@)ambwmr@mw is ‘

C1-C7-alkyl, NH2, or -O-C1-C7-alkyl; or 20 -(CHZ)m R’, wherein Re is

OH, NH2, -NH-(C0)-0-C1-C7- alkyé’éﬂml’liﬂ-N(CO) C1-C7-alkyl: or

-O-CH2F, -O-CHF2, -O-CF3; or -S(0)2-R , wherein Rf is C1-C7- -alkyl,
-NH2, -NH-CI-C7-alkyl or 4[\@8‘?{@10@)? thw(@ﬁr} bizsiseteroaryl optionally

7- Rais H,.C1-CT-a
LS i v C S histiedg
attd aa?é St (RS & e:bmpobsl decoram £ it mwaBreiAAmbof
26@61@17@48&4 fefbikéd P2AAGROMN SoliaissandporReteioan Mbigh 8sfipound

oRteRRllysHbsttLed. By Ong; §F m%r 66_7 chloro fluoro, bromo, cyano,
Ci-C7-alkyl, Ci-C7-alkoxy, -O- ( | -C7-alkyl, C3-C6- cycloalkyl,

-(CH2)m Ra, wherein Ra is -OH, CH2F -CF3, Ci-C7-alkoxy, C3-C6-
cycloalkyl, -NH(CO)- Ci-C7-alkyl, oﬁx@fd}cﬁ)—Ci-C%chyl; 5R2is H,
Ci-C7-alkyl, -(CH2)m O-Ci-C7-alkyl or C3-C6-cycloalkyl; R3is
Ci-C7-alkyl; -(CH2),,1 R&Wbﬁ@hemlislf@}ﬁz@@i—éﬂwm@@ C6-cycloalkyl,

ﬁ&é%?fﬂﬂ%%ﬁ& R IR
id3@- gcH An @@@@d@@ﬁk {heoniatyte was stirred at room temperature for 30 min.
2-Bromoethyl methyl ether (3.2 g, 23 mmol) was added and stirring was continued at
room temparture overnight. The reaction mixture was poured into 100 ml brine and
extracted three time with 100 mi ethyl acetate. The organic phases were pooled, dried
with sodium sulfate and evaporated. The two regiosomers were separated by flash
chromatography and the title compound was obtained as a brown oil (0.824 g 25%), MS
(ISP): m/e = 142.1 (M+H™).

Example P

3-Bromo-5-fluoropyridine

Step 1: SQAmino~5~bmmopyridine:

To a ice-cold solution of 31.8 g (0.79 mol) of Sodium hydroxide and 40.7 £ {0.255 mol)
of Bromine in 340 m} of water were added 42.0 g (0.205 mol) of commercially available 5-
Bromonicotinamide. The mixture was allowed to warm up to room temperature and
then heated for 1 h at 70°C. The resulting brown suspension was allowed to cool o room
temperature, The aqueous phase was saturated with brine and extracted three times with
a 1:1 mixture of THF and t-Butyl-methyl ether. The combined organic phases were dried
over magnesium sulfate, filtered and concentrated in vaccuo. Concentration in vaccuo

yielded 39.1 g of a dark brown residue which was purified by flash chromatography



10

C3-C6-cydoallcyl; or 5 or 6 membered heterocycloalkyl; or aryl or
heteroaryl which are optionally substituted by: cyano, chloro, fluoro,
bromo, CF3 or -O-Ci-C7-allcyl; or 15 -(CO)-Rd, wherein Rd is Ci-C7-allcyl

W08?768‘tl C7-alkyl; or -(CHz)m R, r11ere|n Re is OH, cBFE’?P&ﬂé’éW %
CHF2, CF3, NH2, -NH-(CO)- Ci-C7- aIIcy -NH-(C0)-0-CI-C7-alkyl; or

wﬁﬁy@i}'ﬁﬁ?ﬂ@s 1()&0‘@6@"1"!1%3195 = (&QIE)I_@&E;& M’tt” *%El)%glzﬁgﬂftal 70. ?.l \
[ allcyl); or heteroar
ocg%%ngw %@Itltuted E%%% WT%? is H, Ci-C7- allcy)//l or Y
=€ I C3 6 cXcIoaIk I, mis | to 4; 25 as well as pharmaceutically
pounds according to claim 1, wherein R3 -
is heteroaryl optlonally substltuted by cyano, chloro, fluoro, bromo, CF3,
CAIE2 167G oG dhation o6 0 (COP BER m&@ﬁﬁlm%ﬁﬁﬁ-@%ﬁi%m 8 mi
Qf%%@&&ﬂh&&ﬁ&c(&ld@m@%te\ﬂ% wéﬁﬁﬁogb% s& 1?’ bf4 19 g

SRl ) e M el e e
mﬁﬁé?éi"ﬁaﬁz?ﬂléeé t@#eéamn Wnﬁ’\ﬂ-‘} EheruiRgiaenive e@pmf@@ramyfg; and

owhdtet watlyledptidal yredbsiiutedthynGHEGA- Al gyt WO 2 Q06788 iene heated
PEF0ER 2006 000090135 5@@0&98@91% gﬁg@@%&g&kﬂy% WRSESIR

S%Q&Q%BBHQQMLQ %,L.Ef%t%x 1oy the, QFOUB(?%”S 09 Qiusted o 11 with 32%

¢ acid

INQ)- |azo e-4- carbox
(é o8 ﬁyﬁ%m% Bmidé reseiiig ﬁl@pléﬁﬁﬁ%ﬂﬁ?&lz@@mwm&bw ml
a mwmm@wmwmlsﬁmmawmmmwmrww over
agigtsthiosalfpi idio c2nddramiel The crude material 15.4 g (brown oil) was purified
%?%@@%@Y@%QQSM Il?légl‘e D@VM%Q{?Q 6g (0 032 mol 55%) of the t1t1e
15 (GRromo-pyriding2-yl) S‘Wﬁ?f) m/e = 176.1, 178.1 (M+F").




10

15

20

25

30

5-(Pyridin-3-ylamino)-thiazole-4-carboxylic acid
(4 methyl -thiazol-2-yl)-amide; 5-(Pyridin-3-ylamino)-thiazole-4-carboxylic
2-methyl-thiazol-4-yl)-amide;

wg HitYs- -ylamino)-thiazole-4-carboxylic acid m- tonIamla’é:Tff‘f 2006/000090

5-(Pyridin-3-ylamino)-thiazole-4-carbexglic acid
(6-ethyl-pyridin-2-yl)-amide; 5-(Pyridin-3-ylamino)-thiazole-4-carboxylic
acid (6-trifluoromethyl-pyridin-2-yl)- ;
5-(3,5-Dimethyl-isoxazol-4-ylamino)-thiazole-4-carboxylic acid (3-chloro-
phenyl)-amide; 15
5-(3,5-Dimethyl-isoxazol-4-ylamino)-thiazole-4-carboxylic acid
m-tolyleaEPo (s of thiHerripl- feead (i-ylamino)-thiazole-4-carboxylic
acid (6-methyl- pyridin-2-yl)-amide;

5-(3,5-Dimethyl-isoxazol-4- ylanﬁﬁo) thlazole 4-carboxylic acid (6-bromo-
pyridin-2-yl)-amide; 20 '
5-(3,5-Dimethyl-isoxazol-4-yl
(4-methyl-thiazol- 2-yl)-amide; N

5-(2-Methoxy-pyridin-3- yld’mm\o) th'ézo&i—cgrbox@l}c acid
(6-methyl-pyridin-2- yl)- amld,e/ g

2-Methyl-5-(pyridin-3- ylam?no) -thiazole-4-carboxylic acid

(3-chloro-phenyl)- 25 amide;
+AMgthyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2- yl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid

@.im ethyil widetsrdary] whiahcdee gptionally substituted by one or more -OH, chloro,
2- Metm/&&z(pbmﬁ AR HiRAOte A ARG IOAED)-C-Cralkyl, s Cor

(6- chloro €1C “
2-MethyI-5-(pyr % mlneg)eﬁﬁlazof PR Gatp ~CFs (G alkoxy,

(6-bro @'@Vﬁﬂﬂ?—"’ikiﬁlﬂlylﬂ% (§€)-Ci-Cr-alkyl, or ~0-(CO)-C;-Cr-alkyl;

)-thlazole-4-carboxyllc acid

| RZMetrHlsr(Waﬁtm3fmﬁmmo>maz@wmmgyhﬁcmmﬂ

-ﬁy r&o @h - 35 amide;
PCT| E}i&@@@p@t@@l}@[} a:ila@tlonaﬂy substituted by ﬂuoro, or heteroaryl optionally
2- Metmg!bgfi@gyggim SramiRg)-thiazole-4-carboxylic acid
(5- Chlor(%% Iﬂ@ wherein R is ~O-{ CH)pn-Ca-Co- -cycloalkyl, or aryl;
Cs-Cg-cycloalkyl; or
5 or 6 membered heterocycloalkyl; or
aryl or heteroaryl which are optionally substituted by:
cyano, chloro, flnoro, bromo, CF;, CHEF,, Cs-Cs-cycloalkyl, or ~O-C;-Cy-
alkyl; or
~(CO)-RY, wherein R% is Cy-Cy-alkyl, NH,, or ~0-Cy~Cy-alkyl; or
~(CHa)m-R®, wherein R® is OH, C,-Cy-alkoxy, CHF;, CFs, NH;, -NH-(CO)-
C;~Cy-alkyl, -NH-(CO)-0-C;-Cy-alkyl; or
-NH-(CO)-C;-Cyr-alkyl; or
~O-CH,¥, -O-CHE,, -O-CFs; or
-8(0)2-RS, wherein R is C;~Cy-alkyl, -NF,, -NH-C;-Cr-alkyl or -N-di(Ci-Cy-
alkyl); or
heteroaryl optionally substituted by C,~C;-alkyl;
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25

phenyl)-amide; 2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid

(3-chloro-2-fluoro- phenyl)-amide; 5

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid m-tolylarnide;
WORWHMHE{ pyridin-3-ylamino)-thiazole-4-carboxylic add (6 H{KESRAELHAY090

pyridin-2-yl)-amide; 2- Methyl -5-(pyridinggsylamino)-thiazole-4-carboxylic

agid (2-chloro-pyridin-4- yl)-amide; 10

R Nhethi SSyraiiil enffa nﬂ%f&z@becﬁcbaﬂbﬂxyhc acid

(@-methytbpyridin-4- yl)-amide;

SMER M NI A R B8 oy actd

(5-fluoro- pyrldln -2-yl)-

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid

(2-metniAopyrimadnoftbessryahfiidenla (I) according to claim 1:

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid

(6-chloro-pyridin-2- yl)-amide;

2-Methyl-5-(pyrimidin-5-ylamino&‘thiazole-4-carboxylic acid

(6-methyl-pyridin- 2-yl)-amide; 20 NH

2-Methyl-5-(pyrimidin-5-ylami lazole-4- carboxylic add

(2-methyl-thiazol-4- yl)- amlde

2-Methyl-5-(pyrimidin-5- yIBmigo) -t ézc&ﬁ carbomllc acid

(2-methyl-pyridin- 4-yl)- am|d9,N S R’

2-Methyl-5-(pyrimidin-5- ylé?mmo) thiazole-4-carboxylic acid

(5-fluoro-pyridin-2- 25 yl)-amide;

2iMdethyl-5- (pyrimidin -5-ylamino)-thiazole-4-carboxylic acid

gi -chlorosp Wg

I\ﬁethaII"Z]S AU DTS SRERTIAD) SHRaU B br Ao RO @ H: chloro,
(3-chl BOliS’h m%m@e; 80 Cr-alkyl, -O-(CO)-Ci-Cy-alkyl, -(CHa)i-R?, wherein R
2- Methyl@@ m;hwmbduﬁ% yiamineidyiazolg-4nearboxylic acid

Iiﬁqeet}h# -5- (4 %1{? pyrld’1 in=3- ;}w?ﬁf’%‘ {fi 2o?éiﬁf§8?§8’}<ylic add
tHy1>p

th-4- -yl)-amide;
5-(5- cm@wﬂmw}&wia@no)@memwmmmme&wma@gad
(S'ChlQWW@IQ%~(CHz)mwcs—Cfcycloa]kyl, or aryl;

Cs-Cg-cycloalkyl; or

aryl or heteroaryl which are optionally substituted by:

cyano, chloro, fluoro, bromo, CFs, CHFE;, or -0-C)-Cy-alkyl; or
-(CO)-R, wherein R* is C;-Cy-alkyl, NEL, or -O-C;-C;-allyl; or
-(CHy)m-R°, wherein R® is OF, NH,, -NH-(CO}-0-C;-Cy-alkyl; or
-NH-(CO)-Cy-Crallyl; or
-O-CH;F, -O-CHF,, -0-CFs; or
-5(0)-R’, wherein R'is C;-Cy-alkyl, -NH,, -NH-Cy-Cy-alkyl or -N-di(Cy-Cy-
alkyl); or
heteroaryl optionally substituted by C;-C;-alkyl;

RYis  H, C-Cralkyt or Cr-Cr-alkyl-Cs-Cg-cycloalkyl;

mis lto4;

as well as pharmaceutically acceptable salts thereof.

3. Compounds according to claim 1, wherein
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5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(6-methyl- pyridin-2-yl)-amide; 5-Amino-2-methyl-thiazole-4-carboxylic
acid (3-chloro-phenyl)-amide; WO 2006/074884 PCT/EP2006/000090

WO 969 88€¢hy|-5-(pyridin-4-ylamino)-thiazole-4-carboxylic Z§d/EP2066/000090

(3-chloro-phenyl)- amide; - 134 -
-Meth I-?-( -methyl-pyridin-3-ylaming)-thiazole-4-carboxylic acid
-HetAfi: ﬁﬁ@gﬂﬂ])‘ﬁf&ﬁﬁd’é? gptionally substituted by one or more -OH, chloro,

(zéMet%fmﬁmmmm&@mwmm-cm—w, Co-Ce-
-MetRyJoRi DI Y)-RFMARrein R® is -OH, -~CH,F, -GFs, -Cy-alkoxy, Cs-Cg-
RO T

NeetHsH-6:+(Byrabim.2 ((IHninO) EniGzalEytiecath Coylic lnalkyl;
(®*metinylmysigin-2- 10 yl)-amide;
2-Methyl-5; (pyridazin-3:-ylaming)-thiazole-4-carhoxyljc ad
(6—metﬁ(3l/:f%zy%c#ni ﬁv_flef)e}grkr?i‘mé f%{éjjéﬁ E IG- 5 éwq)f/cioaﬁcyii»orﬁmembered
[2-methﬁ§5@@9‘ﬁ@%ﬁé%ﬁﬂﬁ@t}aﬂmatzb#émt@séhycﬂw{am heleroaryl optionally
gy&digs%ymmﬁﬁs{%”&yh jazoles4-carbaxylic acid

-Met ridin=3-ylaming)- oles4-carbaxylic aci
Sy e 2GR £y
2-MethyA- §(6¥ﬁ]i?ﬁjr}ﬁ?%4-%r-ylamino)-thiazole-4-carboxylic acid
(6-hydboxyimetmiiepiridin-2eyd)ealivitier Acetic acid 2-methyl-6-{
[2-methyl 3: ficinBarrminolfhiazalesdssarbeny): 20
amlno}-pyrldln-s-ﬁ! est%;
2-Methyl-S3 By HAMOSSy HIRTROYERS: Gifs 95 S foxhcaliutéior
(5-hydroxy{&meRiyrtsyeidiR s @)-Grritkg], NHy, or -0-C;-Cp-alkyl; or
2-Methyl-S(oyimidtmaniamioe) driaeple;4narowdie, a6l Rriyde@xvss).
methyl-pyrddle:-g?-iﬁl jal _e‘éﬁm o .

2-(2-Methoxy-éthyl)25- pyt('l S AR &% ole-4-carboxylic acid
(6-methyl-PyHdfel2-Gh-Garare; or

2-Methox et 2« pyridin-3-ylamino)-thiazole-4-carboxylic acid

(6-methyl-_gyidins2-yl-amige: ~ - K .
2-CycIoprcgﬁ%ﬁﬁﬁ%nﬁ-ﬁsﬁh%ﬂﬁ%io}\erﬁz-’cfaﬁgé(iﬁfl%ggf&l (8-iaghif-Cr

heteroaryl optionally substituted by C;-Cy-alkyl;
R*is  H, Ci-Gy-allyl or C;-Cr-alkyl-Cy-Cs-cycloalleyl;
mis 1to4;

as well as pharmaceutically acceptable salts thereof.

4. Compounds according to claim 1, wherein R’ is heteroazyl optionally

substituted by
cyano, chloro, fluorc, bromo, CFs, CHFE,, or ~O-Cy-Cy-alkyl; or

-(CO)-RY, wherein R is C;-C;-alkyl, NHj, or -O-Cy-Cy-alkyl; or

-(CH2)mR®, wherein R is OH, Cy-Cy-alkoxy, CHEF,, CFs, NHy, -NH-(CO)-C;-C;-

alkyl, -NH-(CO)-0-C;-Cy-alkyl; or

-NH-{CO)-Cy-Cy-alkyl; or

-O-CHF, -O-CHF,, -O-CF3; or

-8(0)>-R’, wherein Rfis C1-Cy-alkyl, -NH,, -NH-C,-Cy-alky! or -N-di(C;-Cy-

alkyl); or

heteroaryl optionally substituted by C,-Cy-alkyl.
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so pyridin-2-yl)-amide;
2-Cyclobutyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid

\éo 6-meth Q/I‘Idln 2-yl)-amide;
é?ﬂyp% yridin-3-ylamino)-thiazole-4-carboxylic acid ¥ CT/EP2006/6060090
(6-methyl-pyridin-2-yl)- amide; 35 - 135 -

2-Propyl-5; yr|d|n -3-yla |no) thlazole 4-carboxylic acid

(6-metiyIc H_r%s}aﬁ_g to clatim 4, wherein sald compounds are selected from
2thsEpropyhssigingdin-3- yIamlno) -thiazole-4-carboxylic add
(6-methybpyidin-gryhnamisie: Q- 20064074584 RGTIR 100090, mide;

-138 2-Methyl-5-(2-methyl-pyridin-3-ylamino)-t iazole-4- _Car oxylic acid
(5-fluctd P prjsiiatir-Zlgyinmitieazole-4-carboxylic acid (3-chloro-phenyl)-amide;

2-MethiviPyriintafilaronag thyi-piidinadyan el $iaele- ﬂy?@ﬂ?-@ﬁﬂbcaxmde,
acid (3= Hiﬂ 93?7 gﬂﬂn% 7911%19@*«5?&1)0}(}%11‘: acid (6-bromo- rndm -y1}-amide;

2-Methyl- - lamin zole-4-carboxylic acl
(2-me 1rn Y ?n—:[gr}/gﬁn%gzo}{e -car Lc acid (4-methyl-thiazol-2-y1)-amide;

2-|V|etﬁ;X%x(élyrézymwnﬁmplﬁﬂambwbamgﬂ-mm@dl-thxazol 4-yl)-amide;
(5-fluordRyyiddin32yla)ianideazole-4-carboxylic acid m-tolylamide;

?S(SU@ @Mﬂ@jla%ﬁhémm@b@ém%ﬂ%b%ﬁzﬁﬁff%%@E?%%ﬁﬁ%dyl) ~atnide;
2-Me?|%rqI-§E %P thyrlmxc}t) ;Er?aﬁ Ao AT -%%Wyﬁ&eg’é’lldpmdm" “¥h-

(%‘-‘FI‘&S’ro pyridin-2-yl)-amide;
2-Metﬁﬁ@@%ﬂdﬁﬁ%ﬁﬂn&é@h@i@lﬁﬁ%&ﬂa&&ﬁm&ﬁdcﬂ (3-chloro-
(Pteblgyarpidilin-4- yl)-amide; 15
(25'\;:5@3/ 3%’)9%15?{] ﬂz%ﬂfyﬁ% rboglugé% carg b]g)g( golylamzde,
2- Metﬁjﬁg é%éﬁ%‘l Wﬁ%ﬁh %Ymﬂ?oﬁl‘fﬁ?&%f%%fé%vﬁé Heorpethyl-
(PVENIBre-YhyrRlida-yl)-amide;
2-Methy(B5-(piynadinl-2sytamlnbyithiazele LA oMUHEAIR acid (6-bromo-
(Byehaiaro-pyricinsg- 20 IyI) -amide; iarol ol acid
55- f n--am -2-met azole-4-car Cl
( 2(meth o IBXgm xazcgpg)y RIS t)thl‘ua%(:v -4~ carlgoxyl?g( %/c%g ? -methyl-thiazol-
Bl )-pyridin- 3 ylamlno) -2-methyl-thiazole-4-carboxylic acid
(2-chlr@-Methoxy-pyridin-3-ylamino)-thiazole- ~4-~carboxylic acid (6-methyl-pyridin-2-
yl}-amide;

2-Methyl-5- (pyridin—S—ylanﬁno)»thiazole-4—carboxylic acid (3-chloro-phenyl)-
amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (ﬁ—methyl-pyndm 2~
yl)-amide;

2-Methyl-5- (pyr1dm—3~ylammo)—thxazole~4—-carboxyhc acid (2-methyl-thiazol-4-

yl)-amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-chloro-pyridin-2-
yl)-amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-bromo- pyrldm 2~
y1)-amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (3-cyano-phenyl)-
amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-fluoro-5-methyl-
phenyl)-amide;
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pyridin-4-yl)-amide; 25
5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
5 quoro ridin-2-yl)-amide;

% pyridin-3-ylamino)-2-methyl-thiazole-4- carboxyF EYERgno6/000090

(2 methyl pyrimidin-4-yl)-amide; - 136 -

2-Met ridin-3- I -thiazole-4-carboxylic acid

(5 fIU(?r)(f)\deﬁh&L %?ﬁx_i%l ? X ?alg.y azg)le— 4-~carboxylic acid (5-chloro-2-fluoro-
r|m|d|n 5-ylamino)-thiazole-4-carboxylic acid (2-methyl-

pyrlmdehyl)ﬁfpydﬂ;m 3-ylamino)-thiazole-4-carboxylic acid (3-chloro-2-fluoro-
Skondl y@ﬁgd@yndm -3-ylamino)-2-methyl-thiazole-4-carboxylic add

(52(r5n ?yano %yrl % }] %%n&?h ?%féﬁ%ﬁ%%%&?ﬁ@)@l&ogéﬁnde’

(4-méet FrfiByHdi —6 go)—tlnazole 4~carboxylic acid (6-fluoromethyl-
P—Mém‘ﬁ ﬂ)(linmtishyl -pyridin-3-ylamino)-thiazole-4-carboxylic acid
(2-chipmrepytigitpgridinamisian i) A0BI0IABRGRAT FERA0AMBRIAuin-1-

grmde

el\#%} sulfony pyrldln -3-ylamino)-2-methyl-thiazole-4-carboxylic
aCId ( ﬁff? 3 _ysr agﬁﬂagthzazole—é{ carboxylic acid {2-methyl-pyridin-4-

»5 (6- methyl p7ridazin-4-ylamino)-thiazole-4-carboxylic acid

(2 mexAylktyrEipydidi-ameiifo)- thiazole-4-carboxylic acid (5-fluoro-pyridin-2-
HMgHhy:5- (6 methyl-pyridazin-4-ylamino)-thiazole-4-carboxylic acid

2-chl |n -4-
5- (Iso?(g&zo -3-y ly -?Zi’prﬁ%ﬁﬁkﬂo%f%fgef CArBERYifca5id¢2-methyl-pyrimidin-
(’ZYp\éﬂqﬁf"pyrlmldm 4-yl)-amide;

5-(4-Qyldnthhyfritim RajtamingRimettykthiazolerBoealib @it aidro-pyridin-2-
(@rmathyl- lo pyridin-4-yl)-amide;

5-(2- g{ﬂ!}?@l ?Iég%w mgﬁ qzumno?tﬁy w Oégrbo E? oo I(%—ancl:lglylwpmdm—
é “(#-éRiGFo-pyridin-2- ylamlno) -2-methyl-thiazole-4-carboxylic acid

(2-meRgepyFin{tinimiginadriitienino)-thiazole-4-carboxylic acid (2-methyl-thiazol-4-
ZEMiethdd-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic add

(3-Chingaetiunios IR RRENYNAAINGS, thiazol
2 c}(a MeI ar?esu onyl- pyrldln -3- ylamlnoaiz% em4et3§ gcz:c‘:')l é@ -zcglrf)t}ol&yp Xndm“

Lforo -pyridin-3-yl)-amide;
~Methyl-5-(pyrimidin-3 ~ylammo) thiazole-4-carboxylic acid (5-fluoro-pyridin-2-

yl)-amide;

2-Methyl-53-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-
amide;

2-Methyl-5-{4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (3-chloro-
phenyl)-amide;

2-Methyl-5-(4-methyl-pyridin-3-ylamino)- t}uazole 4~carboxylic acid (6-methyl-

pyridin-2-yl)-amide;

2-Methyl-5-(4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-y1)-amide;

5~(5—Cyano~pyridin-3-ylamino)~2‘meﬂ1yi~thiazole—4—carboxylic acid (3~chloro-
phenyl)-amide;

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (6-methyl-
pyridin-2-yl)-amide;

5>-Amino-2-methyl-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
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5-(5-Methanesulfonyl-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic
acid (2- methyl-pyrimidin-4-yl)-amide; 20
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid

W2 MeP38imethyl- phenyl)-amide; PCT/EP2006/000090
2-Methyl-5-(pyridin-3-ylamino)-tbiazole-#scarboxylic acid
(2-ethyl-pyrimidin-4- yl)-amide;
2-Methy 8RB ey ddiesiymiimpipirebatisasik Ficklerg-phenyl)-
(8afidero- 25 pyridin-2-yl)-amide;
5-(2-Chigeanpsidindeiapnalie-soat by azalesh-GaD8NE- 36l (6 methyl-
(Séggtﬁﬁlylyﬂba@%%m""y')'am'de,

Methoxy-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2-me%ﬁ%§ 181@}15%5%&&@9)—&15120 e-4~-carboxylic acid (6-methyl-pyridin-2-
2emiges- (5-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid

(2-mezhylethyHpHi by T@amino)-thiazole-4-carboxylic acid (6-methyl-pyridin-
@(ﬁ;ﬁ}ﬂg@-pynd|n-3-ylam|no)-2-methyl-th|azole-4-carboxyl|c acid

(2-me IM idi -4-.3F/1L%ﬁn' e;. . . -
o Mot B RS PR sl SHaostis s bonsiy -2
IV THEIRS-pyridin-4-yl)-amide;
2-Me B pyFidiy: Biytanvinddhing aleid taboxyisarided (6-methyl-pyridin-2-
(ymetayl-pyrimidin- 2-yl)-amide;
2-Methyl:5-(pyridin=2-ylamino)-thigzole-4-carbaxylic acid )
2-G .Ior(e)?f):yr%lgr%ﬂzyﬁ%%n‘? e?%??%g@%%% 4%8}? eAsH0sb0peE0)-
7Alin-2-ylimethyl ester;
2-MethMahyb5tritmdomiialapyreihi@olbdminbthiiazele (4-aadbewylieradd
@rritiathyiipyriding4-yl)-amide;
5-(4-Rluygraspvedin-2-viamino)-2-maethyl-thiazole-4-carboxylic acid
%2_ eth%ﬂ}-{g)};il’id? 2/ ;_am%%?%mé QM:&ZDII% D car%oxy'l’xc ac}/c.!, %6?hygroxymethyl~
2 ofo-pyHfh-4-ylamino)-2-methyl-thiazole-4-carboxylic acid
(Z_Ch%f@t;cm@@ﬁ-rmegh)da@rﬁH?e;'nethyl-S-(pyridin-3~y1ammo)~thiazole—4—carbonyl}-
Baiblypyodinvetybtarridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2- methdayridiniliamidfine) - thiazole-4-carboxylic acid (5-hydroxy-6- -
ﬁégdlcﬁ‘yg_nﬂzggf é[}él-ylar??ino)-2-)met1hyl-fhiag?)rle?ﬂcg?gox(yligygéo 6-methyl
-methyigl gyndin-%yl)-amide;;
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (5-hydroxy-6-
methyl-pyridin-2-y1)-amide;
2-(2-Methoxy-ethyl)-5-(pyridin-3-ylamino) ~thiazole-4-carboxylic acid (6-methyl-
pyridin-2-y[}-amide;
2-Methoxymethyl-5-(pyridin-3-ylamine)-thiazole-4-carboxylic acid (6-methyl-
pyridin-2-yi}-amide;
2-Cyclopropyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-
pyridin-2-y1)-amide;
2-Cyclobutyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-
2-yD)-amide;
2-Ethyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid {6-methyl-pyridin-2-y1)-
amide;
2-Propyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-
yl)~amide;

2~Isopropyl—-5—(pyridin-?:—yla_mino) -thiazole-4-carboxylic acid {6-methyl-pyridin-2-
vl)-amide;
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2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-
chloro-pyridin-4-yl)-amide; 5- [2-Methyl-4- (2-methyl-pyridin-4-ylcarb
amoyl)-thiazol-5-ylamino] - nicotinamide; 15

gf V884 5-sulfamoyl-pyridin-3-ylamino)-thiazole-4-carb 8%y HEFZ g 000090
(2-methyl- pyridin-4-yl)-amide; - 138 -
5-(5-Fluoro- p r|d|n amino 2 methyl -thiazole-4-carboxylic acid
(2- Ch@%ﬂﬂ&)’ ngﬁ%fha m— 3-ylamino)~thiazole-4-carboxylic acid (5-fluoro-

@E@M%ﬁd)pywdm 3- ylamlno) -2-methyl-thiazole-4-carboxylic acid

(4 meihMctBQIMQECﬂrﬂ%}tﬁmﬂﬁrpyndm -3-yl)amino)-thiazole-4-carboxylic acid (2-

-gix@mno) -2-methyl-thiazole-4-carboxylic acid

(2 m :
5-(4- uoré%g 383 ety éaﬁﬂbﬁwh%& @ methﬂ~
@Yﬁ%ﬂﬁzﬁ%ﬁ%ﬁmn 4 yI) amlde 25 .

5-(5- mmwmmmmma@mthmaoﬁyﬁamymﬂa@@pmdm 2-
(FyMQa1@e; pyridin-2-yl)- amlde

5-(5 F r|d|n 3 0 arb xylig; aciy
(1- met? pypgﬁo p%rﬁ? gﬂ %rf\‘\)lfﬂ%w [Z(f%yr g ad XY fi 30%(5 fluoro-
RISt RAfo)- thlazole 4-carboxylic acid (2-methyl- 30
pyridid-Meidrritde methyl-pyridin-2-ylamino)-thiazole-4-carboxylic acid (5-fluoro-
Zriviathyl= ﬁx&m@pyl -2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-
meth

- )ﬂ R&’J ég%‘??lg %aminf )met% Oll?ﬁ%acza(r) od- ’c“aar%d@n‘éhééa pyridin-4-

I- pyrlmldln -4-yl)-amide; 35
5-(2,@@ﬁﬁbﬁ;ﬂ@ﬂ@m&m@dymmzqhmmmmémm&yﬁeﬂm&d-
@yriaetnipyasidein-4-yl)- amide
2-Met lamin lazal d
M@d{ﬁ L %/1006/0?488 B QM%H%)%'%% i

met%&yréﬂlm -4-yl)-ami 4 PCT/EP200
%(% methyl |soxazol 5-ylamino)-thiazole-4-carboxylic acid
(2- me%FMetb .‘|’>ﬁ \BTRe2R5-Bimdae)-thiazole-4-carboxylic acid (2-chloro-pyridin-4

Mty 5-(I-methyl-IH-pyrazol- 3- -ylamino)-thiazole-4-carboxylic acid (2-
methﬁzwmmﬁﬁ@h@miﬂﬁhiﬂo)—2—methyl»thiazole—4~carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5-(5~Chloro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-chloro-
pyridin-4-yl)-amide;

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-
pyridin-2-yl)-amide;

3

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyrinudin-4-yl)-amide;

2-Methyl-5-(4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-fluoro-
pyridin-2-yl}-amide;

2-Methyl-5~(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid {2-methyl-
pyrimidin-4-yl)-amide;

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5~(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-methyl-
pyrimidin-2-yi}-amide;

2-Methyl-5-(4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid {2-chloro-
pyridin-4-yl)-amide;
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5 2-Methyl-5-(1-methyl-IH-p)7razol-4-ylamino)-thiazole-4-carboxylic acid
(2- methyl-pyridin-4-yl)-amide;
5-(5-Difluoromethyl-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid

WO APRENR Ay ridin-4-yl)-amide; PCT/EP2006/000090

5-(5-Fluoro-pyridin-3-ylamino)-2-methyldtiazole-4-carboxylic acid (4- 10

trifluo -thiaz )-amide;

2- Met%?ﬁg\%ﬁf @%@Wbﬁlﬁ%&%@b&r@@@%taeqaoie-4~carboxy1m acid (2-
@5 rﬁzﬂpﬁ;ﬁtﬁﬁhﬁwd@mlde
5-(5-ChidechlysidinBepipinpinelenmeiunt iz aleitearRmiGIAGEd (2-methyl-

(gymgﬁhyl i HsRyeazol-3-yl)-amide; 15

2 Me idin-5-ylamino t ole -4-carboxylic acid (1-methyl-IH-
y%gg thY p}’nt?a 0)—ﬂ11a201¥~4 carbo:ig}’hc ac;d%E chloro-

@’y@f Eb"ﬁfﬂﬁ%‘ihyl 2H-pyrazol-3- yIamlno) -2-methyl- -thiazole- 4-carboxyli

C acich-(BsomestblyB-jyjaicinod-yipetniitiiazole-4-carboxylic acid (2 ~methyl-pyrimidin-
2-{BrGyrdlepropyl-2- methyl -2H- pyrazol -3- ylamlno) -2-methyl-thiazole-4- 20

carb C (2 d|n- -
ZMEﬁXIIiC@EQZL%n h)flﬁ ‘g ﬁyrazo 14 amYno U e A OB 6 26 B -
-3-yl)-amide;
ﬂ%@ﬂﬂh@ﬁ@hﬂeﬁb&hﬁﬂﬁﬁ@i@%&iﬂﬁ%ﬁ@ &6 2-methyl-
@Wﬁth*mkﬁ@&'fﬂm @ﬂt)r@%}ﬂﬂnz@m ylamino)-2-methyl-thiazole-4-carboxylic
&M@jh‘ylleé,gg Oaﬁ'i?XJ) -2H- pyrazol -3-ylamino]-thiazole-4-car 0

xyllc

S5 (5 }%déf% 0 313%!%%%&1 316?-1329 larfiirshosieand-(Rigkore-4-flnoro-
Bh$B yfﬂ"él%ld (1-methyl-IH- pyrazol -3-yl)-amide;
5-(5-C6ldpripykadfoatiyiyzidpyralzetidoylamieay Rcmaiyldhiazglert 394 (s
gaskeppitiacid - gmkggromethyl -thiazol- 2 yI) -amide;

G A e
%ﬁtg %ﬁﬁno) 2-methyl- thlazole 4-carboxylic add (4-

CyCI@MWﬁﬁa@YF@Wmm}%@J@B) thiazole-4-carboxylic acid (4-fluoro-3-methyl-
ﬁhéﬁyﬂhaa{me;gyrldm -3-ylamino)-2-methyl-thiazole-4-carboxylic add (3-

methgm N I ) )
E'f 5- F(HJoro pgrl in-3 ylafrj?ﬂ]ﬁl%E S)r#gt i etﬁlé:% 8 ar%%%ﬁhé’bgmém“‘l'

rr% ox -ethyl)-1H-pyrazol-3-yl] amlde
ethyl 5-{5-methyl-pyridin- 3~ylammo) thiazole-4-carboxylic acid (5-fluoro-

pyndm ~2-yb)-amide;

5—(Z—Chloro—pyridin~4—}damin0)—2—methyl-thiazole—é—carbBxylic acid (2-methyl-
pyrimidin-4~yl)-amide;

5—(S—Methoxy—p}nidin—S~ylamin0)—2~methyl-tbjazole~é~carboxy1ic acid (2-methyl-
pyridin-4-yl)-amide;

2-Methyl-5-( S-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5~(S-Fluorowpyridin—iinylamino)—z~methy1~thiazoie—4—carboxyiic acid (2-methyl-~
pyridin-4-yl)-amide;

2-Methyl-5-(2-methyl- -2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-
methyl-pyridin-4-yl)-amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4- -carboxylic acid (4—methy1~pyr1m1dm~
2-y1)-amide;

Z—Methyl—sw(pyridin-z—ylamino)—thiamle—4-<:arboxylic acid (2-chloro-pyridin-4-
yl-amide;
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WO 2006/074884 PCTIEP2006/000090 -142
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid
(4-trifluoromethyl- thiazol-2-yl)-amide;

WA pyridin-3-ylamino)-thiazole-4-carboxylic acid ~ PCT/EP2006/000050

(1-methyl-IH-pyrazol- 3-yl)-amide; 5 - 140 -

2- Methyl ridin-3- Iammo) -thiazole-4-carboxylic acid
[1-(2-rh H%;Igiﬁﬁ)trl pppsyradul-Bwririaraglamino)-thiazole-4-carboxylic acid (2-
2xitbhylysidpyreinl-8xytienino)-thiazole-4-carboxylic acid

(4 CY@WM %ﬂrﬁiﬁ@@rmeﬁz 1-thiazole-4-carboxylic acid (2-methyl-
g] -3-ylamino)-thiazole-4- carboxyllc acid

-2- I id
2- Metw -Sé}ﬁzf?ﬁ e Zm) %?a%&bew&af#%alﬁéé&raoxm acid (2-chloro-

- tREEBR A-yireeices

5-(5-CyCloHidykinmbihypl2binpyzeloylarriso)y RHmel i biaBolgte acid (2-
ﬁgﬁd;;%;p%a@ thlazol 2-yl)-amide;
%y%ﬁ%@%% gg{) ")ngl niethé/tlht %%1?»5 g&O)%LC aacfj (2 -methyl-

ﬁ 31 rﬁ‘fﬁ'&ﬁa 3- yIamlno) thlazole 4-carboxylic acid
(5 ethgtidybis23retdipidl-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-
Pdmngﬁdmygimjdgﬁfg?ylamino) thiazole-4-carboxylic acid
(4-me

2- Met%}# 51\3 rﬁl %&%{%—1 [fp Jn (192 Iglmlng)n%ﬁ}fa)thleazf ca%&uﬂ%] acid (4-

ASol-2-y1)-amid

2- Metﬁ}M%ﬁyﬁd%?sglg;asﬂm%iﬁiaﬁeﬁ@ﬁﬁwbﬁﬁméa@wboxﬂic acid (2-methyl-
(gyrathylihiazota- yl)-amide;

52 S0umalybath meeok AulsminglAsmal ezsls4 e gy

% met |- th.| zol-2-yl)-amide;
fﬁy {f: EfHe'fhyI IH-pyrazol- 3 -ylanuno)-thiazole-4-carboxylic acid (4-
methﬁ{ﬁrgf@?@ym iderlamino)-2-methyl-thiazole-4-carboxylic acid (4-methyl-

2HWssh B (@yridiin-4-ylamino)-thiazole-4-carboxylic acid

(4-meshys-iirzel i a0deiR0-2-methyl-thiazole-4- ~carboxylic acid (2-methyl-
?73(1,5 DHﬁHOAf eth éepyrldln -3-ylamino)-2-methyl-thiazole-4- carboxyllc ado?r

zo -2-yl)-amide;
2-Metf X 3?- Srdamivn iy lateamslgrrarkerlic acid (2-methyl-
(mmm w@z@mzde,
5-(5-Fluoro-pyridin-3-ylamino)-2~methyl-thiazole-4-carboxylic acid (5-fluoro-
pyridin-2-yl)-arnide;
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-
1H-pyrazol-3-y1)-amide;
2-Methyl-5-[(pyridin-3-ylmethyl)-amino]-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)~amide;
2-Methyl-5-(2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (2-
methyl-pyrimidin-4-yl)-amide;
5-(2-Ethyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-y1)-amide;
5-(2,5-Dimethyl-2H-pyrazol-3~ylamino)-2-methyl-thiazole-4-carboxylic acid (2-
methyl-pyrimidin-4-yl}-amide;
2-Methyl-5-(1-methyl-1H-pyrazol-4-ylamino)-thiazole-4-carboxylic acid (2-
methyl-pyrimidin-4-yl)-amide;
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yl)-amide; 2-Methyl-5-[(pyridin-3-ylmethyl)-amino]-thiazole-4-carboxylic
acid (4-methyl- 35 thiazol-2-yl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-methyl-4H-
WO Yfé%l 3-yl)-amide; WO 2006/074884 PCT/EP2006/ Oﬁiﬁ%"
2-Methyl-5-(pyridin-3-ylamino)-thiazolg#-carboxylic acid

(4-methoxymethyl- thlazol 2-yl)-amide;

5-(5- é;l&ﬁ%’b&sﬁqé thrrsrE S ridemyimabisRela-dambayric agid (2-methyl-
tdamnathiyd4 Hilaaeidsyl)-amide; 5

5- (5 Ehk@éﬁxﬁﬁlﬂlﬂr?ﬁ}i unymeil-thianolerdgarbexyispcidcd (2-

,E%eé am |de 5-(2-Chloro-pyridin-4-yla

VINno)-2= th| e-4- carboxyllc acid (2-methyl- thiazol-4-yl|)-amide;
5-(5-GRIGE: ygﬁ st V-&Mymme‘%ﬁglﬁﬁwoi@%%ar%&shmam @-
@ethgtpyridinthislieieide)-amide;

2- Meﬁlﬁ@{@:&&&h&hﬁyﬁﬁiﬂ:ﬂ yaaiiia)pthiazeledearatieoittic acid (2-

@t% |n2?¥olgmlr?§ s zole-4- car LC ac(fi
(4 mest% ﬁﬁ%ﬁ(ﬁyﬁ‘ rﬂiﬂﬁ)mf% r@éﬁ%@uﬁ@le— Reddid 1,

@W@p%ﬁﬁa%’éﬁbstltuted by cyano, chloro fluoro, bromo,

CF3, ﬁMEfo,yLB—Gﬂn@deGi’sﬂHﬂyim} -thGEEDIRI cavinendin 4id IQ-Gie@fiatkyillin-4-
M2y e 0-CI-C7- aIkyI or -(CH2),a Re, wherein Re is OH, NH2,

"NH-(CO)-0:CI-C7-alkyl; or -NH 0 -O:CH2E
-0- u%g 8??&%% 5t 6312 O %eremyg?b e’~ - gﬁ(ﬁ:qﬂm%dm methyl-
Nikest-2ir ng‘ldﬂ -di(Cj-C7- alkyl) or heteroaryl optionally substituted

by Cl207dikys-hyCudpotrdsscodidintpte- tlairh@yliderdifl saihyl- 1H-
Lgly- @ﬁg@@lected from 25 the group consisting of.

GRS
e DB S ALt o
(2-methy. pyn in-4-yi)-ami e,
5-(5-Cyclopropyl-2-methyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-
carboxylic acid (2-methyl-pyridin-4-yl)-amide;
2-Methyl-5-{2-methyl-2H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (1-
methyl-1H-pyrazol-3-yl}-amide;
5-(2-Chloro-pyridin-4-ylamino)-2-methyl-thiazole-4-carboxylic ac:xd (1-methyl-
1H-pyrazol-3-yl)-amide;
2-Methyl-5-[2-(2,2,2-trifluoro-ethyl)-2H-pyrazol-3-ylamino| -thiazole-4-carboxylic
acid (2-methyl-pyridin-4-yl)-amide;
5-(5-Cyclopropyl-2-methyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4~
carboxylic acid (1-methyl-1H-pyrazol-3-yl)-amide;
5~{5-Cyclopropyl-2-methyl-2#{-pyrazol-3-ylamino)-2-methyl-thiazole-4-
carboxylic acid (4-triflucromethyl-thiazol-2-yl)-amide;
2-Methyl-5-(2~methyl-5-trifluoromethyl-2H-pyrazol-3-ylamino }-thiazole-4-
carboxylic acid {2-methyl-pyridin-4-yl)-amide;
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (4—
cyclopropyl-thiazol-2-yl)-amide;
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (3-
methoxymethyl-phenyl)-amide;
5~(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid {1-(2-
methoxy-ethyl)-1H-pyrazol-3-yi] -amide;
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5-Phenylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide;

5-Phenylamino-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide;

30 5-Phenylamino-thiazole-4-carboxylic acid (6-chloro-pyridin-2-yl)-amide;
WO BIRER ﬁ%nno thiazole-4-carboxylic acid thiazol-2-ylamide?¢TE 20061000096

5- Phenylamlno -thiazole-4-carboxylic attd {4- methyl -thiazol-2-7l)-amide;

S-(3-¢l f)g- %ng%fhlazge 4agglrb2 )% oxylhc acid (4-trifluoromethyl-

-ch oro
"I%}FBdﬁhenylamlno) thiazole-4-carboxylic acid (3-chloro-phenyl)

35 ar%'rb}@ﬂwiﬁﬁ 20POATLeP4rRET/ER2GB6/0DPNGG ikt B1-methyl-11-pyrazol-
62yB-iaktigro-phenylamino)- thiazole 4-carboxylic acid m-tolylamide;

5-(2,6: M&alﬁrg Q}g@g@gﬁaﬂ R BNG A 11 (2-methoxy-ethyl)-

é?%met aﬁy ]%yrll
lamino)-thiazole-4-carboxylic acid
(6- bra%Whén@FW}ngmw»ﬂnazole-éc ~carboxylic acid (4-cyclopropyl-thiazol-

%xR;6sidehloro-phenylamino)-thiazole-4-carboxylic add

(4- mQtMﬂmagﬁb?f)&n@é%ﬁqmo?—zmzoie 4-carboxylic acid (4-methyl-thiazol-2-
( Cyano-phenylamino)-thiazole-4-carboxylic a

rd henyl)-amide; 5-(3-Cyano-phenylamino)-thiazole-4-carboxylic

aC|d AR Byt ey xmg -l piiiasid-thisarhbaxpinidejd

(6-métkhyiChyytigimRylD-raatiglie?H-pyrazol-3-ylamino)~2-methyl-thiazole-4-

&@,@gaagd)m %@p@zﬁbeaﬁlﬁ%rboxyhc acid

(6 brgqptﬁﬁ ?1 ? 1 thi 0<1:l =y carboxylic acid (4-methyl-
Sﬁ?g[%“ Bt |no) 2ot A 5t oxyfl%

t?if y 2 -yl)- 15 amide; 5-(3-Cy

ano- B%ﬁ%nﬁnmazblﬂmuwb&chd@ada@ﬁmﬂmytith(azan]ryfl—-&ﬁazom_YDM

anidde; S-o- TonIamino -thiazole-4-carboxylic acid (3-chlora-phenyl)-amide;

S-0- halylamingy lﬁn‘lscﬂﬁ?x%i%}'%%% 1?*4:—@}4 ayr)nplrg)jlc aalg-ﬁ-ﬂff }(rl_r%]éazobz_

@o T lylamino-thiazole-4-carboxylic acid (6-met yridi
F%/Iamlno -thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-amide;
5-(2-BI b hyReiiio) Hhinrwiel-4-Parbiopytitaddle-4-carboxylic acid (4-
@thybthydzpldeit)-2ajieamide;
5-(3 ﬁpﬂtﬂypjﬁe@)ﬁﬁﬁﬂﬂ@ﬂmgﬁeﬂﬁaﬁéﬁ)@%%@gﬂc acid (4-methyl-thiazol-2-
}@ Jﬂgalgyl pyridin-2-yl)-
5»(Z,S*Dunethyl-2H—pyrazol—3~yiarrﬁn0)»-2~methyl—thiazole—é—carboxylic acid (4-

methyl-thiazol-2-yl)-amide;
2-Methyl-5-( 1-methyl-1H-pyrazol-3-ylamino)-thiazole-4-carboxylic acid (4-

methyl-thiazol-2-yl)-amide;

2~Meﬂ1}fl—5~(pyﬁdin—4—y1&nﬁno)—thiazole—é—carboxyﬁc acid (4-methyl-thiazol-2-
yl)~amide;

5~ (S—Dlﬂuoromethyi-pyndm- -ylamino)-2-methyl-thiazole-4-carboxylic acid (4~
methyl-thiazol-2~yl)-amide;

2- Methyl—S—(pymmxdm~2~yiamino}-tbjazole—4-carboxy]ic acid (4-methyl-thiazol-2-
yl}-amide;

2-Methyl-5-| (pyridin-3-ylmethyl)-amino]-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-y1)-amide;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-methyl-4H-
[1,2,4}triazol-3-y1)-amide;
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25 amide; 5-(3,5-Dimethoxy-phenylamino)-thiazole-4-carboxylic acid
(6-methyl-pyridin-2- yl)-amide;
5-(3,5-Dimethoxy-phenylamino)-thiazole-4-carboxylic acid m-tolylamide;

“gz%‘?pl%]eﬂltﬁgiy-phenylamino)-thiazole-4-carboxy|ic acid PCT/EP2006/000090
(6-methyl-pyridin-2-yi)- 30 amide; - 143-

5-(3-F lamino)-thiazole-4-carboxylic.acid,

( 6Sm eéﬁp{&ﬁgﬁ%%?ﬁ%&mﬁ—émm 1Y carboxyqlc acid (4-methoxymethyl-
5;-1“(12??1” 570 PREASIamino)-thiazole-4-carboxylic acid
(6-mesh{4-Qyricknp2ridin 3MiaidH-2-methyl-thiazole-4-carboxylic acid (4-methyl-

E}ﬁézgj@%ﬂ;}g@g_lamino)-thiazole-4-carboxy|ic acid
(6-m%§r_}él;§%/ridin-2-yl - amide; WO 2006/074884 PCTIEP2006/000090 -

145 BiOSr G Airerylamine)rmsbi-thisaslntytietaoidic acid (2-methyl-

- (BmrelrdAyaidide2-yl)- amide;

5-(2,6s0iflusie:p A\ '-%liﬂ?i Iazele-4-ar ic acid —

-.n%efl‘[lz -pyridin-2.yl)- amide: S@)Z 9 ?néfﬁﬁ H%g&% G carboxylic acid (2-methyl-
?—7@,g-’i%ﬁﬁéarrc?}gﬁ’enylamino)-thiazole-4-carboxylic add ~
(6-me’fh@ﬁ@mmmwn@ﬁmhe;ino)~2-methyl»thiazole—4—carboxy1ic acid (4-methyl-
§Hi2:3EDifrergbenylamino)-thiazole-4-carboxylic acid
(6-meshwl-pyridin:2-yl); amide,, . . .
5-(2,g%ﬁ%o%&%%&%ﬁiﬁ’é’)‘ﬂﬁiﬁi&%%é’%?%%ﬂl&"ﬁ%‘ boxylic acid (4-methyl-
(@?ﬁ%ﬁ%}ﬁ?ﬁﬁ@iﬁ% 10 yl)-amide;
3-[4-(3-@rrorpipgniylioaramayt) 2-methyl-thiazal-a-iapaiak en7eis. a6l
eI £SI8 G mide. . . :
5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic add
(3-chloro-phenyl)-amide; 15 - . . . ) i _
5-(3-A§ét(§/$gl Pn%)-%a AT 19 oiR du W ATIRL R ds A pBE Ry hstituted by
(3-chlofEEShergrRafiere; bromo, CPs, CHF,, or ~0-Cy-Cy-alkyl; or
2 Metho{3ultmay RS e oyl i le--eoiopauls o'

-chlor, erd)-ar e 3-

[4-(3-Ct§: }%r}-m%h@r%%éés N N A s et B RSy -carba
mic. 20 4eid toN-bun e o
~0-CH,F, -O-CHF,, -O-CFs; or
~8(0);-R’, wherein Ris C1-Cy-alkyl, -NHy, ~NH-C;-C;-alkyl or -N-di(Cy-C-
allyl); or
heteroaryl optionally substituted by C;-C;-alkyl.

7. Compounds according to claim 6, wherein said compounds are selected from
the group consisting of: '
5-Phenylamino-thiazole-4-carboxylic acid phenylamide;
5-Phenylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-Phenylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide;
5-Phenylamino-thiazole-4-carboxylic acid (6~methyl-pyridin-2-yl}-amide;
5-Phenylamino-thiazole-4-catboxylic acid (6-chloro-pyridin-2-yl)-amide;
5-Phenylamino-thiazole-4-carboxylic acid thiazol-2-ylamide;
5-Phenylamino-thiazole-4-carboxylic acid (4-—meﬂ1y1~thiazol—2—yi) -~amide;
5-(3-Chloro-phenylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-(2,6-Dichloro-phenylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-
amide;



10

15

20

25

30

35

5-(3-Aminomethyl-phenylamino)-2-methyl-tbiazole-4-carboxylic add
(3-chioro- phenyl)-amide;
3-[2-Methyl-4-(6-methyl-pyridin-2-ylcarbamoyl)-thiazol-5-ylamino]-benzoic

ng’&ﬁ%m| ester; 25 PCT/EP2066/000090

5-(3-Hydroxymethyl-phenylamino)-2-méthyl-thiazole-4-carboxylic acid (6-

QT e e N

(6- metyi-pisdinogrhtnatmiciap) -thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
ZalviRihyl-5-(3-sulfamoyl-phenylamino)-thiazole-4-carboxylic acid

(6-megthyle 30 gyridin-2-yl)-amide, . ‘ . L
5 0. LS il posieasi (rbromemesioi-
¥RAe (2-methyl-pyridin-4-yl)-amide:
2-MethbHRidoitapieyyPhanylming) niazalexre alRONG AN thiasol-2-yi)-
{gzmethyl- pyridin-4-yl)-amide; 35
2-Me§hél- -(3-suIfamoyl-_phe%a?mino)-thiazol.e-4-.carboxylic acid (5-fluoro-
pyridifi* ‘-gba-%‘?ﬁf&@;‘l(}e@lzeb 2l st P TrER2006/00bB90-pletsl)-amide;
5-(3-Méttianesuiionylapiien)itiainb)-2wmbtiytithiadale diparkaxylic acid
(5- flqraeRyHEIPRR ARG i hiazole-4- i acid (6- pvridi
S-Eﬁ-Fluocr%)-‘pheBnyIXg% no)- -méatzﬁ)yl/?-% icaai% gyﬁcﬁaﬁ%&y}ﬁgﬂaﬁf yridin-2-yl)-
a(l?-cﬁ’loro-pyridin- 4-yl)-amide; 5
5-((33HAtharomphioxppinenthinikel-2uetilyt-thid z6!brdncaipoiilicragid
Ahidlyioro-pyridin-2-yl)-amide;
5-(3-Diethylsulfamovyl-phenylaming)-2-methy|-thiazole-4-carboxylic acid
(55 flégotﬁéib&%%_i@l}?}ﬂﬁ%}ﬁf% , azoﬁ:zﬁﬁcar 0X¥ icacid (4umet11y1—thia¥zol—2-yl)~
- Ethyl-5_—(3-ox§qu-_5-yl-pheny!amino)-thiazole-4-carboxy|ic acid
(2-me3yCyd opylmthntny ) tRIN6Ie: 4-carboxylic acid (2-methyl-thiazol-4-y1)-
api{@Fluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-metl¥yl-
pyrimidin-%—z%/l)-amide; o
5- (3L AR PR kARl seibewisraisdchloaptichapiid) anid d@-methy |-
pyrirﬁidiﬁd}#ﬁ)fawﬂﬂéaikﬁe-tlmcqboxyiic acid m-tolylamide; o
> (EhmisiamespheRmIRakA e M- AR G A 35
(5-flgorofo%)fndln-2&31/l)-a ide; o
-0~ amino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-y1)-amide;
5»(2—Bromouphenylamino)—thiazole-4~carboxylic acid (6~-methyl-pyridin-2-yl)-
amide;

5-(3-Acetyl-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
amide;

5-(3,5-Dimethoxy-phenylamino) -thiazole-4-carboxylic acid (6-methyl-pyridin-2-
yl)-amide;

5u(3,S—Dimethoxy—phenylamino)-thiazole—4-carboxylic acid m-tolylamide;

5-(3-Methoxy-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
amide;

5~(S—Fluoro—phenylamino)»thiazole—éncarboxyﬁc acid {6-methyl-pyridin-2-yl)-
arnide;

5—(2-Flu0ro—phenyiamino)~&1iazole-«4;~carb0xy1ic acid (6-methyl-pyridin-2-yi)-
amide;

5-(4-Fluoro-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide;
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o

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic add
(2-methyl- pyrimidin-4-yl)-amide;
3-MethanesuIfonyl-phenylamino)-2-methyl-thiazole-4-carbo%ﬁc acid
[?Bf%‘g%yl-pyrimidin-4-yl)-amide; PCTIER2006/000090
5-(3-Fluoro-phenylamino)-2-methyl-thid&dte-4-carboxylic acid
(2-m§[_lyl-g§lg'§iin- 4-§2- ide; ... o -
5 (3. OB B erg ot A g el pyridin-2-7)-
emidethyl- pyridin-4-yl)-amide; 25 .
5-(3-@MM@@M@&H&M@%M&Q@M@&%{@@eqﬂ&ﬁﬁ%iajn-z-y1)~
%2- ethyl- pyrimidin-4-yl)-amide;
-Methyl-5-((3-trifluoromethyl-phenyl)amino)-thiazole-4-carboxylic acid (2-
methyHdyridtitasmpheriglamino) -thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
hridtg arbamoyl-phenylamino)-2-methyl-thiazole-4-carboxylic add

(2-methyls ridin-4-yh-amides . 4 —_— -
ooy B el s rarhonlis s Samep-pricin 20
eii&thyl-pyridin- 4-yl)-amide;

3-[2-Nthy A rogthyisparittin} 4hiheatbarsapd-tfiazeld A amid b hERdMC -
ggi_qnmgghyl ester; 35

-(2,5-Difluorg-phenylaming)-2-methyl-thiazole-4-carboxylic acid =~
(z-métﬁérf%%ﬁ% ﬁf!gifﬁi%’éw -30BefrAsEAbE TpRObBRIGegeid
1278 58eB-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic add
(2-chinra-mpyidiR et 1aMRId8 amino)-2- methyl-thiazole-4-carboxylic acid (3-chloro-
5?1(53' ] _gro .methyl-phi%gl;a%mino)-2-methyl3-7thiazol§-4-é§b%x>¥yllci:cagcié (5- ore
Rathy 1:Joyrl ih-4-yl)-amide; 5

5-(3-CHfors syt phenyiemiim) 22ometiyiltaekole-drbarpbxytid fbich(@ro-
pleiyl-pyridin-4-yl)-amide; _ _ _

o S Ak RS RSt oS e 6. oo
Bh(%“i@y *Y-fluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-

10 méahy-Byatliosd-yheayhitd®simoy!)-2-methyl-thiazol-5-ylamino]-benzyl}-carbamic
2:{Breriflyaphenylamino)-2-methyl-thiazole-4-carboxylic acid (2-

hydroxymethyl-pyridin-4-yl)-amide;
y 5-(3- 'norpn)étlhyﬂp g/n%daming)—2—methy’1-thiazoie-4~carboxyiic acid (3-chloro-

phenyl)-amide;
3-[2-Methyl-4-(6-methyl-pyridin-2-ylcarbamoyl)-thiazol-5-ylamino]-benzoic acid
methyl ester;
5-(3-Hydroxymethyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid {6-
methyl-pyridin-2-yl}-amide;
5-(3-Methanesulfonyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid (6-
methyl-pyridin-2-yl)-amide;
2-Methyl-5~(3-sulfamoyl-phenylamino)-thiazole-4~carboxylic acid (6-methyl-
pyridin-2-yl)-amide;
5-(2-Fluoro-5-methanesulfonyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid
(2-methyl-pyridin-4-yl)-amide;
2-Methyl-5-(3-sulfamoyl-phenylamino)-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;
2-Methyl-5-(3-sulfamoyl-phenylamino)-thiazole-4-carboxylic acid (5-fluoro-
pyridin-2-yl)-amide;
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5-(3-Imidazol-I-yl-phenylamino)-2-methyl-thiazole-4-carboxylic acid
(2-methyl- pyridin-4-yl)-amide; 15
2-Methyl-5-[3-(1-methyl-IH-pyrazol-3-yl)-phenylamino]-thiazole-4-carboxyli
WO/t 24¥ethyl-pyridin-4-yl)-amide; PCT/EP2006/000090
5-(3,5-Difluoro-phenylamino)-2-methyl-{hiazole-4-carboxylic acid
(4-methyl- thiazol-2-yl)-amide;

5-(3, SHM@mﬂﬁamp@nﬂm&w)Hmbté‘ﬂu@mbewﬁebamc acid (5-

!ﬂn ;.gﬂﬂgr.lazol -3-yl)-amide;

?3%22% g]fh ar;"ong} T rt%xgil HUBZle A CRIOVIIC A8 1 oro-pyridin-

%(ﬁbamm@oro -phenylamino)-2-methyl-thiazole-4-carboxylic acid

(1 me'@lﬂi"fﬁ)lﬂﬁéﬂﬁﬁ%ﬁd@ ghetd@)adfino)-2-methyl-thiazole-4-carboxylic acid (5-
eth -5 “é %gzol -I-yl-phenylamino)-thiazole-4-carboxylic acid (2-

me ylé in-4- ) amid

2-Met 355{33 mmw&mwﬂoﬁéﬂgﬂlavhﬁm%%aPéb%’élm}@/ﬁé

afticbr(Rpmathybpyrichnidesyl)-amide; {3-

[2-Methylr gy -gedhylpyrigdin- ?ﬁ%lﬁﬁiﬁﬁﬂ&‘?%&%@%‘ [ 2spamR ke n ity

30 carbamic ‘acid tert-butyl este

P B RT YD BHENIanno)-2-methyl-thiazole-4-carboxylic acid (1-

Cyclopﬁe@yﬁiuxeﬂoybﬂdﬂbw:azﬁ B aybgiitiezole-4-carboxylic acid (2-methyl-
sMethox) gymdephenylammo) -2-methyl-thiazole-4-carboxylic acid (2-

methy ri ide;

5-(3,5-DH %f%ns%i%ﬁw R 2ol e R G

(@osiplisknidorhethigh-phenyl] -amide; WO 2006/074884

PCT/ER2008/00889bv11d&nylamino)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-

5- 8%%1 -qu ro- phenylamino)-2-methyl-thiazole-4-carboxylic add (1-
1420 3 -yl)-amide; 5-(3,5-Difluoro-phenylamina)

-2- metﬁ;&ﬁt?nla%{@ra-e%ﬁwém cherradeybisrolsy i o BYE. i renstiy -

SPQ&MMUQm}pJﬂﬁ&g;Iamlno) -2-methyl-thiazole-4-carboxylic acid (3-

methoéyﬂ‘%ﬂﬁﬁﬁﬂﬁdﬁ la.xmno) 2-methyl-thiazole-4-carboxylic acid (2~
5- (3 5- D|fluoro phe Iam| methyl -thiazole-4-carboxylic acid [1-(2-
Eﬁiér?ﬁlb “3-yl]-amide;

5 (3~F1uoro~pheny1annno)-2—methyl~tluazole—4—carboxylic acid (2-methyl-pyridin-
4-yl)-amide;

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5-(3-Carbamoyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;

2-Methyl-5-((3-triftuoromethyl-phenyl Jamino)-thiazole-4-carboxylic acid (2-
methyl-pyridin-4-yl)-amide;

5-(3~Carbamoyl-phenylamino}-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5-(3-Cyano~phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-pyridin-
4-yl}-amide;

3-[2-Methyl-4-{2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamino] -benzoic acid
methyl ester; '

5-(2,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid {2-methyl-
pyridin-4-vl)-amide;
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5-[3-(Acetylamino-methyl)-phenylamino]-2-methyl-thiazole-4-carboxylic
acid (2- 10 methyl-pyridin-4-yl)-amide;

ngﬁ ,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid

RS methyl-pyridin-2-yl)-amide; PCT/EP2006/000090
5-(3,5-Difluoro-phenylamino)-2-methyli#tiazole-4-carboxylic acid (4-

methoxymethyl-thiazol-2-yl)-amide; 15
5-(3-Nfk é%rﬁ) P TR AERH R B R pelaAorerhowabin asidl i aditb e

DTEIMMW 3- yI) -amide;

5-(3-H [ -2- @ igh, (1-

megﬁl i i ks § 3 %m.deﬂ% el A ARG aa
g{ dg)n{ ﬁ@eﬁ% fhino)-2-methyl- thlazole 4-carboxylic acid 20

[1,3 zﬁtfﬁa@ﬁq@ 2-immigdenylamine)-2-methyl-thiazole-4-carboxylic acid (2~

Bréth{i- pyiﬁug{org,mpgg@mmo) -2-methyl-thiazole-4-carboxylic acid

éié“%% RGN sl (-t

1zol- 3 -yl)- amlde 25
5- (3 wammammmgwmimm@ﬂmewlﬁﬁ@mm acid (2-

Y, [)-amide; and
5- (3 5 Iuorc? éﬁ aC?J‘i%%lno) 2-methyl-thiazole-4-carboxylic acid
(3-cyitc: 55%%‘6‘?60 Piminnre- methghibiankastaesbraitig i ¢ @im 1,
hndm%}m&’@ybm@?‘iaykyhrﬁﬂ@ Compounds according to claim 8,

h | tin
w er@l@%@&ﬁ@?ﬂoﬂ%@% C%%)g%&fglgg% tH?1 SEOHR CONSIEN gc? 2-methyl-

oro- pheny “am

th ino-thiazo
%Yf\/fﬁltjh%gmaﬁg”%ﬁiazole 4-carboxylic acid (3-fluoro-phenyl)-amide;
5- Me%h%/laﬁlmhé thiak obetitybatboyyimbaigl pbayttimite] 3hiazole-4-carboxylic
il ethytan Mi@-ﬂagﬁ@oxyhc acid m-tolylamide; WO 2006/074884

g&’iﬁf@ FE O?%% A e o A
yI) -amide; 5-Methylamino-thiazole-4-carboxylic acid

(6-brosm3paytitior3-yheayhideio pMatiyamingofiazelgdyatRaxyliGReid 1.
(£ Mopxrlﬁ%:léﬁég amide; 5 5-Tsobutylamino-thiazole- 4 carboxylic

add (3-chlaro phenyl)-amide;
-(3,5-Difluoro-phenylamino)-2-methyl- thiazole-4-carboxylic acid (3-methyl-

{1,2,4]thiadiazol-5-y!)-amide;

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide;

2-Methyl-5-(3-[1,2,3 ]triazol- 1-yl-phenylamino)-thiazole-4-carb oxylic acid (2~
methyl-pyridin-4-yl)-amide;

2-Methyl-5-[3-(2-methyl-imidazol-1-yl)-phenylamino]-thiazole-4-carboxylic acid
(2-methyl-pyridin-4-yl}-amide;

{3- [2~Methy1~4—(2~me&yl«pyxidin-énylcarbamoyl)~thiazol«Suylamino]—benzyl} -
carbamic acid tert-butyl ester; :

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-
cyclopropylmethyl- 1H-pyrazol-3-y1)-amide;

5-( 3—Methoxymethyl~phenylamin0)—2—methy1—ﬂﬁazoie—4—carboxylic acid (2-
methyl-pyridin-4-yl)-amide;

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid [3-
(acetylamino-methyl)-phenyl]-amide;
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5-Isobutylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide;
5-Isobutylamino-thiazole-4-carboxylic acid phenylamide;
5-Isobutylamino-thiazole-4-carboxylic acid m-tolylamide;

Wi @Bﬂﬁi";‘/’?ﬁfnlno thiazole-4-carboxylic acid (3-bromo- phenyﬁcglfﬁf&%%i(@o‘m
5-Isobutylamino-thiazole-4-carboxylic-de#i-(6-methyl-pyridin-2-yl)-amide;

5-Isohutylamino-thiazole-4-carboxylic acid (6 chloro p d|n 2-yl) amlde
545030{%@9% GBI AR H PRI 2 e beslnathid
@f@ﬁiﬂmm%ﬁmd&rcarboxyhc add (3 chIoro phenyl) amlde

5- tertmmmma@fwm%ﬁﬁaybmé@ﬁ%ﬁo flerosBRemdkAAe) A3y ropyt-
-ter- PBE%Z Amino-| -thiazole-4-carboxylic acid m-tolylamide;
et yfamlno *thiazole-4-carboxylic acid (3-bromo-phenyl)-amide;

5-Isofréhytalifineerphearianivalsonyibiidhiarctoeartideylic acid (3-
ndsoprppyibiMpieeiRinzelrtg-carboxylic acid (6-bromo-pyridin-2-yl)-amide;

5- Isogr@glmg (?I%%%Qi%ﬁlnﬂeg%o nJ\/IJ‘:%}i %hla(ff e_gth%/r ~thi zoI Zd)(p émlde

20 (1 1 Dimethyl-prop “thiaz carboxylic
P Dl -ymargs k3-yl -am1de,

5-(1, mm&mwmwmnmmm&azb@&ﬂiﬂMmmM% acid (2-
G g DAL AN ggﬂmpmo) -thiazole-4-carboxylic acid

(6- met%){ ri ide; 25

5-(1,T s ‘B%B&)F& BBl ik tcaghgntic acid (5-fluoro-6-
Wﬂaﬁt@y‘mﬁmﬂaﬂ?wi)ﬂamlde 5-Ethylamino-thiazole-4-carboxylic acid

m- to'ﬁlﬂﬁrﬁdﬁlﬂ@}% ntl'abaé%ﬂﬁatmmg%%ﬁ%oxghc acid (4-

romo ide; , 5-Ethylamino-thiazole-4 rboxyllc acid
sy Shees,
5-Dirfethrytkaii W&Wmmhkmwm&»4~cubowzic acid (1-

ﬁ(ﬁemﬁyt;hﬂqpyfﬁm&—ﬁ%ﬂmh@e | ] -
2-Me g%@ I 1a oe—4cro E tﬁlazo--y
amijde; an%{;aé ég‘}ﬁaﬁ%n SR % edi-%if‘-zcarboggf g}g A
)@e%f MB =3-3a8dgmide. WO 2006/074884 PCT/EP2006/000090
-150 343 Gdpibeunedshantarding-mrmalalyi-thhssein RBoighGH2)m Rb,
E’Ytﬁfﬁlﬁa‘aﬁﬁl Dsahdg-alkyl, C3-Cé-cycloalkyl, 5 or 6 membered
heteré)?g%%ézl aryLop |onaII)S
oro-phenylaming)-2-methyl-thiazole-4-carboxylic acid (5-methyl-1H-

{1,2,4]triazol-3-y1)-amide;

5-(2,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide;

5-(3-Cyano-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl}-amide; and

5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (3-cyano-5-
fluoro-phenyl)-amide.

8. Compounds according to claim 1, wherein R’ is C-Cp-alkyl.

9. Compounds accordiﬂg to claim 8, wherein said compounds are selected from
the group consisting of:
5- Methylarmno-thlazole—zi—carboxyhc acid (3-chloro-phenyl}-amide;
5-Methylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide;
5-Methylamino-thiazole-4-carboxylic acid phenylamide;
5-Methylamino-thiazole-4-carboxylic acid m-tolylamide;
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substituted by fluoro, or heteroaryl optionally substituted by CI-C7-alkyl.
11. Compounds according to claim 10, wherein said compounds are
selected from 5 the group consisting of.

Wé)@ M%ﬁ%@(y propylamino)-thiazole-4-carboxylic acid
(3-chloro-phenyl)-amide; 5-(3- Methox;l%opylammo) thiazole-4-carboxylic

acid rg- ﬂglﬂ?{n \le ho 0)-thiazole-4-carboxylic acid
(3- bromo p erg§lam| l grxrllé mlno Qf é}ffﬁ'@%d&ld

(6-met %C@b%ﬁzﬁémﬂh@m@m@mkﬁbmm acid
(53(E:g|@{§qﬂn§éﬁydi)uarﬂidﬂole—4»carboxyhﬁ a|c1d (6—br|onzo-pyr5dm |2~y1) ac@imlde,

XC t IN0)-£-M thlazole-4-carhoxylic acl
(2-methyl- p F}léfllngllg?r%%y L %‘r% Rha ﬁ‘(%zm aibyi-pymdid 270 amide;
5-(Cyel lﬂﬁﬁ'@ﬁ%lﬁéﬁ%?rf%syazh%ﬁﬁsfﬁméécﬂ@armhge@h@adﬂ
(2-chipilsotpypidinideyliiamied; dBboxylic acid (3-fluoro~phenyl)-amide;

2 Netlleishycapan A S giliagg e 4 carbonyi

acid eth ridi
5-(3, g IB“%O% f%ﬁ%}%?‘ﬁ%%?ﬁaﬁ?@ﬁ%ﬂﬁéﬂé%’]éﬁ'ﬂ.‘)]@xyl|c acid
(2-metspbpiirtmno-yhiaantiete carboxylic acid (3- ~bromo-phenyl)-amide;

2. Meﬂ:y@@dﬁﬂ%@&wmﬁmy&ﬁ%ﬂﬂl 4hin %‘%ﬁ%ﬁ}%@(ﬂ%%& i mide;

(2- mestlingqij pyridin tﬁtj ; agw 9‘75’ m % L

(3-méthy |m|dlazo et af%‘?é PSR T-pide

(2- méfﬁ%wmmeyﬂ)umé carboxylic acid (6-bromo-pyridin-2-y1)-amide;

(51(C)&J&pﬂicmmaﬁﬂﬂﬂﬁﬁamﬂ)zﬁcﬂm&ithéaf{'ﬁ&is%QSR&-YM) BGi3e;
met

5- C?c?gétrggﬁ% Ee%t%lé %?Xh?ﬁﬁ)mzucafb ai%lg[o e- -car@&?ﬁ@ ﬁaﬁde’

(4-m 1 _tg/ b ¢h-car oxyhc acid m-tolylamide;

(24|V|eﬂﬂgﬁ@wwﬂmﬂ?@:ﬁbﬂﬂﬂdmaz@i%ﬂoﬁﬂf%éﬂ%%ﬁiﬂle;
m%t igbﬁgﬂl = C ac

5- (3 uoro -ben y%ﬁm% ﬁ”lﬁé? lflthalago etﬁlc r%ox’yllc acid

(4- met ﬁ C?/ %{j d:ér boplic acid (6-bromo-pyridin-2-y1)-amide;

5-(2- MM@?&WM@@MMM&MM&MQ—ﬂ) amide;

(2-methyrmysisi A yideiae o 2 SRMRPEUNGS AREAHING Gslalr h]ﬁn;g

Eeln R3is -(CO)-R", wherein R is -O- (CH2)m C3-Cb6-cycloa

aryl. WO 2006/074884 PCTIEP2006/000090 151
5-(1,1-Dimethyl-propylamino)-thiazole-4- carboxylic acid m-tolylamide;

5-(1,1-Dimethyl-propylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
amide;

PCT/EP2006/000090

5-(1,1-Dimethyl-propylarmino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-y1)-
amide;

5-Fthylamino-thiazole-4-carboxylic acid m-tolylamide;

5-Ethylamino-thiazole-4-carboxylic acid (6-bromo-pyridin-2-yl}-amide;

5-Ethylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-y1)-amide;

5-Dimethylamino-2-methyl-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide;

2-Methyl-5-methylamino-thiazole- ~4~carboxylic acid (4 —meﬂlyl-thlazol 2-yl})-
amide; and

5-Dimethylamino-2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-2-y1)-

amide.
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13. Compounds according to claim 12, wherein said compounds are
selected from the group consisting of
S- BenzoXIarnlno -2-methyl-thiazole-4-carboxylic acid

‘Y@ LTS %ﬁenyl) amide; and 5
Cyclopropylmethyl [2-methyl-4-(2-methiy@pyrimidin-4-ylcarbamoyl)- thiazol-

5-vyl b id | thyl ester. 14..Com ds, di
ISR S Com R
&T%ﬂW%ﬁe@wﬁ%@mmmg@mmmm&g@mm&stmg
ohbaibEyblopiony|antnerthiszobertany B RESy ¢, -C;-alll.

(3-chloro-phenyl)-amide; 5- Cyclopropylamlno -thiazole-4- carboxyllc acid

(3-fluorp-pheaybed ) xylic Cld
Elqen lamide; S%C %ﬁg{r’g%%ﬁr?g{ ﬁgﬁ@%ﬁ%ﬁc %%%(Jj}m t&yfarﬁfél from

&%c(fu rcc?ﬁ)lﬁ amtho-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide;

15 5 éI‘éﬁ@hﬂé’nﬂfﬂwﬁm%ﬂummamﬂc(aedmm’dﬂm&@ﬁ:@mﬂﬁlde;
m|no -thi zole 4 a xyI|c cid (3-cbloro-phenyl)-amide;

Cre Ogiﬁ? R R A AL

5-Cycl WnHQHYEéB}éﬂA “GrpRiscylicatlenspleaniddaldemo-phenyl)-amide;

5-Cydidpenpdamingithimtole «rbarpioadid tighetiolyjammiee; 30 amide;
5- CYQMMQ{EBWérE?W ig @C%?&ﬁ{&%ﬁ%ﬂ@ -amide;
¥

ngﬁ% %%r%ﬁﬁf?’%?nﬁmif TS etk st g

5-Cyclo e‘ﬁ%ﬁgérrﬁﬁomt%ag lz)fiemilngilgowhgé]ﬁfﬁmle“i ~carboxylic acid (2-chloro-
YhyrifeR-yl)-amide; and

S-Cyamﬂﬁwwm@ﬂm@ﬁiﬁ%ﬂﬁeﬁiﬂ%ﬁﬁﬁw Ceifithle-4- -carboxylic acid (2~
@e[ﬂﬁ [)- 25 amide. 16. A method for the preparation of

afiginrt

compou ds of fgrm ula r accordlng to claim 1 comprising the steps of: a)
either FEactiHg Ut RTBURRBP It A4 RDINEC S ogyli¢ 26T 240R By H
pyridin-4-yl)-amide

2-Methyl-5-[(pyridin-2-ylmethyl)-amino}-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-y1}-amide;

2~Methy1—5-[(3~methy1—3H~irnidazol—4~y1methyi)-amino]—thiazole~4—carboxylic
acid (2-methyl-pyridin-4-yl)-amide;

PCT/EP2006/606090

5-(Cyclopropylmethyl-amino)-2-methyl-thiazole-4- carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide;

5—(Cyclopropylmethyl—amino)n2~meﬂ1y1-thiazole—4~carboxyiic acid (4-methyl-
thiazol-2-yl)-amide;

2-Methyl-5-[(pyridin-3-ylmethyl)-amino]-thiazole-4-carboxylic acid (4-methy1
thiazol-2-y1)-amide;

5-(3,5-Difluore-benzylamine)-2- -methyl-thiazole-4-carboxylic acid (4 ~-methyl-
thiazol-2-v1)-amide; and

5-(2-Methoxy-ethylamino}-2-methyl-thiazole-4-carb oxylic acid (2-methyl-pyridin-
4-yl)-amide.

12. Compounds according to claim 1, wherein R is -(CO}-R", wherein R° is ~O-
(CH3}m-Cs-Cs-cycloalkyl, or aryl.
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30 b) with a compound of formula (24): WO 2006/074884

PCT/EP2006/000090 -152- R1-NH2 c) or hydrolyze the compound of

formula (4) into a compound of formula (5): R2 HN OS O /NRs H 5
‘éﬁé)ﬁuently reacting the compound of formula (5) willy T 2006/000090

compound of 5 formula (24): R-NH2 t&lobtain the compoun_d of f_ormula

() wherein R2 and.R4 are H and. R1 and R3 are as defined |n claim 1. 17.

A methi ST e paratling b 4B MRS ST ST GRPAGE PG s cdifom

ﬁleﬁ@%‘@rﬁmmﬁ@gtﬁé steps of a) reacting a compound of formula (11) R2

N oS_Ha}bbmﬂﬁnblz-xwémﬂﬂgmma%&w&aﬁ)aﬁfaﬁﬁﬂé&g-99_{@'&3

a,gompound of formula (4): R2 N=CS ~R 3 OH/4 b) either reacting

the comPound of formula (4) with a compound of formula (24):
Cyclopropylmethyl-{2~methyl-4-(2-methyl-pyrimidin-4-ylcarbamoyl)-thiazol-5-

yl]-carbamic acid cyclopropylmethyl ester.
14. Compounds according to claim 1, wherein R’ is Cs-Cy-cycloalkyl.

15. Compounds according to claim 14, wherein said compounds are selected from
the group consisting of:

5-Cyclopropylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-Cyclopropylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide;
5-Cyclopropylamino-thiazole-4-carboxylic acid phenylamide;
5-Cyclopropylamino-thiazole-4-carboxylic acid m-tolylamide;
3-Cydopropylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide;
5-Cyclohexylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid phenylamide;
5-Cyclopentylamino-thiazole-4-carboxylic acid m-tolylamide;
5-Cyclopentylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid ( 6-methyl-pyridin-2-yi)-amide;
5-«Cyclopentylanﬁno~thiazole—4~ca:rboxylic acid {6-chloro-pyridin-2-yl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic acid (6-bromo-pyridin-2-yl)-amide; and
5-Cyclopropylamino-2-methyl-thiazole-4-carboxylic acid (2-methyl-pyridin-4-yl)-

amide,

16. A method for the preparation of compounds of formula I according to claim 1
comprising the steps ofs
a) either reacting a compound of formula (4):

RZ
\I N==
S
O H/N\RS
4 Re=H

b; with 2 compound of formula (24):
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15

R'-NH2 c) or hydrolyze the compound of formula (4) into a compound of
formula (5): WO 2006/074884 PCTIEP2006/000090 -153 R2 HN'-=S p
H ,N'R3 5 and subsequently reacting the compound of formula (5) with
WS hd of the formula (24): RI-NH2 5 to obtain a cdthp&Aeew00o0
formula (I) wherein Xis halo, R2 is Ci-€i#kyl, -(CH2)m O-C1-C7-alkyl or
C3-C6-cycloallcyl, R4 is H and R1 and R3 are as defined in claim 1. 18. A
method for the preparation of compour%s}&%rmula | according to claim 1
comprigirRy Brerslspsslof wprpeitit gfdompoi thof detmplantii)f dnBQs):
S -r~11 p Br 10 14 with a compound of formya (24): R'NH2 to obtain a
compound of formula (15): HN R1-NS |p B 15 15 and reacting the
compound of formula (15) b) eithgr with ‘# Compound of formula (2):
R3NH2 to obtain the compound dP herein R2 is methyl, R4 is
H and R1 and R3 are as defined in claim 1; R0 c) or with a compound of
the following formula (26): O N3 '

and subsequently reacting the compound of formula (5) with the compound of
formula (24):

R'-NH,
to obtain the compound of formula (I) wherein R? and R* are H and R'and R® are
as defined in claim 1.

17. A method for the preparation of compounds of formula 1 according to claim 1
comprising the steps of: '

a) reactinga compound of formula (11)

R’
N
o xS
O H/N\H
11
with a compound of formula (25);
X-R?
to obtain a compound of formula (4):
RZ
~ e
NP
O H/N\ R3
4

b) either reacting the compound of formula (4) with a compound of formula (24):
R'-NH,
¢) or hydrolyze the compound of formula (4) into a compound of formula (5)

.
-



WO 2006/074884 PCT/EP2006/000090 -154 NR3R4 to obtain the
compound of formula I, wherein R2 is methyl and RI, R3 and R4 are as
defined in claim 1. 19. A method for the preparation of compounds of
WBHHHA ¥ cording to claim 1 5 comprising the steps of: aF €REEPHASHMY
a compound of formula (18): N-,~ Oy$30 H,N,,R3 18 with a compound of
formula (24): R'-NH2 10 b) or hydrolyze the compound of formula (18)
into a compound of formula (5): R2H N < 0'8%3 pHR 6and
subsequently reacting the compouynd of la (5) with the compound of

formula (24): R'-NH2 15 to obtainja co pBTJ g of formula (I) wherein R2
is methyl, R4 is H and R' and R3 Qﬁfgaefﬁed in claim 1. 20. A method
for the preparation of compounds of fprmula:l according to claim 1
comprising the steps of a) protecting®e rﬁ_\fﬁh‘]‘omﬁoiety of a compound of
formula (11): R2 N ~~1S\11 N

5

and sabsequently reacting the compound of formula (5) with the compound of the
formula (24):

R'-NH,
5 to obtain a compound of formula (I} wherein X is halo, R* is Cy-Cr-alkyl, -(CHz) -
0-C,-Cy-alkyl or C5-Ce-cycloalkyl, R* is H and R' and R® are as defined in dlairn 1.

18. A method for the preparation of compounds of formula I according to claim 1
comprising the steps of:
a} reacting a compound of formula (14):

N..-—'

O A S

0 Br

10 _ | 14
with a compound of formula (24):
| R'NH,
to obtain a compound of formula (15):

s
9] Br
15
15 and reacting the compound of formula (15)
b) either with a compound of formula (2):
RNH,

to obtain the compound of formula I, wherein R? is methyl, R* is H and R! and R
are as defined in claim 1;

20 c) or with a compound of the following formula (26):
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20

oHH 2011 WO 2006/074884 PCT/EP2006/000090 -155 with a suitable
amino-protective group and subsequently reacting the resulting amino-
Wprotected compound (11) with a compound of formula (24): R'NH2 and
tﬂéﬂeﬂ%%{‘ectlng the amino moiety and reacting the resultﬁ%TlEPm%m%%
amino-deprotected 5 compound with-atéémpound of the following formula
(25): X-R3 to obtain the compound of f Ja (1), wherein Xis halo, Ris H
and R',R2 and R3 are as defined in clai 21, A method for the
prepaﬁ%ﬂhﬁlﬁ%ﬁﬁ?ﬁﬁiﬂﬁ‘a@ of formidml) whersio RGisometbivhand R, 8 mpl Rirage as
the stdgftned &) dadoting a compound of formula (17): N H3C'C p Br 17
with a compound of formula (24): R'NH2 15 to obtain a compound of
formuld. @ BefoRfiShp Bepbatrevitoeasingdhef eampRundotdfmylaaim 1
%ﬁyﬂgmgtg@@@qgmd of formula (2): R3NH2 to obtain the compound of
formu R2is met H an and R3 20 are as defined
herelégb%%%lp%g ﬁ%eﬁ?mop?or (Ie%éfepé?}ag%%? 'of compounds of formula |
according to claim 1 comprising the steps/of a) reacting a compound of
formula (11): WO 2006/074884 iPCT/ 86/000090

with a compound of formula (24):
R'-NH,
b) or hydrolyze the compound of formula (18) intoa compound of formula {5}:

HN/<

O N3
H R
5
and subsequently reacting the compound of formula (5) with the compound of
formula (24):
R'-NH,

to obtain a cornpound of formula (I) wherein R* is methyl R*is H and R* and R®
are as defined in claim].

20. A method for the preparation of compounds of formula I according to claim 1
comprising the steps of: |

a) protecting the amino moiety of a compound of formula (11):

s



-156 -2 N=C S Z:Z~ O H/N, H 11 with a compound of formula (28):
RbCHO to obtain a compound of formula (22): N ™ S INHRe 522b)
and reactlng the compound of formula (22) with a compound of formula
W?szf 2 to obtain the compound of formula (1) whereify RS 7806/000090
CH2- Rb R4isH and R'and R3 aredsdefined in claim 1. 10 23 A
(felolsl r more.co oun as clalm din one, of
‘g}?ﬁ?ﬁ%aﬁt}g%S an 5‘&:;‘?*{}? cafty BTN ‘t:'aubefle gxupléjﬁt or- it amino-

TeAfY ﬁ:f)g}%mﬁ f'% SFﬂ?@ﬂﬁﬁifg Thébifated disorders. 24. A

medicament according to claim 23 beI‘Ie treatment and prevention of
adutenahgiorelirgrtie:nelisol ogine) @m@e@gamwﬁw @&%ﬁi@&%@tected
5 CORPBIGANRRGUSRRILA TP HE RN %za %@cggnd obesity. 25

compound in accordance with any aims I to 15 as well as its
pharmaceutlcally acc table salt fo in the treatment or prevention of

?ée@mawﬁ &m&ara@@e%xwmaaﬁ HeohBbBhanid R’ are as
deboeddarbgnith any one of claims | to 15 as well as 20 its
pharmaceutically acceptable salt for the manufacture of medicaments for

the PeatmetitcrfdmtevensiontohrofdoRecRpbrRagiatec eoH8S Slaim 1|
10 WHQRQR6H74884RCT/EP2006/000090 -157

a) reacting a compound of formula (17):

Y
O Ny
H3C/ W

O Br

17
with a compound of formula (24):
R'NH,
15 to obtain a compound of formula (15):

15
b) and reacting the compound of formula (15) with a compound of formula (2):
R'NH,
to obtain the compound of formula (I) wherein R? is methyl, R*is H and R! and R®
20 are as defined hereinabove. :

22. A method for the preparation of compounds of formula I according to claim 1
comprising the steps of;
a) reacting a compound of formula (11):



27. The use according to claim 26 for the manufactu_re of medigaments for
the treatment and prevention of acute and/or chronic neurological

disorders, anxiety, the treatment of chronic and acute painl,) 8%%3%6/000099
YRSt e and obesity. 56
RZ
\ z 5<
OWS
O H/N\.H
11
with a compound of formula (28):
R°CHO
to obtain a compound of formula (22):
S
o N -
T )
R
5 22 :
b) and reacting the compound of formula (22) with a compound of formula (24):
R'NH,

to obtain the compeound of formula (I} wherein R® is CH,-R’, R*is H and R and R®
are as defined in claim 1.

10 23. A medicament containing one or more compounds as claimed in any one of
claims 1 to 15 and pharmaceutically acceptable excipients for the treatment and

prevention of mGIuR5 receptor mediated disorders.

24. A medicament according to claim 23 for the treatment and prevention of acute
and/or chronic neurological disorders, anxiety, the treatment of chronic and acute pain,

15  urinary incontinence and obesity.

25. A compound in accordance with any one of claims 1 to 15 as well as its
pharmaceutically acceptable salt for use in the treatment or prevention of mGluR5

receptor mediated disorders.

26. The use of a compound in accordance with any one of dlaims 1 to 15 as well as
20 its pharmaceutically acceptable salt for the manufacture of medicaments for the

treatment and prevention of mGluR5 receptor mediated disorders.
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27. The use according to claim 26 for the manufacture of medicaments for the
treatment and prevention of acute and/or chronic neurological disorders, anxiety, the

treatment of chronic and acute pain, urinary incontinence and obesity.



