Case 22847 THI AZOLE- 4- CARBOXAM DE DERI VATI VES AS
MELURS ANTAGONI STS The present invention is concerned
woi2ode/nessel t hi azol e 4- car boxyam de deri vat i ve8COEPRIVE/000090
general formula (I) useful as gt_abotropi c glutamate
receptor antagoni sts: wherein is aryl or heteroaryl
which are optionally substituted by one or nore -CH,
chI a?e Zgéﬁoro bronmo, cyano, Cl-C -BllICyl, CG-C
- =0-(CO-C 1-Cr-BIl Cyl, C3-C - cycloal kyl,
(CHZ)mRa wherein Rais -OH, -CH 2, -CHF 2, -CF 3,
\ -NHCO CrC7aIkI or
: RI 4 UR NTAGONISTS

2)mOQC7 aIkyI or C3 C6- cycloalkyl R3 |s C Cr

al ky 5 c gg%{ %&P%n%}gmmecégée%ﬁ%&ﬁh dnch qt't}(éjlla%o%/%F a?’é’?linlde derivatives

ar yP @56%%&%@&9%? g sptabptropig glutpmage regptos potagyrists:
optionally substituted by QC? alkyl; -(CO-R O,
wherein Rc is -0 (CH 2) m C3; C6- cycl oaI kyl, or aryl;

C3- C6-cycl oal kyl; or 5 or B \renber ed heterocycl oal kyI
or aryl or heteroaryl whi ch NI—E optionally substitut ed
by: cyano, chloro, quor% ono, CF3, CHF 2,

C3- C6-cycl oal kyl, or -0 kyI (CO) R d,
wherein Rd is C Cr7-al 7-al kyl ; or
-(CH 2)m Re, wherein 27 oxy, CHF 2,

CF3, NH2, -NH(CO- G Q" kyl$ (CO) oC

1-Cr- aIkyI or -NH-( -C 1-C7- BIIQ/I or

VB/ 01. 12. 2005- U CH 2F, -O CHF 2, -OCF3 or -S(O

2- Rvherefaerein Rf is O Cr-alkyl, -NH 2, -NHCr

Cr-al kyl or -N-CYCl-C7- alkyl); or heteroaryl

optlonally substituted by Q Qalkyl; R4 is H,

Q Q?\alls k yarylor h@erGarpl whiklydre GRtiGRIlE yrbktﬂateki)biy pne or more -OH, chloro,

fluoro, bromo, cyano, C;-Cy-alkyl, C;-Cy-alkoxy, -O-(CO)-C;-Cy-alkyl, C3-Ce-
10 cycloalkyl, -(CH;)m-R?, wherein R* is -OH, -CH,F, -CHF,, -CF;, C,-Cy-alkoxy,
Cs-Ce-cycloalkyl, -NH(CO)-C;-Cy-alkyl, or -0-(CO)-Cy-Cy-alkyl;
R*is H, Cy-Cyralkyl, ~(CHy)uy-O-Cy-Cr-alkyl or Cs-Cg-cycloalkyl;
R}is C;-Cy-alkyl; A
-(CH,)m-R®, wherein R? is -O-Cy-Cy-alkyl, C3-Cs-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-(CH,)m-Cs-Cs-cycloalkyl, or aryl;
C;-Cs-cycloalkyl; or
5 or 6 membered heterocycloalkyl; or

=N

20 aryl or heteroaryl which are optionally substituted by:
cyano, chloro, fluoro, bromo, CF3;, CHF,, Cs-Ce-cycloalkyl, or -O-C;-Cy-
alkyl; or
-(CO)-RY, wherein R% is Ci-Cy-alkyl, NHy, or -O-C,-Cy-alkyl; or
-(CH3)m-R®, wherein R°® is OH, C,-C;-alkoxy, CHF,, CFs, NH,, -NH-(CO)-
25 Cy-Cy-alkyl, -NH-(CO)-O-C;-Cy-alkyl; or
-NH-(CO)-C;-Cr-alkyl; or

VB/01.12.2005
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mis 1 to 4; as well as pharmaceutically acceptable
salts thereof. WX002068417 al ready descri bed a broad

woamidlog4s3f conmpounds useful as group | netabot PODIER2006/000090

gl utanat e receptor antagoni sts-thout disclosing the
conmpounds _of the instant invention. In the central
nervous s${s€EpH-ONSHFhE-EFansni ssion of stinuli takes

pl ace by _§ it [ f I tter

s sent ou@aﬁﬂﬁ%&%‘ﬁﬂ@ R SRR -eli Oy di(Ci-C-
now sur pi&Dnefl y been found that the conpounds of

general fgf o) mat e receptor

pt agoni st sef%@%g%%lﬁpﬁﬁ Eef%&?'zgll ?Ij}t@ﬂdl st i ngui shed
%ylshaﬁﬁ}; -Gratllygior € threallgpaelst Coopptoaioht i es. They can be

#sRd iRy yhe treatment or prevention of md uRS receptor
medi at ed di sorders. G utamate is the major excitatory

AP b@srﬁwsmﬂ@qumallmcmp@abﬂﬁaltmﬂmmbfpI ays a unique role
in a variety of central nervous system (CNS)

f unctwong) nde tipulus receptors
are_di Vi déggﬁmﬁﬂr vdvél E&fb@ﬁ?%u%%d%;ﬁﬁ[ 0 ?@Poqfﬁfsﬁlseﬁl{as group I
@e@bBtroﬁlélﬁmlt?m@t@é%@nmalntngbmstse/ﬂﬂm.m dBclo§i@g te compounds of the
nkgangveosdd ol 1 ed ion channels. The netabotropic

gl ut amate receptors (nd uR) belong to the second main

gro]glttg furthernore, belong to the famly of
G pr £ Rl PEAUS sstept (NSS) tAt trpn:&ﬁlesﬁkbn ofitihMli takes place by the

1ﬂtefri&‘fo%"3f a%ﬁﬁ%aﬁsﬁ% térhv@ﬁlglg) is seBt %ut @%ch;r}? aiif V\p;qqggr,%ceptor.

of these sone even have su
sequence honol ogy, signal transduction nechani sns and

agort his 5k ; Tl
ég{ bB | VsI A Qfl%%‘ﬁghgbﬁrbee&érhgﬁl d?}rlzggﬁe qu*ﬁn@{ltn%s ogg?eﬁ%?qfﬁgﬂﬂ are
’% 60318 g’g‘?%ﬂ?}e Irecep@ Gp@g@ﬁﬁs nojRBrisle lof Frg miuda Bare djptinguished
hamma"‘a‘therﬁ%?‘ TR aopiL R Ol et T ReBLar

P%Ee‘fégﬁa)#l rlcf 5 n{éihgﬁ &FF Tlpg fnngl%?gél QHMe used for the

tre gvention of acute and/or chrom c

n eu ?%ﬁ%ﬂ'}aég s thE 01,05 e{gc%&g qr¥ Heg}g)trﬁgveﬁgg it eéoﬁzpp@ggylays a unique

Qlein 2 @’WtE nfa?,ntlﬁll nMomstSmC(I@@%ctﬁ)ﬁﬁmﬂé \®amate- deﬁgndent
S as ronic a

cits,
sl oy Gl 5115, SRS AT SR
1@19’417@@@ negq:ptazseforms hgatiﬂ- eshtivllai tlibrf EHaahile ”F}{%E}Héggotﬁ?@m %lutamate
0 ranspl ants poor suppfy
rt hgt%gssglﬁﬁﬁﬂ@ Held 1 tQ g} ose$ciﬂdf)fPF1é‘sgr01F$é fyithermese, belong to the
brdxfca.pgmm@;edpe@gmmcy, cardiac arr est and
hypogl ycaem a. Further

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 mGluR5 belong to group I, mGluR2 and mGluR3 belong to group II
and mGluR4, mGluR6, mGIuR7 and mGluRS belong to group III.

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

memory deficits, as well as chronic and acute pain.
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treatabl e indications are ischem a, Huntington's
chorea, anyotrophic lateral sclerosis (ALS), denentia

woaumadsdsy Al DS, eye injuries, retinopathy, idpoparmios000090

par ki nsoni sm or par ki nsoni sm cayised by nedi canents as
well as conditions which | ead to gl utamatedeficiency

f unc t@thélﬁrea&lﬂéhnd&aﬁo@s infHBR %bﬁne‘éﬁ@ﬁ Bk re&@i@ﬁéﬁ'b%élﬁ Benction caused
ur.1 nar i nconti nen eS ty, nlCOtlne

By Be Bhe S pairasaaRE: Bt SodBPply o i reig$pinal cord injurics,
ﬁyﬁimﬁﬁdsah@&bﬁladﬁﬁfeﬁﬂﬁ fpi’égﬁlan@ sauge %&e&%%ﬁ?gﬁﬁ%%&le}m@ Burther

uR5 Qr exanpl e acute I ¢ and

bR edng%iféﬁ’é A pohe njjfcdwatEeEon choRes. Ao BaBhis jaterabyclerosis

SALTH), a&n%tld“@hﬁéﬂb}sAﬂ)§ BASHjure Retifor AL mw%J/thlc arklnsomsm or
Par.ki nspon' s di sease,, Hunti ng faon"s chorea, a P

PAHP RIS PR madigements npvel ascpanbions whighlewd tabomate-

deSdasyFusitionsAscls a2 Qﬂlﬁyc%%bé’sn?sngo@m%hcﬁ{s}’mlgrame, umnary
de reSS|on pai n_ and dr dependenc (Expert” Opin
‘WFEPP tngngeeoResity 2étedye ad 1Ct1<€1!b2>}>)ate 1@, gRKiely (oRGiting, dyskinesia
and dgpéssdrs. are especially useful for the treatnent of
anxiety and. pain. The invention relates to conpounds

a accept abl e

f f lLa I h t
EREEIENR YT N e
phihiedeg lalﬂidrﬁt@}el pto@e@Ee's VERURBERE GREnARACH NeAheimer’s disease, senile

roduct qﬁ ventlon al so relates to a process
%‘Pe‘b?*’e Eé’f W@né ﬁi?oﬁl‘iﬁtlﬁgité'@rs&hwga,taénsg)émhm lategal gelrgsis and

hnﬂ@ﬂ)lk SAErOEs tﬂ'é?dﬁlﬁ:ﬁ@ Hﬁk:as@é’ KR qwcﬁ?zo?ﬁre%gi %ﬂrgf\}ag%le?% QéFression, pain

formul.a |. Noreove
?%4 ﬁ’f"éréri% %%HFY) E@ﬁt%%ﬁhér E8ietEi(ARY Bne 2k nore
conmpounds of the present invention and

phar seletive n@AuRY 186G ERLA At CesPEHINRERB ok Fhe & 8Bment of anxiety and
treatment and prevention of m3d uR5 receptor ned ated

B#8orders, such as acute and/or chronic neurol ogica
di sorders, in particular anxiety and chronic or acute

p ai nThé’ iﬂﬁeﬁﬁb&ﬁfﬂdt&rto 2bPolBAPI ESrnkela | BE U PHarRaceutically
nd .in accoydance with the present invention as

SSFPUaBlE Salise tohs AhRrcamentenadye og@@éﬁémﬂ Rhagmpeeufiggliytastve

sobstihostandehaf prdicgaent s for the treatnment and
prevention of nd uR5 receptor nediated disorders as

outkt ed above foll ow ng definitions of genera
t er ms UESEHR %I?Pefegﬁf%%ﬁtpr%fé PT PeP@Hngp ppypound according to

geneesd ﬁﬁﬁ{ula\/Efoﬂf)wYﬁg&hQ Béncrd] PréRafFes bflo@UESd bV FHP&Mpounds of
‘@'oﬁﬁg i n conbination."Aryl" means a nonoval ent
ar

omati ¢ hydrocarbon noiety consisting of a
Moreover the invention relates also to medicaments containing one or more
compounds of the present invention and pharmaceutically acceptable excipients for the
treatment and prevention of mGluR5 receptor mediated disorders, such as acute and/or

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

The invention also relates to the use of a compound in accordance with the present
invention as well as its pharmaceutically acceptable salt for the manufacture of
medicaments for the treatment and prevention of mGluRS5 receptor mediated disorders

as outlined above.

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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wopbtieonasky substituted as defined herein.

nmono-, bi- or tricyclic aromatic ring. Preferred aryl
groups are C -ClO aryl. The aryl group can be
ExarpirEe26/000090

aryl noieties include, but are4not limted to,

optignal |y substituted phenyl, naphthyl, phenanthryl,

f | uoremy] meansdengiovalsentialiempimatia byl &ibon @XMl REE MM ng of a

Biobemy! ortﬁﬁ,{]}x% i r}ﬂ?n}gl anj noldi henyl

di phenyl sul'f r@é 1fﬂt{}lgl.pcher%/ gééﬁff%ﬁﬁy’gr ups are Cs-Cy aryl. The aryl”

g;ﬁﬁ ég!y pe Q?@j y bukbginted addufined hepean )Ex,an?@é@%@giﬂ Ald¥dties include,
pvAele¥e) : rany. enzoxazi :

benzoxazﬁc’% fe igenzg F%@&L‘HF‘?B ety é‘ﬁEg%VrthWﬂ}fb’lg fluorenyl,

iﬁémﬂ%ﬂﬂi@w}éianﬂmﬂhﬁwdmﬁﬁm&m methylenediphenyl, aminodi
) Chvl ai > 0 L %’ﬁ nodiphenyl,
P R Ao P A E e bdiep ool

In

hepeolesmyl, benzadiaalyly)bentnryedras banssxhah@ensBkazinony]
hh g%aﬁ 1 BY Ii)%l n. up cont ai ni from1l to’7
Q(gtg at o?ré, &8?1 % H%ﬁ SRRy Fpfiding gWZ,OHmrﬁbgllir}yL

car

eiBPenstiosyphenfbietylencdneyphiryl, and ﬁretﬁl&yﬁlﬂudir%gag%é%

AREXNL | t hpse specifically 11l ust
}{}hfe@éxgﬁ%?eeésw#%?%ﬁﬁr% low. "Cl-C7 al koxy" denotes a
group wherein the alkyl group is as defined above and

t he “Shylalkyt odepotes acoapghctog BratichedBarB¥Y 9B4n %I‘(ﬁfr? containing from
ne, fluorine and

1'thal 9asR" chlorine, iodine, f] _
br om %)g)?l qt&@? ,g{»%}ra Jiple, metinds ethypraRylelspRropy; gty sesrbutyl,
terE-beidl Heotyl.astheogl asokelbstthosk 2pedfi@iLRBI Yed bl @hegexrafn?%s herein
patb@s, still nore preferably 5 to 6 ring atonms havrng
| east one aromatic ring and furthernore containing

at
one, two, or three ring heteroatons selected fromN,
eroaryl

O or,-§,2 2 Ml i at ing C t

d%gln o&t&f o%(gﬁ yd%gg,{eg h gg)tulrp t ‘El?eé Sm&ﬁ?s ﬂgglﬁ‘?‘lﬂ %gﬁ?ﬁﬂeé@b@w and the
FOWRISORPErast §a ampsigen atamach substituent is

[ ndggelnder,l,t y hydroxy, cyano, alkyl, alkoxy,

t hi da'R§T G5aPtsS claripaliedine, fwpdine sydbiophine.
al koxycar bonyl, am no, acetyl, -NHCOOC(CH 3)3 or

hal qgen SUE,St i tuted benglyl .or for the non aromatic

par t - of “eYCI e oS iy Picgidis; onuiritshis rastiénd o €12, preferably
> BpRuig hoals), ytill ndi OfeRELDIE BIPHAS aQnd 1B RQR M4kt one aromatic ring
arfBhESS ljeg%ﬂfjne but  are r%ﬁt lfmted to,” optional Fy

substritut ed Irm A% BHS PO (iR Aing Reterpripns salesged from N, O, or S,
the kaz g ringmtoron being Cs Hesdrbdrylt @d obibadn B sub8Rhi-aRah Jne,

titute

twoLhSEd &itth BHsURYiR2L Y tignally sups

c g}_\g{a réﬁﬁlYi/l O?Jt ' ,o%gﬁggd%elf gigltela N IWPFE' ?n‘gﬁﬁjﬁ' SR>
7 WON'H’ Aty IPMETJL yp, haé@nlksddgddmxyslkws ko utcesbonyl, amino,

ace COOQICH) bt MalSeERSlubitthRd 1 1 :

QR ona?I |y, SUbst. t ut ﬁ%&c ar baz,%l -%?%ﬁ’?grgg]i ‘Ji‘hS%lglhlai}omatlc part of

substa Tt AP PR ot pise speifiqally inskeatac Beanples 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-yl, optionally substituted furanyl, optionally 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.
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benzof uranyl, optionally substituted
benzo[l, 2, 3]t hi adi azolyl, optionally substituted

woenwoy st hi ophenyl, optionally substituted PCT/EP2006/000090

9H-t hi oxant henyl , optional ly substituted
thieno[ 2,3-c]pyridinyl and the |like or those which are

S pec '“CB-‘C%|C§7Moeﬁll(ﬁﬂ”ﬂéﬂcftés%ckaﬁ%neﬂ1ﬁ’% ha@lngCS &V@&ﬁ‘%ﬁ( Yoms as ring

tes a. . C ri.ng havi carbon atons as
%%@@ﬁ%ﬂbwwfg@t qyglompyl, icyrletadyls eyclopentyl,
@y&dﬂ%i‘i’p RYAvell WEB&%B@S’SPG&E&Q\P ﬁﬂsﬁﬁted Qh@g% les h%lsem below.
wel | as those groups speC|f|ca 'y 11 rate
exanpl es_her e|OMI "4 tg 7 nEnbered
het er 6&/¢ FIPP&? f‘é‘l@ﬁ@ﬂé’ﬁ&% Hepetn eytwytericgcliciring comprising from
canp rchﬂioﬁgltérhﬁ’ﬁf@ fnd MeRbEA! (e %ﬂ?etr PERaiRh t%r x?]ggmgﬁlgpxed'té s being
se

$ (%Eer renalnln%)rlng menber at ons ect

el Ramne B rRPmeDs N B, SrelFyred 4 denemhesedhatenbeiasii]

BRIGE @Méﬁ@hﬁﬂbe@d@éﬁo@%@aﬁézpﬁro m%’rﬁ%fég ofdto7 and 59r6

het cl oal k gr oups % § %
H§’€F %%/th Heroe SRy inchirds s arernat ligndted de oah@naﬂmsubstltuted

ipatitesl t

bipetiteg], tp‘i{)e@m%y?;o Qﬁilﬂé()ei?@ézif?%{n/*l &k‘egﬁgp P@ﬁﬁh&k'ﬂ?y E}Ira(zjohdnryl

E‘gfg%ggg}qy iydazo Mwﬂa%w iRyl lﬁwa@dz@mfldm@yphohnyl thlazohdmyl

Q&ﬂﬁ&lohgin'w |qu1du§9&1ﬁ lochlale%iyhdF[Bﬂ %ﬁ%tﬂ?é,lzoc}ldm}{l benzoazolylidinyl,

h zollglny i sot hi azol 1 di‘ny gul huc

ﬁg;trqhmimfpry silyEsepiiant tedabydropyranyl, thlomorphohnyl
ﬂﬁ&ﬁ@ﬁ&@lm’yﬂs@lwﬂe, &ﬁbﬁxgﬂg%%uhlf &?Hﬁ@ﬁ%’gpﬂ{] gﬁﬁq}é Lol

S%W ropyranyl, teétrahy any

éﬂiﬂqﬁmﬂ Ly F%mhv’@fmu@lohnﬂb @ﬁ@hﬁk@iquwls n;flohe;co-

thidmer nphi

tetr ahpig);i%glh rﬁl %oﬁtyh%m@hf’ gﬁ%%rl 39 S? : ol h Oxa%e’pane as well as those
grogRosieriGibihaitraied iy the gkanples héroi lin,

1, 4-di azepane, 1, 4-oxazepae as well as t hose groups
specid deg@ld dmbddidehtsAhe gofﬂgoﬁﬁ&’s PRI ES J]‘ﬁa(rg 52 %{ngﬁlbunds
In certain embodi ments, conpounds o e invention
Wrgethose conpounds mhereln Ris aryl or heteroaryl

whi ch are optlonally substituted by one or nore -OH,

RYik or gyl o Hé@ér@a HIEH ar%ﬁﬂaﬂﬁ@s&f@é@one&é@ élﬂ‘r:’ chloro,

Cr7- al rern
2, Cﬁ?rool?ron@a cxops @1 Cealkyhl- Qy(COPQZn(é aIHCYI Q(@Hi’)mangwheremR
- (CH R)O¥Q- Gty K ! R3is C
Gr-allc7l’; aﬁw %quz Y:IF“\A% orech %%%7 C r C7-al kyl,
Iegs CeHc lcf:U ]ey Hey)-Cr- Gt AR s GharderkyRo | 5
R3G) ( C6-cycl oal k71, or aryl; @ C -cycloal kyl;
or ar teroar&h whi ch are optlonally substi t ut ed
H, m—R wherein R” is -O-C;-C;- -alkyl, C5-Ce-cycloalkyl, aryl;

(CO) R®, wherein R is —O-(CH3)m~Cs-Cs- -cycloalkyl, or aryl;
Cs-Cs-cycloalkyl; or
aryl or heteroaryl which are optionally substituted by:
cyano, chloro, fluoro, bromo, CFs, CHF,, or -O-C;-C;-alkyl; or
-(CO)-RY, wherein R%is C;-Cy-alkyl, NH,, or -O-C;-Cy-alkyl; or
-(CH2)m-R°, wherein R® is OH, NH,, -NH-(CO)-0O-C;-Cy-alkyl; or
-NH-(CO)-C;-Cy-alkyl; or
-O-CH,F, -O-CHF,, -O-CFs; or
-5(0)2-R’, wherein Rfis C;-Cy-alkyl, -NH, -NH-C;-C;-alkyl or -N-di(Cy-C;-
alkyl); or
heteroaryl optionally substituted by C;-C,-alkyl;
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cyano, chloro, fluoro, brono, CF3, CHF2, or -OC
-Cr-alkyl; or -(CO-R d, wherein Rd is C C7-al kyl,

woOlai6/004884 O- Q- Cral kyl ; or -(CH 2) m Re, wher ei nPEE/EP2006/000090

()—| NH2, -NH(CO-OCr Cr-alkyg, or -NH(CO-C 1-Cr-
or -OCHF, -OCHF 2, -0-CF 3; or -S(O 2-Rf,
vﬁﬁésr eifh G Ci-slkgi orCCJﬁCﬁhllkylLCg -ENdyoallyiyH C 1- C7- al kyI or

-Akdi (1q0r C7- alkyl); or heteroaryl optionally
substltuted by Cl-C7-alkyl;R4 is H d-Cy-alkyl or &C
75 dielt ot plesnaseuticellyoarcbstablz sahsicherdoff 0 4; as wel | as
pharmaceutical |y acceptable salts ther eof In certain

enmbogj, peps; unds of the.invention are those
conpounds é/\ﬁréltrbglglﬁﬁ e%g}’?he QPRROuBHs REfhe iysp{ien aps thpsegompounds

f%®al | y substituted by one or nore -OH, chloro,
fluoro, brono, cyano, G ~Cr7~al kyl, QQaI koxy,

ROI{ Oflyt 61 B brate o chr
ol ny Rah&el%ag_'%llc&_?%oﬁlﬁﬁ@¥s g%b&egkei,or mgre)H, chloro,
gyc: EQPR{W brom(c@@)o, Ui Gl AC k@)-alkoky: -g (Eczg@c? QJJ?II Cs-Cs-
al Kig /
or ﬁfo oa 1 gc#?w%%efeg}/ %13 céﬁ:ré%(rg -C Cﬁl nalkgscy, Cs-Cs-
vvher CPre R s N0l Gl G- COP LR, kaw i or 6
by | 'uor bl@;e { %&r?léb& |(§? QQJW ot ed by
B By- @1@1aﬂ<yl : (CO) R O, V\,herel nRcis -O(CH
2) m I cycloal kyl; or 5
o GC?( er? 1 d r%l%l,lo T%g:{ k(Jg';raH(Cyi 83@? chéqaﬂﬁ/é,t%qarcfamymbered
}Mlq, Chh@gr@cyxyb@al]qﬂ;ah'ﬂ)opﬂugﬁg siQ11t:J§t|&Ete|H)l‘> ﬂi%?(? %roha%k&ﬁﬁ opt1ona11y
uor al kyl; or -
‘:vvher e‘ﬁ? %é&{&;uygé?o%]k -0F- -0 Q.C.7-al. kyI
7 3 kyF@‘% C¥Mﬁ:@ Cr C7 al kyl', -NH (CO - C
5 or 6 membered heterocycloalkyl; or
aryl or heteroaryl which are optionally substituted by:
cyano, chloro, fluoro, bromo, CF; or -0-C;-Cy-alkyl; or
-(CO)-R%, wherein R% is C;-C;-alkyl, NH, or -0-C;-Cy-alkyl; or
~(CH2)m-R®, wherein R®is OH, C1-Cy-alkoxy, CHF,, CFs, NH,, -NH-(CO)-
Cl-C7—alk}71, -NH—(CO)—O-Cl-C7-alkyl; or
-NH-(CO)-C;-C-alkyl; or
-O-CHF; or
-5(0);-RY, wherein R is C;-C;-alkyl, -NH,, -NH-C;-C;-alkyl or -N-di(C;-Cy-
alkyl); or
heteroaryl optionally substituted by C;-Cr-alkyl;
R'is  H, C-C;- -alkyl or C;-Cy-alkyl-Cs-Ce-cycloalkyl;
mis 1lto4;

as well as pharmaceutically acceptable salts thereof.

In certain embodiments of the compounds of the invention R? is heteroaryl

optionally substituted by

Cyano, chloro, fluoro, bromo, CF;, CHEF,, or -0-C;-Cy-alkyl; or
-(CO)-RY, wherein R? is C;-Cy-alkyl, NHy, or -O-C;-Cy-alkyl; or
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-NH (CO-C 1-Cr-alkyl; or -0-CHF 2 or -S(O 2-Rf,

wherein Rf is C Cr-alkyl, -NH 2, -NHCr C7-al kyl or
wolbaiogBse C7- al kyl); or heteroaryl optionall pCT/EP2006/000090

substituted by O C 7-alkyl; R4&-7s H C Cr7-al kyl or

C1- C7- al kyl - C3- C6- cycloalkyl mis 1 to 4; as well as

phar naé"éﬂt)lrne&i i Ribis A1, 5@)- ilkoth@![—HchpA NPE&IN‘Hl(@O) Ci-Cy-

enbodi g E r@oaglgy?s of the invention R3 i
het ero op i0 i¥uted by cyano, chl oro
fl u%oNfbl(@@ngl@;Schﬁu-lEQ or _OQQaICi(gQOIrk_I(CO)_R
e or - al ky
or- 0H9 CHF%R dmﬁlélr%é? Qa{%EM% OH, Q Q al koxy, CHF2, CF3
OB, +re:id R BlGyCy-a wm@pmg-@l @aﬁq@bkmadﬂ@ﬁ Cy-

-NH~( Cr Cr-al kyl; or -0-CH 2F, -OCHF 2
or -S 9 wherein Rf is C C7- aIkyI -NH2 -NH-Cr

Cr-al Ihyﬂercn}llryl-dpﬂdnﬂﬁ substiutedbyyd, )} C; -8k lhf%tr 15 €81 lthe following
optlogggnl s&lbstltuted by Q C 7-al kyl; for exanple the

fol |l ow nB ns'pounds
5- ( Pf]f(iPmlahn%-y]aﬁﬁh@pﬁ}nddalea@@irBoﬁyh‘éﬂﬁﬂq&7&1&&?1‘3#}@1d1n—2 -yl)-amide;

éG( gygltr(? g“a %%\d %%ﬁ Zﬂfanjz -G RORliC 2 R Thlqrobiedyl)-amide;

( 3- Cﬁ-I(BylmdlplfBaVﬂyh))mo)aﬂil&@le 4- carbo?rhc acid (6-chloro- é)gndm -2-yl)-amide;
él I am carhboxylic
1&% % ﬁéf- oxylic acid (6-bromo-pyridin-2-yl)-amide;

5 ( P&KPmdln&y]hﬁiﬂm@Oﬂnizble&Z@irBof‘yh@ kR Fhdihylediadol- -2-yl)-amide;

PR Pl oAl Girbowlie arid ¢ ymethylatbiagol-4- y)-amide;

(4 r@(hwdmm Azglinad= t}ﬁa)zol‘eméilﬁozthc acid m-tol lam1de,
car-bo: XYy IC aci d

I |
zl( J}{J% é%%?l]lo t%)}a)zh]g%zgpéeoxyhc acid (6- ethyl -pyridin-2 —yl) amlde,

r5n § (?A;(/Il’ygm‘ilagfylhlﬂ[ﬁd) Ghiakle AZ @rBox}1i6 258 P Xflﬂ&oﬁﬁie%yl-pyndln—2—y1) -
M4BT i di n- 3-yI ani no) - t hi azol e- 4- car bOxyl i ¢ aci d

(6- e3-(Bb-THtettdil-fsodaol M= AR ER) -thiazole-4- carb?xyhc acid (3-chloro-
P?@&Pgrl di,n- 3-yl am no) -t hi azol e- 4- car boxyl I'c aci
YYiPASr onet hyl - pyri din-2-yl)- ani de;

5-(3,5-Dimethyl-isoxazol-4-ylamino)- -thiazole-4-carboxylic acid m-tolylamide;

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

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

5—(3,5—Dimethyl—isoxazol-4—ylamino)—thiazole—4—carboxylic acid (4-methyl-thiazol-
2-yl)-amide;

5—(2—Methoxy—py‘ridin—3—y1amino)—thiazole—4—carboxylic acid (6-methyl-pyridin-2-
yl)-amide;

Z—Methyl—S—(pyridin-3-y1amino)-thiazole—4—carboxylic acid (3-chloro-phenyl)-
amide;

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



5- (3, 5-D net hyl -i soxazol - 4-yl am no) -t hi azol e- 4- car boxy
lic acid (3-chl orophenyl) -am de;
wWo6-2(@/05488i et hyl - i soxazol - 4-yl am no) -t hi azol e- 2€TAPHDEY00090
lic acid mtolylamde; -8-
5-(3,5- Di net hyl -i soxazol - 4-yl ani no) - t hi azol e- 4- car boxy
i c adViathybSpygingdyylaino)-thiagbl-4-abegiic acid (6-bromo-pyridin-2-
?})(ﬁmﬁé;a nmet hyl -i soxazol - 4-yl am no) -t hi azol e-4- car bopiyr/
ic acid (6-bronopyridin~ 2-yl)-an de; : -
5- ( 3?é\dﬁﬁhﬁhﬁﬁy?ndmdx;dminoﬁ}—thia@mbmoéarb%tyﬁé ali8 (S FRPORHyL)-

hihgdeaci d (4-nethyl -thiazol - 2-yl)-am de; )
5-(2- Met hoxy- pyri di n-3-yl am no) -t hi azol e- 4- carboxylic
> aci d2‘(1\éethl§]1'MPYrPill_H3dy1m&0)-_}thf,hzc&lﬂléld@'rboxylic acid (2-fluoro-5-methyl-
ﬁhé\ﬁi)%faﬁf(py“ di n- 3-yl am no) -t hi azol é- 4-carboxylic
aci 3-'chl oro- phenyl ) - amde; .
2- Met-Wath-g-fryyridii-8-Beryinairchie)olé bl @79 G SR RN¥E-S -fluoro-
%“?éﬁ}gl)(aq?ﬂg't hyl - pyri din-2- yl)-am de; _
- Met'hyl -'5- (pyri di n-3-yl am no) - t hi azol e- 4- car boxyl i c
aci d>-Methgihiyridin-azdimito)-YhidyMudaiboxylic acid (3-chlora-2-fluoro-
10 ﬁfe ! ia%-(pyrl di n- 3-yl am no) -t hi azol e- 4-car boxyfl c
acl -chl oro-.py_ri di n-2- yl)-am de; _
2- _I\/abj-fvgﬂlth)&=56mrnddyﬁ}yﬁmghaﬁ}}?ﬁﬁoﬁ—glc@%&ﬁié&ﬁ?ﬁp&ﬁﬂﬁlﬁie;
aci o, { fxhf - pwri di n- 2- .- am ae; . .
2- Met %f}idj% S@ﬁ?ﬁm Fdwv %P}}P%\i;flﬁ%éolﬁiCarb@wﬂlmsb%oﬂwqrbmthyl-
raddin-3-ytyramalephenyl ) - ani de;
2- Met byl B+ (pyr.i.di n- 3- yl am.no) -t hi azol e-4-car boxylic
ac :\/?t %IE}P’? a3 o@%{lé{ﬂ;@yﬁgﬁﬁéﬂypﬂe—mr@@gﬂm acid (2-chloro-pyridin-4-
15 yD-aysiday| - 5- (pyri di n- 3-yl ani no) - t hi azol e- 4- carboxylic
' acid_ 1Loro-.2-f rophenyl) -amide;, - . . .
2- I\/%t %@E#BW&W "%?ﬁ&rﬁwlerwabmqélcmsla(ﬂbuxtw]-pyﬁdin-zl- :
yBernida- chl or o- 2- f | uor ophenyl ) - ani de;
2- Mgt - Bz r.i.di n-3-yl am no) -t hi azol e- 4-car boxylic
ac ilvg‘W{hgf'g,]((gﬁlé&ﬁylammo%—th1azole—4—carboxylic acid (5-fluoro-pyridin-2-
yl)-amide;
20 2'Meth}’l‘5*(P}’ridin-3—ylamino)-thiazole—4—catrboxylic acid (2-methyl-pyrimidin-
4-yl)-amide;
Z—Methyl—S-(pyrimidin—s—ylamino)-thiazole—4—carboxylic acid (6-chloro-pyridin-2-
yl)-amide;
2—Methy1—5—(pyrimidin—S—ylamino)—thiazole—4—carboxylic acid (6-methyl-pyridin-
25  2-yl)-amide;
2‘Meth)’l'5'(P}’rimiclin—5—ylamino)-’chiazole-dc—carbox'ylic acid (2-methyl-thiazol-4-
yl)-amide;
Z‘Meth}’l‘s‘(P}’rimidin—s-ylamino)-thiazole—4—carboxylic acid (2-methyl-pyridin-
4-yl)-amide;
30 2"Me"h5’1"5‘(P}’rimidin-5—.ylamino)—thiatzole—zjr-c.elrboxylic acid (5-fluoro-pyridin-2-
yl)-amide;
2—Methyl-5—(pyrimidin—s-ylamino)—thiazole-4-carboxylic acid (3-chloro-phenyl)-
amide;
2'I\/Ie';hyl"5‘(4‘m‘fflrl)’l‘P’)’ridin-3-ylamino)-thiazole—zlc-czarboxylic acid (3-chloro-
35 phenyl)-amide;
Z-Methyl—S-(4—methyl—pyridin-3—ylarnino)-thiazole-4-carboxylic acid (6-methyl- -
pyridin-2-yl)-amide;
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2- Met hyl -5- (pyridin-3-ylam no) -thiazole-4- carboxylic
acid (6-fluoronethyl pyridin- 2-yl) -am de;

wa@a-20stonyds4 5- (pyri di n- 3-yl am no) -t hi azol e- 4- car BOXAEPR®6/000090

acid (2-chloro-pyridin-4- yl)-am de;
2- Met hyl - 5- (pyri di n-3-yl am no) - t hi azol e- 4- carboxylic
aci dZ(Meﬂpﬁ}—ﬁ}(ﬂ -msthylepymiddn- 3Wl@mmaiiﬂt]dﬁiol€4l\@wdﬁyhc:5ac1d (2-methyl-

Bt di m no) - t hi azol e- 4- car boxyl i c acid
%EM | ?Ig%pdylfllgdl n-2- yl)-am de; ‘

2- I\/Eﬁ’r(ﬁ’rc}@ngﬂ?b’mdm ﬁ-y?a:jrmha)rinﬁi)t)hﬂhﬂh&?egale@t -darbakiRak i (8-chloro-
t hyl - pyri mdin- y am de;
gﬁ%\r&l)ﬁéﬂ% yrim di n-5-yl am no) -t hi azol e-4-carboxylic
aci d5((6 G:}hhofro’npiyr gd'ﬂamglﬂo%-wrheth;?ﬂt?l%zole 4| carboxyhc ta)1c1<:1 (6-methyl-
rimdin-5-ylamno i azol e- 4- carboxylic

EYL]}%B &1&4}8{ pyridin- 2-yl)-am de;

2- NgﬁWhmE 7 pwthymthhjamlaydamxpm acﬁcn(aaqbﬁy Ah&ANDANM! C

aci t

2 I\/E% g\g‘ftﬂg ? %@P’T Cf:ﬁl%‘}aar%”&ﬂ) Tk ﬁ‘g? s iborslieadd FBlesorphenyD)-
,(2 methyl pyrl din- 4-yl)-am de;

aCI di ?Ué ﬂf:‘ﬁ ?% ?}Y(ij @Yﬁgl?yg y na%a évgallz% ec—)éll %arbo%?l{cba%;( (|6I r%ethyl-

-Q)Hmnﬁyj’l)%nﬁq]mrl m di n-5-yl am no) t hi azol e- 4- carbox7lic

aC| I a

d% é’ﬁﬁtﬁﬁ i EP I%JWO?ﬂHa@lwaq%fbﬂ%yh% #iih g methyl aridin-2-

bxl;nhdec aci d (3- chI orophenyl) am de;
) ri.din-3-y amn)thlazole4c

b 0)'\(/% Metggl dflp(}’ém}}gﬁ%, %ﬁlpgﬁ ~thiazel ey‘g-)cargﬁfcﬂg acid (6-methyl-pyridin-
2yMeintigé;- 5- (4- . met hyl - pyri di n- 3- yI am no) t h| azol e-4-ca
r bo Ldin yl)

?y@/ %H'i%pﬁ’y é}nggé’%ﬁl gﬁ HB§201P ﬁ@fthPﬁYltcrﬁC&Hﬁ Feethybpytidin-2-
ylb galmde acid (3-chl orophenyl)- am de;

2—Methy1—5—(pyr1da21n-3-ylam1no)-th1azole—4—carboxylic acid (6-methyl-pyridin-2-
yl)-amide;

Acetic acid 6-{ [Z-methyl—S—(pyridin—3—ylamino)-thiazole-4-carbonyl] -amino}-
pyridin-2-ylmethyl ester;

2—Methy1—5—(pyridin-?)—ylamino)—thiazole—4-carboxylic acid (6-hydroxymethyl-
pyridin-2-yl)-amide;

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

Acetic acid 2-methyl-6-{ [2—methyl—5-(pyridin-?)—ylamino)—thiazole—4—carbonyl] -
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-(pyrimidin-S-ylamino)-thiazole—4-carboxylic acid (5-hydroxy-6-
methyl-pyridin-2-yl)-amide;

© 2-(2-Methoxy-ethyl)-5-(pyridin-3-ylamino)-thiazole-4- -carboxylic acid (6—methy1—

pyridin-2-yl)-amide;

2-Methoxymethyl-5-(pyridin-3 -ylamino)-thiazole-4-carboxylic 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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| Y¥)

5- (5- Cyano- pyri di n- 3-yl am no) - 2- net hyl -t hi azol e-4-carb
ox7lic acid (6-nethylpyridin- 2-yl)-am de;

wo-260s5ines82- net hyl -t hi azol e- 4- carboxylic acid PCT/EP2006/000090

(3-chl or o- phenyl ) - am de; -10-
2- Met hyl - 5- (pyri di n-4-yl anmo) - t hi azol e- 4- car box7lic

acid %@Y@ﬁ@ﬂe’i—@wm -B-ylafindg;thiazole-4-carbo id 6-met -
%O)M; 4 5- (2-met hyl - pyri di n-3-yl am no) - t |1%%Ccl) ( me }gl pyridin-
e Aci d (6-net hyi pyridin- 2-yl) -ande;

2- Ve 2hBthylss-(gyidiashylaing) atiapsl: -4 Hieaglieada @hbéml 1)-
(ql (6-nethyl -pyridin-2- yl)-amde; 2-Met hgl Y?ldm 2 7
pyri’m di n-2-yl ami no) -thiazol e-4-carboxylic acid

( 6- mBtitrgbylptr(pydtidin-32lathimodthidesle-4-carboxylic acid (6- _
g I\%ﬁ? | -5-(pyridin-2-yl am no) - thlcggolxglcdfacéar g%(eﬂfylgyndmz
12 -net hyl - pyridin-2- yl)-am de;

2- NE@HWprtip;(lfof falini-B-ydar¥indNithig) old-2l AAxSH
ZI g - et hyl ppyll;“ di ny% nyFnt -adm ge Acetléf%&(ggéog%g{}?%yndm -2
? e -5-(pyridin-3-ylam no)-thiazol e-4-carbonyl ]

- ani ﬁdﬁethﬂy?-l(ﬂhﬁbtﬂyl}ﬂyﬂﬁhhﬁlylﬁﬁh%5 thigzdiR Lt w{bé%hc acid (5-fluoro-
Y girl 3-yl,am no) -t hi azol e- 4- carboxyllc ac
%%41111 B Pr'é ‘ﬁyl pyridin- 2-yl)-anide; 2-Methyl-
2Methyl-5 it ic aci
L B e
[ 2- @Whyl&(%ﬂet@l@yﬁdﬂi a&gho%ﬂh%fé 24O RN b methyl-

B9 )ﬁ}/ - ester;
yr| él 34 eam no) t hi azoI e-4-carboxylic acid

5- h3riif -5 dpYerigemel]
VB Dy B (e o i b o acd (5 giogpyrtin2-
act CF% hydr oxy- 6- net hyl - pyri d| n-2-yl) -am de;

2 ( 5nmchmfy it3-3 <yRenbiR§-0 Oth h Pt 3 3D
hox C*pgir(G ne-y{iiThlyg/l pg/” heth; %ﬁa&}P; @lar%lé%ﬁizc ac%(% faoro-
KA.
yl)-ami

2—Methy1—5—(4-methyl—pyr1d1n—2—ylam1no)—thiazole—4—carboxylic acid (5-fluoro-
pyridin-2-yl)-amide;

2-Methyl-5—(pyrimidin—S—ylamino)—thiazole-4—carboxylic acid (2-chloro-pyridin-4-
yl)-amide;

2-Methyl-5—(2—methyl—pyridin-4—ylamino)—thiazble—4—carboxylic acid (5-fluoro-
pyridin-2-yl)-amide;

2—Methy1—5-(2-methyl—pyridin-3-ylamino)—thiazole—4—carboxy1ic acid (2-chloro-
pyridin-4-yl)-amide;

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

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

5-(5—Chloro-pyridin-S—ylamino)-z-methyl—thiazole—4—carboxylic acid (2-chloro-
pyridin-4-yl)-amide;

5-(5—Cyano—pyridin-B—ylamino)—2—methy1—thiazole—4—carboxylic acid (5-fluoro-
pyridin-2-yl)-amide;

5-(5-Cyano—pyridin—3—ylamino)-2-methyl—thiazole—4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;
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2- Met hoxynet hyl - 5- (pyri di n- 3-yl am no) -t hi azol e- 4-car bo
xylic acid (6-nethyl pyridin- 2-yl) -am de;

wa-20600 6431 opy| - 5- (pyri di n-3-yl am no) -t hi azol e- €TAPHDEBG00090

lic acid (6-nethylpyridin- 2-ylyj-am de;
2- Cycl obut yl - 5- (pyridi n~3-yl am no) -t hi azol e- 4- car boxy!
iC an—Me(}ﬁd-l‘iE(tZLh:ylbtﬂyly‘pYrﬁdlﬁ -3-y1a1%1r}6))thIa@&hdlecarboxyhc acid (5-fluoro-

i di n-3-yl am no) -thi azol e-4-carboxylic
Xflg“%%yﬁeélﬁiﬁez pyridin -2-yl) - am de;
2- Pr Qplyﬂetlﬁ;fl-6P(}plyhﬁiuﬂin%-)flhﬁﬁﬂd)%Iatzbl'eaizé’irgofy‘hg aEa YA dehyl-
aci.d. h%n pyridin-2~ yl) -am de;
PIHEng %‘5’ i@Byri di n- 3-yl ami no) - t hi azol e- 4- car boxyl |
c aCI5d(5€©ydTEi-ﬁ)Mid'1ﬂ-)8E)ﬂﬁhﬁro?—'2 MedhiyRMi#Rle-4-carboxylic ac1d (2 methyl—
met hyl - pyri di n-3-yl anm no) - t hi azol e- 4-

%&1 1ni" 'YQC?%%GS fluoropyridin- 2-yl)- ami de;

2- Metshgglc 1dih Bl b ' hi 3
S R B i

amid

2 'VEQhMEthﬁ Gztzlffﬁ&th%’lh pyRidih-G dﬁatﬁln}él) ?%Hfa%?% 4l %’r@(ﬁ?f i€a4a €Akhloro-

boxyl i C|d(2rre yl pyri
Y’i\‘é‘t"ﬁ 'IVf>l ’ra2| n- 2-yl am no) - th| azoI e 4- carbox7lic
aCI d5((5 Mleﬂﬁhékuﬁ%ﬁ lqisyﬁgl l?na?))ﬁilla)mlﬁﬂ) qemﬁth?ll -thiazole- —ce_lr}ff)xylic acid (2-

55 fo-pyridin mno) - 2- met I azo
Pé’T g é‘Y)?)affl}dGoropyrl di n- 2-yl) -am de;
2- NEQWE&?I‘—@{SHE&HMLW@M%&@@Ylgm)f @ﬁmﬁ‘%fe@%aﬁ%&ﬁm%aﬁ%& methyl-

lic 3 | uoropy tid
E Ph‘V g ?’rlmdlnSyIamno) tb. i azol e- 4- car boxyl i

C aCQQVIétgngJ(anQetHWﬁygidamg 24- ylhﬂn (g%fjﬁs)le- ~carbo él_C 39161 éi’;—chloro-

Q@t % met hyl-"pyr i m no Iazo
BOXSPT Yétainéi £5- fluoropyrldl n- 2 yl) -ami de;

2- Ve |
6752?':}6{1%0%% (}gﬁgﬁ%o r,‘zg%l%ﬂrh?ld fhﬁ;?toﬂ @'%1%8#]1 (glacﬁiz@ I%eéiyf: Blrimidin-

5-(4-Cyano-pyridin-2-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

5-(2-Chloro—pyridin-4-ylamino)—2—methyl—thiazole—4-carboxylic acid (2-methyl-
pyridin—4—yl)—amide;S—(4—Chloro-pyridin—2—ylamino)—2—methyl-thiazole-4-carboxylic
acid (2-methyl-pyrimidin-4-yl)-amide;

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

5-(5-Methanesulfonyl-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (6-
fluoro-pyridin-3-yl)-amide;

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

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;

* 2-Methyl-5-(5-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-fluoro-

pyridin-2-yl)-amide;

5—(2—Chloro-pyridin-4-y1amino)-2-methy1-thiazole—4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;
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2- Met hyl - 5- (pyrazi n- 2-yl am no) -t hi azol e- 4-car boxylic
acid (2-chloro-pyridin-4- yl)-am de;

wo6-2(@/0Tksor o- pyri di n- 3-yl am no) - 2- net hyl - t b. i aPorEP20606/200090

rboxylic acid (2-nmethyl pyridin-qz4-yl)-am de;
5-(5-Chl oro-pyridi n-3-yl am no) - 2- et hyl -t hi azol e- 4-car
‘box 76 (6-Methtbx{-Dycitilnos-gRwih6)- B-méhll thiadfled€carb oxylic acid (2-methyl-
g'zl(i?ih%a@?a[gg' ridin-3-ylamno)-2-nethyl -thiazol €-4-carb
yI'tc dc] l>(éﬁ’-fluoropyrldln- 2-yl) -am de; ‘ :

5- ( 520Mathgt-py(6irdéthyl3pyidai R m Ao Rhibydle 43O B A58 8- -
gx Lic gg?d (;2- rretﬁfﬁ%yri mﬁgéi) n- Zt?yl ) -am de; EC&I&@'&&}M

TRAPRS YD smid et hy | -

ryri. di(ﬁ-l’&u@‘ﬂo@{?{riﬂm-ﬂt}ﬂ&rﬁﬁﬁb 2= theRHT-BA501d-E 26 xylic acid (2-methyl-
éS-.a.l u er ridin- 2-yl) -am de;
h‘g‘?’ B%TIB?H m di n- 5-yl am no) -t hi azol e- 4- carbox7lic

aci d2 It 5 pydthyll XH-Byradolys- h&Rthiazole-4- ic acid (2-
5-{5-%2?2-? e yT ani no) ?y%‘-ﬁ{nﬂég)ﬁixhﬁ%ztoﬁ Lrabonficadid 2
By 8 %’ 4Ry | pyri di n- 4-yl)-ani de;
5- ( 52-Byehgl- Py pyritin-33yl¥has) 1Rhzd: S AH Pimidin-

XWl i c. _c?d 3((%}& m;t r?i% pyri r)nng]?d%&ejzlef/al?%/&girhbgga(e& %e‘%ﬁﬁ"‘l{y%mdm
g'ynéfﬂﬁ%t 5- (4- met hyl - pyri di n- 3-yl ani no) - t hi azol e- 4- car
boxy?iNediids —(?yrfcﬁﬁ@t}ﬂﬁﬁfdo‘}i-!tﬂi'azélé—ﬁl—éaib%&lig §cid (2-chloro-pyridin-4-

(5~ Met hanesul fonyl - pyridin-3-ylam n
%%"gﬁ’é{}%yl -t hi azol e-4-carboxylic acid (2-

met MM eyl s (-dihorom @) 19Sridin-3-yl)amino)- thiazole-4- ic acid (2-
Z%Lh%ig 6- met hyl - py?ilf azli r11r-1 4-}9?aénr%1n?1)o)ﬂyetuﬁllea%gﬁréjpﬂl%:c acid (2
Delkpyiidingyh-amideet hyl pyri di n- 4-yl) - ani de:
2- VoS- (P Gry BBy tmYihb 82 H O h- ok APl NR L arh BloA% AR (4 Sethyl-
ar box7l i.c aci@gﬁ?z- ctXI or op{/jri di n?11 4-%%%%%@%%1% (ﬂ iethy]
B Esdy8mide y| ami no) - 2- met hyl - t hi azol e- 4- car box7l i ¢
aci o5 2-CmRsrBYbyril- U1 iNo)- - My PR flR e -4- ic agid (2-chloro-
5- (4- Q/)ggo- pyéryirdi n- g{lyl E) no%ﬁ-%l}’%egﬂtl%g}e-% iSboxylic agid (2-qploro
R}%ﬁl@'é‘ PY2- net hyl pyridin- 4-yl) -anide;
5—(S—Hydroxymethyl-pyridin-S-ylamino)-2—methyl—thiazole—4—carboxylic acid (2~
methyl-pyridin-4-yl)-amide;
5-(2-Cyano-pyridin-4—ylamino)-2-methyl-thiazole-4—carboxylic acid (2-methyl-
pyridin-4-yl)-amide;
2—Methyl—5-(2—methyl—2H—pyrazol—3-ylamino)—thiazole—él—carboxylic acid (2-
chloro-pyridin-4-yl)-amide;
5-[2-Methyl-4- (2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamino] -
nicotinamide;
2—Methy1—5-(5—su1famoyl—pyridin-3—ylamino)—thiazole—4—carboxylic acid (2-methyl-
pyridin-4-yl)-amide;
5-(S—Pluoro—pyridin-S-ylamino)—2—methyl—thiazole-4-carboxylic acid (2-chloro-
pyridin-4-yl)-amide; :
5-( 5—Fluoro-pyridin-3—ylamino)—2—methy1-thiazole—4—carboxylic acid (4-methyl-
thiazol-2-yl)-amide;
5-(5—Fluoro—pyridin-3-ylamino)-2—methyl—thiazole—4-carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;
5—(4—Pluoro-pyridin-z-ylamino)-2—methyl—thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;



5-(2-Chl oro-pyridin-4-ylam no) - 2- met hyl -t hi azol e- 4-car
boxylic acid (2-nmethylpy tidin-4-yl)-am de;
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box7lic acid (2-methyl-pyrimdns4-yl) -am de;
2- Met hyl -5- (pyri m di n-5-yl am no) -t hi azol e- 4-car boxylic
aci d 5t &-Blaby-pyrddih! @6 @Re Y ety ihidSole-4- ic acid (5- -
5-}%%: t hane pff olnyl §alpyri di n- ??—yl arrli nog- 2€aﬁgc%le;lc ailctlcrlﬂ(saguoro
SVER A DI ¢ acid (6- fluoro-pyridin-3-yl)-am de; :
5- (1 5-5M5- Habes i @RYI-yIRMIA FL N m3 iyl A 63 -4 2 &R .
olﬁ_-Pf-&?alr b0f<y |,8 aci%l (2-(gmet h&#ﬁ%%& éizcr?ﬁxg%{%a&mﬁﬁethyl
14 Hlél,zo -3-yl)-amide;
2- Methylettyt-6 Py pyriiAlis0y RreitlyB oA b i 8510048465 31 - -
o (4-}%0%1?%- rITEt E{/I _[:e)hgﬁyl i Lml!ﬁ'gg;ﬂé’él it &LLAA (3 -Snethyl
PYNEIR§ D5l i di n- 3-yl ani no) - t hi azol e- 4- car boxyl i ¢
aci d 2( Ryl 20y el sh Bryd he®ithiazole-4- ic acid (2-
AR e R S R
PR B R inaiding 4vD-4idsr opyri di n- 2-yl ) - ani de:
5- ( 2-5QhL DOk Py Lvel 7314 =¥ i, 18, S L A RBh- }
boxyl_ic_ag agglgj (. -ygrr%t hyl%%/r%iﬂpnpgi%l-gthgl?g/}i?%/ﬂozeta?ﬁcgléo?kﬁmﬁcwz methyl
PYPBUGBrHERN 2P di n- 3- yI ani no) - 2- met hyl - t hi azol e- 4- ca
r box BlixG-Bahethii2e Y AR5 ;16 We (- ic acid (2-
o NEthy L BALS. &etﬁ@%&?i%ﬁﬁgz ; fé%%l?fng@% 4-carboxylicacid (2
mespdAyrismidincdvhoayidec aci d (2-methyl - ryridin-4-yl)
- am deVfethyl-5-(1- -1H- -4-ylamino)-thiazole-4- ic acid (2-
5 (5-F1 U0l 0. Py o e a ST et hey et s sehoari i @

Dyliryrigdin-4-yDraseids pyri di n- 4-yl) -ani de;
2- NEQIME : |:= e . il e . . _ _
sl R R e s 2o (omei
REERYdnpg YD @imide- yi ) - ani de;
2- Mebhwt - € pyLh i A 110 L azol.e-4-ear biC.yon
acid( 4{3’?}21; %5?_?%??%%%@@_ @-}Saﬁgfrh@)égl;lgzof'e g%arkf)%gghc acid (2
me tyrinBdinpd ) dintidg- yI ani no) - t hi azol e- 4- car boxyl i ¢
aci do (@l O% PpMEH IR %50, 5 BT QO it lod. ic aci
i
setnd-pridiar bk 7amideaci d ( 2-

- 5-(5-Difluoromethyl-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-

methyl-pyridin-4-yl)-amide;
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-
trifluoromethyl-thiazol-2-yl)-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-
1H-pyrazol-3-yl)-amide; .
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide;
5-(4-Cyano-2-methyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-carboxylic acid
(2-methyl-pyridin-4-yl)-amide;
5-( 5—.Cyclopropyl—Z-methyl-ZH—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-yl)-amide;
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met hyl - pyri di n-4-yl)-am de;
5- (4- Fl uor o- pyri di n- 2-yl am no) - 2- et hyl -t hi azol e- 4-car

woansloressaci d (2- et hyl pyridin- 4-yl) -am de; PCT/EP2006/000090

5-(2-Chl oro-pyridi n-4-yl am no)-ja--met hyl -t hi azol e- 4-car
boxylic acid (2-chloropyridin- 4-yl)-am de;
5- ( 5- mﬁh}oympt/h&m-@yranﬂn@) 3ﬂétaﬂ1tﬁm01&4n@trms&m£ Q&l@%PJmethyl—

X’ ic.gcid (2- nmethyl-pyridin-4-yl)
EI—fB Jﬂ g?’n 4-yl am no) - 2- net hyl - t bi azol e 4 carb :
oxyl 'QCMathY‘H‘S( 2- (llﬂtﬂqtﬁﬂlitﬁrb@t Hy1)-2 y)faz@[rB%mmo th1azole 4-carboxylic
aql(\{gg)gé 51 é}gd&e % yrazol -yl am no) - th| azol e- 4-
car Ftlhg g2 &ml 50-pyridin-4-yl) -amde; 5-

[ 2- I\/Et—@yd}yéep(rapﬁel methywﬂ Birazdt=3y 16 ANRA M Xiryl h 82 4.5

m,no ni c

er?@ a] ‘od@5m§ﬁ’15’#ﬁ%ﬂiﬂra7;5’§/l3| Wi-Amidey| ani no) -t hi azol e- 4-
Car bGXMLﬁﬁcl@iibplyl(ﬂm%ﬂ{yﬁlal ragh] B lg‘myr{()) A A6 th1azole 4-

5- El uor p- pyri di n m no msthy-thla ol e-4-car
rvlie aﬁl’ﬂo(é lﬁlue’fﬂr’&"rtbﬂyfﬁiaéP]ng‘Yh) -amidesani de;

5 ( 52HMu@in5{errhéihﬂ ﬁtﬂﬂt&ﬁbﬁx@b}wf’-zﬁe%ﬁﬁoi tag;ﬂaﬁﬁlﬁ s RE-4-
7I|c &&4 net h thlﬁ?rﬁ
8’“351 Cli‘(‘ﬂ'do pthg Podipidamineiides net hyl - t hi azol e- 4-carb
ox7| sqsaquaro(;%rrmmy;lmmomzdfn@f Xﬂﬂiﬁﬁole -0, 8yl jeacid (4

yridin yl am no) - | azo
Bycf rPB;’iaIi‘Faﬁgl ]Sr@(nh‘ Bpyri mi din- 4- yI) ani de;
5- ( 5517(75@{1@‘0 ideH-B=y3anin@d o200k that- ffﬁﬁzole 4-carboxylic acid (3-
thia ‘iar boxyl ic acid (5-fluoropyri ar -
Ey 9} Zl‘&fi pheny) amide;
5 (551%15@&&0 i!dﬂi Bviﬁarﬂﬂnaﬁﬂz%lﬂl HHHB}Q)AI E&Pbg%ﬁ Gl [G92-
71 - met hyl | yraz
{bé)txp{ lH pyrazol 3—yl am1 &
[ (pleMét 135-YbyFRARL 8L L2 AR o) Rhial Ak A2 QB 1i 2GR QX L :
CI Y %2 rrgt Y[]L}gﬁl dl))lna_l 40‘3 ia lﬁg : oxé)l?hggég’ @i(zljlﬂ&oromethyl
7 SMD » met hyl - 2H pyrazol 3-yl ami no) -t bi azol e- 4-
car bDMéth?l ﬁ@py‘i‘idﬁx?é-ylamino)-thiazole-4—carboxylic acid (1-methyl-1H-pyrazol-
3-yl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid [1- (2-methoxy-ethyl)-
1H-pyrazol-3-yl]-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (4-cyclopropyl-thiazol-
2-yl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-
yl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid thiazol-2-ylamide;
5-(5-Cyclopropyl-2-methyl-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-
carboxylic acid (4-methyl-thiazol-2-y1)-amide;
5-(2-Chloro-pyridin-4-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-yl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-ethyl-thiazol-2-yl)-
amide;
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-
yl)-amide;
2-Methyl-5-( 1-methyl-1H-pyrazol-4-ylamino)-thiazole-4-carboxylic acid (4-
methyl-thiazol-2-yl)-amide;



met hyl - pyri m di n-4-yl) -am de;
5- (2- Et hyl - 2H pyrazol - 3-yl am no) - 2- et hyl -t hi azol e-4-c¢
wanbww7iise aci d (2-met hyl pyri m di n- 4-yl)-am deCT/EP2006/000090

5- (2, 5- D net hyl - 2H pyr azol - 3- W 1&m no) - 2- et hyl - t hi azol
e-4-carbox¥l ic acid (2- netiyl-pyrimdin-4-yl)-am de;
2- Vethletlsl-5r (pireieing-y]aphipy)-dimloledd-yhrbiglie)acidni4az othek friazol-2-
g@tg}gﬁ%l ic acid (2- nmethyl-pyrimdin-4-yl) -am de;

“Met hyl - 5- (3- net hyl -i soxazol - 5-yl ani no) - t hi azol e- 4-ca
r boxyr '%S‘Eéméthl}’bzﬂepmwwF‘)ﬂﬂhﬂ]iobl—Z-Iﬁe&ﬂyb—t}ﬂ@rﬂldj@%carboxyﬁc acid (4-
gng\@%h%ka-zér_ﬁ_g@;%ﬁl g;l -lif-pyrazol-3-ylam no)-thiazole-4

| -

-carbox7/lic nmet hyl - pyri m di n-4-yl)-am de;
5 - 2- MehYlethgl-5t(1 maethyl L hpypyzoh 3 ollarding) -alithndd-41 itz gh@adt (4-
G Lo Achd (:2-. met hyl -pyridin-4-yl)-ani de;
5- (tgﬂgx%alkﬁloggprgatnﬁéf’ pyri di n-3-yl am no) - 2- net hyl -t hi azo
| e- 42cMethok§t(pridiotdyleinoethivg blepy tdrBoxylid-ayid)(4-rAdthflehiazol-2-
§r)(a'§ﬁilag.uor 0- pyri di n- 3-yl am no) - 2- net hyl -t hi azol e- 4-car
boxyl i € acid (4- trifluoronethyl-thiazol-2-yl)-am de;
2- Nbﬁ_]zt{)st 15lu9td1hdh¥if%y.2idjﬂzamlfr§mot) @gﬁéﬁint}ﬂaZb@J—m%ﬂUokﬁic acid (4-
= mathyh - din-4- yl)-am de;
1 g{-‘el(ﬂgl-lcﬁlaggraoéj@ra%%- 3-yl ami no) - 2- et hyl -t hi azol e- 4- car
boxy BiMethyl-g (pyrimistiingl flitnirpy thiagdle-3-kDoxyBrh 8@ (4-methyl-thiazol-2-
%)- ;%! - 5- (pyrim di n-5-yl am no) -t hi azol e- 4- car boxyl'i ¢
aci gxl" net hyl - | Hpyrazol - 3-yl)-amn de; _
5- ( 42-Ofethp-2] Gmrﬂdiﬂ-é%lnahylamiina}-ﬁii@men@)car%nﬂfﬁgé’a)dct (talt&'nethyl—
yl)-am de;

2Ol EH4aC xylic acid (2-methyl-pyridin-4-
5-%8?§'%)f%%?%byl - 2-met hyl - 2H pyr azol - 3-yl am no) - 2-net h

15y - _tzqﬁl\@qbyles-apyrmamqumm)aniaﬁoléawmsdaaylic P (sl i
El?il\’%]t ﬁ%ol_é:y(l)z—?%%eﬁyl - 2H pyrazol - 3-yl am no) - t hi azol e- 4-
car boRdthd-SaGhydidf-3 - ylahing) -thitk y a A oxPtiyAdid Ml oxymethyl-
R e A - | icacid
I n-4-yl’amno) - 2- met hyl -t hi azol e- 4-carbox7lic acid
(1- rﬁe(i'ﬁﬁ]yhﬂtd)—pyridin—?)-ylamino)-2—methyl-thiazole—4—carboxylic acid (4-methyl-
20  thiazol-2-yl)-amide;
5—(S—Pluoro—pyridin—B-ylamino)-2—methyl—thiazole—4-carboxylic acid (2-methyl-
thiazol-4-yl)-amide;
5—(2-Chloro-pyridin—4-ylamino)—2-methy1—thiazole—4-carboxylic acid (2-methyl-
thiazol-4-yl)-amide; '
25 5—(5—Chloro—pyridin—3—ylamino)-2—methy1—thiazole—4—carboxylic acid (4-methyl-
thiazol-2-yl)-amide;
2-Methyl~5-(2.—methyl—pyridin—él—ylamin.o)-thiazole—4—carboxylic acid (4-methyl-
thiazol-2-yl)-amide; and : |
5—(4—Fluoro—pyridin-z-ylamino)—2—methy1—thiazole-4-carboxylic acid (4-methyl-
30  thiazol-2-yl)-amide.

In certain embodiments of the compounds of the invention R® is aryl optionally
substituted by
cyano, chloro, fluoro, bromo, CFs, CHFE,, or -0-Ci-Cy-alkyl; or
-(CO)-RY, wherein R%is Cl-Cy—aIkyl, NH,, or -O-C;-Cy-alkyl; or
35 -(CHz)m-R’, wherein R® is OH, NH,, -NH-(CO)-0-C;-Cy-alkyl; or
-NH-(CO)-C,-Cy-alkyl; or



10

15

20

25

30

35

pyrazol - 3-yl ) -am de;
2-Methyl -5-12-(2,2,2-trifl uoro- ethyl) 2H pyrazol -3-yl a

wonomwlo7adsik azol e- 4- car boxylic acid PCT/EP2006/000090

(2-nmethyl -pyridin-4-yl)-amde; 16 -
5- (5- Cycl opr opyl - 2- et hyl - 2H pyrazol - 3-yl am no) - 2-net h
yI - t hi-@2z0HgF,40-CHIFLeRyCEg oaCi d

SRS o e raz%f’%ﬁz%ﬁg‘pw%mmcyﬁmﬂ%m NG

yl -t heldgl)j @ 4- carboxylic acid
(4-trifluoranethyl-thjazol-2-yl)

Gt B GO N Pb o e Bl ioh e Prqpyplatiot foBoving
-am no)em,bbaﬂ@s] e-4- carboxylic acid

2- | - 4-
gE %Bﬂg FIHF‘Zr?l%‘l%?P%’ﬁ?fﬂtf)aC@-mmmdw azol e- 4- car

box 7B4P¢1eﬁ}21hﬂ111€(4th1%6‘fé mmesé;bhc a@ida(éoéh%@roy]%}kngl?o dg o0

5@ r|d|n3yamno--ma

b OX7F @eg@plam{ th1ﬁ2@qub—>@§,r wa.qglr(én@qo)ro Iﬁlnmd};amﬁe,

5- (SSJPlhblﬂy’l@mEWd i Adte3s )éh@ﬁkﬁ&)acl% (@BhbRbE ﬁkcﬁﬁ% J4nGa;
boxy%f %en)glamlno—thlazzolenéftcgrob)é})c/yhitaad 6- chl%éo péyrn?ilno 2—}% arrr?li,

2- Mes Phkngda L, a -ar
d;g e IS VBl A0} Srafiggar boxy! | ¢

podemiio-thigzal 174rhmh@)aaﬂr{&ancihel - thizgal-BoR74rhicle;
aC' d5-«3 ﬂmﬁéﬁﬁnﬁaﬁﬂ%@zﬁgﬁoﬁO%L%R@}g}%fg%ud 43-¢hlqra-phenyl)-amide;
aC| F (]%‘C f%Bh?lY&fhlylp)-Ihlﬁlqlqﬁfcaﬂmb{ﬂk- E}Cﬁq (&dﬂvﬂ:ephenyl)
@nidef hyl - 5- (pyri di n- 3-yl am no) - t hi azol e- 4- car boxylic

aC| d 4- cyc| opro yl -thiazol - 2-yl)-am de
ﬁ%r Iédelﬁgﬁrp Frpvlamnipp hthisas)e- - raboylis aticar tibathide;

e, g S ORBc n
8’ t hi azol - 2-yl ani de;

- @{@JD?EHIQW% %ggf)r:ﬁ ¥ ﬂgetzl'o%yi %czu%lox;‘?hc ac1cha6n191)omo-pyr1clﬂn -2-yl)-

I hi azol e- 4 I'c acl
3(1’2? fret hyl -t hi azol - 2y|) am de;

o S D I e 2R L5802
€5

5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;

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

5—(3-Cyano—phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide;

5—(3—Cyano—phenylamino)-thiazole—4-carboxylic acid (6-bromo-pyridin-2-yl)-
amide; |

5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-
amide;

5-(3-Cyano-phenylamino)-thiazole-4-carboxylic acid (2-methyl-thiazol-4-yl)-
amide;

5-0-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-yl)-amide;

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



10

15

20

25

30

35

2-yl) -am de;
2- Met hyl -5- (pyridi n-3-yl am no) -t hi azol e- 4-carboxylic

waceim/ofsset hyl -t hi azol - 2-yl ) - am de; PCT/EP2006/000090

2-Metb.yl -5-(pyrimdin-5-ylanmng)-thiazol e-4-carboxyl i
c acid (4-nethyl-thiazol-2- yl)-am de;

- 2- MebHytBiSa(d-phetyhytinb OBz
Rl oo o Ca ety g cofbo AR RS B i)

2- N@tlly| 5- (pyri di'n-2-yl am no) - thrazole 4- carboxylic
aci d5¢(a- - hetyivphe i ramo) tRiazdlk-4- ca@®i:5Bs acd g@ Rt 1 %1'3%1 2-y1)-

xazol - 3-yl am no) - 2- net hyl -t hi azol e- 4- car
acid’ (4- . nethyl-thiazol-2-yl) -amde;

2- MebH§i5-Binfdth lahthi
g@ ﬁ@?ﬁgl i Cglgl dm??hér?gtahym ﬁ%éa%? %)el34 g%&mﬁ)a‘:{dg%%%ﬁ P yr1d1n-2-

Yyl -5-(pyridiii-4-ylam no)-thi azoI e-4- car boxylic
aci d5((375Mﬂl@ﬂytplﬂﬁﬂbnﬁno)ﬂh)azbﬁq gﬁ‘boxyélc a1c1dhmI lty*1 amide;
|

azoé

5-(5s i.n | am no
| e- 4~ ?%.rl\g X’i EP %{ gﬁgp '—Cﬁllbpﬁ}éltﬂa-c@— (@I—f,netbahp}zieadm 2-yl)-
amidet hyl - 5 (pyrl m di n- 2-yl am no) -t hi azol e- 4- car boxylic
ac:|d ffF :hthlazoéﬁ am de; 2-Met hyl - 5-
[(pyrl d| %’ aﬁ&f 4 qahbcaqm md(@m@bﬂmwldln -2-yl)-
aangidel; ( 4- rret hyl t hi azol 2-yl) -am de; 2-Methyl-5-(py

car boxylic acid

tidi | am thJa ol e-4
(5 rib PR RE aminpf Shinsodei-coriynytic s Gosmethyl-pyridin-2-7)-
agailet hyl - 5- (pyri d| n- 3 yl am no) - th| azol e- 4-carbox7lic
aC| A-qret ho t hyl t hi azol - 2-y - am de;

% %Eﬁgrwﬁ%&f lgogrﬁam%)l -czrhmvlmmd (6- mzediyé—p#md]mbyl)
am«dél c acid (4-nethylthiazol- 2-yl) -amde; 5-
(5- FI rid yl am no) - 2- net hyl -t hi azol e- 4- car bo
x71 % gc&éé)‘%é @Fﬂﬁﬁmmoaszlazoln 4y¢a)fb0)a'h1: ded (6-methyl-pyridin-2-yl)-
aid&- Chl or o- pyri di n- 4-yl am no) - 2- et hyl -t hi azol e- 4-car

box 1l C 2-nethyl thi azol -
[ 2,6—B1ﬂuor(g -phenylamino)-thiazole-4-carboxylic acid (6- -methyl-pyridin-2-yl)-

amide;

5-(3,5-Difluoro-phenylamino)-thiazole-4- carboxylic acid (6-methyl-pyridin-2-y1)-
amide;

5-(2,3-Difluoro-phenylamino)-thiazole-4- -carboxylic acid (6-methyl-pyridin-2-yl)-
amide;

5—(2,5—Diﬂuoro-phenylamino)-thjazole-4-carboxylic acid (2-methyl-pyrimidin-4-
yl)-amide;

3-[4-(3-Chloro-phenylcarb amoyl)-2-methyl-thiazol-5-ylamino]-benzoic acid
methyl ester;

5—(3-Hydroxymethyl—phenylamino)-2—methy1—thiazole—4—carboxylic acid (I;S—chloro—
phenyl)-amide;

5-(3 —Acetylamino—phenylamino)—2—methy1—thiazole-4—carboxylic acid (3-chloro-
phenyl)-amide;

2-Methy1—5—(3-sulfamoy1—phenylamino)—thiazole-4.—carboxylic acid (3-chloro-
phenyl)-amide;

{3-[4-(3- Chloro—phenylcarbamoyl) 2-methyl-thiazol-5-ylamino]- -benzyl}-carbamic
acid tert-butyl ester;

5-(3 —Ammomethyl—phenylamino)-2—methy1—thiazole—4—carboxylic acid (3—§hloro—
phenyl)-amide;



10

15

20

25

30

35

4-yl) -am de;
5- (5-Chl or o- pyri di n- 3-yl am no) - 2- net hyl -t hi azol e- 4-car

woanosloressaci d (4- et hyl t hi azol - 2-yl) -am de; PCT/EP2006/000090

2- Met hyl - 5- (2- net hyl - pyri di n- 4-yl am no) - t hi azol e- 4- car
box7lic acid (4-nethylthiazol- 2-yl) -amde; and

5- (4-3F[ 4D IeBhydyr {CinBthat- m b }1c2rb9ﬁf09b§'th{agéﬂ?sz-§ﬁ'ammo |%6¥nzoic acid

boxylic acid (4-nethyl
f Xlleﬁ én‘oodl mants of 'the conmpounds of the invention

RS i s @fwydﬂﬁt/h@ buexgwﬁq b YL AP XA EBLLNRacid (6-
‘oG L or e0™
L{aﬂeﬁ’%}#ﬂﬂ §m€§eac 7-al kyl , NHZ%gr ' Qo EA/ i:?%l
gf -7 §533k1§1)efﬁaﬁss o "-Iﬁieﬂleﬁnﬁ %ﬁt%lazﬁe—%%)%c acid (6-
e FPYﬁdHEy - Smlckfr -S(O)2 Rf wherein R is QC
7-al |QyMet try N6 3-suldin 671 eﬁgllﬁé'lln&) thtlég-al lg%agé(}g]lc?ﬁé (%%%?thyl-

or - g Baryl opt i onal ti't
981 | owi ng conpounds

5 PR 2mf%&%%s?ﬁt%%%ﬂfoiyfgﬁ%%b& (ej’chg/)f1 tenne}/zoﬁ:rq carboxyhc acid
?%fﬂaﬁﬁ% yrigHeAylyamidede;
53Ph %%?ﬁﬂpﬂg%&ﬁlfﬁﬁ%l?h%nﬁ%%%ﬁyﬁh oY d -carboxylic acid (2- methyl—
%yljﬁﬁféﬁ% irdmHEest hi azol e- Acar boxyii ¢ add
6-
( ug{gﬁ\blyﬂlnllp% (:()3 ?Hﬁaaréoc}ﬂ é)}lﬁncar %Jgi)% ﬁuazolg A-carboxylic acid (5-fluoro-
E’%‘ Hr%}’lgﬁwdm n-2-yl)- am de; |
5- Phgny!l
ghl ag-gly M%Qﬂ’esﬁgbrﬁﬁ %&1 ﬁir 21 gk\%%oée 4-cathogplicacid(5-
RPTQ-IvAi h‘ygl) amideazol - 2 yI ) - am de
5- (35 @”Fﬁf&ogﬂ%f]?lhxﬁfﬂdy g) 6{1‘1}7?%111&20164 4Cc%¥bbox clellc? —c}ﬂoro -pyridin-

3-chl oro- ph
3’]()2&1’61!19 chl or o- phenyl am no) -t hi azol e- 4- car boxylic

aci &(3-p
35 2 L OO e -
rg-nrFics)- %yé)mmeie,

5-(3- D1ethylsulfamoyl—phenylamino)—2-methyl—thiazole—4—carboxylic acid (5-
fluoro-pyridin-2-yl)-amide;

2—Methyl—5-(3—oxazol—S—yl-phenylamino)—thiazole—4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;

5-(3-Fluoro-phenylamino) -2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;

5—(3-Cyano—phenylamino)‘—z—methyl—thiazole-4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;

5-(3-Ethylsulfamoyl- phenylamlno) 2-methyl-thiazole-4-carboxylic acid (5 fluoro-
pyridin-2-yl)-amide;

5-(3,5-D1ﬂuoro—phenylamino)—2-methy1—thiazole—4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;

5-(3-Methanesulfonyl—phenylamino)—2-methyl—thiazole-4—carboxylic acid (2~
methyl-pyrimidin-4-yl)-amide;

5-(3-Fluoro-phenylamino)—2—methyl-thiazole-4—carboxylic acid (2-methyl-pyridin-

4-yl)-amide;
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5- (2, 6-Di chl oro- phenyl am no) -t hi azol e- 4- car boxylic
acid (6-nethyl-pyridin-2-yl)- am de;

w6-2(@/084884 chl or o- phenyl ami no) -t hi azol e- 4- car boRZIiE®2006/000090

acid (6-bronmo-pyridin-2-yl)- ampde;
5-(2, 6-Di chl oro- phenyl am no) - t hi azol e- 4- carboxylic
aci d 5((@aﬁT@&ﬂ13drofpﬂl1EH)?lmqirﬁ>-) yA-Jnettgivtidi@siole-4-carboxylic acid (2-methyl-
HidmY o Rieny! am no) - t hi azol e- 4- carboxylic acid
L%k  de: |
-chl oro-phenyl) - ani de; _ .
B ( 3.IISdf;a(agbpme}nlyplmrtyhﬁ)incb)hR@Z@h;&tﬂia@élEQOééYﬂ)é)@rli@Qéig (2-methyl-
%%%/gzin%ﬁbaﬁ%ﬁfﬂ am no) -t hi azol e- 4-carboxylic acid
( 6- n@tMyﬂhyb§1‘((ﬁtmﬂtlb;ryﬂrl)sﬂlyhphﬁgl)amino)—thiazole-é—carboxylic acid (2- -
%@@I%%@hgﬁ#ﬁm no)-thiazol e-4-carboxylic aci'd
-0 ono- pyF i A- “yl) - anide; . .
5- ( 35?}s(ffwltaﬁheﬁy;?}&gylalﬁ%nd)hz-ﬁgﬂb@ﬁh@ﬁéh%%dﬁh@&di@ (2-methyl-
et hys-tnl.azol - 2-yl ) - am de;
é}%‘((glﬁ?@i oa-nﬂﬁeényl am no) -t hi azol e- 4-carbox7lic acid
( 2- net(ByTyahbiphenylaing))2-mrtiyllehiazole-4-carboxylic acid (2-methvl-pvridin.
%_— B-_'I;ﬁld)é! am no-t hi azol e- 4- cggiboxﬂ iC CgEiOgYIC acid (2-methyl-pyridin
3 AP STo- p_henyl )_—am' de; _ _
5- 0- ¥R Nethylno-(2-ealipridit Aty RaxhbtoyCitsh Bt-5 YhathiaB]-H8nzoic acid
%‘-&-irolté/l_ am no-thi azol e- 4-carboxyli ¢ acid
6 |¥e?sn)fl’ -pyridin-2-yl) -amde;
5- 0- G2, §Hziffu o phérgrohigo ¥ 2 GasthAXMmldz61e8L L boxylic acid (2- -
]érAF : I:%bﬁ-%t hﬁiazol VA de? 26le oxylic acid (2-methyl
kd;neélr mb eenyl am no) -t hi azol e- 4- carboxylic acid
(6- @(3}54Diﬂu6ﬂodplﬁbn&}a¥ﬂi}lo)—Q—!’Hléiﬁf{l—thiazole-él—carb?Xylic acid (2-chloro-
%'gl(d’s-‘ celi_gl -.(%t‘)enyl am no) - m azol e- 4- car boxyl1’c aci
R REE PP i di n-2-y1 ) - amide; .
5- ( &-E-Hyded e B ARInoD Q) miefHyREAL A2 | (2-
054 Lo Yhyﬂl:@g byl )l RaRk A 25BIRIM dfd (2
BEOE B et 'igﬁ‘%‘henyl ami no) -t hi azol e- 4- car box7lic
aci dnt3-ahldrasB-fi€sro-phenylamino)-2-methyl-thi -4~ ic acid (2-
S%Sﬁé?NEWOW-I henglpam' ?'133“-1?% a%el ey- 4-18%:1(?1 éx?f?ogylé%?%d (2
o ek ¥ lf-l‘&yY"&Fﬁ-GZ-yl )- ani de; _ _
5é(~ ?e BHH??M%%?H%WEBD-@Zﬁkﬁyﬁﬂﬁﬂofé%—\éllﬂb%xﬁ&' id (2-chloro-
p(yndln-EL—}X)-argyJe; y
5-(3—Cyano-5—ﬂuoro—phenylamino)—2—methyl—thiazole—4-carboxylic acid (2-
methyl-pyridin-4-yl)-amide;
5-(3,5—Diﬂuoro—phenylamino)—2-methyl—thiazole—4—carboxylic acid (2-
hydroxymethyl-pyridin-4-yl)-amide;
5-(S-Imidazol—1-yl—phenylamino)—2-methyl—thiazole—4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;
2-Methyl-5-[3-(1-methyl-1H-pyrazol-3-yl) -phenylamino]-thiazole-4-carboxylic
acid (2-methyl-pyridin-4-yl)-amide;
5—(3,5—Diﬂuoro—phenylamino)—2—methyl-thiazole-4—carboxylic acid (4-methyl-
thiazol-2-yl)-amide; '
5-( 3,5-Diﬂuoro—pheny1amino)-2-methyl-thiazole—4—carboxylic acid (1-methyl-1H-
[1,2,4]triazol-3-y1)-amide; .
5-(3,5-Diﬂuoro—phenylamino)—2—methyl-thiazole—4-carboxylic acid (3-methyl-
[1,2,4]thiadiazol-5-yl)-amide; '
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am de; 5-(2-Fl uoro-phenyl am no)-thi azol e-4-carboxylic
acid (6-nethyl-pyridin-2-yl)- am de; 5-(4-Fl uoro-

wohersyr &8s no) - t hi azol e- 4-carboxylic acid PCT/EP2006/000090

(6-nmet hyl -pyridin-2-yl)- amdejq._
5-(2,5-Di fluoro-phenyl am no) - t%l azol e-4-carboxylic

gCI( dS((g'SnEffﬂN)!ro Bﬁéﬁﬂélﬁm%j yl %ethﬁl azoole -4- carbogyéhc:ﬂad (1-methyl-1H-

f 1 uoro-phenyl am no car
Eﬁliaéd( Yhembges- pyri din-2-yl)- ami de;

3 I -1 - liG: -
g CI( in\/Ialr}gl 518 ( cf%)}@/?ﬁﬁ%ﬁ%@r@-glc—’%l}etnglr%ﬂ'glg{))@ﬂﬁaz%f‘er-ggé%okﬁm acid (2-
5153( ﬁlYDidml @rﬂ)oﬂlphiéhyl am no) -t hi azol e- 4- car boxylic

aci dz(ﬁeﬂ[{glt ﬁgé %\élrﬁéytﬁgrr}lnﬁ%%&@ L ygni'él?e%y ?rélg(r) thla ole-4-carbaxylic acid
EQZHW@]@ Wy Wf’cﬂ‘i)diimld@r yl) -ami de; y

2m[ ;"ﬁ 1 bggﬁ%{l %—?ﬁ%ﬂi{g?kﬁ@@ Lp: %4 cgr'bgm%?f) ARSI §lza%1n§]' 1Q{énzyl}
GArbamiqAtidd; ﬁvnlﬂttﬂyﬁlstephenyl ami no) - 2- met hyl -t hi azol e-4-ca

r bogg%\g}gt ala%gé}iEQWe qu’%zz’?m ﬁt)ﬂﬁr al;% %Fel A ebgsnicast Tar b
i A
ylic aCII\g {1 rﬁ %ﬁ% aﬁ{' a oL.& oxyli€act
gﬁ?fw b eanpideny | car bam)yl 2 2- et hyl -t hi azol - 5-yl

dEp B ?ﬁéﬂ@#ﬁaﬁﬁ st e eRBbSicaci Bar b
?@[ﬂ;’lamla@-ln@letbﬂ @hbm)rlbpmeieyl ) -anide; .

? g?téﬁ}%‘ g‘aeﬁgog:c-;s[}}%}ﬁlagﬁ,n fneghg%l azokie qoc}érlgoxyﬂc 248 kl—

‘(h3fl AdpoRgaiet yiHanpbeny | ami no) 2- met hyI -thi azol e-4-ca
r boXé{—l(5,@-@%ﬁo£o—phenylammo)-2—rnethyl-th1azole—4—carboxy11c acid (4-cyclopropyl-
thiazol-2-yl)-amide;
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (3-
methoxymethyl-phenyl)-amide;
5-(3,5-Difluoro-phenylamino)-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-yl)-amide;
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid
[1,3,4]thiadiazol-2-ylamide; :
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (5-methyl-1H-
[1,2,4]triazol-3-yl)-amide;
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. azol e- arb I|c aci d
A

met hyl - pyridin-2-yl)--amde; _
5- (3- Met hanesul fonyl - phenyl am no) - 2- net hyl - t hi azol e- 4-

woaodsorisic acid (6- metb.yl-pyridin-2-yl)-an @€T/EP2006/000090

2- Met hyl - 5- ( 3- sul f anoyl - phenyl_ Q? no) -t hi azol e- 4- car box
71ic acid (6-nethyl pyridin- C ) - aimde byl et
5-(25 baylasiHoh) o0 71 xgi[&; I-thethyl-1H-
oD o 022 %lrlethﬁ'h%y ri m%— -an%‘ de;e yl-1H
Sar{‘ uI f anoyl - phenyl am no) t hi azol e- 4- car box

PYNEok

. yli ¢ 5a@-Aydnd-pRdh F‘Mhﬁhﬂ)'-zihfé’th —tfﬁa}ol@@ Aﬁl’ axzr ac1d (lC ér%ebthaf)% 1H-

5-(3- anoyl - phenyl am no) -
yﬁaéog%'d’l)(@gﬁdie’f?g‘ﬁopyrl di n- 2-yl)-am-de;

3 R L ]
gaﬁ bosyl | o A P AR ST ok MR (- Jimo-s
HOR-PRUBE 6 BHENY | ani no) - 2- met hyl - t hi azol e- 4- car box 7l i
c acid (2-chloro-pyridin--4-yl)-am de;
5- ( ( Bn Birtdinlembo@hlamerBRCAh) R gffh% é%ﬁxhﬁ% é%&ﬁnql for
4- car.bax éﬂ c acid (5- fluoro-pyri
%Xa(“?ﬁlf) bw{ﬂgﬁa%wn $henyl am no) - 2- met hyl -t hi azol e- 4

- Car BQ\){Zﬂh nﬁﬁd)—@nﬁ%‘le ﬂch‘l‘%‘b?&l&yic djinnc}ﬁ ¥dn % ?Iov aqx?ge ‘car b

oxazol - 5- eny no -t

ox7| 5\45@3'1&@20- W?ﬁbﬁmicmﬂwﬁyﬂl)oromhedﬂ) amide;
5- ( 35l 1@%&%@!@4@&%&&&{2@ pﬁeﬁ_}lygﬁﬁhee 4-carbox7l i

t hyl i m din-
g ?gg%@?}ﬁ apHRA A %)carbomdtcmﬂdmmomldm car boxylic

5 35%;6 sﬁ?ﬁ%“;ﬁ%@@% Ol ki e e i 4
ar boxystBylaginp-thaazplecdyeds 9¥Y11¢|amd (2- qlﬂqroa;mrdlm 2—y1) amlde,
5- (%@d@ﬂﬁlhh‘l@ﬁ@ﬂﬁ&%ﬂﬂ @am) 1c2ac%r%40mo )%Z D) SRIES

I acid (2-nmethyl pyri m
v c:—Me ylalgnno th1azolep2/ carboxyhc acid (6-methyl- pyrldm -2-yl)-amide;

5-Isobutylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;

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;
5-Isobutylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide;
5-Isobutylamino-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-amide;
5-Isobutylamino-thiazole-4-carboxylic acid (6-chloro-pyridin-2-yl)-amide;
5-Isobutylamino-thiazole-4-carboxylic acid (6-bromo-pyridin-2-yl)-amide;
5-tert-Butylamino-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide;
5-tert-Butylamino-thiazole-4-carboxylic acid (3-fluoro-phenyl)-amide;
5-tert-Butylamino-thiazole-4-carboxylic acid m-tolylamide;
5-tert-Butylamino-thiazole-4-carboxylic acid (3-bromo-phenyl)-amide;
5-Isopropylamino-thiazole-4-carboxylic acid m-tolylamide;
5-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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5- (3- Met hanesul f onyl - phenyl am no) - 2- et hyl - t hi azol e- 4-

carbox7lic acid (2- nethyl-pyrimdin-4-yl)-am de;
wWo6-2(@/0Fkssor o- phenyl am no) - 2- et hyl -t hi azol e- 4- ear/E®X0061000090

c acid (2-nmethyl-pytidin- 4-yl)man de;

5-(3,5:Di fluoro-phenyl am no)-. 2-net hyl -t hi azol e-4-carb

oxy| i%(laleDime@yptdpylapyine Hitfazoft- ¥} rbBHSiid (4- 2-y1)-
én{ﬁe Car banoyl - phenyl am no) - 2- net hyl _Q%“ a?ol(e Iﬂetgglr%lcl)afd 2-y1)
ylic acid (2-methyl pyrimdin- 4-yl) -amde;

2- MetShBthyBmif@hindold- aaammyltwe{acpﬁemﬁ%rﬁm}egw) tgl azol e-
4- n - ami de;

5 (3o el f el ey iAo g omitbox
7lic Sa%hdammﬁﬁmﬂdwidl@bﬂyhc%cﬂ —m@m;ffiﬁnazol—z Jl)bamld[e

5- (35 rrethl-thlaole4c
aci d ( arfur%g—/f- ﬁ}h‘tﬁlayplj: Aosarlsyligacid (6-methyl- pyr1d1n -2-y1)-
poidget hyI 4- (2 met hyl - pyri d| n 4-yl car banoyl ) -t hi azol -

-yl a c aC| ester; 5-
(2, 551&';1?%1& eé ?1% carboxyhc acid (4-methyl-thiazol-2-yl)-

amldneamyl -t h| azoI e- 4 car boxyl ic acid (2-nmethyl pyridin-
4-yl

5-{ 3% yﬁ"’ﬂ?”&%’?&"ﬁﬁ%&ﬁhlﬁ@le -3-Grghcpylic 1 G olethyl-lnardba-yl)-
exqaidec acid (2-chloropyridin- 4-yl)-amde; 5- (3-Hydrox
nmet hyl - phenyl am no) - 2- net hyl -t hi azol e- 4- car box7lic

d di 4 I
‘é‘c'( st PR REbs S hisplamncy ohaenigtion ¥ d 4B
herbim®)is €043 1, ;
o}t% f;%/ éfb"?‘ tt;@t ﬂET G? \c}rg%mr?gdg Srénbéh)b egegg?ycl%lkgl aryl
el "dﬁ( g g’ﬁ%rpwlmptwn;ﬂy Subamlxﬂei by C;-Cy-alkyl for
@al(n@leainafcdloﬁwﬁg mﬁpb@ia@nyl arm ng) mslt ;wyl -tgl azole-4-c . .
yridin-4 am de;

b d (2- meth V
ar ?(gg Blfef}ch%r ¢ %@%%%%‘? leo-gpsboppilic t&ﬁdéi-@hbrdlr-pham;bbamlde,
X y | i%e (36\Medld)<2=prhp‘}d£1ﬁﬁlmhﬁ¥$leﬁwa'rg&&hé aé’ﬂi)m—%mgtm’lde,

5-(3-Methoxy—propylamino)—thiazole—4—carboxylic acid (3-bromo-phenyl)-amide;

5—Benzylamino—thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide;

5-Benzylamino-thiazole-4-carboxylic acid (3-chloro- -phenyl)-amide;

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

5-( (Cyclopropylmethyl)-amino)—2—methyl-thiazole—4—carboxylic acid (2-chloro-
pyridin-4-yl)-amide;

2-Methyl-5-[(tetrahydro-pyran- 4-ylmethyl)-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-yl)-amide

2-Methyl-5-[(pyridin-2-ylmethyl)-amino]-thiazole-4- -carboxylic acid (2-methyl-
pyridin-4-yl)-amide;

2-Methyl-5-[(3-methyl-3H-imidazol- -4-ylmethyl)-amino]-thiazole-4- -carboxylic
acid (2-methyl-pyridin-4-yl)-amide;

5-(Cyclopropylmethyl-amino) -2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
pyrazol-3-yl)-amide;

5-(Cyclopropylmethyl-amino)-2- -methyl-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-yl)-amide;
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5-(3-1mdazol -I-yl -
r henyl am no) - 2- net hyl -t hi azol e- 4- carboxylic acid

WO 2006007 kBl pyri din- 4-yl)-am de; PCT/EP2006/000090

2-Methyl -5-[3- (I -metb.yl -1 H pyrazol - 3-yl ) - phenyl am no]
-t hi azol e-4-carboxylic acid (2- nethyl pyri di n-4-yl)

- am o . B _
oo ST S (it pmethyamyinol hisfole-carhiprlic acd (4 metbyl
stipezad- Qaﬁlbﬁrf(ldﬁ;net hyl t hi azol - 2-yl)- am de;

>5(7I( |3g 5%)’(3 Bl r8 b‘gﬁ%ﬂ%?%iﬁﬁ% tTiazo Fé@%ﬂ{l&% & oll;l Byl

Bhl(d@l@ﬂbiamd@apﬁenyl am no) - 2- net hyI -t hi azol e- 4- car box.

e s T

Ay}(’lb-@madﬁd (1-met hyl - | Hpyrazol - 3- yI) am de;
2-Methyl -5-(3- [1,2,3] triazol-

| - y| 1‘?@&?%!1 gﬁ%ﬂ@&nx{;{ﬂé @fztﬁé gorﬁg&%{ed%%)f?ﬂegﬁv&(ﬁoﬂ I@%s -(CO)-RS, wherein

am de;
[R§.19( 201\%@%/1]2}&[ Co s craclonlkyl, g1 e)ry]pﬁg@(arap&erﬁbe] following compounds:

) t hi gZ@An@oﬁarﬁﬂ{obﬁ)fﬁéthﬁ—tﬁﬁlzglegzcﬂﬁ&gﬂ: aBMr(B-%EIbrcé)"—ptﬁgﬁyl)—amlde;
aad[z Met hyl - 4- (2- et hyl - pyri di n- 4-yl car banoyl ) -t hi azo

l - 5-( 3% (i%’g?%ﬂglh@}'nﬁe&% ?1 rgetﬁgltﬁzr d% 3-24f arbajﬁéﬁj; E)hmzol -5-

)yiﬂkcpacbaamp dcid tyclopropylmethyl ester.

cycl opropyl met hyl -1 H pyrazol - 3-yl') - am de;

5-(3 . . 3: .
I%érpa% | az{f)’ﬂenﬁﬁcar% &lnds of t C}le 15\_7ent10n R is C3-Cs-cycloalkyl;

-2-nmeth oxylc aci

et dxpmp h¢ éillowdng/¢ompotinde:; .

S e o e
5- (3S@mm@pylamnmﬂimgh%—aﬂbnwhczcmﬂdﬁI‘ﬂ,doro%phaz;d)-emddes
ar bo%gésgf%pl% al{aﬁlo-{i}%‘&z@é' Ik #;38%;51%?@ e kl%

5-(3 or o- pheny e 4 carb

oxyI ¥ cCseclnpdopsdamymF@l;mzob%—thbaxﬁicacﬁ ry+t)>1y1aa1mudete

5(3 - et hyl »t.hi azol.e- 4~car.no.

xyl C%ﬂc{yr@l?mﬂ{bhﬁ%iz fy—%g%rbéﬁg% ff‘;é (?;g)%o%é;-ﬁhenﬁ)—a%ugg,
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-yl)-amide;
5-Cyclopentylamino-thiazole-4-carboxylic 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.

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

or 6 membered heteroaryls.
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5-(3,5-D fl uoro-phenyl am no) - 2- met hyl -t hi azol e- 4- car bo
xylic acid [I-(2-

worbtdsorysset hyl ) - | H pyrazol - 3-yl ] - am de; PCT/EP2006/000090

5-[3 (Acet yl am no- net hyl ) - phengham no] - 2-nethyl -th. i az
ol e-4-carbox7lic acid (2- nmethyl-pyridin-4-yl)-am de;
5- ( 3B caiain cmbodaptmtwdfam manthi;retermhrgohhag of Be ﬁrv‘éﬁtﬁ&%f

ﬁhiuqa a%:@]e{fglr %i p eny am Ir%ggﬁpf%’ﬁ‘ﬁalac?%#égﬁ é?l;gﬂ&‘gjr f@nprising

W#@SQ id (4- methoxynethyl -thiazol-2-yl)-anide; .
5- ( 3a)Vhiithexy:pst { hyl -t hi azol e- 4-ca
rbox%??% acid ( -hﬁg§ﬁg?@?£é%§%%§%qg)zyl) am de;
5- ( 3- Hydr oxynet hyl - phenyl am no) - 2- hyl -
t hi azol e- 4- car boxylic acid\ﬁl- npLk | -
| H pyrazol - 3-yl ) -am de;
5-(3,5-D fluoro-phenyl am nop: 2-
x7lic acid [1,3,4]thiadiazol - 2yl ari de;
5-(3,5-D fl uoro-phenyl am no) - hyl-ghlazole 4- car bo
x7l'ic acid (5-nethyl-1H [I,2,74]ty {azél - 3- yl)-am de;
5-(2, 5- D'fluoro phenyl anmp) - 2- net szth azol e- 4- car box
7I| aci met hyl - | Hpyrazol - 3-yl) de;

gﬁ ﬁH@H?@ﬁh?ﬁ@Pthﬁéﬁhyl-thlazole 4- car box7lic
aC|d (1- nethyI-IprrazoI 3- YR} g de and

5- (3 ro an1n 2-methyl -t hi azol e- 4- car bo

xyl i€ 8&“&‘5r€§’2%9§ Ouflﬂﬁg}%mlﬁm@ﬁ%ty acgmipgend phformula (5):

certain enbodlnents of the conpoung® of the invention

R3is QCy-alkyl, for exanple the follow ng conpounds:
75-N@thy|anino-thiazole-4-¢érbo ¢ acid

(3-chloro-phenyl)-am de; S :

5- Met hyl ami no-t hi azol e- 4- canpoxyhc aci d

(3-fluoro-phenyl) -am de;

5- Met hyl am no-t hi azol e- 4- caﬁBox&kP%\R%id phenyl am de;

5- Met hyl am no-t hi azol e-4-carboxylic acid mtol yl am de;

5- Met hyl am no-t hi azol e- 4- carboxylic acid

( 3- bronp- phenyl ) -am de;

(56 Ngﬁrgi?@}?lﬂ P%a_@ﬁﬁ%/ ?}eﬂ'coﬁﬂ%@lgé%lf o &) with a compound of

R'-NH,
to obtain the compound of formula (I) 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, -(CH)m-O-C;-Cy-alkyl or Cs-Cs-cycloalkyl and R*
is H may be prepared according to a method comprising the steps of:

a) reactinga compound of formula (11)

N

O N«
H H

11



5- Met hyl ami no-t hi azol e- 4- carboxylic acid
(6-brono-pyridin-2-yl) -am de;

wo-20stonydsam no-t hi azol e- 4-carboxylic acid PCT/EP2006/000090
(6-met hyl -pyridin-2-yl) -am deps-
5-1sobut yl am no-t hi azol e- 4-carbox7lic acid
( 3- ¢ Miitbraosopiysrwnld)ofald fdemnula (25): -
5-Isobuty|anino-thiazo|e;4-car@g¥glic acid
(3-fl uor o- phenyl ) - am de; )
5- | sEhoRtpinhsarepatmidapt reauda &ar boxyl i ¢ aci d
phenyl am de; 5-1sobutyl am no-thi azol e-4-carbox7lic

acid mtolyl am de; R®
5-1sobut yl am no-t hi azol e- 4- carbox7l it acid
(3- br ono- phenyl ) - am de; N=—

5-1 sobut yl am no-t hi azol e- 4-garbox7l i © aci d
(6-nmethyl-pyridin-2-yl) -a P
5-1.sobut yl am no-t hi azol e- 4- carjpoxyl i c acid

(6-chl oro-pyridin-2-yl)-anideO = N-p?

5- 1 sobut yl ami no-t hi azol e- 4- car boxkll i ¢ ‘aci d
(6- brono- pyridin-2-yl)-am de; 4
5-tert-Butyl am no-thiazol e-4-carbox7lic acid

3- - | i de: ,
S —
(3-fl uoro-phenyl)-ani de; R'-NH, _ _

5- t ed)t oBHIHoRE ﬂfé‘Joﬂi[ﬁ)ﬁﬁh?ffﬂirﬁﬁﬂ?ﬁ%ﬁ%ﬂgﬁe@%p%ung&g fqrmula (5):

mtolylamde; 5-tert-Butylam no-t car

acid (3-brono-phenyl)-am de; R
5-Isopropy|anino-thiazole14-carﬁ’/ lic acid

m t' ol yl am de; 5-'t sopropyl am no-{ hi azol e- 4- car boxyl i c

acid (6-brono-pyridin-2-ylQ:a
5-1sopropyl am no-t hi azol e- 4-
(4-nmet hyl -t hi azol -2-yl)-am dg; N— -3

5-(1,1-Di wethyl-propylanino)-thﬂﬁiol5~4-carboxylic

acid (3-chloro-rhenyl)- am de;

5-(1,1-D nethyl-propylanino)-th%gzole-4-carboxylic

acid mtolyl am de;

5- ( land sghseguéntly-rpaadipyg kzendomey ovinkdi cef Zornenl4 { Bariaox ¥dthfound of the
aciqbﬁﬁmggibyl-pyridin-2-y|)- am de;

5-(1,1-D nethyl -pro rylanino)-}hiazole-4-carboxy|ic

aci d (4-nethyl -thiazol-2-yl)-Rahitie;

> Bt gbgfﬂ fhhitpdaal 8f thrsRAIN0NhEirAR chaB, WOLULAN % 1, R is
( 6- E:;b%alﬁﬁaﬂ(gﬁé\?ﬂz%&'ga@ﬁfb?r 353-C6-Cycloalkyl, R*is Hand R'and R® are
5- Enhgéfaredibreeitdbioaz ol e- 4- car boxyl i ¢ aci d

(4-net hyl -t hi azol - 2-yl ) -am de;

5- Dipiret 1 na-. t hyl -1 hi | e-4- ' id
( G%t%hewc%%% 1% f"g&‘ff ;ﬂ_us%?ﬁ!eg ir? SC emeg ?,rgj é)ri(&/ é irxecrei% Ielow.
2- Met hyl - 5- et hyl am no~t hi azol e- 4~car boxylic acid

( 4- Hetdipn embadigrents ofithe 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):

arboxylic acid
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am de; and
5- Di net hyl am no- 2- net hyl -t hi azol e- 4-carboxylic acid

wO200e048k - t hi azol -2-yl)- am de. I n certain enmPOUErENGS00090

of the conpounds of the inventixgn, R3 is -(CH2)mR ,
wherein Ro is -O Q Cz-al kyl, C3-C6-cycloalkyl, 5 or 6
nmenber ed heterocycl oal kyl, aryl optionally substituted
by fluoro, or heteroaryl optional J/yésubst ituted by

Q Cv-al kyl for exanple the foll dWng conpounds:

5- (3- Met hox7- propyl am no) -t@i az I\e-éIScar boxylic acid
(3-chl oro-phenyl ) -am de; 4~

5- ( 3- Met hoxy- propyl am no) -t hi azol e 4- carboxylic acid
mtol yl am de; ' O Br

5- (3- Met hoxy- propyl am no) -t hi azol e- 4-carboxylic acid

( 3- br ono- phenyl ) - am de;

5- Benzyl am no-t hi azol e- 4-car boxi}ﬂi c acid

( 6- metithyd equypowdidrofZonph)la &2v)de;

5- Benzyl am no-t hi azol e- 4- car E%IZIUC acid

(3-chl or o- phenyl ) - am de; 2

5- ( ( &y eblopr veyhpaiddffommlad)5)2- net hyl - t hi azol e- 4-carb
oxylic acid (2-nethyl pyrimdin- 4-yl)-am de;

5- ((Cycl oproryl nmet hyl ) - am no) - 2- net iyl -t hi azol e-4-carb
oxylic acid (2-chloropyridipn- 4- - am de;

2- Met hyl -5- [ (tetrahydro-pyygan-4 t hyl ) -am no]

-t hi azol e- 4- carboxyl i ¢ &Td netthyl - pyri di n- 4-yl)
-am de;
5-(3,5-D fl uoro-benzyl am no) -9 et f%fl -t hi azol e- 4-carbo
xylic acid (2-nmethyl pyridin- 4-yl)-am de

2- Met hyl - 5-[( pyri di n- 2-yl et hyl ),—I m no} -t hi azol e- 4-car
boxylicacid (2-methyl pyridin- 4-yT') -am de;

2- Nethg reasting the gempyhnd pf fonindzd5) 4- yI met hyl ) - ani no]

-t hi ithef . . ula (2):
| BY Qi ﬂwﬁﬁ%?@ﬁbwg @gfr%sirge; (2):

(2-met hyl -pyridin
5- (Cycl opropy! net hyl - ami no) -8t hyl - t hi azol e- 4- car box

yl i cteaetitdin(the 6&hpYtnd (kffpfmmaz,the%emlplz-iameﬁg,l, R*is H and R' and R®
5-(C¥r%lag§£ l%yl met.hyl - am no) - 2- met hyl -t hi azdl e- 4- car box
ylic™ac € %%9 NPazol - 2-yl) -anide;2-Met hyl -5-
[ (pye) dirnvitr y¢amgpdutld)ofdminmd) (2d)hi azol e- 4- car boxyl i c
acid (4-nethylthiazol- 2-yl) -ﬁﬁtﬁie;

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

This embodiment is further illustrated 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 compound of formula (18):

|
Y



5-(3,5-D fluoro-benzyl am no) - 2- met hyl -t hi azol e- 4- car bo

xylic acid (4-nethylthiazol- 2-yl)-am de; and
wo-20@/Nesihoxy- et hyl am no) - 2- met hyl -t hi azol e- 4- ear/E®X0061000090

c acid (2-nethyl-pyridin- 4-yl-27am de. In certain

enbodi.ments of the conpounds of the invention R3 is

- ( COMMR peonppratngl of fmanils (24> (CH 2) m C3- C6- cycl oal kyl ,

or aryl; for exanple the foll opi compounds:

5-Beﬁ§o l.a '&p-z-nethyl-thiazo e- fcarboxylic acid

(3-chlo Toh_}’glﬁ }ﬁ%ﬂ@@ spnBeundpiformula (18) into a compound of formula (5):

Cycl opr opyl met hyl - [ 2- met hyl - 4- (2- meRByl - pyri mi di n- 4-yl

car banoyl ) -t hi azol - 5- yI]-carbanic<acid

cycl opropyl methyl ester. I cer enbodi nents of the

conpounds of the inventionsR3 i \EBECB-cycloalkyl; for

exanpl e the foll ow ng conpo P

5- Cycl opropyl ami no-t hi azol e- 4+ carbpxylic acid

(3-chl or o- phenyl ) - ami de; o N-pgd

5-Cyc|opropy|an1no-thiazole-4-caHboxyIic acid

(3-fl uoro-phenyl)-am de;

5- Cycl opropyl anmi no-t hi azol e- 4- caBboxylic acid

Phenl A uend LHGLAR RELAFLARA bPoBE 01T iR 20 ouSd of
5-Cy%F6WﬁHé§Fanino-thiazole-4-carboxy|ic acid
( 3- br ono- phenyl ) - am de; RL-NH

: . -NH, . .
5- Cycl ghexyl am no-t hi gzol e- 4- carboxyl i c aci d
(3- s 033.1%9 %tﬁee‘f?ﬂBOQngfﬁﬁ%t;mula (I) wherein RE is methyl, R*is H and R! and R®
5- Cyark epéafingt Aniembbin. azol e- 4- car boxylic acid
(3-chl oro-phenyl)-am de; _ _
(5 '3%’1'31{1}8 ?1%?%%1%%9} E?Té}r%ﬁé‘glﬁggtreﬁeﬂrd_ i%%&?e%g g llgrel%%lel%w.
5- Cydopent yl am no-t hi azol e- 4- carboxylic acid
phe rﬂ}l sHigembypdayents pEiheyieentino, thacampbends-of aidiaxattics of
famhdlar(E)tverbia R 4EH may b j .
- Cycl opent yl ani no- T A rRargd acco B%l% 3 2 mgthog comprising the steps
3- br onp- phenyl ) - am de;
5- Oy lpoptedting] theraminot b REORr dnfRBRS fifnds ).
(6-nethyl -pyridin-2-yl) -am de; 2
5-Cyc|openty|an1no-thiazole-4-ciiggxylic acid

(6-chloro-pyridin-2-yl)-amde; Ny—
5- Cycl opent yl anmo-t hi azol e-4-c rbOéyIic acid
(6-bronD-pyridin-2-y|)-ad3dﬁyi;%¥

5- Cycl opr opyl am no- 2- net hyl {|t hi aaol e- 4- carboxylic acid
(2-met hyl -pyridin-4-yl)- anbde.}nm\ | the above
recited enbodi nents, alone or gl cofbi nati on,

het eroaryls can be 5 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 Br or Cl, R*is H
and R',R? and R® are as defined hereinabove. |

This embodiment is further illustrated in schemes 6 and 9 hereinbelow.
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or 6 nenbered heteroaryls.ln certain enbodi nents of

the invention, the conpounds of the invention of
woaomwmress§l ) wherein R and R4 are H may be prepar@a#2006/000090

according to a nmethod conprisiing.the steps of: a)

either reacting the conmpound of formula (4): 4 R2 = H

b) win berteir empodinttnes offihe Hvkatidd Me cobpd¥ids 69 theinvent;

R%q?9£§%%m£ ﬁogggggﬂagf fiorqul a (%% intp a conpoun%rlOf
of formila g}: an sugg%&%gﬁ?@er ERALERFCPISENE to a method
eORpEsing thefstdpsiofful a (5) with a conpound of formul a

(24) 2) Re ' nd of formula (1)

mhere%n %gggﬁgoR Bngﬁﬁgﬁgﬁggggg R are as defined

her ei nabove. This enbodiment is furth illustrated in
schenes 1 and 2 herei nbel ow. In ceftakn enbodi nents of
the invention, the conpounds of the¢ inkention of

fornmula (1) wherein R2 i§é§520 -

-(CH2) m O C1- C7- al kyl or 2C -¢glycloal kyl and R4 is H
maybe prepared according to a mes hod Bonprising the
steps of: a) reacting a conpound of fornmula (11)
1iwith a conpound of the formula (25): . X-R3 to
obtain a conpound of forrmula (4): 1) either reacting

t he W@ﬂp@yﬁ% dgpfbpgé\hg(gz@: with a conpound of fornmula
(24): R NH2 c) or hydrolyze the conpound of formula
(4) into a conpound of formul & NeJ: 5 and subsequently

r eadbiobgif heomPoRIBLLehufq5)l @ (5) with a conpound
of the formula (24): R NH2

0] Br
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 R! and R®
are as defined hereinabove.

This embodiment is further illustrated in scheme 7 hereinafter.

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

formula (I), wherein R® is CH,-R® and R*is H may be prepared according to a method
comprising the steps of:

a) reacting a compound of formula (11):
R?
ﬁ \ §<
OW S
O /N\
H H

11



to obtain the conmpound of formula (I) wherein Xis
hal o, preferablyBr or d, R2 is G -Cy-al kyl,

wouldAyms®- C1- C7- al kyl or C3-C6-cycl oal kyl , RAPCT/EP2@600090
Rland R3 are as defined hereinagbave. This enbodi nent
is further illustrated in schemes 2, 3 and 8
her eiithed evmpdumdeefifomiula @Modi ments of the invention
t he conpounds of the.inventiogyggiéornula (1) wherein
R2 is methyl and RA is Hor i efi ned hereinabove,
may BRoMaEimeapesoidomyle 223: met hod conpri sing the
steps of: a) reacting a conpound of jorrmula (14): 14
with a conmpound of fornmula(24): RLNH2 to obtain a
compound of formula (15): 1 andNre: ting the conpound
of formula (15) b) either whth und of formula
(2): R3NH2 to obtain the conp formula |
wherein R2 is nmethyl, R4 is Hland and R3 are as
defi ned herei nabove; c) or wi Eh 3#0 ound of formula
(26): NR3R4 obtain the conpound forgula I, wherein
R2 is nmethyl and R, R and R ar e,3s defi‘ned
her ej nabgove. This enbodi ment is“further illustrated in
schebve 28d Feacting Bad compound of fdraivin. €2 adthrERbSH hd R B rmula (24):
i nvention, the conmpounds of t avention of fornula
(1) mh%Jei R2 is net@yl and i'$ H gaybe pr epar ed
accoPdHIR {F omRIHEPLdmpa € mdperdie RS fsefid,-BY, R*@9H and R and R®
ei t hae as ddfiried ig claig @npound of forrmula (18): 82 - 27 -
with a conpound .offornula (24) :

This embodiment is further illustrated in scheme 10 hereinbelow.

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

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

Scheme 1:

ﬁ t-BuOK, THF

-10°C, 1.5 h \ N§<
8-67°
O\”AN; . % - O\”/g(s
<c

SOCl,, DCM,
DIPEA, 100%

Scheme 1
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R NH2 b) or hydrolyze the conpound of fornula (18)
into a conpound of fornmula (5): 5 and subsequently

woeeawto7ag4t he conpound of fornmula (5) with a ceapaezde/000090

of formula (24): R -NH2 to obtajpn the conpound of
formula (1) wherein R2 is nethyl, R4 is H and Rl and

R3 ar@msoudek bﬂ@@leﬂ@ f&hﬁﬂ’app\mlere-rﬂm S el g?@ﬁlatred according to

th [.lustra ene herei n
R o ST S B st
ﬂ\mﬁtsmmvs’enKl (Mnyos‘m AT SdtTeesis 19820324 ?Thls Ei‘ﬂvdh?es lrkd¥Big B anion of

R 001 e AL G P Bk B e
ﬁ@ﬂ“ Wﬁwf?mlly at IIQ°QVIW1t'h agewiit dbtld ogrnate 3po effert the eorresponding N-

LRYR.RAS- ﬁﬁﬁgeﬂy %taééle Elec%ﬁ?]dxgﬂc Lhg et'hﬁpéy(e% |4r‘(§2 I—II) Non-
am nopr of ecte

comymer iy pvaizhie isp W@W@%?ewbﬁgﬂr@meéhi W@Ctﬂ\fm eftageneric amine 2
meacthidithobdeae hES i vRBiLpPsARRr Ot ect ed conpound wi th

a con'pdgﬁlndééof t he %‘dglﬁ%ovm ng formula (25): X-R3 to

bﬁa' n,the conmpound of formula (1), whereinX is hal o,
pre %lnyBr or d, RAis Hand R,R2 and R3 are as

def i ned herej @above Thi s enbodi msnt is further R

i | lustrated schenmesRENEHp e Mel&r gioxpRToWhI n cer1t ain /<

enbadi e of the invgatio ounds of

i nv ntiolNof éorrrula ( %h}w%’@)n E?g&lltp S et hyl pﬁ{pl R4 |~ S
is @ repared hod, conpri g

the stgps o a) reacting a conpound of forrrula(l)

2

7 wthya conp\olgpd of formula (24): RINH2 H/N\R3
H
KOH/H,0/MeO R'NH,, TBTU,
55°C, 40', 50- 90% R2 DIPEA DMF
RT, 12 h, 6-67%
O = S
o) /N\ 3
H R
5
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
reacted with an amine R'NH, in the presence of a condensing agent such as O-
(benzotriazol-1-yl) -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 aluminium salt of the desired
amine (Basha, A.; Lipton, M.; Weinreb, S.M. Tetrahedron Lett. 1977, 18, 4171), which can
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to obtain a conmpound of formula (15): 15 b) and
reacting the conpound of fornmula (15) wth a conpound

wohodslve4dsol | owi ng formula (2): R3NH2 t o obtai nPCIAEP2006/000090

conmpound of formula (I) whereiia]R2 is nethyl, R4 is H
and Rl and R are as defined herei nabove. This
@mmremlohwftmmmb i i eBl6y 141 B @RS he reaction can be made
Jr@eﬂﬂeh% erta%E gﬁg%dl ments of the invention,
e CONpoUndE ¢ JRETVFEONEa (1), wherein
R3 is CH-R13 and R4 is H may be prepared according to
ahfsrhdd conprising the steps of: a) reacting a
compound of formula (11): 11with a compound of formula

7): RoCH n a4 o gf fornul aR(caa):cm 22 o
E)) 231nd reae%ﬁ?@%ﬁ?p{w% nf‘i‘le_?(ggngz 3 or Ry ,Fth a

cofip ndoddf T Ia\'H(22)§ iﬁ
col of forrruTaéﬁ%i\}\R’INFQ—t‘Uo T])\
of orrrula(l) wher ei R3N|SCI—|2Rb>4|§I Hacagnobcch

and /R3 are as definedgin claim1. Thig enbog¥fglt>f's ©
further illustrated in scheme 10 herei nbel ow. The
follow ng schenes 1 to Ofurther illustrate thlewe\séa\rsRe@@&

met hods of preparation of the conpounds of t hgigs "=

i nvention. Unless otherw se specified aI I .St art| ng
products and internediates are con;gserm @ .\i d,a’ '§fl abl e.
Schene 1: 134R2:hSOC|2\DC;M<DIP 1500080

33- 700/ =
[0} SN S ” \’ N/<S
O\H)\(
3 Brge

Scheme 3

Compounds of general formula I, where R? is 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 ethyl 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.; Januszczyk, 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 sodium dithionite. In the particular case where R* = methyl, the commercially
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 usihg palladium dibenzylideneacetone (Pd,dbas) "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 microwave
oven at 150°C. The esters 4 can then be transformed into the target compounds by one of
the methods illustrated in scheme 2.
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R- NH2 2 Schene 1Conpounds of general formula I ,

where R2 = H can be prepared according to schenes 1
wanded7asd net hods described in the |iteraturerCBEPAO06/000090

M; Mriya, T.; Mtsunoto, K :3B8kyoshi, M Synthesis
1982, 874.) This involves reacting the anion of ethyl

is 1;) gﬁﬁﬁ?@cﬁéﬂmcemposgénef igmex;hl derfnlﬁ(Bmﬁie& lb}/is h%@l@}ﬂic?ﬂ‘ be prepared -

Yehitt RSBk YOS L : D _hLet pahydrof urane. at .

; oog,p@ e A e ) e e IO B Rt et ester
ot ESHBNY Mchgre ¢t Mier eogversion to the corresponding 2-methyl-thiazole-4-

Grbowyhio-abid33t By &0t Rrsdrya AR iﬂ%ig &I %‘%J]ibgrocﬁgp&]onﬁgé ?rg éﬁl%action ofa

= H. ncomierci al'l y ava = | Sot hi ocyana
é;[g)ﬁrlggl)ea%raéggf 8’83%6 %é%&'h ?{IQHW@F The glianion & then meactedwith molecular
oG phosgseneraanb-babins AP aRl-thihinl-4 28Ry 1iSERE T, oupling of the
. . 401.,+50-90% 5 Sche 2" Conver si on %1} &
el B R A R0y Peciiing 47 OpF Gt S maphods described
ﬁ%mﬁrﬁ; lfeel coyrespondinged-prarho Ramethyhreiiblols carbxylic acid amide 15.
Sedd bk e. [the esters 4 can .

be .hydrol yz '&g’%f%ﬁtﬁﬁg a%:"'&%‘%étsmnél S gé?d §%§e>§§y CtOHBﬁng with an aryl
YA TBIIYCAIT £EHEBIGDTees@ling dtht 4resw] redint enderistandard palladium

atilysed RINERcduplin ecdHIBERIAC &s Ofisi S| S i
Cgﬁ% SNz [glt r idgz E l-y1)-N S EI\&SI{I'@g ,?gitg ?Fa;iqﬁeﬁ?;l)ga% iU m%‘l:t?1 cestum
tetr A oBOEs: Lt ‘?@é <y 8t the gpRrsionean e impeoved by irradiating in a
msrewdsieonel agl 5889 chl ori des by the action of e.g.

thionyl chloride or oxalyl chloride and then reacted

Wi t erd ' I N the.presence of ~a £.
At ornapo RS fonBl Ahlle . BRE SR e S Rt fymot I can b
htained waalogoudly iy upsctiantof i bivenidesisr eith ariingbl¢ Rrashdary amine, as
iustraktddih @FherM 4. “Vi nreb, SM Tetrahedron Lett. 1977,
18, 4171), which canbe fornmed by reaction of the am ne
S%‘fétmheﬁ-ri nmet hyl al um ni um The reacti on can be nmade nore

eT Tl erent by irradiation at 1500C in a mcrowave oven.

Scheme 3: 1. NaNQ2, H2O, H3pOA4, 1h, 40 C NaHOOB, RT,

(2 equiv), RINH,, TB
h T2 HO, 66- 0% _( TR 780 2 rr NPEs. Do
Ty _NaOH, 8% H N/S 2. Bry, 98% N=N\ 419 N=
o\ﬂ/g/ O " T o NS NS
H or SOCI, R
o] 0 o Br  then R'NH, fo) Br
12 13 14 15
ReNH,,Pd,dba,,

Xantphos,
Cs,C0,, dioxane

R2
MW, 150°C, 10"
H N’< 28-82% oo
RVN\H)\(S RVNW
\RS

o N
H

15 6, R2= Me

Scheme 4

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



11 Schene 3 Conpounds of general fornmula |, where R2
is not Hcan be prepared according to schene 3 and 2

wandoemetdsods described in the literature. By tPERERRING6/000090

of a suitably substituted acyl-gpi-no-cyanoacetic acid
etggl ester 10 with 2, 4-bi s(4- et hoxyphenyl ) -
meshaol-tdi 3rbrcaﬂ®1dhmsmlybtlﬁmle244a1®'b§§dicf AGHe n{IRNRIBP A7 Ischeme 5),

i.satj.o t.he r.respondi n . .

égms ngé‘%n? be, SHRRE s e B R BRR DB Cal coviting reactons as
- 8818Ped 1bove, EbyigldnedmiiGoRanttipiwihézoleBl-rarbantisze@yHethyl esters 18.
RhiesedRBE Bfocedded i@ h G hedron, 1989,

a1 5080) 0 Ac%%?ri no'-kt:%y?r’]g%@%feég%c%ggec?‘ﬁﬁ‘?%@we %

ga% Qﬁg prepared by several known nethods, for exanple

y P%aCting am nocyanacetic acid ethyl ester 9 wth an

acyl chloride in the presence of a suitable base or

with an acid in the presence of a [ty agent, as

TBTU. i nocyanacetic acid ethyl eskseo,&xhs accessed /{
~ S
/N\Rs

by tco I si gRooficyanacet & acid eg_zﬁwﬁéﬂer 71to N
cya %Iroxyi—rri—rrmce%él\\%ﬁd ekhﬁesx—ei—g , folléa\/v%dg(
by rledugtion of the oxi ith sodiumdithionite. |
the particul ar case whePe R = met hyl, the ° 4
commerdaci al | y avai l abl e acet yl am no-cyanacetic acid
ethyl ester (10, R2 = Me) can be used.
2- Substi t ut ed- 5- am not hi azo%c?l- 4- §ar boxylic acid ethyl
ester 11 can then be converted t conmpounds of type 4
by g@ﬁpl ing wth an aryl or allcyl halide, for exanple
by pTUrREseRiof e itigend rdpplieation efeparallid systhatici arathods, the synthetic
ratdcabilluserared Bl yhgdedS fnd ' k4 -

DEd dl%&ﬁ@&té&a gsgiggstf&ﬂ&&]alﬁﬁ%heme 6.

usi ng pal | adi um di benzyl i deneacet one

18

10 g%ggwgis(diphenylphosphino)-9,9-dinethy|xanthene
(Xa

15

ntphos) with cesium carbonate in di oxane. The
ef ficiency of the reaction can be inproved by
irradiating in a mcrowaveg oven at 1500C. The esters 4
can therny be transforned ingo the target conmpounifs by
one of Zhe met hads Jil lugtrated in schene NH
2. Al ternativel y,D° npourids\of, general formnmula d-Awhere
R2 i sorgt hyl c epar ¢d \st ar F Rl M5P5m t he N

comer ci yHNy avai | abl e INTRIHYTR hRAtp| e- 4- car, Iﬁk;Rz
aci d g | Yester 12 as_gescribed i FBTschierk 4. gfté?
convefsiof to the cor r%sp di ng 2- net hyl -t hi 8- 4-
carboxylic acid 13 by ac us hydrolysis, this is
doubl y deﬁrotonated by the athion of a strong base, a®
for exanple buthyl lithium The dianion is then
reacted with nol ecul ar brompragea, @ngReer at e
5- br omo- 2- net hyl gt hi azol e- 4cegohamyehé ¢ aci d B4,
Coupling of the | anHer w thwmw, gemerioc am ne RLNH
aCCOLdI_%_Lo one t he st af®&”d net hods descr bed
N

/
H,N /s»\R2 RS HN »\RZ

21 6
Scheme 6

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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above, yields the correspondi ng 5-brono- 2-net hyl
t hi azol e-carboxylic acid am de 15. This can then be

woamsaissd to the target conpounds 6 (R2 = Me) POY/EP2006/000090

coupling with an aryl or alkyl-3amrine, for exanple by
coupl i with an aryl am ne under standard pall adi um

Pratestod gﬁuhpt@@dtﬁpdlmn@ﬂmmtde—mc@ﬂﬁ;.xyl@éad&@ higHeRel ﬂi@ﬁﬂﬁprotec’ced and
ﬁ?lo&@&tap P&%tal% ﬁ-{;'pﬁﬁaiu g%f %k @ eﬁ | bl dl oég nfpns w1t% an aryl halide,

I Ci.enc reac
Sk ary?@v%ﬁo Helg @rraéﬁmeomwrﬁ at 1500C. Conpounds of
general formula I, where R2 is nethyl and R4 is not H

Sdrenbe7:0bt ai ned analogously by reaction of the
brom des 15 with a suitable secondary am ne, as
iIIust ted in scheme A ;@ehenw)4: 12 13 1 15 15 6,

1%ﬁggm¢4@x pUIREses RO ef f|
L 55-b
apal i 636L\J syﬁngffc mgdgg BB |

nmet yI-thlazoIe 4 rboxylic acid 1 g esterified
with an al cohol, fd&r exanpl emet hanol,
5-br0ﬁn-2-nethyl-thhﬁzole 4- carbox7I|c acld nmet hyl
ester 17 (schene 5), which can be enpl oyed as reactant
in palladiumcatal ysed CN coupling reactions as

descri bed above, to yield R3NH,, Pd,dba,,
5- am no- 2- net hyl -t hi azol e- 4-car oxyl|%’§¢ﬁlaﬁethyl
est er sy 8 Tﬁ@&é“@an be procegséd in amalsegye t o et hyl R

tey as d&8cri bed in,_fich 2. Seéh®e 5. 14 17 18

Forgpumposes of Ref |C|ent application of gr-N
paral | el synﬁnaghp%nethods % he’ synthetlc pr ot oco
illustrated in schenmes 2 and % can al so be inverted,
as illustrated in schene 6. Schene 6: 21 Schene 6 6, R?=Me

After protecting the am no group of
2- subst i t ut ed- 5- ami not bi azdickere Zar boxyl i ¢ aci d et hyl
ester 11 with a suitable protective group, for exanple

Wi t RAlteeridtively} ORSAIORY benerflFormula I, where R? is methyl can be prepared
starting from the commercially available 2-methyl-thiazole-4-carboxylic acid ethyl 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-methyl-thiazole-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:



ester group is hydrolyzed and subjected to coupling
with the desired am ne according to any of the
woaoniozsssms descri bed above in reference to schemEP2006/000090
The correspondi ng Nprotected -35-
2-substi t ut ed- 5- am not hi azol e-4-carboxylic acid am de
is then dgprotected and enpl oyed as reactant iPRdba, Xantphos,
pal | adi umjjcat al yzgd{rsRgaup! | react/i ons wi tGCandioxane
aryMhaiNde, as desenideeh above,] to)yivel d fi n@/%‘{vvol/fo C, 10'
conpounds_ 6. Scheme—7—Nack 98% ~HO 14°18%13 17
15 6, We Scheme 7 Alternativeély, ycompoundssrofk-ci
genera? formula |, where R2 is nmethy’ cin be pr epar ed
starting fromthe commercially avail abl e
2-met hyl -t hi azol e- 4-carboxylic acid ethyl _.ester 12 as
described in schenme 7. After conversion t/o the
corw\gsp ndi ng 2- m&tNily AlMehi azol e- 4~ car poxylic acid 13

by abuegusghydrol y8% this is deud rot onat ed by
t he et of a S'éor"%%ﬁ base, as for exannle butyl
l'ithi Mhgs di anof“I's then reacted wi'h frol ecul ar

brom ne,H't o gener #itvetso°c, 30’ 6 R2=M
5- br onog 2- net hyl -t hi azol e- 4- carboxyl i ¢ ‘aci'd 14 whi ch
be esterified with an al cohol, for exanple nethanol,
to 5-brono-2-nethyl -t hiazol e-4-carboxylic acid nethyl
ester 17. The esters 17 canSdhemisdated directly with
the aluminiumsalt of the desired am ne, (Basha, A ;

Li pt Ahternbdivel}\ebmpetindsShf ged &bl RRAMLON wheld R? id Wethyl L1 be prepared
121); 1o sdQeyleld am de .15 h% reactll on can be nmade nor e~ _
le chent By TrPR gt SERGie &t T8 GBS pichs Rt beasydessuibed in detail

igebds. can be enpl oyed as reactant in palladium-.
catal yzed C-N coupling reactions as descri bed above.
SebbeR®. 8: Schene 8 Alternatively, conpounds of general
formula I, where R3 is nmethyl can be prepared by the

5

sequence shown in schene 8. The single steps have been
described in detail hereihabove. . Schene 9: 2 1
R30HO( Ti(GPr)4, 6 o R\

Boc,0

o NH
DMAP N RINH, AlMe 0
o / »\ 27" N
N HN R? / \
S HN R?
- S
H,N R 0 0 O)\O

11 l 19 ’ 20

R°NH,
R Pd,dba,, Xantphos, RN\
NH Cs,CO,, dioxane NH
TFA MW, 150°C O :
N or - /i N
\
HN / A RNH, csco, a2 e

= S DIMF, MW, 150°C s S
or R

21 R3CHO, Ti(OiPY),,
NaBH,CN, EtOH

Scheme 9

The synthesis described in scheme 9 is a variation of the synthesis described in
scheme 6.
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NaBH3CN, Et OH Schene 9 The synthesis described in
schenme 9 is a variation of the synthesis described in

woeehwre4s84 Schenre 10: 10 11 = Me Schene 10 Conpeama®2b/000090

the general fornula 23 can be-poepared fromthe

al ready known internediate 11 as described in schene
$chenmpiyound 11 is reductively am nated using an

al dehyde, tetraisopropyl-orthotitanate and sodi um
cyanobor ofydride to obtain conggUnd 22 which is

con rtggjto ani gEeons festbs o hed ei nabove.

Phar npceuti cal | | & sal npoundé*@#DTWOPm
formul® I™gan be manufactured reaflily accord
met hods known per se and taking |ﬂtq)&wh5|derat|d
nature gf the conpound to be convertgd into a salt.

I norgani c or organic acids such as, for exanple,
hydrochl oric acid, hydrobrom c acid, sul@huric acid,
nitric ag&f, phosphmgmmea0|d or cCi r|cN id, formc
aci d) f i ¢ aci dipxanl el € aci d, _adlet id, succinic
aci d? ric aCTd——nErhaﬂesulpﬁonl [ d,

p-tol yene quhon|83%éhd and the |ike® ahe\QU|tabIe for
t he fornntr@g of mﬂaﬁg@qgutlcally accept abt’e salts of
basi ¢ cgnpolfnds of formula |. ConpountfsRaiffech cont ain
the alkali netals or alkaline earth netals, for

exanpl e sodiun1 pot assi um cal ci um nagnesiun1or t he

| i ke, basic am nes or basi Sclema aci ds are suitable
for the formati on of pharmaceutically acceptable salts

f f f
i DL S G e T -

8NE§H

u
18 ef(@ﬁéi]? %ﬁ@d’eéﬁﬁ\ﬁéheml%mmrﬂ Ul istredmtigely aminated using
ane ekfehypde, aﬂétraﬁ lopiiSo@hétiteRfle D& SE %l ot oy 1%} g%(?hgfatnﬁe "o obtain

re ti,0 nd URS recept or
C@“&ﬁ’“&é 3210 ?reh WO Grted o g %%eﬁﬁ deicoigeed hﬁremab@wer s,
co ders d ry deficits, as well as
ot e PR R bl o oo ind of Bhmgiedin be manufactured
reidsly ladtemdlngrtte nfabhodsﬂ@b?ﬂﬁ r %Hdﬁﬁﬁﬁ)ﬂg ngt(% I&bﬁs@cﬂ’é?%@éﬂ fhe nature of

cyt e na i C or_chroni ¢ degenerative

tﬁl?eg;égeé%’uélsﬁ e eRBvel B??sa ¥if sknerganiq prpreaniggcidsesugle as, or
emrsﬁa,slwdrsdﬂtbﬂueadﬂf, 8 dbdomiditd, E‘Lﬁlbﬂlﬁhéa&@ Qﬁt‘?ﬁ’acfﬁl‘ﬁnosphonc

| t rosis,, denmenti a caused by A
Igﬁ o rCRI‘eICS: ac1§ietgrrﬁgﬁ§{dﬂ IMATig %g}pﬁ gic Bcaﬁwcgfg@q@cb m1cc1n1c acid,
tzuteparaladl;l Emﬁlﬁlmdﬁttﬁﬁﬁa@&’ ﬂlﬁﬂiﬁ&éﬁmﬁﬁcﬁn@&ﬂ\@ﬁ& tf¥Jike are suitable for
condi tions W@ICh gl yt amat'edef i ci ent
theformation of p Mrthaceution ly 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 treatment or prevention of mGluR5 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
system, such as Alzheimer’s disease, senile dementia, Huntington’s chorea, ALS, multiple

sclerosis, dementia caused by AIDS, eye injuries, retinopathy, idiopathic parkinsonism or
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functions, such as e.g. nuscle spasns, convul sions,
m grai ne, urinary incontinence, ethanol addiction,

waoizemto7#ss4 addi cti on, psychoses, opi ate addi cti 8AT/EP2006/000090

anxi ety, vomiting, dyskinesia-&id depression. O her

tr%z[tyabl e indications are restricted brain function

BATEEINE Biplsy mpdicamensnss well asrcandiioanhichienirtobladate-

defdnt fhsktiohs sREREIL o SRRl d i RiHEd RS head .

i es, Yo s o R T e g e e,
DHYFRSE S ddiction nicotipoaddistiaf, phhmes sopiataaddiction, anxiety,

Yoiting) BRI IRES Yha A8 dedsi alhs /L8 especially . -

#Jrs{;fﬁgpags anal gesi gléll.eys. r égﬁg%ﬁgéa%bne Ealc():?t%%%fi e eﬁg}cwa1n :
flapraitsed Py prnass eprritiens carttansplants, rwod bloodsapplpicsithe brain,

Ji68_SL LbksS, . [ ain _such as ..
gbrli gemi nlg, or’%égg IEJ@P flgé? ﬁgﬁér}%% ég]“‘.“g‘?&c‘ﬁ RIgEanETatrisnarastand
g Y ed8al gi a, hyperal gesia, severe chronic pain,

post - operative pain and pain associated with various

condihé Qﬁﬁpddrjﬁg € ﬁﬂgﬂ'.‘ al _orbilli

col i.c. nmepstruati gﬂ%ﬁﬂrﬁ Igr ai ngl?gﬁér%g% ﬁltlt%a% %Ccepg%le salts are

PREFHECHF GG 7 el gagies. Freajable kihds ofyrpoimbisle weftart@stogipain such as

A dnaehiahhew i FOr - binding.experiments,

cDNA. encodi ng _t%&rr_(gﬁgea%tvg&ggtdf:gg%%@j %t?llcvé‘%n f‘?c Hagfnpipal or

herpstigresyadgia; dehsticprmrapettypairs cagalgiaphpseealyéses, severe chronic pain,

sehbhgek : |.stensen..[.Cyt.ot echnol og
pljc%):,%?lB (1‘8%%% @%@%g%%ﬁ%%%b%‘ﬁ&%%% %ngetro?%“a’ renal
4tbilligp eedicymenstruationgmigraine asd gyutaher e upon t hey wer e
t hawed and resuspended and polytronised in 15 mM

_Tris H@harég&l@%amw?%%& gL guhdg%ﬁg%ﬂﬁ%ggé g ’thz,es_fqﬂg/lvving .

N%ﬁé bi ndi ng buffer-at" tora T
TBgHEent rati on of 20 ny protein/ well. Saturation

i sotherns were determ ned by addition of twelve

[ SHEYPER &NGSBtiARhisO & Lo t1ese :
menpr afqes %‘l n a I{I%%lgf a\§/I(\)I %ﬁgo%\e{g Bbg%mﬁﬁflogrg TgeeRtogwag Eansiently
t@ﬁ'ﬁg@t@ {7te A BNGpedlls waing ¢ presedursatebaibred dby\dichlneger ih& Eliristensen
ConeRRhbREY) 25195 | val ues of test

[c o.rggg%ds%val uat(E?ﬂagrﬁgl ‘&‘%&y%)ar?%g%ﬁo%?%tﬁsswfr@.S?fe‘l ibooc
ung, WPt assichere upes theymeerptiived aed rdsaspehdbd atd golf@ronised in
18mNPRiEeRe], b GREURRL g e JidLared o
onto unifil te?%&g\/\%‘ii @vﬂﬁ%%%??%@@@%%%@%gmdm
befeatipH 7.4 tto pieklnssiyabaetntratioh 6 £ AP REL DS Welpash

buf fer, Packard Bi oSci ence, Meriden, CT) with a

s P o e G B m ey A SoMeF FhiFs DIAMPER
condehrationNdNDAEOD M) 1ol thebeMlerBBnes (in a total volume of 200 ul) for 1 h at
4°C. Competition experiments were performed with a fixed concentration of [PH]MPEP
(2nM) and ICs values of test compounds evaluated using 11 concentrations (0.3-
10,000nM). Incubations were performed for 1 h at 4° C.

At the end of the incubation, membranes were filtered onto unifilter (96-well white
microplate with bonded GF/C filter preincubated 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-HC], pH 7.4 buffer. Nonspecific binding was
measured in the presence of 10 uM MPEP. The radioactivity on the filter was.counted (3

min) on a Packard Top-count microplate scintillation counter with quenching correction
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nmeasured in the presence of 10 nM MPEP. The
radi oactivity on the filter was counted (3 mn) on a

weoacdeareBsFop- count m croplate scintillation corar@r2006/000090

wi t h quenching correctionafter-3gddition of 45 m of
m crosci nt 40 (Canberra Packard S.A., Zurich,
Sﬁ?ﬁlt @hhﬂl(a“ndﬁ 45 obf shiaksaingyt 400)CaZBerid Packard S.KQWiirich, Switzerland) and
Q@%é b assays, [Ca +]i measurements were perforned ,
cr irb&d™ previously by Porter et al. [Br. J.
Pharnacol 128: 13-20 (1999)] on reconbi nant human nmd u
5a. r @oe ﬁixﬁﬁ@néms&aﬁ,([@ggjl 6RhdiFemIiig wfe% }’L:e?fd’fﬁfeﬁ o H%ﬁlbed

| oaded_ using Fluo 4- obt ai nabl e
PP TAISHONCR T 4 alot%r X P cpl. rl%%té@rﬂ@ {4993 aweresombinant human -

REGIOaTBE phsis MH@KU%%H’WBE 'c&ls'vx@@ﬁﬂsq f&e%jﬁﬁg%?cggm

(FLI PR, | ecul ar Devices Corporatio

Ushtpinalple b ddRIA, Opdd ﬁaf}h mﬂcemupﬁ) f[@ﬁﬂidnéa@thﬂelﬁil&hﬂg«é@e
)y el.ncu ation with the test co ol | owe

By o RCL R ¥ BRbsrest ok it Seadar I SHR oMtolegi Bevices

Dmep(bmhoﬂnlltal Jotha, (Gm m@ommgammwa@tlwes ﬁérfotr&@d \faltohnag a 5 min
four aneH§§ gﬁstlc gﬁ@ % vj ng, 1 C50, and Hi|

if o PRREN R Tahn 64 Dinsuds oiver Db kifrmsa pppgimel

sdmhmaméagﬁﬁal fit). For binding experinments the Ki

val ues of the conpounds tested are given. The Ki val ue

is defined by the foll for =1C50 / [1 + L
)¢ R (P asoPesst) Rt wred il four paramérer i
equutiontgivhg iy, apt Hill eo@fﬁﬂiﬁ@tt&ﬂﬁg it@sti@choMihr &ﬁvéﬁtt&% software
Eg Pﬁ)bltlon of the conpeting radioligand ( [3H MPEP)

he concentration of radioligand used in the

~"b1nd|ng experiment- and the K-val ue of-the radioligand -

i s ehpi blndaigleycpd&hﬁftmh&dd valves 6856 cORAD6Hn &f tesTBAR2RRA. The K1
ﬂ%ﬁgaﬂggnaf g ound of the present invention are

UR 54 re %Bt PANPatOM"Ys. The activities of
conmpounds of fornmula | as nmeasured in the assay

descri bed above are in KkelG:ahger+ bf/ g < 4 nM and
preferably < 200 nM The conpounds of fornula I and

ept abl e sal.ts t reof can, be
PR AECRRL IR En Rl 6T ST a0 RO cas
m %pahﬂﬂmmsf thzb@tnptm{grtaa@uga&pd 3}@]1\%13@]?)&% i@ @1§e &ﬁeerﬁ?atmn of
mms do .|nthmmo
’8‘ éﬂl‘éan %éfléﬁ a‘aflitgé &speripaeny and dhaky Yallgfe@fathﬁ F?éhOhgand is
ﬁﬁpﬁi:tbﬁ‘)sdet&(ﬁluﬁtad @i‘ﬁ%aclﬂﬁ‘ﬂ&ﬁd)ﬁﬁén@fan%yﬁﬂé ASHONS.
However, the adntnlstratlon can also b effected

rectﬁ$ ¥ t he form of , suppositories,

par ent &rary ‘K}g]dé g SiPReSEREnY FHtiAnGHe Frfﬁ“légtsiaéﬁieﬁtﬂf @nfagprists. 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.



The conpounds of fornula | and pharnaceutically
acceptabl e salts thereof can be processed with

woherorvaessut i cal |y inert, inorganic or organi c eaT/EP&08/000090

for the production of pharmacewdi-cal preparations.
Lact ose, n starch or derivatives thereof, talc,
stearic adifikamwld | s &l t § Bdhiflg [Kike[ Egaanjle [USKd,
for exanplie, \gs spch carrjiers for tablgt coat ed _
tabl ets, drageés and p¢ get%tine_capsul'e¥. $ui e
carriers flor soft ge? i ne capsule %ﬁgre, for ex# hﬁl
vegetableoils, waxes; fats, sem -solild and liquid
pol yol s and the | ke;29de|r:enc124ng bnl11’he| nauar e | of40t he
active substance po carriers are however, usually
required imthe caserpf ‘Lulﬂpc. tipelapsyles
Suitable carriers| for the producti 82 of g‘Putloﬁé and
syrups are, for exanple, |water, polyol|s, sucropse,
i nvert sugar ,13gl ucos@6and t Ii<e19Adjuwaﬂts sigch| as
al cohol s, |pol yol s, glycenol, veggtableg oils and the
i ke, canjbejgs forzzagueotus—+hnfectagnr—solutl-ons—of
mater-solrblégsal 4%? conmpounds OFS grmula I, but as

a rule are_not necessary.| Suitable carriers for
suppositories are, for exanple, natural or hardened

oils, waxes, fats, sem-liquid or quuid pol yol s and

t he 1pj rnac cal arations
E%ﬁ%r%%?%&@%%fe%ed@@ o itoafaif S et can be
Wesdias mpdicgments, e.grinlthe fomrcsf,phsmmeenmﬂ prepekionarhs,

%ﬂnﬁ%ﬁE@m&l ek od O ap éﬂnnr% og og%ﬁptg‘ Igclﬁ;ﬁé?/ ozg{]oeféiﬂggs, coated

D

fers ng agen S or an
@b}rﬂrs@dwgsqs» lllarf dendeoft gdemr@@ptulmkdlmlml erabls®ns or suspensions. -

Bubet camen
cont5?2%%§d§&ggﬁggtﬁgqugﬁee ‘F%iﬁx %ﬁﬁhFhéﬁéﬁFPeglly
appeptaaiss.orpatanterellp egoin thetbrm diiejeapauidleaddsy i nert

exci pient are also an object of the present invention,

as I"Bhcdi s o{)ﬁ&mﬁlﬂe‘[ A 33% L %@F gafllé/ ue h&ﬁgeg Iaﬁ;? {'{-Ereo%can be

whi ch conprises bringlng orne

10 preegssadawith ghargmgmtgc@ wmedaidoygaarmrﬁpirghheceﬁrﬂkﬁsfoﬁ the heffuction of

1

w

20

25

Iﬁﬁ‘ijmaéécutlgﬁ?éé at1o%eLa%¥osg,'%ro?%f Sg)éltdglg{sag& thﬁ:ﬁofntglc, stearic acid

val uab ances I n
qrdgéglmgafndvﬁ‘r@ lkowe wrusadyrfer dzzdampéfp emuCh&lau}rLérd foe tdblets, coated

tﬁ@l’éfsl cﬁﬁ ées NG hggsggg%]ng ?{bsgﬁets §u%v¥‘ﬁltéle C?Faﬁe%dfgﬁg?ﬁmgetlatme capsules are,

course
pé@@mmpge@blmo@awhxqsaﬂatsr senliaolid asé liqhid pww ald thé Hl%‘e

cﬁggrgcg 81'?38!%% é%?l{e %cé& ﬂ,g))?tapl% 1?% Eaglr‘lglggaeg g]o{)y%:g%,r L%tuli required
ipriie degg Qfgsyftkge]ahge mapshiles. rSeu:talﬂf@ tar@dets f@izj t}klﬁ)@oddﬁbﬁg\f k81B38ons and
e 1or .an ul t n peln
AR R Rg ARl A NGy el B Dbt 6loEosron g ke
uvaaawucmaeﬁkobddk,)pobeﬂsrvgl&&ra’l 8epdtabRoilkUnA e &Y 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 addition, 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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The follow ng exanples are provided to further
el uci date the invention: Exanple 1

wo-2(d8yor4ssie n- 3- yl am no) -t hi azol e- 4- car boxyl i ¢ aeCTEP2006/000090

(6-nethyl - pyridin-2-yl)-am de_-Epe title conpound was
prepared as illustrated in schenes 1 and 2. A) A
t hr eds neckieded bakidr, ﬁmdicaﬁleﬂts\&bhﬂalmg'@&ﬁﬁﬁbtﬁﬁi oﬁBhﬁxﬁlﬁﬁ or

B R R P S Mhempeipaeally Jher o ipaint are also an
prteascﬁ‘ thepregant: nbnehybmtae 1S(agpl4>6es§ for4fe P dNPRYD ofRSh ARHRIments

tc%% %surb was stirred until 3| sfsol ution was
corrp o TRE Qe e oatRoyne ol ignpaad pr phameacettically
acceptpblecdtsaheteofiend) tfidesir A, 58t bt mefe &fleﬂtﬁ Sk
e S 3000 o 00 20 HOGYANRAF Rl ble
|so Ot HIO&A C a?ﬁaa? 98 ergNlﬂmnezgrmﬁtﬂt}wrapeutmaﬂy inert
earhiydr ous THF. (50.00 m) was added dropw se via the
droppi ng funnel at such a rate that the tenperature

did exceed -35 e.m remn
hlormgg%%%s)é%ﬁ s VFWW’S’&‘ dFﬂPE‘ié a%é@f o F%‘t‘-rlée>ﬂ°é fiteg to the
mﬂm«lmd@mmmnm e@@i’ﬁﬂrﬁ&lﬁar daBe Tk etlekt] Sh¥eSe Bl H5s%ge for oral or
éa%ntfeyaq' @ .1 hour. ] et t| n ihe tenperature free t

WS niAtR0 s DR oo DAL RO analke) dest by dasheecat Sci- 40 me/

legt éayi teeirarprdfeqi2d $6r 4l 9f.thd ﬁﬁl dAixhid &
3201 ; 1I I1t r edcﬁtﬁ%r?loﬂhé H&l@ddo\%egterf%an adult

JjFaqeth‘éh tate ag

e Pt bR DRt Unghutics Brerege oW 0dong per dey, preferably
batweaheandittioohg pasdayur i fi ed by flash chromat ography

(hept ane/ ethyl acet at e) toyield

5-( n3ya -t hi azol e- 4- Ilcac:ldethyl
ést’ ?Fﬂe(fdh%‘%lné GX%H éOYléEfLEO étl%? tp the IWEN(iogP) -
n1e:2502(MFH+) B) Asolutlon of

5- (pyridin-3-yl an no) -t hi a: oI e- éﬂcar box7lic acid ethyl

ester (2.90 g 11.63 mmol) anol (24.00 m) was
treated at roomtenperature W|th a solution of KCH

(1508 vgdinza-yhonisgbithiazale-detedroxglidaad §6-arethybpiyrided2-g1)-amide
650C for 2 h 45 mn. The nethanol was evaporated and

Theaitle@dhipoahd $hay fafé{)a?&ﬂ éﬂ'lﬁdsﬁqteﬁ‘?n E’Jﬂeﬁlew% LRqbN HA . The

m xture was soni cated f m nut es iltered

The s I id was dried under hi gh
vaCE uj{]m 915\e/ee Pﬁﬁ%ﬁtﬂ%dy < ERHPP g a mechanical stirrer, a dropgplng funnel and
( pyr iadi ang@ yﬂamasoc)hatgudamh anHyc&amﬁéo&&ﬁh &roffrhsk (BB (25.00 ml).

S (pyet e A s e 4% I A —
g, 2Stmedrptih 15q¢1LDM¥1 W&, Ompkity. Tesnixtratwed cvoleditol B0 by means
E gl g%f d.dr 1%4ame)baﬁ9 A Q{)l;uEBQ ?/é%éh %t hé/ce’u%j ac1|a2ethyl ester (5.00 g,
yl ani EA éO%@m g @d Zrispphigapanytonpyidink 23g,d44 Menmod) im enhydrous
was SHI (5edoatl)rwandded 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 filtered 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-ylamino)-thiazole-4-carboxylic acid
ethyl ester (4.85 g, 44%) as a light yellow solid, MS (ISP): m/e = 250.2 (M+H™).
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tenperature overnight. Precipitation was favored by
addi ng acetonitrile (5.00 mM). The crystalline

wonewiogsgsat e was filtered and dried under hi ghPeaERUE/000090

yielding the title conpound inghi.gh purity.

Evzlg)or ation of the nother liquors gave a residue which

wa t)pt?rsfutlm W“gﬁyﬁﬂn‘ah’ﬂﬂﬁﬁb?@ﬁmf ;l(ctlaﬂﬁ)txfi‘ll e el Q%‘llyl ester (2.90 g,

aceta e a of title conmpound’as )

an ano?pﬁorgg%@ 01n| lgg?tﬁg; grﬂo 5@%%%@5“@%@?@@%%@% with a

= 312.3@‘3(1% PE KPH @@ 136.99 mmol) in water (18 ml) and stirred at 65°C for 2 h

5- ( Pyus ahin- 3hy lhaum, bRl -4-carpox7lic acid ...

(3-chl ot 0- @mﬁﬁjﬂ é%gfh % %te‘r{llé‘ﬁ%cg}?r%eﬁlr‘#&?l %é‘r( rgigjfied to pH 5

me =" 111?1—? § MixkEe gyas saniceted orf b7 nenatepl thed filtered washing

st epswiht @a@r. $hepolid wass BAEd AR HisH Reedinf WRERght, yielding 5-

amll{b%’aid%(%- & 37 i Do . .

5+ ( Py 3 S yabistale-drrheslicasib A & 8av) as a white solid

(6-chloro-pyridin-2-yl) -amde The title conpound, M

( $P) A slutien 3$25-1Pﬁﬁﬁwylamm)gh&nd§eﬂca§so>tyge RXRPI® g, 2.26
, StUBRBSoIN 3 rfor

& chl (?[0_1@;1& ﬂgﬁg_ ?@f gﬁg ‘r?ga%gga&%q"g@ THM"t0.94 ¢, 2.94 mmol) and

5- ( PyPHIPHR3! itk arbinet HPREQ) e(0458c gr M2y hiroliic beMethyl-pyridin-2-

(6- brgaminy (0.45 - 25% |hmaly td C nd, M5

(1 sp)}:d o6 « 37 0, ggfél.aigq, ?ﬁ%‘%d ﬁ?ﬁ%%@%ﬁ%a%%%%?d at room

ex arrpIEpf,mtglieeoff grpght Precipifption wasfaored by addieg acssomitrile (5.00 ml).

6- br ohims gystaltine pcipiard e HeddiPdR] &ied under high vacuum, yielding the

5- ( Pyt di 0= 3- mi;noy) -t hi azol e- 4- car boxyl i cacj, ’ i

(4- rretitgﬁ}?ﬁ?%lzp }Bg%/ P)lrljfya VROTHOD 9 Tﬁl‘é f%%tﬁﬁb\mmr s pEye a residue

(I SP)Wf}{ﬁhéVaS méied HM&dh) chromatograpbar (@eptase/ b0 8%MB) € yield a

}1; n;}s@@ﬁl_df%{fgg §|f§i§§ pmpiid Bg@%}%‘%%ﬁ's‘&ﬁd (total 0.59 g, 84%), MS

5-( P)f?s%ﬂc?r ﬁl-%‘-;)?’llépd( thi azol e- 4- car boxylic acid

(2-nmethyl -thiazol-4-yl)-am de The title conpound, M

(ISP): me = 318.1 (MrH+), Eygasplenepared as for exanple

1, steps Ato C. Step C was perforned using

2-methyl -thi azol -.4-ylam ne, Exanple 7 ,
5~ ( Py oSS R R Pl s ol deiskiagaesosgheny) -amide
Tmtpl yl am de The title conpound, M5 (ISP): me = 310.7
@W]I#:) compengk Mﬁaﬂéﬂ’):ag/é or33&GafghH' L, wat mepard tag 6r example 1,
stebeR tOWSteP&T v PR fbriel ﬂginggzc%h(yrlo e
Example 3
5—(Pyridin—3-ylamino)-thiazole—4—carboxylic acid (6-chloro-pyridin-2-yl)-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—3-ylamino)-thiazole—4—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
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Exanpl e 8 5-(Pyridin-3-ylam no)-thiazol e-4-carboxylic
acid (6-ethyl-pyridin-2-yl)-amde The title conpound,

wOB(clo3B8s nme = 326.3 (MtH+), was prepared asPEDEP2006/000090

exanple 1, steps Ato C. Step-@ywas perforned using
6eth -pyr|d|n2ylamne Exanpl e 9
Fhe pitle etimmpBng, M5 GISP) tIh}'efii.’*dle-l%M@HbPWis' Srep&red as for example 1,

6@pd Al [ de The title
con%%&%bjg{h/%@f]%erﬂn# edud us@%é ztE‘%ﬁ-nl]IlHa)ZOl‘%é’éafﬁpépar ed-
as for exanple 1, steps Ato C Step C was perforned
using 6-trifluor omet hyl - pyrixdimpl@6 yl anmi ne. Exanple 10
5- Phenyl am no-t hi azol e- 4- car boxyl i ¢ aci d phenyl am de

The5t([|?§'hé1n93)?hr ng)- ﬂ?@o(é@@rboﬁ}lfc aci @%@%@o&ﬁmamide

prepared as exanple 1, steps At

I i ng .o anato benzene and yiel ded 5-
i E? bR AN bl AT e BT AR v yoaaes o for example 1,
SFH?S Wi@ iyl Covaspedoimed tigps Brid@hyd-thiazol-4-ylamine.

phenyl am no-t hi azol e- 4-car boxyl ic acid, i ch was

reacted with aniline in step E}<arrple 11
5- Phenyl am no-t hi azol e~4- car%ofy ic acid

(3-chl or am deThe title conpound, M (ISP):
me =. % wm%ah Wamipgy- E}i@ﬂe@rmﬁmad exeolydh@ideO,

st eps A to C Step C was perfornmed using 3-chloro
Hrei ﬂlﬂﬂeomﬁmamﬁ;IMS](ZSP) m/e = 310.7 (M+H"), was prepared as for example 1,

oIe car boxylic ac
S%ggﬁ uor o- 6£enya1sf it euS*F’rgemttP%’iaéméénpound, MG (I SP):
rﬂe 314.1 (MtH +), was prepared as for exanple 10,
steps Ato C Step C was pExafmpllmd usi ng 3-fluoro
aniline. Exanple 13 -

B .
(56P rrg? 1@1’1'{;3;/1?1;351?1%@)5911&0¢a% d‘%gﬁ ca Ldta(% %&%%%2 yﬂ‘)sam1de

+) p ared as for

Tg1)e( 3}% %or&%ourgf éé% %I&(Pt) Om@ S°t @’Iﬂﬁg);p‘@ﬂtsf prepectd usifog example 1,
sgpmaithyl. SEprQ dasnpifothriiusiag 6":&%}'?1&1{1 2-ylamine.
5- Phenyl am no-t hi azol e- 4- car boxyli"c aci c?’
(6-chl oro-pyridin-2-yl) - deTetltIe compound, M5
(1SP): me = 331.1 (M+H +)} a&%&k repared as for
Sgigan‘gj e 10, steps Ato C. Step C was perforned using

Bty ykepina)- Hhizzold-neinbexylic acid (6- -trifluoromethyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 366.3 (M+H"), was prepared as for example 1,
steps A to C. Step C was performed using 6- -trifluoromethyl-pyridin-2-ylamine.

Example 10

5-Phenylamino-thiazole-4-carboxylic 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 yielded 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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Exanpl e 15 5- Phenyl am no-t hi azol e-4-carboxylic acid
t hi azol -2-yl ami de The title conpound, M5 (ISP): nle =

wOQech74d8¥H +), was prepared as for exanpl e 10PCTEEP®G6H00090

t o C. Step C was perforned usiggg thiazol -2-yl am ne.
Exanpl e 16 5- Phenyl am no-t hi azol e-4-carbox7lic acid

- (Prertittehsdmpdhinglz 01S ASP):)mfeaniBe® 1 ety ks GeEmasing foMexample 10,

: = 317.1 (M-H. +),, repared as for
g)(e Er:%ltgIHlSt,epsé‘é%sspeﬁgqrgleé.u)mggg%w%ﬁﬁ’&f ormed usi ng
4- et hyl -t hi azol - 2-yl am ne. Exanple 17 ‘
5- (3-Chl or o- phenyl am no) - t lxamplect24- car boxyl i ¢ aci d
(3-chl oro-phenyl)-am de The title conpound, MS (1SP):

(o en e IS or example L.
m gps A%gﬁ%gyﬁﬁgﬁgg)tklaﬁg 4&2 ?Ké’%{yﬁg aaa g% %10?3( BB - dride
d yi el ded

g-hchlﬂgr 0-3-is t%ogwat 0- benzene an

DE 3CEHOGR B e &Y/t P b bI(M-AH Oa 80 RyaDatedaasi far example 10,
stehyA te€) Brep Ciwasspenfosmby dsiak BSRré BSliap, B to

5- (3-chl or o- phenyl am no) -t hi azol e- 4- car boxyl i c aci d,

whi ch was reacted with 3-chloro algl line in step C

Exanpl e 18 5- Cycl opr opyl ami ﬁ%mﬂ’fi zol e-4-. carbox7lic

acid (3-chl oro-phenyl)-am de The title conpound, M5

(1 SP) :>-Reeaylanping-thiagale-Hidarboglic prid paredh@pytidin-2xtrphile

1, steps Ato C. Step A was perforned using

Thetitle acypoahe; MSCQS’IW apanes gng (M#@Fﬁ?%a??rcfpareﬁ s for example 10,
c%csle&gor gpgl a no-taéoazo(ie-A- car boxyli'c_ac et hy

SR 10 Phy'eP (riasRrgogned BHng frmagthy-myridin-2-ylamine!

5-cycl opropyl am no-t hi azol e- 4-carboxylic acid, which

was reacted with 3-chloro Brirhplea4i n step C. Exanple

19 5-Cycl orropyl am no-t hi azol e- 4-car boxylic acid .

3-fl - ' 1] e ound, . | SP) :.
LSRR A 206, OB

fﬁe Ato C Step C was performed using 3-fluoro

’2 ¢ Eﬁﬁ épmgsggmy MSABSP): m/e = 331.1 (M+H"), was prepared as for example 10,

GefSyctoOr gy Candsperfbhth &z @i GRRFLI¥MEICo 36
phenyl am dg[yThe ?,i@tl e conﬁ%mé, I\/IS%SiP %?%rgne:. 260. 1
(MtH+) , was prepared as fOﬁ exalnﬁl e 18, steps Ato C
Step C was performed usi ng™HRf he,

5-Phenylamino-thiazole-4-carboxylic acid thiazol-2-ylamide

The 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 (M+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-phenylamino)-thiazole-4-carboxylic acid (3-chloro-phenyl)-amide

The title compound, MS (ISP): m/e = 364.3 (M+H"Y), 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



Exanpl e 21 5- Cycl opr opyl am no-t hi azol e- 4- car boxylic

acid mtolylam de The title conpound, M5 (ISP): me =
w@zdoch74d8Ht) , was prepared as for exanpl e 18, PETAER004000090

to C. Step C was performed usirg-mtolylam ne. Exanpl e

22 5- Cycl opropyl am no-t hi azol e~4-carboxylic acid

6B8p I Wﬁ—(ﬁhﬁbl@tb—)pharrjfldl&i%’)ethta&bﬂegi—é‘éiﬁ?@uﬂ dcidl\/ﬁlhﬁdhf&gié reacted with

181= £ 1. , was prepared as for exanple

?tcg%osmﬁﬁg%%é M@%—'e@p C was perforned using 3-brono

ani | i ne. Exanple 23 :

5- Cycl ohexyl ami no-t hi azol eE4amaled@xyl i ¢ aci d

(3-chl oro- phenyl ) -am deThe title conmpound, M5 (ISP):

me = 386cldpib ﬁkhxmo-vrﬁ&zo@é_@Q@fb%%ggéa&cpﬁéaﬁm%en}n-amide

steps Ato C "Step A was perfor usi

sot hi ocyanat g-cycl.ohexane and yj el ded 5-
s DRk Ao PRSI 8- 28R T HID) s drenemsd os for example 1,
gspen. toThi Sepaswhy gerdbrins@ituding fotodyahfo-cyclopropane and yielded 5-

> ' t hi | e- 4- car.pbaxyli ¢.aci d, ich. . ,
Bl g BT e R et T o ol i sep B 10
>4 75omoP kg mame-Hazald-dxettexlic aribhowlfich evaacéadted with 3-chloro aniline
ﬁﬁﬁﬁytpro-phenyl) -am de The title conpound, MS (1 SP)
me = 268.1 (MtH+), was prepared as for exanple 1,
steps Ato C Step A was perfornmed using
i sot hi ocyanat onet hane and §F€P 8d95-
nmet hyl am no-t hi azol e-4-carboxylic acid ethyl ester.

Thi s \Ga€ydytopylamérth-tialep-cBrbofyliracid (3-fluoro-phenyl)-amide
nmet hyl am no-t hi azol e- 4- carboxylic acid, which was

%&é@?ﬁs?%B%%;@Bl(gﬁ %Zé_: U %]! Wﬁ%ﬁgc‘%}s pEr)égaqre)(li Gs %_051‘ example 18,

10

I azol'e-"4- car'’box

teRstA o oitethe s perfpinge Tiieg 3-flubw adlipound, MS (I SP):

me = 252.1 (M+tH +), was prepared as for exanple 24,

steps Ato C. Step C was pgb&ﬁﬂggg using 3-fluoro

ani | i ne. Exanple 26

5- Met hyl ani no-t hi azol e- 4- car poxylic aci d phenyl am de
P The titl e@é@ﬁb%ﬂﬂﬁa%’sw(%ﬁﬁyf -4rcarbexyigacid phepHamidaras

repared as for exanple 24, steps Ato C Step C was
fide nedposida MAGIIP)n@/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

20  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,
25 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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Exanpl e 27 5- Met hyl am no-t hi azol e-4-carboxylic acid
mtolylam de The title conpound, M5 (ISP): me = 248.2

wORbddiy48swas prepared as for exanpl e 24, stepsPATED2006/000090

Step C was perfornmed using mtakyl am ne. Exanple 28
5- thhylan1no t hi azol e- 4-car boxylic acid

gﬂee B?@W Maghsae ﬁfm—ta%shg(M@P}]f@P,% r(acli §E Yor example 1,
, epar e S Tor exa
g}m?sph? te&a'\%twe%s WaIS{I%% el? S ReRQrIrago 3YHe ]g)eﬁ%ne and yielded 5-
ohexd obo4Baertlyd aid iyt éutﬁz Thi-WasGaidbslnyd | hp step B to
IE\ESydoh@cyﬁ'ﬂhﬁthfé%lb-qL&r@oﬁ{f i gégl PRl T?v%%gf%at %g ggt%f ?lﬂoro aniline in
le 24, steps Ato C. Step C was performed using -
6 chl or o- pyrldln 2-yl ami ne. Exanple 30

5- Met hyl am no-t hi azol e- 4- cgkggg@buc acid
(6- bronD pyridin-2-yl)-am de e title conpound, M5

| SP d f
((axarr)pl TH e Bt C%ﬁylg il Cpelpor nesmlismige.
ﬁh no- pyri din élan1ne le 31
ﬁ)?P’éWPHBdi Msa e mye C:aﬂé&i()(M-ld-IJé)C Mds prepared as for example 1,
dt€psnat tylc. R‘S’té%dA Ny~ %A%Lr)fo@@dd ﬁsJiE s&th ocgaél gcgg?tgx?ne all;@ yielded 5-

rgletix%frgn%i]}uaéq &ca@qxah@aaétegryl @stwasT hiewkohyddlisediingtep B to 5-

1etimplamiho-plyinialéA-2Ariyxghd 5\8d, VEXARLE r:
- Cycl opent yl am no- tﬁ?azole 4- cargoiyﬁFg‘gglﬁChkmoanﬂnwlnsnm

(3-chl oro- phenyl ) -ani de The title conpound, M5 (ISP):
me = 322.1 (M+tH +), was prepared as for exanple 1,
steps Ato C Step A was peabhgie®sl using :

i sot hi ocyanat o- cycl opent ane and yielded 5-

cycl openiydtryTh Mg d- iRl £ bSQ};I % Xx¥1é'3 Cﬂou%% Cli) grtly }/ amide

ester. This mas hydrollse In's
ent a i azol e- 4- carboxyllc acid, which
s e R T S5 Rirofeor ZAPLIAEHILR) st prepardkaanbt example 24,
s8Bs B-1Qyk Bepaiitvys perfmntehiugmg e ahfigxy! i ¢ aci d
(3-fl uoro- phenyl) am de The title conpound, Ms (ISP):

me = 306.1 (MtH +), was e&gggkﬁg;as for exanple 32,

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. -

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

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

Example 28
5-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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steps Ato C. Step C was performed using 3-fluoro
anil i ne. Exanple 34

wo- 20607 e§8ent yl am no-t hi azol e- 4- car boxyl i ¢ aci dPCT/EP2006/000090

phenyl am de The title conpoundggMS (1SP): me = 288.1
(MtH +), was prepared as for exanple 32, steps Ato C
Step C was perforned usingEg&hbk@@.Exanple 35
5- Cycl opent yl ami no-t hi azol e- 4-carboxylic acid

m t ol Y_am The titl ompound, .5 (1SP): mle = 302.2

( M+H ﬁmv@ganﬁlrne B %81%& 'Cagg?x@ﬁ 5%@'@?@%@6?2\-@0%@

Step C was perfornmed using mtolylam ne. Exanple 36

ggggélp @WWQSM: ayel=e2@8.T &MBdXY) vas prﬁﬁgred ag fSJr example 24,
3pdk eHT; - 5t ¢ ng, | SP)

oL RGP (@wﬁ ﬁ"%@“ﬁ?ﬁéaﬂ eégg’gggglrgé’}?énr%ﬁﬁe 32.

steps Ato C Step C was perforned using 3-brono

ani | i ne. Exanpl e 37 Example 30

5- Cycl orentyl am no-t hi azol e-4-carboxylic acid

(6- methylethylanhidbthidzylb-U-cadiixgtEe ddi@ (8-btdrBo-GHRRRUAG) - VB
(ISP): me = 303.2 (NHH;?, xgscp:eéared %s -forELqH);Mide

2?%13{{?% g?r?léo??cgltl\gg 31_89? :2{1?/ reflgn'%e I%t(g% égg }Q@/ﬁ ' Ll g’kgar%ﬁ'ag Yor example
24 leps Hpje lﬁi’ yleary wes parfaamet @sitg 6erbmoypyridiacd-gamine.
(6-chloro-pyridin-2-yl)-amde The title conpound, M5

(ISP): me = 323.1 (MH +) gy cBjepared as for

exanple 32, steps Ato C. Step C was perforned using

6- chl org- i di n-2-ylam ne. Exanpl|e 39 L )

5- c,yc?3@8@{?%%6@?@??%&@2@%%&zmeﬂt}'l-mléﬂnd-yl)—armde

%G-bronn-pyridin-2-y|)-anide The title conpound, M

hesl:%l)i comhpoun@evis C(IS(E%-h'l/d-):éZﬁbﬂaS(Mﬂ-Eﬁwm ;&Yépzfrgd as for-example 24,
. S .perforned using

Tl e S eRgeliplried it el BB e

5- 1 sobut yl am no-t hi azol e- 4~car boxyl i ¢ aci d

(3-chl or o- phenyl ) - am de Theéxamplé 32 conpound, MS (I SP)

me = 310.2 (M+tH +), was prepared as for exanple 1

st eps 5ACdbgentyRireRoAhkasle HEEHBSRE 248 (8 Qhloro-phenyl)-amide
| -i sot hi ocyanat o- 2- met hyl - propane and yie deg

- nm. ho-.t hiazol e-4-car Li.c acid ethyl
'Ig%et @?zp Eﬁ%kgul\}égl\dﬁgml FQ%& ?%P ?ﬁslykl-i*%, was prepare%l 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
in step C.

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

The title compound, MS (ISP): m/e = 306.1 (M+H"), 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 title compound, MS (ISP): m/e = 288.1 (M+H"), was prepared as for example 32,
steps A to C. Step C was performed using aniline.
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step B to 5-isobulyl am no-thi azol e-4-carboxylic acid,
whi ch was reacted with 3-chloro aniline in step

wQC28bcamgise 4 1 5~ sobut yl am no-t hi azol e- 4- car begyiEP2006/000090

acid (3-fluoro- rhenyl)-anm de-The title conmpound, M5
(ISP): me = 294.1 (MtH +)> was prepared as for
exanpl e 40, steps Ato C 3kemple3sas performed using
3-fluoro aniline. Exanple 42

5- 1 sabulylam. nQ-1.hi en4-carboxyl i g. acid phenyl am de
The title %%gﬁﬁgﬁ%ﬁk? F%%?)O?e 7 %%Qx@‘fécigw&%@ems
epared as for_exanple 40, steps Ato C Step C was
%F F’gfel;@ﬁiﬁﬂ)élpﬁg%ﬂgﬁ han/eEx 30%P éMa31"), was prepared as for example 32, .

StepsARUTY sRPIRast ek RZALE ubng A- e aci d

m{bol yl am de The I{éiktl e- c%ﬁ%gﬂ%%ﬂnhl\/% (I1SP): nle

=-290.1 (M+H+), was prepated for exanple 40, steps

Ato C. Step C was perforneddBied§ mtol yl ani ne.

Exanpl e 44 5-1sobutyl am no-thi azol e-4-carboxylic acid

( 3- br Sy Popamylaman- théazbled-tirbbeylic aoilaBrsto S KdnP)amide

me = 356.1 (M+tH +), was prepared as for exanple 40,

The ﬁﬂe%oﬁn%g&ld,ﬁgl@z%@)\!\%e p—-egfféo(f ngl-f)’il W gfekﬁgr%goas for example 32,

ani |l | ne, anp )
%@%B%Fﬁ%?rpﬁbaﬁmqrfa&r@%mngébm@m ndinaci d o
(6-nmethyl -pyridin-2-yl)-am de The title conpound, MsS
(ISP): me = 291.1 (M+H +) Exdﬁﬁlslegyepared as for
exanple 40, steps Ato C. Step C was perforned using

6- mat - pyri;di n- 2.yl apm pe. . Exanpl g 46 o .
S | SR R e AR b B Rt € mesig-pyridin2-yD-amide
%G-Chl oro-pyridin-2-yl) -am de The title conmpound, M5

hespile cpmpound3 S (IFEWH/ e 308es (it EPRred piepdred as for-example 32, . - -

K4RIEC - Ste as, -per f,or med usi ng
T o ook TP dedauiml @iyl 9, 0E S il
5- 1 sobut yl am no-t hi azol e- 4-car boxgl ic acid

(6- br ono- pyri di n- 2-yl ) - ani Beemide 38t | e conpound, MBS

(ISP): me = 355.0, 357.0 (MtH+), was prepared as for
exaripCecldfentyirafn-thidzoleCi-c43bepylic W GRAIGBLFRMINS iyDamide
6- br ono- pyri di n-2~yl am ne.. Exanple 48

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+HT), 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 l-isothiocyanato-2-methyl-propane and
yielded 5-isobutylamino-thiazole-4-carboxylic 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.
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5-tert-Butyl am no-thi azol e- 4-carboxylic acid
(3-chl oro-phenyl)-am de The title conpound, M (I SP):

wohenc7880. 2 (MrH +), was prepared as for exanmpC®&EP2006/000090

steps Ato C Step A was perforged using

2- 1 sot hi ocyanat o- 2- net hyl - pr opane and yi el ded
S5-tert-butylam no-thi azol eE4amplebiaxyl i c acid et hyl
ester. This was hydrolised in step Bto

I‘'ne 1n

Lot SahARy IAERLL ACRIRYM (A% Pnelill Shide

was reacted with 3-chloro ani

?ge ?-tert - But%l ' Eﬁ?ﬁ't hi azol e- 4- car b+ox7l ic acid

 Pile P ipQHash VS - QSR U/ a2 94 1 (M tpoempephBe (ab S example 40,
st AtQ4StOp (Ml piforriedu R PALSe, ARLAOr exanpl e 48,

steps Ato C. Step C was performed using 3-fluoro

ani |l i ne. Exanple 50

5-tert-Butyl am no-t hi azol eEﬁa-na%lFﬁaxyl ic acid

mtolylam de The title conpound, M5 (ISP): me = 290.1
(MrH +),  wablypuplamidodbiatde-decabmiytic 484 phegfanilet 0 C.
Step C was perforned using mtolylam ne. Exanple 51

‘Bhd €1l¢ cBupyh)IN9(1SP) appl g'ffﬁ?ﬁ@?%ié# iovgas %ie%ée% F%g)r' example 40,

3- br ono-phenyl ) - am de The tit] und,
s%%Pé%:tog@éEiP%ﬁW@?%r%sm@@éﬁ@d as for exanple 48,
steps Ato C Step C was perforned using 3-brono

aniline. Exanple 52 Example 43
5- ( 3- Met hoxy- propyl am no) ~t hi azol e- 4- car boxyl i c add

e = 320, 1 (RR M G R iehil Fo melmider,

A was perfornmed using

te Ato C_ Ste
< t&fﬁ R P &S%Tmmﬂﬁﬁdﬁ%e[{éhdvay ipedrdedt as for example 40,7+

stepg A-tOEL BE)C RhOHH R = thi =4- car boxylic acid
Ee?hyl estgip. Th?@m?eﬁ%lpg:}?ggelgja?ﬁﬂ%tep Bto 5-(3-ne
oxy- propyl am no) -t hi azol e-4-carboxylic acid, which was
reacted with 3-chloro ani FABPlef%; ep C Exanple 53

5- (3- Met hoxy- propyl am no) -t hi azol e- 4-carboxylic acid
m t ol y$-dsabagylathimot thidzeleeboqrbondic a3 (65380 pHeRyF-a3A8e 1
(MtH +), was prepared as for exanple 52, steps to C

THE effle ConouR8r M@r@ﬁﬁ): W93 58 § ?Mi}‘i“}l Was p%"é‘fgﬁ' a8 fgl4 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+H"), 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-yl)-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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5- (3- Met hoxy- propyl am no) -t hi azol e- 4-carboxflic acid
( 3- bronp- phenyl ) ~am de The title conpound, Ms (ISP):

wohenc7®82. 1 (MrH +), was prepared as for exanpC®&EBR2006/000090

steps Ato C. Step C was perfamgged using
3- brprm- ani line. Exanple 55 _ _
Fheeitlzyoarionads MiS423H)emde €3650x3597.0 (M), was prepared as for example

- - PYd i din-2-yl) - am de e title.co und, MS
B e I Nl b B Bty B aaine.
exanple!, steps Ato C. Step A was perforned using
i sot hi ocyanat onet hyl - benzerdxampte 48 el ded 5-
benzyl am no-t hi azol e-4-carboxylic acid ethyl ester.

Thi s wes ey BhQldnsiRe-thzSlk APcBb 9110 acid (3- - ~ami
benzyl am no- tﬁ’il azol e- 4-anr b(;')axy(f}{l:glc1 3%1%3 C{]/\J/l?f%ﬁh\%rg%) amide

acted wth 6- spyridin-2- ylamne in step C
E@S&B CeCBRPHY eﬁ%%ﬁh‘gl@t fii 4P @A hrwrsxBrepared @p dor example 1,
6Bpe dooc. Stepnil \)v)aﬁlpiefferrﬁétﬁ utsingljb-i@ﬂ?'@@uﬁgto—ﬂiﬁle@ﬁg%%}épane and

= 344, +),. Was prepared a . exanpl.e .
Jefied by M iallIE SRS e a%reRy SEEnTor e hydrolised n
8P |15 tred-tekdufilamidp-thiazole-4-carboxylic acid, which was reacted with 3-chloro
§ni|ﬁ§9m‘&§$/bam' no-t hi azol e-4-carboxylic acid
mtolylam de The title conpound, M5 (ISP): me = 276.0
(MtH +), was prepared as for exanple 1, steps Ato C
Step A was performed usi ngEZalFll?@t i ocyanat o- pr opane
and yi el ded 5- isopropyl am no-thi azol e-4-carboxylic
aci d etshiert-Bstyimindhthiazoles-hysgliyzed (3-ﬂu§io\€;\gh§lr}]r9—a5nide
i ch was

i sopropyl am no-t hi azol e- 4-carboxylic acid,

B Al R ST B——

$tePoi dino- Pigp Civas-rRrfprined asingld Fhwere asilive.conpound, M
(ISP): me = 343.1 (M+tH +), was prepared as for

exanple 57, steps Ato C. Siehpespas performed using
6- br ono- pyri di n- 2-yl am ne. Exaﬁpl e 59

5-1sopropylam no-thi azol e-4-carboxyljic acid .

(4- et hyl - ?%FH%%"YIEHWQ‘EQ%O&@‘FFH oryq asidmniobilaaide M5

(I1SP): me = 282.9 (MH +), was prepared as for

Ehatife eobipousd.eds (ASR)onile =S2%pl QWS peid PrepBdd s iffidexample 48,

s“iéﬁeﬁ fye: §t@;5 40l 'p%f%l‘rggﬁ Hsei‘ﬁg r%)s%rl.%lir%in%p
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)—thiézole-4—carboxylic 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.



5-(1,1-D nmethyl -propyl am no) -t hi azol e- 4- car boxylic

acid (3-chloro-phenyl)-am de The title conpound, M
wOh8B)o74ashe = 324.3 (MrHt+), was prepared as f oPCEXERRPLB00090

1, steps Ato C Step A was pergpar med usi ng

2-i sot hi ocyanat o- 2- net hyl - but ane and yi el ded

5- (1, 1-di methyl - propyl am naimhfpl@gsl e- 4- car boxylic

acid ethyl ester. This was hydrolyzed in step B to 5-(

aci o, vanen sy B B el R S sehb o et

Exanpl e 61
&bﬂd t;tfe-qgniéﬁqm Moy @ﬁhgbzame{m)soe.m(a&fﬂia-, leés ?ré%%;@d irﬁlfor example 52,
atipsl Artb D K anivdep ki ndeli b 1 rome =
304. 4 (I\/HH%IE), Wa%e pr eparé g%@@g&ﬂgﬁ%n’pl e 60, steps A
to C Step C was perforned_usi nig mt ol yl am ne. Exanpl e
62 5-(1,1-Di methyl - propyl af¥a®Pled azol e- 4- car boxyl i ¢
acin%é(&nﬁt hyl -pyridin-2-yl) -amde The title
c ook thodg-proBPlamin etliaz3R54-3arb chrid (Bt H{oe}zﬁ)l?é -ami
as for exanple 60, steps Ato C g{t}}eﬁp C was Berf rrIrlzg amide

UHE e @r - I b ) 8 le 63 5-

1,1- D’Qﬁe h?%gb%g?%&nﬁ%)‘ %F g%%%&%?%%ﬂdi % fgg pgpmple 52,
%t&l’%]étt%% teRCawan perfoyinpd uging dédrdime-anilidee conpound, MS

(ISP): me = 311.1 (MtH +), was prepared as for

exanple 60, steps Ato C. $tgp fes4as performed using

4- et hyl -t hi azol - 2-yl - am ne. Egan‘pl e 64

5- Et hylam no-thi azol e-4-carboxyli¢c acid
o ol AR BR e Lot cci Cmethyl-phridin poanide
. »%@wm)’ was prepared as for exanple 1, steps Ato C

&ptla compopadf MSHEEPusieg: B3R HMIETANake PRPREE a@ R example 1,

eyl Aesl Bsiedt A i.00-1 hi az -4-carbagoxyl i,c,acid et hyl :
eslfg r..Thi séﬁyaﬁ?g{kg?%%egﬁﬁégg@é%cyém%x’be- Yl—%enzene and yielded 5-
I%e[rﬁ WRGyHR eaéﬂla@m@]é%?%)?ﬁyl esterciTdhis wini hydrobised in step B to 5-
bepaglheih omHidyole- 1. @b o N gl p 18465 o
s Babld aguoo- e Sl D P s PP WA B-methy pyridin-2-
’% - ro%sggl?i din-2-yl)-am de The title conpound, MS
(ISP): me = 329.0 (MtH +), was prepared as for
exanpl e 64, steps A to C Eheplésgas performed using
6- bromo~pyri di n- 2-yl -am ne. Exanpl e 66
5- Et hyl e i azale-A- car hoxyl i c [
( 4- rre%/hﬁﬁl-e? F%IQ%II%:%EE%P%Z%%IQ%X}XIC ac1d?§—cgloro-phenyl)-amide

The title compound, MS (ISP): m/e = 344.1 (M+HY), was prepared as for example 55,
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 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-

25 isopropylamino-thiazole-4-carboxylic acid, which was reacted with m-tolylamine in step
C. |

Example 58

5-Isopropylamino-thiazole-4-carboxylic acid (6-bromo-pyridin-2-yl)-amide
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The title conpound, M5 (ISP): me = 269.1 (MtH +), was
prepared as for exanple 64, steps Ato C. Step C was

woeodomasd usi ng 4-met hyl -t hi azol - 2-yl -am ne. BRampk®6/000090

67 5-(2, 6-D chl oro-phenyl am nokithi azol e- 4-carboxylic
acid (3-chloro-phenyl)-am de The title conpound, NS

Th&gﬂe d@hg:;ana,ocpxsg(tlsm%#\)igsm% gm?@gfgrépgfed%mkﬁmple 57,
reaS bR b Sieb Leagr e Hote B HbeRbanai did Mrsinged

5- (2, 6-di chl oro- phenyl am no) -t hi azol e- 4- car boxylic

acid ethyl ester. This wasEmydpll59zed in step B to

5- (2, 6-di chl or o- phenyl am no) -t hi azol e- 4- car boxylic

aci d, 5 Wi : AW .chl-oro am lhi i, step .

c Exsa‘ri‘r\%kgéb%%nbgﬁﬁgag 4"\&2&190){%118 hLig (£ n?e?l'l}h tHfaz 1™ §lt) Shhide
-(2,6-Di chl oro-ph | am no) -t hi azol e- 4- car boxylic

ib? &Hﬁt%moéﬁﬁd%fﬁﬁ@)f M/EE 86 ) vEay peppredngsdorexample 57,

&éBs 8 t§ Wrbtep)C wiBrraBduSHs AméByl-@x2BP) §18dine St €ps A

to C Step C was perfornmed using mtolylamne. Exanple

69 5-(2, 6-D chl oro- phenyl am noﬁ- Ef’]éi azol e- 4-carboxylic

acid (6-nethyl-pyridin- 2-yl?'jlj“-“§ “®¢ The title conpound,

M5 (I1SP); mle = 379.4 SMFH +), was prepared as for

exartpileDBrethgtmppylaminy ) Ghiagole pt-@rivagylip ecifl 3 -whkbrophegyl) -amide

6- net hyl - pyri di n-2-yl am ne. Exanpl e

TRS1it1é, Sl RBHONME @BeNYhARM: Bo) 3t h ; '

aci d %g- ggonn- YT il nE)?ﬁlG B %?‘%131 @éﬁ%ﬁjﬁ#ﬁqg‘g%ﬁ% E‘%de,xam?le L

NEPY 4 S Stpeh was Reyformaghuysing 2-isgioqrrpyarmethyligtane and yielded

& yTpdiencfhil-pib@lanito)-thikzol Staartio Reid§ OMMRT WSte)d This  was

was wha¢tdd mithiBythloti andlole-id step)G.ani de The title conpound,

M (ISP): mle = 385.0 (M+tH +), was prepared as for

exanple 67, steps Ato C s perfornmed using

4- et hyl -t hi azol - 2-yl - am ng%&%algr?p\f?e 72

5- (3, 5-Di net hyl -i soxazol - 4-yl am _no) -t hi azol e- 4- car box7

lic ac?*gll>éé?lé¢ﬂt@flzylawéw1ryo)-thlﬁiqi@r4mébwm ecid smpiiparide

M (ISP): me = 349.4 (MtH +), was prepared as for

Ehatfk eohpoah&PBISAISI): &/e St BpLAMBS DEWAOpiEPsket s T8 example 60,

$adSRIOEOSUBRAL R B3 L TR Y b oS xaad @ and

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-yl)-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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yi el ded
5- (3, 5-di net hyl -i soxazol - 4-yl am no) -t hi azol e- 4- car boxy

woieocacsss4 et hyl ester. This was hydrolised i n BCEEPB06000090

5- (3, 5-di net hyl -i soxazol - 4-yl ampno) -t hi azol e- 4- car boxy
lic acid, which was reacted with 3-chloro aniline in

,s"ﬁhemﬂ@ cdﬁxmqmlde MS(ISP): m/e = 262.0 (M+H" % was repared as for ;xample 1,

mt O
ﬁfg})érlam1ggghmz<(1m4}-{:aﬂ)quhagc1dr@h)dr&aderafhlfsWasemml;r@d7121 step B to 5-

§€h§ﬁ%ﬂﬁol’cﬁla&le 2L &P Sy MBS B SFH AL R HSL ALt h (%ol){fiamlne 1n'step C.

5 (3 5 D| mat hyl -i soxazol - @yl am no) -t hi azol e- 4- car boxy
lic acid (6-nethyl-pyridm 2% m de The title
conpound, M5 (ISP): me = 330 3 (I\/H-H+) was prepared

as for 5é}th)rhirhﬁlo?ﬂuazSIe&pSarBomc@c1d9(%ecﬁofﬁo\ﬂﬁ§§icﬁﬁ—r2f—}9ﬁgﬁﬁide
using 6-methyl-pyridin-2 yI am ne

?hé Bitle 'ﬁBXl MSS Q(I%Z y%ﬁal;-n (ﬁ%ﬁﬁgﬁéﬂq&é@cﬁ‘rfgroé?émple 64,
Etéﬁﬁsp‘e&% tRfBC(W@P)er mfled ml@@&b@omb’ldﬁrrdjn -2wasnfihepar ed :

as for exanple 72, steps Ato C. Step C was perforned

usi ng 6- brono- pyri di n-2- y'Eﬁ‘aPh ggEXanpl e 76
5-(3, 5-D net hyl -i soxazol no) t hi azol e- 4- car boxy

lic acj net hyl, - t azo - amde The title

conpou %3 %" S‘é}azo%éjeca.r SWCBCI@I\Q#W@YI théazob? gpaareide

as for exanple 72, steps Ato C. Step C was perforned

Thké tie 4ompbhyd, Mll(mi miZe H 26300 (l+HEX a0 eﬁ:?red as for example 64,

Fobe £ e semcethadiol A aSlatihasel S CR 80,

s?gri%@ﬁg?&qgﬁ TN ARSI I PE Bt @ui% Aise( | 5P):

me = 355.1 (MrH+), was prepared as for exanple 1,
steps Ato C. Step A was pEraupled using
3-i sot hi ocyanat o- benzonitrile and yi el ded 5-(3-

cya(‘msﬂelﬂwcﬁﬁhéiﬁflarﬁ1hb)iﬂﬁ£z‘%ié4fc@fﬂ?&‘gﬂ dckd BEElo R enyl)-amide

ester. This was hydrolyzed in s

( yano- th| rbox7lic acid
'la}“ %‘%CC g%cg{]%é a(ﬁfg ?M#‘H n¥aj frepersd @, for example 1,
stsparplte (7 Step A was performed using 1,3-dichloro-2-isothiocyanato-benzene and
yielded 5-(2,6-dichloro-phenylamino)—thiazole-4—carboxylic acid ethyl ester. This was
hydrolyzed in step B to 5—(2,6—dichloro-pheny1amino)—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-Dichloro-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-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 6-methyl-pyridin-2-ylamine.

Example 70
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5- ( 3- Cyano- phenyl ar ni no) -t hi azol e- 4- carboxylic acid
mtol ylam de The title conpound, M5 (ISP): me = 335.1

wORbdd/or)ss4was prepared as for exanple 77, stepBCHNEP200&000090

Step C was performed using mtakyl am ne. Exanple 79
5- (3- Cyano- phenyl am no) -t hi azol e- 4-carboxylic acid

(BEEDRHIoRY Sl Znnanw hiazdE-4earhBgylic A ﬁ6o&gﬁﬁuﬂﬁ1&%—yl)-amide

(ISP): nme = 33 MtH +), was prepared as

?BﬁgﬁLsﬁ Z{R}}Jﬁngiﬁ@ 6;3%%1‘9/@ Stéggﬁgp/ﬁﬁlg&p%vras %genlgredugsl o2 example 67,

5tepSAQy &h Steplizwyd parfonoed tiking Sobrentb- paddiaxyli-aniaei d
(6-bromo-pyridin-2-yl)-am de The title conmpound, M5
(I1SP): me = 403.5 (M+H +), %Jfo;epared as for
exan‘pl e 77, steps A to C gtep was perfornmed using

Ezr o$ yri d| n- ani ne,
oo D AP s sgeole ks asi bommythyb o2 y1)-amide
(4- msthyl-thlazol 2-yl) -am de The title conpound, M

(IIhSI?J)t]:e daihq)oan34R/I81(ISM+ tth/e)= 38\@6 M-SRl Qfls @?eﬁa%d as for example 67,

TERLRAS I Siop T B e eiias Temethi ubigol By Tamine. "9

5- ( 3- Cyano- phenyl am no) - t hi azol e-4- carboxylic acid
(2-met hyl -t hi azol -4-yl) -akixemplei title conpound, M
(ISP): me = 341.7 (M+H +), was prepared as for

ex QITB%?eDﬁﬁethﬁtﬁ&éz& -4 91a§un§)t ﬁﬁ’azgle\!\?— arggglﬁragﬁp(?)u&ﬂ&g-phenyl)-

2-met hyl -t hi azol - 4-yl -am né€.
5- - Tol yl ani no- t hi azol e- 4- carb@k‘iﬂlc aci d
(3-chl oro-phenyl)-am de The title conpound, M (I SP):

fihe tﬁle%ﬁuzibubwtgfbms) (Ismanw:emp qd(é\a$}1f*p rwR%ePired hs for example 1,
0 e er f or med uSi

SR B Gy A EEe AT ity T it imethyl-isoxazole and

Biekled G- 93 E&Idlmcthﬂmsmbm—zﬂauan@b&yémk: -acdborylitydci®sthl ester. This

Wﬁé ?hy&ﬁfhsm/ ﬂ‘Lthegzl? ol 5‘( hﬁrf)%g}gzgol 4-y V%mnﬂ) V\l)gazole -4-carboxylic
g’c“t’]@ﬂhwa’i Wag‘leémlfbr%cﬁﬁliq 4mlélq in stepdp C. Exanple 84

5 o- Tol yl am no-t hi azol e-4-carbox7lic acid mtol ylam de

The title conpound, M (I SE)camﬁfe@’S 324.1 (M+H +), was

prepared as for exanple 83, steps Ato C. Step COwas

perf o (5T5S q)l thyq 1srg)}xgzooll Xl—)%ammo)-thlazole—4—carboxyl1c 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.

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.

Example 75

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

amide
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Exanpl e 85 5-0-Tol yl am no-t hi azol e- 4- carboxylic acid
(6-methyl -pyridin-2-yl) -amde The title conpound, M

wOh8B)jo74ashe = 325.3 (MrH +), was prepared as f ®CT/EP2006/000090

exanpl e 83, steps Ato C. Stepsg-was performed using
6-met hyl - pyri di n-2-yl am ne. Exanple 86
B he tirlsl opinprviund; M8 @3B): an/é-< a0QOXWI-H1E) A0S prepared as fl(\)/rIS example 72, -

= [ - m de ,The titl onpound,
(PRER D, SRR aefrolinta A8 Bl ot dbn oG
exanple 83, steps Ato C Step C was perforned using
4- et hyl -t hi azol - 2-yl - ani n&xamErkifsl e
875- (2- Brono- phenyl am no) -t hi azol e- 4- carboxylic acid
663 Dk thplyisb gz Bl 2-y¥An) in8)-fH; 8 el | 0 i} -
(1SP): A ) gngée %’?Eé%é’%g LRPOhy1-MBazol-2-31)-
exanple 1, steps Ato C St ebm%s per f or med usi ng
| - br ono- 2-i sot hi ocyanat o- benzene and vyi el ded
Bhe 2itlgcompophénylISa(isio}n/t ki 26801 EMATERS WaXhebSred Gs Gor example 72,

Sioh o X PR v

-(2- br ono-phenyl a
whi ch was reacted with 6-nethyl -pyridin-2-ylamne in
step C. Exanple 88 Example 77

5- (3- Acet yl - phenyl am no) -t hi azol e-4-carboxylic acid
6- rsegh heghlyAndny)- il ' s - ~ami
EI SP)¢: AR ?ﬂﬁ“@%@ﬁf@%ﬁ?@f AT BhrenlfR amice
t C., St f d usi
FETR: SomoBhEERisr bl s ) S8 hANBR Taas prammias or example 1,
sgepggjx tcet Step phversyleeforme] utihg azmﬂeipéya@atrob@mltahi@rimhd yielded 5-(3-
. .yzed j.n,ste 0 .
SR r T B AR SR et
~chevrae-phearipmina thinzelerde carhoxybiy riidi whizhywaa meaveed with 3-chloro

e ie.stdp@npl e 89
5- (3, 5- D et hoxy- phenyl am no) -t hi azol e- 4- carboxylic

acid (6-nethyl -pyridi n-2-y]%%a- Igm de The title
conpound, M5 (I1SP): me = PP (§4H +), was prepared
as for exanple 1, steps Ato C. Step A was perforned
usi |ng L 5i(3dtyanophandimin) Ghidksteuhaxlyoo 28 e -8dlflamide
yi el de

Thre(tHOcHhpBRiD0 yl,am na) -t A e- 4- car boxyl j.c

aci % et hyﬁ%ﬂest’ )g)rls Pﬁ%ﬁ?s&lws %gi}’/'ér@ll "F%Igd 1o P§?Pé15e‘%gﬁ fﬁ’r example 77,

stepg 4. 18 Gistp hvry Pefremedaningad-telylagdot.e- 4- car box 71 i ¢

acid, which was reacted with '

6- met hyl - pyri di n- 2-yl am nq;,gaﬁlpgﬁp C.
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



10

15

20

25

Exanpl e 90
5- (3, 5- D et hoxy- phenyl am no) -t hi azol e- 4- car boxyl i c

weacim/omgsel yl am de The title conmpound, M5 (| SPPCTMPE005/000090

370.4 (M+tH +), was prepared assfor exanple 89, steps A
to C. Step C was perforned using mtolylanmne. Exanple
915-B3-(Fane phenyarpimelyhiartlea)catBuxaHod &l M-GREBLMLEAE-2-y1)-amide
acid (6-nmethyl-pyridin-2-yl)-anmde The titlé conmpound,

L SP). - = <ok, H pared as f.or-
?%Séf?ﬁﬁlp%?‘é’ps%ﬁ*ﬁ- RS, S DN TEPtShebtretiah fy example 7,
TtepssdthCotiyn favas TRt inenedysngémzethy- thindoly2-¢l- geihe.

5- ( 3- net hoxy- phenyl am no) -t hi azol e- 4- carboxylic acid
ethyl ester. This vvashydrohyg,ﬁlglleisg step Bto 5-(3-r
aet hoxy-r henyl am no) -t hi azol e-4-carboxylic acid, which

acted, with 6-pet.hyl-pyridin-2-ylamne in step C
V\EgszFT%ﬁgargh—pheny]iammoﬁ%ua%lle—g—ycarboxylic ac¥d (Z-methyl—thiazol—el—yl)-amide
5- (3- Fl uor o- phenyl am no) -t hi azol e- 4- carboxyl i c acid
ilfa t%;éc h%imppyndl,diélﬁ-(iﬁ an/E anddy MeH") twe 1@1@?@@&' ng forl\1§camp1e 77,

to 1R S WAs prepared as for exanple
1,I§st eps A% g%é Pé? ep %ﬁ@%ﬁ%ﬁ@ Z‘ﬁs Rgamine.
| -fluoro-3-isothiocyanat o- benzene and vyi el ded
5- (3-f1 uor o- phenyl ami no) - t Bxaax@le 83 4- car boxyl i ¢ aci d
ethyl ester. This was hydrolyzed in step Bto

5- (3- f | s1orTolplagiyd- e A 4 1chitaz At Ex | yBG
whi ch was regct ed wth 6- net ﬁgltceagﬁqgg?ﬂ&?y@?%ﬁﬁdggfiﬁ

ep. C. . _ +

@ie( gﬂ%ﬁ%o??‘g’g ?@ﬁ&%ﬁ%&/ € Fhp 4L (AT QnBs RyAPREedaas fgr example 1,
;@f’s FﬁeﬁoﬁﬁmA Wb perforyded usary H'Boffﬁ@cyﬁhdtgez-ﬁfé’gfﬁﬂbeﬁzen&/lﬁld yielded
- R ) 1.2 . r ‘as I, ex e :
1 "ol Bt e I e I PR Ry o SRS 8 0
or tofy UBe-thigzgler fricarbgmistasids avhidnwasredctyd elidhedtchloro aniline in step
&- (2-fl uoro- phenyl am no) -t hi azol e- 4- carboxyl i c acid

ethyl ester. This was hydrolyzed in step B to

5- (2-fl uoro-phenyl am no) -t hi azgl e- 4- car boxyl i c acid,

whi ch was reacted with 6- l?f@{rﬂ’g‘fs‘byri din-2-ylam ne in

step C. Exanple 94

5- (4- Fl uor o-pielytimimonhjazble pzabexylic aaidiexylyigmiasi d

(6-met hyl -pyridin-2-yl)-amde The title conpound, MS
Th : =43 ) red as for, exanpl e

1, ﬁee%dsﬁ%?g ’ %?S éts gjg&%wass\%z r(%f%@d Wigiprgpared as for example 83,
stepg ?\JBICOSE?Pi Gyenpsioymediusingentelenand yi el ded

5- (4-fl uoro-phenyl am no) -t hi azol e- 4- carboxylic acid

ethyl ester. This was hydrgilaﬂ-@pecggj n

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

The title compound, MS (ISP): m/e = 325.3 (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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step Bto
5- (4-fl uoro- phenyl am no) -t hi azol e- 4-carboxyl i c aci d,

wohowlh7veas reacted with 6- nethyl -pyridin-2-yl agTme2006/000090

step C. Exanple 95 - 56 -
5-(2,5-Di fluoro-phenyl am no) - t hi azol e- 4- carboxylic

-BRoh®t i ) yatlS
corrgzo uﬁ%l Iglsﬁ!ﬁylﬂﬁ{ﬂo@ tHrgZo_léU%Arc?ar iﬁa %6_&\/\%&31&% r%lgin Z7)-amide

T2 gl sy é@%ﬁéﬁfira%hf %85&@%%%@% B o8 o examapl 1,

ygieps Add C. Step A was performed using 1-bromo-2- 1soth10cyanato—benzene and yielded

%—q&ﬁar%{ng) {)ljlellllg a%qlgg)?ﬂ%;z%[g Q?%r‘bé Za%& etﬁxlce%f Oi(%s was hydrolyzed in .

sed

5@@&%%%%mmMMW%Wm%EMMMwmwmmHmMmm

BCihn by Mpmh Wadat th
6- net y pyr|d|% gﬁﬁhgﬁ?ﬁé in step C Exanple 96

5-(2,6-D fluoro-phenyl am ng) -t hj azole 4- car boxylic
aci d. (6-nethyl-pyridin-2- %P‘&ml’ e The title

conpound, M5 (ISP): me = 347.3 (MtH +), was prepared

ass- f(MceWhphérerahnms) -dyiszole-t-@aBoxieqrid\ oaaRtHybplAadiEZlyl)-amide
using |, 3-di fluoro-2-isothiocyanat o- benzene and

d
?h%ﬁ% %m%lfol}lgrd oM Irs15? arr{enT))?’St5 i Q45 e)’4 as prepareg as for example 1,
alepel Aetth{dh Seapt érwaﬂ'mréormcd Upjrely ot(Bsisathiogyaeepp rty@ -ethanone and
§Te[d%d6 di 3f-idé87[ PheRem n@‘)‘-ﬂﬁ@%olé hiaanlstid- a0 PO 1 &ter. This was

t
qull'ré)bﬁ% 1rb9t|ep > r 5 ??,pciqﬁflr{glepﬁlagltlw -thiazole-4-carboxylic acid, which was

Ireaateanvﬁthmﬁmlzyumﬁm 2G)amiat o figngene was synt hesi zed
as follows, .according to schene 1. A solution of

2, 6- dlfluoro aniline (0.13 mol ) in
di chl or onet hane (10. 00 m)E%%%‘P{ Ratoe i th

t hi ophosgene (0.12 g, 06 nmol) and

di 3-6opibmythoxiphanil mn(oo thigzqle-42caplioxyhio hyid (Ghecthylpydide-2-yl)-
was stirred for 1 h at roomtgnperature. The sol vent

was then evaporated, |eaving

I e AL AR b e B

&eﬁQAl(VthCSf%p fawas%eﬂfoﬁmydl asihp Cl)rs&ﬂhi M RoS; BCQInb@MyLK‘enzene and

ac t ri

IS a e paborh B b i) in S o, etyh pagy. This was

agdrotisede suangstpe H,tosﬁe(ﬁ:s? dintethRy-[Steaplamina)sthirepleot-natioxylic acid,
: i c > APV q | ded

A e e e Doyl

acid ethyl ester. This was hydrollsed in step Bto

5- (2- met hoxy- pyri di n- 3- yIaﬁWﬁBP t8i azol e- 4- car boxyiic
aci d,

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-isothiocyanato-3-methoxy-benzene and
yielded 5-(3-methoxy-phenylamino)-thiazole-4-carboxylic acid ethyl ester. This was



10

15

20

25

30

whi ch was reacted with 6-nethyl-pyridin-2-ylarnine in

step C. 3-1sothiocyanat o-2-nmet hoxy- ryridi ne was
wonepares4as i n exanple 96, starting from 2-  PCT/EP2006/000090

met hoxy- pyri di n-3-yl am ne. Exargpl.e 98

5-(3,5-D fl uoro-phenyl am no) -t hi azol e- 4- car boxylic

agzdﬂ)h(z@d etstypl B tbw_(aihfét}?_o gn Sﬁﬁ@l{lﬂ%&)T@EZHeti &rbo;gfhc f<id, which

arc{ég;?ﬁ%sq é“ %5)1&5’%‘615“ “Kytagnipe lﬁtﬁp A was perf or med
u3|ng |, 3-di fl uor o-5-i sot hi ocyanat o- benzene and
yi el'ded - Example 92
5- (3, 5-di fl.uoro- phenyl am no) - t hi azol e- 4- carboxylic

g d B .t .
S R PR o i
S reacte

g‘ﬁﬁé{qqﬁonﬁ%ﬂup MS, I§P}arﬁi4¢e— |3ﬁ9 Bt @f+H"), was prepared as for example 1,
Geps RO BtéF GDW@S P& DrhicaG¥R :gqtﬂuc%r? i’sg?ﬁf%rrng[) RAL &Y and yielded

[ exa artl 0
g% fpu l)rgfxléz@g- carbox?r]lc acid ethyl ester. This was hydrolyzed in
SEIQ B ’CQ -5Eﬁ3fﬂm0@hphﬂwhlmﬁthﬁ)éolkﬁ_mh6a¥?@t§?1é a&idll WRIkY IVJaS: re%gt@d with 6-
am de e title conmpound
%g?b?ﬁguP¥§%g#H% %ﬂi? was prepared as for
exarrple 1, steps A to C. Step,A was perfornmed using

| , 2-di fl uoro-3-i sot hi ocyanBxample@dzene and vyi el ded
5- (2, 3-di fl uor o- phenyl am no) -t hi azol e- 4- car boxylic

G @-HEuby-plesiyRi
L1 ol B SO e B0 i

"@% g‘flﬁ\%]m%y}lﬁ\{\%mgﬁ@)am/ﬁe 520. %t(%&é) was prepared as for example 1,

StGPZFJ’DICf CugepAdvisgetfoimed asiag o- fb@@d@ﬁ@oﬂ‘l@fcyﬁfa@@%@@z@n@%nd yielded
3- (Q—ﬁi&gﬁﬁﬁ%nzﬁawﬁéf %%xi %]gxg_ltfoaad ethyl ester. This was hydrolyzed in
sgep(g tcgsﬁfﬂugm @hgty@yjnahqthm@o& Hiadoixglidadd ity hcreacted with 6-

aethel-H AR maW ih Fiedid- 4-yl ) - amide The title
congogﬁa I\%EM(ISP)I: rr?e = 348.0 (M+H +), was prepared

as described in exanple 113, reacting
5-(2,5-difluoro- phenylaniﬂ@?nﬂﬂ¢%&ole 4- car boxylic

acid ethyl ester with 2-methyl-pyrimdin-4-ylan ne.
55+(2;Buddofpheoylemjre rijslaasie noYarb bityliz Ql:lﬁ'(éjﬁ@:ﬁﬁ%& dn?—Z—yl) amide

acid ethyl ester was prepared as descri bed exanpl’e
e tithd @d}nﬁ)urﬁxml(ﬁﬁo&l/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-(2,5-diﬂuoro-phenylamino)—thiazole-4-carboxylic acid ethyl ester. This was
hydrolised in step B to,5-(2,5—diﬂuoro-phenylamino)—thiazole—4-carboxylic acid, which
was reacted with 6-methyl-pyridin-2-ylamine in step C.
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2- Met hyl - 5- (pyri di n-3-yl am no) -t hi azol e- 4- car boxylic

acid (3-chloro-phenyl)-am de The title conpound was
wonepared4as illustrated in schemes 2 and 3. APCHEP2006/000090

suspensi on of 2-acetyl ani no-cyajgoacetic acid ethyl

ester (1.70 g, 10.00 mml ) and

2, 4- bi s(4- met hoxyphenyl ) - | ]§ca e—fé t hi adi phosphet ane
2 4-di sul fide (Lawesson's reag (2.02 g, 5.00 mol)

N+ O eated under argon to 1100C
gté)bj]&}oer& —R%EP%Q?H?#)_%@ QD‘% -gahexiis scidd érmeshpporatied; yl)-amide
and the residue purified by flash chromatography
(ﬂh@ pitkeneoepdund, 268(IPE ey 340, 3y (B B-was pregared as for example 1,

HHHX & B SlPéSf:J /s&tvbés é}ko%medcl?sir?ﬁo:l(él clhﬁ}ggl a %p})t 1ﬁ7y@na:to benzene and
%@Iﬁgé %—,@,_,ﬁrdp. uorB)phAnggml@qﬂeﬂhla'zthékcéWhSX)dihaz[dchdztl’f)#lté@ter This was
hydvalised- id- §r83 Bydo- 5— Lﬁ)ré Iﬁl%ﬁﬁgfﬁ)ﬂd) Cnfghl £ cargoxyhc acid, which

S
ﬁ’a%r%ftggmé'ﬁgW&HﬁBgﬁ Ylagﬂge ingitepe€hy| xant hene
(Xant phos) (0.15 g, 0.26 nmmol) and pal | adi um

4P teilzytd-desehioetamae-bRU2abad smtkhlen 0
{0.08 g, 0.08 mml). Degassed dioxane %g%%nhﬁi ofding to scheme

added, followed by 3-bronopyridine (0. 23 g, 1.50

gm)l ).. The flask was subjected to 5 cycl es of
olutign o6 R.Cxfiffueracioiling (0§ guil Dh nanglin ks L@eHaho 010.00 ml) was

tiéaxél mhwa&pulhs‘gané G %Mﬁﬂfarnd ﬁg{ogy](egjyéa&méle (0.26 g, 2.01

m oﬁﬁﬁf vi al contalnln cesi umcar
{g{i} Sn e Wes gprr%@q hénat rocuditemperature.aThe solvent was then
, a’vapcvnam;/baﬁngm 3ad1ﬂ11<51Q>C2f1w‘th1é Hhd-behR&
g’?"ﬂlﬁ%ﬁ%’W§ eg and the sol %ﬁs Tiiter eé(;@o)ﬁt\/z;gﬁgwgasa fight brown
YT 8% nas evaporat ed and the residue
purified by flash chromat ography (ethyl

acetate/ met hanol ) to yi el dEnip byl - 5-
(pyridin-3-ylam no)-thiazol e-4- carboxylic acid ethyl

%%ﬁ¥egg)ﬁ%y?t&i%§ ﬁarﬁ‘%ﬁ1 Aﬂu‘a&{fé 43¢ arbogc\#f\ilc acﬂ 96 methy p%rlzhn -2-y1)-

2-net hyl - 5- (pyri di n- 3-yl ami r@id chlazole 4- car boxylic
acid ethyl ester (0.24 g, 0.90 nmmol) in nethanol (1.6

Tiyke)titlasorhpeatds dISV(ISP) amle 25343, 15 Al ?ng%fd)rfkégﬁl ﬂgl 8! & example 1,

t 1 d
A S TS s o one et o
Y@ﬁé;ﬁé‘m é@ﬂmﬁfyhdiﬂ—éslﬂaiMﬁoﬁﬂﬁswléL@Qaf% &Ed ét%?’loégter_ This was
r er.v us stirr
h’;f‘ b i 81 B o D B R SRS il oyl acid
Wi Wﬁéﬁactt‘f?ew@éﬁTIH%thWeP)@lChniZHéamme imaehed with water

and dried under high vacuumto yield

3-2satkideydnabo- h
e uebag a0, DL 2B RO o 2

Example 98
5—(3,5—Diﬂuoro—phenylamino)—thiazole—4-carboxy1ic 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-(3,5-difluoro-phenylamino)-thiazole-4- carboxylic 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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(ISP): me = 234.1 (MH. D) A solution of
2-nmet hyl -5- (pyridi n-3-yl am no) -t hi azol e- 4-carboxylic

weacei@/of&sd5 g, 0.21 nmol) in dry di met hyl f or maRCTEP2006/000090

(1.00 mM) was treated with 3-cBboroaniline (0.04 g,
0.31 mmol ), diisopropylethylamne (0.08 g, 0.63 mmol)
a3eDBbLb-60sdiBic@yardit3 beiRBE WadPlpsilelak ?rgeyéﬁ“nﬁ@?@startirag from 3,5-
%i oe(g_ahurza gver ni ght. The solvent was evaporated an

heore TM% urated with acetonitril e/ nmethanol 1:1.
Filtration and drying of the solid under vacuum

provided the title conpountix¢fple®9g, 48% as a white

solid, M5 (ISP): me = 344.8 (MtH +). Alternatively,

5he, 3 patkid ' ¢ he | A BD¥Min-2-01)-ami
pF(epar at i 6211)&%]&%51%%% %%)%%g Igi %12%6 XI%BE%%%% ﬁ&@éﬁr Hip-2gl)-amide
, gl 10 . )
@‘%ﬁig]%g:%&rg)g}ung? f/ISOFIIS{))r:IIL/ee/ ;N%tzlgg (-lli/I-l(-)HJ“-)?mfrag rprpegargc% Ias 2for example 1,
Zepde iy €5t8(eplyAiWHs!’%q3fo&‘i£1@ﬂ}d§ﬁ1)g' I,_Qgcﬁ%l%r%=34%sl6ﬁﬁ@c9§ﬂitb—%§nzene and
%gd(q‘il %ﬁﬁ‘ﬁ%@%@%{l@%mﬁrtﬁ%p 4-C F@fny ead:ledaga?y‘g?egtgr.’ This was
kycdinlised inGstep B_ttepﬁ}(%id&@ro-ﬁme@ylﬁnims-c;cgﬁlzélemtr@dbéj@iia @cid, which
- = r4_ =P - 11 €, 0 a.n‘p
gasrl\%tgél}g(lii ngt}ﬁ(épgire F}Iﬁ R%lé‘?‘_\g}} i;ﬁuarﬁlo e-ltnhslkegz | e- 4- carboxylic
cid (2-methy] -thiazol-4-yl)- amde The title
ﬁ%ﬂ%ﬂé‘&ﬂﬂ%‘3w Srapatonpenzene3ngs. gyepavidasn, examplete parter from 2,3-
digubay-pexaiahiae 101, steps Ato D. Step D was perforned
usi ng 2-nmet hyl -thi azol - 4-yl -am ne. Exanple 104

2- Met hyl -5-(pyridin-3-yla 'n;%?-t i azol e-4-carboxylic
acid (6-chloro- ryridi n-2-r%fla Pleamode The title

" ¢onpound, 'MB (TSP): mie = 346.1 (MrH+), was prepared - - -

a8-@SrDifhanpt eﬂ)@&mirmﬂﬂhiszo@e%ecafboxﬁieﬁ)cicﬂ)(?lva&tlﬂexﬁyﬁfrﬂ@iﬁi—/i-yl); f
usi ng 6-chl oro-pyridin-2-yl 'ﬂ . Exanpl e 105
2- Met hyl - 5- (pyri di n-3-yl am no)-thi azol e- 4- car boxylic

cid %6-brom)-p ri gll n-2-yl)- amde The title conpound,
f}ﬁ gt rSPmRﬂu@dci(/é% SP): mte =734 ML wawss mrepraeck ds dlescribed in
dampbxdnp) eeatfdg 5(23Mﬂc{r@—p@enﬁﬁxﬁﬁl@-tﬁﬁ%l@—eﬂéa%&%ﬁc acid ethyl
etk %%-R{e%}%‘fip@}%ﬁﬁ[‘é-%a&&m ne.

5-(2,5-Difluoro-phenylamino)-thiazole-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—méthoxyphenyl)—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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Exanpl e 106

2- Met hyl -5- (pyridi n-3-yl am no) -t hi azol e- 4-carboxylic
waceim/ofBseyano- phenyl ) -am de The title conpoun@gCTB2006/000090

(1SP): me = 335.9 (MtH +), wag prepared as for

exanpl e 101, steps Ato D. Step D was performed using

g' %},ﬁ R@H%lp ﬁésﬁ(rvllis c,oha@%ﬂ”%l? 5= 1|ng220 et}hyl (‘:clgl1ra ole- 4 carboxyhc acid
aci d ¢hylf | weten- 5@0@ hyg - pﬁé%ﬁy| )mma}h det: frtbés(dipbﬁw phOStho) -9,9-
CO”D%%m;J}@néﬂe%B) (}(Qn%phos§34?(o%( H+b,26vva§1r@<51¢paarned palladium
as for exa a § &)eorf H%Q

usi ngdibenayls ?Q?a@?t?ﬁ?t iéff gﬁ nyIC rmEﬁ%‘ﬁ%ﬁ@ mmol).
1082- Negdsseld-dioxtane (6.00 ml) was added, followed by 3- bromopyrldme (0.23 g, 1.50

P O SAATROP SRR & FRIREH el s e
VB (| Spn. Tﬁee*ea:ct@ﬁfinﬁtt(rk/hvlals—)henMsfeneé anddr agom tn' a m1crowave vial

ex an‘p’:&t&lgl]r{g GlifRSca ﬁb r&]t@gﬂ 3?@ § I‘Pfﬁ—'f:ol)o i Ydl%Hs HihBradiated in

5-chl oro- | 'uor o- phe

2- Met myhicmwagy pyed &t 159 QIf%i%WDtW%W&r%WB%¢%‘HQ¢ pigh THE and
aci d {13-sehhofared fvsl’ab'l‘i’ihg V\F}ﬂﬁI‘MF) Théiﬂltfi@e WhEevapbilaed and the residue

2s T oPt i Yé S%O@fogagﬁgap T Qst agﬁ’f@%’ﬂf}f\'\f@&%ﬁtﬁ fiﬁéanethvl 5-

usi ng(ﬁfrﬁhi—GIyﬂhTﬁmf)b—ﬂﬁﬁﬂﬂ@h&ﬂwo&VIm ned ethyhegdr 023G, 65%) as a light

acia ar PR PR LREHNGWe (1 < b°rxﬂy'e' .

325.1 (M+H+), was prepa red as for exanple 101, step
t 0 @©. AStabptidh Wi 2-pttiybbriparidin- hrylamine)-Hisseled: ca@@aﬁm éCld ethyl

111 0 90 mmol) in rr#er‘g]}éanotl 1. % rrz)l Was treated W1th a 2.55 N solution
-thiaz

aci d P6KQHén mrh);l}%y v dins- @m%e)w%§n§taéed?-ﬂ95§ h'qué 40 min then

conpobled M robSPlempereture. 3P Folalvektvere V\@Sp(ﬂfa&ﬁadirﬁﬁ the residue

Sg i Lgﬁﬁsﬁi’%ﬁ gﬁi‘?%%pa Bﬁ??‘bﬁt % g}h’}j{ﬁ.ﬁ‘ﬁ@ 1R 85eR Vlgorousm%lrrmg until

6- Fl upHoSeabydacknd. Titie mityrk avds sErred ot lppdee dhe solids were filtered,

accor Galfdnaat Bl ohd GULEGnSERHE Vot ALl ARARES-(pyridin->-
Pk fie hq S nd T vyl el

( 6- hydroxyme 3
tert- MlgnymO)e@ma@ple 4 carboxyhc acid (0.15 g, 70%) as a light yellow solid, MS

(ISP): m/e = 234.1 (M-H).

est

D) A solution of 2-methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (0.05 g,
0.21 mmol) in dry dimethylformamide (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™). 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-yl)-
amide
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(prepared as illustrated in exanple 135) (0.20 g, 0.90
mmol ) in dichloronmethane (20.00 m) was cool ed under

weangwn7ig34 CO0C and (di et hyl am no) sul fur trifl uoPCTEP2006/000090

(DAST) (0.20 g, 1.25 mml) was c3dded dropwi se. The
resulting solution was stirred at roomtenperature for

Et}lerﬂtn; colnf}undUenRane®. by. 90%5'51?\4%?{?% rwﬁz?scﬁr ﬁ*ec’lnai%o ample 101,

g:rr at sodi um bi_car bona

She 438 St vt Pl et wesppRanG sadine
evaporated to a orange oil, which was purified by

fl ash chromat ography (di chEﬁnQp‘ietlbgne/ ether) to yield
(6-fl uoronef hyl - pyridi n2- yI) carbamic acid tert-butyl

eSEEMe&QI %/&?—}g cSn? ]331 Ig\l":hoﬁ RALS E—ggg’a%l?oxyhc 28 (£—ImSeEc?1):71 tmagol -4-yl)-

suspensi
(6f|uoromethy| pyridin- 2y|)1m¢<krbamc acid tert-butyl
ester (0.10 g, 0.43 mml) in 6N HO (2.00 m) was

Wae neld t
e i by o g ) T LR o 01,
RERT P49 12 B*P using g-metheHiazobademing

extracted several tinmes with dichloronmethane. The
conbi ned organi ¢ phases weEsngplé @g4 over sodi um sul fate
and evaporated to yield

o AN Y RS A TEM i 2

2- Met hyl - 5- (pyri di n-3-yl am n@)uctehi azol e- 4- car boxylic
acid (2-chloro-pyridin-4-yl)- amde The title

Thémdbl REmpdEnd, NS ISP 18/¢=346. 1J<MM11H was pmﬁgﬁrg gpfg; ed ole 101,
fo énP
U R L

2 Met hyl - 5- (pyri di n- 3-yl am no) -t hi azol e- 4-carboxylic
aci d (2-nethyl -pyridin-4- yixshmpdarighe The title corrpound
was prepared as follows, accordi ng to schenme 2.

sal. Me't}BJ'F-S Ip)}/lﬁgi:ﬁgi gﬁ&nn?%)r gﬁéﬂ%le)él mg@geg% (%Otg%m pyndln 2-y1)-

soI utlon of trimethyl al uni niammden heptane (0.46 m ,
0.91 nmol). The mi xture was stirred at room

TM@@&’ ﬁirﬂlb(ﬁlrfdQMS](IﬁP) hﬂ@& 389. 7 391 7 (M+I—f )s yas cpre%ared ps for example
nge%/[%] D§¥ di n- 3- n%)no- hi azo ar

et TRVAI PedtRP W35 RsEogmed using %PWWI%é@daram t he

reaction m xture was i rradl ated in a mcrowave oven at

1500C for 15 m n. The m xtBtamplaio
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-fluioro-5-methyl-phenylamine.

Example 108
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gquenched with water (1.00 m) and diluted with
di chl oronet hane. After drying wth sodi um sul phat e,

woOherengkssent was evaporated. The residue was pRCT/EP2®6/000090

by flash chromatography (dichl.gpanmet hane/ met hanol)

yielding the title conmpound (0.04 g, 41% as a yellow
sbMedhyl ﬁﬁ)-?) 8ino %@zole -

2- Met h{/f\ﬁgﬁ(r pyri J’H 3)/I am no)@&iwg’? aad (chl}lgrc?xz Iﬂlloro phenyl)-.
acid ethyl ester  was prepareG s descrl bed in exanpl e

101, steps Ato B.. Exanple

Tha 2itlteomplousd, Wisr (18R n/8=y36i0n (Ve )T, hira Elﬁ'réd @%b@éa?mple 101,

e SRR PR YR e bifed s

for exanple 113 usi ng 5-fluoro-pyridin-2-ylam ne.

Exanpl e 115 - Example 109

2~Met hyl - 5- (pyri di n-3-yl am no) -t hi azol e- 4- car boxyl i c
2eMathy2-5AilyHiyin-pytd ATk t

con‘po}l(JYnd vvasﬁpr %Fgldlsggnleolwu%tcaat ed?ﬁa-rgifg h%}%lr%rg G ﬂuoré) phenyl)-
5. A) A solution of 2-nethyl #¥¥i%zol e- 4-carboxylic

acid ethyl ester (3.14 g, 20.00nmol) in nethanol

Tbotite compowad M6 dERPOCmd t:h56ZJ‘@ (IN&Q'FX, 30 @Pepated Aer example 101,

stbpsf a I?E'i’?&

repr%%/gng Sntet\SIaCUO an ?&geuglg ulct -ﬁﬁ?rpﬁwzlamm
neutralized with HO 2N (30.00 rr1) The acqueous phase
was then extracted three tisswledith et hyl acetate. The
conmbi ned organic layers were dried with sodi um

sul phatMeiﬁlyHSQpﬁ@dmaI—ﬁdmmo) thiazole-4- carbmglhc ac1dn% /glylamlde

~2-Methyl -t hi azol e- 4- carboxy ic acid

R RN EATINE HETRE

mé%ﬂmlp Step Ravdspetfonnedusiyg inctoddindide2. 48 g, 17. 32
nmol ) in tetrahydrofurane (200.00 m) was cooled to

-78C under argon and treat g‘”% a 1.6N solution of
but hyl I'i t hi umin hexanes P% etﬂ‘ll 36.38 mmol ). The

m xture vvas left to warmto roomtenperature
%3@#@@9 rﬁ’ﬁ“ﬁ refaEBeestriazgler 4rcpboxylizgoid, (6Aluoodmethghpyridin-2-
of el emental bronine (3.04yh.afkRe05 mmol) in hexane
(2.00 M) was added. The reaction mxture was left to

TR R SFISPHR s pPEL BT Ee vitmmed ot cxample 101,

steps A to D. Step D was performed using 6- -fluoromethyl-pyridin-2-ylamine.

6-Fluoromethyl-pyridin-2-ylamine was prepared according to the following scheme.

O e e s
N N/&O F N A F | N” O NH

] N0
H

A) A solution of (6-hydroxymethyl-pyridin-2-yl)-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 tnﬂuorlde
(DAST) (0.20 g, 1.25 mmol) was added dropwise. The resulting solut1on was
stirred at room temperature for 30 min, then quenched by pouring the reaction
mixture 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 yield (6-fluoromethyl-pyridin-



nmet hyl ene chl oride, and the conbi ned organic |ayers
were dried over sodi um sul phate and evapor at ed.

wo-28rommess2- net hyl -t bi azol e- 4- carboxyl i c aci d ( BCTRPZ06/000090

99% was obtained as a yellow.gglid, M5 (ISP): me =
220.0, 222.1 (MH), which was used crude. C) A

. sol ut Qqﬂ]) afrbamby Qe m&lfééjcert(@!l@éoil@/éﬂas‘@{o@%g b, JMS (ISP): m/e

10

acid +/5> mol ) in nethanol
t r eat el 1 q’t(ﬁdﬂg aturated solution of HO in ether

(3.00 M). The reaction m xture was heated at refl ux
f orB)3Ah smspgmlolh eofv (- ﬂtl@ﬂoﬁmth\)éwﬁﬁmw@dcarﬂhﬁmr £5d dief-butyl ester

was pyg, 1e (5 %e%ﬁ%gﬂl)aiﬁ%l\f ?66’%)%%‘5%&%%@3 1688 and stirred for 6 h.

chl orhg t han
5- br ohBe dlepioht I‘Qnt‘ﬁilsatbéllléo e tor towwy tamepeaatinck avet ipltralized with 5N

est er N(a@I—EOHQB aB¥us a@e V&ﬁk e@raQld VeMﬁ t&ﬁﬁ%th BRI omethane.

235. 237. di oxane
degasgg%l g’d%%rs%’g %Sﬁs ‘A'Fﬁoqflqdno‘ffﬁ S‘Eﬂhtlma@éﬁﬂtecar@aﬂfﬁporated to
t hen weﬂde@ﬂhor@n&ﬁﬁhﬁdldm -grybaaine (U ioalg, 9mY @k BHIBHeR oil, which was

m xt ug, Cfé 5-

bi s(di pﬁeny phosphi no) - 9, 9- di et hybcant hene ( Xant phos)

(0.38 g, 0.66 mml ), palladiumdi benzyli deneacetone

chl or of orm conpl ex (0.21 dixagpkOlitol ),

pyridin-3-ylamne (0.19 g, 2.00 muol),

5- bz-on@hy= Mimis 1 - 0

ester (O 47 }H E}; ﬂﬁfﬂo? tglngﬁg gs‘%&#)né g@m?}l{g gldm 4-yl)-

g, 6.00 rmol) The mi xture wadmidg rred for 10 nin,

then a few drops of |-butyl-3- nethylimdazolium

Hescatle camppivel Ma(SPivane added (andh) QrayP aM@%as for example 101,
o

LD e R Byl P Gt blnana 1 ne

15

20

25

30

reS| due was purified by flash chromat ography
(hept ane/ et hyl acetate), yxemglend3
2-met hyl - 5- (pyri di n-3-yl am no) -t hi azol e- 4- car boxylic

aQLMeﬁm@I-B—)(byﬁ&lheg—}ldﬁQnM ﬁiaz%@-cm%xﬁl&é@ﬂd' (Qlf%&ﬁhi-ﬁyrid}@zz-yl)-

(I SP) sol‘ution

2- et hyl - pyri m di n- 4 yl arnl naém(i@ 18 g, 1.66 mml) in
dry dioxane (5.00 m) was added to a 2N sol ution of
Theititkstchydpmiuo divais praparedhe o1, 4QoRBndHo scerf§2.Mol ) .
The m xture was stirred at roomtenperature for 1 h,

A E}ﬁﬁtlgn HFQ I?Xéth?fl a%ndl mme (0. 12 o g P& C}%ﬂ pclnaq.}'yahoxane (2.00 ml)

In-3 I'azol'e

"Y?éta%‘?d o &N S?l(qtl@n ogtrlmetbylshmmmn)l imheptami@dtéant orghemmol) The

TRIRALEE B stirdd e ﬁ)o\ﬁ@%erh ik aiRd b 2
40(8C4forb 15 g IBrxt ure was %é?c‘ﬁgtgwy%ﬁﬁyaq? ylammo)
20 *Hfy Oa’fﬁ]dc &FlFlLﬁi )g &Rket Hogﬁﬂs]loéOoWF@lh #iae addel and the reaction
nﬂllEtdIl@.WGllS irvAfliaced oy ylrﬁ%tr%wiv_lla_h&féﬁl 4tmspet Fljﬁﬁtlgamiﬂf"el“he mixture was
é%HRﬁFH\O% egg ?) §ad dlluteedrx%fth ciJ cehlm%er’g}llja{r;e IA?"ter dy rying with
sod1um 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™).

Z—Methyl—S—(pyridin—3—y1amino)—thiazole-4-carboxylic acid ethyl ester was prepared as
described in example 101, steps A to B.,

Example 114
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(di chl or onet hane/ met hanol ), followed by trituration in
diethyl ether. The title conmpound (0.04 g, 20% was

woho@wines4as a white solid, M5 (I1SP): me = 32PCB/EPMBEI000090

+). Exanple 116 -64- _

2- Met hyl - 5- (pyri m di n-5-yl am no) ;}2; aéél e_—4§- car boxylic
acl-ddthyleh | gridipyFylahio 2 thibicle-alba adid {3-Buoro-pyridin-2-y1)-
corrpouﬁy(’j, It\?gE(ISP)YI: rﬂe?—: 347. 0, (M—I—xi+), vvgs prep]%lyrre(]:lIl 7)
as for exanple 101, steps A #8199, Step B was perforned

usi ng 5-brono-pyrim dine and yiel ded 2-nethyl - 5-

Ty EiklpricdimpoBads | Mfi (FD): tife azdisel vicH) boxypiepardiad fet Sample 113,

- | ch:was 0l ised to 2- _
‘ﬁ%‘:‘“ﬁ{}|ﬂ-‘l\5ﬁ’( Bgfrulﬁﬁ?df%&g&!yl am no) -t hi azol e- 4- carboxylic

acid in step C. This was coupled wth

6- chl or o- pyri di n~2-yl - ani A&applestldp D. Exanple 117 .

2-Met hyl - 5- (pyri m di n-5-yl ani no) -t hi azol e- 4- car boxylic

2diahy]6-(Biridid-3 plhidoNtRiaxdld-4- @ il ucld ghﬁn&ﬁﬂpﬁfﬂﬁdin—zl—yl)-
d(e' SP): me = 327.1 (MtH+), was prepared as for*

exlarrpl e 116, steps Ato D. Step D was perforned using

6-met hyl - ryridin-2-yl-amne. Exanple 118 _

Phavtdgpmpmundyas prapianedses yllwstiated)in sttieazs Mendscar boxyl i ¢

acid (2-nethyl-thiazol-4-yl)- amde The title

i 5 H [
om0 308 A ISP EEDEL B g
usi ngmz‘nﬁgi‘w ﬁioc@ﬂ mhorastrepfedapifinglN $®00.08) and stirred at room
2- _I\/Etﬂayipeﬁrttg]rﬁlfdiﬂ 4B i) 'Mit}ihﬁﬂv&@)r_eﬁlm@ﬁigl vt%f:ltf?' gﬁ’t{ BRI Eng slurry
ool decheeRn el aR ol 2 {fe dqteqsplimepar tien extracted
as detbogei tmds withexthplheetatd.1Bhe Tceﬁtbiﬂeﬂgorlganidcr: layer% wercla dried with -

- - 5- -1 hi.azol e- 4- car boxyl i
> et AL DR P9l RSl AL o
2- Metdyh)- was eRiringd ds a-ysllaw sofid NS t(HiPAz ol/e =4t42alr BdxBi),ivehich was

aci d gbdyludester was prepared as described in exanple
116, steps A to B. Exanple 120

B) A solution of 2-methyl-thiazole-4-carboxylic acid (2.48 g, 17.32 mmol) in
tetrahydrofurane (200.00 ml) was cooled to -78°C under argon and treated with a
1.6N 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 1N 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) 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 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, 237.9 (M+H").
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2- Met hyl -5- (pyri m di n-5-yl am no) -t hi azol e- 4-car boxylic
acid (5-fluoro-pyridin-2-yl)- amde The title

woaopoasmts M5 (ISP): me = 331.1 (MHH +), was PCEERR®E/000090

as described in exanple 113, reacting
2-met hyl - 5- (pyri m di n-5- ylanino -t hi azol e- 4- carboxylic

aci g @ﬂ?yclm}@ﬁfee@'m%trﬁl) 5wzts ?Yn{y']ﬂfb‘ghﬁ%x\h n in an ultrasomc

2- Met py i n- -y hi azo ox I
aci d Ehaﬂyl hé%taéide%a & prispls ée@wagwa@s&ml weataimn@ﬁamre of 4,5-
116, ig@iphbniliphd3phindp9pl @indetlylxanthene (Xantp hos) (0.38 g, 0.66 mmol),

acia (U ylbpeﬂ@ﬂgﬁ”yeaa%aoas HEiet coctilpolid] Mo00 mmo),

(| SP) :pyriflim-3=-yBuin® (§. M+ 2P0 mmsl)pséapame& -atetifydthiazole-4-carboxylic
exanpl,g; 1164 Pés?e&’?%@ Qﬁ’,g% &b nith & ald YaTu R HALIRY148'¢78.00 mmol).

3-chl oro ani |ne
1222- Nibeh pixEre 4Wﬁ8etsﬁynedpfcpn dion-1giny | deiine) favhi drops eofd-1-butyl-3-

ggaggﬁééhﬂlﬁl\/%h%ml% ﬁ&la@lﬁ@rdﬂﬁ%gﬁﬂa}e W@Ireael & IH& ’d]iér {élr%lewas irradiated

P) ,
as for® é%ﬁrﬁwélgf‘i gicn dtleps fride nE;n &@ﬁolﬁlkﬁwerﬁéh%rwed under
usi ng v&thlﬂmlmrcﬂtlﬁeﬁeklﬁhe ek | gliriied BYdflashedhdMa@dpraphy (heptane/ethyl

met hyl

ryri élaﬁé?}g& @é? erngtt-a: (RY%%‘PB%XL?W]&O%@P&O]&%%%OXY lic acid
ester mé\bhsrlcﬁemﬁ)sﬁlﬂg(aﬁ%b,lase@eﬂm solid, MS (ISP): m/e = 250.1 (M+H™).
2-met hyl - 5- (4- net hyl - pyri di n- 3-yl am no) -t hi azol e- 4- car

boxml IACs Gt dh b ?ﬁ %ﬁﬁhﬂﬁi—%@ﬁnﬁﬁy% ?Egg\’\i 123 m?fnglrj' L9 Eiry dioxane

ani | e | n_st ep
2- Met E PQ ml) Yia*”nﬂdﬁgi te pyi @lwion ofi teimedm)aluminivel is epeae (0.83 ml,

boxy!| I1<66&tﬁ‘mdl Bhemink r Tfg 1t -
y ) MheRasrskighled at 2Gdﬂl l)c_arﬁ;?@rg\hlgge f?ar?é Ha?HQSl 2-methyl

: m = 340 .-
P O B & VR it selent iy Doty aptb AR LEtHalidd &- 0.55

usi ng nGnot way hddedrandithe i’eaﬂu&[ﬂrﬁﬁur@é@d‘i@a&laiéﬂ‘in a microwave oven at
e e
conpouid, diskgogarseth anq-naed -m@hond. Aftet)dryingswith epdined salphate, the
f or e&ﬁ%ﬂt@ wheid ev ir pyr | ¢ l‘eSéd Was I{)U)rlﬁe% bgz oz«llsh &hromatography

thyl - 5- (4- Xﬁ
boxyl (%&Clgelfqgneég‘s m@@x@@@ ,afq)élowe by trituration in diethyl ether. The title

2- met bythpurd 0. mg 30988 obRirMat Ry whitd oMY (ISBY: m/e = 327.3
tidi n(l\:;l ﬁ ?m no) - t hi azol e- 4-

Example 116

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (6-chloro-pyridin-2-yl)-

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
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carboxylic acid ethyl ester was prepared as described
in exanple 101, steps Ato B, using

wG-2t6mmessd - net hyl - pyri di ne. Exanple 125 PCT/EP2006/000090

5- (5- Cyano- pyri di n-3-yl am no) - Ze et hyl - t hi azol e-4-carb

oxylic acid (3-chloro-phenyl)- amde The title
CORRALNGmPERNG] B (1SPY:§nfe 3787, Mh%t‘ * ¢

aEﬁPf r %%ﬂn\?;log 101€ I?t eps A topE). t%’p‘)]g }\yllﬁééargﬁegggo;rne%ample 116,
0& ﬁéts- b7PoR mias BESTorEREct wsinecd-areth W ipgridiad2-5l-aimine. g
cyano- pyri din- 3-yl am no) - 2- net hyl -t hi azol e- 4- car boxyl i

c acid ethyl ester, which Basnpidnglised to

5- (5-cyano- pyridi n-3-yl am no) - 2- met hyl - t hi azol e-4-carb
Sy BS Byl AP i I RiatBlE LOIBLE Uit 0o S Hhbhzot-a-y-
1265- (5- Cyano-pyri di n- 3-yl amamdde 2- met hyl -t hi azol e-4-c¢
arboxylic add (6-methyl-pyridin- 2-yl)-am de The title

qheRRMNEmPEnd) B3 (ISPY: 8n/e 553&3?@%),% B85 8{%&%% le 116
f le 125 A ST gupie 116,
38pn o I SIS was Pt g ety B n R A aaine.

5- Ami no- 2- net hyl -t hi azol e- 4-carboxylic acid
(3-chl oro-phenyl) -anm de Thgadpleleo conpound was
prepared as described in schene 6. A) A solution of

5y Q-2 vk - t=hi | e-A4-carbhoxvlic.acid ethyl .1
AR R Rl AR U Pl gy .-
(0.10 g, 0.54 mmol) in THF (2midari) was treated with

di met hyl am nopyri di ne (DMAP) and di-tert-butyl

dhe aitosahfouid9 B4 (1sPhh &y /a1 xt ity r.adi i 0 e
bealeonsh P SOV SIMT S E WAL FRg s i

.at Cf
WG abbh af B E MRRTId PYdps o biivolesrcarborylic acid .

cthylosster ogihedsmetiybeptidhedgidnyhe acet at €) yi el di ng

2-tert-butoxycarbonyl am nO 5-

D R B e Loyt w St i repare o
géss:rﬂaa in exampleildf, Beps A to B.

2-tert-butoxycarbonyl am no-5-net hyl -t hi ophene- 3- car box

ylic acid ethyl ester (0.6%ghnlifl ™ol ) in MeOH
(7.00 M) was treated with a 2P.55 N solution of KOH in

3 .. 7.2 .. The mixture we d t
2Rt O > S Kool e oy AU g ronpyein-2-y)-

preci pitated solid was filtesmfde

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



and dried under vacuumto yield
2-tert-btoxycarbonyl am no- 5- net hyl t hi ophene-
wG-20mroaessyl i c acid (0.52 g, 83% as a white soPCTEPMB6/000090

(ISP): me = 257.1 (MH+). CLgA_solution of
2-tert-but oxycarbonyl ammo- 5- menyl ~t hi ophene- 3- car boxy!
i26Mediylh5 ¢ (4-rh6ehgl-pridiA-3rihind) Dthehiz BRI DY b SyIaaLid g - - -_
(50.0aﬂh1).ma§gtgéateéﬂg?th g-c@lorépaniIineg%%igéhgﬁaphand)
6.73 Mol ), DIPEA (1.74 g, 18™% mvl) and TBTU (2. 16
%; 6.73 mmol ) and stirred at roomtenperature for 48

he Ti’q]@ cooipatndeSISVESR): evapdmteabld), s fresdrellies for example 101,
gtlél % %‘t%dDPXtey E‘%{fb&%‘fﬁ%&? %@&%Wb%g-hgﬁgﬁ%—g%lidine and yielded 2-

t
3 F?I]{%‘-SC@“W&Yﬁlﬁgﬁﬁmc?aybm)ﬁmﬁom-hwOK)ﬁiC@pilﬂeﬂ’lhﬂ <ytet, which was

h hm i . ) . - 0 as . . .
gclii’lfo ” S?)? ?ﬁ?}ﬁ?gﬂfﬁ— ?ﬁﬁéﬂlﬁg@&lgé%yléﬁl igl\/(lbi-) l_ﬁ';a%sea? c&boxylic acid in
{tﬁP L8535 60 8‘?‘1% FEHeRoyAnYlins ipsteRyH-- ¢ hi ophen- 2- yI |

-carbamic acid tertbutyl ester (0.45 g, 1.20 nmol) was
di ssolved in trifluoroacetEengsie 2 TFA) (16.00 m) and
stirred at roomtenperature for 15nm n. The acid was

s [ARQr ) -1 he i due. purifi by fl. 1
g on L AR RS U B St pricin
10 title compound (0.28 g, 88%ylasmilel i ght brown solid,
M5 (ISP): me = 268.3 (MtH +) . Exanple 128
BhBeitle eytnpbii®MS )Y hyd Bizagol Wﬁﬂeﬁ%‘e?‘%&a&cﬁ&' fir example 122,
3-chl or.0z ph %2 -am de The tlthe conpound was
:%;t?pe F%lé %@p E)g%r &gﬁr%f]ins ugipg 6-methyl-pyridin-2-ylamine.
5- am no- 2- net hyl -t hi azol e-4- carboxylic acid
© 7 (3-chl'oro-phenyl ) -am de” (@ispgletkds il-lustrated-in--. - .
exanple 127), as follows. A solution of :

-NABAL 00544 |5kt azohe- 4- caf. /l,i ¢ .aci . . 1
S T T - —
15 di oxane (0.50 nml) and pyri#iyheemide02 m) was cooled to
00C and treated with benzoyl chloride (0.02 g, 0.17
Tieotijle cdm@otihdt MSEIIMS nt/Ben3des (MLH),V‘ﬁﬁﬂfegafegqa@f?roexample 113,

te at yr d stifred,.overni ght. After evaporation
AL 590 e S ST b e Bl . ctiyl et
ack Lenethyl-peidin-4yylemihe @eMe’tHyﬂ-G-(%QMVDM(QH@?aﬁincﬁ9ﬁ1iazole—4-
%i%(ﬂ%rig h%g 6&1% blder WR Igrlega@:d af't dgscr_ibe3d712n' e%(agnl\{)li-ekﬁ(ﬁ,
20 Sbrgspergtmsthybpyiiding- 4- yl ami no) - t hi azol e- 4- car boxyl i ¢
acid (3-chloro-phenyl) -amde The title conpound was

prepared by reaction of
5- am no- 2- net hyl -t hi azol e- 4- carboxylic

Example 125

steps A to B, using

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (3-chloro-phenyl)-
amide

25 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
C. This was coupled with 3-chloro aniline in step D.

30 Example 126



10

15

20

25

30

acid (3-chloro-phenyl) -am de (prepared as illustrated
in exanple 127) with 4- bronopyridine, as follows. Dry

wdizacaniess§ 1. 00 m ) was added to a seal ed m cr oraYEP108/000090

containing a mxture of 4,5-
bi s(di phenyl phosphi no) - 9, 9-di rre% hyl xant hene ( Xant phos)

0.0, pal e )
(5 (]jg% %:(g gngl g%(ﬁu(%)) &O e{h&))ffl gﬂ%gé b cgﬁ%()gcsflgce&ﬁ?&e III%HS’I -pyridin
br onopyr i di ne hydrochl ori dé—YDOarO@leg, ‘0. 15 mmol ),
5-am no- 2- et hyl -t hi azol e-4- carboxylic acid

Be Gk QbR BHEHWME (I 1 Qe (:@5@@ (M+1q+)19va§fﬁ5?é par@sk for example 125,

cesi um car bonat e 8 Xture was
SEPT4 &Y 6@@@%6@5@59 P?lpaé.raf%l %Yfldénr% {fr‘]fua\]l%?ve oven
at 1500C for 1Omn. The volatiles were then renoved
under vacuum and the resikmepbas2purified by flash
chr omat ogr aphy (di chl or omet hane/ et hanol ), vyi el di ng

f\/ge(}is )En%%np%gg}g-(tgra%cﬁg Ii}lgca)rlg)o@y]éxgad ?3%%[8%&%?8}’1 gmlde
2- Met hyl - 5- (2- met hyl - Xi‘ldln -yl am no) -t hi azol e- 4-car
Bbsitle éorapp@nc(wamﬁwp pydaserifeddngehemafi.de The title

conmpound was prepared as illustrated in schenme 4.A) A

SO'I’E?t Aosﬂ)hﬁfo&OPE—Qﬁ@n@foﬁéthﬂLﬂlﬁa{ibﬁz@kﬁbéxﬂﬁr&wyﬂhlypester (prepared
acl

acid (prepaled s Soeihd W U GYame, s chefaehs s v
m ) wasatied eaithddishdthylBhRPlopy{i@in2 7 (I9MAP)0 8n<ﬂn‘rdJJ-t)ert—H'LB$ﬂU dicarbonate
E 8 ;_";(19%2%) A'ghé 0 Threa@%s 1@{4&%‘5@(}/ ?%fcgévﬂltvg ch%f’i‘@t r160°C for 10min,

overn ﬂﬁgﬁhﬂt th¥h eolvcntatwas esvaparated.enbie dregldde r Wac @uﬁﬁéﬁh dby flash

vl

: t(Egptr S%LO% @Jéﬂhﬁ (e ta*ﬂ%/ etﬂf %bt&@f ﬁ%@ﬁ-@&@bu’coxycarbonylammo B

acet

2- br ofst fneri‘rﬁefgﬁ@ﬂ@ 3§1dc?£glﬁlof>‘?§qr|(9 13 & d0%) as a yellow oil, MS

(6- ne(ﬂsy?-rﬁwigigm@wym) amde (0.16 g, 38% as a
l'ight yellow solid, M5 (ISP): me = 314.0, 312.0 (MtH

*) bEgoF}Dso l Utﬁ? te[rL Pgm%éb@yéaé?lg&&me&hy& quaphene -3-carboxylic acid
( 6- metthyl egyr (Qehng, 24Y maliideM¢QHOE.¢f) nd) W@s treatell vaithd a 2.55 N

QEt Eyglhgfs}% Bf g?@gigﬁnw%lit@qz% ﬂﬂﬂagg iﬁérghﬁ ué%dyg)armed to 55°C
Bi s( dfghkhythencsishfiedoto- - mthéif@yl%aﬁhm Bfﬁ@lp(ﬂxmﬁit sotiggyas filtered

(0. 01§n& d0iel3 uiR! ) vRAGmPald aglblamo- tert—btoxycarbonylammo -5-methyl-
dlben i deneacef o

chl.or. for | e 00
ol ) ¢ b eoaride e Aok St 106 ica SPite palih ST I5): e = 257.1
di ssolMt-HOn was conplete. Finally, the m xture was
treated with cesium carbonate (0.05 g, 0.28 mml) and

'r réd Walofilion 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
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™)

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
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in a mcrowave oven at 1500C for 13min. The sol vent
was renoved under vacuum and the residue purified by

wo el 7edss omat ogr aphy PCT/EP2006/000090

(di chl or onet hane/ met hanol / anmoppa) to yield the title
conmpound (0.015 g, 28% as a Ilght yel l ow solid, M

P : _
(2| I\S/Ez ridd ale_m&;gbzrflnéz y azm%)c%% t'hi az%%ht bﬁfo 8811 ’yMlSc(ISP) m/e
acid ?é Pﬂiwg‘?()pyrl din-2-yl)- am de The t|t| e
compound, M5 (ISP): me = 327.3 (M+H+), was prepared

as for exanple 130, steps E&ta(m;Be 138 ep Bwas perforned
usi ng pyrazin-2-yl am ne. npl e 132

tnl az car
gci'vg; %3%1'1 @{a&?ﬂ& gy”%rn:égf}r-&%é/)ofk)”l Qg% Eﬂ @é é]l%ro -p enyl amlde
npound, me = 327.3 (M+tH +), was prepared
ig ftgﬁe é%ﬁ%‘f‘rtf{ 138, Pr§P%B‘é bx b@lZBYIa@OE FDfBS-\aﬂBan}énﬁahﬂEKﬂuazole 4-
oo et S SBMTEL A3 iy, e 12), o

acrd (6-nethyl-pyridin-2-yl)- am deThe title conpound,
M5 (ISP): me = 326.1 (MtH +)>was prepared as for
ﬁﬁ@t@ 080 5- @nmpsz-maﬂo/l%laﬁlea BYiesyhe bl (Rehidfd-Plenyl)-amide

T e ———
ﬂj&h/e ‘61 h hopzopl ehileride 0.0plg) 0.1Zmudel) THee mixthe was then left to warm

t@&ﬁﬁﬁﬂt&fﬁpeﬁ@uﬁe' aiﬁa) stlrfm%varfx)’ﬁﬁ Oﬁ%&lj\@g—%ox)ago%% tl*g Vgphglae residue

8 e e 0 G e dpprapaws! Mo603 5 461 & Drite solid
I[/IS(I‘Eé’c)hlee—SW:p&(Md-IHT“)s yl anmi no) - t hi azol e- 4- carbonyl]-a

- minoy-pyridin-2-"ylmethyl ester The ti-tl-e conpound; N5 -

ISP): me = 384.1 (M+H + repared as for _
(exarr%JI e 130, steps A to B)EkginB% 1% Pwas performed usi ng

tic acid 6-am no-pyridin-2-ylmethyl ester and using
ok gfl?tg@f%@W@%ﬂ@mgnﬁﬂhpzdtde@hbwhé adill @3vehloro-phenyl)-amide

The title compound was prepared by reaction of 5-amino-2- -methyl-thiazole-4-carboxylic
acid  (3-chloro-phenyl)-amide (prepared as illustrated in example 127) with 4-
bromopyridine, as follows. '

Dry dioxane (1.00 ml) was added to a sealed microwave vial containing a mixture of 4,5-
bis(diphenylphosphino)-9,9- -dimethylxanthene (Xantphos) (0.015 g, 0.026 mmol),
palladium dibenzylideneacetone 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 (dichloromethane/methanol), yielding the title
compound (0.005 g, 9%), as a yellow solid, MS (ISP): m/e = 345.5 (M+H™).

Example 130

2—Methyl-5-(2-methyl-pyridin-3-ylamino)—thiazole—4-carboxy1ic acid (6-methyl-pyridin-
' 2-yl)-amide

The title compound was prepared as illustrated in scheme 4.
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A sol ution of 5-bronp-2-nethyl-thiazol e-4-carboxylic
(prepared as described in exanple 119, steps Ato B)

wO0Qo@kA 74884 0. 60 Mol ) i n dichl oronethane (5.00 RCY/ERDEG6/000090

DVF (0.10 m) was treated w th 4hi onyl chloride (0.08
g, 0.66 mml) and stirred at roomtenperature for 4.5

?O ??) ther séltition t bﬂe5—%0131@2@1@}&%1@1‘&151@4)’&%}(9& Qﬁger(ggrepared as.
: n
added, ‘g“ﬁg’ di e%i%ﬁfl& Jibr 1o %%Psf Pt SonBh %GFWe go| Yéht mol) in

wer e tdmnt}edfamamtded(zamo mbewae sieated vaids iIDIPEA (o2 A ga§ 08 mmol),

h t l.d
ol d L g PEERARR) b BT Eb RO HhGge B & Lo6 mumol
am no]anéyﬁtlirifdrﬁtzoyrrhﬁnhmrat@m ever(ight. 7Ty, val§des asrearemoved under

‘Whi t e vaalhi andEhd desiBhe pﬂ?lﬁefby?ﬂgsh%rﬂgtogra%w erp%ane/ethyl acetate)

Acet
Gc[e( Is% Wthzzbrﬂ@Prﬁ/mefwlélzi@P@% -3-5r1heRRlc) acishi tnatethyl-pyddin-2-y1)-

i n- 2- yliidé (yl6 gs8ey) avasighthrNonesipl, ads ) m/e—3140 312.0 (M+H")
pyridin-3-ylamne in step Bto yield the ti

d di t
S T S et R T
A sol dtilbamide (9445 gliOris-Ap®lX landuzhnmywpyrahm ﬁmﬁ%hh)dry dioxane
ﬁfr:);a; ({.3g Oorg% |°§ﬁ%§g€%{r tf) el B%{%%@)&? (ag}& 3arégn ]b&%%flng 4,5-
mol ) ,Bészéllppl%‘? phpsphine)- (% m@ethﬂ}aﬁthertedpiaeﬁél%)sw @1@ g110)03 mmol)
was V\Iaﬁ‘ﬁﬂi)dlla’ﬁhuﬂao@iﬁéi»lzfyﬁﬂer?egcJﬂone-raﬁofgfé(ﬂn&J tg 0.01 mmol)

cool ed._at m t.enper at ure, u ace
and waSHhe e%é%g ds@? JraEs ‘%aéd;FlUﬁﬁ& k}’il’é‘miﬁé‘?lrﬁﬁl@l a8 Complete Finally,
br i nethethixtaregeniteatedyeith vRRint beboshte @O@g’,@ﬂ&ﬁ@ﬁdﬂ‘and irradiated

‘sul phaf ﬁ nﬁ&gng\/ea&‘% %It ?90° ngf &gmln %ﬂe $O Vent Léllg Irgnlqgved L%lder vacuum

flash c ronat ograp
6- t er endut oxthear bol’wlldam nopylumﬁhdne- Bycar bftasysl i ¢ algioghatography

et hyl (cﬁ@lﬂ@fon(léth%/&ethaﬁ Jarft oﬂﬁ‘j't%cgltlé eaﬂgg compou'vg (0.015 g,

(1SP); %

“tert 28 &S P)dmvfém-%é@rldwﬂl)c aci d

et hyl ester (1 06 g, 3 98 Mol ) in ethanol (30.00 m)
was flushed with argon andE;taﬁlqﬂgggilwith finely
powder ed CaCl 2 (O 89 g, 7.98 mml) and stirred at room

oo S S5y Bl b e S iRRie o (B cridine2-y)-

The mxture was stirred at O@@ideor 2 h, then poured
into water and extracted wi th chl oroform The conbi ned

ENd fige E&n}ﬁ@tﬁﬁd Nib eBPIVEYe S%Zgg‘l\%#‘q{p)hgi gg?%%eé%%%for example 130,

vapor athlc col orl
% 2‘}'@?1% ,%é wab Rej: rnﬁ@r@mg pyrazin- 2—ylam1ne

(6- hydr oxymet hyl - pyri di n-2-yl)-carbam c acid
tert-butyl ester, M5 (I SP)Example 132

2-Methyl-5-(pyrimidin-2-ylamino)-thiazole-4-carboxylic acid ( 6-methyl-pyridin-2-yl)-
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
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me = 225.1 (MtH +), which was used crude. Q)
(6- Hydr oxynet hyl - pyri di n-2-yl)-carbam c acid

woeode/ousyl ester (0.85 g, 3.79 nmol) was di ssSBCYER2006/000090

di chl oronet hane (30.00 m) and-yriethylamne (1.32 ml)
and treated wth dinmethylam nopyridine (0.09 g, 0.76

IR ) B8, B SODE 14 OB 010l 10
g%@ﬁxﬁ%ﬁtmg??%‘@?f P&é@&@sau § BFGRZ-HPEMr onet hane.
The organic | ayer was dried over. sodi um sul phate and

evaporated. The residue waBxquplefiBe¢d by flash
chr omat.ogr aphy (heptane/ethyl acetate) to yield acetic

a L <7k _r v K » K i . i i - v n | . g

Sou Ay SIEIAI S LR DT s U RE W ioin -
267.1 (MrH+). D) A solution emideetic acid

6-tert-but oxycarbonyl am no- pyridin-2-yl met hyl ester

Qe &hleGonpokB8d/WIS| XSP)A ndle GJ??)Z?[@{MEP?W,%&?}e]ng&EQ fof@%ample 130,
cool gq ﬁao oog and tfr8| fI%Jor.oacet C. agl ﬂ‘r“i(‘ .40 m) was

S§aeG 19 Popip Sevas Aerfarmed Psipg R i Solmiafmer at ure f or

3 h, further trifluoroacetic acid (1.50 m) was added

and stirring was naintai neBxdnoplefisiBt her 2 h. The

reaction m xture was basified with 1 N sodi um

. t . T i . qe
LR BB AR Tk ka1l SO ORGSR -prricin
wi t h di chl oronet hane. The )é@ﬁ@l‘)’ﬁ@éﬁror gani c |l ayers were

dri ed over sodi um sul phate and evaporated to yield

e €itla@oidpouad) MSEISBIhie =Pagul 1d(VI+Br'Y, | WaBlp¥par &5 hefor exahmple 130,

0 1 . —
%ﬁ%ﬁ% _g% %gg%@ﬁeﬁi%éer%}r}eﬁ uss‘l%lglg:’et,iclvascigl,l6§fglino%y(eridin-%§}zlinethyl ester

2nd/psihyg b dfeggitcbodensdio prviawo) as bllezeol e- 4- car boxyl i c
acid (6-hydroxymethyl -pyridin-2- yl)-amde The title
?xg_'}ﬁlgﬂtﬁﬁﬂl )_6\@_5 (Eggfo?lgtlg—2%?%yﬁ%%zgieyf—lcgrbgfwlﬁc thdeBarg! & Grederibed in
§reapilad ) Siskipa ZotoeB UGk HAA Pkl imodichlprardéthare (A0Pembyend DMF
Ei)dlﬁ;ﬁgrﬁy V\(a/lg rtge(gfédte?itﬁstggﬁng gltlllgggg ng@@m@mﬁﬁ) afld stirred at room
W"’é% ﬁwl-%?‘( F s tmngy| GriHBg PRy divknethylagsis i 10 g, 0.60
Inmalirand DIPYAI (0i16-g2 -1)A0r metolyweresidded, (@ dARS nixtide di#red for 30min.
TP TS0 oA T B LS b 8 e
Gl&gpta_ne_@tthyl raicmje)ato yielinadetnpeidaé-litebrane 2 rathylr éhiasake-4-carbonyl)-
A6k Iy i1 &br @NG & BBod Us eithiBe EHIPXRA(ISPY: m/e = 372.0,
370.0 (M+H™).

Acetic acid 6-[(5-bromo-2-methyl-thiazole-4-carbonyl)-amino]-pyridin-2-ylmethyl 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 illustrated in the following

scheme:

l DPPA, TEA \ 0>< NaBH, ><
~° N © tBuoH O | PPN | N9
-8 N" N7 To HO pZ /&
0 I NN Yo

OH

NH,

o
A
5,0, TEA, DMAP OY \ o>< TFA Y B
| /g ° ”
o] N/ N o N
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The residue was purified by flash chromatography
(di chl oronet hane/ net hanol) to yield the title conpound

\VOQN&BBM§4 85% as a |ight yeIIOM/soIid M5 (| BeY/EPRI06/000090

342.1 (MtH +). Exanple 137 27pkt hyl -
(pyr|n1d|n 5-yl am no) - f hi azol e- 4- carboxyllc acid
( 6-Aly dr whytivet Gfyypigined?, G-dl&fb’dx)yhamﬁ endiitRtiyl kdtér (1.00 g, 5.12mmol),

e Topndmitietd QU e % Ll b tebbean@n Big F) (193 g

6-{[ 27 {Q@tmy}olb alg@yzq:rt-tbutﬁlnnl 53. 90) ant)) rio) tolueha80.60 4nlc)afret30\ﬂarmed at
yl1- ap0ctom: Ry, 4inp n%xbﬁlrg%g]i/l{en c?)tofe{c]l at’%gﬁltn' t%m et urre 1{1 uted with

[ 2- met yri m din-5-y
- ami ns%ﬁp?feltﬁF i 2W95fhﬁétwlll Sé'@%rétledvﬁ@él@il épeﬁrb@haés ahdrbrlne The
exanpbgratitiaystveRthéh Hﬁec:;j)oveﬁt SRidsh }éﬁ@lhﬁ’tg;a{ng é@g M@édn Yhe residue
t ci d. m in me y.

2ci d B RREERORY AR Shimorb tEdoel clins erdpipBssdenylamino-
il uspYrailede-czarbcewhnpctlé ell3% esﬁ(amnﬁ g, 1838) AcetviscodChbinge oil, MS
2- et

[2 ne hy (?%/{3( p2y6r7|3d Mﬂél )yl am no) -t hi azol e- 4- car bonyl ]

no}-. pyridin- 3- ester The title conpound, M
( | gﬁ) A’ sglugion qu&tqt%mwca)'bonmmo@adw -2sarboxylic acid ethyl ester

exanp| 16061g3 3.985hRRH 1ﬁ\eﬂﬁn§} (3&0@ iné\w}ﬁ@ﬁ %waq{}f@goﬁ' §111c[]geated with

{ ri
3 |Cg|t Idﬁ %88?7 greg]é]aﬁlz (Or%e9 g,y7 98[J r¥1mol) and stirred at room temperature for

6- [ ( 551bino fihe 2nireiré whs tHeh az6led-t4 08RERY Eb’dlﬂlrrﬁfﬂrﬂﬁ]hyande was added

h L ester mhlch in step
noet 1R B8R R T KSR PR ot o B eheB it water and
pr epag¥idciad cwithi eigoroborih eThe |l combiinrg! Sx:th&l@ wije \Wtled€over sodium

© mai ntﬁ'llﬂia@arﬁi evggpﬁéeﬁttw ethﬁf( c8I0§]9§ M (tO gg‘r n%logsigtglg of almost -

cool i ng, ro yri
mol )P¥& ; s( y eilelrayri TI“ZTY m&mllcactceﬁ t@mbﬁtuilester, MS (ISP):

aci d ffb= 00 MM+ X I’WHQEN{NQ edcanrentrated sulfuric
acid (8.50 n$§ and)nltrlc %cfd (6.50 g, 103.16 nnDI)

oneh BLa RN ie oA P RlHPRIf ok SerobugAl etet (455 5 379
ammo el e dissotied ¢ dihtbrpmetiape (3. G)(Dﬂll)oafridlctrricé?lgféamme (1.32 ml)
il e beeal AneMEh e iie (PR oo faremollyand. aceti
yi el dnprrade (O gqﬁliannml)t rTbe pyirtude magstidred 4t Déngtemperature for
1099 105@1‘5' fhiefs Ba k@bl Hehﬁeeﬁ%ﬁ@f aﬁcl gféﬁfo?oﬁqgthgﬁle 31k organic layer
t g Sm%in& [Qe%:rlrsgl %fyll%a Iﬁlglgha?tg aléqi e(qmjrqied The residue was purified by flash
chromatography (heptane/ethyl —acetate) to yield acetic acid 6-tert-
butoxycarbonylamino-pyridin-2-ylmethyl ester (0.85 g, 84%) as a white solid, MS

(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
trifluoroacetic acid (2.40 ml) was added dropwise. After stirring 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).
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conmponent), which was discarded. . B) A solution of
2-nmet hyl -6-nitro~pyridin-3-ol (0.77 g, 5.00 nmmol) in

waceioones§ 50. 00 nl) was treated with aceti c anhgumPe®6/000090

(1.00 g, 9.80 nmml) and potassi;ym carbonate (2.07 g,
15.00 mmol ). The m xture was stlrred for Ih at room
tenmperature then filtered, Eﬂgﬁgkqg wi th acetone. The
sol vent was renoved, yielding cet?c acid

- |- 6- tro yr.idi I er (0.7 779% as a
%ﬁﬁéﬁl BT(PXFI tﬂrg ﬁaﬂaéoé 4: er(lrvmyld (\ﬁrgtwéﬁomsethyl Pledm-Z-
yHednicdeude. C) Acetic acid
2-met hyl -6-nitro-pyridin- 3 yI ester (0.30 g, 1.53

R rgde\é%pgtérg& gJas gldegarieﬁl leﬁy 10 Lpfsglc{%gascg m,aé%éifn%ﬁxy? 3(8pyridin 3~
artamep}wﬂn@otﬁﬁflﬁy@rongléwnan@} -pyridin-@dyluietiod ot ((pfepared as described

@Qgga%}qt 15PANIRIREr ature. The catalyst was filtered
, washing wth ethanol, and the sol vent renoved

ndﬁ{ vacuge mtaq yleld 1 etlc ?

Ytigno 0 %cl;t}‘: i Btk methy. és(tp§y1d1(no3-y]@n§no)ggg@zoks4-garbonyl]

\ahmt@% p}Qidud-,Z }Nﬁeﬂiyﬁ@)ter 0846 gl @012 i), inVeeEhhneR$20.00 ml) was

S

SRR S350 B r S0 e payes € HPY281 200 munpoh{es 1 gmin stiring

atmsbnq &-nhgﬂdatuxqr tlge mixtthyd tpgsracnmﬁled with |[HClaaN,d@d The sélidnteremoved.
LI 8 e Ml AL o
afitlesproreupi 40985 by @a(s pyishtiyallog-splidn¥i GISP) inkzo0b42. U(M+H™).

- car bonyl ] -am no}-pyridi n-3-yl ester, prepared as

described in exanpl e 138. Examplie13A0
2--Met hyl - 5-(pyri m di-n--5-yl am no) -t hi-azol e- 4-car boxylic .

aci ydr ox. t i.di n mde, The title a
rgétrﬁ‘aﬁ e ltffgg)ﬂng rl"%m%%zrgu@k(%r stf?hfvaé@ %W@ﬁ%?edrlethrl-

as for exanple 136, by Ipytdol-3sl)sarpideaceti c aci d

2-met hyl - 6-{[2-met hyl - 5- (pyri m di n-5-yl ani no) thi azol e

Tﬁe titlele Qﬁg)ﬁ%ﬁd "9 ()} 5y L BT (%I¥H+F5(/$a§ prepa 3 %jlcagmple 136,

ph W#Pﬁ@lﬁ 06 acefiqracid il R-methyhft (ppin din sy plasido )ethidzoleyd-Farbonyl] -

amﬁm}qgf}rdgymyqimemﬁégterester was prepared as for
exanple 116, stepS A to D. Step D was performed using
ter

cetic. yridi n-3-vyl
%E’;eg{ci aci éc:{[g @e@&l—ﬁ—gpylwécpw —ylﬁ)rw thlagol)?]y4 %agg%qyllm@mo} -pyridin-
piybpethpldestes wdsIpuspared e for axampknploe sttBS8A to D. Step D was performed

using acetic acid 6-amino-pyridin-2-ylmethyl ester.
Acetic acid 6-amino-pyridin-2-ylmethyl 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-methyl-thiazole-4-carbonyl)-amino]-2-
methyl-pyridin-3-yl ester, which was used in step B.

Acetic acid 6-amino-2-methyl-pyridin-3-yl ester was prepared according to the following
scheme:



Exanpl e 141

3-[4-(3-Chl or o- phenyl car banoyl ) - 2- net hyl -t hi azol - 5-yl a
wonomlo7ssmzoi ¢ acid nethyl ester The title conmpouma2008800090

(I1SP): me = 401.4 (MrHt), was 7grepared as for exanple

130, steps Ato B. Step A was perfornmed using 3-chloro

| bine and vyi el % brgo~2- o
@' -tﬂ-&;oloe-m%rbaﬁfﬁu_c -acmm/ Hy PdiC A O\n/
( | or o- phenyﬂ) am de. This uvva§ coupl ed Wi tif) o
am no- benzoi ¢ acid nmethyl estér-in step B. Exanpl e 142
5- (3- Hydr oxynet hyl -:phenyl am no) - 2- met hyl - t hi azol e- 4-ca
rboxylic acid (3- hi orophenyl) -am de The title
compound, M5 (I SP)™® e = 374.5 (MtH +), was prepared
by reduction of “14-
(3 chl or o- phenyl car banoyl ) - 2- met hyl - t hi azol - 5- yl am no]

exgﬁp\w{hﬁi%ﬁn afrrl? th {eg%?ra eggfr q'l?‘%gw%@)g;tghllall %chtcg(?ltir?g(,j3llr1nydroxy—2-

[ 4] ( 3;1;‘;11}713 mrl[jhﬁn@Od@L pavhgl )mﬂlol‘leWﬁby hdddd ﬁhalﬁr Yd %Hhcentrated

no i

THE (1 ﬂggi@ rﬁ%s@@SCbOnﬁg) ytAeaﬁ%th?r 8%) S ricgrh]%%tﬁigts IW 1ﬂ (8 50 ml) and
51t hi WMESrad(6o0& R dengl) vee8dded Gve2 @hnifhé Yyesaltthg mixture was

e s At SATEG DS o MEILBER I sl SR ydroxide

sul phﬁfl%e\ﬁaﬁii?glp%ﬁl‘i“ﬂgfﬁ\{é‘r‘g \Qrmﬁféﬂe@“nﬁfmm’h@mnﬁmh &his was collected

| .h qudry ﬁhmpxonadr?ﬁrecﬂihfallfseélﬁ’cluﬁ rn@t?antwwa&érea) l;"’il\éldf {;ﬁéhz methyl-6-

chro ne etate 1 e

1 e T857a ShoY BadBE Prgh i dashendignors to pH 3-4

10 Exanpriggerad precipitation of the isomeric 2- -methyl-4-nitro- pyr1d1n 3- ol (ma)or

5-( 3- eﬁﬁ%leg{?g‘”@h?%g&pﬁﬁagﬁ?) 2-met hyl -t hi azol e-4-carb

oxyllc acid am de The title
EF&»SnESE M5 (ISP): me = 401.3 (MtH +), was prepared
oAt - Wih}’lér%lé@ pyriding-ol$0.87 gBnAG npeol) & aetbne (50.00

USI n gnlN- Vs aﬁht@d WHB né/deﬁc agflyanidei. O&Xé‘m@h@ I'illﬁl%l) and potassium

2- Vet h
‘hen fﬁ%ﬁr%n% &ﬁy &2];‘[50(}, 4 n&r&plao@el mixfpred was stirred for 1h at room
15 (3 ch¢mp@apherthhr) ﬁl&ifred;lewa'dliﬁﬁ.g whthe a EedrRo Urd, sé\@rﬁl wid Temoved,

§%%%&M§{é1d* % (? ﬁgdﬁs f esterx(%% g, 77°4A)]§ as a white

st ep m}) vvas
3- ams?kfi BEH SR b snvle FolRgni +) 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 mmol) was added, and the mixture was put

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 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

25 2-Methy1—5—(pyridin—3-ylamino)-thiazole—4-carboxylic acid (5-hydroxy-6-methyl-
pyridin-2-yl)-amide

The title 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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Exanpl e 145
{3-[4-(3-Chl oi O phenyl car banoyl ) - 2- net hyl -t hi azol - 5-yl

wamospl4dsenzyl } - carbam ¢ acid tert-butyl ester PTEP2006/000090

title conpound, M5 (ISP): me-z5473.6 (M+H +), was
prepared as for exanple 141, steps Ato B. Step B was
perfornmed using (3-am no- bgmﬂﬂ)gm@r bam c acid

tert butyl ester. Exarrple 146 5-

L net h hiazo -.C 0X
yI | gﬁ; ?12% 1 t?‘azgl&zld%ar%gﬁlﬁ 11 ¢ ?r&zifaﬁ%ﬂ-methﬂ-
)’ -Fppide = 373 1 (I\/H-H +), was prepared by
deprot ection of {3- [4-

(IZB.e eiille GH BT ﬁayma(nmﬁﬁi//k): ?4’3"5%1\@4—1‘* { mza‘%zp%%ﬁe&/ asafg'r e%mple 136,

idte
by ?‘X@%/"ll%ﬂse%! ?‘r?tléﬁ%}arpﬁ @e@w@ﬁ{ rrfﬁ'éhw &A@Vrlmléml-@Wlaunno}r—thlazole-zl-
£@bpuyl(-3axdhd jopyidiheanyllestar.banoyl ) - 2- net hyl - t hi azol - 5-yl
am no] - benzyl}- carbam c acid tert-butyl ester (0.02

\%Icet% tof'ell lozzollggtgl?il gl’{?y &?y&%a@yﬂﬁdlgg%%hlﬁzwmgpﬁ -4-carbonyl]-

RS RS-t rester oas PmeparedThsefor eaetipbn] I, ¥teps & WD, Step D was
plifstoed widghcdichiosagehbans.agdyguanchad.u th

saturated sodi um hydr ogenocar ordgani c | ayer
se ted, dri ver. _sodi um sul phate and

é\/e& ﬁ&hc[ g&ml%gy"inéﬁ’df Wedingiyleestes ijsd ireparl @llugirated for example
93@/@ Exanpl e
1473-[ 2- Met hyl - 4- (6-net h. yl - pyri di n-2-yl car banoyl ) - t hi
azol -5-yl am no] -benzoic i dpgcp{MI ester The title
corrpound M (ISP): me = H +), was prepared

or exanpl e 130, steps A to B. Step Bwas. perf.orned
u§'| Ef‘%g %@hb@ﬂ%b@n@)d)-@ m@hﬁyﬂlnaee]t-@ylanﬁnah’péﬂoicﬂa%d methyl
5-(3- Hydr oxynet hyl - phenyl am pg)- 2- met hyl - t hi azol e- 4-ca
rboxylic acid (6-methyl pyrl d| n- 2-yl)-amde The title

Tgl?e ugﬁpﬁéﬁg ]tsgsﬂm/e = 401 4 (M( “H :/-\)as p%lev?)ireglrai %(?1{ eexdample 130,
Shm“a‘h&lte@ ( Stepred hwds- fdrfﬁeﬂ L%m@t 54%51@@8%'11%1‘4 WPz ged- ¥ Ibromo 2-

es epar
I 550 G el PR it st v o
WQPTW@ZOIQQC@@S@}M@&@I frmtepd&an'pl e 142.

Example 142

5-(3—Hydroxymethyl—phenylamino)-2-methy1-thiazole—4—carboxylic 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-y1amino]—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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Exanpl e 149
5- (3- Met hanesul f onyl - phenyl am no) - 2- et hyl -t hi azol e- 4-
woaodsorydsic aci d (6-net hyl pyridin- 2-yl)-am depT&EP2006/000090
title conpound, M5 (ISP): me-%403.4 (MtH +), was
prepared as for exanple 130, steps Ato B. Step Bwas
. performed. using.3- net haneskdahgilyi4phenyl am ne. Exanpl e
150

- s 2 (3= 5 phenyl ani no) - t hi azal e-4- car box
gl(?/%&%kgﬁ!(r%_ %@%{?@g%ﬁr? ieﬁl}%—_tﬁgﬁél_e—ét[ﬁag%o ﬁ%agét(g-é{]ﬁro-phenyl)—
conpound, MS (I1SP): me = 408nBle( MtH +), was prepared
as for exanple 130, steps Ato B. Step Bwas performed
Thé tife So@polad IERZEIrSH)d QUL@TBG(FA+ )‘?‘Wﬁ% g)r(ejﬂ%?’ecd %lscfloa example 141,

- Di et hyl am_no- 2- et hyJ -t hi_azol e- 4-'car
%%ES,@?%% -tﬁenbivﬁis .R-eggw%/i%ﬁrﬁg&&-@rﬁémﬂpmhénsdbﬁgmmiji,e. ¥
(I1SP): me = 277.1 (MH +), was prepared by reaction
of 2- brono-S-net hyl -t hi oghaasisStaar boxylic acid
(6-nmethyl -pyridm 2-yl)-am de (prepared as illustrated

I NEXE _3_31%) iy £ ' lLam ne ,as .f ol J.ows

2- Br onb- S?m%t y &{IIPFIF H’@%ﬁ}éﬁf U B qughﬁ%ﬁlﬁ (3-chloro-phenyl)-
(6-met hyl - pyridin-2-yl) -amiameide0.05 g, 0.16 nmol) was

di ssolved in a 2N sol ution of dinethylamne in

Tied tida edmpaut) Mb XISP ha/da b QMAQ?FL)Z%{ %1%%6136% R cI&%xaml;)le 141,

r 4 after th irst. 24 h, anot’her
Sféeg’ iAngotlﬂ %}%Wés B%f??fm%ﬁlSMQ-%@@d)enzqiwéulmamidﬁes
were then evaporated, and the residue purified by
flash chromat ography (hepEam@prilagl acetate), yielding
the title conmpound (0.02 g, 45% as a white solid.

R —@hjo'}%- . e A thianl 5. . .
B PORL EBISH-phenylcerbamorl) 2 methyl-thidzol scxlamingl byt bcabumic acid
arboxylic acid (6-nethyl gyitilditdester yl ) - ami de The title
conmpound was prepared as described in schenes 2 and 3

TAe tAlsalmipiarn], MS G9H): Yt 4734 evG2T B

SJ'Ee \Q@;ter (L10.00 m) was treat ?d vvi_g’h %’?%reﬁﬁgdgg.f .a)nple 141,
c@%noa% -ate G108 eerformedausiog) (Frpyiyo-bemmy)-carbamic acid tert-butyl
eger. hophosphoric acid (36.60 m, 540.00 nmmol) was added
dropwi se over 45 min, while keeping the tenperature of

the reaction m xture bel oy 3 i,ith the aid of an ice
bath. At the end of the ag%‘}r?]igigﬁnflgthe m xt ure was

to 400C and stirred for 1 hour. The
Wag—lz?—q\mlnomethyl—phenylamino)-2—methyl—thiazole-4-carboxylic acid (3-chloro-

phenyl)-amide

The title compound, MS (ISP): m/e = 373.1 (M+H"), was prepared by deprotection of
{3-[4-( 3-chloro-phenylcarbamoyl)-2-methyl-thiazol-5-ylamino] -benzyl}-carbamic acid
tert-butyl ester (prepared as illustrated in example 145) as follows.

A solution of {3—[4-(3-chloro—phenylcarbamoyl)—2-methyl—thiazol—S—ylamino]—benzyl}-
carbamic 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 sodium
hydrogenocarbonate. The organic layer is separated, dried over sodium sulphate and
evaporated, to yield the title compound (0.015 g, 94%)).

Example 147
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reacti on was quenched at 45C with fumng HO (73.90
m, 880.00 mmol), and the m xture was then left to
woaale/oresst oom t enperat ure and at 00C over ni ght PCT/EP2006/000090
conpl ete precipitation. The saljzd was filtered, the
fiItEﬂate washed with water and dried under high vacuum
ov &-{i-tyftthyll &- (6-eiethyT Dy gdiat2 ok anembByn [ Rx¥bINE HRACEL b z0ic aci
acid ethyl ester asY ?\zi te c? }ﬁal sm,&ﬁf%%lc%gﬂggl?@hﬁémggmmd
obt ai ned by extracting the ﬁé\“tell i quor with ether
B)

@4. 00 g, tot aMi el d 919%.
8 iélerppepoxplmiSoise ti/e =320 QURIA"),e8dsePreka? QOfB example 130,

ks AQo Bk Tieonw.se.to a solution of
aror o TR ep ps Rty PAMRE B e ROl PR eger

(192.00 m ). Sodiumdithionite (73.50 g, 422.00 mmol)
was then added during 5m nExappde ¢4t ure was stirred at
ro;gnerrperature for 2 hours, then extracted four
t i pré-Hiyich bwcyath eyl rtenplohans -2-Feehyt ORbl 0189- QHEAMIC acid (6- -
extracts were dr?);dm\%ith 28%) nd evapor atrrwtgg&ltﬂgaad(6 methyl
af ford am nocyanacetic FeTge ﬂ@ra er as a |light
iel low oil (11.80 g, 44%. C A solution of

he HQE gemnpewtd, MR 0SH):enfey 3 @v1+ml),a@asg),reﬁa,r&ub;maeah&tion of 3-[2-
mRtst-hyls-as@i B & idid - $:coeled 1o C an .
tr e}gEHeol<I Wi %h&dﬁﬁtﬁlﬁ% %’Qmﬂ%%sif’?é‘%l%%‘f (58?16@1‘@0%95% mfgtq  methyl
Hd HTERAS D RE B Brb dn | srrample( 1403wih Wth#ennatwininium hydride, as
Seshtiith dalofisy praggplondx; acid (0.81 g, 7.80 mmol) was added
portionwi se. After conpleted addition, the m xture was
stirred at 00C for Ih, th(eﬁn at .roomtenperature for 3

h . The precipitated dicy ’%ngyﬁ‘ll?rea was filtered off

and the nother ‘liquors washed with water, dried over
s 8P urebangshiforyl ardnpuaypon)at-etthyThleiaz @6 dctaeh Wc acid (6-methyl-
purified by trituration_ ik igjzi_ Blrrnqgéll ether to yield
cyano- ( 3- met hoxy- pr opi oﬁmm n ? acetic acid ethyl

ste 1.27 g, ., 769 I\/B(ISP%: nme = 215.3 (MtH +). D)

estbtiep QL MS (1 P): m/e = 403.4 (M+H"), was prepared as for example 130,
stapa Aoto(B3 SteptBxy/pdRfod Ried MYind Bl A s bizv1aH -

ester (O.gjg g,xsy41.j44 nmol ) |§n t%ﬁgﬁgr%%@ggﬁ#mm%s
flushed with argon. 2, 4-bi_s(4-

Met hoxyphenyl ) -1, 3, 2, 4- di E igfakﬂedﬁ{%s r het ane

2.4-disul fide (Lawesson's reagent) (0.90 g, 2.22 mmol)
et e - sl faovere Pherlarhieo)rthiba e 4 wa b ol e 8-kl Gyridin-2-
for 2h. Tol uene was evapor gf, &y iﬁ@d the residue

purified by flash chromat oggap y (hept ane/ et hyl

@g zﬁfe% Enti’% }ébﬁ]g%l'\@w‘ VR 4B hiM2 bl b-wias rapredgs fo example 130,

staps 4 teBh$tep BstBpetOrMed Gsind @ UnindBehaEds ife. 231. 1
(MrH +). E) A nicrowave vi%l V\érsl, char ge%uhic/(\)nﬂiflﬁld_e'

Pd2dba3- chl or of or m conpl eﬁxaﬂq?plg?sp’ 0. 09

5-Dimethylamino-2-methyl-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-amide

The title compound, MS (ISP): m/e = 277.1 (M+H"), was prepared by reaction of 2-
bromo-5-methyl-thiophene-3-carboxylic 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 ml). The
mixture was stirred at 50°C for 48 h (after the first 24 h, another 1.00 ml of
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mol ), Xantphos (0.17 g, 0.30 mmvol) and cesium
carbonate (1.00 g, 3.06 mmol ), sealed and flushed with

wangwi4884 sol uti on of 5-am no- 2- (2- met hoxy- ef hpCTAEP2006/000090

t hi azol e-4-carboxylic acid ethylg-ester (0.40 g, 1.75
mmol ) and 3-brono ryridine (0.28 g, 1.75 mmol) in
dimgtan(ise sdutidn) Wmaa;dd?bdgaﬁ&e\d)labﬂess’@d‘ib @l@dﬂ M @ﬂi@‘&:d and the residue

t d
bl g idsh L*P?‘?I??‘ﬂgmw PSRRI St ﬁhr e, i gompound
K%Q%gaﬁ%HsﬂWhl@sﬂb -irradiated in a mcrowave oven at

1500C for 1 Onin. The m xture was diluted with THF,

filtered and the nother |iguUohs.g%aporated. The
residue . was purified by flash c romatography

E%ﬂfﬁq@@%}gﬂ%ﬁ;@%ﬁ{lﬁ%—y}ggﬁk@ th1azoie 4 garboxyhc acid (6-methyl-

yl am no) - f hi azol e- 4- car pyxiyld-g-yiicadidet hyl ester (0.18
g, 40%, M5 (ISP): me = 308 3 (MH +). F) A solution

The tit]

2- ?% ?nce(t)rﬁg?(l;/mie‘%sﬁ rePége(% ) desglbed’omffl};\eﬁ?q’?g)anfiﬁl azol e-4-c

arb x f acid ethyl ester (0.17 g, 0.56 mmol) in

olytionpef sadjumenitrite ééi’ 80 enidB®6G n2mEB iN Wtk (710100 ml) was

of KOaIe 8d wathedth e t
gSC ( or:t&gg%(f edt élckyﬁﬁoa'&‘r)at (-'ib@ 0 g&g% gO ‘2@13% 2 éSr b gfjrtl%Phosphorlc
resi dife %‘b

t he vol ati.l
i ﬁvawati%?d {ropywepvyr ‘h%mm, while keeping the
aci di fergurdtorepH tBe miattor MNidtlide bekdw bseatvi0mtRNGd OF ¥ REbath. At the

d
2. (2 Pt Py {1‘%18%33 TisE R DR iR A 40 straddonl dour. The
ar boxSFP?t@DaWﬁ&qu{@C 8l gf, 4B0%yith MEn{dgSAC] (78.90 21,8880.00 mmol), and

(M Wth@)m]&tlﬁ*@lwgs'tﬁgh szft to cool to rqom, tem. mpera}ur{emngza&l °C pvgrnight to

2-(2- mE\tIil]ox-eth%/ja pyridin
ar box§A e‘gdqr%FIR ’U@ng e s@ldlwa&rﬁiﬁetr)ad ithe filtrate washed with water and

di rretdryeldf mﬁdﬁﬂﬂ‘hgiﬁva(clluﬁpo%ﬁl ﬁ@?o eﬁ?f’(ﬁg g" k‘m) }E::Eﬁgrlmmo acetic
0.04 TBT Ol
g e taﬁ:ufét ?sgﬁrﬁs vﬂ‘h‘gﬂ cr Lfﬁiﬁ (sgyogg}g)agch Wasl@tmz}l@ql Py e¥trecting the

m xt unethmhqlm.rlvnt}eethat@moorgl togdIRRl@b1%mR over ni ght,
then purified by direct injection in preparative HPLC

t
acet ori tnglcﬁlyId ac%étlgf%a Iﬁfl *s é(?omhéﬁ ?C?:Hgfplol) was added
Con”deﬁHor(‘@S@@la golumm@f weter (ﬂﬁGEQOrIBH aas satundtied eodiﬁhi lﬁcarbonate

VS (I ol

Sl ) PR o e o
aci d n ]P‘h?} at ?Flrr?i ?/11 yaoarﬁntmperh@rq farl 2hours, then extracted
co n”ptfmnchmh@vith 8Rhloroiettan8SthekcohBifbdt drgaMR xR &P RN ried with

as fqf, %?&?d e%aporated 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 dicyclohexylcarbodiimide (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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steps Ato G Step C was substituted with an _
altgr native coupling procedure as follows. A solution

wohommrseyanacetic acid ethyl ester (1.00 g, PC8®P2006/000090

mol ) in dichl oronmet hane (15.QG9m ) was cooled to 00C
and treated with pyridine (0.62 g, 7.80 nmol).

Vet Roxy sispensiorc of @ﬁndr@(r@etﬁ&(ygltoroﬁlo% lagﬁgwl erlér’égé a?ﬁde‘é}%q ester (0.95 -
wa

i n &t obC PR HPnent ol DS DT apaabes evidnamion.  2.4-bis(e

sti r r ddetheryphemilhl, 3§l?k14eduhiadiphbqﬂlemeez SiaRdi Rt @Qwve%@ﬁ s reagent)

the r §§ bolger. @@ﬁlrﬁ@ly as Q(ll&/e?ﬂat oﬂcgl %10 lrn§1§ : re]\?ogxg W&F[iﬂ%(a at 110°C for -

he
wmf h ¢Bd w{aﬁﬁeg‘a "3k éi’?é’oéﬁéd and ribﬁ atsedile finétiedeby dash Wa®matography

trit ut(l&ﬁp@@hd/d’thﬂl l SQRED PYth e B 5Qn%h8120(2 _methony-ethyl)-thiazole-4-
BT SEdr

-acetic aci
f{aBZce( %0 %aﬂ ' Fé@)@ %gezl(l%g S § Isgmgqe,.:) 231 I (M+HM).
QIano (2-met hoxy- acetyl anmino)-acetic acid ethyl ester
waF)cciaedateovisl was derged with szdbas chloroform com;sﬂex (0.09 g, 0.09

Imre]t gfiegﬁﬁ@§ Byvdﬁl't}%@ﬂé%'gg& 88 a b@? é}bé %es?l%rll g%%gpgteé 1.00 g, 3.06 mmol),
2- met f?@%@ﬂn@% ylusked piithi digon3-AyIsalutinn) ef B+ea:§mbez-62 -GRERXy-ethyl)-
rold se

>2(y Lrgft}ﬁé‘ﬂoﬁ :}chl}.’li’)bxﬁ(ﬁ:)a?ﬁ gtl_ﬂ | ésté?a@ r%lo}S Mo &? ang 3-bromopyridine

car bo{gg/ﬁ/é:ni |I’Eimi°H 14 fiéB‘aFe eg@efdl byrsosi@tingandbubbling

generwite ﬁﬂgen,t ithdre tﬁ‘dh@féﬁ‘éﬂdtol Eﬁ@rﬂéﬁﬁ%o%?gflzaé Aftfr st1r16n§ at room

(i o e 35 YR i pcHiohL A me i deacimied i b Ficrowene oven at

conpOti9EC fvs10nsR ThemhectureSﬁ?s il e ith) TH@a&ﬂﬂ@fe%pﬁ{c?%e mother
§i ¢ ) G St rf

as fqfq él%gsl’ﬂgaia oéﬁ%ca?gg ﬁ§ si cl:ltﬁo IS d@uﬁg?fg gaeﬂgszld romatography
in

g;ang dherty y EFg gp@ﬁ@teémbthaybb am nogld- agetinethagy-dthet) e (pyridin-3-

Zsr,nt (I:rylarmﬁiﬂo@lﬂhﬂé?%%-ﬁ/@%ﬂh e laéeid gré"th 1 ester (0.18 g, 40%), VR {ISP): m/e =

est e%olgﬁ (MJ@%%D This was used in st ep E to generate

2-cycl opropyl -5-(pyridi n-3-yl am no) -t hi azol e~4- car boxy

| i E) deisdlugibhybf es(aehethmy @ﬂhyllyaﬁ ﬁwﬂ&@h%&iﬂh&? thiazole-4-carboxylic

oo bahBRLed B ool A ThetRdn 0L B8 il s rested with a 2.55
st ep NGJetien of I@@H inavatért (0&6 calypthendixtios 8 lserrd 5t 55°C for 40min,

2- W@l'lé@lhﬂﬂe)(rbl'aﬁleg Wé[‘é Qf'agm%t | g pe%)d'ute%vglg%:% ssp Vteg an Water (1 30 ml)

Lgnggbga i }%S(t?s %/V;aéleu\kHﬁﬁFl rativmtdnd)dryingsindeepatach afforded
as f @*f(zenaﬂmme&%rs -68y20n 8. fihnfFo) Fhizh, AQ&L"‘@?bd&%ﬁc AIFY0.08 g,
usi n90&y%g%&3§ m/e = E)%W(MC or

G) A solution of 2—(2—methoxy—ethy1)-5-(pyridin—3—ylamino)-thiazole—4—carboxyli¢.
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 8> 27%) was obtained as a white solid, MS (ISP):
m/e = 370.1 (M+H").

Example 153
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cyano- (cycl obut anecar bonyl - am no) - acetic acid et hyl
ester, which was cyclized to

wo-2e05ine882- cycl obut yl -t hi azol e- 4- car boxyl i ¢ acpdTaPmnk/000090

ester in step D. This was usedghyn step E to generate
2-cycl obutyl -5- (pyridin-3-yl am no) -t hi azol e- 4- car boxy!

' IQCI\/hdidi:yﬁieﬁyyﬂ 59 itin- 3 la@din WREhiAPAEE Dlch 3 Hc%md (6- methy1-pyr1d1n-

2-cycl.obutyl - pyridi n-3-yl am np) -t hi azol e- 4- car box
ic acid in step F. COUp|InéY 5 H¥Scribed in step G

enerat ed.the title conpound. Exanple 156

heetiflg compoppd,i MISHISR) yindari=86% 4t (M-2IA0), evad -pﬁ@’aﬁ@@d fof example 152

c?ﬁ%ﬂ‘ﬁ%nﬁ% TR el ity B! Wt Fpeedpsnag ollows
nmpl e 153, steps Ato G Step C was perforned
gssPﬁfg‘OBr IWHQFYaélh‘FeSF@G@ ethi} ester é1. ﬂég, 7.80 mmol) in dichloromethane

@wﬂaﬁl)omsomon@lmorwe a&ﬁletgéagettcﬂﬁitﬁ ; %}ﬂ;.l ® gagr@lglhﬁm) Methoxy-
I aZ -
451 HE110% 0} 8, 730 PR WS S et sbing A Sum e mesture was

tjieredrfat éndn et 9)C, then warmed to room temperature and stirred for 10min. The
\fo‘?e}fﬂésd’w@ es %Ap%ﬂtgﬁ) dﬁch e (r){ejs? Y %gsr DOKYohEa 38! gmﬁforgmethane and

ester,
‘:é‘tshﬂ c(epwﬂihd mtes— mhamrgm)lc tlhy@zwhedmed awitl xspklivan aqilghate and

tvﬁ%&?l&tﬁl Ehg o@@sﬁ’d{ﬁé Wk f’%ﬁuﬁ 'ﬂ%g fd}y?&%@r B oA RUTIN ‘Ez -methoxy-
afetﬁgragﬁw 5“(“}5)?91%& ISS—tVl (é&ﬁ@o%%%ul\éi OISB): an/gar Boxy (N¢H™).

acid (6-nethyl-pyridin-2-yl)- amde The title
Crmpd@ndethMsy-atSmind) ercati3 26id0 eﬂM" Hster , wia dl’f‘z@cp%eg amino-2-

2y
BBl LS aR afane? Blvsp i ShRRoey et in step B

tgcgqqegatgcz-dn@hmneé]sydéir-(pw\ﬂlmh—y\hﬁﬁmoyﬁlluai(ﬂﬂéltdarbo lic acid ethyl -
é&ﬁmms w9§ OWciroEﬁ%Ha%gl §: rﬁethg }ergi 82}&@{1&0& -thiazole-4-

use
gye}adim sy vete B weg léﬁﬁﬁi mﬁtep Gltagom@amihau&@whpmnd
aC|d et hyl ester, which was hydrolised to 2-
propyl - 5- (pyri di n-3-yl am !Egamf,jgilggol e-4-car boxyl iC
acid in step F. Coupl ing as described in step G

SRy ot ol R RraTh e ecid (Gamesbalgomicin- 2

c acid (6-nethyl-pyridin- 2=yma)mdam de The title
compound, Ms (ISP): me = 352.3 (M+tH +), was prepared
’I@_@ tiftl@rcoﬁ%ﬁ%]ﬂhel\/ﬂés @%T o] gs- ﬁ2t3o (I@H—{Sg,e&as%r\é\ggreg G %o%rerjrcg%ple 153,

sing |§ gutyryl
Sféysaﬁo‘ios batepry |wmbforraecbwleg am:lqp@pawcamk chlotiile and yielded

cywns- @yelbpipdné@rbomth Mol -dcSRPEQd fefhyfl Ns@Z OlvRich 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-yl)-
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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4-carboxylic acid ethyl ester in step D. This was used
in step E to generate 2-

wO0wroagsh - 5- (pyri di n- 3-yl am no) -t hi azol e- 4- caPooEPR106/000090

acid ethyl ester, which was hygrolised to
2-isopropyl -5-(pyridin-3-yl am no) - thi azol e- 4- car boxyl i
éﬁ@m@-dydoéu@}otlﬁazo@emhﬂbngyl'g&gfeﬁhﬂiebteﬁl isﬂéﬂeﬁb.eﬁ’hl@was used in step
1 x| und..Exar e .
g%wgiaﬁ’tﬁf‘?%? ?2‘51%‘%%? R A B e casbesclic agidggh ester,
S Wraéo hprobse| t@ @Yqiybutdr'iw{pﬁi@ih—)s—;quﬁm)-thiﬁheletzﬂ-éal)r&xylic acid
GOSTEO ) iBio B @RS iRSte: ip.schene 7. A) A
so?ﬁ?i on d(ﬁ)% g br o%rél?égl}%;s%éﬁydl; -gﬁﬁrlagéz%ﬁjg-t&l-eccgr 8)13)#1 c )

acid (prepared as described in_exanple 119, steps Ato

B) (1.50 g, 6.75 nmmol) in Hempkabl6 (80.00 m) was

treated with a saturated solution of HO in ether

¢3ithpl-r(Pyridiig- ylanainio)-ohiafdle-Uiiatb ompic ReR{Eeh eyl FHEiHIN 2 y1)-amide

for 3 h, then the volatiles were renoved. The reésidue

TES tiQH b i I hr o y, (met hyl ene

s grﬂ,fl gg‘%ﬁg‘?‘}f’\ﬁg )(B)?Fteﬁ%(/jﬁlr ﬁgﬂég%\f‘fﬁ ), Was préiparergl as for example 153,

HFRnD- B fretSign G Waa st formed arstugxprapiorgt i dhlonidten phdedélded cyano-
b &Q}. . 0 i j § : = 5.9 .

%IS; ; ﬁygﬁl\zlilﬁ_ﬁa-ﬁetrtisaéﬁi XA\‘BZIO i@s&?%ﬁﬁg fvbﬁ &fﬂ%}l to r‘.[Sj—gmmogz’g—ethyl-thlazole—
CaheRgicsq ﬁt&V]ob{‘;‘?ri @ tiep Do Thisywas gsadnial ytep & w0gamierage 9-ethyl-5-

@yoidana-yleasinb)-giiet-atca @G 4did triyIRboy,| whihis _Lfg)dﬁ(gk’kd to 2-

irre

e . 26,8 ., 53 )., The m xture was st )
BN Sl o) POl Hraig e B R 5 B Gresips s described
Ipstapyb generaiedthe tiflecamtpoxydi ¢ aci d methyl ester (4.2 g,

18 mmol ) in 40 nL dry di oxane was added and the

reaction m xture was refl @@ﬂ fecir 4 .h. 10 M water -and

10 g sodium sul fate were sequgnt |55I |y added and
The filtrate was evaporated and the residue

fi,lter %S . tl 3 ; all

pdr VPP Ry S i leminonshsgplandhsa tretiaadd (6whethyl-pyridin-2-yl)-
acetate) to yield amide

5- br ono- 2- net hyl -t hi azol e- 4-carboxylic acid

ARNT = PV I i -yl )-amde (3 g, 53% as a white

Tg% |t|Mcf, %%@P@Sﬁ?@ g Isag%(f F\MHPE)?:. ¥ PAP&se a8 forexample 153,
S@PZ ﬁffﬁ)GQSﬁePéf b petfoameal esidg bafybﬂ)é&ﬂdﬁdegahg y‘ieldeid butyrylamino-

aro-hdeBE sy b Naster, Yohicd,de L G; , 0. 7
ety %ﬁi%‘?”# sfer, SEB V8% sodid & somhthor propyfiacote s
bgxuieadia sthyl psterais srep 4 SBus wps sieed dmisteprE 4o @emdrger2-propyl-5-
(Prrblihi3gamino)-thiazole-4-carboxylic aci i ;

gﬁga_gi @gé?gh%n%@es ﬁ(gzr nfiglx)}’ll%’aa_d d?t.r}%lt .st.r),( é/vr}])tl%he%vgs }Tydrohsed to 2-
P(%? Atp jh (07 g),‘ 1296 -4rivopxdischcishin siefl Birfyoupling as described
injitere fizgeh erdied et ocmnphhr of or m conpl ex (0.081 g, 0.08

nol ) were added and the m xture was stirred until

di ssol uti on was conpl et € Example 158

2-Isopropyl—5—(pyridin-3—ylamino)~thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-

amide

The title compound, MS (ISP): m/e = 352.3 (M+H™), 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-2-isopropyl-
thiazole-4-carboxylic acid ethyl ester in step D. This was used in step E to generate 2~
isopropyl-S—(pyridin-S—ylamino)-thiazole—4-Carboxylic acid ethyl ester, which was
hydrolised to 2-isopropyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid in step F.
Coupling as described in step G generated the title compound.
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Finally, the mxture was treated with cesium carbonate
(0.495 g, 1.52 mmol) and irradiated in a m crowave

woears/0a4881000C for | Omi n, 1300C for | Om n and p&EDEE2006/000090

| Omin. The sol vent was renovedggnder vacuum and t he
residue purified by flash chromatography (heptane,
et hyl acetate) to.yield thexdmhpleesgonpound (0.178 g,
68% as a light brown solid, (ISP): me = 344.0

5 (2- FQI Eﬁﬁgalrgtp%g%éls?)u Vliaglﬁlfl?) E’r‘%ﬁ%ﬂ ‘gﬁitrll?&cy lig. aﬁlélt(ﬁyﬂuqﬁ-pyndm—

i azol e-4-carboxylic acid (2-yly-amidey| - pyri di n-4-yl)
-am deThe title conpound, M5 (ISP): me = 421.1 (M+H

ps Ato C |
D R R e
gn?}r tm& h&e Sf{ﬁr %purg%ﬁrﬁg]' ﬁ)éazob(ﬁﬁy]b@x@'@l acid (prepared as
2- Met dydcnsec( Br stahfpdarbig, m enycbam (\p%o tghs 79 ﬁirﬁct)lﬁ tnli? A8 ol (80.00
%:llol Co%)d%a% %F%g#h nsfya{ura%eadalual%flmﬁal)m % (G }e"lale reaction
as nPomugz%manhe]@&@ at sefhprfoA3 hothen the e@iaﬁey\ﬂ&eﬁeﬁqﬁ)@éd’fﬂ(ﬂe residue
usi Ngwds gﬁltlﬁ'éﬂ b)pﬂa{sg%hgboréa%%ﬁﬁh{; Erq%ﬁlgr%egltﬁ]%glgnd%%ygﬂ) yielding 5-
Egrzf % ]%Emo LZJSIIHQ %yl thiazole-4- -carboxylic acid methyl ester (1.30 g, 82%) as a white
2- Vet sulids S8 firé Luos. oty pyr).di n- - y1) ani no) - thi
azol e- 4-car boxyl i c aC| d (2 met hyI pyH di n- ggyl ) b (M
) alﬁ)\?\gssgglr%é%a ot 2y ;{g}yﬂdgl ) g,&ig&ng&) im 4¢- ml dry dioxane
St ep Wasieatednf @fﬂmﬂh mmgly&immuﬂn QM i hékade YIH1E53 mmol).
gngms?llg%)m_ t\ﬁ?esyﬁsesg{rgerger%% #}?1 ?ﬂpafaﬁlére fg(ér]np Aesoligion of 5-bromo-2-
2. thqqﬂh;zlst}(lzga -carboyyl My:h@hyln@)ert(ﬁl%g,d&nﬂn@iﬁﬁ@@x mL dry
ylic dekshe(varsfaiaer zﬁlcptl’lE rdic P?g mﬂféu)re %iefo% 4%1' ?(A I yater and

conpound wa re as | ustrate n SC

d
suspetisiSorP B eet‘”ﬂ%rf?%‘é@é‘?]é)hcﬁa@édl%ldaﬁltdreét e ﬁltrate was
est erev@ﬁ.orﬁﬁ:dgancﬂ.@h@@em uAREd by flash chromato r%pehy Shetane, ethyl

B T BRI

i n t A zlémem(lezsa g 539) awasvhiteadkd] NISSP): m/e =318.0 (M+H™).

C) A solution of 5—bromo—2—methyl-thiazole—4—qarboxylic acid (5-fluoro-pyridin-2-
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) (0.149 g, 0.26
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
g 68%) as a light brown solid, MS (ISP): m/e = 344.0 (M+H"™).

Example 160

5—(2-Fluoro-5—methanesulfonyl—phenylamino)—2-methyl—thiazole—4-carboxylic acid (2-
methyl-pyridin-4-yl)-amide
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argon to H QC and stirred for 22 h. The sol vent was
then evaporated, and the residue purified by flash

wohomwmaissgr aphy (heptane/ ethyl acetate 1:1) toprgraiPe006/000090

am no- 2- met hyl -t hi azol e-4-carh@xylic acid ethyl ester

(0.94 g, 50.5% as a yellowsolid, M5 (ISP): me =

T8e -tﬁle(d\fﬂri?ohhd, BIS ASP): ed/ewen v ¥k HARSy&hRESeE] ‘ﬁ% R example 159,
SteBIANG: &- %rﬁll -t hi afzol e: 4-.car box&/ll I C aa(;l (it hy

es?er %O. 33% g wgs gir ﬂli%ef% l’lsmg 2-methyl-pyridin-4-ylamine and step C was
pedorhed wiph2Aiybphbaptttyle)lédyBanitheret hyl xant hene

(Xant phos) (0.28 g, 0.48 mmol) and pal | adi um

di benzyl i deneacet one (Pd2d - | or of orm conpl ex
(0.17 g, 0.16 mmol). Degasg}gaéa%l%égne (15.00 m) was

, , .0l oned by 3-bronmobenzenesul fonani de (0.38 g,
%glg@g}ﬁlférgﬁ'%’ﬁ%@éﬁP%ﬂY@ﬂlﬁ@hﬁmot@%@bgm@.agizi @rokthyl-pyridin-4-
The vial was then- irradiatgilahfid@a mcrowave oven at
15Q0C for 15mn. The mxture was diluted with THF and

S0l | Lt hi i F. The fil
I TR R .
ERPOAEPdgr B Vheptriorercet g 2aedthfl@)yridin-yiyddiine and step C was
Btk asﬁfg(ﬁag&ﬂo{bgg%we s@@&%&%no) -thi azol e- 4-

carboxylic acid e ester g, 249% as an
off-white solid, M5 (ISP): me = 342.1 (MtH +). C A
sol ution of 2-anino-5-fl udi*emple 1@k ne (0.15 g, 1.38
mol) in 10 M dry dioxane was treated at 00C with

tr zmethym(mqirrﬂumrﬁaﬂm-pyrttﬁmnﬁ;angn@ﬂtmzolé-z;?érb;&}gﬂia acid (2-

The m Xxture was stirre t ropmt erature for
2- Met hyl - 5- ( 3- sul fanﬁgbﬁéwm‘g?ﬁ%ﬁgml e
t hi azol e-4-carboxylic acid ethyl ester (0.12 g, 0.35

Thfbtitle peroperertb M8 SPY e/ o = 8040 (M-FEI X, wae praparddeds fox etmple 159,

d&s A th-C. . ] ul f.at e re

e RGP D ermnted i R b Bl and step C was
r@?&%ﬁw Ugs Srifninned - adlugramghymirslingy 1 ash

chr omat ogr aphy (hetane, ethyl acetate) to yield 2-

nmet hyl - 5- ( 3- sul f anoyl - phermhﬁ,[r[ﬂerm-t hi azol e- 4- car boxyl

ic acid (5-fluoropyridin- 2-yl[) -amde (0.004 g, 3%

%—il\élﬁ%lygg J;{ g—\gmf&rgoﬁ%ﬂe%ﬂa%?né)I—t%@zéleﬂ—ceargoéy?ig 'agid((MﬂHuo-r'-c)):]pyridin—Z—
2- Met hyl - 5- (2- et hyl - pyri diyh)-8nideam no) - t hi azol e- 4- car
boxylic acid (2-nethyl-pyridin- 4-yl)-amde The title

TRARRUBEhpoRd Ma%g}gépapgd%s Tl 9ted ih MHE'm-'é)S’. was prepar ed

as for exanple

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™).

B) A microwave vial was charged with 5-amino-2-methyl-thiazole-4-carboxylic acid
ethyl ester (0.300 g 1.61 mmol), 4,5-bis(diphenylphosphino)-9,9-
dimethylxanthene (Xantphos) (0.28 g 048 mmol) and palladium
dibenzylideneacetone (Pd,dbas) — chloroform complex (0.17 g, 0.16 ‘mmol).
Degassed  dioxane (15.00 ml) was added, followed by  3-
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steps Ato C. Step B was perfornmed using
2-nmet hyl -pyridin-4-ylanme and step C was perforned

wa00sg7ssmet hyl - pyri di n- 3-yl am ne. Exanpl e 165PCT/EP2006/000090

5- (3- Met hanesul f onyl - phenyl ani gp) - 2- met hyl -t hi azol e- 4-
carboxylic acid (5-fluoropyridin- 2-yl) -am de The

titl ebeengieuishesRrbR) (0.99 € T (dH: ;
prepafrﬁg asgjﬁ eiexain&pl @ &59, gs;fggggrﬁﬁpo C. eé%uwm%rb%%te (0.93.g,
per f of e g% % e wen Beg Ixrpdigted i g migioneve Avenstd 0°€ for 15min.
was pEhd mixtect was ditntat with MYl d e ybladiflienal, wElanplih THE. The
166 ltliatew s evaporated.and the re ig e -i%ezdoleﬂ hch raphy (heptane
2- Met hyl -5+ { py FRZi B 22| A HET< PR R CaF PR gaphy (hep

aci d ‘(tg}zlf | astade)py kd diyield- Ptpethghi-d2 Fhkbarhoytlipheaylamino) dthiazole-4-
M (1 &io i : QREY, - - mle =
exanp 01 , %gta e%gﬁﬁeg%%b g%%%%g%\gé perﬁlg? ?rotﬁelé{’ E{ésl ﬁISP)' m/fe =
2- am o tHoto pyridine and step C was perforned _
usi ng am nopyrazi ne. Exanple 167 _

5>- C?_—Mlﬁfi@n Py 2-attithS-5yflueib @?ﬁdiﬁgfﬂ@-}lﬁ‘gl tié‘ﬂéﬁ?& By ltﬁbrﬁlﬁﬂlg dioxane
oxyl i | -Lluaro- pyrij di.n- . 2- -amde The title
corrpo&dﬁgfea%g(%ofé )W{W@@gél&ﬁm ﬁhM}fﬂl%e’&%@ﬁé&S mmol).
as f oFheeminipteewa6Qirrest @poom temperattecior B hvasMeeyl-o¢(Badlfamoyl-
usin nATIH0s PeH rp I gine.an te S

per f %}}%ggi US| ?%gfhg%zgﬁl %rc %}é%ﬂlﬁi %C@-eghrﬁ neé{;%r %Qgﬁpg’eo“fégnmob was
2- Vetaded sod sherespptjon pprtin wasxefiveadi oo}t -1t Rk whter d4ad arg sodium
box 7 sutfate Girdde 6&lechtalr Il =Y Dhe -] |

comounds 15 (18 (I SRR N G S i g o e
as for G ppibied 8y flaghe phromategrephysilagiams, aikyl proetasn) nied yield 2-
usi Pgnahﬂns—m@-sﬁlfefzmol;d{pheﬁ%lﬁmditdg&}lﬂﬁ&igSa!-&@b&gg%p acid169(5—ﬂuoro—
per B YN -5- yl pyri di.ne. ..

5- (4%{3}[ gi@h%ﬁ‘i/ eZ@dé%ﬁz é% A gf{f?ﬁ%affépb-u- adlﬁ%?kwp = 408.4
c aci¥«Bechl oro-pyridin-4-yl)- anide The title

compound, Ms (ISP): me = 363.3 (M+tH +), was prepared

as for exanple 159, Example 164

2-Methyl-5-(2-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic 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 2-methyl-pyridin-4-ylamine and step C was
performed using 2-methyl-pyridin-3-ylamine.

Example 165

5—(3—Methanesulfonyl-phenylamino)—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

2-Methyl-5-(pyrazin-2-ylamino)-thiazole-4-carboxylic acid (5-fluoro-pyridin-2-yl)-
“ ‘ amide
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steps Ato C. Step B was perfornmed using
2-chl oro-pyridin-4-ylam ne and step C was perforned

wa00sg7488k | uor oani | i ne. Exanple 170 PCT/EP2006/000090

2- Met hyl - 5- (pyrim di n-5-yl anm ngk-t hi azol e- 4- car boxylic
acid (2-chloro-pyridin-4-yl)- amde The title
ddapislermpivBng) 1818)(ISE) &n/&=3961.53 (UMY, has pi8SarBY ORE Wample 159,
gg oeﬁﬁ e{peB]végprftr %Io Ste was perforne
5 o- pyritdi i %/I SR8 s - I PREdine and SteP C was
é‘ifﬁliﬂa eresingamigobyrapmeopyri m di ne. Exanpl e
1712 Met hyl - 5- (2- e ,
"thyl --pyridin-4-yl am no) E{H ol gs4-carbox7lic acid
(5 fl uoro- pyrldln- - 2-yl)- e e title compound,

8 = 344.1 ( M+H +) was_prepared as for
n‘gﬁg r‘il?s?“ 133 %é{%‘n}&n?bz@et‘bﬂe@la@om&%cgbpmﬁg}d (aluogo-pyridin-
2 am no-5-fluoro pyridine ang)-ghere C was perfornmed
usi ng 2- et hyI pyri di n-4-yl am ne. Exanple 172

prldl 0) -t hi azo] e- 4- car
?%%HF)éba P l¥l(Jeylr |3§4§ (Mfﬁl V)aéﬂ?f?fé‘reFJn%g for gxasmple 159,
LR ALIRAC fvsp Sag penfpmmned 860g 2-divnid-5liomapymdiepanddtep C was

p&f&rﬁ{ed%ﬁ{gy gﬂgi%??,nglhegqg Jo C. Step B was perforned

using 2-chl’oro-pyridin-4-yl'am ne and step C was

perfornmed using 2-nethyl-pyridin-3-ylam ne. Exarrple
173 xample 168

2- Met hyl - 5- (pyrazi n-2-yl am no) -t hi azol e- 4- car boxyl i c
ad¥ldthys Hirethylpyyiditire drathimo ) aliaglsle Eh@rb daylie aéi@;(@ )QUB-pyridin-
M5 (ISP): me = 347.1 (M—l—iﬂg) W%s preparéd as for
exanpl e 159, steps Ato C was perforned using

| am ne and step C was perforned

ﬁ_sqchl or o- pyri di n-4- g
g@%rﬁlﬁw %3 (EP): BuarpBé4.1 TM+H"), was prhepared as for example 159,
r r gl thiaz
sﬁep(s Q@IS P P! sl %E;ﬁ)rﬂearﬁdﬁ‘}) ,’Z%nﬂ% Byhid luoro plyﬁ}s rllei fuixcgatep C was

iiac' d (2 rret
é‘%’?}ﬁ §singg mgihylpyridge. 4 (MkH +) was prepar ed
as for exanple 159

Example 169

5-(4—Fluoro—phenylamino)—2—methyl—thiazole—4—carboxylic acid (2-chloro-pyridin-4-yl)-

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-fluoroaniline.
Example 170

2—Methyl-5—(pyrimidin—S—ylamino)-thiazole—4-carboxylic 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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steps Ato C. Step B was perfornmed using
2-nmet hyl -pyridin-4-ylam ne and step C was perforned

wa00sg78ssehl or opyri di n- 3-am ne. Exanple 175 PCT/EP2006/000090

5-((3-Difl uoronmet hoxy- phenyl ) aggno) - 2- et hyl -t hi azol e-
4-carboxylic acid (5-fluoropyridin- 2-yl) -am de The

t -Mathd éivfb urechyl Wi dinSPytanithé)- ﬁ1ﬁ8§~@-ci%ﬁfﬁ@aﬂ&’@sﬂuoro -pyridin-

prepared as for exanple 152 i ‘%VA to Step B was
performed using 2-am no-5 i r|d|ne and step C

was performed using 3- (dlfluoronethoxy)
gﬂ?ﬁlt4tﬁé05r?&l¢pﬂelf\4ﬁ7(69p) m/e = 3|44 1 (M+HY), was prleparid as for example 159,
Step 34Dk B ~thiaz

53 e A T V@&@?é‘ffbﬁ%?"éiﬁsﬁ?p@é’%a% SIS Pl e Sefiater © vas
PF PN AR et 4-yhreine” 464. 4 (Mi-H +), was
prepared as for exanple 159 steps Ato C Step B was
perforned using 2-am no-5-ftgle1pyri dine and step C
was perfornmed using

S R L e LN i S T i

box7I|c aci d (2-chl oro-pyr itgiRamileyl ) - ami de The title
compound, M5 (ISP): nmle = 380.1 (M+tH +), was prepared

The tigE 6% H’Eh& I\JI@QISP‘?I Iﬁpec' '%659 (‘T;/;H d)ep/va§ V\%%re%e as fgr example 159,

in pyri din-4-yl-ani ne_ an
% ‘grtﬂe@ -JE} %gWSS E?ﬂf% sy i i&rxsloamprmduEﬁMme 278 step C was

per(irnfedaningPyfiethiyh ppridih 8Ty RMing- met hyl - t hi azol e- 4-carb
oxylic acid (5-fluoro- pyrldln- 2-yl) -amde The title

conpound, Ms (ISP): me —]§?5 E%i | -H+), was prepared

as for exanple 163, steps Step B was perfornmed

u5|£% S-bromopyri di ne-3-carbonitrile and step C was :
thitd- psras-2-yhmiino)-Shifidolrod aagbprliti aved (2tdomlgyridiQ-4-yl)-

5 (5- Cyano- pyri di n- 3- ylan1nJ) nideTet hyl -t hi azol e- 4- carb

oxylic acid (2-methyl pyrim n- 4-yl)-am de The title

0 und, P). e = 352. MtH +), was prepared
,g_én‘? c%g&g%}dé IN?%LI’SPWm/e = 347.1 ( +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-Chloro—pyridin—3—ylamino)—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-yl)-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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steps Ato C. Step B was perfornmed using
5- br onopyri di ne-3-carbonit ple and step C was

woeodomasd usi ng 2- et hyl - 4- am no- pyri m di ne. BRampk@®6/000090

180 -87-

2- Met hyl - 5- (4- net hyl - pyri di n- 3-yl am no) - t hi azol e- 4- car

boxylic acid (5-fruoro- pyrEﬁdr)}pleZHyl ) -amdeThe title .
corrpound M5 (ISP): rn.It 0O (MtH+), was prepared

s Ato B was perforned -
USI &33 D},@% ?ﬂ&@thﬁnﬂﬁlgx}r}oa %Elegﬁf&%%‘?%;]ﬁ é:cwi)gxyhc acid (5-fluoro- .
performed using 2-am no-priflinudiyt)-apidedi ne. Exanple 181 -
2- Met hyl.- 5- (pyri m di n-5-yl am no) t.hi azol e- 4- carboxyl ic

abé etlé 2opRbidl - Mg r s dnyé=

g{ n%) undﬂﬁto eéﬂ%%)(t@% fﬁ'/ WF&F ag\ﬁasp %35 fPp grample 159,
&% Ort eQa%gP 149 PeéfPEB%d RSltlﬁ 2@m$tOe$} Bowapypdiné endwesttp C was
pafarged- usﬁigfwhmﬁroammﬂh&wl%@ngéﬂé%lﬁﬁﬁnﬁ&ep C was

performed using 5-amno ryrimdine. Exanple 182

5- (5- Cyano- pyri di n- 3-yl am@fo#% rrethyl-thl azol e-4-carb
oxylic acid (2-nethyl-pyri ‘Z am de The title
compound, M5 (ISP): me = 351.4 (I\/HrH +), was prepared
égSf@ﬂoggyﬁgqhg 3 mlm)ebmaéh}ﬂﬂhﬁzd&e@rlﬁ)x\méa@@ (4-etileBS pyridin-
usi ng 5-bronopyri di ne- 3-cay ?BGAIH' | e and step C was
perfornmed using 2-nethyl - - yl arni ne. Exanpl e

83.

%h S(ElesumBowR IS ﬁ5§)'yrrlérm 389-1 M Hy fvas hieparsilens dorcamaimple 159,

S(oewlA to aI:IS?de]_:( B- vmt Ibatfdiﬁfedrﬁsﬁi 2- cﬁl’oY(L lvyﬁﬂﬂnd@- 1E088nd bhd €ten C
Q@gwmgg ymg%lg?;p. fn wad pr%par gep was
or exanpl e %8 S o o) C Step B was per f or med

u5| ng 5- bronopyridi ne~3-carbonitrile and step C was

performed using 2-am no- 4hxempld i78ri m di ne. Exanpl e

184

oxyllc aC|d (2 net
compound, M5 (ISP): n1e = -a!.nl %H +) vvas pr epar ed
as for exanple 159,
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-( 5—Cyano—pyridin—3—ylamino)-2-methyl-thiazole-4-carboxylic 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-amino-pyrimidine.

Example 180

Z—Methyl-S—(4-methyl—pyridin—3—ylamino)—thiazole-4-carboxylic acid (5-fluoro-pyridin-
: 2-yl)-amide
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steps Ato C. Step B was perfornmed using
2-nmet hyl - 4-am no- pyri m di ne and step C was perforned

wa00s788§ | , 3- oxazol -5-yl )aniline. Exanple PCT/EP2006/000090

1852- Met hyl - 5- (4- et hyl - pyri digg 3-yl am no) -t hi azol e- 4-
carbox7lic acid (2-chloro-pyridin- 4-yl) -amde The

Tht ltiele compound, MVBISHSRYe =4q. o (0360 + Saked

Qe'eﬁ)%r{%d agt fgg exan‘gg e %553,, sot_(eps A)gt oa : PS%% .X%é)\gv%ample 163,
Pt or et UEP Y W3S Brthtned Hiipsyremutrecthraysdiap agd step C was
perfonpesdf iwigedamiion - Mroadpyridide.chl or opyri di ne. Exanpl e

186 . -~

5- (5- Met hanesul f onyl - pyri di - 3- m no) - 2- met hyl -t hi az

ol e-4-carboxylic acid (2- dEn%ﬁPﬁip ridin-4-yl)-amde

The title coppound, MS (ISP): me = 404.4 (MtH +), was
p?"z\ﬂ%{‘:h@df;'é@’rF’é‘tdubﬁa}ﬂWJéloiﬁ@,aZ@Q-ép@rb@WbC €id G-eptiFlpasmidin-4-
perfornmed using 3~brono-5- npy_hanesul fonyl - pyridine and

step C was perfornmed using 2-nethyl -pyridin-4-ylam ne.

187 .. +
@%@%?&%‘P%%% M (3R wwfe 2338 BHMHIE Ry 3as Pecparedaasifox grample 159,
gepech do C2Step thhyhs porformiedi usirds 2-ylethy@ i A8inbhSyrichidif and step C was
ﬁ&m}%a%in%éﬁ?&i’mﬁ‘ﬁné 344.1 (M+H +), was prepared

as for exa epsS Ato C Step B was perforned
usi ng 2-net hyl - 4-am no-pyrim di ne and step C was
performed using 3-fl uor o- &xempleel82Exanpl e 188

2- Met hyl - 5- (6- et hyl - pyri dazi n-4-yl am no) -t hi azol e-4-c
&#(5aBjanb eysidird3-(2mimbiyl Ay itk ot AL d ol d8id B _pyridin-
title co{r%)pygund, YI\/IS (I bSLP) : H lg }@az.olgef/gQrP l(\)/ﬁ-ﬂc%%l,d Q@elgethyl pyridin
obt ai ned as a by-product ofY2-2"HEE hyl - 5- (6- net hyl - py

I dazi n-4-yl am no) -t hi azol e- 4-car boxylic acid

Tz @t emepqund, YIN(ISB):yhe--abb e (Ma*fr)ftvgs ﬂ&ghream@ P& 9kample 163,
sférlb!@ ?r%e ﬂtoth(ij'/'.lt.Sgﬁ‘Bmﬂ%ls Egmﬁ(rnglgéélg%%gf %ao%ﬁg%%lfé@é%—tcar%onitrﬂe and step C was
Pgrtl()gm@g,gﬁ%g ptvecthylapiridiy-42daminey | - t hi azol e- 4- car boxyl i c
acid (2-nethyl-pyrimdin-4- yl)- amde
Example 183

5-(5-Cyano-pyridin—3-ylamino)—2-methyl—thiazole—4-carboxylic 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—S—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.

Example 185
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The title conpound, M5 (ISP): me = 351.4 (M+tH +), was

prepared as for exanple 15.9, steps Ato C. Step B was
woeodomasd usi ng 2- et hyl - 4- am no- pyri m di ne aRdTAP2@60090

was performed using 3-am nobengeonitrile. - . Exanple

190 : \ |, 2-Methyl-5-(6-nmenyl -py

U Mettiyih-54(yiathiyh pyridibi adehard-E akbexy -

(2-chl or opyrlgilyn?g4 ylb%s’;‘?;l EPC%: Th ig%lte%rgocorgrsg&r% th\/éo pyridin

(ISP): me = 361.4 (MrH +) &% epared as for

<exanple 163, steps Ato C. Step B was perforned u3|ng ,

he bl conpornd.HyB (P nnaezmseoar(MsHép was Waepap&l dsoforeghmple 163,

5%%%??5%&%%5 lp@ffﬁﬁﬂéq g%ﬂg o)%m@%“ﬁ%]fg}%ﬁ}’fé‘%‘w ang step C was .
BFTHIR3AG; tingd-amims:- +xble mpyndnm n- 2-yl) -anide The
title conpound, M5 (ISP): mle = 436.1 (MrH +), was

prepared as for exanple 15§{anﬁﬂ@p§6A to C. Step B was
perforned usi ng 2-am no-5-fludro pyridine and step C

3 SO AR gt b rina i et il oyt acid (-
5 (1 soxazol - 3-yl am nm)netﬁyln@trhiﬁh%tﬁ) amide- 4- car boxylic
acid (2-nmethyl-pyrimdin-4-yl)- amde The title

TR B@mpgﬁu{ INpS éISPKdtﬁ/e = 2&% 4?(%5{ '\%‘l_)'és)a%pmgr ea],sf 8? F@&lple 163,

as for xarrp e
%HSr‘i% D% n% ER WQP‘ P&ﬁﬁoﬁﬁe yeingd dirpmoananethaps@fomys pyridine and step

Qe perfeahddshsiey BnRtH @haZ9laghinExanmpl e 193
5- (4- Cyano- pf?%ﬁln ZYS?Zﬁ1no ?a &%gﬁyl-thlazole 4-carb

oxylic acid (2-nethyl-pyridin- )-am de The title
compound, M5 (ISP): nie = Example gry&HH +), was prepared

as for exanple 159, steps Ato C Step B was perforned
s(ﬁTF@ugomEhmy]anpm)rﬂmtm-}ﬂnamlm @Iﬂlﬁb}&h&@ﬂ@(x\@fiethyl pyr1m1d1n 4-
perfornmed using 2-am no-i sgpl %qtl nonitrile. Exanple

194 5-(3,5-Di fluoro-phenyl arnino

-2- et hyl -thiazol 4carbo ic acid
T(hf tﬁﬁiﬁ%m}m%\/&ﬁ mfey= 3‘érd GMEFAE )t Wad prepanep o fiak, exBiple 159,
stepSR) to @l ﬁepB&ﬁa% p%rﬁ)MiHl tding Y88 e RRANGH0 F5rihQfime and step C was
p%?fg%eg usmg Js. fluoro-aniline.

Example 188

2-Methyl—5—(6—methyl—pyridazin-4-ylamino)-thiazole-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
trimethylaluminjum reagent.

Example 189

5—(3—Cyano-phenylamino)—2-methy1—thiazole—4-carboxylic acid (2-methyl-pyrimidin-4-
yl)-amide

The title compound, 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-amino-pyrimidine and step C was
performed using 3-aminobenzonitrile.
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steps Ato C. Step B was perfornmed using
2-nmet hyl - 4-am no- pyri m di ne and step C was perforned

wa00sg78&85- di f | uoro-anili ne. Exanple 195 PCT/EP2006/000090

5-(2- Cnl oro- pyri di n-4-yl am no) vd- net hyl -t hi azol e- 4- car
boxylic acid (2-nethyl-pyridin- 4-yl)- am de The title

conpound, M5 (ISP).: me =. H +), .was prepared
' Rt

as for exanple 159, steps A tep B was perfornmed

port 1<t oY metHL ks md ooy restod casbestph esid Gechloro-

- 5-(4-Chl oro- pyr.i di n- 2- yIpAAREY-y1)-amide

- 2-met hyl -t hi azol e- 4-carboxylic acid V
- -yl,)-am.de,. The+title co und, MS

[ e e A1l vl =R OREY s Sa Gt o ot exiample 165,

gghnplte Q.5%ep Btvegs perfotoedCusify SprhBoroets npenyl-pyridakinsimbstep C was
TSR asye 4-Gim -y A1Y: ?pq step C was perforned

Egi ng 4-1(138%}@(’” ol-%gf/oriydl n-gl?y; anm ne. Exanpl e 197 '

2- Met hyl -5- (pyrim di n-5-yl am nQ) -t hi azol e- 4-car boxylic

aci d (3-chl oro-4-f | uor opheipmple 394 de The title

conpound, M5 (ISP): me = 364.0 (M+tH +), was prepared

as 5¢ @rEthylntfireofl Ghenglimfo) A - et -t8haie-B-WasoxpBE {84 Rbuoro-

usi ng 5-bronopyrim di ne_and. step C was perforimed using
3-chl or o- 4-f | uor o- ani | i ﬁ’glflg‘%?}zfﬁf‘ﬁfaémggS

5- (5- Met hanesul f onyl - pyri di n-3-yl am no) - 2- met hyl -t hi az
bhetide campowyd,iMS 415P): e =364 r@é/{ﬂ;m, oas pBeppakdd: @nforlexample 159,

s Aol €. - ple 408 1),
Brnar e e P o vy peltiztoiping P ot Bub Hrkding M3 srep € vas
Igf‘é?(ﬁ IngS-#yire-Nrhi-bsnesnesdfoasntidony| - pyri di ne and

step C was perforned using 2-am no-5-fluoropyridine.

Exanpl e Example 192
1995- (5- Met hanesul f onyl - pyri di n-3-yl am no)-2-nethyl -th

SR AR Ly b TP AT i i -

(MtH+) , was prepared as for awdepl e 163,

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-z-ylamino)-2—methyl-thiazole-4—carboxylic acid (2-methyl-pyridin-
4-yl)-amide

The title ;ompound, 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
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steps Ato C. Step B was perfornmed using
3- br ono- 5- net hanesul f onyl - pyri di ne and step C was

woeodommsd usi ng 2- et hyl - 4-am no- pyri m di ne. BRampL®d6/000090

200
-91- :
5-(3- N@thanesulfonyl phenyl am no) - 2- et hyl -t hi azol e- 4-

d + ] .
fl?{eflﬁ?é@oh?p(ﬁ%ﬂ MSZ('IS‘F)L Rk Wﬁ%ﬂ_%}f—l 4- %&s)pre?ame&l &s f[)l?%xample 159,

ﬁFeé’ﬁgrf@oC axen grwaé%ﬁgﬁrféeci BYng @rl@ﬁ@ﬂa@ﬁﬁl@ Pﬁtl@ﬁ)dlBe R step C was
perbanebasings pdlifusrtdnlined- ani no- pyrini dine and step C

“was performed usiing 3-nmethyl sul phonyl ani |l i ne. Exanple

201 E 19

5- (3- Fl uor o- phenyl ani no) - 2- KPR 2P hi azol e- 4- car boxyl i -
cacid (2-nethyl-pyridin-4-yl)- am de The title

o ebledo-pyEdint-Splaming g2 -mShg- thiazhetH+arbogdic prid f 2meethyl-pyridin-
as for exanple 159, steps A §9.Gigetep B was performed

using 2-methyl -pyridin-4- yIa ne and step C was

fo med usi oroanlllne
gﬁ’@é -BFROYS ol\’éhéﬂifl BHE oye0 Mﬁ%o»m r&ﬁmr@d as fogepynple 159,

)Stdpls @ acCdSteg-Bretab Erf@ﬁiﬁédjhﬂnérfz IYlEﬂlZ'ﬁpgxdﬁ nUhdarhirdel :ﬁlddstep C was
was prepare

%?ecg%é%[f‘ émi’%%z Cﬁoéfﬁgyrl@fl% C. Step B was perforned

u3| ng 2-nethyl -pyridin-4-ylam ne and step C was
performed using 3, 5-difl uoExempleildé. Exanpl e 203
2- Met hyl -5- (pyri m di n-5-yl am no) -t hi azol e- 4- carboxyl iC

aci @. (@%ﬁlbﬁ%{)ﬁl@infﬂaﬂgﬂ1meﬂ¥x{&}§d Effﬂagﬁe Eh%ﬂsd li€acid éz methyl-

conpound, repar

as for exanple 163 st d{)@lmdﬁb‘l@) @P B was perforned

usi ng 5-bronopyrim di ne and step C was perfornmed using
Zl.“-hfeltlﬂl@fc@rrii)oﬁﬁﬂhMS- @sP)t hue =E3@1['03{M+2ﬁ§l was prepared as for example 159,

%te?z/? A? Xo et %t(aﬁ Ia? R,lergﬁ)%llf Ell lﬁn} atgiof Sy ﬂdllﬁ%{ﬁ Yne and step C was

cp@rfpmmsm@l @hJSFl) pyndig-2=y34in8 (M+H +), was prepared
as for exanple 163,

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-
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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steps Ato C. Step B was perfornmed using
3-bronopyridine and step C was perforned using

wa@-2edclogkssd- am no- pyri m di ne. Exanpl e 205 PCT/EP2006/000090

Cycl opropyl met hyl - [2-met hyl -4y, _

(2-met hyl - pyri m di n-4-yl car banoyl ) -thiazol-5-yl] -
carbesviMetiatieshlfoyiol-ppiaRy-Hetyd)-£ AiafblSYS AN, 9 (0
of 2- acetyl am no-g{}gn%a gtgi,c . ),ci gieet}’%@‘aeé}?grcaﬁb%paad 2

g, 10.Q00 nmol) and ~™ethyl-pyrimi in-4-yl)-amide

" 2, 4-bi 5(4- et hoxyphenyl ) -1, 3, 2, 4-di t hi adi phosphet ane

gm;@,legpmgouad,(Méwmoni/s 1&5949%1@}1024&3 Iﬁepa@e@@slffg@}égmple 163, .
s he under argon.to Q¢

L S Ol G S R iR nd st

Sritesiiseforaed utieg pumsthylettatmnd-ppsiidine.omat ogr aphy

(hept ane/ et hyl acetate 1:1) to yield 5-

am no- 2- et hyl -t hi azol e-4-wn%qggbd c acid ethyl ester

(0.94 g, 50.5% as a yellowsolid, M5 (ISP): me =

187 H . .
5%ﬁ#ﬁ@%ﬁ?@@?ﬁ%hﬁ%’f&%@%z‘é‘é?tbﬁx@ﬁléleﬁc?adb@ﬁ)ﬁy facid (2-methyl-

ester (0.200 g, 1.07 mpytinidess-gi)sseved in 10 nL dry

DMF. Pot assi um car bonate (0.45 g, 3.26 nmol) and

: taay | m de (0 +l.23 mol ). were
b N Ol e e 7 ot exampte 159,
YRSt ke StepHewaseperfaroredrisitta -enetlag-4dithinoepyrithidinel B step C was
Vphﬁmﬁkﬁ&m@_@4§&m&gﬁﬁﬁgn?@ﬁﬁﬁeﬁines with ethyl acetate
(50 nmL each). The organic phases were pooled, dried
W th sodium sul fate and evaporated. The crude product
was flash-chr omat ogr aphed T34 3Ha gel with
hept ane/ et hyl acetate 100:0 -> 0: 100 gradient to yield
M%Mrgmimpylhmmd)dbe;treﬂtyb@h]iylkolé—@y&klﬁﬁyﬁ@é/dim-méltﬁy'l—%'ﬁiﬂin—él-yl)-
0)-2- nethyl -thiazol e-4-car baox%/il ic acid ethyl ester
(140 my, 39%. C) A sol ution™of°
'ﬁtintgtﬁhyl - 4- am no-&_gri m di ne (0.184 9 1.68 nmmol) in 10

€ TS Compiaide Mg SP k: anfeet 343.1 (MG Hi )t #as prepared as for example 159,
stdps retd1Y]. BlepB Riad PefBMnk ] B )
Tr?te ni &(t ur eépnBs s{pi, tred (gtu Qir% %&egﬁgﬁgﬁﬁr%}?gﬁn%& step C was
Hg}' ormed using 3-fluoroaniline.
(Cycl opropyl net hoxycar bonyl - (cycl opr opyl net hyl ) - am no)
-2-met hyl -t hi azol e- 4- car Bexyplecoaci d et hyl ester
(0.135 g, 0.40 mmol ) was added and the reaction

e S .1.m ter..and 1
AT RE R e —
The filtrate was evapor at ef)eamidehe resi due purified

by flash chromatography w th heptane/ethyl acetate
The @itk compduh@OMSI @SHIER/e o33 LI+ 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-S—yIamino)-thiazole-4-carboxylic acid (4-fluoro-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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cycl opropyl net hyl - [ 2- met hyl - 4- (2- et hyl - pyri m di n- 4-yl
car banoyl ) -t hi azol -5-yl]-carbam c acid

woyalomssspy| met hyl ester (0.101 g, 63% as a ceCoOEPR®SE900090

oil, M5 (ISP): me = 402.5 (Mtbl) . Exanple 206

2- Met hyl - -5-(5-rnethyl - pyridin-3-yl ammo) - t hi azol e- 4-ca
rboxylic acid (5-fluoro- pyEXaqlllllﬂez@;yl) am de The title
compound, M5 (ISP): nle = 344.1 (I\/H—|+) was prepared

o RGP Sy el chmpoals aatt el Qﬁn‘%%a”r?%m 4y)-

usi ng 2-am no-5-fl uoropyri di mideThe chl oro was
substituted by nethyl through the trinethylal um nium

gﬁ@ﬁﬁ@tcom%éﬁﬂﬁ’l ®iS %7P2 m{e = 341)3 (%/H )hvfas tpﬁepareo} as for gxgmple 163,

 ofo- pyridin no ifazo
fite Gcitep ézwﬁseﬁ%%fﬁ*y‘ﬁl%%% rmntgay)fldlmrdﬂeswm@ was performed
tisihg 2- carftho-BinkidSR) - ne = 361.4 (MtH+), was

prepared as for exanple 159, steps Ato C. Step B was
performed using 2-nethyl - ﬁ%{ami (g%/rl m di ne and step C
was perfornmed using 4-am P$E S oani | i ne. Exanpl e
208

5-@cypebpipmeyl-iR-uiephy)l-4a(#-mejhyRpprtidih -4-Hicaboneyl-thardl-5-yl]-
oxylic acid (2- ”Etc{%llﬁ}’cr eL[H[ SJﬁfagﬁép%J{;%]th?f@sPe?

Cycl opropyl nmet hyl pyTi m di n-4-yl
carg | )-thiazal - |]- carbamc acid

cy Y opriBiRFesien o) 2- é sminexakpraseoscid ethybeste, (1702220.00 mmol)
mol )anmhs dp &Sﬁé(\é&ﬂethﬂxyﬂphﬁﬁyﬁ i3 AlarRRAfHsp Rt and 4 disulfide

i 1t G 0 278580 S0 ot 5 B i oBE (G5AFR) was heated under

sol utdrgon amd 183G amtsmded forex h.i Ties solirddt veishitbn aﬁ;qu@it@d and the - -

30
(3 on e luinTd By X980 A3 e BRRNER acdits b to vield 5-
was f3rage= %m%hvdttblgzdpﬁe@rbnxyhct hdic athybbsten (0194 g, 50.5%) as a yellow

hept apaqetRyisHCcalat §gAd - 0:100 gradient to yield
t he desi redxcggn'pound as W\%—I?e solid (37 ng, 54%, M

| 30 M le 209
5. B TAPHER LAY FelR hrs7D9Ee M-S zesy 020 s sl ol
yI i ¢ awsi disspRred®h 9 nply diynDUR -Pofmdibhr @di‘b&@a-’c-@@) 15 &) 3326 mmol) and

Conpc?raggroﬁ ngeilgggrormde (0. 16?’66 925 mmo?) were a%rde arg the reaction

as fo
mixture was stirred at 80°C overnight. The reaction mixture was diluted 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-(cyclopropylmethyl)-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-
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steps Ato C. Step B was perfornmed using
2- et hyl - 4- ammo- pyri m dine and step C was perforned

wa00sg78sanm nobenzam de. Exanpl e 210 PCT/EP2006/000090

2- Met hyl -5-((3-trifluoronethyl.gphenyl)am no)-thiazol e-
4-carboxylic acid (2-nethylpyridin- 4-yl)-am de The

titl e ytjormpbainid,aciycl Papiflrﬂétﬁ yFes823010( %/H'é'ﬁb)é% aé"@%olourless oil, MS
prepar% as foroégﬁ@) , Steps Ato

perfor( & B4 Gl - pyri di n-4-yl am ne and step C

was perfornmed using 3 am nobenzotrifl uoride. Exanple

211 Example 206
5- ( 3- Car banoyl - phenyl am no) - 2- et hyl -t hi azol e- 4- car box

édol\w%glgyﬁ?d(%e Sg%ﬁdlﬁyg 'yﬂh‘g%%) t}z\ﬂ(zﬂ I—%Pf%% V@rgl% 6t§:félég?1é.18ro—pyndm—

as for exanple 159, steps A bagid €Step B was perforned
usi ng 2-met hyl - pyri di n-4-yl am ne and step C was

ke tide @ chposhagM3- (mp)nﬁp@&mm 1dw+ﬁxiarms Sréphed as for example 163,

i di yl -t ZA-
T S VS el yP PP bl o AR AP G piog performed
senp uantindvs-flub&Ryridirlee The388oD (i Sthstiti@a By @Ry khrough the
@ﬁngtg laﬁ{gﬁlﬁNrﬁééla%E?thSteps Ato C. Step B was perforned
r'ono-

using’b oxy-pyridine and step C was

perfornmed using 2-nethyl-pyridin-4-ylam ne. Exanple

213 xample 207

2- Met hyl - 5- (5- et hyl - pyri di n- 3-yl am no) -t hi azol e- 4-car

b ox§H(2-CHaGiiodptrRtinrat yiath iy ﬂhle ) }
conpound, M5 }?I SP) . }h nfb)) fhgl ﬂnyﬂO\li?f&l\?\%@ g?‘e%da@ %ethyl
as for exanple 159, st é’éﬁ’%‘nﬁdlflb ¥)-atiide’ B was perf or med

" using 5- br ono= 3-pi coli'ne and st-ep-C-was perforned

Tisd Hide 2ompotyd, N§ (ISP db/ey/+ 61 A M-I P8 Iprepared as for example 159,

&éﬁgﬁ)&( &?p(fb%i}@?zgé’ éréer?cﬁi-%:dydsﬂ{g di] (r)r)etly'l 3? gn;}))gllén o S d s%ep C was

Relr orgied g dnimings2-phle paimdmeas illustrated in scheme

Example 208

5—((Cyclopropylmethyl)—amino)—2—methyl—thiazole—4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide

Cyclopropylmethyl—[2-methyl-4—(2—methyl—pyrimidin—4—ylcarbamoyl)—thiazol-S—yl]-
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—(3-Carbahioyl-phenylamino)—2—methyl—thiazole-4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide



10

15

20

25

A) A suspension of 2- acetyl am no-cyanoacetic acid
ethyl ester (1.70 g, 10.00 mmol) and

wa 2docl e384 - net hoxyphenyl ) -1, 3, 2, 4- di t hi adi phos pOgERB®6/000090

2,4-disul fide (Lawesson's reageat) (2.02 g, 5.00 mol)
in tol uene (25.00 mM) was heated under argon to H QC
afi titte dobrgbuha MBATEPR): Ty =S4HE i1+ VRS, A )r?éa@tﬁ% ﬁ)tr%gample 159,

€
nd .t,he i dye purified, by flash chiomatography
s 005 S SRt Bl 5 GO e nd s v
Paifooned mend3rbatititenodeidd- car boxylic acid ethyl ester
(0.94 g, 50.5% as a yellowsolid, Ms (ISP): me =
187.3 (MtH +). B)
5- Ani no- 2- met hyl - t hi azol e- FERE6X1i ¢ acid et hyl

est .4 .. 2.15 mol) was dissolved in 20 m dr
T#ﬁfeﬁ%ﬁeﬁ?ﬁnﬂwmeﬂml@ ﬁl@d}aamilaok—mié@e—lg-,caﬂa.oxﬂiammyoz-methyl-

and 4- (N, N-di net hyl am nqypid-gdiynea 4036 g, 0.3 mmol)
wer e added and the reacti on m'l?)ﬁ?e v?:as stirred at

verni ght . ol vent_ was evaporated, the
rﬁé?gug‘ uecgwgﬁﬁﬂi&égﬂﬁo%ﬁ% @Eéﬁgbdﬁﬁsmw%m@ﬁ gxanple 159,
s’rglléuﬁf f@rﬁaﬁ;ﬂp Extrasapérfet niddr @stng thﬂpﬁid@}m Iargﬁl_%tagﬁiestep C was

. ases were pooled, drie

s}vitcl)ﬁ sﬁ%%ﬁ%&gpgﬁ%ﬁghéﬂ’/@%m ated. The crude product
was fl ash-chronmat ographed on silica gel with
hept ane/ et hyl acetate 100:1xample2100 gradient to yield
5-tertbut oxycar bonyl am no-
- (B CasHanidyl-pelyRmdm6 AR DAY thifeleds f(28 _pyridin-
l'i ght yelnfdgwpsoly?gﬁ( O?—%SS %k’ 9(1)0/@, %\/g&%g&ﬁ%ﬁi(g@eﬁﬂ pyridin
287.1 (MrH +). O A sol uti dibopmide

C2-met hyt - pyridin-4-ytamne (0.623 g, 5..77 nmol) in 20 C e
Hhe Htly cofinponamk M&SISP)-eated 388.1006G-MI Y, bras repared as for example 159,

bRt h N i exane, 2.88 ni, 5,77 mmol).
é}%ﬁsﬁ}rﬁn tbﬁfﬁééﬂm%yééﬁe{frg)g%eg tdg}ngg%rq%%—& Ii-4-vlagping apd‘step C was
Be_r?qu}e using 3-aminobenzamide.

But oxycar bonyl am no- 2- net hyl -t hi azol e- 4- car boxyl i c
acid ethyl ester (0.55 g, E}(agl%léml) was added and the
reaction mxture was refluxed™for 4 h. 1 m water and

2 g sqdi.um sul f at re sequentially added and

fi ?Jéﬁg%ﬁ(’%ﬁmﬁpﬁ-ﬁﬁwl o2 Sl rtheele dneprb vt agid (Rrenethyl-
purified by flash chronpiridinapiy-aafidei | ica gel with

hept ane/ et hyl acetate 100:0 -> 0: 100 to yield

i 8 Ot A2 ML) TR 9503 gy

g%}gg‘ barrcglsg-f | aggrjéjq M g%:é;? glglr“ﬁ% ) A WPYPEeRPEd s {§ example 159,

$ tqg. Bywasgzggormed atsingghbroped-Bemethoky-gyridiRe and step C was

Helf6hhed Gdi8g F Byl oMt 45 lam P .

[ 2- Met hyl - 4- (2-met'hyl - pyri di n-4-yl car banmoyl ) -t hi azol -5

-yl]-carbamc acid tert bu%}ﬁ/{ e]‘sét er (0.532 g, 1.53

nmol ) was di ssol ved in 12E55mPliXBuor oacetic acid and

2—Methyl—5—(5-methyl-pyridin-3-ylamino)—thiazole-4—carboxylic 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
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stirred at roomtenperature for 30 mn. The reaction
m xture was treated with 2N sodi um car bonate sol ution

wanoiclo7gdsh O and extracted three tines with et hpCT/EP2006/000090

acetate (50 nL each). The orga 50 phases were pool ed,
dried with sodium sul fate andevaporated. The crude

%t %ﬁé %élb?ﬁs—@%{flgtg@%%%ﬂ‘%ggolg—go&%d &?(jl Meﬁlyl ‘pyridin-

y| el d 5-am no~2- net hyl - t hi 4zé)l-emide- car boxyl ic acid

(2-methyl -pyridin-4-yl)-amde as a light yellow solid
T8e 864 c8mp8BA wadRepdr&P)s illGktated BARhdmé YHH +) . E)

5 Am no- 2 nmet hyl -t hi azol e- 4- carboxylic acid

o Rl Rbiem o s A ROppenoMes B i e 10.00 manol)

( 0. 213:1@ 1zat5bm(mh¢tham¢p}magn)uca pardibialighosPhdithey, 2,4-disulfide |
: ot

155 R 5 0510 S AP B D s st e

di | ut axgowni tohl 1900 and stiered formd?l he The solvernt wisr den tevapagated, and the

Wi th edstide &ﬁﬁﬁ’feat Hazl cﬂoﬁﬁ@%agh{ Ifﬂ? tpg h}q aEQL@&efl) to yield 5-

wer e poole | e sodi u evapora ed
The cPEERO- -rr%t[]&lr e ef4| srhostlic sre ok é?ﬁfﬁ’é@ Une-s1045%as a yellow

gel widl, twﬂo@lameﬁﬁéhwsmqsmqé) 100: 0 -> 0:100 gradi ent
to yield the title conpound as an off-white solid

‘(2(1)5131)3 ?—Pg'hin%%)@methl\{f%tﬁila%@ 4- crerl{rbeox;rhg’ éélid ]éth(yMleIéFI) (0. 4'1:)Xg, QWS mmol) was
5- ( 3- Spsnivedpineltyhbdiyr I F ZDHmrh}qut}ﬂ Wi caztoine ted(OcEUOlEp Ryl imamol) and

28 Irrgo% 31&1@}\% (;f}%%iﬁlﬂlr)]);bgﬁd}ﬂs ?5(8 03 il‘lrm?olt) V\%Lse argirdgd and t dhe reaction

. asf oPIEREPRE SUESL ats {EEsovErRighic Thetselyent was ewpf@@dmthe residue ..

usi fngta&ed ARiphil 2@%{11 thﬁragéd/ .l;(ﬁiﬁrtﬁebﬂ@dl@o%cgﬁoﬁgﬁ%iand extracted three
er f or.me am no
e et fignes Bﬂt?lfnf?}%e%te éﬂlﬁi}  The ¢ ¢ (SARiChYRSes We&fzmofk% dried with
car bosodinm satfitd af @ ewbmtécb%le diude p%o&ﬁc)t wadffhghechirbehatographed on
title un
p:r epa?lg%n‘ga or }'}/Eténefeﬂ)%Sﬁeaﬁ eﬁég% 59'\1@'6' @)Eélﬁmg%aa‘/s}eld S-tert-
per f obwfeetyqasbmg’lammet%mleﬂwythlmoﬂﬁ 4-cyﬂmprylmeacad cktlsil egote€ as a light
nas pﬁé’llfowéﬁé (81559'g 9BoAMRQIsPY: BE DYkPY (RZGIS: Exanpl e

- w&i&mﬁutﬁ@é éé 8TIEe {gll_—]gy)gcilr?—lélnylgm%lec (a()r 6bZa3n§,y£|3 ;7 trrrx]rlnglz)olln 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-
ylcarbamoyl)-thiazol-5-yl]-carbamic acid tert-butyl ester (0.555 g, 83%) as a light
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
sodium carbonate solution until pHI10 and extracted three times with ethyl acetate
(50 mL each). The organic phases were pooled, dried with sodium sulfate and
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nmet hyl ester The title conpound, M5 (ISP): me = 383.1
(MtH +), was prepared as for exanple 159, steps Ato

wQ20@st0egssB was perforned using PCT/EP2006/000090

2-met hyl - pyridi n-4-yl am ne andqstep C was perforned
usi ng net hyl - 3- am nobenzoat e. Exanpl e 218

5- (2, evddotdtd@r Phe crude product ) ' ” .
r heny a%i no) - 2: net hyl - Lhi azol 6 -aséha(r:%rg%alt?%a%}%:efidon silica. gel with

(2- e PRSI iAGRLaE 190G o Aermient fo Fidd Sompiantmeiyl-thiszole-
(| SP) 4-datteoxyli8hdid 42 {vkthlylpyridhea-AY-eRMLd ABelliYellow solid (0.361

y A Step B f of med &
2 ot Ple s (RETRLT 2R R EH st ep C was performed

using 2,5-difluoroaniline. Exanple 219
2- NBt AydmBof pyndthijlrthBzyle driano)stibi azil e-(ﬁ—-rﬁal‘gilcp(yjtidh@-él—yl)-amide

id t - L dl N - ' e titl) . 1
componi &\ Bl s Asoid s A7 DI o Diffagrapigine (0213
as fob éRanprollesd asisps caxbooate. (050%ep BShamnpey freraredded. The
usi Ngreactird iixyé Wik R8aBRAd $h 8Re gnimgvagg bf PEFBOE S5 Win, diluted
2-am noy 4& &%ﬂ? | pyrim di ne. Exarrpl e 22
5- (3, B 100 oy Batsh e pxichrd) oo tapstyrih sihubasklates5@ anlbeich). The
xyl'i comganid P‘lﬁ?ﬂ? 'Weif"f P%ﬂyd,id@ligﬂ 1/\4%1 s\bH)ul_I?@ @i)ﬂ@a@e ahe e&abb%a%edd The crude
conpound; : e = ) ...Was prepar.e
as n.fpo’?% gl;% 8"?@ Seﬂaﬁgihr%qj%tﬁgmﬂﬁ?dooﬁg'ﬁg %% “Bﬂkvfﬁ?t%@?%ﬂﬁéﬁate 100:0
usi ng-40:4¢9 gradiznt t yieldplre tite cempochdsdsep oBF-waite solid (0.135 g, 65%),

per f oxRISHYSINI=3421Fhflgr 0ani | i ne. Exanpl e 221
5-(3-Hy roPerret hyl - pchten+y m no) - 2- net hyl - t hi azol e- 4-ca
rboxylic acid (2-nethyl pyridin- 4-yl) -am de

3-[2- Met hyl - 4- (2- et hyl - pﬁ&ampﬂ# | car banmoyl ) -t hi azol

© -b-ylamno] - benzoi-c acid nmethyl ester -(exanple 222, e

B-(3X5rago-phedyllaminm ))2-washyllitlsis gl aadaiBbxckhc 48:d (- idin-4-v1)-
Li t hi umal um'%lrmydri de (8@169 " ik ) (L dhelitfpyridin-4-y)
and the reaction mxture vvasa”g]fifrred at room

tenperature for Ih. Water (0.169 niL), 15% NaCH (0. 169
Ilh_e)utgﬁ-]@pl@wqd,m EISPY:0nB07 3603 (WaH'S| owb yrepaeid dis datdexample 159,

stdi8 A eqel isep H‘@Ms%e@fo‘f’ﬁ%d fuisﬂntgef—ﬁl%ﬂ%ﬂ%yﬁaﬁlpﬁryﬁtmqgé and step C was

performed using 3-aminobenzonitrile.
Example 216

2—Methyl-5—(2—methy1—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 5-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.
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The crude material was recrystallized from ethyl
acetate and dichloronethane to yield the title

woaopouss4as a yellow solid (0.257 g, 65%, NSPCT&P006/000090

me = 355.3 (MtH +). Exanmple _gg.

2222- Met hyl -5- (pyridi n-2-yl am no) -t hi azol e- 4- car boxyl i
¢ acid (2-chloro-pyridin-4gyl)sie apg de The title :
compound, Ms (ISP): me = 346.1 (M+tH +), was prepared

iR Rt Bing) SR Hi el St g Rl 3 ety pyridin-4-

performed using 2-ani nopyri)-amidExanpl e 223
2-Methyl -5- ((5-trifluoronethyl-pyridin-3

-api -1 hi I - boxyl i e 2-

THL HOPCObolih S P BN SN GRS o potaneedasor exampte 159,
e rt@d}!-aﬁep Bl wat perfasghedniséngh2meetloyl-pyyidin-dudqemsiand step C was
pérf&meaqﬁmglﬁgrafmmgyﬁﬂg@eti c acid ethyl ester (1.70
g, 10.00 nmol) and
2>4- bi s(4- met hoxyphenyl ) -1, 3, 2, 4-di t hi adi phosphet ane
2,4-disul fide (Lawesson's E’@&@%%%P (2.02 g, 5.00 mmol)
in toluene (25.00 mM) was heated under argon to H QC
@niletltyil-5r (@qriflor-3 FRanhino JFiteazebd-¥-enibowdlsc dftbL-RaRPH At RHIn-2-y1)-
and the residue purified by fl adsh chr omat ogr aphy
(hept ane/ et hyl acetate 1:1) % §i el d 5-

m na- 2- et hy| ~t hi azol e-4-carboxylic acid ethyl ester
'@@P Yle ompouImbAMS EISR):yrald BR2E3| (Mt HNSwhs BRparedia for example 163,

stépé. B td WrBkep)B wB} performed using 3-b _pyridi
' 4 Phi azol e-4-&ar 6%1’)%9@)’51%%% Eglde%tﬁgflc was performed

5= no- 2- tht¥1| -

w5 'a’i"ﬂ)‘.’oétg? ethylpyg £) was dissolved in 20 m dry
THF. Di-tert. -butyl dicarbonate (0.526 g, 4.41 nmol)
and 4- (N, N-di net hyl am no) gxamglen20( 0. 036 g, 0.3 nmmol)
wer e added and the reaction mxture was stirred at

T S R RN e L e I B——

solution and extracted threb-amides with ethyl acetate
(30 nL each). The organi c phases were pool ed, dried

Thiet titleS@Bpiinal MATSP R 6V 8906 F/AdT) T Wfs g{egﬁ%d R eSS h mple 159,
s}qéanlaig'Sﬁhr mat o rzt%%%on silica’ge L

Ept i etYisH Bawat Redorims: wsing. 4pming-Jgellaranyriding aridestap C was
psrfoemedutiog § Satifasihifihe o-
2~met hyl -t hi azol e-4-carboxylic acid ethyl ester as a

l'ight yellow solid (0.553 9 M5 (ISP): nme =
287.1 (MH +). O A sol ut FlimBlg P21
2-methyl ~ryridin-4-ylanmne (0.623 g, 5.77 mmol) in 20

m’i-(ér@ydroxymethyl—phenylamlno)—2-methy1—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 (example 222, 0.425 g, 1.11 mmol) was dissolved in 15 mlL 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 mL) 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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di oxane was treated at 00C with trinmethylal um nium (2M
in hexane, 2.88 m, 5.77 mmol). The m xture was

webRooerogegsat room tenperature for 1 h. 5-tert- PCI/EP2006/000090

But ox7car bonyl ami no- 2- net hyl - t gy azol e- 4- car boxylic

acid ethyl ester (0.55 g, 1.92 mmol) was added and the

I eRQIBA- I A€ 2 Wi i@ k% 8l 1O ic dridll2- _pAn-4-y1)-

2 g sod?uﬂ%}ﬁl fate wer esseque?}t%i grlﬁof&%%%é%rba%%&% P%Kﬂn 4-yD)

filtered. The filtrate was e¥@pbrated and the residue

purified by flash chromatography .on silica gel with .

Ei‘hptlﬂ;a E@g@byhd,&‘dﬁ(fﬁﬂ?ﬁ: m@@;:gq%aél@z[m@),tv@s Yr&latkd as for example 159,
- -4z ripdin-4-. . .

R Brebits TS Bk igRbta Sl aminosdhioupprriing pnd step C was

BefamedoisBgR-gninggytidinas a |ight yell ow solid, M

(1SP): me = 349.5 (MtH +). D) -

[ 2- Met hyl - 4- (2- et hyl - pyr i, B e ar banmoyl ) -t hi azol -5

-yl]-carbam c- acid tert butf/1 Pg%%,iesf (0.532 g, 1.53

) S-djssalved in 12 m trifluoroacetic acid and
ET?N%%‘%—;\?‘? 5% W@%@E&kw@méﬁl@@mﬁp}ﬁhlw-f&@arhovcﬂm acid (2-
m xture was treated whéthylZNraRglisum)-gaidonate sol ution
until pH'O and extracted three tinmes with ethyl

. . _Jdhe,organi.c phases were pool ed,
rgl%iﬁﬁé%é gv(\}nt(llgcglglgh?'ag %%%F?da%séu%ﬁ]ﬂ% eé:(/lﬁﬁgl?eﬂeefg. The crude
product was flash-chromatographed on silica gel with
hept ahsniengipn gt 2t aetylanmoeryano@etlOgrid ethotl estdr (1.50\s €0.00 mmol)
5- am 40k 2- nBhyd 440 = Ar.earbpxyl.i G. aci T
(e ot PR Rend P aEaLttia e AChfetne o) - disulfide
(0. 36 aéessgg%e,agw (q.@gg,:i(m wmolp g tofugne 509 mlFyagpheated under

-~ m cr camgore toy il d0°Onasl shasddasd 2 B.hThe solvént was then evaporated, and the " -

(25 meltfafe BB ) Body oSt G5y SrsmlenSethborrtanary to yied 5-
?,XS- tmlslécﬂ—phéryyt}pihm&qaﬁimﬂjoxsahc??dﬂcﬂ Bﬂygwtéfiﬁ(PDg%OSO.S%) as a yellow
an an al | adl um
BOONS (B398 L. 1 Qf(%@agia*? %) - ohi b

di benzyl'i deneacet o chl or of or m conpl ex
'(Q,086 g, 0.083 mmol ). Degassed di oxane (10 m) was
adgéé'gﬁt&p?-@v@%}:hﬂythgu@}eoﬁ@a@oxyhc acid ethyl ester (0.40 g, 2.15 mmol) was

g te ' : fdmolvearg;n by a)é;r Tghi%n @i&&t.g%%%%}bgﬁéem 3@‘2%@ g\,laaés?ﬁ mmol) and
t hen L%%@GEQQCE%}S?I{P ' ?]ﬁafr 1RG0 83 Bmolspyeaddad and the reaction
90mi rmixfitre wiis xtitted ana6°Ciokerh@tht Wik soidnt and dviiforsRl] 8% residue
S Ly A5 o o s e
chr ofResg¥iiptilyl epctatiel (3@ enlgmich)wMTihh organic phases were pooled, dried with

di chl @(ﬂ-gﬁpgdp@(é%hggrﬁﬁg 180; > g}a radi ent t
yi el d. 1 he ii tle co ou%dgd'(%%lcgl}de 1%%8 O‘V%sfggl'h chfomatographed on
of f - ket ek aiithgheniene/sthp) acatgte H00F94> 00:10+radjent 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".

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-
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Exanpl e 224
5- (4- Fl uor o- pyri di n-2-yl am no) - 2- et hyl -t hi azol e- 4-car

woanosloressaci d (2- et hyl - pyridi n- 4-yl)-am de TReTwEPI06/000090

conpound, M5 (I1SP): me = 344.1(MH +), was prepared
as for exanple 223, steps Ato E Step C was perforned

Uz Ir Pgrl%aﬂEEHBIﬁr)] tHié%bldS 21' %4_ ﬁﬂ: Qad %}g b%gy? %ster @%;m% 83%). as a light
225 rﬁ%w soﬁd I%S%ISP) m/e = 349.5 (M+H+)

5-(2- Chl or o- pyridi n-4-yl am no) - 2- et hyl -t hi azol e- 4- car
boxy) [Z:Miath}ﬂi-él( @:—ﬁi&ﬂ@[ h'-41 Rarba ZIML&H&M ﬁ?ﬂ-r@rﬂa'n{ll: &cid tert-

conpo , epa
e T ol sl 032, 130 dpmoll s wdsolied i s tekrarsie acid and
usi n gsmrgﬂmt MR- tcmpenatmy fordiOnainaMte sdaCforCnMxSre was treated with 2N

B (A T PSR i S Gt ot
oxyl i Edeaffl{ rgtehirBary phaies -wete pbdlednilded itk dodidre sulfate and

conpogagomest. PrRPauad lfi‘§dﬁdt|VVa°St ﬂ?sﬁle&lr%ﬁat%gpa%ggd Aﬁma gel with

SUSDQQSIOH of .2r acet anlno cyanoace
est er etpianf@t yl aiﬁa’@do P)0: ]é}ﬁ)cgradlent to yield 5-amino-2- methyl thiazole-

2 4- bi-sgrbexghichaidy (hatestyl-pyridin2s é'l')ddrﬁiﬁb ad Iamg@@ eawaq (0.361
£) (2. f &
|n tg? @hie\)[ ggﬁ)laglvyemszag&savﬁ% eg th(jer ar gon to 1238(?

and stirred for 22 h . The sol vent was then
evEpot aiewaznial Wes closgaueith Grirhineel- -metlyil-abiazole-4- carboxyhc acid

chro t hyl psptate, 1:1 i el
am nr@ # ?PPYH&H%%IZ{AE{ 6‘écgtr oxyI i ¢ Hci d) e%oﬁyy ’fné’ﬁ 4,5-
(0. 933 g(d é phospaing)el-Hisetbpkanthends Xahtbos) (@159, 0.275 mmol)
187.3 H Bibenzylid ) — oz
S AT 2 ﬁ%’%‘@é’ hrasereior B Sl pvler 0086 ¢
est erd% cgpsse P}‘a%a& P’i)séﬂa%@éd?dn fzbowqrd &y 3-bromo-5-
;:'g é@lﬂuwomdryﬁpw&ndl(%anbgmpﬂ fadifend ceﬁurﬂjeaffmﬂ:age (0.527 g,
wer e ac% g;n gk 'gﬁ{ ﬂXl ‘?agég JP dﬁalq%’d’raem\}\‘égw%‘?q FERGt 430°C for 90min.
700C Td¢erigfugamas dﬂ@teémﬂeﬁ&mmd tlea/@ﬂlds filtedd, wdsBing with THEF. The
resi i carbonat e

ot Lo e S e R AR O R R on i
(30 #E Ié?}igh%c feimethanak 460: O\EPe%Ublge@dlerdrﬁoeWeld the title

Wi t h comgbuia $m147ag a6 ds @Iyaﬂ%mﬁe%%hd T8 (BPY AR/ 98E Eni ).

was flash-chromat ographed o
Example 224

5-(4—Fluoro-pyridin-z-ylamino)—2—rnethyl-thiazole-4—carboxylic acid (2-methyl-pyridin-
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-pyridin-4-ylamine and step E was
performed using 2-chloro-4-fluoropyridine.

Example 225

5-(2-Chloro—pyﬁdin-zl-ylamino)—2-methyl—thiazole-4-carboxylic acid (2-chloro-pyridin-
‘ 4-yl)-amide
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silica gel wth heptane/ethyl acetate 100:0 -> 0: 100
gradient to yield 5-tertbutoxycarbonyl am no-

wa@a-20mtonyds4 t hi azol e- 4- carboxylic acid ethyl esteCcTaAR2@6/000090

light yellow solid (0.553 g, _9&0@_, Ms (ISP): me =
287.1 (MtH +). C) A solution o

Zhereitlbbopwih 8l MrsA1yP)am/0e 449.16 "y, Sval b0l i 0 20

rg dry dg%éane Wag( tr) at/gd %8?.10@%-\!,—\/%%%\72{2 prerE;rltr)ecf? ad for example 1509,
PFRSAt Iy PaPieRi Bivah Rerfarmed Hisingnd amin@8-dulorogyridinenand Jstep C was
Faréommedtusing Mamirsd-pIchRFopfridi@Qm tenperature for 1 h .

‘B-tert- . :

But oxycar bonyl am no- 2- net hyl -t q%ﬁfﬁol e- 4-carbox7lic
acid ethyl ester (0.55 g, ¥ 1) was added and the
reaction mxture was refluxed for 4 h. 1 nl water and
5-(f-pdenranylmetingl-emiven)el-setyi thibaild-y-atdaslicant (2-methyl-pyridin-
filtered. The filtrate vvas4_5,§g4&8{d%t ed and the residue
purified by flash chromat ogrdaphy on silica gel with

eptane/ et hyl. acetate 100;0 -> 0:100 to yield
’Flf?tﬂfiﬁ WP%XWMIFRAIQ %iﬂl@qtﬁﬂ:@. in scheme 9.y
yl car banoyl ) -t hi azol - 5-yl ] - carbam c acid tert-butyl
(elség)“}(sﬁpgﬁﬁog ’z?f 8§9§e’f}aﬁnﬁl)o|—¢ Réacked bQWe@H bster (VB0 g, 10.00 mmol)
[ 2- l\/b%nﬁlyl - 4%-:?%-8 41%3}%2@?}’16@{ y14:244-dithigdiphosphetamie az 01245 disulfide
-yl ? 5@&?"%;11 é;%@bllgf)i 1(_2302 g, 5.000111111‘1}/@12c [élstcﬂﬁedeqz_ﬁaa nd) gva5ﬁeaated under
mo t&li1$6e! ¥, : r roacetic acid an
stir raé%&gt r ng i)eglf)ﬂéf}lg(%lﬁorre@? f %’rT]?SeOyO?ﬁreﬁl?wﬁﬁéﬁ?’eSWPgﬁed’ and the
m xt deedyaputified bg dlagh FWOM%mmembdnwybamdtauﬂo rto yield 5-
unt i langiblbQ-aRehyexhib st At U¥xSB: 4di

product was flash-chromatographed on silica gel wth
heBi aﬁﬂémeltlfh)zl-ma@yl—’dﬁazol@@éc&boi’ylﬁia];QDet_Eﬂ%dﬂe? 0.46 8, ¥1%hfhnol) was

5- ani Q-2 | 4 |
( zi"‘?ed?sﬁ"l?’?%% 2ty 3 O SRR bntS [ Er o 48 mamoD) and
(0. 3641 %l\bé%qthmn(ncspmdim €.63624 0 3 Imvkiere adzjed and the reaction

5- Aninfi@tude FRks Ryikrell hie 39t %Z(ﬁ]fngﬂxrt.bg%%da&eg?%g §8@90%11,) the residue

2- methyl - in-4-yl) -
\(Nas ?’I@ét'ﬁg%{l\;z :”flq%)ﬁé%/%%ﬁe@ ﬁﬁ@i@ghémﬂ@fﬂpbéi@am@mcted three
3. 22 tinws Iwitheetlyltaet e (SORATORKh ). Tht BRI ANALR vhde ﬁ&& & dried with
. d Rt
SR DINTTE I R R
3. 22sitirmlgyl withe heptded cthyt atduete r@ant L:ggo:m@(gfaaﬁen\ﬂ% yield 5-tert-
stir ; S ed tao,t .
r eactb ?%r)fgl %ﬂ;(t }%M%E?—Pﬁegh}gg%%eor#@ﬁgm g"p&flgt %EYI eff& as a light

r esi dHOWebid{0:553 BetD%ly MY GSI): oife 5287 agMaIHS). on si | i ca
gel with ethyl acetate/nethanol 100:0 -> 90: 10

gr&dnesdlutich BE elfeliP phlidih -Gt (s 40 1397 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-
ylcarbamoyl)-thiazol-5-yl]-carbamic acid tert-butyl ester (0.555 g, 83%) as a light
vellow solid, MS (ISP): m/e = 349.5 (M+H™).

Pistd (6!9'4‘%] 50.5% 11
ot it 2 aitthyEXbRRL 21 i Pag s ayellow
it e OIS B A% DRk cvapor at ea. ' The or ude
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g, 45% as a light yellow solid, M5 (ISP): me = 303.1
(M+tH +). Exanpl e 227

w620/ orysdu ox 7net hyl - pyri di n- 3-yl am no) - 2- net hy peT/EiP206/00090

e-4-carboxylic acid (2-methyl pyyi din- 4-yl) -amide The
title conpound, M5 (ISP): me =°356.3 (MH +), vvas
pr QDﬁ[@Me@ﬁylf@(Z ﬁf&ﬁ(ﬂ?kﬁfﬁ%&i—yggﬁﬁaqd% )ta;c?hla%%l ah’g car argmé acid tert-

s pERRbRIEd s
was pBHFbrE iy 152 HFl ‘Bﬁﬁ]o@lﬁﬁiolﬁeﬁéﬂétz thdtifluoroacetic acid and -
ExanpbterréP£ room temperature for 30 min. The reaction mlxture was treat%d with 2N

gx(ﬂzl gé/cglgodg%‘agl gittsﬂ t1¥) @Ri-llg an&t Y J?tyzeglmestv%ighaethyl acetate
conpo(FfdmLMach). She orrgémC=plﬁ5e‘s Werk Mbbledi) driv@Svifdy ﬁféﬁirﬁdsulfate and’
3; Lgévzaﬁélaa ef%eil?liu ﬁfr&ﬁ ft‘ Ytsﬁg%gas%ﬂ% PgB)\%I%?nggrgn sH‘?:a gel with
per f o %@%@Kﬂ@cﬂﬁa’ﬁﬂ’]@ﬁ@-mﬁ :1@0) grediatctarylxdd btanhine-2-methyl-thiazole-
Exanplli%al%gﬁyhc acid (2 methll ]gs 1d1n %"YQ 1}11de.as lﬁhhi ellow 591214 (0.361 g,

galr\/ﬁg 3’1%@5@6 echi4or ﬂ‘]d} n- ;1 Im) "

-amdeThetltIe conmpound, M5 (ISP): We = 349.4
( MEY§-Amime- qemﬂa/nemaaﬂe-ucuaﬂﬁ%@ml Qcil59 (2-84RRf- yﬁdhm 1)-amide -
C St r | of t{;al\mnlchhIoro H 3’

and @Ozep vvas e lgew?gg ge%nal cyclopropanecarboxa ehyde (0.230 g,
5- ani hd2 moped) hpdl tetyaismpobeyl-orthotitanate (0.916. g, 3.22 MR stirred at
230 room tem erature ovemh%ht thanol )(5 Iﬁ)e taﬂd sogmrlézcgfuéob@rohydnde

5-(3- Ioro uorop am no
car bdPA1P & 3 dm(nZQ Listers b mdwthe4r-ey¢t§on- antdee Whestirred for 5h.

titl éW@Qi’fp@LHldnLjVSva(sl fided M &hz %Z&lo’fl g—M@Té aﬁ’&a%he solvent was

prepared exappl e 223, steps -A
per f o ﬁ%?fa%QI ﬂée SESHBCIAS- R}Wﬁeélbﬁf ﬂﬁﬁblchfﬁmﬁoﬁﬁﬂﬁ %08 pllEa gel with
vvas eyl acatatd/misthmgol 11002000300 BER-t5 il & HARERAGRMA (0.110

[ 2 AT RS o ighs YEUORSRih )S OFR: Y5 FORBANGHHTL ¢ i azol

-5 yl am no] -nicotinam de The title conpound, M
(I1SP): me = 369.3 (MH+) Exavapleg2Zpar ed as for
.exanple .223, . steps Ato E. Step C was perforned

Si- Hgd iy |- pPidingi-Brafhriyd ARy -
Dor 1 grlrzrnecgﬁu?lx’ngw i o?rlg i C)a nﬁg:ﬂla%lgji -E¥Blic acid (2- -methyl
pyndln 4—y1) -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 pyridin-4-ylamino)-2-methyl-thiazole-4-carboxylic acid (2- -methyl-pyridin-
4-yl)-amide

The title compound, MS (ISP): 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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Exanpl e 232

2- Met hyl - 5- (5-sul fanoyl - pyri di n- 3-yl am no) -t hi azol e- 4-
woaodsorydsic aci d (2- net hyl pyri di n- 4 yI ) - am dePThEP2006/000090

title conpound, M5 (ISP): me 3 (M-H+), was

prepared as for exanple 223, s%-oeps Ato E. Step C was

H@i@f’cﬁfe%ﬁnp&hﬂgl\/@ gh}ﬂ/e Y4 o0 P\éﬁHy S S[h%gg'ﬂgd 34 Fd% ggample 159, -

vvas %er d ysing br onfo- pyr
tcEgg PeBowes performed using 4-amino-2- chloropyrldme and .step-C -was

;3e1(farﬂrwln@fxg/mhh:yd ipheRylshim. - 2- met hyl - t hi azol e- 4- ca
rboxylic-acid (2-chloropyridi n- 4-vyl ) am de The title
compound, M5 (ISP): nle = %{7 %\@ was prepared
as for exanple 223, steps AYPPE ep C was perforned
u3| th hyl - pyri di n-4-yl am ne and step E was

oufsilngr OSP@Vhmeﬂz%mahﬂﬂhmlzoleExasﬂhd))qfhE 3d4d (2-methyl-

5 (3 Cyano- 5- f | uor.o- phe % ainfd]%thyl'th' azol e-4-c
arboxylic acid (2-nethyl yr|d| )-am deThe title
was prepared

aund, MS (I1SP): me = MeH +)
ig@}’ C@S{’é’ﬁ’ﬁ}lé LRI @16%=&7i7 é @/&”"Iét b ¥as prepsresbas for weainple 223,
St8pNG-toZE.nSxeh Yl wiy da@drﬁmﬂ‘%n@é&ﬂﬁet&ﬁ%ﬁkﬁ:ﬂ%@l%ﬁle and step E was
@;ﬁg d u5|1hg S-C [%[o-_% EI uor.o- benzonitril’e
LE% romo-3-chloro-5-fluoro-benzene.
5- (3 5-Di f |l uor o- phenyl am no) - 2- net hyr -t hi azol e. -4-carb

oxylic acid (2-hydroxynet Bdapydée 28In- 4-yl) -am de The
title conpound was prepared as illustrated in schene

105 [@)M&Hylaél %@n&&l‘l}@ I'f)gﬂﬁ n-4- charb X )Y))I th1azol 5- aflammo] -nicotinamide

rono- 2-net hyl -t'h car

| fﬁ B pebi M ashl m?eaf}?é%%wﬁfﬁ%%%?@?fp@%ﬁf}qf Sxample 223, .

stepsl Arntb @)Sté@@@asgperﬂ)rﬁﬁdlﬁim ZJn[h ﬁadﬁ@ht}& Iﬁifﬁ% and step E was
Qko%% R gtro ded m hor@?er benzoic acid (70% O.

I% mn%ss) SO Y ion m xture was stlrred at

room tenperature overnight. Saturated sodi um

bi car bonat e sol uti on (5_PExample32added and t he
m xture was extracted three tines wth nethyl ene

chi-padtEg. 5- @Qﬂ?aﬂ?ogﬁg@&ﬁ%izﬁﬁﬂ&gt i dgz@geﬁgge a%%gﬁlcdar 189 -methyl-

over sodi um sul phate®and eyapor

5- br ono- 2- et hyl - t hi azoPEidindaylyemjde ¢ aci d

(2- met hyl - | oxy-

The title compound, MS (ISP): m/e = 405.3 (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-pyridine-3-sulfonic acid amide.

Example 233

5-(3—Hydroxymethyl-phenylamino)-2-methy1—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 E was
performed using 3- ammobenzyl alcohol.

Example 234

5-(3-Cyano-S-ﬂuoro-phenylamino)-2-methy1-thiazole—4-carboxylic acid (2-methyl-
‘ pyridin-4-yl)-amide



10

15

20

25

30

pyridin-4-yl)-amde (0.315 g, 100%, M5 (ISP): me =
328.1 (M+), was used w thout any further purification

woaoostnessmext step. B) To a solution of PCT/EP2006/000090

5- brono- 2- net hyl - t hi azol e- 4- caphoxylic acid
(2-met hyl -1 -oxypyridin- 4-yl) -amde

e TR DApBYAA S o) My 00828136 0 DI ITEIR b 225

ene C e Was a
s&%RSdA(te Fe(%ergc wagperfarpiel wWing: ¥1ﬁ1@eth§é&13’lflld§h4ﬁil%m1@ﬁ @ndeséep E was

SdrforhR Biag0ebiLSBRbALVER oAl ght . The sol vents
were evaporated and the residue was purified by flash

chromat ogr aphy on silica t hyl ene

chl ori de/ net hanol 100:0 - fwﬁﬁyﬁd. ent to yield

5-brono- 2-nethyl -thi azol e-4-carboxylic acid
(RA{hy-dDibugroepleplylapyino H2methyl thiaaoke diecdrBoxyBe agd (2-38flroxgmethyl-
a light yeUow solid, I\/IS ) 330.1 (MtH +). C .

A mcrowave vial was chi eg w{ﬁa‘?mae

5- br ono- 2- nethyl-thlazole 4-carpoxylic acid

The fifeicaparndivaspygrared #-fusprapedsipisgeengolO135 g, 0. 411

nmol ), 4, 5-

? |0 s\gfra heslyitiph 05 prb@b- ﬁn&ﬂgﬂmhm@qadﬂmﬁc 4ckat-pR@isyl-pyridin-

|
di ben‘%% |ad]é‘fﬁl8 23 5P5 ) Brid p Baszﬁﬁggyn exafﬂﬂleo}%’? SR 4 GhIBeyith 2-methyl-
(0. O4gyrifin@-J43imag0.p0 gPe.gassadl)dh dsank nfetRylede) chiaisde was added

added,, éh%l &)I%Q’B%u%}/c RicP 70% blayg lrgg??%l | n§1) Q4 81168r§%¢t10n IIn}xture was

0. 496 cesli u carbona
The vititedweisraone ferperatire oeer night. asmmwmumvlamrhonate solution

‘ 15OOQSQ)%L QAL Bdddh e tﬁE lr'ﬁ&td@@%vag 'e!xﬁls&gd ‘ﬂ‘lr‘%@ tiddds V\ﬂﬂfjmethylenev w

the' s leere i"ng vv|
was e&é ared the aomh@ea Bl amrﬁ |“feifeeérlﬁf§/ orqras@ﬁmm sulphate and

chr onaia @ﬂa@dﬁhTh@BrLﬁlb 58 mog® methii thiazole-4- carboxyhc acid (2-methyl-1-

di chl or diret

yiel ﬁ%ﬁ%"&ﬁ’ B OE aﬁ%%i, Mgy T SRR used
sol i dwlthxﬁlt(ah$ﬁ)rtherﬂpe1rpﬁcﬁ%h for ﬂfdlrtdx&étep Exan'pl e 236

5-((Cycl opr opyl net hyl ) -am no) - 2- net hyl -t hi azol e-4-carb

OXgh i g, 3%'0%1;(0% &8 8F Q&rhﬁhw—tﬁa%hc) L3 %@b@ﬁ%h@aecidl gﬁ Il'%thyl 1-oxy-

conpoun epare as |

A suspEiskndnyl g’PHQde hpyriginc{ahoaride i (8-342 igd O6hgaimol) in 15
est ermUmthy]gne Hﬂoﬁ@e W@hﬂde”mﬂlﬂuomacetle ac1d (O 605 g, 2.88 mmol) and

2, 4- bj s(4- net hox i adip an
2, 4- e it ’éms wtgr?cgab é?ﬂrsl t(ﬂ?P@f@ﬂge @e@egmn%by solvents
i ndt olvere n:ea;((ﬁ&:eﬂ&nﬁﬂthe mﬁid&a@dsqﬁlnﬂtﬂdﬁf ﬂe&h@hfbrhﬂoérh@ﬁﬁ:on silica
an S apor a
Wi Ruentetordd il Lo RS 1B gt s bromo-
( hept%n@k@ﬂﬁbﬂazdcétmbﬂhd_) agdyi G(Bdlyﬁroxymethyl -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 (Pd,dbas) — 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 cesium 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 THF. The
filtrate was evaporated and the residue purified by flash chromatography on silica
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am no- 2- et hyl -t hi azol e-4-carboxylic acid ethyl ester
(0.94 g, 50.5% as a yellowsolid, Ms (ISP): me =

waaicd74d8¥H +) . B) PCT/EP2006/000090

A- am no- 2- et hyl -t hi azol e- 4- cgi(%oxyl ic acid ethyl
ester (0.15 g, 0.806 mml), cyclopropancarboxal dehyde

(0:23,8, wi ‘ eat ed-wid he on . . '
cycl o%?o‘glgh @cﬂ‘ﬁ?}%eﬁ@%ﬁ{/%g& gglg %ﬂ% >3?0250 ﬁ%dﬂejnt atﬁdyleld the title

necar
tetr aF%IaB%fp%?Ole@r&aﬁ%) apan etfpehiteiselid, M§ (I8P) vl 3 38he (M+HD).
stirred at room-tenperature overnight. Ethanol (5 ni)

and sodi um cyanobor ohydri dexdplé336 9, 3.22 mmol ) were
added and the reaction m xture was stirred for 5h.

- was added to, the.reactio 1.xtur.e_and .
Ehe Cgb o e St 57 st Biar R e ot pif (hlgro-pyridin-
by flash chromat ogr aphy on4sjl]-amadegel with et hyl
acet at e/ met hanol 100:0 -> 90: 10 gradient to yield
Phé Giayed ' s =t hi azol e-4-carb
oxylic E;glp %&deg%f%gé%&%gﬁ@%%g%%%yﬁ%%/a as a yell ow
oi l, MsszplegQ e = 255.3 (MtH+) . C©). A solution of
2- i AGUSRRRIOB8 By AFAT AR O CTEERagstic 2acig Ethkestpr (1707g10.00 mmol)
dry diokane2ydsis(r@sthedyeni§- 1v9,2, 0 dithisBs Hap Rt Ni WL disulfide
(2M i p _hexane, 1.0 2 8 ).. .The n}x Lére was
stirr &Wﬁsoinggﬁ%gtegﬁ,ég:ﬂ%tgu?@ frypoly “ip toluene (25.00 ml) was heated under
5- (( Cymgb e AFPIGrendstijred for 22 h. The solvent was then evaporated, and the

am Nno)uids A [ | e-4- | ¢ acid isopr .
est er)e(s %H%@gﬁe d ?))96%39 r?ﬁrrocf ﬁ&‘glg‘s }g})d/ kilée%taanr? g (%]i“ﬁeacr %%%bo?? yield 5-
mi xt upBinged-mahylhisgoledh-caborylis apid oilyl estem 0L, $0.5%) as a yellow
sodi uggliguMsatsP)neye=98agNt-ifat) y added and filtered.

The frltrate was evaporated and-the resi-due-purified

e e R eoledrrotostEE 168 a st dOdRes 0806 mmo),

t( |I tS L)ecy&bppnpﬂndarbﬁxﬂaﬂlyge ;@%3 ag, al3)ﬁ9| | awnsl| | @as Mreated with
- = + a :

2375- ?yé%.?o oangag?E’/‘?’fa%Y‘ie- % no?}.’ o o b tetrgisopropyl-
car boxyhatiamase §0.-91@ gc AR rmompYr irdl stirretl 31 JoonamemiserTHuee overnight.
titl : = . +) .

1L o 16 e gt L o s
per f otifethe snsiipnomisirrowes sthrest fy\ah. Wafer 4h8 nekepagadded to the
was pridtonBaktisd ed $ho selddt UplsORmpbdtdde ThEXRIBLE wasBurified by

> bon AT Byt o S i o5 Meademafind 160:7-> 9010
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™M).

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
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 the title compound (0.030 g, 14%) as a yellow solid,
MS (ISP): m/e = 323.5 (M+H").

Example 237
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4-yl) -am de The title conmpound, M5 (ISP): nmle = 391.3
(MtH +), was prepared as for exanple 223, steps Ato

wa20@stess€ was perforned using PCT/EP2006/000090

2-methyl -pyridin-4-ylanmne and;step E was perforned

using | -(3-chl orophenyl )i m dazol'e. Exanple 239

2. 5 Bvkidin( 45 RERY-2 LN A9 3 Vb iami 00l s -porids
2\ Efigho %ﬁéglpb% %{/ﬁﬁlgwa%irg&%_tﬁﬁ?lﬂe% Wb RRE W LR 5-pyridin-
nef hyl - pyri di n-4-yl ) - ani de4TAkamidd e conpound, MBS

(ISP): me = 405.3 (MtH +), was prepared as for
EhanjpleeorBdund! MISIFP) &1/E= BUSP(NE+ IS RRITr B ad ik Rample 214,

BRI PN e R 5

S Ber, g,or nme
JopEidipg | gep E was
padormed using 3,5-difluoropyridine.

5-(3,5-D fl uoro-phenyl am no) - 2- met hyl -t hi azol e- 4- car bo
xylic acid (4-rrethy|-thiaz%ki-%8 -am de The title
conmpound, M5 (ISP): nle = ; e%ﬁH +), was prepared

as for._ex le 163, steps Ato C. Step B was perforned

(s i FmislgmtoL sl Bheny RrRiop b benetbrichisnelesk epbebascid (2 methyl-
performed using 2-am noﬁriaﬁj_m@tﬁhﬂéol e. Exanple 241

5- (5- Fl uor o- pyri di n- 3-yl'am no) - 2- met hyl - t hi azol e- 4- car

AT i d - I-thi l,- .2-yL)-am de The tjitle
?gﬁégﬁ nca%%wﬁ%%?% w/ f‘:-%@?ﬂ%ﬁﬁd §as RjgRar F ggpmple 223,
seps Artochattp € wibBerfetmdsustng b—rﬁbthﬁt—middﬁh-\m&amine and step E was

s ASl_ - @i g i di ne and step C was
ggg@@gar@égu@ %Cﬁo%pﬂeﬁmﬁﬁ&%fe.
2-am no-4-nethyl thiazole. Alternatively, the title

conpound can be prepared d&ampleddthpl e 163 using steps

A to Cusing 3:Bronp-5-fl uoropyridine (the preparation.

afMuethiyt5-[B<(1daebil- ety frob 3 3MPpleenlaRah 6]-ARfoRe1- WbloBylic acid (2-
the difference that stetﬁ Bi s, erf}agmed W th
conventional heat i ng HEGHsPYIEREaH) 895 cr owaves.

Exanpl e 242
'Bhq Btlecompoupd VL8 i(FBP3- mY earrid06.8-(R4-FiE T hyas phdparal &-f8r esimple 223,

R L R e

}éegfqrg}egéggi@gér ~brpmo-phenyl)-1-methyl-1H-pyrazole.
Example 240

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

5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-
2-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 3,5-difluoropyridine and step C was performed

using 2-amino-4-methylthiazole.
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steps Ato E. Step C was performed using
2-nmet hyl - 4-am no- pyri m di ne and step E was perforned

wa00sg78&85- di f | uor opyri di ne. Exanpl e 243 PCT/EP2006/000090

5- (4- Fl uor o- pyri di n-2-yl am no) ;- et hyl - t hi azol e- 4- car
boxylic acid (2-nethyl-. pyrimdin-4-yl)-am de The

itehRtis X = 3050 o ) wC
e R Roe chmppe tep [ oo Mg WOBe peps o
pEPg ritremaizithgranyrditey thepraprarateopyfwinichlisvtesaiitdsh exuniple P
I}%ﬁirﬁﬁ&f)%iﬁ?ﬁleléﬁffé}gnc%Tﬁﬁls%cB ApkHIRRAPY I gbl@&entigﬁ(ﬁlﬂggt?ng means
mstead pf gEerewWeYesi di n- 3- yl ani.no) - 2- met hyl - t hi azol e- 4- car '
boxylic acid (5-fluoro-pyridin- 2-yl)-am de The title
compound, M5 (ISP): me = 348.0 (M+H+), was prepared

as for exanple 163, steps Brample24t ep B was perforned

usi ng 3, 5-difluoropyridine and step C was perforned

usi Ag5Xlaoionpyritifi-Buddming) 12dineghyl-BX R 2-cddbdxylic acid (2-methyl-

5- (5- Fl uor o- pyri di n- 3-¥HI am.go) = 2= rret.g | -t hiazol e-4-car
boxylic acid {1-methyl BVEMIdnstyh-amids vy “ani de |

The title conmpound, M5 (ISP): me = 333.3 (MtH +), was
Phepte somasundrMEX D! /63456t @HsHA), thas GrefBrebasHonasample 223,

fepd Araed susi ' L QPY L iR o) ;

%S;?f o1 Ed b g Spatd BB b, B R nllF i stp B vas
Ermediusing 2-diftusyenvaidines- y| met hyl ) - ami no]

-t hi azol e-4-carboxylic acid (2-nmethyl-pyridiri- 4-yl)

-amde The title con‘pound,E;dy&p([éﬁg): me = 340.0

(M+H+) , was prepared as for exanple 226, steps Ato E

X BN IS S RS Dl EASR et
3- pyri di necar boxal dehy ggrimidiardple-agdde -
2- Met hyl - 5- (2- net hyl - 2H pyr azol - 3-yl am no) -t hi azol e- 4-

i iﬁg&g&&@gﬁﬁd M%érsgtsrg;/é Q%%W!%%f)?%ﬁ@%{@dﬂ%sf@ Example 223,

%?PéﬁAaFcé gng@p LoWasRes medapsmg 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-yl)-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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steps Ato E. Step C was performed using
2-nmet hyl - 4-am no- pyri m di ne and step E was perforned

WQ0060) 7888 no | - met hyl pyrazol e. Exanpl e 248 PCT/EP2006/000090

5-(2-Et hyI
pyrazol - yI am no) - 2- et hyl -tht%zol e- 4- car boxylic acid

R L P R

exanpl e 223, steps A to E. 4Sflppmidenas perforned using
2- et hyl - 4- arri no- pyri m di. ne and step E was per f or med

p Z
%@@g%&ﬁ{%ﬂﬁa M%_@Q’Ety)r %l\[{z/g ?%%y 1 no} %&%ﬁjzte%arfzd a%for ex?mple 226,
étens é\a?%Bx%ech aep pefiormed H?P&y’lrmﬁﬂﬂ A= almnymvnémed@d step E was
Pbgortrhdd @ikP3PotidecMoaldRyde. M e = 344.1 (MrH +), was
prepared as for exanple 223, steps Ato E. Step C was
performed using 2-nethyl - 4 am 0 ?%el m di ne and step E

was perforned - using 5-am b €4 t hyl pyrazol e.

Exanpl e 250

2- M dilyy1- 5 (- Inettefl BY1- pyrek gyi-lamlind)- thiaanienb yarbbidiz atid-(2-methyl-

carboxylic acid (2-net .yl)-am de The
title conpound, M (I S%mnﬁe@%sadn (MtH +), was

repared as for exanple 223, steps Ato E. Step C was

é‘F ftisle raEpondgMS- (DY 2 350 InQMplA b ivasirepaasdlas fos gxample 223,
s Aetbfr_ors bl rpgrf&nﬁed Bdthg 2l hiktRYIL 22 R1indpyHARAIAE and step E was

n%usglff'(%{aﬁ’é?ﬁlll IPeBYIRY3PO8. yi ani no) - t hi azol e- 4- car

boxyllc acid (2-nethylpyrimdin- 4-yl)-amde The title
conpound, MS (ISP): nfe = BadunglessH+), was prepared

--as for exanple 223, steps Ato E. Step- C was perforned -

usisng g u3|ér¥r£2§)?@ ﬂ%gﬁ,élj lg%ﬁ{ﬁ‘}?&ﬁ%leﬁ -%QrbEXxg@éa[ad Gepethyl-

perf or ne | SOXazo
2- Met hyl - 5- [ (t et r ahydr cPYﬁWléhlﬁYﬂ)l'?ﬁ-’éldﬁyl ) - ani no] t hi az
ol e-4-carboxylic acid (2- methyl-pyridin-4-yl) -am de

Tine tiitlle tcbSrpoa B omsot:[swsnf/é S®44 I+ H ™ B4vVas Drépdrdtds fof@gample 223,
PSR, By Qv p MBS e S
step ep 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.
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steps Ato E. Step C was performed using
2-nmet hyl - 4-am no- pyri di ne and step E was perforned

wa00sg74888 r ahydr opyr anyl - 4- car boxal dehyde. ExaprpraP28/000090

2- Met hyl -5- (I - met hyl - | H-pyrazoif yl am no) -t hi azol e- 4-
carboxylic acid (2-nmethyl pyrimdin- 4-yl)-am de The
title conpound; M5 (ISP): 0 (MrH+), was
prepared as for exanple 22 agns?leeggpA to E Step C was

g 2-nmet hyl - 4- am no-pyrim dine and step E -
55 Mﬁqﬁﬂr% E}Wﬁ @quaffﬁh%xlﬁmlm)ﬁ %@21914- -@riyoxghit agd (2-methyl-

Exanmpl e 254. pyrimidin-4-yl)-am

5- (3, 5-Di fluoro-benzyl ani no) - 2- rrethyl-th| azol e-4-carbo

XU e 26 ob s TSNP S i TS S asdop grample 225,

@tgpsr@ rto &x Siepl @ wag perfotnepbusing 2-rieth{@t4pmG oMpfriRRliAOsRESep E was

SFdrehed-J¥RLYY e and step E was
%erf or msdglgy %Iaﬂl??aglngél%?ﬁzségr{% %nzal dehyde. Exanpl e 255

2-Methyl ~5- [(pyridin-2-ylme am no]
-t hi azol e-4-carboxylic am@fa(mﬁh%k% - pyridin-

4-yl)-am deThe title conpound, M (ISP) nme = 340. 3

( MeEMpthylaseg (tﬁfr@]ﬁ,&‘[r@%yﬁa’h ﬁ:-ﬁ}{m&hﬂmhﬁng]zﬁnaz%leep—%alﬁokﬂlc%t:ld (2-
Step C was perforne n]lgjg h% m no-pyrid

and step E was perfornPr% thgg -amic

2- pyridi necar boxal dehyde. Exanple 256

Phakite gempoynd, s hlﬁ[P; | muepy 13426l (MIrl-HT)amam p)epafadebs Cﬂ)lee)éimple 226,

np W |\/5P g step E was
i fé’ﬁ%ﬂg 381&§ t?tEf{hYé éztarboscaléplsydA t )g E. Sstfep C was

per foormed using 2-net hyI 4-am no- ryrim-dine and step.
E was performed using 1-nmexaiple d53H pyrazol -4-yl am ne.
Exanpl e 257

f | a t hi | e bo
ik RN L T Ol e
The title conpound, I\/Sp}?rhlﬁR])m -4pylpamidbl. 4 (MFH +), was
prepared as for exanple 163,

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 1-methyl-1H-pyrazol-3-ylamine.

Example 254

5—(3,5-Diﬂuoro—benzylamino)-2—methyl—thiazole—4—carboxylic acid (2-methyl-pyridin-4-
yl)-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- -2-ylmethyl)-amino]-thiazole-4-carboxylic acid (2- methyl—pyrldm-
4-yl)-amide
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steps Ato C. Step B was perfornmed using
| - brono- 3, 5-di fl uor obenzene and step C was perforned

waoosg7essmet hyl -1 H-[ 1, 2,4]tri azol - 3-yl am ne. ErammiPe006/000090

258 - 110 -
5-(5-D fl uoronet hyl - pyri di n- 3- y]l am no) - 2- met hyl -t hi azo

T8e 4itle @bRHOYLH CM@Ng![Si’)( fi/&el mlﬁéﬁgﬁgﬂ] aéﬂﬁlkﬁ%rafnas or example 226,

titl cogp

Nz B?Jgrt@d gep& wak gﬁﬁPlén@QgsmthelpgthAl-ﬂ@nEnowElén@ amalsstep E was
perféoiddRtinst-poridneRibustdthpdd no- pyridine and step E .
was per.f ormed usi ng

5-di fl uoronet hyl -.pyri di n- 3: Ia ﬁ@? Exanpl e 259

5-(3,5-D fl uoro-phenyl am %yl-thiazole4carbo

xylic acid (3-methyl- [1,2, 4] t hi adi azol -5-yl) -am de

Tr?eMeith}flé ClomsthyhdH-psagal @P)laminlod- thia36i8- -40cerBliatylit heid @ snethyl-
prepared as for exanpl ep%ﬁg %Yﬁ to C. Step B was
uor o

performed using |-brono enzene and step C
erforned

?ﬁgﬁﬁﬁ SO@PHEP%WS ?Psi))Aﬁl{%Fa”&P@z(MJeH%mmr@ams fiok example 223,

&eps( B t&EDSTD C was erformed using 2-methyl-4- id

e%&’%fa%ﬁ% ﬁ%piﬁmﬂ I o | azeol e- 4alcjglganrob%}>’<1§/Iim|l énea?:nc}jSteP £ was

I?j gﬁ_w I %)/1 #HE- The title compound,

I\/IS(ISP) rﬂe:3504(l\/H-H +), was prepared as for

exanpl e 163, steps A to C.Exstmppe BAas perforned using
| - brono- 3, 5-di fl uorobenzene and step C was performed

us?gg é}%glr%lg%)&/)ﬂarglﬁaggﬁ&%}% m§thﬂ é}g;lz%?e %%Fr%%%dgcza&dl( 1 ngthyl- 1H-

boxylic acid (4-trifl Lﬁ?é}fﬁﬂmlﬁtﬁbamde 2-yl)-anide
The title conpound, M5 (ISP): me = 404.3 (MtH +), was

".Eheelptzlﬁ esmpsudd) MSKSPRI8/16351 SYRPITA, Was Fre %eapasffof’\@émple 163,

s@ei:r f[g E(ﬂgg Sﬁ: I gasip%ﬁ}ﬁe:dﬁgn%%%g% Sagl%uoro%enzene and step C was

pel fogmed uamgllsnethalnifdf{l 26 erivble3-2Bzine.
2- Met hyl -5- (thi azol -2-yl am no)-thiaz |e-4-carboxylic

acid (2-nethyl-pyridin-4- Bﬁklmpﬁ'ﬂsge

5—(5-Diﬂuoromethyl-pyridin—3-ylamino)—Z-methyl-thiazole—4—carboxy1ic 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 E was
performed using 5-difluoromethyl-pyridin-3-ylamine.

Example 259

5—(3,5-Diﬂuor0-pheny1amino)-2—methyl-thiazole—4-carboxylic acid (3-methyl-
[1,2,4]thiadiazol-5-yl)-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



10

15

20

25

The title conpound, M5 (ISP): me = 332.1 (MtH +), was
prepared as for exanple 223, steps Ato E. Step C was

woeodomasd usi ng 2- et hyl - 4- am no- pyri di ne andreTap2d6/000090

was performed using 2-am nothi azol e. Exanple 263
2- Met hyl - 5- [ (3-net hyl - 3Hi mi dazol - 4-yl net hyl ) - am no]

-t hj_agzel X i yael -1 eLhyl - pyri di n-.4-yl

o T Frale P Ak e R b B S B (111
+), was prepared as for mxopbelR2a8jdesteps A to E.

Step C was performed using 2-nethyl -4-am no-pyridi ne

and tileepnipoiad, R (I9PRde wsi *

|- et hyl ng) | m daz(gl fe)- S-gar,bgglg1 (el\ﬁ}_ldle?’ 'Ex ﬁ%lfaéedzgsdffor example 163,
e {\hﬁ/ﬂ (_3-54_%%%_ was performed using 1-bromo-3,5-difluorobenzene and step C was
perf@rmdd niimy bimdthyll Hpbenyblearlanind, hi azol e- 4- car boxylic

~acid (2-nmethyl pyridin- 4-yl) -am de The title

compound, M5 (ISP): nle = %?231 &gl}gH +), was prepared

as for exanple 223, steps E tep C was perforned

usj ng 2-nethyl -4-am no-pyridi ne and step E was

ﬁ&&%}lﬁgﬁpﬁg iggp-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-trifluoromethiyl-

3-[1,2,3]tri [-1-yl- T | e 265

2- g\/let hyl ] 5r I[ g-z?z- m?hyfhﬁ%%lﬁp%n{ﬁé?;@pﬁenyl am no]-th

iazol e- 4- car boxyl. | id (2- N

1B RO <GoreRrt VS ISDEm dd0tRHH, wes mseamed snfor example 165

§teISP to (1. 8tep B:l%s ﬁerfdwhb&t hsinglaSS-@ﬂﬂfﬁ@ﬂfpf?gdﬂ&_ an@rste @b Berformed
. \ s .performed usin

%&ﬁ%# ﬁg/&lﬁ@%r@rlﬁeﬁl - b{i?'iﬂgllgﬁoge“g%‘ 1Ef'ep E was per? or med

usi ng 3-(2-nethyl-imdazol -I-yl)-phenyl am ne. Exanpl e

266 Example 262

{3-[2-Met hyl -4-(2-nmet hyl - pyridi n-4-yl car banoyl ) -t hi azo

| -Bdthyli 1ot iRGY-DaTble- At <
The 1 ?Tne é‘lﬁ%ﬁﬁ%ﬁa}“&ﬁs@{ I SP) % %i%‘ggkﬁ%%%%?ﬁﬁ%% ,ﬁ’;r\%‘?al% A7)
prepared as for exanple 223,28%ps Ato E. Step C was
performed using 2-nethyl-4-am no-pyridine and step E

Wess tifle compmend, B LS P) 3méant- 13620 &€ VEYIT)); 45 badpafedassi fr example 223,

t A Qytyl la 267 . .
HEAYD, 3665 Colvas REAIINR S 2ncihylrd poing-Bytidie andgfep B was
pratopmed using?-{mineshipgale. | Hpyr azol - 3-yl) -ami de

Example 263

2-Methyl-5-[(3-methyl-3H-imidazol-4-ylmethyl)-amino] -thiazole-4-carboxylic acid (2-
methyl-pyridin-4-yl)-amide

The title compound, MS (ISP): m/e = 343.3 (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 1-methyl-1H-imidazole-5-carbaldehyde.

Example 264

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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The title conpound, M5 (ISP): me = 454.3 (M+tH +), was
prepared as for exanple 223, steps Ato E. Step C was

woeodomrasd using | -met hyl -1 H pyrazol - 3-yl am neranaPi06/000090

E was performed using 5-chloropyridin-3-amne. Exanple
268
2- Met hyl - 5- (pyri m di n-5-yl@am % i azol e-4-carboxylic
acid (I-nmethyl-1H pyrazol g &i 2é1$n de The title

was prepared

c oun (ISP):. me = 316.1 (MH +),
agr&ﬁS&‘Yg‘HﬁN‘gPén?g@:%@%1ﬁt1bPE¢nY§tI@pl0?l:-thM@I@éfdadeét acid (2-
using I -nethyl-IH pyr@g@l},}_gyrydiﬁm_ﬂ  28ide Step E was

per formed using 5-am nopyrim dre. anpl e 269

- no- 2- et = H pyr - 3- m no) - 2- met hy| -t hi
S5 10430 BT R YL A ) 2 e I A,
stepd 4OHB Step Keweo ppdommakd hdbng E-Sﬁéﬂly]rz-rdzngrrﬁn@%riaiﬂe and Estep E was
: r steps Ato E
fd¥liiRed iy ﬁ(ﬁﬁ@@/gﬂﬁ?daﬁ&limly@%@a. p

tep C was “perfor usi ng am no- pyri di ne
and step E was perfornmed using_ 5-am no-|l -nethyl-
| H pyr azol e-4-carboni tri | dxamplefiee 270
5-(3,5-D fluoro-phenyl am no) - 2- met hyl -t hi azol e- 4- car bo
16H[2-etleyl - (2L methyl-pyridin-4-ylcarbamoyl)-thiazol-5- laminpl—benzyl}—carbamic
cyclopropylrrethyl-ll—l—pyraéI- -yl) - am de 'Fhetl I e '
conpound, M5 (ISP): me?¥ ’3‘%‘.:?33“)6(1!9?;%), was prepar ed
as for exanple 163, steps Ato C. Step B was perforned
Tag tide rorbpommsl, 1S ($P): rtr o432 dVer I wat epeparetas for example 223,

f on ' . . -
SF%;Sylg Itgg}rj,op I rq:eg‘%syP E-Erfolfl-mgs razo] z’om %/thfr%_ﬁIél.mQEQ%rrlr%lpg agg ptep B was
@If%meg EFigR L 3pine-beptyhy tarbamisyeideit-taityllestar. no) - 2- net h
yl -thi azol e- 4- carboxylic acid (2-nethyl-pyridin-4-yl)
-am de The title conpoundExMapld f7): nme = 369.1
(MrH+) , was prepared as for exanple 223, steps Ato E

jtgg@écﬁglg@o%pﬁrg@%bé%%gﬁ@gﬂggﬁygﬁﬁﬁ%ﬁié‘ar SR Y Rettyl- 1
S- ami no- S-cycl opr opyl - | pyretdiyl-pyaadidd e. Exanpl e 272
2- Met hyl - 5- (2- net hyl - 2H pyr azol - 3-yl am no) -t hi azol e- 4-

TR B0 Sod, S14 (TR = sy r(i@lz+%+), #ad {31)ej‘:>§rrgdda% 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—methy1-2H—pyrazol—3—ylamino)—2-methy1—thiazole-4-carboxylic acid (2-
methyl-pyridin-4-yl)-amide
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The title conpound, M5 (ISP): mle = 318.0 (M-H+), was
prepared as for exanple 223, steps Ato E. Step C was

woeodomrasd using | -met hyl -1 H pyrazol - 3-yl am neranaPi06/000090

E was performed using 5-am no-I mat hyl pyrazol e.
Exanpl e 273

B itk compputi MR e ﬁ%ﬂoﬁﬂﬂ? D1 A oo SBimple 223,
btieps A tbOEDStld]!SlCC wBSpéifGihed ming 2-BéGyB4{aihbpyridae and step E was

St C
e T R

E was perfor med usi ng -am no- 2- chl or opyri di ne.
Exanpl e , Example 270

2745- ( 3- Met hoxyrret hyl - phényl am no) - 2- met hyl -t hi azol e- 4
- car boxyt 315:1)@@1&& eﬁﬁ Ilﬁmd;yzr h@ﬂgd-tmay&é-zladﬁmﬁcﬂb@ad (1-

title corrpoun H+

prepared as for ¥<Q P rBesyl- gilé’é’gazﬂ ?&M‘;am ep C was
performed using 2-nethyl-4-am no-pyridine and step E

Was thlerdarpoadd USISHESE: met Faoprie(My T hhemnsyireprred as for example 163,

[ISE%SS( '8 (%ﬁ?ep PM]}S E%l‘fo?rﬁeq }151E$_|_1-brr01énoo? 53;11ﬂ1ﬂ0r0benzjene and step C was
pteltfom@i wsisg baydupeypyimetiold e pyimltiy Hapyas di n. 4- y1 )

-amde The title conpound, M5 (ISP): nme = 397.1

(MtHt) , was prepared as fopgexgiepye 223, steps Ato E

Step C was performsd usi ng 2-met hyl - 4- am no- pyri di ne

an%zazelgp]fqpmﬁf @gqﬂ'éy 1 mp’ljazglp? %MQQ Zgﬂg}-}l}gmole -4-carboxylic acid

Exanpl e 276 (2-methyl-pyridin-4-yl)-amide
5- (5- Cycl opropyl - 2- mst hyI 2H pyrazol - 3-yl am no) - 2-net h

&Tfh Anh e%ﬁlq%ﬁﬁa Cl?l§zo &Céaé% 1 . gMﬂ;Ie) Watslpre]%arerr%lJ as foa example 223,

mp( IASF@) E. &ﬂep ms&etfomwciw;mgwameﬁwéﬁmoww and step B was
_ f d

?é %B%S&y&lﬁg%ﬁyrﬁgf?e@ylp’?ﬁz&gr ormed using

anmo- 3 cydopropyl - I - azo nd step E was
per f or med usi ng I-rrethyI-IJél- yr 50& 3-ylam ne. Exanple
277 xample 27

5-(3,5-D fl uoro-phenyl anm no) - 2 met hyl -t hi azol e-4-carbo
XyMethygai-@-in3thiyh e Ht pyiravl Beytahing) Jthiapbledydafboxgiit ded (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, MS (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 usmg4 amino-2-chloropyridine.

Example 274
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The title conpound, M5 (ISP): mle = 417.4 (MrH+), was
prepared as for exanple 163, steps Ato C Step B was

woeodomasd using | -brono- 3, 5-di fl uor obenzene ardTAP2E6EN0090

was performed using N (3- an1n01BFnzyI)-acetanide.
Exan'pl e 278 )

r.0- phenyl.am no) - hyl i azol e-
AR E eV R ERrabi bR SRR a§ o ety
title conpound, MS (| SP)pyridire4=ylB&iAide (M-H+), was
prepared as for exanple 223, steps Ato E. Step C was

E{ﬁg ftﬁferE% %InagMS' @ﬁgh)ﬂ/ & Lrbdayr %Q—k—l* 5)’ ‘Visagpeﬁlﬁec?géjfo?teﬁﬂnple 223

5tea$nAn § ﬁ,eno@ o@érpztfmm@d usingamsthyl-4agnino-pyridine and step E was

PeffSrhedhdih HOnQtRBSMBMPRehylZmRL hyl - t hi azol e- 4-car bo
X7lic acid (4-cycl oprorylthi azoI 2- yI ) -am de The

title conpound, M (I SP): = zg (MtHE) , was

prepared as for exanple 16 Xmﬁ?éé Ato C. Step B was
performed using |-brono-3, 5-difluorobenzene and step C
Wadepleyl {50 [W,Eﬁtiﬂgor@-ﬁhﬂ[) Gpi-ppytoli3ylamaio] 2thjazalei 4aearboxylic acid

Exanpl e 280
5-(3,5-D fl uoro- pheniﬁnmﬂﬁbfyﬁdnltﬁDzn?%lazole 4- car bo

ggllc acid (3-net hox nethyl en |) -anmde The title
apislerrampomngd X5) (ST av/e =38Ry b (NINAHFD,) wasiprepgsped pw fas gxample 223,
3&p §Q[tcﬁ}gaﬂﬁ bec 3&3, efﬁfaﬁﬁéd Asﬂng LCinelyRR-Bnivid y@ﬂiﬁ@iﬂae&ep E was
usi .o uor

it "5@221 ARy RD T Pméﬁﬁ-gfﬁﬂﬁa Exanp e

281

5- (3, 5-D fl uoro-phenyl anm nB}ami@ple@¥byl -t hi azol e- 4- car bo

xylic acid [I-(2-methoxyethyl)- | H pyrazol-3-yl]-am de

?y&l%ﬁro? O?Hée}ggﬁi'gf ggnllggl) gffﬁtgﬁno) §%etgyl(t¥|ﬂilo$)4 cé’f@éxyhc acid
perfor med usi ng | - ddonethgl- BHd?YMZQb?’d’é)eﬁ@é#e and step C

was perfornmed using

IThé ?ﬂ(@&bh@a@m@; TS o[sP)Hnw 23,3 lavmlamm prEyasPbefod&2ample 115,
no- ne am n
Piebi A boleH Povarareopped vROR N apPr aFHOP YL Gege b tazole 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 1-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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The title conpound, M5 (ISP): me = 396.3 (MtH +), was
prepared as for exanple 223, steps Ato E. Step C was

woeodomasd usi ng 2- et hyl - 4- am no- pyri di ne andreTap2d6/000090

was perfornmed using iV-(3-am no-benzyl)-acetam de.

Exanpl e 283 5-(5- Cycl opropyl -2-1et hyl - 2H py

tazol - 3-yl am no) - 2- net hyl - h| az 0522“4 carboxylic acid
(4tr|fluororrethyl-th|azol deThe title

compound, M5 (1SP): nfe = 429 3 (MtH +), was prepared

as 5f(85- Eﬁhlmb@him@amwéﬂﬁnﬁ}wbﬂﬁazoﬁ - ¢mabDonglic it f4otyaipropyl-

usi ng 5-am no~3-cycl opr qg&&alzgﬁta!?%dgyr azol e and step
Ewas perfornmed using

trifluorone -thlazoIeZyIamn Exanpl e 284
@h% sitle cpmpoyg o%ér(éﬁﬁ)i BYE 039 @éfﬁ;%) Wasipagwsired as foaesample 163,

xtypd A tadd. GtédBay @%ﬁfoﬁné@hhﬁé H?}Hrglgllg% S%M{dgrggéﬁhg@anﬁ‘ﬁep C was
u was
BT i e e g Vepie A to C Step 8 s

performed using |-brono-3, 5-difluorobenzene and step C

was perfornmed using 2-am nExaﬁap‘lé%ﬂo- 6- net hyl pyri di ne
(Sanchez & al., J.Heterocycl.Chem 24, 215(1987).

5 ﬁ/gﬂ%{l@&% %h m\élamln(_))SZ tnrleit}?)fl Jg}a%cr)%g 4hca\rb%7'c_§lf_hc agg §3 meéh )fymethyl_
am no) -t hi azol e- 4-car boxyPh@Yb)c?rélde

(2-nmethyl -pyridin-4-yl) -am de The title conpound, NS

I‘héﬁ)le cm.‘n@oEndiSMS CEISPM'IH/ e, 390@5(1\4%1%17)@%@ p@éaaﬁ&f as for example 163,

f
SRS i PP B R S B Ao v
Bl@”fcﬁgled uyegldyneBrokymethybplergtdnyihe 2H- pyr azol - 3- yl ami ne. .
Exanpl e 286 5-(5- Fl uoro-

ryridin-3-yl am no) - 2rrethyﬁ[ Ie4carboxy|ic acid
(4-cycl opropyl t hi azol X) e The title

co M5 ( nme = 376. O (MtH +), was prepared
SRS Bt eheralsmiGy b mth ihisols bt et o radethoxy-

u3| ng 3, 5-di f | uor opyethyd)-me-@iskos 3R] -eoi@s per f or med

usi ng 4-cycl opropyl -thiazol -2-yl am ne. Exanple 287

’g%eg( t;? 'léI: %&ﬁé&é&% @hg{g{gﬁié {n 891? éﬁéﬁ&% h¥¢as E)pe!paarz as fgfr gx%rmple 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 E was
performed using N-(3-amino-benzyl)-acetamide.

Example 283

5-(5-Cyclopropyl-2-methyl-2H-pyrazol-3 ~ylamino)-2-methyl-thiazole-4-carboxylic acid
(4-trifluoromethyl-thiazol-2-yl)-amide
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-am de The title compound, M5 (ISP): mle = 373.1 (MtH

+), was prepared as for exanple 163, steps Ato C
wekew/Bweas perfornmed using 3,5-difluoropyri di neCam#2006/000090

step C was perfornmed using

3- et hoxyrret hyI phenyl am ne. 'E&]a?n‘pl e

B8 S BT B I AR e 1
Figes ﬁ| tplFe wa@cyma(perfb)ﬁned 8hg Srdmeino- B@yﬁl@r@pﬂ%} -thethyl@ysazole and
?Weﬁs eABrth&d u'~J lllﬁu%rgémt %ﬁzdﬁ%tzﬁ}lzgmnét ep B was -

d usi ngT r ono- l'uor o ené and step C
vvas performed using 4-net hoxynet hg/l -t hi azol e- 2-yl am ne
[ CAS 640768-40-7] . Exanpl Bxapgge2
5- (5- Fl uor o- pyri di n-3-yl am no) - 2- met hyl -t hi azol e- 4- car
tﬁ)(G?S-IDlﬂﬂ&lodP}[dnyIé&nﬁ@)t-Mﬁﬂﬁlhﬁia&delﬁa@b@)@ﬁ@ heidq( S/Jﬂ](.loroHG methyl-

-am de The title corrpoun M5 e = 377.
+), was prepared as for K i ?&h%%ldesteps Ato C

Step B was perfornmed using 3, 5-difluoropyridine and
She fitle cpmpoped.fMA B usi/ g 3]79(02(1\ri’eHﬁh)vgas gtrépalrdd as for example 163,

SRR AL Elhoctp iy g e G
a@a ‘ame%i \fsma‘ a@#lmrétﬂWFO‘@hmati’éﬂpmdlryl (Panchat a@alThgieterocyd Chem.
P4 tJis(1®empound, MS (ISP): me = 386.0 (MrH +), was

prepared as for exanple 115, steps Ato E. Step D was
performed using 3-am no-pyti di d step E was

performed using 4-trifl uor%ﬁﬁﬁ??@hl azol e- 2-yl am ne.

Exanpl e 291

2 Mftthﬂﬁ-&—@Wryﬂﬁrmbﬂ&ogdmﬂhyieaH{pyraangrladcnma}f-ldnxz;dle ¢-carboxylic

acid (l-nethyl-IH title
COIerOl(Jnd I\/Sy(l SP) Qaﬁf%elk%'}?yﬁldfﬁ/gﬁﬁi{a\%as pr efpar edOI
r exa st eps 0 e was perforne
ﬁg? ng §0’élﬁf>np ?IS(?)ﬂ@F/)eand”g{?’e@d‘EI‘Iv\bi\’aﬁ @F%Fft%e@ fas exagnple 223,

éte}BEEArtkél E. |S‘tE[DW wEPh eﬁ?or)ﬁllleglml n &gﬁgiﬁ-gﬁgﬁ% a?r%%l)r(lelalng step E was
i az
i e S %J?avrazol 5 Yiatine Y

Example 286

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

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-difluoropyridine 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-
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
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3-yl] -am de The title conpound, M5 (ISP): me = 359.0
(MtH +), was prepared as for exanple 115, steps Ato

wa.20ds10e88D was performed using 3-am no- pyri di NECAMH2006/000090

step E was_.perfornmed using 1-( -7mst hoxy-ethyl) - | i
-pyrazol 3 -yl arri ne. Exanpl e 293"~

2 e B B P2l SR Gy

: conpound VS (ISP) n1eth1a35182311)(a‘mllde+) .vvas prepar ed

as for exanple 115, .steps Ato E. Step D was perforned
TFﬁé Bée %oﬁ@bﬁﬁd HMS'(P@P)enﬁ@d 3@7%0 r% W é%%{aq?djayf%r Wample 163,

%go hi azol - | am ne.
gtelg ,\;thg%émﬁy [pe ﬂlé‘ﬁ gﬁpg]é)bromo 5- dlﬂuorobenzene and-step C was

p&fomddyisrﬂgm et Ry dretHl-Bax014-0- yi’eﬁﬁﬂe([éAﬁ%&@l@S 407 FJ)
| Hoyr azol - 3-yl)-am de The title: conpound

rrie:3580(I\/HrH +), epar.e s for exarrple 159,
steps Ato C Step B vvas B%’?F‘&Iﬁg%&usi ng 1-nethyl -
razol ¥I am ne and step C was perforned using

h=3pylemyncrid- mthyEathnpble—Q@Schc—yhc acid [1-(2-methoxy-

(Q/CI opropyl net hyl - | e- 4- car boxyl
ic acid (1-nethyl- IHpg?gIEIo }%%AT é% The title
MtH +), was prepared

nd, M5 (ISP
@g ngﬁg C%‘%’Bﬂb‘i“i 1\? )éISP? 1@6’5‘,&7? é (@gﬂét)ep\’as PrepsTqseasf for mendnple 163,
stepsytd €nSabihBlwals hﬂeﬂyfrﬂﬁpﬁaﬁg » ?mﬂﬁﬁr(ﬂﬂ% dﬁIEeXeagdglte\eff@ was performed
SI n cl opr opane
B et h O BBy P B E5% ot hyi - b avol e-4- ca
rboxylic aci d (1- et hyI -I prrazol 3 -yl) -am de The

title conpound, M5 (ISP): Example 4. 1 (M+H +), was
prepared as for-exanple 159, steps Ato C. Step B was

@Mé‘tﬁ{fl@(’p}*ﬂﬁilﬁ‘-@ PafBloMthiazd1E: 49%5%@ ic §c1%f SZF‘ cirsﬂl%thyl—thiaz‘ol"—z- -

step C was perforned Uslng 3 am nobenz

Exanpl e 297 yl)-amide

5-(_3, 5- DO fl uor o- phenyl ani no) - 2- met hyl - t hi azol e- 4- car bo

Wy titde emiplotjrd, 318HISR):aflieaz aB6.8-(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-carboxylic 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 E was performed
using 1-methyl-1H-pyrazol-3-ylamine.

Example 292

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid [1-(2-methoxy-ethyl)-1H-
pyrazol-3-yl]-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.



10

15

20

25

yl am deThe title conpound, M5 (ISP): mle 354.0 (MH

+), was prepared as for exanple 163, steps Ato C
wekew/Bissas perforned using |-brono- 3, 5-di fl uorPoDERZBRB00090

and step C was perforned usi n_gll?s- am no-

1, 3, 4-thi adi azol e. Exanple 298 °°~

2- Met hyl -5- (pyridm 3-yl am o) -t-hiazol e- 4- car boxylic

acid (4-methyl-thiazol -2-y ’Sa?m&ﬁibgé The title

cmom‘md, I\/S,(ISP%: me = 332.0 (MtH +), was prepared SR

asMedyl-ex@mitia- 3 yBmisekhsazaletbcibogtliepcid (daycloprdpyt-thaakzol-2-yl)-

using 3-am no-pyridine and stepE was perforned using

2- am no-4-net hyl t hi azol e. Exanple 299

- Met.hyl - 5- i di n-3-ylam -1 hi azol e- 4-carboxylic
100 B oot by YUl e T i Bah ot dremsd Aty example 115,
seps A tBIE:B.Sieﬁ Dtht stperformsd Risk aJ—@ﬁx(ij@Sp{r@din@éﬁcﬂfEﬂeﬁ Hdas performed
. 0 .e s. perfornmed usin
§glg%zihcﬁ‘-:lg?rrol%gll'@éazgkg'yﬁatﬂ%]ﬁgE was perfor mgd usi ng

2-am not hi azol e. Exanpl e 300

5- (3, 5-Di f  uor o- phenyl ani nN¥andplad®hyl -t hi azol e- 4- car bo

xylic acid (5-nmethyl- IH [1,2,4] triazol-3 -yl)-am de
Bhg-Metih inb)-2Ehethi-fhizzoR24d- B (1 1H-
e Ry b} 2 el iR b I st (288111
performed using |-br oo PEragoltysrideenzene and step C

was perfornmed using 3-am no-5-nethyl -4H

Th@tide compoohd. MEXER) £/839858.0 (M+H™), was prepared as for example 159,

- - Pi r 0- ph | am no) - 2- net -thi | e-4-carbo
Forsa B8 e B RO Bl L RS LB A S Yhaof S tep C was
pOfpoweddisingS -fegRxymathyl-ph8ftindingM-H +), was pr epar ed
as for exanple 159, steps Ato C. Step Bwas -perforned

using 1-nethyl- | H pyrazolggs yne and step C was
perfornmed using 2,5-difluor og‘%{l?lfgr]%. Exanpl e 302

5-(5-Cycl opr - 2-net hyl - 2H pyr.azol - 3-yl am no) - 2- net h
K f(ﬁ%é?B{%}’ﬁ?p%ﬁngbaggB 051- -mggthy —%iliazole-él—car oxylic ac1)d (1-methyl-1H-
(4-rmet hyl -thi azol - 2-yl ) patapélceyhariié | € conpound, M5
(ISP): me = 375.4 (MtH +), was prepared as for

'?l)x(eaﬂﬁé gorglggund, 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-phenylamino)-2-methyl-thiazole-4-carboxylic acid [1,3,4]thiadiazol-2-
ylamide
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steps Ato C. Step B was perfornmed using
2-am no-4-net hyl t hi azol e and step C was perforned

wa00sg78ssanm no- 3- cycl opropyl -1 - met hyl pyr azol e. PExarpio6/000090

303 2119 -
5-(2-Cnhl oro-pyridin-4-yl am no) - ]29rrethyl-thi azol e- 4- car

M}ﬂﬂ'ec'coﬁfﬁOQnadfme(tIgml éﬂ/@"a la (I‘%Nﬁj Vya%rp v\g% gcli1 g)lr eéample 163,

und
é"segp 8 t0 e SHER é Vﬁ%@er@f@ﬁé using §-lgomer bp- CBﬂWngmen@amrbstep C was
psfogndt @i D-adiset By-thidzele and step C was

~performed using 4~am no- 2-chl oropyri di ne. Exanpl e 304

2- Met hyl - 5- (pyri di n- 3- yIa 0) - zol e- 4-car boxylic
aci d (5 et hyl -t hi azol - In# aé‘?ﬁl?lagbéhe title conpound, -
M5 (ISP):-me =346.1 (MFH +), was prepared as for
ex &t tbyliS]:(lgfrldg,m-épjdarAlHOO tEiaz@bépcalﬂ)mhc ped { o nmaekly] 1thiapel-2-y1)-
3-ani no-pyridine and step E&%ﬁgéoerfor med usi ng
4- et hyl -thi azol -2-yl am ne [ 4631-53-3]. Exanple
5.
ggﬁ/lgflﬁ FPIRoERG YIS (HM: BYg FaA3R QoM+ Hi h#is @repaged tofey lekample 115,

step:dA(té -BrsStdpy D-wddi ez fohrmed )dsDn ﬁé‘i‘nﬁﬁ) jﬁﬁlhi\g}é& Sffeg pEa¥vas performed

gramm%'%g?lé h%@‘az@%eps A to C Step B was perforned

u3| ng 2-am no-4-nethylthiazole and step C was
performed using 5-am nopyrExmndilez99 Exanpl e 306
2- Met hyl -5- (1 -met hyl -1 H pyrazol - 4-yl am no) -t hi azol e- 4-

carb 0
it %’I‘Z%n%o%@ﬁ“ﬁ“%“ o thRET 4G AT PR vlamide

red as f e 159, steps Ato C. Step B was
B RRF Fnbaurd a8 LR Ler= dus iy RE s e e sfoCoxample 15,
steyss peo HoSepdD weds @rformed yihg I3EhdNoAFRI dide YARHePE was performed
@ﬂ?gc é‘%’%&%&?lﬁet hyl - am no) - 2- net hyl -t hi azol e- 4- car box
ylic acid (4-nmethyl-thiazol-2- yi)- am deThe title

conpound, MS (ISP): nmfe =Ex@8iple300MtH +), was prepared
as for exanple 159, steps Ato C Step B was perforned

US 5185 DAAHARpherdPrichinb- DL ARV EHANMISE- ERbS RS cid (5-methyl-1H-
[1,2,4]triazol-3-yl)-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-(2,5-Diﬂuoro—phenylamino)-2—methy1—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-meth)?l-ZH—pyrazol%—ylamino)-2-methy1—thiazole—4-carboxylic acid
(4-methyl-thiazol-2-yl)-amide



10

15

20

25

performed using am nonet hyl cycl opr opane. Exanpl e 308
2- Met hyl -5- (pyridin-2-yl am no) -t hi azol e-4-carboxylic

wacim/offssmet hyl -t hi azol - 2-yl)- am de The ti t| ePCT/EP2006/000090

conpound, M5 (I1SP): me = 332.3,(MH +), was prepared
as for exanple 159, steps AtoC. Step B was perforned

oor ?ﬁle?co .oﬂﬂdé‘M ﬁpﬁ] L aﬁ%: %e@;f%zl f‘l_p%asgﬁﬁred as for example 159,

orne USIga anlnopyr
steps ACa ko SishelP yragriteneymed msingy2-anhineohnethgltbiardoxydistep C was

peiféknidd h%éhmkﬂ& psegzééls&lopgl 1%&5%&%1? he title

conpound, e = was prepared

as for exanple 159 st eps to C Step B was perforned

using | -methyl -l H pyrazol - %% and st ep C was

performed using 3-am nobenzom t r| | e. Exanple 310

5- (22CBloDb-petidiyl-4- ﬂakrpm)azmetﬁylﬁh&ﬁblam}ca&baﬁ/ﬂﬂaythdt(m:ﬂétbﬂ thiazol-
e- 4-carboxylic acid (4- WEtEX}lth'giz - 2-yl) -am de The

title conpound, M (I SP) e> 94(M+H+) was

repared as for exanple 159, steps Ato C. St;f B was
Eb? fige I‘F@@PQBII%QMQ-(m)h@Jﬂ 66 Hy(IM-hHAR ofae paephret spfoCexample 159,

!i’t@ﬁs Illefof g; SRY BIStal DerfoBMed QrsingS2- RS AVh P ARG e and step C was
Eer%%élusgg(‘jl alﬁﬁloh%ﬂChJIOF?W%d%l - 3-yl ani no) - t hi azol e- 4-

carboxylic acid (4-nethylthiazol- 2-yl) -am de The
title compound, M5 (I|SP): Edatple385.4 (MrH +), was
prepared as for exanple- 159, steps Ato C. Step B was

\%aelgifep gf'—?‘-j(lp#lg%ﬁ% .Tam%&g%lanzgﬁti%&révﬁkﬁ%%cgiz P&hﬁ%ﬁ%ﬁéﬁ-%yh—amide
ézz Met hyl - (l\éetral i ydro- pyran-4-yl ani no) -t Ki azol e- 4
%Flﬁ@ﬁymipeu% S (WPt + hil dMHH
itepd & t@QmS nD,w etforRdd u@ﬁl 3= arﬁ%ﬁyr(%é"aﬁa steﬁ@swas performed

E é’%fﬁ%ﬁgﬁi& 55%%{% ht;%%i. G20l e and step C.
Example 305

2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-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 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-yl)-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- (Cydopropylmethyl-ammo) 2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-2-
yl)-amide

> was pirgparethdsdier- Fteenple 115, .. -
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per formed using 4-am notetrahydropyran. Exanple 313
2- Met hyl - 5- net hyl am no-t hi azol e- 4- car boxyl i ¢ add

wO200em0748gk - t hi azol - 2-yl ) -am de The titl e conmpoRrAWEPMB6/000090

(ISP): me = 269.5 (M+H +), prepared as for
exanpl e 159, steps Ato C Ste B was perfornmed using

f
32???“@ %AWBF%%%“{%’*“ ¢ Broon (Rl ) e Rl Biter example 155,

gtep5( ’quoB avas Henipraad nz@)ng 2-amino-4-methylthiazole and step C was
gemhtaﬂustﬁy éﬂﬁbﬁre&ryfc?&l@ Lbhe acid (3 cyan o~5-flu
or.o- .- phenyl) -amde The title conpound, M (ISP):

me = 389.3 (MtH +), was epared as for exanple 163,
steps Ato C. Step vaasB%?F&il usi ng
| - brono- 3, 5-di fl uorobenzene and step C was perforned
usi- h@etﬁylaﬁﬁm}dﬂi-ﬂ’ryﬂmmbmamlé -Hdagboxidieddd et-gikthyl-thiazol-2-y1)-
2- Met hyl - 5- (pyri di n-4-yl am ng&jéhl azol e-4- carboxylic
acid (4-nethyl-thi azol 2- yI) ari de The title
,ggn?gund I\/Sé SP): me = 332. SQMFH +), was prepared
? CRRBAR M@@Spétlﬁfﬁs—,&3ﬁé( +1&f Je B prepsregenstior eeanple 159,

stspsng - @ITBtféﬁ Bﬂrmtﬂéﬂjohﬁécﬁﬁgﬂn ARGiR- @Qng%%ﬁazole and step C was
}gee mﬁge ?I Eﬁg opyridine. Exanple
Eqsr 0 ’tnﬁwr%?l di n- 3-yl am no) - 2- met hyl -t hi azo
-carboxylic acid (4-nethylthiazol- 2-yl) -am de

The t|t| e conmpound, M5 (| $Rhinptd 309= 382.3 (M+H +), was
prepared as for exanple 159, steps A to C. Step B was

%33%1?&?— ééﬁﬂm%% @r@n%yf"tlﬂgom’ Wiz 1c G H me&l?ll (- -pyrazol-3-
5-di fl uoronet hyl - pyri di n- 3-Wktamidee. Exanpl e

©r3172-Methyl =5 ¢pyri-ni di-n-2- yl -am-no)-+ hi-azeol e--4- car boxy -~
Thectite tnpdud Y (ISPRirAzat 339, yl(mfr) wa@ﬂ} Wg%eﬁ% £ é;ééﬁlple 159,

me =
SR B ol Booret g E el el s o skptep C was
nesforge@ using Aeendinobdnaghitdileazol e and. step C was
performed using 2-anmmopyrim di ne.

Example 310

5-(2,5—Dimethyl—ZH-pyrazol-S-ylamino)-2—methyl-thiazole—4-carboxylic 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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Exanpl e 318

2-Meth.yl-5-[(pyridm 3-yl net hyl )-am no] -t hi azol e- 4-car
woanosloressaci d (4- et hyl -t hi azol - 2-yl)-am de TheTwEPI06/000090

compound, MS (1SP): mle = 346, §,{ MrH+) >was prepared as

for exanple 159, steps Ato C ep B was perforned

UsMYahyd- ﬁ(ﬂeﬂ?ﬂl : r%@%ﬂﬂ-f—%aﬁﬁﬁ&)eﬂﬁ%glesl %Qrbgfgac acid (4-methyl-thiazol-

performed usi am ne
2- Met hyl - 5- (pyri di n--3-yl aniZ-Hbpmidd azol e- 4- car boxyl i c
acid (5-nethyl-4H[ 1,2,4] triazol- 3-yl)-am de The

fﬂhhltﬁleam&nmuﬁd MEHIKH’)sB')/e —_-nj)gg 1: (M6, WMk %red Wator exarﬁple 159, -

r f o, exa ps ,Ato
BB O™ St SRR g o & e thigkole and step C was
;Pélrfﬁmérdewwli ADiSstetralyol: Gpymed. hyI AH1,2,4-triazol e.
Example 320 - . -
2- Met hyl - 5~(pyridin-3-yla zol e- 4- car boxylic
aci d (4-net hoxymst hyI -thi gl;%?ﬁ%lw ?) am de The title
%@ rleg él SP): me = 362.4 (MH—H was Frepared
Ft &ar?ﬁfft YliII’SﬁO Stiggple-Acaborylicacih(4pmathy!-féatob2rmamide
u5| ng 3- am no-pyridine and step E was perforrred usi ng
Thertitlhaxypetihy] MSHiSR)o/2=yicams +HE)( R Bepdadd as f01crj example 159,

I - 2- net t.hi azo

?t 12{tﬁ‘%y?ﬁ ? ﬂé:p a2 of asﬁ??‘%megﬁ’rsﬂg Em?‘i’ r@e@gﬁ‘aﬂa@ﬁ@ anggtep C was
pergpmedising-meBglagifdsblutipn inmatep). epar ed as for

exanpl e 159, steps Ato C Step B was perforned using

2-am no- 4- et hyl t hi azol e a@fgnﬁ)t £ was perforned
usi ng di et hyl am ne (40% so I on |n vvater) Exanpl e
3 5-Dif uor o- benzyl am no) - 2- net hyl -t hi azol e- 4-ca
‘ %gg{?ﬂ[ﬁ 1fuogor Hh aﬁﬂflﬂ%f? gty hrazole ‘J}TFz)ri;QWhG@Cfdﬂéfcﬁ’mdvé-ﬂuomm R

conmpound, M5 (ISP) m e =pB&4)OahiMeH +), was prepared
as for exanple 159, steps Ato C. Step B was perforned

’Pﬁé %? rgr% H{)Jlgl? g‘?];ﬁ%l L aég%gr@{[}\qléﬁ%t, %Pés g:ke\é\ﬁ%deasjggexample 163,

steps Ato C. Step B Was performed using 1-bromo-3,5-difluorobenzene and step C was
performed using 5-amino-3-fluorobenzonitrile.

Example 315

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

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—Diﬂuorof11ethyl—pyridin—3-ylamino)-2—methyl-thiazole—4—carboxylic acid (4-methyl-
thiazol-2-yl)-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



5-
(5- Cyano- pyri di n- 3-yl am no) - 2- net hyl -t hi azol e- 4- car box

we@homw/oagisd (4- met hyl -t hiazol - 2-yi)-am de The PCTIER2006/000090

conpound, M5 (ISP): nfe = 357.{s(MH +), was prepared
as for exanple 163, steps Ato 8 Step Bwas perforned

. ,UQiM@:h%MﬁﬁQﬁ&ﬁﬁ-QLﬂﬁnﬁroZ@ﬁfQ? ie-t4[Jﬁlhgoggﬁggc?%g%%%{chgﬁ‘%@&zol-z-ﬂ)_~
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per formed using 2-am no-4-nethylt

5- ( 2- Met hoxy-et hyl ani no) - 2- neE¥dA - t hi azol e- 4- car boxyl i

c acid (2-nmethyl -pyridin-4-yl)- amde The title
chmpidarcinphing KBYISIN 3/ =300 UMY, th GG BOBE e 159,
A2t A 5o Rp® At RIS ke ain Shepet igrole and siep C was
peferedatingsd-pyimpysttidiny.et hyl ani ne. Exanpl e 325

5- Cycl opr opyl am no- 2- net hyl -t hi azol e- 4-carboxylic acid

(2-met hyl - pyridin-4-yl) - angd itle conpound, MS
(ISP): me = 289.3 (M+ H), \%gggglréepared as for

I 9,.steps Atag C. Step B was perfornmed using 4
F - i e R i Bleenle o canopie faod (b hety-thiazol-
usi ng cycl opropyl am ne. Exafplemiie6
5- (5- Fl uor o- pyri di n- 3-yl am no) - 2- met hyl -t hi azol e- 4- car

Xy j v -t hi l,-.4-yl)-amde The title
e aat S MR TIsPh /L 880 0 B 5 birersisyi epmple 159
HePst Hrtocheabisp S Mp4 pesfouped Asing EamStcep-rizthdthipeld oidetp C was
p@fd}gleﬂqﬁfﬁg@%ig@lyﬁhmét hi azol e [ CAS. 103392-01-4] and
step E was perfofrnmed using 3,5-difluoropyridine.
Exanpl e
3275- (2- Chl or o- pyri di n- 4- {¥amPKIL92- net hyl - t hi azol e- 4-

~EAFDOXTI I dei U™ (2 et hy Mt hi azel-==4-yI¥ -~ am-de - The - - . - v oo

2iM¢tbyleDipaidin.3-Wini(doSRhiaz otk &-GrS6§1i0 a&iﬂ/gﬁni"e)thylyﬁﬁ [1,2,4]triazol-
prepared as for exanple 2]:{;%)& elﬁs Ato E. Step C was
performed using 4-am no- 2-1r ]tﬁw fi azol e [ CAS

103392-01-4] and step E was perfornmed using
Blecmﬂl%%nmomﬁd%gfﬂﬁaﬁ me/e “ER30mp (814329, was prepared as for example 115,

sepl I €31E081@p BY Kl Brrnd PH RO -2 T LV s Nl B2 QL SR dr &AL
geg(ﬁx Fe aci % (t4-ar‘rgt héﬁ i tcﬁ?@&@%%_a%mﬂ@%ﬁme U s(%ep E was performed
hyl-4H-1;2,4-triazole.

using 3-amino-5-me
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-+HT), 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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2-yl)-am de The title conmpound, M5 (ISP): me = 366.0
(MtH +), was prepared as for exanple 163, steps Ato

wG20081004888 was perfornmed using 3, 5-di chl oropy PCUER2006/000090

and step C was performed using

2- am no- 4- net hyl t hi azol e. n’p% e 329
i az

oy e A eﬂ*z% AR SOt tianol

conpound, I\/S (ISP): me = aBll@kaH +), was prepared

as for exanple 223, steps Ato E. Step C was perforned

- Theé tige 2o0mipotad, ‘MHQISE) | folné az33h @ ﬁ‘MﬂHsf %s ré‘}ﬁ?ed 3 for example 159,

ger 4R|r:ﬁr(r)e§r ngéB;E? WﬁsrP or P %1‘%]6%02 -amino- 4 met ylth1azole and step C was
peiaretadydsingtfi, adfluerabenaylind | ¢ aci d
(4-met hyl -t hi azol - 2-yl)-am de The title conpound, M

(ISP): me = 350.3 (M-H +) pared as for
exanpl e 223, steps A to EEgﬁﬁﬁ gg’\e;vas per formed using

m_no-4-net hyl thi azol e and step E was perforned
%’s PRy YSLCRYT ’é-34¥1?*IF1H&)@p?’feﬂﬁﬂ‘rﬁ]@lazc@rﬁtqafémmh@iad (4-methyl-thiazol-

I ntermedi at es Exanpl e A 5- Agiogpigei m di ne The conpound
was synt hesi zed as descri bé\gﬁi n TJ. Kress, EP 139477

r|d|ne The
O R E BB G MY PRS0l 2 SR B H ARk Prepared st togxample 163,
37@2@020@0%818 BAfas @S{Efnnhﬁi Wit Al’nﬂrdihﬁoj}#rédme -3- carbc;nﬁtnle anddstep C was
e g[gﬂﬁ;f he,_conpound was synt hesi ze
Igegﬁ%lgggr Fégg %}rl:llngog ﬁh}-azﬁl et m;l . Am Chem Soc.
1946, 68, 1039-49. Exarrpl e D
2- Et hyl - 4- ami no- pyri ni di néxPmleBdpound was

“'synt hesi zedas-“descri bed i'n - DJ:-- Buurmann et -al, /-

- Makory-éBAdmino)-2-methyl-thiazole-4-carboxylic acid (2-methyl- pyridin-4- yl)
amide

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 using 2-methoxyethylamine.

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—carboxy1ic 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 E. Step C was performed using 4-amino-2-methylthiazole [CAS 103392-01-4]
and step E was performed using 3,5-difluoropyridine.

Example 327
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24, 1377-80. - - Exanple E 5-Brono-
ryridine-3-sulfonic acid am de The conpound was

weoeypnmichesiszed as described in Y. Mrisawa et al PCE/EP2006/000090

Med. Chem 1980, 23, 1376-80.. gsanple F
3- (3~Brono- phenyl ) ~I - net hyl -1 H pyrazol e The conpound
\SaQ-Shiltr hogiidid4-ghnsiascpihad lLtﬂla%leB@E&ter}tyh@haa (52 -{¥hyl-thiazol-
2002038568 Al . Exanple G 54 | or o: 3- net hyl - pyri dazi ne
Step | 3-Methyl - pyridazi ne=2- o?&?“lijé 3- Met hyl pyri dazi ne
&10 g, 106 nmmol) was dissolved in 62 nL acetic acid
hel tig dompenndVISXISR): (8O=%6610 (Wat+HY ), v&B prtpar&bs fomekdmple 214,

Y5 ﬁqg%dSt %@vfa??gﬁbﬁ{‘edrﬂﬁ £ SiRs. 2%%&?%&%01& Eé%é"foswz 01-4]

he sofvents wer evapor ate
%Stﬁhﬁéﬁs eeriprmebesing 2-ghloee-4-ipdenyridinezed with sodi um
carbonate and extracted three tines with
di chl oronet hane (150 nL eaghinpld Bgs conbi ned organic
extracts vvere dr| ed vvlthmagne5| umsul fate, filtered

t .
EhPs DR Bl vt Lot A Bl G syl hazol:
t he deS| red pr oduct was obfgl)redides a white solid (800
ng, 6 %9. Step 2 : '
@hé\/ﬁﬂg¥5m§oﬂﬁc§ rMSQYEfP)dﬁ?é n%’6§ g(é}l-gﬁ ), 172§ @r%ﬁd) as for example 163,

3 yridazi ne- I'- oxi
PR (4 SR Bavasipegiomaed ufing 15cd191@1pappmr1meu a@datq‘poc was performed

(8nd7-arlino-Ulméthytla)olwas added dropwi se and the
reaction m xture was heated at reflux for 4h. The
reaction m xture was careful | ed into crushed ice
and the m xture was extra xga@«ﬁ%% times with

~‘di cht-oronet hane (50 nL. each). The cofbi ned organic:

8l thyt-5-(Aemethyl pyetlinids flanvirphebiavote dutdealic hiid (Soadhyl-thiazol-
and evaporated. The crude p Bdeﬂﬁ o(270 ng, 42 % was
used wi t hout any further pury fi catl on for the next

ft e P Step 3 +

he tfle compound MS (ISP): m/e = 346.3 (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 4-chloro-2-picoline.

Example 330

5-(4-Fluoro-pyridin-2-ylamino)-2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-
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.

Synthesis of Intermediates
Example A
5-Aminopyrimidine

The compound was synthesized as described in T.]. Kress, EP139477 A2.
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4- Br ono- 6- et hyl - pyri dazi ne-1 - oxi de
6- Met hyl -4-ni tro-pyri dazi ne-1-oxide (270 ng, 1.74

wonwle)o7yeas di ssolved in 2 nL acetic acid, acetyCT/EP2006/000090

brom de (650 nL, 8.7 mmol) wasjgglded and the reaction
m xture was heated at reflux for Ih. The reaction

m xture was poured.into crushggige, the mxture was
neutralized by addition of sodi'um hydroxi de and
extracted three tinﬁs wi th dichlo onqth%ge (50 nmL
each). The conbi ned BRI RRRFHPRY RGN i ed wi t h
magnesi um sul fate, filtered and evaporated. The crude
dihe dompowad wpusyinfliesidedys ddsadiedtin Gkt egal AWID2002069158 A&,
gel (heptane/ethyl acetate 80:20 -> 30: 70 gradient)
and the desired product wa Lped as a light brown
solid (150 ng, 45 %. StepsEzfama

5- Chl or o- 3- et hyl - pyri dazi ne )

4- Br omo- 6- net hyl - pyrnenezNndbyl-heppenssyliomemide 0. 79
mol ) was dissolved in 5 nL chlorof orm Phosphorus
fThe chinpbiake wabdShthiegized a68esomidd indis FALN@Cetial) 1A, Chem. Soc. 1946,
¢Bl950f8rm was added at 0 OC. The reaction mxture
was Stifred at roomtenperature for 36h and then
poured into crushed ice. The m xture was neutralized
by addition of sodi um car bdixatplealdd extracted three
times with dichloronethane (50 mL each). The conbi ned

organi c extracts were_gied Wihh JBgNgsSLUm sul f at e,
filtered and evaporated&hfhé'éru pr%@bct was

rified by flash-chromatography on silica gel
?ﬁ%ﬁ%ﬁ%‘f@ gt SY&@EF&F% aggesoribed 1 134y Buyrgiaggickab Y- BggChem. 1987,
pha3d@es0r ed product was obtai ned as a brown .oil e

(70.ng, 69 % . Exanple H 1-Methyl- IH [1,2, 4]

triazol - 3-yl am nel - Met hyk3-ﬂ1itr?e- HI1,2,4-triazole
(synthesi zed as desribed in"R ddl eton et al,

Synthesis 1984, 740-3) (613 ng, 4.8 mmol). was

di ssol ved in 6 ni>-Pentapplidinpatiulfenismcishaneidar coal

(10% 51 ng) and hydrazi ne nonohydrate (543 ng, 11
mtdmjg@{]rﬁi RIS HthedinR1 4sQREIHRA iM Y XA ISk BaWAS al, ?.fMg%s Q%ﬁgz. 1980, 23,

@é? %) . Pal I'adi um on charcoal was filtered o

S with nmethanol . The sol vent was evapor at ed of f
to yield the title conpound (469 ngy, 99% as a white
solid, M5 (ISP): me = 98. ExaMple F Exanpl e |

5-Di fl uoronet hyl - pyri di n-3-yl am ne Step

3-(3-Bromo-phenyl)-1-methyl-1H-pyrazole
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 mmol) 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, neutralized with sodium carbonate and extracted three times with

dichloromethane (150 mL each). The combined organic extracts were dried with
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fS-Difluoronethyl -pyridin-S-yP-carbam c acid _ _
tert-butyl ester (5-Fornyl-pyridin-3-yl)-carbamc acid

woeode/ousyl ester [ CAS 337904-94-6] (1.75 g, 7rermemioy/000090

was di ssolved in 40 m dichl or gwet hane.
D et hyl am nosul fur trifluoride (3.8 g, 24 mmol) was

atgpadiumrsdl fits, eﬁlfee@tetn@dﬂfaﬁwﬁddf Thd@®ds brdduefhwa puiRAby three
reac |on m Xirure was:

e h
GRRER D it BRtiom SR agaghe daFisohtngl a5 a
’whetxtsomm)d nid)6@6).ti me Vi th 100 ml di chl or omet hane.

e .organi c phases were pooled, dried with sodi um
te .and evaporated. The cr ude. product was purified

byMedhab b-ithe @Hb oG aplbkiddhept ane/ ethyl acetate 1:1) -
ellow solid

?%%wﬁp 5re SRR P BE A DTG SB R 8 Ao cone. slfuric

ayil aNitrie a&l&{(ﬂlﬂ HIQID q@ﬁl’ﬁ}él)"v@)f ﬁﬂ@édﬁrgpﬁﬂs} aﬁ@fmcgmﬁ%ﬁ:ture was
%}ert but (0.30, ¢ .2 mol) was dissol ve

iR ate‘ie éﬁt@%@eaﬁwnsmm@e Was caefally pgurad inpsershsHice and

Vbﬁﬁﬁm&ﬁd@ﬁs xR tddeBede taRes Wit SicBloYRRetBhihd (BdnRLadh 2GIFH(§:
erature for 2h. Th reactlon m xture was quen
ng’d“&ator%ﬂmo@ﬁfz@s ieresgpied Wiatoegnessin sylée, diigred and evaporated.

E‘Ké el @eodut ©0thhdTR2Wh @asﬁge@%’tﬁbﬁlﬁq &t SurifitdBon for the next
ar gani c?)g%asegﬁwerggqpoojl ed, dried Wlt g L}%rl FO THhen
Fﬂg‘ evaporated. The title corrpound was obt ained as a

Btre\yn oi | (0.158 g, 89% Exanpl e J _
phenylanmine Step | |-(3-Ntro-
SIIXiey| - | H-fL2,3itriazol e

6 'I\Mhﬁoé—ﬁrtﬁi %ﬁld@gf@ &%1167@1%8%%) %ﬁ éﬁssg)lvezgn 2 mL acetic

re dissolved in
‘{‘m;? r?’éftg\ﬁﬁr@ml‘ilﬂ @6 e, Semmphlewgscasded amd fhiexeagtionwaisture was heated
Strefliefbr ah. BRAC RN n?iucgl?ﬁétsleras Egﬁrea%%g%sﬁeéf@ Cthe mixture was

5t
S RDeH o1t qpn sodm %ba@%désﬁc‘ié%?@@ﬁe; times with
dicBoMihéRa O¥hD) edchHh. Tﬁle’c%{rﬁllr?ergi cﬁg ezitﬁc S, Wi e Tl?d with

| -(3-Nitro-phenyl)-4-trine riazo

agnesiginy syt a?%ﬂlt?ﬁ‘?é lend gyaporate %@tcymcgmodmirwaﬁ Ipunﬁecblbzy flash-
dRohifogtdpMy O%er?lcggel dl%t Hgfgéh%l AElafe & r>“33q) R i ) g 1|entl) gad the

enper &t ur & f on mx urewa
sirp Bragyrt wasobsainechah light hm'wn 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 silica 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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with water and brine. The organic |layer was dried with
magnesi um sul fate, filtered and evaporated. The crude

wonomwcisswas purified by chromatography on sil PCEge106/000090

(hexane/ et hyl acetate 1:1) and2ghe desired product was
obtained as a brown solid (9.96 g, 82 %, np 80-830C.
St dpMatidB3knifio31 Hli 4 thazb}e)/(ls heed apidegibed in RW Middleton et al,

- |
RO e TN s ———
PaIHa eﬂlum emcloirenat GIAP6, G108%) adhyrdgyinsenenahydede 6543 a1 mmol)
reqgedd Q@dég‘al’f‘hg E%ﬁ?ﬁh@g ﬁ‘ﬁ)ﬁjﬁfer &l fh&ea f(ﬂ'yf ?ngﬂla??.{m %g charcoal was

for_36h ar coa

vva@ifébed\/\ﬁ’ﬁf ﬁnﬁéﬁﬁb%wﬂrﬁeetb@weﬁhe mlgeré\ffaqzscﬁvap@r@,tedf off tt@ yield the
| eltd cbhfpothll I(£s9e8 Chs @ 8vhteQolid, MAYU TSRS AR 084 0 Wi+

>s/olld hfp?l 7(30 g{?@%eKS- - §/ql-?;mdazo-‘(\pf

1-yl)- phenyl am ne The corrpngmd synt hesi zed as

described in J.C. Zhou et 002008199. Example L

| - Cycl opropyl net hyl -1 H- pyrazol - S-yl am ne

3- Ami nopyr azol e ( 2-Dghgro@ethyhpyridine~@adiiesol ved i n 30

m  DMSO. Pot assi um hydroxide (4.8 g, 86 nmol) was

gpled and the mixture was stirred at roomtenperature

Kfﬁpﬁﬁl%rg%@thvf- HREHAYL bl %Mﬂe%s‘m% (fs? 90 32

Wwas addet and Strrri Was contrnoeda at room

T i A L A ST 7 .75
B W&%@f%’l‘@ i A@ md dighinremstrsesDisthvtamivosdir triflienide (3.8 g, 24
Widl) wedidawds Whfl @E@re@&%n@ﬁﬁﬁ@k%ﬁ@tlrr—gﬂ &t ¥ temperature overnight.

THE-EREPE sl e e a1 SR of S BhfFtoReF 7 3gution and

e},tra’e’téﬂ@ﬂlrdéx‘almlxelﬂMlOO ml dichloromethane. The orgamc phases were pooled,

B B 08 AL PR A U s b 1
G %&m&g“{ (heptaee( afﬂﬂpﬂ @cé¢tatgsl: Hgarﬁl QJ,eZ}tier coﬁlhpmmdewmjd)btamed as a

VUOWsEEd (0THes 198,)f egi osonmers were separated by flash
chr onat ograp%]y and the title conpound was obtai ned as

Feppown oil (7% . Exanple N
4-Cycl opr op¥l -t hi azol - 2-yl am ne
5-Difluoromethyl-pyridin-3-ylaminé

(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, 89%).

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.
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A sol ution of 2-Brono-I|-cyclopropyl -ethanone (CAS
[ 69267-75-0], Indian J. Chem Sect. B, 22(9),

woe20(ch98&3)y (1 g, 6.1 mmol) and thiourea (0.481rgT/EB20D6/000090

mmol) in 15 m of nethanol wasipoefl uxed overnight. The
sol vent was evaporated off and the title conpound was
Ml ned as an off-white solid (1.38 g, 1009 . . Exanpl e
- | B pyrazol - 3-yl am ne

1920l 51) were dissol ved in 15 ni

DI(/E(DhtIBep}myl)umrhnéﬂmkﬂﬂﬁl (2-@ ,m 116G ola@by g"‘@@nﬁ?&?ﬁ’%%

R G VR N R

‘adtiedatamfos D4l IThe geateisn @rﬁﬂtﬁltd’}w@dlﬂited WERSTRREL AR washed
The r.eactian, m xt poured intq 100 m

ey e LR er i eR el o oee et pyfate, Gltered and

mpbalt@l Thberwalegacd et PASSESH MR hPORARErapl Iggqlhm kh
r.egi

te d rat d. The t
GRFA T lsRefs 1) S lBROCRr Sincigt upaptaingt ssvbromeselid (996 5
S0P anpdove3sCobt ai ned as a brown oil (0.824 g, 25%,
M5 (ISP): me = 142.1 (MtH +). Exanple P
é-eBgom)- 5-fluoropyridine Step 1: _
1 No-5-brornopyridine: To a ice-cold solution of

211,838 i ol 9-vimphen¥im®edi um hydr oxi de and 40.7 g
(0.255 nol) of Bromne in 340 m of water were added

123-ligo{pheaAd- 1H( 1),2,6ftriexierds.66 ag,| 51 ail«iﬁhbl)aWefé dissolved in 300 ml
tur S o, war m

PO 6000 157 SR Aol A ) S o o

rep@ionggiRtetergpsistioed withspdsogen batleomfdr@dkdP4liadamobn tharcoal was

il Bﬁrrﬁﬂﬁrﬁsﬂé@wny}ﬁetﬁmoyﬁe phigse m%xﬁtrweato?fjto Yl%lﬁ the title

t t three tinmes wt
C?th)rgé]ﬁlar}g 3%11)(1185/(?61/%}1%3{%/? tf-white solidrmep HoidCned or gani ¢

phases were dried over magnesium sulfate, filtered and

concentrated in vaccuo. CoBﬁﬁﬂlsle&i on in vaccuo
yielded 39.1 g of a dark brown residue mhlch was

purified by fla t.0 1y(he ethyl acetate
1:1) to yield tﬁﬁe(?a{[&gﬁégﬁ%&ﬁﬂﬁ("ﬁ Ia'ﬁe IEPOWAC sol i d
total 70.2 g, 70%, M5 (ISP): me = 173.1, 175,1
prpoust avas syntResiied apd Gofibadind Y Zhdiireal, W@2002008109.
cool ed solution of 10.0 g (0.058 nol) of
3- Ami no- 5- br onopyr i di ne |nE§§nI%¢Lof 50% o
Tetrafl uoroboric acid was treated by dropw se addition
of a solution of-CfeldProBylmethyl-1H-pyrazol-3-ylamine

3-Aminopyrazole (2.43 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
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 sodium 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

2-(2,2,2-Trifluoro-ethyl) -2H-pyrazol-3-ylamine
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(0.06 nol) of sodiumnitrite in 13 mM of water. After
stirring for Ih at -80C, 150 ml of ether was added to

woOherslessm suspensi on. The crude di azoni um sal PCWER2006/000090

filtered off, and washed wth-gpher. This crude salt
was then added in portions to 200 m of toluene heated
dhe gileCongfcuad, M3 (ISPhgmfos 168. @CMQBUQ w&mre@a@ams%r example L

R Th el | ow resi due wa

Simece SR il L Y AR ekl b
bromptogrephyzehthe aﬂg mmpdmmw@eolmhacﬂ ambromeoﬂ (7%).

resultl ng sol uti on was extracted three tinmes with 200

m of methyl ene chlori de. gpﬁ@l ned or gani ¢ phases
were washed with water, dried Oover magnesi um sul fate

and concentrat ed. Th%}, ude material 15.4 g (brown
oil) was purified b§ (VSRR P?QIT%YIPWG( 10 nBar,

d | ded t
cg%élﬁﬁ F4uas) S ladobd Aheoae) CANE926 7k s Indigef, Chem.
SoditHB, 22(90) S10E983) (1@rmpnﬁﬂ<sl) ehd tm@mg@ro@m f@[ m&h@n in 15 ml of

I eteroaryl whic

bstiegF 7B Bttt B shenbpesmmaoriesd ol mdshe it compound
Whumh‘tmned)ﬁmmoff—&&ﬁﬂa@ohdi(l-ﬁ g-1abdeyl . Q Q al koxy,
-0 (CO-C 1-Cr-al kyl, C3-C - cyc oal kyl, -(CH 2)mRa,
wherein Ra is -OH, CH 2F, -CHF 2, -CF3, O C7-al koxy,
C3- Q- cycl oal kyl, -NH(CO) ~CExgaiglead kyl , or -O-(CO-Cr
Cr-alkyl; RRis H CG-C7-alkyl, -(CH2)mOCr

5on i, s g S+ (o

BFrERAd é 23 5nr9¥>1i) %ﬁ%@%ﬁ\%ﬁllﬁl §5 %%MQPe M&(smm rhydromde o

optlona Yy 'subs’ uor-o; eroa
%ﬁ%,g’éﬁ amgl mgddﬂﬁr@dhbyl@urm s sﬁllrtqﬂl at rec(rﬁ:@)mﬁr@l;ure for 30 min.
- ) or_ar
SR 120 B ol R s BleFlpigpued
T@Pnaﬁempaﬁﬂrer@temlgbtr Vhe piartion mixurepydsqroairéd/inse ban it bitiescand

&Yr_act‘é%[ ?3?@ 8%13:2@{19100]‘ 111111%5@ afpc%:gn’?hef z%%amcgﬁlasef we E?o&ed dried
w&lémlwnrszal ats aiyl evaposdted: The R reghoson@rOvereGapaatey by flash

ch@&h'at%)éfébﬁﬁ an%&o%ouﬁd%’s otatnel AKX Vn OS'HE 834 g, 25%), MS
M+H™).

(ISP): m/e = 142.1 (

Example P

3-Bromo-5-fluoropyridine

Step 1: 3-Amino-5-bromopvyridine:

To aice-cold solution of 31.8 g (0.79 mol) of Sodium hydroxide and 40.7 g (0.255 mol)
of Bromine in 340 ml of water were added 42.0 g (0.209 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 to 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

vielded 39.1 g of a dark brown residue which was purified by flash chromatography
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G-C7-alkyl, -NH(CO-0OC1-C/- |I; or -NH(CO-Cr
Cr-alkyl; or -OCH2F, -OCHF 2, -OCF 3; or -S(O

wa2086/07¥d8erein Rf is C1-C7- |, -NH 2, -NH C - Ce@1/airkonb/000090

or -N-di(Cr C7- alkyl); or hetsdroaryl optionally
substituted by Q Qalkyl;R4 is H Q Cy-alkyl or
@qpta;@égthyl@c@tc)ldl) tayikld the title sorhpdwndlys adsrowdlsblidtotal 70.2 g,

9@(%% gﬂ;tpgcﬁ lgl%clc%%??#’gr}iﬁl ts thereof. 2.

the 'génera a (I) according to

cl alml Whereln Rl is aryl or- heteroaryl which are
211 } tHE ptidigeby one or nore -OH, chloro,

fluoro, brom) ‘cyano, Q Qalkyl, -O(CO-CrC 7-allcyl,
m Ra, wherein Ra is -OH -CH 2F, -CHF 2, -CF3,

-(CH 2
6$at F@O?:§°Pled eplutipmpkdn.0 g (G.038 121)31) wf G-BmiinGB- ]ﬁh@yipyndlne in 59 ml
685096 Tedtefl@nblotic acf@whsstrgtg @;} &% Cgmse Q&a'it %FEQ?IuUOn OF 419g

Cr | kyl’, - Cyc

W@B}i R oS oiBmatrtn 1m0 of Ve veer @gﬂ)és ey th #bIGII50 mlof
etheiawyd 4ddeB tOhe dby%xho &lsbyﬂl&(ljorg rrha wddeQﬁazBﬁf@ﬁ oF: 13 %&%{s MR&Doff, and
@Es@leg %%F%ﬂr i3 %:sztil L8 hfx é@ggv&ﬁeﬁort?g}s%g %%nl lé?gp(fuene heated
HIROPG mft@dtlrrmgjof)]/h all }yC, thhld2ganar phat edoncaltiated. The light
yéeglgg’l r@ﬂ%ﬁ&as s%n?lé% IB%O @%&?’ra]ty}%n% the gﬁé&%ﬁhﬁteg to 11 with 32%
so@t@qﬂayéromc@ sgiutign. ”E)lpe regi{lting sol mﬁon whseerx@nanteéfthnes times with 200 ml
@r@tﬁiﬂéhé chlofitt. The t&!ﬁb&ea o%a%ﬁ HasesCWere Nafdel (x@h $atlf, dried over

net oaré/ % subst 1 t ut e
Bg%geg ulgwulfa yandsopeentegt g‘ﬁﬁﬂu atergal 151418 (@rmn oll) was purified
b}c‘{alcdualdksyillatlcm (1$) riBdr, @5°€) and yielded 5.6 g (0.032 mol 55%) of the t1t1e
compound as a colorless oil (ISP) m/e = 176. 1,178.1 (M+I—I+)
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as well as pharmaceutically acceptable salts thereof.
3. Conpounds according to claiml1, whereinRl is aryl

wonotsaresoar yl which are optionally substitut edCDEP2W6/000090

or nore -OH, chloro, fluoro, Qr%go cyano,

G -Cy-alkyl, @C 7-al koxy, - )-Cr C 7-al kyl, C3-C6-
cycloal kyl, -(CH 2)mRa, wherein Ra is -OH, -CH 2F,
_CF3, OC 7-al kocy, C3-Cb- @%%?al kyl , - NH(CO)-
QQalkyl, or -O(CO-C-C 7-alkyl; R is H,

Q Cy-al kyl, or C3-C6-cycloalkyl; R3is QC 7-alkyl;
(CHZ)mRb wherein Ro is -O-Cr Cr7-al kyl,

YF theeRErabr fgd heterocycl oal kyl,
aryl optli())&r}a}(*gy su%stlrtautoglgﬂ%e( FI uoro, or heteroaryl
optionally substituted b QQ/ al kyl; -(CO-R C,

wherein Rc is -O(CH 2) -C6-cycloal ] <yl, or aryl;
C3- C6-cycl oal kyl; or ‘5 or Henmber ed heterocycl oal kyl ;
or aryl or heteroaryl wki are optionally substituted
by: cyano, chloro, fluoro, Yor , CF3 or

-0 Q Cy-al kyl; or -(%)) R d erelnR )IS aC

7-al kyl, NH2, or - | ; 2- ( 2) m Re,
wherein Re is OH C _gCral kody, 2, CF3, NH2,

-NH-(CO) - Q Qal kyl, R—NH-(CO) OCr Cr-alkyl: or
-NH(CO -G -C 7-al kyI or -OCHF 2 or -S(O 2 Rf,
v\’r\%_ere'n Rf is QCy-al kyI -NH 2, -NH-Cr C7-al kyl or
al(d C 7- alkyl); or heteroaryl optionally
substituted by QQalkyl; R4Ais H QC 7-alkyl or Cr

s G T U Ry B8 5 2ors e,
Conpdiuuds, moeany, dyang, €CoCglalltyinCl,Cwdilessyl fORBQ)sC,-Cy-alkyl, C3-Cq-
T M YR T e
Cs-Cg-cycloalkyl, -NH(CO)-C;-Cy-alkyl, or -O-(CO)-C;-C7-alkyl;
R*is H, C;-Cr-alkyl, -(CH3)m-O-C;-Cy-alkyl or C3-Cg-cycloalkyl;
R%is C1-Cy-alkyl;
-(CHz)m-Rb, wherein R is -0-C;-Cy-alkyl, C5-Cs-cycloalkyl, 5 or 6 membered
heterocycloalkyl, aryl optionally substituted by fluoro, or heteroaryl optionally
substituted by C;-C;-alkyl;
-(CO)-R", wherein R is -O-(CHj)m-Cs-Cs-cycloalkyl, or aryl;
Cs-Cg-cycloalkyl; or
5 or 6 membered heterocycloalkyl; or
aryl or heteroaryl which are optionally substituted by:
cyano, chloro, fluoro, bromo, CFs, CHF,, C3-Cg-cycloalkyl, or -O-C;-Cy-
alkyl; or
—(CO)—Rd, wherein R%is C;-Cy-alkyl, NHj, or -O-C;-Cy-alkyl; or
-(CH2)m-R®, wherein R® is OH, C;-Cy-alkoxy, CHF,, CFs, NH,, -NH-(CO)-
C;-Cy-alkyl, -NH-(CO)-0O-C;-Cy-alkyl; or
-NH-(CO)-C;-Cy-alkyl; or
-O-CH_F, -O-CHF,, -O-CF3; or
-8(0),-RY, wherein R is C;-C;-alkyl, -NH,, -NH-C;-Cy-alkyl or -N-di(C;-Cy-
alkyl); or
heteroaryl optionally substituted by C;-C;-alkyl;



-(CO-Rd, wherein Rdis QC 7-allcyl, NH2, or -OQC
7~al kyl; or -(CH 2)mRe, wherein Re is OH C
wQzemlkersy, CHF 2, CF3, NH2, -NH (CO -Q -C7- aP&YIEP2006/000090
-NH (CO-O0C-C 7-all<yl; or -?@L(CO) Cr Cr-alkyl; or
-OCH2F, -OCH 2, -OCF 3; & S(O) 2-Rf, wherei n Rf
Cr 2l kyI or -N-di(Crr
Pg;? II_ITS; ‘&)ﬂ'yl redt§I|(;|rC ?{\H% >substituted by
Wigy - ]atOk%lI 5. Conpounds accor d| ng to claim4, wherein
f he group conS|st|ng
%?\:}eﬁg‘;?g@“ gg&é%?gﬁghtg?fe%iggz% '§24- car boxylic acid
(6-nmet hyl - pyridi n-2-yl)-am de;
5- ( Py.rddthpoudds b | cid
P 0151% henl)? ﬂ%egr@hﬂer%ﬁﬁﬂaeflﬂceﬁrdﬁ@% defmAC
5 5-(Pyridin-3-ylamno)-thiazol e-4-carboxylic acid
(6-chl oro-pyridin-2-yl) -am de;
5- (Pyri di n-3-yl ami no) - t hRAzol e- 4- carboxylic acid
(6- bromo- pyri di n~2-yl) ~am
5-(Pyridin-3-ylam no) - zoI e-4- car boxyli cacid

(4-nmethy -thiazol -2-yl)-amde;
5-(Pyridin-3-ylam ngp-thia 4- carboxyl i ¢ acid
(2- et hyl -t hi azol - 4Q§I i %i\\ éX
5-(Pyridin-3-y|an1n%&pk azolSe- 4- garboxyllc acid
mt ol yl am de;
5- (Pyridin-3-ylam no)-thiazol e-4-carboxylic acid

et hyl -pyridin-2-yl) -amde;

f%yrldln 3-yl am no) -t hi azol e-4-carboxylic acid

& t arfllon betenaerylywWhiglyare dptiealylshbstanied 63' one or more -OH, chloro,

o 2 (3 ol BELAN ch3OHAZOL ity AULRRILEL AR (TR Werein R

lic aci
5- ( 3 i<Wl yrsiHp -@EBzxa@EzL ot -QH (@0 RG)- (I;Jail@zz;ol e- 4- car boxy

bi
E?is( 3@§ Cdb@{]%@ 121756 g‘ézoopl o )ﬂkg}ﬁ)ﬁw%i Corrdoddkes 4- car boxy
isc 4ai@-4Bylmet hyl pyridin- 2-yl)-ami de,
5-(3, =V A40) I ar boxy
lic ag}?)ng{ b%’k&%bnyr [ 18.4? élz%i/%gyp gﬁ’ncgﬂ gﬁ(el f
15 5 ( 3;6@)- Rétvﬂyetem Rbmaﬂ}KCHz)}gL@m@clbﬂkyaz@l Ryl4- car boxy
c%c(? I-thlazol 2-yl)-am de;
(ZR/E nﬁc& EllnSyIamno) t hi azol e-4-carboxylic
ac i daxyb onhd:tbl;olary}bwhmﬂn ane @ptionally substituted by:
cyano, chloro, fluoro, bromo, CFs;, CHF,, or -O-C;-Cy-alkyl; or
-(CO)-R’, wherein R? is C;-C;-alkyl, NHy, or -O-C;-Cy-alkyl; or
20 -(CHz)m-R", wherein R® is OH, NH.,, -NH-(CO)-0O-C;-C;-alkyl; or
-NH-(CO)-C;-Cz-alkyl; or
-O-CH;F, -O-CHEF,, -O-CFs; or
-5(0)2-R’, wherein Rfis C;-C;-alkyl, -NHj, -NH-C;-C;-alkyl or -N-di(C;-Cy-
alkyl); or
25 heteroaryl optionally substituted by C;-Cy-alkyl;
R*is H,C;-Cy-alkyl or C1-Cy-alkyl-Cs-Cs-cycloalkyl;
mis 1to4;

as well as pharmaceutically acceptable salts thereof,

3. Compounds according to claim 1, wherein
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yl ) -am de;
2- Met hyl -5- (pyridi n-3-yl am no) -t hi azol e- 4-carboxylic

wacehw/o&ssehl or o- phenyl ) - ami de; PCT/EP2006/000090

2- Met hyl - 5- (pyridi n- 3-yl am no)lg4 i azol e- 4- car boxylic
acid (6-nethyl - pyr|d|n 2- yl)-an de;

et I%izf}l o7 heR Ja a-:[ ﬁ%ml(?};’ﬁlg}nﬁﬁdsgﬁ@eﬁ 'b?r'o(r:lg [)P r%)é%el: 1(‘)\'JE-I, chloro,

d th
gc II\/let %Mé@dm @’ano,:flly@ﬂ @rCVHaBm&V,e(M((d@} > Gptdlleyl, C3-Cg-
id

3 TP R RS £0 tgg: orco
aci d B NIREG Q- 11 2C7-alkyl @mQaIéCO) Ci- Cy—a].kylb |

t rboxylic
R W%%&%*%heﬁﬁ PO GaRo &Y e Getodif
K et BytCaalkydyr i di n- 3- yl ami no) - t hi azol e- 4- car boxyl i c

d 0 t
5° Mot Far DR L ooRE Tt 4 PO L S8 crslontlyly g membered
aci d hsterdvydoakd, #ﬂYLm{ItumlaH!;mdb)st-ltumﬁ Ishefluoro, or heteroaryl optionally

2- Met d I am no) -t hi azol e- 4-car boxylic
aci d %\Ytlshﬁ.rt&ﬁ)wg 143 p’henyl) -am de;

2- Met I‘()QOER‘( p\;herezhn RS B~—0)- é(hﬁh’)g)cg,t-ﬁg-a)z@d)a%kﬂ sraifIpxyl i c

acid g t(Ps
2- l\/bth | -5+ py dln 3-yl am no) -t hi azol e- 4- car boxylic

aci d %erﬁmﬂmnbmeihqtérpyyal@ﬂkyl o2- yI ) - ani de;
2- Vet - [ i | e- 4-carboxylic
aci d %%‘ ’Eﬁ‘%?%’ fafij Wﬂld:ﬁ a¥e OPTﬁﬂ‘fﬁ agtzu%ec? by:
2- Met i i y¢yaBo{qjorodilunrd; o, GF) oit H0-a ol Lalkylcar boxyl i ¢
acid (2- r@t(ﬁy ridi a4 yl)
2- Met hyl pyr gl n- ﬁ (I}’Y Wﬁ%&r sOrCe & BOIOr ¢
ZCII\/S g 5I f(CbbD@RﬁwhedelnR?ts QM) €AQ)-dio GI;lIFz, CF%, NH?, -NH-(CO)-
thylea azol e- 4-carboxylic
aci d (2 ?1 pyr WL% g%fh‘yiiﬂrde
-NH- (CO) C1 Cy—alkyl or
-O-CHEF,; or
-8(0)2-R’, wherein R'is C;-Cy-alkyl, -NH,, -NH-C,-Cy-alkyl or -N-di(Cy-C;-
alkyl); or
heteroaryl optionally substituted by C,-C;-alkyl;
R*is H, C1-Cy-alkyl or C1-Cr-alkyl-Cs-Cs-cycloalkyl;
mis 1to4;

as well as pharmaceutically acceptable salts thereof.

4. Compounds according to claim 1, wherein R’ is heteroaryl optionally

substituted by
cyano, chloro, fluoro, bromo, CF;, CHF,, or -O-C,-Cy-alkyl; or

-(CO)-RY, wherein R% is Ci-Cy-alkyl, NHy, or -O-C;-Cy-alkyl; or

~(CHz)m-R®, wherein R® is OH, C;-C;-alkoxy, CHF,, CFs, NH,, -NH-(CO)-C;-C;-

alkyl, -NH-(CO)-O-C;-Cy-alkyl; or

-NH-(CO)-C;-Cy-alkyl; or

-O-CH,F, -O-CHF,, -O-CF;; or

-5(0);-R’, wherein R'is C,-C;-alkyl, -NH,, -NH-C;-Cy-alkyl or -N-di(C;-C;-

alkyl); or

heteroaryl optionally substituted by C;-C;-alkyl.
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2- Met hyl - 5- (pyri m di n-5-yl am no) -t hi azol e- 4-carbox”lic
acid (6-chloro-pyridin-2- yl)-am de;

wa-20stonyds4 5- (pyri m di n-5-yl am no) - t hi azol e- 4- caCDEPFI06/000090
acid (6-nethyl-pyridin- 2-yl)-am de;
2- Met hyl - 5 (pyri m di n-5-yl anmn ‘thi azol e- 4-carboxylic

gc Il\/g t %Z(F 18P I)I/drsltat:r]r(i: aéﬂl_géo yllaé'ﬂ]) n erem ' said compounds are selected from
thd‘grauptms;btmgoﬁoxyl ic acid (2-nethyl-pyridin-

S eieTiaS syl minar ng%?r%ﬁ%rhsvlicm% Sraehylemyiting yig-amide;
gc Il\/g t‘S séﬁ {%Mog ga%da)dﬁhlaggli AL Qrbgacylltc Acid (3| hl%o Cpgx Bgl))(fmlée,

aci d5¢ Y@‘ﬂallllo?r- phielythjazo n4 -darboxylic ac1d (6-chloro-pyridin-2-yl)-amide;
2-Me L Z 3 -
oxytif(Y’Jyn&n(ﬁ lwumo?lga\gblgdi Eir%og)}lﬁgkﬂ@i BrBhR? 19}Lrﬁﬁn 'ZC}";H amide;

D b st ol isol o amid

bOX7E¢(Prﬂ@ h?4§l§n{iiﬁ5)hﬂ‘lhdiﬂea4itﬁ‘boﬁyli\é|a):rda(mrﬂ@th yl- tl1|1azol4 -4~ Cyé)r -amide;
e 0 zql e-

o 7P EVERP e {3 HRYgeT R oW o gp lanides

5- ( 55 pridingByylaohime)3thydzalet 41 0grbdxyiietabidl (6 tethdzgtidind 2 68 mide;

OS yl B&gxﬁ]alg 3‘-@3@1%635@15 gl?hyinz.esrbgﬂlg aﬁld] (6- tﬁ1ﬂg%r(ﬂmetllyl Cpgnlghn-Z yl)-

@)13(1 ei»c acid (6-nethyl pyridin- 2-yl)-am de;

S- Aan(@S@Hﬁétﬂﬂllséﬂkcﬁ@iflgmﬁl&aﬂh@%ﬂél 4- EarBSkﬁﬁc acid (3-chloro-

éﬁ% | or o- henyl )-am d
?Pé’h%fpl L(pyrldln 4- yI ami no) - t hi azol e- 4- car boxylic
aci d5((3,5€Ihin§ch)y1§§wLﬁwl)4-— lasiirtd); thiazole-4-carboxylic acid m—tolylamlde,

2 el st o sl am el et e i)
Qymbn%%fﬂ)ﬁnﬁwram n- 2-yl am no) -t hi azol e- 4- car boxylic
o ety e R e B R npacasiti e
HY}'F n(‘y6Y ﬂﬁ‘i‘ﬁa- pyri di n-

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

5-(2-Methoxy-pyridin-3-ylamino)-thiazole-4-carboxylic 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-
yl)-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;

2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-bromo-pyridin-2-
yl)-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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2-yl)-am de; _ _
2- Met hyl -5- (pyridin-2-yl am no) -t hi azol e-4-carboxylic

weache/ogeswet hyl - pyridin-2- yl)- anide PCT/EP2006/000090

2- Menyl - 5- (pyri dazin-3-ylamn h| azol e- 4- carboxylic
acid (6- nethyl pyrldln 2- yI) de Acetic acid 6-{

[ 2- nEtl\? I§’¥{dllg 3- y)fla%i/nﬁ)@{{h %lgt4hclar ZO| ic ac1g?’:l; bﬁl ]2 fluoro-

- ani No
Phoviyi hgmidh Sr(pyrldln 3- ylan1no) t hi azol e- 4~carbo: xylic

aci dZMetHgldj g{}&ﬂﬁ{ By)ll og'tﬂlaz&isz-\@l %?.I‘b 19%&1 éa— orq: iZ ﬂcuoro-

hyl I mdi‘n-5-ylam no
B ?Hjﬁﬁn droxynethylpyrldln- 2-yl)-am de; Acetlc aC|d

2 nEMMéth =5 ( @ﬁm— —ylamlno) thiazole-4- carboxlyhc acid m-to ¥11a jde;

am %\}I\F%byl% lréﬁlg,- é%r{lélp?%laggle 4- caraboxyhc ac1§ ? ﬂuoromethyl—

PyriBoi2yyl)-Bmideyr i di n- 3- yl ami no) - t hi azol e- 4- car boxylic

?C'NS% ?"%"Ttﬁ%gr'ﬁ?y AR S ksl S Beoseypridin--

hydroxy 6 nethyl pyridin-2-yl)-am de;

: ' : i i G
2 *(ngx— ik aCI 1Hiﬂ ?{g’ﬁaﬁﬁ]’lﬁ%g 'rt}ifliig%b‘lg’-é%{ag{{);x?lg«) ﬁcﬁgﬁﬁ%th%l—%yndm-&
g %%xynethyl 5-(pyridin-3-ylam no)-thiazol e-4-carbo

xyl i - Maghyd- SG@yﬂﬂidﬁylyWﬁthDJﬂhlaz%‘léLh)caﬁﬁxﬁﬁ) acid (5-fluoro-pyridin-2-

¢l opropyl - (pyri di n-3-yl am no)
'ﬁic¥ﬁi0Ie 4- carboxyllc acid (6-nethyl pyridin-

2 y12-Methiydts: (pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-methyl-pyrimidin-
ﬁ&&&_@utyl 5-(pyridin-3-ylam no) -t hi azol e- 4- car boxyl

g g (6-methyl -pyridin- 2-yl)-am de;

2 Et%_l}’leﬂs'l{o'dymlmldvnsﬁylammqbyluamleaetugarbomylmcmdﬁydm@o-pyndm 2-

6- met hyl - pyrldln 2-yl)- am de;
AP aidd | am nQ) -t hi azol e-4-car boxylic

zc |P [}o%ﬂﬁiﬁf@ r%%!hpaq-ﬁfe/lgun% &uq;ﬁledé]gcarboxyllc acid (6-methyl-pyridin-
2-yl)-amide;

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

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

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

2-Methyl-5-(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)-thiazole-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-yl)-amide;

5-(5-Cyano-pyridin-3-ylamino)-2-methyl-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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2-1sopropyl -5-(pyridin-3-ylam no)-thiazol e-4-carboxyl i
c acid (6-nethyl-pyridm2- yI)-am' de;

wa@a-20stonyds4 5- ( 2- met hyl - pyri di n- 3-yl am no) - t hi azeteAa#281000090

boxylic acid (5-fluoropyridin- 32‘7yl) - am de;
2- Met hyl - 5- ((6- trifluororretihy} pyridin-3-yl)amno)-th

Imaetz g% lq\/Ie flag Qﬁﬁ%lﬁ—%ﬁgﬂagn&g %Iuazole 4-carboxylic acid (3-chloro-phenyl)-

Qmwstlyl 5- (2- met hyl - pyri di n- 3-yl ami no) - th| azol e- 4-ca

r bOXZJM 205 QZ%TH}?I@YMW?)' @noﬁ t%hgcile 3? !%llc acid %6 methyl-

yrazi'n-2-ylam’n i'azo car
%Y1131a95 ©- pytidin-2- yl)-ani de;
5 (52@3&@1@5 Oy frhAih 2= ﬁamixwptﬁmol&mb&lym Qélat%&hﬁ‘eﬂéyl SRtidin-2-

Qﬂ%{'c acid (5-fluoropyridin- 2-yl)
?1 I-5 (4-met hyl - pyri di n-2-yl am no) th| azol e- 4- car

boxyl-lM,ethydl-i}(Iéﬁnﬁidueﬁqinmmdhnh1az’b1¢/-l4)caﬂmx§iﬁt acid (6-methyl-pyridin-

g 5~(pyri m di n-5-yl am no) -t hi azol e~4- car boxyl'i c

-chloro ridin-4- yl)-am de;

Kz nylmmpmamImemqm il fohethd-paridin-2-
)lq Wid& aci d (5 fluoropyridin- 2-yl) -am de;

I nmet hyl - pyri din-3-yl am no) -t hi azol e- 4- car
box7# M ”5)5 %? ﬁldeﬁpérﬂwmq}rtﬂmmley} yarbagligacid (6-methyl-pyridin-2-
12)-biztidey | -5 (pyrazi n-2-yl am no) -t hi azol e- 4- car boxylic
acid p
5 M SR PP v ARG piezelertebpghoaml-ainol-
m»dmﬂcylmcﬂxyl ¢sterpret hyl pyridin- 4-yl) - am de;

5-( EICE net.h th| er 4-car
box 5.Z| If;g:lt le' dﬂ'L? gﬁé%b?fgﬂggolgél C]a))‘b id (ZGQflydroxymethyl—
I%’”@élékb’ émﬂf%ﬂil di n- 3-yl ani no) - 2- net hyl -th| azol e- 4-carb

oxylz M 1@ (p@rﬁﬂlﬂﬁtﬁf?béfﬂl%ﬁfhlzgzol@ A- ca ft’aad] (6-hydroxymethyl-
|d|n3yamno- -met hyl -thi azo CarE
P rf' Y C?IB -nethyl pyrimdin- 4-yl)- am de;
Acetic acid 2-methyl-6-{ [2-methyl-5-(pyridin-3-ylamino)-thiazole-4-carbonyl] -
amino}-pyridin-3-yl ester;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-hydroxy-6-methyl-
pyridin-2-yl)-amide;
2-Methyl-5-(pyrimidin-5-ylamino)-thiazole-4-carboxylic acid (5-hydroxy-6-
methyl-pyridin-2-yl)-amide;
2-(2-Methoxy-ethyl)-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-
pyridin-2-yl)-amide;
2-Methoxymethyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-
pyridin-2-yl)-amide;
2-Cyclopropyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-
pyridin-2-yl)-amide;
2-Cyclobutyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-
2-yl)-amide;
2-Ethyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide;
2-Propyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-
yl)-amide;
2—Isopropyl-5-(pyridin-3—qumino)-thiazole—4-carboxylic acid (6-methyl-pyridin-2-
yl)-amide;
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2- Met hyl - 5- (4- et hyl - pyri di n- 3-yl am no) -t hi azol e- 4-car
boxylic acid (5-fluoropyridin- 2-yl) -am de;

wa-20stonyds4 5- (pyri m di n-5-yl am no) - t hi azol e- 4- caCDEPFI06/000090

acid (2-methyl pyrimdin- 4-yl) 8am de;
5- (5- Cyano- pyri di n- 3-yl am no) - 1Zg’methyl-thl azol e-4-carb

- s AR P PP B o e iestrapic i G uoro-
pxxydch a]dfacml(id met hyl pyrimdin- 2 -yl)-anide;
5 KF%%%%%-C% Eﬁfxd&?“%nap% BT BEAE) thorole-4-caponyic acid (2-

mehykPyEdinsd-wb

| f onyImean B-SiJ(ZLni’eth))ll R0} - 'y?arﬁﬁbg‘t aidné ZQHRxFHE RGP X nethyl-

lic acdl met hyl - pyrldln ~am de;

EYIR@Ph‘J(/V)BaH(IéeWet hyl - pyri dazi n- 4- yl ami no) - t hi azol e- 4-c

ar boX-;Meth&bfﬁ%dp)(rﬁzm@t -flyinino) tilianole 4 yrhosgiit deid (5-fluoro- pyr1d1n -2-

f} 5- (6-net hyl - pyri dazi n-4-yl am no) -t hi azol e-4-c¢
Pboxy ic acid (2-chloropyridin- 4-yl)-am de;

5- ( | Qdiﬁdbrospm@m?’ﬂ)dammor)ﬁt tmpthyl-bhiazodd- éarlmacyb@aoydl (e fluoro-

(22 thys- pyrimidin- 4-yi)-anide;
nl%% yr|d|n2ylamno) 2- et hyl -t hi azol e-4-carb
oxylz

@nﬁbﬂmﬁq &-,y}p.mmog,-ﬂ}la@]ﬁ grecarboxylic acid (5-fluoro-
cBnQal Qra@rigr i di n-4-yl an no) 2-met hyl -tb. i azol e-4-ca

F
5 ( e e AP e Yt R i (oot

jzi&»a;xhde; acid (-2-nethyl-pyrimdin- 4 yl ) - am de;

I\/EE [I%é ﬁ] é-?y—lﬁkﬂl}q 6)5}5 QJnné 1%] ?P"a)rm%)) z%%eo afbox%cbé)c)f&l H fuoro-

B)ll”( nw‘?eﬂh-@ﬁeé@l fonyl - pyri di n- 3-yl ani no) 2-net hyl -t hi az

ol e 1 -
AR g M e At e P o
HF A-4cy ’ic acid (2- nethyl - pyrlmd|n4yl)

- am 2l@Jethyl-5-(pyrazin-2-ylamino)-thiazole-4-carboxylic ac1d (2-chloro-pyridin-4-

i_ %@/I -5 (pyrimdin-5-yl am no)-thi azol e-4-carboxylic

YZ*‘B“ 4-| uor o- 3- net hyl phenyl)
5-(5-Chloro-pyridin-3-ylamino)-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;

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

2-Methyl-5-(4-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-chloro-

pyridin-4-yl)-amide;
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-am de; _ _
2- Met hyl -5- (pyridi n-3-yl am no) -t hi azol e- 4-carboxylic

wacehw/osset hyl - pyri m di n-4- yl)-am de; PCT/EP2006/000090

2- Met hyl - 5- (5- et hyl - yr|d|n gl ani no) -t hi azol e- 4-car
boxylic acid (5-fluoropyridin- yl) -am de;

o LRl DA S5
é’?z’l HaxdryPyamiden- 3- yl ami no) - 2- met hyl - t hi azol e- 4- ca

-06- 1 I _ _
r bOXBFM&h :é§6 %%I ﬂ}}/)l)tli?zl)hé I4g;}l£}nlr1%%m g IQ{Eh%Zk%% lelc geid (2-methyl
| chéa ¢2- net hyl pyri di n- 4 yl) -am de;

5 ( S2-Metloyl €5 (5 rriethiyd p':}nﬁitﬂ:@%@e)mﬂro'}@ﬁﬁ)’dléhma?g@éy ¢ 4ci& ®-chloro-

[ 2-met hyl pyridin- 4-y
]%91%111 Ty I?g}n? > met hyl y2|[I—)I}/pyrazol 3- yI am no) th| azol e- 4-
car b'i)f( d¥agolaZiytintino)-Aendtiyl- thiazoldidneadbytylic adidi (@ @nethyl- -pyrimidin-
2 lb’PahHMé 5-(pyridin-3-ylam no) t hi azol e-4-carboxylic
aC|d£4 met hyl - pyrim di n- 2-yl)-amde; 2-Methyl-5-(py
ti dinteCyangrp thylamine- %H@dl}'éréklymle-lla@u‘hﬂoxyhc acid (2-methyl-

P(y&dﬁhn palﬁjﬁeggltnrﬁf yl)%oar:trentgsl ridin-3-yl)amno)-th
: a%‘@‘%‘%ﬁ? Sg(lg.r 1aok—§ -meéthyl- t¥11azole 4-carboxylic acid (2-methyl-
pyadhy&-yb)yamnﬂe&%thorwwiyﬂ%nn%—) lagn?r%)t % ﬁleit{l 1I tgéagtl)lg 4icaég?xyhc
a§1d( lﬁlﬂlﬁ c?%‘@‘%@lg 4tn¥11§ %’y‘?l di n- 4-yl)-am de;
5 (2 ]@qt}{y}—é (pyrimddin- ﬂrylyhnm)ﬂthj&zile%ghg?nxygiglaaﬁC(B%H)réalf fluoro-
Pﬁ@%% ?}{fﬁiﬁd %(jgchl Syr/?%lr Indli%nyl amyno) 2- et hyl - t hi azol ]
ne gy]dp)(rghnﬁ@f Hyinop2ringthyl-thigdole-4 anibdeylic acid (6
ﬂﬁo((ﬂ-pﬁydiﬁ(;&-pl))rajxﬂd& 4-yl am no) - 2- net hyl -t hi azol e~4-carb
OXK/E t(% I?IC @-xanésulfm3 hﬁlyrﬁglg I3E:l Ilammo) %—methymhlazole 4-carboxylic acid (2-
q@h)dﬂthmldMWmele, 3-yl am no) -t hi azol e- 4- car boxyl i c
aci o N1éhyl-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;
2-Methyl-5-( 5-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (5-fluoro-
pyridin-2-yl)-amide; ‘
5—(2-Chloro-pyridin-4—ylamino)—2-methyl~thiazole-4—carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;
5-(5—Methoxy—pyridin-3—ylamino)—2-methyl-thiazole—4—carboxylic acid (2-methyl-
pyridin-4-yl)-amide;
2-Methyl-5-( 5-methyl-pyridin-3-ylamino)-thiazole-4-carboxylic acid (2-methyl-
pyridin-4-yl)-amide;
5—(5-Fluoro-pyridin—S—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 (2-
methyl-pyridin-4-yl)-amide;
2-Methyl-5-(pyridin-3-ylamino)-thiazole-4-carboxylic acid (4- methyl -pyrimidin-
2-yl)-amide;
2-Methyl-5-(pyridin-2-ylamino)-thiazole-4-carboxylic acid (2-chloro-pyridin-4-
yl)-amide;
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chl oro-pyridi n-4-yl)-am de; _
5-12- Met hyl - 4-(2-net hyl - pyri di n-4-yl car banoyl ) -t hi azol

WO 3e0sl0asdsmo] - ni coti nam de; PCT/EP2006/000090

2- Met hyl - 5- (5-sul fanoyl - pyri di N 3-yl am no) -t hi azol e- 4-
carboxyllc aC|d (2- et hyl pyrldllﬂ 4- yI) am de;

box BYs a‘zllo%J? uloo(?’r%%tb}’ 1%} —é-]@? }g!%z% eozi carzfl)ox?hc acid (2-

{31-pyudinoty famhdﬂs- 3-yl ani no) 2- et hyI -t bi azol e- 4- car
box7 - -
502(55 [(__% Sgﬁgg pﬂﬁldg:?b '}Ya!n‘il g?né ;}%?thgl %!IQZ %lni_g Ibg 1]c ac1ﬁ1 2 methyl
pBidmidcyliamdd %2- met hyI pyrl m di n- 4- yI) - am de;

5- ( 45-F2-@M GroPyfridih -B=yantind 0@k that- ﬂﬁ&ﬂwé 4&9&@@ cBrctlt @&¢hloro-
box?l cid, (2-methyl pyrimdin- 4-
ﬁrﬂgﬁﬁn ri di n- 3-yl am no) - 2- met hyI -t h| azoI e- 4- car

box (% I—H&dlrdxy(tl’a'xetlﬁ)lfqur1dmy34ywrmﬂo)2 2¥th¢thylathidiele-4-carboxylic acid (2-

I?E%&I %%J;\/Pain‘%oa)m ée’rret hyl -t hi azol e- 4-carbox7lic acid

( 1- et hidyhrp-ppyidinzrdiylagring)) 2-andtlid: thiazole-4-carboxylic acid (2-methyl-

{\@ﬁhy}tl) Qn{l(gepyrl di n- 3 yl net hyl ) - am no] th| azoI e- 4- car
oxylic a 2-nmet hyl pyridin- 4-y
2- lve% é -£2-mret A2 Hﬂﬁgfﬂézﬂpmglq)r@mm]@)é-mb@zfémem (2-

idu@«’zlc lyiafrﬂde, met hyl - pyrimdin-4-yl) -am del ”
t
ar bisxﬁ% Me%ﬁ%% SR HE a‘?tﬂmogfﬁw%m]agﬁ’ ginof-
wHegthataide;net hyl - 2H pyr azol - 3- yI am no) - 2- net hyl - t hi azol
RS iR Bt A
wl)ema@qd (2- nethyl - pyrlmdln 4-yl) -am de;

2 b -
Maj_%%F%éréfm%xy#{agﬁgﬁ%%%ﬁ%ﬁhﬁgb%% fargnbo lic acid (2-chloro

#eC2- Met hyl -5- (1 -nethyl -1J _
- py rsaeSGFhﬁr@l—lp&ﬂﬂim@—'ylahiiﬂd)oﬂl-@né%hﬂ&hﬁﬁwu-é‘arB@)tyﬁc &&d (4-methyl-
thiazol-2-yl)-amide;
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-

pyrimidin-4-yl)-amide;
5-(4-Fluoro-pyridin-2-ylamino)-2-methyl-thiazole-4-carboxylic acid (2-methyl-
pyrimidin-4-yl)-amide;
5-(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-
pyridin-2-yl)-amide;
5~(5-Fluoro-pyridin-3-ylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-
1H-pyrazol-3-yl)-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-yl)-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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met hyl - pyri m di n-4-yl)-am de;
2- Met hyl -5- (I -net hyl -1 H pyrazol - 4-yl am no) -t hi azol e- 4-

woanteaydsic acid (2- nethyl-pyridi n-4~yl)-am deCcT/EP2006/000090

5-(5-Di fl uoronet hyl - yr|d|n3¥amno)-z-nethyl-tbiazo
Ie4carboxyllc acid (2- rreth pyridin4y|) - am de;

(5; I -t hi -4
gL B S PR RS et
BridhydyD-dhideaz ol - 2- yl am no) t hi azol e- 4-carboxylic
aci

eén% AT oS B L bty Bisrole-rcambpuigacid (-
psa‘lratdurd‘l(}d} amidey| | H- pyrazol ~3- yI ) - ami de; _
ac.M? l(%é'thrg s((qy ggg Zéﬂxio@mﬁah%buélg;af&l@ﬂm%@ﬁxxéla ¢2-
15‘6'@1 ~pyyighe4or id&)| - 24 pyr azol - 3-yl ani no) - 2-net hyl -t b
.iazp ?Dﬂﬂd&ﬁbﬁ@ﬁh&ﬂ bgridial3ylagrfet hietip¥-thdidle4-sarhoxylic acid (2-
féet?cgldw&”a&rﬁbwl% ‘et hyl - 2H pyr azol - 3- yl ani no) - 2- net h
yl - th{aFlbeo-pyridiar bykyine)-2amaihyl 2hiapdlérg caplyosiytic ncid {44 )

tﬁﬁ%sﬁnﬁth% %?ZOI % P{D an}]l(—ll- pyrazol - 3-yl am no) -t hi azol e- 4-
car b%%&ﬁlthy&5a@hlazq1’r?t’rﬁﬁwm0) thiazplgriagasboxylig pyid 4 Airaethyl-pyridin-4-
y'E_P Gridehl or o- pyr|d|n4ylamno) 2methy|-th|azole4car

box I d (I.-methyll H-
2. I\/)ért Iﬁ:f,p Iro p(yndlrrrle 3-ylamino)- g}cﬁoll thlazé\)/le 4- ca%oxyhc acid (1-methyl-

zaj,.j’,y];)rarﬁlﬂaor 0- et hyI ) 2H- pyrazol - 3-yl am no]

L h:,éﬁ)ﬁﬁyl éy ar boé%ll é—ly angpﬁ dguazole -4-carboxylic acid (1-methyl-1H-
425)1—6,‘;15&) mptda:pyl 2- et hyl - 2H pyrazol - 3-yl am no) - 2- net h

é: : t? Lﬁé%lﬁ:ém&ﬁglbﬁ)f?yﬁ:%opg |%‘/?jflémno) -2-methyl-thiazole-4-carboxylic acid

sthylypyrish ndpxlb-agn%t hyl - 2H py
t a203 {Bcydiapl ; Om?%]zznaﬁﬁhm zalzsllylanﬂno)czunbanwﬂleazarém

”Héeyhérlw“f Rt hyt
onet hyl - 2H pyrazol - 3-yl
am @Metﬁ’yﬂ-&z Ql-me‘éhyl (ZHT—py&xde3Gylaﬁir1d>)-thiazole—4-carboxylic acid (1~
&gth?rﬁiﬁ yrepz%[% l)namlélel,) -am de;
5-(2-Chloro-pyridin-4-ylamino)-2-methyl-thiazole-4-carboxylic acid (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-2H-pyrazol-3-ylamino)-2-methyl-thiazole-4-
carboxylic acid (4-trifluoromethyl-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-yl]-amide;
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5- (5- Fl uor o- pyri di n- 3-yl am no) - 2- et hyl - t hi azol e- 4- car

boxylic acid (4- cyclopropyl ~thiazol-2-yl)-am de;
W6-20@/Fkssor o- pyri di n- 3-yl am no) - 2- met hyl - t hi azeCeA#2@a1000090

boxylic acid (3- nethoxynmethyl, ghenyl ) -amide;

5- (5- Fl uor o- pyr|d|n3ylamno) nmet hyl -t hi azol e- 4- car

bOXYi h&ﬂ%@JSd(ﬂﬁlﬁ@3 )’I@ﬁﬁgﬂ(ﬂnﬂoﬁy@caﬂﬂkyﬁg APt t?fﬂﬁlo}omethyl—

tﬁl%lt'?w’) amidgyr i di n- 3- yl ami no) - t hi azol e- 4- car boxyl i ¢

aci c-eethiyllst (pyBid B ik B) -8 Sdote- Z—CXHQOX?I'I@ A8 (1- methyl lH-pyrazol—
32 IS/Eth I-5 (pyrl di n-3-yl am no) -t hi azol e- 4- car boxyl'I

at dmtl 'net hyl - | B pyrazol - 3-yl)-am de;

2- M2-Methyb-5¢ (pyritddi- B—y&nyihaﬁihiﬂbld—JBJcaﬁT@b(gl1c4calrc]€cﬁ[1b@XM1|eﬂﬁ)xy—ethyl)-

xy-ethyl)- | Hpyrazo y -am

lgfbgra%&{ﬁéﬂnﬁﬁﬁg,dl n- 3-yl am no) -t hi azol e-4- carboxylic

aCI - &’Wldplyﬁ ~ylamingothiazdleyd-yarwicplés acid (4-cyclopropyl-thiazol-
hh&é 5- (pyridin-3- yI am no) t hi azol e-4- carboxylic

hyl -t h I
I'V%f% tS((}éW}i’d‘;' i gmym#iwﬂerﬁw}»@mlmsb@%m}m thiazol-2-
arﬁhd‘ehl azol - 2- yI ani de;

y| - éhl@é%gfg r(?fglyélgr %g@w ¥%) éx&a[ Al carlboxyl}/c acid t 1a20122—y1am1de,

( 4- Fefdhydaeropgel-niyl PHapyeagl- 3—y1am1nc;1) % methyl-thiazole-4-
- 2-nmet hy
k @IMCH cargié’xl;t/}pazdbmc’ﬁ%‘?‘g& tret hyl t hi azol -

2. y| ) 2ahlgeo-pyridin-4-ylamino)-2-methyl-thiazole-4- ~carboxylic acid (4-methy1—
ﬂziaMglj: bamrd®yri di n-3-yl am no) -t hi azol e- 4- car boxyl i c

5 Ir\/gf%ﬁhyfs?@w az oi%@@r%%ﬂzﬁ]g])‘l'ﬁﬁbaﬂélcéﬂd(éaﬁtb)d‘;&hlal@l -2-yl)-
aandied (4- met hyI-th| azol 2 yI) am de;

I
ca:\/goxy‘% V'C b5 XB A}X vaalf1 0)t %ﬁﬁagﬁl&‘ly a@%”jY?lc ﬁﬂgé‘gzrgetgyl thiazol-2-
yh- mﬂh’yl -5-(pyri d| n- 2-yl am no) -t hi azol e- 4- car boxylic
o S R e e RO e o b
Héfﬂmy chirrlsdy vhamideid (4-
2-Methyl-5-(pyridin-2-ylamino)-thiazole-4-carboxylic acid (4-methyl-thiazol-2-

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

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

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

2-Methyl-5-[(pyridin-3-ylmethyl)-amino]-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-yl)-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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met hyl -t hi azol -2-yl) -am de; _ _
2- Met hyl -5- (I -nmet hyl -1 H pyrazol - 3-yl am no) -t hi azol e- 4-

woantswaydsic acid (4- nethyl-thiazol -2-yl)-anm deCcT/EP2006/000090

2- Met hyl - 5- (pyridi n-4-yl am no) 4t3h| azol e- 4-carbox7lic
aC|d (4- rrethyl-thlazol 2- yl)- amde

- thyl iazo
i .
vl yrinidin-2-y
a‘ZLSf’f(ﬁ.‘%@% gi N ORIRE N DT
t hi azoI 2-yl) -am de; -
sC.M;@ S 5 I
thiazgl (lmlfhm 3-yl ani ho) - t hi azoI e- 4-carboxylic acid
(4 n ano Py %@Ahghﬁﬁ%ﬁ?'n 65“%@h&l?ﬁ??‘ﬂWBF‘@C@-C%@b@ethYl"
ﬂli@}bl é-yheimides- net hyl t hi azol 2-yl)-am de;

boxi? o R it B ARt e Ole et cld (mern.

thiazol- @Yl)oarmldpyrl di n- 4 yl am no) 2-net hyl -t hi azol e- 4- car
box? gﬁt%ﬁ 5d(2(-§1e1q%ri 'ﬁ%&ﬁ f‘ yl%lm_lnoA) Mm)zole—in car%oxyhc acid (4-methyl-
ﬂwoldzﬂl)&ryﬂdamndo) 2- et hyl -t hi azol e- 4- car boxyl i ¢ add
(4 @L‘M“t"gé ?igdm %%&“ﬁ’;}?)aﬁr‘%&hﬂﬁﬁﬁ?lﬁ Sy bt ped 4upethyl-

thbmlylﬁy -aidd. (4- et hyl t hiazol - 2-yl) -amide; and 5-
(4- Fl uoro- pyri di n-2-yl am no) 2- rrethyl-th| azol e-4-carbo

e cortar oot B ANt 1, Skrda RO st BRI e ttited by

s ubstdyau, ebloy, flvpam bromb) GF:0 CHH,Usar-0)-CpCRatkyl; G 3,

CHF2 (gb R@ﬂ%&ﬁﬁq%}cb&; aE‘s’FS%Iﬂ?};Pr gv@e ei ler is
—(CHz)m-R wherein R® is OH, NH;, -NH-(CO)-O-C;-C;- -alkyl; or
-NH-(CO)-C;-Cy-alkyl; or
-O-CH,F, -O-CHF,, -O-CFs; or
-5(0)2-R’, wherein R'is C;-C;-alkyl, -NHp, -NH-C;-Cy-alkyl or -N-di(Cy-Cy-
alkyl); 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-carboxylic acid (6-chloro-pyridin-2-yl)-amide;
5-Phenylamino-thiazole-4-carboxylic acid thiazol-2-ylamide;
5-Phenylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-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;
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-(CH2) mRe, wherein Reis OH NH2, -NH(CO-OCrr
Cr-al kyl; or -NH(CO-C-C 7-al kyl; or -O CH 2F,
WOGHFRS4 - 0- CF 3; or -S(0O 2-Rf, wherein Rf i SPCT/EP2006/000090
G ~Cr-al kyl, -NH2, -NHQ Cy-aljgyl or -N- H(G -C7-
al kyl); or heteroaryl optionally substituted by
Q Qxlkylp; (:%{69:- _ i iMm 6, erein
said ?é& Dé%}%%rso re’se gg?gg%?éo?ﬁg%%gx}glr%ﬁ@ btﬁg?%ﬁﬁ’g
of: B (%%W%PMMZO)-&m&babyﬂlic aaiel (6-methyl-pyridin-2-y1)-
dhgeyl am de; 5- Phenyl am no-t hi azol e-4-carboxylic acid
(3-chl or o-phenyl ) - am de,; :
5- PF%Qy@"g)mhlw‘otphealibhénd)'d!i:Ibe(ﬂl-lc;iuboﬁ;dicdc{dfiﬁerUﬁfoopJﬁttﬁmZ—yl)-
athifle;am de;  5- Phenyl ani no- t hi azol e- 4- car boxylic aci
(6-nmet hyl -pyridin-2-yl) -am de;
5- PI@eﬁ%Qﬁﬁhi/ﬂjotHheathIénd)-ﬂﬁmzbtexgl-tirbo@dicdcid (4-methyl-thiazol-2-yl)-
anfidghl oro-pyridin-2-yl)-am de;
5- Phenyl am no-t hi azol e- 4- carboxylic acid
t hi 226+ Cpnptphenylemiso)Ptidarpleatricarboxlicazidl (-chidrarHRNYl) iatnide;
aci =i - -amde; . .
o< (3 GRS Mol afablel s BPetic asdmstghiacnides o
( 3- 3 enpthenyThmane ddiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
ariid&, 6- Di chl or o- phenyl am no) -t hi azol e- 4- car boxylic
aci d (3-chl oro-phenyl)- ami de;
5- ( 2;(6-Gyaohiphenyl pimémy) thivizoke) 4-c4rhbgitio béid 46 GabR8XHhriden-2-y1)-
afiBdd mtolyl am de;
5-(2, 6- Di chl or o- phenyl ani no) - t hi azol e- 4- car boxylic
aci 8-(f & yaneppknyymirnt) rthzyle)4-cabdstic acid (4-methyl-thiazol-2-yl)-
aéﬁc(e?' 6- Di chl or o- phenyl am no) -t hi azol e- 4- car boxylic
acl d (6-bronmo-pyridin-2-yl)- am de;
5- ( 2;(6-(prudripbenplphimny thizoloy-tdhbagiit ecid (a6 thiaGol-4-y1)-
afded (4-methyl-thiaz |-2-yl)- am de;
5-(3- Gyano~phenyl ani no) - t hi azol e- 4- carboxylic acid
( 3- 2ot belplapliventtiyzoladidehoxylic acid (3-chloro-phenyl)-amide;

o Lo [ e AT B e R iy © ¢!
(5 .6 ( %—o@dﬂ@nmﬂyim-m?)lrﬁohyl&é&lcﬁﬂm@ﬂfypﬁ%ﬁdﬁhcz-ﬁ‘ﬁ1a%ide;
-d1et - L4Ln-2-yl )+ a e, . .
s TR it st el ety higtol-2a)-amides
( 6-Df2Hoemy-pheiyiaind))thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide;
5-(3-Acetyl-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
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;
5—(3—Methoxy—phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
amide;
5-(3-Fluoro-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-
amide;
5—(Z—Fluoro-phenylamino)—thiazole—4~carboxylic acid (6-methyl-pyridin-2-yl)-
amide;
5-(4-Fluoro-phenylamino)-thiazole-4-carboxylic acid (6-methyl-pyridin-2-yl)-

amide;
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am de; 5-(3-Cyano-phenyl am no) -t hi azol e-4-carboxylic
acid (4-nethyl-thiazol-2-yl)- am de;

WwWO-20@/00yamo- phenyl am no) -t hi azol e- 4- car box7l i c PATIE®#2006/000090

(2-met hyl -thi azol -4-yl)- am dﬁ;
5- 0o- Tol yl am no-t hi azol e- 4-car 8%7lic acid

o SRR o A B higelsegtebedigid (6-methyl-pyridin-2-y1)-

amidej yl am de; 5-o0- ToI yI am no-t hi azol e-4-carboxylic

aCI d%éf% éﬂ-\l%r&’ }E’% 1Jéo 4%6%7@]501;1)9%%8’93’& agid (6-methyl-pyridin-2-yl)-

a(rﬂrdﬁ;et hyl -t hi azoI 2-yl) -amde;
( 6 ﬁ%a% lgg(?q%n }Fan ag}lgyo)t ‘gl:lﬁaZégl 4- carbgghbc%)é%/dl 86 -met %yl-pyndm -2-yl)-

dmidd;r Acet yl - phenyl am no) -t hi azol e- 4-carbox7lic acid

é?i ggﬁ%ﬁi@%@% Zléﬁy@rﬁ%f?&ylee -4-rehosilic agidGrpethy prridin-2-yl)-

aamidd;(G nmet hyl - pyr|d|n2 yl ) -am de;

th t hi | e- 4- b
aCI ? Eﬁ)%ﬁl%ﬁl 1nc%n2h?a%2>le 4~Icaar 8xy ic ac1%a(5 rgé(t%yl -pyrimidin-4-
y6 r-§didéet hoxy- phenyl am no) -t hi azol e- 4-carboxylic acid

5 (g'e %op S nPﬁFﬁY 1%651053?@526%1 -thigzgl-Bodaming | bepspic acid
rﬁ&h Ry - pyrldln 2-yl)- anide;

or,0- phe t hj azol ~car boxylic acid
I.ﬁer%gllydw&na% —Qﬂ]?p'? )mlg aemeglyl thiazole- 4¥:arboxyhc acid (3-chloro-
Iﬂmﬁﬂ).ﬁhﬁ@éo phenyl ani no) t hi azol e-4-carboxylic acid

6 h di
( > %F élral:nz?l Eh@ﬁ’i@é}ﬁp}Ta)mfthvla%mzeleat‘l-éﬁb@zsxlgﬂ acig (3-chloro-

p@féhﬁ)-@ﬁna@t hyl - pyri di n-2-yl)- ami de;
uar o- phenyl am no).-t hi azol e- 4-carbox7lic

I
aCI & Mgt%}% Hy rsulfgrogi-phepylamino )y thigpele-4-carboxylic acid (3-chloro-
phehyd)-andflid;| uor o- phenyl am no) - th| azol e- 4-car boxylic

act ?3 ( 6_(3 C}Hogo_lg rnlyijclaur]ba12noyl) 2- methyl tfnazol 5-ylamino]-benzyl}-carbamic

acid tert-butyl ester;

5-(3-Aminomethyl-phenylamino)-2-methyl-thiazole-4-carboxylic 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-(2,3-D fluoro-phenyl am no) -t hi azol e- 4- car boxyl i ¢ add
(6-nmet hyl -pyridin-2-yl)- am de;

wW6-2005/03488i f | uor o- phenyl am no) -t hi azol e~4~car boRgTiE®2006/000090

acid (2-nethyl-pyrirnidin-4- yI -am de; 3-
[ 4- ( 3- Chl or o- phenyl car banoy! y182 et hyl - t hi azol - 5-yI ani
ester;

noj nzojc acid
5- (3512@[ ‘%fl!%@é?lfﬂﬂy Bfa@w maip g ymethisthiazeler fr b graicacid (>
%@&g)ﬂ rﬁh@?Lﬂ) Qﬁl&al or ophenyl ) -amide;
ox§/I 5 ég—%iqqgg%aggﬂgrge am &9’ ﬂ'gﬁqlggee4 carbo%l?cza%gcf (2- c}ﬁoro -pyridin-
%lyi\ja_{lﬁ L:d5 gs rs]lul famﬁyl Iohenyl am no) t hi azol e- 4- car box

i'c aC| c rophen
{3 [fzr (3Détospre p ; ?aa%‘iﬂ 3 I@ethaétthwolfﬁ hpxvdicgrid (5-

Krf&@ 1 alq.@c[ebam c acid tert-butyl ester;

gx§,|3$-(§gn—éﬁgg1g§](sgl¥l . pyé-rp(];lswéenyl a?rrflwn 03 mnggpﬁ'gazo 6!—2 chll‘b%xyhcC ﬁ:icl? (5-
ﬁgorwﬁ%;}mdm& -{1fafmddy! - pyri di n-2-yl carbanoyl ) - t hi azol -5

@L benzoi c,_ acid nethy| ester;
5- (32M B3 foRAol 5Wéﬁb?@ﬂqfﬂw)ihlﬁﬁ1ﬁ§rcﬂfl}ﬂ"¥]2%?%d K2-gmgthyl-

%ﬁ?ﬁ)dlh% Achfhidb- methyl-pyridin-2-yl) -anide;
- Met hahesul fonyl phenyl ani no) - 2- met hyl - t hi oI e- 4-
car bak§iBleorauthenylemingthyiethyi-tugroke- d-prhoxglis %? 2-methyl-

E?E{ﬁmﬂ'"‘ )-edidd| f anoyl - phenyl ani no)
i azol e~ 4-carboxylic aC|d1(6 msthxlp ridin- yl)
- ani 2té3-Cyano-phenylamino)-2-methyl-thiazole-4-cafboxylic acid (2 -methyl-

?),1{1% (ﬁll,; 01932 quget hanesul f onyl - phenyl ami no) - 2-met hyl -t h
car oxylic acid (2-nethyl-pyridin-4-yl)

I
- ami 5,1-é3 Ethylsulfarnoyl -phenylamino)-2-methyl-thiazole-4-carboxylic acid (5-fluoro-
}, ngge sul f anmoyl - phenyl am no) - t hi azol e- 4- car box
ic ac 2!

t hyl pyri di n- yl ) -am de;
2- MeBH§b- lgxﬂelgro;pher %@wlo ﬂ@ngth‘alrﬁ)hi?@yletwaabwémdéa@ﬂaﬁthﬂ-
grrluﬁuﬁﬁ 4dy1 §nf1<!1é;'or opyri di n-

5-(3-Methanesulfonyl-phenylamino)-2-methyl-thiazole-4-carboxylic acid (2-
methyl-pyrimidin-4-yl)-amide;

5-(3-Fluoro-phenylamino)-2-methyl-thiazole-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-trifluoromethyl-phenyl)amino)-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-yl)-amide;
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2-yl)-am de; _
5- (3- Met hanesul f onyl - phenyl am no) - 2- et hyl -t hi azol e- 4-

woanlsmaydsic acid (5- fluoro-pyridin-2-yl) -am @€T/EP2006/000090

5- (4- Fl uor o- phenyl am no) - 2- et i iyl - t hi azol e- 4- car boxyl|
ic acid (2-chloro-pyridin- 4-yi*y-ani de;

B TR O RO AL B AL 70 S
Prridin-Bi-d)-hgtida;| f anoyl - phenyl ami no_) 2- et hyl - t hi azol e- 4
SR T 30 S i
iyl pylachneﬂ-yﬂ—armddf;yl pyrimdin- 4-yl) -ami de
S' gg‘sl g% @!OIOP%E\I 20 Tmng.?aﬂnn(ge é/-lr%/etlé}a.lhtb zgll car oxy 18)2(131|dl(2—
lﬁet(hyl—p);mhn-zlphbmmdm no) 2- net hyl -t bi azol e- 4- car boxyl i c
2 2RI e . B o @ e
minhxxwyl):amode«;i (5-fl uoropyr| di n- 2-yl)-anide;
ELCTREETEL LR S T T
rﬁeiﬂmﬁl—j&zhidmﬂeﬂm-laﬁmﬂ]@u - phenyl ami no) - 2- net hyl -t hi azol e- 4-
oo S PO ety Paaieg b hisedle ot boRle Ay
dmyme([h?ﬂ@mﬁm 4moparﬂide~ 4 yl) am de;
)5(yl( I??C I u(gr]g&pﬂge}}rl]% }:qna? t{}ni; l ol —h I~glazr cl)xeyhgr agﬁr(g ?nethyl-
pﬁrn(dﬁx—@eyﬂ)baﬂmek phenyl am no) - 2- net hyl -t h| azol e- 4- car box
’ b&'ﬁ’%@%%%@g& PPl omee e 36?: B%E}W;naa{ﬂ’nnﬁlf)thwﬁl%réoqaélowhc
aétcb(arrhé)ohy] e iy P o In :‘rhlyI )zol- :m4dear box
yI i ? % &aﬁ@ ﬂéﬁﬁgﬂ%ﬁq%rﬁ)meﬁyﬁmﬁmgole 4-car oxyhc acid (4-methyl-
thiazol-2-yl)-amide;
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-methyl-1H-
[1,2,4]triazol-3-yl)-amide;
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (3-methyl-
[1,2,4]thiadiazol-5-yl)-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-carboxylic 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-Methyl-4-(2-methyl-pyridin-4-ylcarbamoyl)-thiazol-5-ylamino]-benzyl} -
carbamic acid tert-butyl ester; :
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (1-
cyclopropylmethyl-1H-pyrazol-3-yl)-amide;
5-(3-Methoxymethyl-phenylamino)-2-methyl-thiazole-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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4-yl)-am de; _ _
5- (3- Cyano- phenyl am no) - 2- net hyl -t hi azol e- 4- car boxyl i c

weachw/ofsswet hyl -ryridin- 4-yl)-am de; 3- PCT/EP2006/000090

[ 2- Met hyl - 4- (2- et hyl - pyri di nlﬁ yl car banmoyl ) -t hi azol -5
-yl am no] -benzoic acid met hyI %ster

l.- l.e

ool 15 e SRR RS 2&%%%2 FESRPa-
Bethgl-SHEpyriaobB3er phmite ani no) - 2- net hyl - t hi azol e- 4- car bo
o A AR AR ety bR rrbemiis a7d rerciopropy-
ﬂlb@ﬂlﬂﬁ)’l‘) -aoidd; (2- et hyI yr| di n-4-yl)-ami de; .

i azol e- 4-
oo st B SRR R R I 2 bl B85
rﬁetbﬁxmcthmlxyhﬂﬂy})ydmlﬂégenyl amdno) 2-net hyl -t hi azol e-4-ca
5o 3 By SRS et bR wi i Salotb e ro st B
rac’tboxybﬂxyl)aﬂi@yfﬁﬂl 3vpl) layshidgyr i di n- 4-yl) - am de o
oot s A R DR SRR b T et P Rcle fr GepoRyic acid (2-

heth@l-p )mcliazleyl)Jamyde: phenyl anmi no) - 2- net hyl -t hi azol e- 4-ca
am de;

2 ey B e e e A el alala%/ol%rmaybca%ml%ﬁﬁ fggro-6-

methy]alz)aicﬁnlk-y’laabﬁﬂeyl ic acid (2-nethyl-pyridin-4-yl)

e 5 S BPHsP P hRURT e Bt felere)e-Arsarherplieacid (i bo

mgthbx.yrmth)d ot IyL)la&ﬁiHazol Eqpy aIm.- ?el azo car bo

oyt et R RRipe ) 3 ittt s lesbgopomcaest (-

niethd- H{@yfdzubsql)pdimﬂy,l am no) - 2 rret hyI OIt hi azol e- fn g:r bo

Xyl @a%?’ﬁ%i %Wg%gsﬂﬁm %mlﬂ%b fa kr%rz%flv@xyaiceé’d&é-

nxajhylelfa{plyfhzélls-rybtdimkle, I prrazol :
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid

[1,3,4]thiadiazol-2-ylamide;
5-(3,5-Difluoro-phenylamino)-2-methyl-thiazole-4-carboxylic acid (5-methyl-1H-

[1,2,4]triazol-3-yl)-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;-C;-alkyl.
p g

9. Compounds accordiﬁg to claim 8, wherein said compounds are selected from
the group consisting of:
5-Methylamino-thiazole-4-carboxylic 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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3-yl)-am de; _ _

2-Meth.yl-5-(3-[I,2,3]triazol -1-yl-phenyl am no)-thi azo
woOeestb/aashboxyl i c acid (2- nmethyl -pyridin-4-yl) PEamPA®E/000090

2- Met hyl -5-[ 3-(2- nethyl-lnlda%gb | -yl)-phenyl am no]-th

i azol e- 4-carboxylic acid

(£ AR A0 o il

| - 5-3riMgthyleminesthizole-4- cqumc@c@dﬁetmcempyndhylz ye)smtde,
5-(3 Mé%‘h;ﬁ ?{ﬁfooﬂﬁ’ﬁgﬁyél %H)%)hc%cﬁe(%m{'omo—pyn n- _)ﬁ)_ gl%rl €5

xylic acid
Cy);cl %M%b)ﬂﬁmm%ﬂilazb}d-%yarhqflmaew (p- raéﬂ1¢lepyr1d1n -2-yl)-amide;

| - | e- 4-

?béi’s b B B R Pk TEioYo ety i)™ ©

ﬁ' -Bobifylamino- tbiawiy—léla;rarbm:)yhaaﬁé(hﬂhotdqp l)eaTArd@;ar bo
Xyl '§1£Bh§7;a%§1p?!tﬂﬁ%1¥ 4355}1{‘ W% hé{ 'gh%{i’he‘& -am de;

uor o- phen % hi azol e-4-c
ar bo’%@ﬁpb@tylilmldo*(ﬂmmlhwcarﬁdithmﬂdfﬂ tdiylyﬂn)deam de;

?2( ?r;jé{% B)iltny hO=h; ?cﬁ lam o&q}(rgﬁ ?C&dg -prpmo-phenyl)-amide;

|aZO -4-Ccar
(4- d5yI§D Wbpyhoﬂhm@é 4- c21=13dx)711c actid (E‘methyl pyrldln 2-yl) amide;

o- (%Liéo@ﬁ fl(?tﬁ)l |4ac§1n 11 hlot niaz 1n- -y: )-%?1{1 e?,
xylic P %ﬁ% hPay
5- (3 Eolﬁ]lty]auon@-ﬂphmhyﬂammyhc acid (6-bromo- %)yndm 2-yl)-amide;

ot oy ARO e R B o Ll gheny)-amide;

[ 3 @A@&M@Mﬂ@hh@dk}-ﬂﬁﬂﬁ)ﬁkﬁﬂﬁdﬂbh ﬂuoro-phenyl) amide;

EEtI% t&% a111%(9 lthlii ole % %gy(ylllccac? m- to y%amlde,

5 ( 3 i‘sntmlftyljannme p:fhem}/d @cnfam)cyli’cdtﬁ;t glylr)]ro&ﬁb Ké}l_yg)mﬂgfe&r bo
X7|gqgﬁ%ﬁPﬁu%W%’gﬂ%ﬁ@T%ﬁ¥%8¥Y iﬂ?ﬁ%ole 4- car bo

X |5dsq_nppnyl@mmoransrmie?mmyskyucmcmz(@branw ﬁﬁhQ ©y1)-amide;
5y(§ bR ATEL Pl P ani qo)-éggeth oIe 4-ca
Cbos yIF{)Eﬁrog rgm(ol a&@ hzg¥ar PXY. mgt)ﬁg;} a-éz )-amide;
5- ( 3~(HylePom tmpylpmmltatmzale)4-ear |ac1H 3 RERkEphehf)-
(3-(Ry
m5§ﬁxyllc acid (1-
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;

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

5-Ethylamino-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-yl)-amide;

5-Dimethylamino-2-methyl-thiazole-4-carboxylic acid (6-methyl-pyridin-2-y1)-
amide;

2-Methyl-5-methylamino-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-
amide; and

5-Dimethylamino-2-methyl-thiazole-4-carboxylic acid (4-methyl-thiazol-2-yl)-
amide.
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met hyl - | H pyrazol -3-yl)-am de;

5-(3,5-D fl uor o- phenyl am no) - 2- net hyl -t hi azol e- 4- car bo
weaypbicmaeisd [ 1, 3, 4] thiadi azol - 2-yl am de; PCT/EP2006/000090

5-(3,5-D fl uoro-phenyl an no) -_?1- et hyl -t hi azol e- 4-carbo

xylic acid (5-nmethyl-1H [I, Z,E?ai azol - 3-yl)-am de;

5-(2, ' : ' -2- et hylst hi | esd-carbo_y .
eyl ool ReBRIOA B B o bl G VR R s -0-
Ci-Caalyh fo-Gsteyaiphllvh 5oy 6 2aamslhdnsd hetbroapidaticyd-azdroptioyhliye

i 'Bﬁ%uf&bz‘ - | - . 3- -am de:..a
%%%t%uéehuf uoé’od-rgg%%y AP 0512@2 S&@?ﬁy&ﬁ%@z&‘%‘kﬁk car bo
xylic acid (3-cyano-5- fluoro-phenyl)-am de. 8.
Conpodnfemperpdsicaerding tol ckdinm 10, whireineiail &Bnpaunds are selected from
tgs@b-@lcl&ﬁgisﬁ%o@onpounds according to claim8, wherein

sald conpounds are selected fromthe group consisting
of : B(viMatyaxarprapylamire) shiazdle dlacaoooylic acid ¢3-dhloro-phenyl)-amide;
(3-chl or o~phenyl ) - am de;
5- Mex Hy Methoyg-Rrapdemine) 4hisaelsdxsarbaxytic add m-tolylamide;
( 3- f3-(BoMRtx9Bbpyl kIS  thiazole-4- ic acid (3- . ~amide;
5- %Etﬁ I a%of%fh%};\ ol e?é)- ?gﬁgoxcaiﬂlp%xyg%ﬁdé éﬁ%‘f‘%rﬁhéfé,yl) amide;
5~ NEER FHieethirzelotwarhoy M(ﬁ-@eﬁw—@w ) zamide;
(5-3Ngtnmmmmam@geammmw(34-@111@1@-1911eny1)-amide;
- kr - - e, . . .
5- Mt ﬁ%ﬁﬁ?ﬁy ke i) astlasithiazgle-4-carboxylic acid (2-methyl-
pyemidinot-gh) mpridgi n- 2- y1 ) - ani de;
5- MBt ({ ey elapropyintethyd bhminb)eimpthythiazadeiecarboxylic acid (2-chloro-
AR - pYLdi n-2-yl ) -ami de;
pgﬁl\/btﬁr}PaJr}n%rﬁ%’-t hi azol e- 4- carboxylic acid
(6- Mﬁﬂylﬁﬂf/ﬂetrdh}fdﬂ}pyfa)k@yhdﬁgyl)-almino]—thia:jzole-4—carboxylic acid (2~
[ _amno-1hj azol e- 4- car boxyl i ¢ aci
n%%lbgﬁf}ﬁd%ﬂ Q%yn%’gdgam de;
5- §f151.5t'1}i i @bfl)uﬁﬂmgbk%%elﬁybmm blec4-agibxylic acid (2-methyl-
£ LHONH O nyl ) -am de;
P(5'1:}(?1210 8{)%@%?%;@ hi azol e- 4- carboxylic acid
ph gﬁWaﬂWh@;[(@ﬁmbqﬂmhﬁM) Faoninb]-d# sdote-4-caAORPIYA diE (2-methyl-
p@iid-Ahyham de
-1sobut'yl'am’no-t hi azol e- 4- car boxyl i c acid
( 3- E)TMﬁbYIFﬁé@ym)gﬁgms. i Ha'l;midzzol-zl—)gmethly_l)-amin_o(]j—thiazole—él—carboxylic
_9?;@ | amino,t hi azol e- 4- carboxylic aci
at?%k%e y’?{-@?ﬁhdflh’bzgﬁ am de;
5- 1 @élﬁmlwawlmgfchﬂﬁzaaﬁlnl;)e24nedtavlb«hi<ayblec4-a@bsxylic acid (1-methyl-1H-
- Ghl ok Q- pyri di n-2-yl)-am de;
P)ég%(ggj ﬂ?%frgér{ﬁ!’no-t hi azol e- 4-carbox7lic acid
(6- bl(Gvidemly»pjfldielﬂayi—ayﬂijle)aﬁirﬂﬁhyl-thiazole-él-carboxylic acid (4-methyl-
thiazol-2-yl)-amide;
2-Methyl-5-[(pyridin-3-ylmethyl)-amino]-thiazole-4-carboxylic acid (4-methyl-
thiazol-2-yl)-amide; ~
5—(3,5-Diﬂuoro-benzylamino)—2—methy1—thiazole—4-carboxylic acid (4-methyl-

thiazol-2-yl)-amide; and
5—(2—Methoxy—ethylamino)-2—methyl—thiazole-4-carboxylic acid (2-methyl-pyridin-
4-yl)-amide.

12. Compounds according to claim 1, wherein R? is -(CO)-R®, wherein R is ~O-
(CH2)m-Cs-Cs-cycloalkyl, or aryl.
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5-tert-Butyl am no-thi azol e- 4-carboxylic acid
( 3-chl oro- phenyl ) - am de;

weo-20ror4d8ut yl am no-t hi azol e- 4- carboxyli ¢ aci d PCT/EP2006/000090

(3-fluoro-phenyl)-am de;
5-tert-Butyl am no-thi azol e- 4- clg}ﬁoxyl ic acid

g;lt 8' %@3 @Brxhg:%g_ QEL&{)HJEQE&/%Q{H fkowﬂlgllre?r% 9a|1 ccf'mgdal{nb s)ge sefected from

@ﬁggummyﬂsmﬂﬁa t hi azol e- 4- carboxyl i ¢ acid _

aCI d ?%%%n‘gng yZIr ﬁlga’ﬁ/?g‘}ﬁlﬁ%;n 1.4Q artb 1Zcoa{c1d (% -C 5r%9x1'}/e|nlyﬁ—amide;
sopropyl am no-t hi azol e- 4- car boxyl ic acid

(4 et BbRARAT 200 i P RSV hiaol 5

C@hﬁmmphemdp}opmmmgles&r( 1 1- Di met hyl - pr opy! ani no)
-t hi azol e- 4 carboxyl ic acid mtolylam de;

g c.(é i B spayacgc&g@fw it 1, WieREORE1s &G GG
| - D| met hyI ;%‘Lam no) -t hi azol e-4-carboxylic

aC| d 1(54Cﬁmp|qyndq asc g t2-ddim-14awhetein said compounds are selected from

tﬁe BALNG; azol e-4-carbox7lic acid mtolyl am de;
-Eth Ca{rlng no- g{(ﬁ‘ azol e-4-carboxylic acid

(6 Br Y@OWPV]émQﬂyhz)ole-mwexyhc acid (3-chloro-phenyl)-amide;

(5 4Et€eb<¥t@§91%ﬁylg§%rﬁ;§{ %0;1 ok %5%8381 c ac1cﬂ% Huoro- -phenyl)-amide;

5 D|5 rapylamingo- ﬂaazw;d 4-chibaxdicacidl panblhmidé;c aci d

J{})Fépg Bé@hﬂﬁlfb %u%%ﬁ i é\ﬁlgg%hcf “t erté’}?'ﬁqnc(,le’am d

(4 ﬁéﬂmprppylamO—ﬂnglzlo)e-él-aam'bdmyhcannﬂ (3—bromo—phenyl) amide;

5 Di I rb
A S0 B SR Bl

to éf(éy Plfnt}d#mmerﬂnldialewscarb@fyﬂ@: aeiR (3whbireiphefi)-amide;

het er oc eﬁyﬂm ) tglazﬁpéc Ln’é]:hf §C1g3%g%0f%%gly®/am1de,

f I uéf(éY fment}’&mmoah;dzolem canbmtyhy add lphém;tlzuhﬁié by
di |
vvher ei nbsgal ta&a]r%lﬁlpgf){gg éﬁnglfcears éﬁ%“gg 3 ?%‘?ﬁafafﬁ & gr oup

C0n§1(§ytclqn>gntyiam150(tﬁlar&dt-l49wyboxyllc acid (3- bromo -phenyl)-amide;

E gogﬁy‘a@g@ffﬁlaml ?ztg a%%}e 40&15‘1?0%& adid ?g ~methyl-pyridin-2-yl)-amide;

5- (@%mmlmlopyhamlﬂﬂ}eat%mh@hc&d {o-chlobopytidia -261) hmide;

mt 9'(}§Jcl%g]e9t§lammo 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 of:

a) either reacting a compound of formula (4):

e

b) with a compound of formula (24):
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15

5- ( 3- Met hoxy- propyl am no) -t hi azol e- 4- carboxylic acid
( 3- br ono- phenyl ) - am de;

wo-28Bwrvzydsam no-t hi azol e- 4- car boxyl i caci d PCT/EP2006/000090

(6-met hyl - pyridi n-2-yl)-am de;

5- Benzyl am no-t hi azol e- 4- carb&igllc acid

( 3-chl oro- phenyl ) - am de;

5-(( clopro yl met hyl ) - an1no)R2}#§fhyl-th|azole 4-carb
oxy| $c oa&ydrolyze therdeyineynil of Girmulal (4)liftoandotground of formula (5):
5- ((Cycl opropyl met hyl') - am no) - 2- metg#/| - t hi azol e-4-carb
oxylic acid (2-chloropyridin- 4-yl'y -am de;

2~Met hyl ~5- [ (tetrahydro-@yran-M met hyl ) - am no]

-t hi azol e-4-carboxylic acigd (2- S

met hyl - pyri di n-4-yl ) -ani d S

5-(3,5-D fl uoro- benzylan1no) 2- nethyl-thlazole 4- car bo
xylic acid (2-nethyl pyridin-O4- ,a'amfde ‘

2- Met hyl -5-[ (pyridin-2-yl net hyl Yt am no] -t hi azol e- 4-car
boxylic acid (2-nethylpyridin- 4-yl)-am de;

2- Met hyl - 5- ( 3- net hyl - 3H—iwidaz® 4-yl met hyl ) - anino] t

hi azaglld%uﬂ’seqaer%xtxécltl%g ¢ co pou toqyfornel}/la (5 Ix{zllﬂff the c)ompound of

5 ( EyowedRd) net hyl - am no) - 2- nethyl-thlazole 4- car boxy

lic acid (1- nethyI-Iprr azoI -am de;

5- (Cyc| opropyl net hyl - ami no) - 2- I-thlazole 4- car box

yl i 0 gbtadn the-cempeynd nf feropla @) Vhytreuaw abal R"2:r8/Bt dmyll R'5nd R® are
[ ( pws Qefimed3n\lammtihyl ) - am no] -thi azol e-4-carboxylic

acid (4- nethylthiazol 2-yl) -anide

5-( T 0-.benzyl am no hlazole 4-car bo

o 12 Bl AR ot copaundy g el geording to elaim 1
Cﬁm@zwmgﬁhoﬂyp$m%ylan1no) 2- nethyl-thhazoag 4CgarbOXéI|_

c a am de npounds

accgr E%étll{%&{%&)&%fogkl}g}uga %11?2\23 is,-(CO-R C, wherein

Rc is -O (CH2) m C3- C6- cycl oaleyl, Ror aryl . 13.

Compounds according to aim erein said

conpounds are selected frlomtHhg™g gup consi sting of:

5- Benzoyl am no- 2- et hyl - tthi azoke- 4°car boxylic acid

(3-chl or o- phenyl ) - am de;

with a compound of formula (25):

X-R?

to obtain a compound of formula (4):

R
ﬁ N¢<
o xS
O /N\3
H R
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):
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and
Cycl opr opyl net hyl -[ 2- et hyl - 4- (2- et hyl - pyri m di n-4-yl

woanisamesgh ) - t hi azol -5- yl]-carbanm c acid PCT/EP2006/000090

cycl opropyl net hyl ester. 14. _ ounds according to
claim1, wherein R3 is Cs-C -cycloal kyl. 15. Conpounds
according to claim 14, wherein said_gconpounds are

sel ected fromthe group consisting Rf:

5- Cycl opr opyl am no~t hi azolﬁ~4~<ﬁ\/ xylic acid
(3-chloro- rhenyl)-amde; |
5- Cycl opropyl ani no-t hi azol@: 4
(3-fl uoro-phenyl) -am de;
5- Cycl opropyl am no-t hi azol e~A- car Wégi c acid

phenyl ani de; 5- Cycl opr opyl ani no{’hi a%ol e- 4- car boxylic

acid mtolylam de;

5- Cycl opropyl ami no-t hi azol e- 4- cqu box7lic acid

(3- br ono- phenyl ) -am de;

5- Cyaridolabseyhentiyrreadting alzeot dnpouedr dfdaanhils (56hith the compound of the
(3- %+rﬁﬁﬁ;$? enyl ) - am de;

§y|ic acid

5- Cycl ope ['am no-t hi azol e-4-carboxylic acid
(3-chl oro-phenyl) - ani de; R'-NH, _ _
5- Ot6loBREMA YO ABHIRE S bARR T ARALRRY b6, R E,-Cy-allyl, -(CHL),e

(3& r -%nyl -am de )

5- 1Légb(g7ﬁ ﬁa ot BrlaalyleRais EFhandRy4andcR as¢ s defined in claim 1.
phenyl am de; 5-Cycl opentyl am no-thi azol e-4-carboxylic

aci dSJImmmdﬂyd)dafasrd&;prte}r)]aratio? of cé?mpoutr)lds Olf formula Idaccording to claim 1
- am no-t hi azol e- 4- car boxyl i ¢ aci

C??%fi g%oﬁgﬁé%sﬁ'f; -am de;

5- Ot | tepetingd comprmnghif fzotuda @4dar boxyl i ¢ aci d

(6-met hyl - pyridi n-2-yl)-am de;
5- Cycl opent yl am no~t hi azol e-4~ca%xyl ic acid
(6-chloro-pyridin-2-yl) -anideN—

5- Cycl opent yl am no-t hi azols- 4- garbexylic acid
(6- br ono- pyri di n- 2-yl )-Hm@ —ang
5- Cycl opr opyl am no- 2- net hyl - e-4-carboxylic acid
(2-nmethyl -pyridin-4-yl) - a . A net hod for the
preparation of compounds of formula | according to
claim1 conprising the steps o,“ a) either reacting a
conmpound of fornmula (4): 4 R2 = H b) with a conpound
of Wihmdomporayl oRfoxmia(24pr hydrol yze the conpound of
formula (4) into a conpoundRmNHzfornula (5): 5

to obtain a compound of formula (15):

15
and reacting the compound of formula (15)
b) either 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 in claim 1;

c) or with a compound of the following formula (26):
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and subsequently reacting the conpound of fornula (5)
with the conpound of fornmula (24): R NH2 to obtain the

woanpoasss4 of fornmula (1) wherein R2 and R4 ar e PEITAR2006/000090

Rland R3 are as defined in clajgpl1l. 17. A nethod for
t he preparation of conpounds of fornmula | according to
claim1l conprising the steps n3gd reacting a

compound of forrmula (11) 11 wi a cgrrpound of formula
(25)t0 & 348 thecaspronnd of fermnga LivheseinfR ismkthyl and RYRBInd R are as
ei t hé¢finedactlhipg1t he conpound of fornula (4) with a

corrpound of formula (24): R NH2 c¢) or hydrolyze the

co 4 a conp of formula )
(5) 54 etﬁiﬁ%i%fgﬁ%mﬂg’ﬁgaﬁlg R efigPoRRat fpgue] iording to caim 1
¢mmpmm@g@@pumwoh the conpound of the fornula (24):

i s hJ Sftﬂerqpicﬁh%a%oﬁfﬁgﬁﬁ& Bfl)zoaqf; g{l@g aQ g/? amf/lr eloP X

Cs-Ce-cycloalkyl, R4 is H and nd R3 are as defined
inclaiml. 18. Arrethodform preparation of
conpounds of fornula I al:cord ng §o claim1 conprising
the steps of: a) reactifda und of formula (14)
14 with a conpound of formila (24) RINH2 to obtain a
conpound of formula (15): @5 ,N\Rs

H

18
with a compound of formula (24):

R'-NH,
b) or hydrolyze the compound of formula ( 18) into a compound of formula (5):

o
I \H/K(
O /N\ 3
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 (I) wherein R? is methyl, R*is H and R? and R®
are as defined in claim1.

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):

RZ
\ N/
O xS
o) H,N\H
11
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and reacting the conmpound of fornmula (15) b) either
with a conpound of forrmula (2): R3NH2 to obtain the

woanpoasss4 of fornmula |, wherein R2 is nethyl, RETIER2446/000090

and RL and R3 are as defined _jBsclaim1; c) or with a
conmpound of the follow ng for ?a (26):NR3R4 to obta| n

Wllﬂ?a GQEHBMﬁiingf rBReEHHJ, ]9{11?] fg@ GlHRL aﬁﬁ%' liesacqgg H%é re mino-

Ra g}rg I'n C
HfB’Pec%e é%‘&’@ﬂ%ﬁi 1) githor cosepgitndefdomsrule 643l a |
according to claim1 conpri fuiNgLt he steps of a)
It ctlng,a ound of forrru 18 18 with a
a%d tﬂ%{hﬁ"d’raﬁf ‘%ﬁgﬁ’?ﬁ n(gmo;le g geaghin g‘ﬁf mgfz@n@ﬁkprotected
coumwudo\ntbn‘a domnpraning c(flRéfoﬂGtvﬁlgdoﬁﬂﬂ]E‘()lﬂ')d of formul a
(5): 5 and subsequently reacgi}g;g t he conpound of
formula (5) with the conpoun f formula (24): R1-NH2
tp gbtsin &eﬁomp@gné ofifeamada {Thrwherein Kliy halbeReib B &£21 RSR® and R? are as

RBhé&yindddh is H and RL and R3 are as defined in
claiml. 20. A nethod for the preparati on of conpounds

offr rdlngtocla|mlco rising the steps
E) Ay B?fg]i"éjc‘%l’f ﬁbe RIRRATEHOH BT ¢amgroUngs oamel_@%) accqlﬂmgﬂq claim 1
can@mmgblhe&stqmdfo protective group and subsequently
tected conpound (11)

reacgt i sul ti am no

Wit Sa&gch (ﬁlucr? P&unfio:%ifﬁflnﬁﬂf " RLNH2 and then
deprotecting the anm no noiety and reacting the
resul ting am no-deprotected conpowpdiwi th a conpound

of the follow ng formula (25): S
_0O N

O Br

17
with a compound of formula (24):

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

H
R1/N\”/§(S

9] Br

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.

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):
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15

20

X-R3 to obtain the compound of fornula (1), wherein
Xis halo, Ris Hand R R2 and R3 are as defined in
wobheiern7dss4 21. Amet hod for the preparation of ceaopEe2@s/000090
of formula | according to cIa|$%1 conprising the steps
of : a) reacting a conmpound of formula (17): 17 with a
conmpound of forrmula (24): RINH2 to obtain a conpound
of formula (15): 15 b ) and reacti ngRt he conpound of
formula (15) with a conpo of la (2): R3NH2 to
obtain the conpound of formjla ( erein R2 is
methyl, Ris Hand Rl and R3 ar ef i ned
her ei nabove. 22. A nmethod for reparati on of
conpounds of formula | accordi qgcla|n11 conpri sing
the steps of: a) reacting a conp formul a
(11): 11 with a conpound of fornula %28) RobCHO to
obtain a compound of formula (22):1b) and reacting the
conpaitinalcahpéidig Brbhd@@)2s) th a conpound of fornuia
(24): RINH2 to obtain the cogﬁpund of formula (1)
wherein R3 is CH2-Rb, R4 is Rl and R3 are as
def itmebitaima corapourdd o2Brmélagp)canent cont ai ni ng one or
nore conpounds as clained in any one of clains 1to 15
and pharmaceutically acceQﬁable ex<|pients for the
o

@)

treatnment and prevention nad ecept or nedi at ed
di sorders. 24. Anedlcanentoacco.q\n@ to claim23 for

the treatnent and prevention ac(t e
N
H ) .
R
22
b) and reacting the compound of formula (22) with a compound of formula (24):
R'NH,

to obtain the compound of formula (I) wherein R® is CH,-R®, R*is H and R! and R®
are as defined in claim 1.

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 mGluR5 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,

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 mGIuR5

receptor mediated disorders.

26. The use of a compound in accordance with any one of claims 1 to 15 as well as
its pharmaceutically acceptable salt for the manufacture of medicaments for the

treatment and prevention of mGluR5 receptor mediated disorders.



and/ or chroni c neurol ogi cal disorders, anxiety, the
treatnment of chronic and acute pain, urinary
wonewrsgsence and obesity. 25. Aconpound in aceoraammne/000090
with any one of claims 1 to 15.8s well as its
pharmaceutically acceptable salt for use in the

t r eag7remk u@é’ ade 9134

di sorders Bﬁuﬁﬂgscgﬂlgg 54% lé%?ar{ugg& bl a0 %%&H’c%% for the
W%tweahiﬂ%?ré‘f%moel cdjagife and Oldlraslqnmlukolaglcaltd&orders, anxiety, the
ReameRCS L el t he uf acture

of medi cangﬁl?gh%{%?&{tﬁ ?Blégt%agﬁntco nce (ga{;?gx of

(Lﬁ hece pt or nmedi at ed di sorders. 27 The use

accotdi A vEniemashergnbeforerdeecribeduf act ur e of

medi canents for the treatnent and prevention of acute
and/ or chroni c neurol ogical disorders, anxiety, the
treatment of chronic and acute pain, urinary

i nconti nence and obesity. 28. The invention as

her ei nbef ore descri bed.




