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WO 2005/ 039572 PCT/ DK2004/ 000733 1
N- Thi azol - 2-yl - benzam de derivatives Field of the
WO pws8450n 5 The conpounds of the present i nvePtT/DR2004/000733
bel ong to a novel class of N thiazol-2-yl- benzam de
derivatives having affinity for the adenosi ne 2A (A2A)
he ¢ unds _are A2A-receptor |igands,
Néﬁgﬁl%loi g}%gl&aﬁ?@??@éngg%% ®sts, reverse agonists or
partial agonists, and are useful in the treatment of
neur ol ogi cal and psychiatric disorders where an
Fiehhof gtion; | nplicated. Exanples of diseases where
an A2A 10 receptor is inplicated are Parkinson's
Di sease (PD), Al zheiner's D sease, Huntington's
THe seapeyndspof hpgiresent Elveiiﬂ(ﬁi bélesd) e anovBiREa®Y 6hATGhIZ0]-2-y]-
strok(fq’ F}neo at al. _jsch nd, hypoxi a, subarachnoi d

YRUVES D\mg IB% Bi fgr ithe Fgnosiiea? A (Apadregeeptor. The
chiRpbRNk AL AAL f@bé}ﬁof"l’iga%% ’su@}f‘éjs afn@e[gohﬂ?s Lg E‘?Q&ter&f dago*usts or

depression and psychosis disorders. 15 BacKgr oun
partiel pperdsisi ond Adenesfithen ithe preetemt ofnn@erlogElal and psychiatric

ol Do DA BeRE, & iRl TR, SR8 S an A
rebtet Oisogmgﬁbat@dl 0GRS Feskindones apiseR’ QPD)20ABHSARS SN Disease,
Is. medi ated by specific receptors, which belong to the

Hpgingtyn st disvase.oerilensieo apebia! rishemisorhaenpolipgigdeimbei meonatal

dy t
R s e L
datBagel@BoWitp cardiae apmbin and i the etdatthétt oFi @PAIssiBA and psychosis
athvvays i nvolve the formati on of . cAMP, wth Al ané)
%@816 tors causing inhibition of adenylate cycl ase and
A2A and A2B receptors activating 25 it (Oah et al,
Pharacol . Ther., 2000, 85, 55-75). Al of the
Badkgroundef tleciayemtion have been | ocated in the CNS
(I nmpagnatiello et al, 2000, Einerg. Ther. Targets, 4,
635-644; Rosin et al, 1998, J. Conp. Neurol., 401,

Ad&ibsikB83 prebfif ih an %@l‘lsp incAfdihg MR GRLanl M8, oABAmmiafian orgamsms

gr edonmi nantly found in dopam ne-rich 30 areas, such
#ie ibasedulgangl vailatompomenttant nhyelobigmaétmmeam fThe act1on of

c%h%}ﬂé splﬁhclhhgﬁ%gl s'pecalfr% écef})tois’s ?Vﬁln%}ﬁa cgl{g’iio tb% ?ﬁnégy ng protein-

cm@mdrmbemalﬁpmrﬁdﬁn@si@ ﬂeﬁéfﬁd)fg! &dvé Bednél6fdRdIdOchalicterized, A,
cortical lamc and |inbic

Asa, Asp and A3 Fredholm et al, 1994 Pharmac Rev., 46, 143-156). The main

intracellular signaling pathways involve the formation of cAMP, with A; and A;

receptors causing inhibition of adenylate cyclase and A4 and Ayp receptors activating

it (Olah et al, Pharacol. Ther., 2000, 85, 55-75).

All of the adenosine receptors have been located in the CNS (Impagnatiello et al,
2000, Emerg. Ther. Targets, 4, 635-644; Rosin et al, 1998, J. Comp. Neurol., 401,
163-186). The receptor of interest here, A,4, is predominantly found in dopamine-rich
areas, such as the basal ganglia components; the striatum and the globus pallidus, in
various mammalians, including humans. The basal ganglia, with the striatum as a

central component, are involved in integration of cortical, thalamic and limbic
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WD 2005/ 039572 PCT/ DK2004/ 000733 2 information to

produce notor behaviours (for review see Svenni ngson
we@00al0395Pr og.  Neurobi ol ., 1999, 59, 355-396). POT/DRR004/000733

striatum A2A and dopanmine D2, receptors are found

closely co-localized on the 5 striatopallida

. GABAer gi ¢ neyrons, formng the so-called indirect

IYPRAHON JAtTHRENFS PG deheviaurs i(Bar ugyicwhseshS yeaningsas leal, Prog.
Nel-dB3101 90918 bs 4496 A2A receptors contribute to

control “of ‘motor behavi our by nodul ating the

neur otransm ssi on of GABA, dopam ne, acetyl choline

apnd gl ytanpte in various ways. Currently, the ,
i et o g o D R erots At Stk ol Gprdpealized on the
steisRpelliahl GARRerale! heiten ffoAifle ARL 39QA1ISH $nditedt BhitphP pathway
great interest In the treatnment for Parkinson's
figms bgstritwm) whighi ie Ainvolvasl mesotar dddbitiaseAr4 meaptparbnigibute to

I . [ tors intera tonically.and
et 8 PP ARV RRE PO Lol Sl e RS RohisBig gt oaBA,
deeatieaseetyictdiihé mhl \elethmbeinDArios &fyer Sufrerilyd AR& MtBractions

upon stinulation. Thus, A2A antagonists may b

e
betaselh 1A G dpmisERtats eRG cateciadly tBe aciensogfeAougntagonists, is of
am . b i , - ne. | St
sEAPAER (P tinl @R o Bk Y GNERE (POESMAPIBIRG, FhBorcase
irr éopponselevElForhd A afeksptandniteics taniwtlgiand ag@genigtically with the
Ri chardson et al, 1997,. Tands Phar macol . Sci., .18, .
D3 38CopIplS: Ve hiesrrserin AP dhe Repeiass for dergnin upon
sthfulaiorn- PREs, E%%nﬁ%oﬁgts 230 e %%%Héq%?nélﬁlaﬁ%iﬁ H8Vertect of
86, . 345- 353). Sel'ective A2A receptor agoni s%s an
erdogarmii dopeminevas Welkas wliviedlly wsedalopbmihe agonists and increase the
.phar macol.ogi cal . behavioural a neur opr o tive .
R e Rimop e e JHir e Pt AHATD AR e Yiteg see e
Ricideus cbef: 1997¢ TaeatEOPh@inaebl SEDIT8, T3&p4s SRANIBGHMN ot al,
Sci . Ribeiro et al, 2003, Prog.

18, 338-344; : g
Pregurlifssirebiol., 899,379 36239GnGrvs cbtal.aPO0BoBarkinspn's Dis. Adv.,
BRcQ, 56, 87-90; Wardas, 2003, Polish J. ‘
Sgﬁgfnac%IOQY, 54, 313-326). 25 The close interaction
of D2 and A2A receptors can be clearly exenplified in

del s .of catal epsy, where D2 receptor antagonists as_ .
S?ﬂg?trvea&a‘\ﬂcep&tre@g%}lﬂ%gaaﬁi ategqnisy, digve é’_&?%l‘@%’éb’, dggeribpd in
phamae31BLRLAGERA iR A ﬁ&ﬁ@@%%ti%‘%%%@éﬁss irPlelR and non-

recept of agonists, respectively (see Svenni nhgson et
haghan F@@atﬁ:&léfg)t obilews seel B9Dardsen et3B51BI6 Teands RétisnaddD Sci., 18,
3341558 Ribieiro ct al, 2003, Prog. Neurobiol., 68, 377-392; Ongini et al, 2001, II

Farmaco, 56, 87-90; Wardas, 2003, Polish J. Pharmacology, 54, 313-326).

The close interaction of D, and A4 receptors can be clearly exemplified in models of
catalepsy, where D, receptor antagonists as well as Ajs receptor agonists induce
catalepsy, which is counteracted by A4 receptor antagonists and D, receptor agonists,
respectively (see Svenningson et al, Prog. Neurobiol., 1999, 59, 355-396 and Refs

therein).

Promising anti-parkinsonian effects of A, receptor antagonists have currently been

reported by many investigators. For example, both SCHS58261 (2-(2-furanyl)-
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Prom si ng anti - parki nsoni an effects of A2A receptor
ant agoni sts have currently been reported by many
WO pwe®895gat ors. For exanpl e, both SCH58261 PCT/DK2004/000733
(2-(2-furanyl) WO 2005/039572 PCT/ DK2004/000733 3
7-(2- phenyl et hyl) - 7H-pyrazo| 0[4 3- e][l 2,4]triazol o[ 1,

TR B A B aRoRER el BrOe el e lpyimidia: Sminiey) - and
K3y Z50db ydr o~ (VY Bb alditibl eﬁy@etﬂé@nsu%t CARANE dinydro-

contral ateral fotations, ellicl
Tdueihylot Hipevined sadions), unehlanes a¢orﬁaﬁt@z@l rotations, elicited by a

@re@ﬂaﬁo@éj 8? ?eifagi};a ; eSI %g I%Fé?éf)?\ gfggyc%at X gr%gt}?a lesioned

nnea‘ and ey (Sie® Dngirf et bl eoop r[sngQQsZ S, gnoI386 ki lr¥fs therein).
roves rmt ar |rrpa| rment induced in non- human

Fb]i’i ﬁﬁiﬁﬁpmgmﬁcantly improves motor impairment induced in non-
Y. ri.di.ne
hﬁlﬁaxggptrﬁ'ﬁﬂt% 2 :%X'gy 1%61:1)’1 &)ﬁ&ﬁ)ﬁgfﬁg BRY 6%@ idine), without

calsiyy dysichebias, thonip- ccammbmyeaasmeusﬁd Wltlbng-l&ﬁm d@ﬁﬁféhﬂ &ith the

d?%n%%%o%n%iggor%%% Sh 1598t 7500 B 63y B Erondin
et(é,ll) 1991)6?\1%m%@3 Z@d%% -1897; 12809 et ﬁxﬁﬂod\%%a}\feag%ggli&, 321-

A'recept dr ant agohi st 8
3%)Btent| aI as future drugs for long-term nedication of
PD patients, since they do not only reverse the notor
I mpai rment but 15 al so can sl ow down or stop the

TR K ASctort AgaghBRASBow Yerbit ritiA0 af Fhtures Bk VBt Jong-term
Neur oprotective effects by A2A receptor antagonists

mgdigatioree £RP| Batipetensinespbey dd tioh oply revérse thenmoton imptirment but

f f t di es
R
313-26 and Stone TW Adv Exp Med Biol. 20 2002, 513,
N249 80% /? %a oni sts have been shown to b_e o
RUQPEITSIE EFiPgte DY Aoa dp9opior @nfespistibas soetiyeeen reuTiRd in in
vivh eales k6 emaids Q)'f eh@ﬁ%ﬁgg%eﬁ@aﬁve ek Sves V(W 0% see:

prevented functional Toss o am nergi c ner
Weedasi Inafd Ji Z?hartwcalt 20062, 64(4)&313% hndaStopB aWent éd Exp Med Biol.

2 i3 8T, Mo e bt ke iovap (o Jsangvgprotective in

dilfflef € PR incdkls H189%: l\/ﬁdl"P iR Qlluce aﬁ@ 6-OEHA - le%ﬁ)nléég'gﬁ gIere
et al, 2000, Ann. Neurol g)f% (4), 507-513, Lun

K¥(-6892 previeiad detrsional log dor@n(lﬁe)rglcm& #hBinalsSinnthé atriatum
obt ai.ned .i n ex erl nt al . nodel s
S L T I TR
alpDoR,of. Mairoeien. i $6]ursac270, q—ﬁtsaHSetvw @gw%ewegﬁ(}zerso 9-18;
u3| ng adenosine A2A r ecept or antagonists, with a

% 02000, Ann. Neurology, 43 (4), 507-513, Lundblad et al. J Neurochem.
2003, 84(6), 1398-410). Similar results have been obtained in expenmental models of
Huntington’s disease (HD). In rat HD models quinolinic acid or kainate induced
lesions were reduced after using adenosine Aja receptor antagonists, with a decrease
in striatal cell loss and motor changes (Reggio et al, Brain Res. 831 (1-2), 12 June
1999, Pages 315-318; Popoli et al, 2002, J. Neurosci., 22, 1967-1975). In addition, it
has been shown thatA,a receptor antagonists decrease neuronal cell death after

cerebral ischemia in neonatal and adult rats and gerbils (Gao Y, Phillis TW., Life Sci.

1994, 55(3), PL61-5; Monopoli A. et al, Neuroreport, 1998, 9(17), 3955-9). Ay
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in striatal cell loss and notor changes (Reggio et al,
Brain Res. 831 (1-2), 12 June 30 1999, Pages 315-318;
weopsiososer al, 2002, J. Neurosci., 22, 1967- 197G)/DKR604/000733
addition, it has been shown, t hat A2A recept or
ant agoni sts decrease neuronal cell death after
cerebral ischema in neonatal and adult rats and
kpeakyut gnipgdohaye beer Teppged iy be prptesteddiom nawpeip] hesyxdy jschemia

o g DR GlmaERad p e ERl sba1 e 227
3gutCleeni 7RI sethalje Jbaknrasepol998] 1920y 9191-200)ethnllr FBm 3INP

eonat al. hypa ic(f' schemia anpd transient focal
(eRRBIPioTGanE) Edugsd aresyRaiico B iR EbiRAIS tdsase (Blum D.

34( 9. NeliBdstr, 299; JE361€ 0SHl 99, :
° 19% 51y 9%95-2?3%) £ 0 501e8), Fhe é’i‘-’tfgﬁﬂeo%?é% of AR antagonists
agpeist neirpdegadration dgy plapnate release diavk iatlrgdytteemtshown in a rat

| ease .(Bl.um D. 5 1.1 Ne i, 2003, 12),
b7t QyPoecietho doispid 0oy Coothi Bl i, 1092
sa(lg?zi 1588-00€E CHRGLAVTAL b0, BiirOR 4K 2003, 835@) £25¢. have
a

ready been shown in a rat nodel of ischem’c damage
to the cerebral cortex (Sinpson RE, J Neurochem 1992,

iR 85 s B LR oo Bl i, PRy SFOone o ra
malislo ob el GF ejpdudedd astroghibsiRray  ABYI0QL WeesS peptided I5885 induced

nodel . of bFGE i nduced astrogliosis, an anyloid beta
nSEROKigEY 3 ceebral g oG D Ane piogiel of Qb iadsiosd neuronal cell

d%gﬂwllag 85@%}151?]#0@% Luldies @qﬁlbﬂ%f R QR o NGE ©F0 8 %%g?@): 190-

rat or gano prc I Ce CUu ures
4;(Dalifepi | OB aRal. eBr &Phahdcal. 220D ApAIGSA3(12)7-290cbatip MT,. et al.

' 1 gna et al,. J rmacol . 2003 Apr;
E‘ﬁsfflﬂrg’f%(??@z Ar%%%%),-?ﬂe]?’ al. 15 Eur J
Phari nacol . 2002 Aug 30; 450(3):253-7) Collectively,

A2A receptor antagonists can efficiently protect
Celilectizelynth2n sencpies aftagemists nah eiiciémghynprotdct difwértt neurons from

' r. g Lon (Abbracchi g, VP, _Cattagbeni F, .
LSS RSORORLEL bR AR Ruk R B Dk .
Bfangiaténokinee! Aah Myenasi $ie 1990 38DA7D80e @S BNd al Adenosine

neur oprotection 1997, 825: 30-48). Adenosine and its .
A%%é???@ﬂf@%a?%%%@’mﬁé%@b]s%%nﬁziﬂ@&‘g)effects in ani mal

nodel s of psychiatric disorders (Mnor et al., 1994,

ABSREYNGH 025h 480 305218 RPIRD, Sy gt of

psyehiatricadis@tiers €Miindrtes a1 9942 Beh@UNBLAS; 1081 B6RD 36 AWBYdson et
alagld(énosi ne A2A rece?tor ant agoni sts (M nor et al.
2

98, Beltex\Neuppser 41 2e3991409). Mhogeoyen Yheskbehavaourat deficiis were
folAY fo BNRYBrsE DB} 2ddnB8hERANL ré’@ef)tlar Ql‘ijtﬁgcﬁﬁéty &for et al., 2001, Berav
Brain Res 120: 230-212). Further studies have shown that treatment with adenosine or
2-chloroadenosine increased immobility time in the mouse forced swimming test,
another animal model of depression generally considered reliable (Porsolt et al., 1977,
Arch Int Pharmacodyn Ther 229: 327-336).

Several compounds with dual affinity for Ay and A; receptor subtypes, known as the
4-aminol[1,2,3]triazolo[4,3-a]quinoxalines, have been shown to be active in the rat

forced swimming test (Sarges et al., 1990, J Med Chem 33: 2240-2254) indicating
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2-chl or oadenosi ne increased imobility tinme in the

mouse forced swinmng test, another aninmal nodel of
walesmssion general |y considered reliabl e ( PorBOT/DKet04/000733

al ., 1977, Arch Int Pharnmacodyn Ther 229: 327-336).

30 Several conpounds with dual affinity for A2A and Al

receptor subtypes, known as the

anfideptesem 20tvift of the sPletences. AYlerlireesntlyi Apsrecepivekinskaut mice

agt | ve. i & 2 C ' 1.ng..t est .
VRO (7 ek Ygivd UF e e S SRy B O S taype
litterchatest (Eh § 20tz @0 &I, 2805, 72 PRAd M6200Y340687/33. Cénsistent with this
anti depressant activity of the substances. Mst
datac &t I‘éﬂ,A FSEEP OB cRYRESHISIN SO i 8 KW PEOF geduped othge total
. e it " . " n a hai
e B R RS gleior AL EOR AR ot 53001, 57
Ph@werarhd d4: 6B47). GBe anjagotistssICHESR6 IvartdhZ WK $385d44(2:[ 7-amino-

t ept gr t ISt S. 826 KW5002
2B L AR oo P Y Rl eip1 ol
find PE PieO irh @S bilityvh iR sRHRist®éd &l mice %%gﬁé’ scfeened for having

Pharmacol 134: 68-77). The antagoni sts SCH58261 and
hizhpyniaghility (timg, 7while Fg-H58261 reduced immobility of mice that were

- (2= i v ) .4 i azol o] 2, .3- ri.azi n-b-
ol ot Mol B8O sl 3P BE L ek
Phamdzol 134 68kFN. adm ni stered to mce previously

screened for having high inmobility time, while

SCH58261 reduced inmmbility of mce that were 10
SeRiBGIngeAy, BRI ick Bddest R3S show i

nodel (néle %ac ou g(i)ﬁtg{ﬂcg F‘Q%%ge%totg% ﬁ%%%ﬂﬁ%lﬁ asll?ér)r‘g & o}?{nitg%f respotise
to6 Bsyripstinsylaks esich sis rgnpk@Aankne ekd uwocaihe edspijg s fadhahat their

th il s show.a bl uat ed ¢
xeeactid ngine atnfrs oS e DBRReHcts e wantizeted (Chen et al,
20088 DichiLosthe7:1 98004 RlorddVRt, inackPatfrPé LR 5] 180 Attd b 'G%{egglown

affinities of DI and D2 receptors are unaffected (
toegelegtivelyrgppratricmpds tamiggintgsedroehnvionmt sensdtisation (Chen et al.,

' i vat i f _A2A. Le I S n.sho 0 .
200 et Pt ety B SEBRADAT T aRect e Bos P pise show
rededal dtauslatah® PPl 6hidB aedustt startled®0ahg et al., 2003), measures often used

Neur ogsychophar,rracol, .28:1086-1095). In addition, A2A
to rftséqed upntRsyEeh o Reti Vi B widhest syRNoEt dhdfoupd &g stndies where

plg‘agglgéélégicélt Blokk e yfaﬂ,%b %ceﬁ{o s withos )sele%.%séﬁcggoﬁlgs& L SMhpletely

to detect anti’‘psychotic acti Vi
alsuishat tpré-pulke undhititiors t(PRI) e@Naghle et al. pR80IBEWIapsE aal 279-286).

PR SERGrSh. 2000 SHEBDS S Bt B S Emp S
il ABIRD 1Bice Wang 2003 200 a6 B Ref 922.80).207).

Thus, the available evidence suggests that adenosine A,5 receptor antagonists, by
specifically modulating mesostriatal or mesocorticolimbic dopaminergic pathways,

may possess antidepressant and/or antipsychotic properties

Certain compounds of formula I in its broadest form, have according to Chemical
Abstracts Registry database been disclosed in various chemical catalogs without

indication of any pharmaceutical activity.
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Psychosti mul ants, such as MK-801 and anphet am ne
failed to disrupt startle and PPl in A2A KO m ce

W@ Yog3sr2 al ., 2003, Behav Brain Res 143: 201-POWPK2®3/000733

Thus, the avail abl e evi dence; suggests that adenosine
A2A receptor antagonists, by specifically nodulating

sostriatal . or socortjcolinbic ,dopam nergic . _
CsRnyPomdy ofodeRale o\ hwEPedtat aRBPS) are disclosed in
TWOLOWOYEI b bBmGPREH GRaBlk ?ﬁnﬁff@t‘aﬂvé3 Q{EBHfégﬁdasz{;igted with an

formula | in its broadest fo have accor
alredrp el hilependestt kinese a®ividfiyst ry dat abase been di scl osed
in various chenmi cal catal ogs wi thout indication of
any pharmaceutical activity. W 2005/ 039572
TRCTé RIS 80 ahla 6 wherdidRA i€ BPRORNdfe QscIbd i BER55120 as
wherein RL is i-propyl are disclosed in W?2000026202
agfubeHgsig agdig- treating proliferative disorders
associated with an altered cell dependent ki nase
activity. 5 Two conpounds of forrmula | wherein R2 is
Thygripxyreaemgod bsfasiss show RE8HT02éhtAs as dfurd dRRNCak s Sterm
agents. Hlﬁs A2A receptor antagoni sts show great
msGcahen gt FRsPatignisy 8neh thg¥ dediot oBligter esenthamaias dmpaisment but
alk® ' i
e ot R nE PR P A B BIDfink Oy TR R
progress of the disease by pronoting cell survival.

ne there is.a desire for, novel A2A receptor
HE Bion SEREaRaRT AR e T RBRRRSE 15 The
obj ective of the present invention is to provide
conpounds that are antagonists at the A2A receptor.
Supanaryiof ghg InventioBr esent i nvention relates to the use
of conpounds of formulal 20 R6. 1\ ORA R5 RSN
ASR
The objective of the present invention is to provide compounds that are antagonists at

the Ay, receptor.

Accordingly, the present invention relates to the use of compounds of formula I

RG
/er o R
1 R5
L3
: 7
1 e '
R3

wherein R' and R® are independently hydrogen, C;_s-alkyl or halogen;

R>-R® are independently selected from the group consisting of hydrogen, halogen,
cyano, OH, NH, nitro, Cig-alkyl, aryl, aryl-Cj¢-alkyl, heteroaryl-C,.¢-alkyl,
Cs.g-cycloalkyl, Csg-cycloalkyl-Ci.¢-alkyl, C;s-alkoxy, aryl-Ci¢-alkoxy, Cig-alkyl-

amino and aryl-Ci_¢-alkylamino wherein each alkyl, alkoxy or aryl may be optionally



10

15

20

25

30

HR' R3 wherein RL and R6 are independently
hydr ogen, Cl1_6-al kyl or hal ogen; 25 R2-R5 are
wo pabsfozesaent |y sel ected fromthe group consi st POODER004/000733
hydr ogen, hal ogen, cyano, , NH2a nitro, Cl_6-al kyl,
aryl aryl -Cl_6-al kyl, heteroaryl-Cl_6-al kyl,
c3 cycl oal kyl, C3_8-cycl oal kyl - CL_6-al kyl ,
S‘@Pﬁﬁﬁ%ﬂvw &Bape %mrﬁ@f 0B Bl RORY, CigialbylaOcylalkozsi eioCanalkoxy-
Car-\é?ko . 6-all kyl am no wherein each alllyl, allkoxy or
y be optionally WD 2005/ 039572
PCT/ DK2004/ 000733 7 subst ituted with one or nor e

I PSS sSSP oty
8l 62} oupYeoniighe bPCﬁz,aa[ﬁq Ni—l ' aﬁg gglnig g n% OKI 3ahfd R 51‘?& ke Qre as

5 fromthe group consisting o H and 0,
dgfine@l abpv@, and R2 and R3 are as defined above; A |s
*NR8-CO, *CO-Nle, *NR8-CS or *CS-NR9 in which R3 and
RO are independently selected fromthe group

Acapstsri-ap, oFCoyROgeNRENTk Gy BCRLKRP , inOfwiéh RO and R® are
t oget her with R3 are C2_3-al kyl ene or CH2CH20O wher ei n
indgBensienide ﬁelpﬁe@ﬁoat Hesdgtosp tcn@mstmgecrfyhydrrcmyn andoCt-fralkyl, or R®

it t t h h
P e LIRSy 81 SEOREALIE BD 0
plnvBired, kiydl theadr 1)(1H1,caﬂé§ﬂ&raﬁ@;f1ylhat 1584{t’gabhed@3) _tﬁc pthdayl ring;

het eroaryl - C1. 6- al kyl , C3. 8-cycl oal kyl
C3. 8-cycl oal kyl -Ci _6-al kyl, 15 Cl1_6- al koxy,

aﬁ’df Xy'l@lse@ec?édkﬁ&ﬁ tﬂ%e {Clg%roﬁélft%gf @1'1 %ﬁ%ﬂl aryl, heteroaryl, aryl-

-al kyl am no, ary
Cheiaéqyd)ar yhet@balﬁd—é]lk;aﬂlarh noCs; @I-lcycﬂo}ilkﬁ aI IGAlsyoyatviailay]-C.¢-alkyl,

oAV L 1 STRRE e Y B v R S, anyl-Csallyl

a®¥if, OalhkiekoafRAYC bealk PRty al Iy (@H@ﬁkylglé ﬁ‘o WI t313. Q08 d¥benzo-
nor e hal ogen, cyano, hydroxy 0X0 koxy or

[InRrlgran:2- shiee péamartars 1 airandty] Weqmndémlkyl aandecthodH@@ gny be

nf%i glrlﬁ#%wted W%gl A%be o‘,jr %gllr%gr% ect o et 12&)(\51\/'{:5)?? § d 6 -alkoxy or

NBH?R;% whateimné?l dnd Rﬁ)&nd@’«th&énﬂlyoﬂe hfyalrotgble lor m};wnqat &R and
Iect ed fromN and 0, and each ary

Ropl“?&?ﬂ’&ﬂ"\)lﬂb s pitEageB fown Lt S0 de0br lﬁlﬁmbelﬁél zégv@ﬁtlc ring which
YEHARy niod
oA Ay L s T P AR o
maydbqoeptimﬂiﬂyys@s&tutqddm@emm pr @lor6-laldgeh, oyarid]l hydrgkyRnitro,
%ﬁ Ele hthe nltr?%w 10m11 10 1
C1 galkyl,  Ci4- a koxy, Cj¢-ac 1¢-acyloxy, NR™R'" wherein R and R
independently are hydrogen or Cig-alkyl or R'® and R!! together with the nitrogen
form a 5, 6 or 7 membered aliphatic ring which optionally may contain one further
heteroatom selected from N and O, or a group Z-(CH,),,-W, wherein Z and W are
attached to two adjacent carbon atoms and independently are selected from the group
consisting of CH,, NH and O, and m is 1, 2 or 3, provided that when R’ is attached to
nitrogen, then R’ is not Cj.¢-alkoxy, aryl-Cj¢-alkoxy, heteroaryl-C;.¢-alkoxy,
Ci-alkylamino, aryl-C;¢-alkylamino, heteroaryl-C;.-alkylamino or di-(Ci-¢-alkyl)-

amino;

and pharmaceutically acceptable addition salts thereof;
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25 forma 5, 6 or 7 nenbered aliphatic ring which
optionally may contain one further heteroatom
wa@elsosesd from N and 0, or a group Z-(CH2) m W P@&hBKe#n/000733
Z and Ware attached to t adj acent carbon atons and
i ndependently are selected fromthe group consisting
of CH2, NH and O, and mis 1, 2 or 3, provided that
when R7 is attached to nitrogen, then R7 i s not
= I t
e T et b PR Whr® o ARcpror
isheipbrgead.yl - C1_6-al kyl ani no or di - (Cl_6 al kyl)- am no;
and pharmaceutically acceptable addition salts
t hereof, WD 2005/ 039572 PCT/ DK2004/ 000733 8 for the
e nééf:@iﬂ bR thepiBdit "'iﬁ{f@fﬂl'bnfl‘afatésr t%aﬁ "fgﬁltrn&feuﬁlczﬁ“ c%gﬁ)%@ition
where an A2A-receptor is inplicated n a seco
CUBRIETRS tJCPIépfpmés ehforinmlachas ctﬂﬁnada hbmesprbvlded that if A is *NR8-CO,

g ] Si ri onpounds of
R UL RRREE U gl iRt iat T A 15
*NR8- CO, and Rl 6 and R8 all are hydrogen, then R7 is
not thi ogphen-2 ahd proyided.that if Ais *NR8- CO,
angoprgvisied thes 16 15 *F\Bl HyQr Bgeand B @llrre hydiogpm opgiR' 0-propyl
n to l or benzyl; and provided that if
th%ﬂ% 15%%56%1 F-@EHI% 6 and R8 aII are hydrogen, R3 is
andqommleammt iR i$ ENREOIRA REhemd RY afl ardiptdrog@inhRP is @athe and
prowd %]gﬁﬂf Al *NR8 CO R1, R3"6 and R8 all are
Ri{pds 0y ngnpgme Lhydroxy then R7 is not methyl
or ethoxy. In a third aspect the present invention
rel ates to conpounds of for rrul 2 | as defined above
aqglr provitted thhtaif Af isATNR® emaacca Saandl RY-o6l aredhyBogdn amd ®” is
dro en,,7t sel ected fromthe group
@Fflﬁgls?oqeleﬂﬁylﬁrﬁ Ypent an- 3-yl ,
trlfl uororethyl, 20 pyri i dyl, furan- 2y1
t hi ophen- 2-yl, substltuted or unsubstituted phenyl or
Ingy, Buxd aspeelthe @Feselﬁsll}b@ttiolluﬁbtﬁs e mzyllpoulaisobfpﬁounuldddas defined
dr 7.
agol;}ébﬁél‘fldé% ﬂhﬁt lfN:ﬁ ﬁg%( ren B |s n%t@n%{ %y?‘ gl|y;, %%HR is pot

seRsteain cfrqmﬂ othie d gd)up h adnsistind of CNRAKEO pdnfan-1¢, 6rreMibré&iBethyl,

al | R3:is 10dine and
pyrumdyf ?urax y? thophen—Z -yl, substituted or unsubstituted phenyl or substituted

or unsubstituted benzyl;

and provided that if A is *NR®-CO, R*® and R® all are hydrogen, and R! is i-propyl

then R’ is not methyl or benzyl;

and provided that if A is *NR®-CO, R% R*S and R® all are hydrogen, R is iodine and
R'is i-propyl then R is not methyl;

and provided that if A is *NR®.-CO, R!, R*® and R® all are hydrogen and R? is
hydroxy then R’ is not methy] or ethoxy;

and provided that if A is *NR®-CO, R%, R*® and R® all are hydrogen, R? is nitro and
R is methyl then R' is not hydrogen or methyl.
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RL is i-propyl then R7 is not nethyl; and provided

that if Ais *NR8-CO, Rl, R3-6 and R8 all are hydrogen
w@r@sBs7s 30 hydroxy then R7 is not nethyl oPCEDRQOOW/000733

and provided that if Ais *NR8-CO R2, R4-6 and R8 all

are hydrogen, R2 i's nitro and R7 is nethyl then RL is

not hydrogen or nethyl. WO 2005/ 039572

PCT/ DK2004/ 000733 9 and provided that if Ais

* o R Lo il ar drO and R7.is. ...
bR Bt Kio OO 8 2 RaT AFRRR BB By R ol
24yl utben RS’ amechop nlbitydtegert dradll fiforA i s *CO-NR9, R2-5 and

RO all are hydrogen, and R6 is nethyl, then Rl nay

not be hydrogen if R7 is 4-nethyl-thiazol-2-yl and Rl
aftByrotRiedBat et *CONEY R2S Jfd ii{%ﬂ%kﬁ%ﬁ%é&h%‘?d R23Y lethyl

receptors ’

The conpounds of the invention are

then Ra o matdethadioggn o R Uiseiamadl-thigzobRadiang Raifayniot pe methyl
ae f .. r..less, typically of 1 gMor |ess,
lfgir{el%é’gé%%yemﬁ'ﬂ%@ﬁ%ﬁﬂ or less, nore preferred of 200

nM or |ess, even nore preferred of 50 nMor |ess and

nmost preferred of 10 nMor |less. Detailed Description

Thg compoynsls xfithe fnvention preApaiesnters antagonistsi mving 2 haman Ay

: | nt.kon . C unds r
oiRfER AT MEDbE Sl S RETubBalPet £lvpHERsd BN 3 v
OICﬂielsse ammfz \p]tnfelﬁechnf 2000aMearelpésp bven ﬁlofdﬁ’?ﬂe%%&&ﬁ 5018V or less and

sel ected fr e group consisting of Parkinson's
MBSt geflﬁﬁﬁ)&“ﬂ’ﬂ?rﬂ%@ rrgr' s Di seasg, - Huntington's

di sease, epilepsia, cerebral ischem a, 20 haenorrhagic
stroke, neonatal ischem a and hypoxia, subarachnoid
Dptadled Delsegption of therdaventionr ai n i nj ury, brai n damage
followi ng cardiac arrest, and for the treatnent of
depression and psychosis disorders. In a nore

InRepdrti e hibémEsthReht RO preb iR ilcRBEMN teldtBY BNisk OR sti@) c%hgﬁ)uh&’s for

use of such 25 conpounds for the manufacture of
thesngfastie of amedisementiar theriteatsherbaf kidirsase' wherDas dagecceptor

P : tic di t the present J nvention.

N A T ——
AlZBENNRS,  Dideasd)ar Hinttigeon'y “dN88seCO epilepsia, cerebral ischemia,
haemorrhagic stroke, neonatal ischemia and hypoxia, subarachnoid haemorrhage,
traumatic brain injury, brain damage following cardiac arrest, and for the treatment of

depression and psychosis disorders.

In a more particular embodiment the present invention relates to use of such
compounds for the manufacture of a medicament for the treatment of Parkinson’s

Disease.

In a particular embodiment the present invention relates to such compounds wherein

A is *NRB-CO or *CO-NR’, more particularly *NR2-CO.

In another particular embodiment the present invention relates to such compounds
wherein R’ is selected from the group consisting of Cyg-alkyl, preferably Css-alkyl

and even more preferred Cyg-alkyl which is branched at the B-position, Cs.g-cyclo-
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30 I n another particul ar enbodi mrent the present

invention relates to such conpounds wherein R7 is
w@elsoswsd f rom t he group consi sting of Cl_8- al Rgi/PK2004/000733

preferably C3_8-al kyl and g yen nore preferred

C4_8- aIkyI whi ch is branched at the (3-position,

‘g % églOS/ 039572 PCT/ DK2004/ 000733 10
Fmet tq%grcyc et y]@hf(lwl mﬁh@mepﬁé r@pfl thiophen-2-yl-methy],
W‘E%tehpé%)éﬁ QNay Ior zfl@l?ﬂﬂﬁd% Wisbst 1@5({1&1{ Sugstvm%d il §ach

al kyl or cyc o be unsu

substi tuted Mﬁth 0XO0. In anot her particul ar enbodi nent
Ithetg e%ﬁg 1mveg %pn rﬁ1ates to such co ngounds 5

AR BT PARECY A RPGPYHeHt therPrasrat parenpan welawgs d4p such compounds
WgaggﬂRﬁgng@hﬂgmpresent invention relates to such

conpounds wherein RO is hydrogen. 10 In another

particul ar enbodlnent the present invention relates to

0 dr I n anot her

I Gt OB PR R " P;FF-‘&&E# RHGR G 1 ot eempgunds
Wﬁ&@hﬂ&%ﬂﬂ@ﬂﬂgﬁn wherein R1 is hydrogen, nethyl or

chl oro, preferably hydrogen. 15 In yet another

particul ar enbodi rent the present invention relates to

ent

D PR e OB Dl Sl FhEP RJED g uon compounds
Whabug%%$I@MQﬁmaJkyl, preferably nethyl, Cl _6-al koxy
- and Cl_6-al koxy-Cl_6-al koxy, preferably

2-met hoxy-ethoxy. 20 In a nore particul ar enbodi nent

It B tRreseRtuli¥8Pdi le

wherein R2 and R4 a?gn{ﬁhg%en Eg?%gﬁgéF@%@ggggﬁghfgﬁgnmds
whetginR cis iy ilegengnethylhy dhivges prefedblybhyalrdgemy and

Cl_6-al koxy-Cl1_6-al koxy, preferably 2-nmethoxy-ethoxy.

25 In another nore particul ar enbodi nent the present

Ini ye¥ @ibtherparehaiesnt @Bt hhe fresmpun HEaH MR RE k0 RACR BOFunds

are_independently selected om t he group consisting
Wg$rewygr OCfER, mﬁgqeg@@ﬁl,y @lec@ecb[ﬁwm thep ggfl)@r adrisistimgt ¢fy hydrogen,

hagrgeg’ a(l]: Qﬁ%f Bﬂé? blln)éthgf;e? Kbc‘oiﬁy Za%t%&)&}kc&yh(awalkoxy,

mbﬁxﬂﬂw@nnmmbhwbmamﬂ trifluoroi nethoxy.

In a more particular embodiment the present invention relates to such compounds
wherein R? and R* are independently selected from the group consisﬁng of hydrogen,

Ci¢-alkoxy and Ci-alkoxy-Ci.¢-alkoxy, preferably 2-methoxy-ethoxy.

In another more particular embodiment the present invention relates to such
compounds wherein R® and R’ are independently selected from the group consisting
of hydrogen, halogen, Ci.¢-alkyl, preferably methyl, C;¢-alkoxy, preferably methoxy,
and Cj¢-alkoxy-Ci.¢-alkoxy, preferably 2-methoxy-ethoxy, trifluoromethyl and

trifluoromethoxy.

Particular compounds of the invention are compounds 1-133 as disclosed in the

examples.
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1-133 as disclosed in the exanples. W 2005/ 039572
WEaDNsmsBen4/ 000733 11 The conpounds of the gePer/aK2004/000733

formula | may exist as optigal isoners thereof and

such opti cal |soners are al'so enbraced by the

nventl gq@ r%)the specificatign_and clains

The peipepns o5 s geirm ey ldgnmaexiftes apucal gsomes fheteof ind such
R A 51 50T s
cligimoy pefhrencaty speafic snmpotmissefersta tironcahansuiless! olﬂsarwes,e
]EEChdas net hyl, ethyl, 1-propyl, 2-propyl, 1-butyl, 2-

2- nethyl 2-propyl, and 2-nethyl-I-propyl. The

tern1C1 8-alkyl refers simlarly to branched or

unbr anched al kyl group having fromone to eight carbon

Tae ('ﬁfﬁl Croalkpikreles Ve a brinshed prudgaghed @llyalgkapp having from one
tC{ g r a?tm%s aCloIrr§h o m%hhyégétf&_\gl garrg ogg?-lpropy?vi -ggtyl 2-

O €elg Suc

bmyclz;methtyylz-pr@m ﬁmezcyﬂeth}eil ropyd. Fiad agenCnearsl fefdo émnlaﬂy
chl oro, bro i odg. As used herein, the termacy
tq- Sranched o a}g%aaﬂﬁwd aliey] eErou. PPHAE HEMR) oneatq, ekt b?@fhm atoms
H@&%‘, Cl_6-al kyl carbonyl, C3_8-cycl oal kyl carbonyl or a
cycl oal kyl -C1_6- al kyI carbonyl group. 20 The
terrrs Cl_6-al koxy, - C3_8- cycl oaI kyI -Cl_6-al kyl,
het er oar y| -

K kyl _
T?{i¥%¢k§,?yai3 %18’ 1 d@?glgatgq % Oegqylggﬁ )9? ‘chgﬁlbc f&ﬁ‘@oqyplgeh’avmg three
tFQshiaN At S bdh &rc%qg dg?l cyélb}%tﬁh@ycﬁlw@maét%yl aryl,

heteroaryl and ¢ycl oal Kyl “group are as
defined above. 25 The termaryl refers to a

Pﬁﬁﬁ§$ﬁ¥¥aéﬁu§foﬁﬁ roup.. such as phenyl or

parti Cu ar phenyl The teen heteroaryl
refers to 5-nmenbered nonocyclic rings such as
1H—tetrazo|g ,
As used herein, the term acyl refers to a formyl, Ci.¢-alkylcarbonyl, arylcarbonyl,
aryl-Cj¢-alkylcarbonyl, Csg-cycloalkylcarbonyl or a Csg-cycloalkyl-Ci.¢-alkyl-

carbonyl group.

The terms C;g¢-alkoxy, Css-cycloalkyl-C;¢-alkyl, aryl-Ci¢-alkyl, heteroaryl-
Ci¢-alkyl, C;¢-alkylamino, C;.¢-alkylcarbonyl, and the like, designate such groups in
which the Cig-alkyl, aryl, heteroaryl and the Csg-cycloalkyl group are as defined

above.

The term aryl refers to a carbocyclic aromatic group, such as phenyl or naphthyl, in

particular phenyl.

The term heteroaryl refers to 5-membered monocyclic rings such as 1H-tetrazolyl,
3H-1,2,3-oxathiazolyl, 3H-1,2,4-oxathiazolyl, 3H-1,2,5-oxathiazolyl, 1,3,2-oxa-
thiazolyl, 1,3,4-oxathiazolyl, 1,4,2-oxathiazolyl, 3H-1,2,4-dioxazolyl,
1,3,2-dioxazolyl, 1,4,2-dioxazolyl, 3H-1,2,3-dithiazolyl, 3H-1,2,4-dithiazolyl,
1,3,2-dithiazolyl, 1,4,2-dithiazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,5-oxa-
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30 3H1, 2, 3-oxat hi azol yl, 3H 1, 2, 4-oxat hi azol yl ,
3H 1, 2, 5-o0oxat hiazolyl, 1,3, 2-oxa- thiazolyl,
wQa2®5436%at hi azol yl, 1,4, 2-oxat hi azol yl, PCT/DK2004/000733
3H 1, 2, 4-di oxazol yl , 1, 3, 2-di oxazol yl ,
1, 4, 2- di oxazol yl , 3H—1 2,3-df t hi azol yI .
3H-12 d|th|azol 132d|th|azol I
dipzolyh. Td%rﬂxg%zcg}yl 112§ -thiadiagelyh Zlg? gfthlaglazolyl 1,2,5-thiadiazolyl,

az I 0X 0
R Gob 2 5 RE g oA RN gy, oo
1smtlﬁaz©lylh Haatiodyd o L - umda72>1yl um @da@iﬂl 3/1|H-pyrr01yl furanyl, thienyl,

di azol 4-t hi adi azol
pepegotd: Bt mopkisis Aok fuskoryl > 3r0§<a3ba%mgh 1,2,4-oxa-
tHeaagAl Wi2,5- omﬁfaain% Ohm 3 Shjaa@d vy, 'M katﬁég ' 1,4,3-0xa-
1H pyrazol yl, 1H pyrrolyl, furany
ﬂllEHllDént azoll@;3- éloﬁezm@r ed rrdr,lbéyhcbxazuwl ngs s4lgH , B2-dioxazinyl,

4%? ]23 é oxa%hlly Lo E% 2- d%)‘g(l_%ié"%loéa%gé]t ﬂ?g}i%ﬁ%pyl 1,2,3-dithiazinyl,

1 I 44d1ﬂ'ﬂ@2iﬂ§ﬂhl 34411-0}’3 2. dﬁhﬁzﬁypx agft 1h3 3%ith¥zinyl,  1,4,2-dithiazinyl,
3- di oxazi nyl 4- di oxazi

284 2311@1@1@%6122@;2 £ -o3pdiazigyls- %dx%émydlazmyl 2H-1,2,5-0xa-
dl%méylg d!Z%;f‘g'zdp%)galdla%m}& 25 42% §§%¢ﬁ%myl 2H-1,3,5-oxadiazinyl,

2H1,2.3 3hiddidiinbi, a2Hry2, 4-t141|a|dfhzi31y5 drpthe azthﬁkﬁazmyl 2H-1,2,6-thia-
h| aél nyl , H- 1,5, 2-djthiazi

dlg'ﬂpilzggf Bl }agkalzwﬂ 2@|]+315 ngh@z,u@di ﬁl %rgr,qlazmyl 1,2,4- tr1az111y1

|3 905 M0 011 kg, SYPLA Y ot v

ZEH-;:ﬂ_ﬂE?@n}ﬂhl 2H+ laét—ﬂnglztmylz l—pyrazngﬂ t Ipyadlazanzyl,n ypyrimidyl, pyridyl,
adi, azi 2H- 1,2, 6-thi a

2Bl b ARG a0 e biEIE S b S g bénzoxathiazolyl,

1,3,22ebzbdibReoBN)  34- 122 S-HehbRBihyblyl, 11 §'25oe'il%<ﬁﬁﬁ&?6lyl benz-
2H 1, 2- oxazi nyI 2H 1, 3-oxazi nyl; 2H'1, 4- oxazi n

fupaganylp 1, ?—HHﬂ%%adlaZQM 1123 hq‘:lli@thhf;dlazobﬂl— _Q,,m{bhnazhlaghlazolyl
1@,{{63%6}@%20 lpg ,_j[_l?ﬁ{z s@%%Zolﬁy Iln;t')eq 8§%¥)Fy&d¥?%§a%o&%lh 1a?sbenz-

1sGtIHtako]3/;l & bfbﬁﬁﬂs'camhz(ﬁj’lpm)éhzothl&zdiylz -mlenemﬁhm@cnyi yﬂH-mdazolyl
fgig;bz 3-b nzodl thi azolyl, 1,3 benzodi t hi azo

enzQx e ’«'S’Wi 13- Qn@_xg@gﬁlglx aaﬁz?ol-ypnzoxathlolyl ¥H 1,2-benzo-
dlgyxglgl?’ P@%Hid?ﬁcﬁ@ ﬁzﬁ’}{yﬂ b@nz%d?tm%i;ﬁ ‘?%%e%%@iﬁ%lﬁﬁ {H-indolyl,

enZOtrl azo enZI sSoXa
21_2~IS.IDJIbiﬂh§Zh s bxmﬁlryilyl b emb exafiohytl, 15 b%ﬂhﬁ]ﬁlényl 2-benzothienyl,

Ot I aZO| ; Hﬂll f) ii %ﬁilfp%tagliayZrl%bZPbeezgggxtagin?flzmQIILI-'I 3-benz-
ox%ﬁh%'l 2- Q%? Q%hfﬂ)@kﬂl 1, ’2331‘ ??%ﬁi‘cﬁ(ﬁﬁhﬂ yl ’11’{ % ,1-benzothiazinyl,

1- benzoxathloly 2-benzo- drox

1H-28- -bemethiizaxd 34- 19—bm22t1mrm,dﬂtlm3ebmzpthlazmyl 2H-1,4-benzo-
T TP

1sé’q1b1@cﬂifpt Queowl, 1A-bHR /DX - 'Déﬂenzopyranﬁ/l 1H—2-benzothlo-
H 2, 3-benzoxazi nyl, 2H 1, 2- benzoxazi n - benz-
Pyé%ﬁ’ilohﬁﬁl E‘Flllzﬂ?tuom’éﬁw&}xam nyl, 2H 3, 1- benzoxa2| nyI
1H 2, 1- benzot hi azi nyl ,

The term rac means racemic.

The acid addition salts of the compounds of the invention are pharmaceutically
acceptable salts formed with non-toxic acids. Exemplary of such organic salts are

those with maleic, fumaric, benzoic, ascorbic, succinic, oxalic, bis-methylenesalicylic,



25 1H 2, 3-benzot hi azi nyl, 2H 1, 2-benzot hi azi nyl,
2H 1, 3-benzot hi azi nyl, 2H 1, 4-benzo- thiazinyl,
WQEBH03/039sbEnzot hi azi nyl, cinnolinyl, phtal azi nyPCT/DK2004/000733
qui nazol i nyl , qU|noxaI|nyI |squ|nonI qui nol yI ,
1H 2- benzopyranyl, 2H 1- benf%pyr anyl , 1H 2- benzot hi o-
pyranyl or 2H 1- benzot hi opyranyl. 30 The termrac
nwﬁaﬁgsul@@@m etharmeesubfonig, aguitici opropiahics Giitatibe salicylic, citric,
u he_inyenti on are pharmaceut i
g@‘c{’g@gt 2%3 & sa 't smfa{)l%’{ﬁr% Cmaﬁu?fo%trta‘égﬂl% %IS@I/‘”%@ Rearic, palmitic,

itiomid ledrcpliof p-amdlobenzga) ighut&aict Berefesulfbfis AniHddphylline acetic
mal ei c, furrarl c, benzoic, ascorbic, succinic, oxa%,

agifls- aet Wglleasiei SyhalaiheoplyBines/ daosxample 8-br0motheophylhne
f
5
BT PaREa s T anp e s e BARERAY 1B plori, by dyobromic, sulfuric,
s fnicypliospharictand mjtricgtide.oni ¢, lactic, malic, mandelic,
ci nnam c, citraconic, aspartic stearic, pal mtic,
i taconic, glycolic, p-am nobenzoic, glutamc,
. TRE ?E%&%Hﬁtﬁc@ﬂ b&nﬁ&ﬁﬁn@ %‘P%X |1111\}eﬂ501?ccﬁtth&se \Qﬁbﬁj dre @Enufactured
as the 8- theophyl'|'i nes or exa
inga¢nopdance eofh{lis inventicn, Exanpe aadmlmfstemsﬂchy lanp rsgaatile route, for

al t.s rochl r|c dr obr om c,
o offhtf P IfF Forfl o B BRGMRS St EYReS e et papperally
inpiha rfome 68 ko1GBdnsCBNRHStibh ORS: &ﬁépdrﬁhg%ubﬁ‘ ¥&hhdHbns Ol!'nethods well
those which are manufacture in accordance with th
knoyyie #t thergrt fﬁﬁ)yb%ésedd pchinst heamageyptiealy angentaltlk eamrists, é;luents,
: bl ets,
e%cg%gnl%%r ?Eh%FE V\dﬁtn%s% l‘ﬁ{alylusteﬁ?n {h% Wrﬁzr%l Fr)e: 4 egr aI ly in
the formof sol uti ons for inj ection. For preparing
such, compgsi tions, hods well known . in the art may

15 Coavepdaly, Q%?ocog%ﬁ?ua%? émffnélamaye admwpttei én sa dogass, form
calithiBitid coﬁ%i%‘uﬁ&seiﬂtai sfop unt §Eboatslbi | w?@oﬁa rmal |y used

in the art y be used. Conveni ent e conpounds
of the invention are adm nistered in unlt dosage form

ont a a|dco und in_an about
T 198h Uy e s SRS By folE flontiohars, 0 me: and mos
prieddtgisly @bo@motio b BB of tRMULITE corBPShndRT he ﬁﬁ&ftféham y

about 0.1 to 50 ng of the active conpound of the

20 i nvention. 20 The corrpounds of the invention are

T%%ﬁ%ﬁﬁ(ﬁ%ld%%f {ﬂgqmte% 0181?1 gf \%?g%a?g %quflglcpv%%% geneerl methods:

a) Coupling of a compound with formula IT

Ix

'T'
H

25

wherein R' — R® is as described above, with a carboxylic acid R’-COOH or carboxylic

acid chloride R7-COCI, wherein R’ is as defined above.
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1/ \ ORM5R RSNHRNHR8 25 R 3 wherein Rl - R8
is as descri bed above, with a carboxylic acid R7-COOH
woroosasesexylic acid chloride R7-COClI, wherei nPI/DK00a900733
defi ned above. WD 2005/ 039552 PCT/ DK2004/ 000733 14
The coupling of conmpounds of fornmula Il wth
carboxylic acids R7-COOH is perfonned by standard
procedures know edgeable to chem sts skilled in the
t i i C ' [ -ne pr nce of as :
Tﬁ% ocr?flgiiﬂrllgqsoaf: t?S‘ﬂéoupals nﬁufdéfélg%ntwé"h@ ggrb%% i %eids R-COOH s
petiforssgrigpstatdayd procedurékiRmAdgeablette RhanRtsWkiitedo@t tAE @R, This
'ng 80 C il.n a. sq[' t abl e pol g{e or apol ar_sol vent such
g PP HIPLRE iy they | BiesChate,? JFomgabIHg Conplieaieasagt and
P g e e PR e B SRR AR T s sl potar
Olsalxoﬂaralslva sudh ae NAIP Ee lr,ﬁ&ﬁaﬂgrbe&aﬂxlg bm&tp%ﬁ@-cﬁ @tg@lijﬂgrlnaterials
ita sl vent such .gs. 1, 2-di.chl or oet hane 1 _
O%H’élf?sglt Wg{% SHROR G ﬁﬁa (FiPrides %7T(6(Pﬁh}11athel prggeppe of a suitable
bis® QGRS AR 2NCEAMARIE! Derw T 56635 CART HEERABKENTIRN as
coupl i ng of conpounds o ormula I'l with 1socyanates
Ledigid@oethaper f ormed by 15 standard procedures
know edgeable to chem sts skilled in the art. This
i ncl udes condensation at tenperatures between 20-150
b)C CBncdenSMidnadH Lcdifpcind HitPRIMAla 1§ WiMERbey S e RANAY R herein
or 1,2-dichloroethane. c) Condensation 3? a conpounav
Ruistas deBrediabovel with a chl or of ormat e R7-000CL 20
wherein R7 is as defined above. The coupling of
compounds of fornmula Il w th chlorofornmates R7-OCOCL
Thes coupdin @freshpbindst Etaida I K48 didco iAo Regeacerobfed by

chem sts skilled in the art. This _includes o
stenstaerk meeqedares denovdegrsnlle p echepdstieskilepoing theCaitn This includes

B e T I KT S

sush @l N&gP or 1,2-dichloroethane.

¢) Condensation of a compound with formula II with a chloroformate R’-OCOCI
wherein R’ is as defined above.

The coupling of compounds of formula II with chloroformates R’-OCOCI is
performed by standard procedures knowledgeable to chemists skilled in the art. This
includes condensation at temperatures between 20-80 °C in a suitable polar or apolar
solvent such as NMP or 1,2-dichloroethane in the presence of a suitable base, such as

triethylamine.

d) Coupling of a compound with formula ITI
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25 triethylam ne. d) Coupling of a conmpound with

formula Il WO 2005/ 039572 PCT/ DK2004/ 000733 15 R6 1
WO 2005BR2ZRR5 SNI \ Il R/ COOHR3 whereCT'DR200RG00733

is as described above, with;an amne HN(RO) R, wherein

RO and R7 is as defined above. 5 The coupling of

conpounds of fornmula Il with amnes HN(RO)R7 is
formed by standard procedures know edgeable to

9ys skl edri‘n the art. This includes coupling
he\}presnce of a utoniumsalt coupling reagent and
et hy| affe R(DI PEA), at tenperatures between

20-80' C, 1n a abl e pol ar orpapol ar sol vent such

as NWP orH1 2-di cht'er oet hane. 10 Conpounds of formnula

Il were preBared accoe®Oty to standard procedures

known to chem sgs skilled in the art as outlined

bel ow. Suitably substituted 4-nitro benzoic acid
chlorides were either commercially avail able or
wheepaR b by achdsoribetbdtions, with &h emiOMNERDRNAVGein R? and R’ is
c rtbo y%i c acids with oxalylchloride or sulfonyl
a%ﬁq H’Fﬁ& OV€and were 15 coupl ed with suitably

substituted 2-am no thiazoles in a suitable sol vent

such as 1, 2-dichloroethane in the presence of a
Theicoading damenmuats af fpymildilhevitatmmes HN@S)R' is performed by
te ratur.e between.h20-60 C.. The products were then,
SRS afb e BT PR ctonchomiing ALl b B 0B dudneludes
c WF i theGhed¥hed 8f Shidonli@d sdlfcduBBn@fdagetUnh dﬁ§opro?yethglamine
catalytic hydrogenati on using hydrogen and a suitable
(IR ysfttersperhtuaes BV eaty 20-8h°G, 18.@isuiidle palar sohpodmtsobienhsuch

hanol.; .or reduction using a suitable netal
as?@%@é?ﬁal’gﬁz:crl\l?%{get fi¥12 or zn(s) and a suitable acid
such as HO, at a suitable tenperature such as room

tenperature and in a suitable solvent such as acetic
Campguils oftfhapele 11 mereprisasicd @pgqrdmg to standard procedures known to

chemists skilled in the art as outlined below. Suitably substituted 4-nitro benzoic acid

chlorides were either commercially available or prepared by chlorination of the
corresponding carboxylic acids with oxalylchloride or sulfonyl chloride, and were
coupled with suitably substituted 2-amino thiazoles in a suitable solvent such as
1,2-dichloroethane in the presence of a suitable base such as pyridine, at a suitable
temperature between 20-60 °C. The products were then reduced to the corresponding
anilines by procedures known to chemists skilled in the art, such as catalytic
hydrogenation using hydrogen and a suitable catalyst such as 5% Pd/C in a suitable
solvent such as ethanol; or reduction using a suitable metal reagent such as SnCl, or
Zn(s) and a suitable acid such as HCI, at a suitable temperature such as room
temperature and in a suitable solvent such as acetic acid or ethanol. Alternatively,
starting materials of formula II were prepared by reaction of suitably substituted N-
protected 4-amino benzoic acids by chlorination of the carboxylic acid, and coupling
with suitably substituted 2-amino thiazoles, under the same conditions as described
above, followed by deprotection of the amino functionality under suitable conditions,

such as acidolysis. Alternatively, suitably substituted 4-amino benzoic acids were
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starting materials of formula Il were prepared by

reaction of suitably substituted N- protected 4-am no
whenwsoss7aci ds by chlorination of the carboxyl PCT/Ba&R@4/000733

and coupling 25 with suitabljy substituted 2-am no

t hi azol es, under the sanme conditions as descri bed

R v il et SR Rt 2ale % Sstoocstr A agarbodiinide
cagle! yséapenA tRERAL hyel 1/4(3-%ﬁhétﬁglh%é@gh;%ﬂ}-#-%ﬁﬂrl-carbodiimide

4-am ng benzoi c acids were WO 2005
hpirpeiprodoay the presaice pé asviigile addilivesuwwhias dblydroxybenzotriazole in

aglgi? g%%ollf%ne]:%g é&}%{g{} 0 —Idfﬁ:giofrlée esthil il}?iq?gsgﬁgee g e{] gueltagfe b%se such as

DIPKA; slianithilk emhpreptRbedecir BLEY e car bodi i mi de
hydrochl oride in the presence of a suitable additive
such as 1-hydroxybenzotriazole in a suitable solvent

Céﬁflb?g%cfs af fgm%lg IﬁI ﬁ)&egg &)pe%g%pi:gléﬁérlag}gp téesiagl]ﬁgrglmor]éce%ures known to

e base suc

clieemiper akillee bettheenrt2@s 68utGnedCopROMN dsuiRbly’ AuBMitatel! nethyl
mg{e prepa{ed according to standard procedures known
4reglorREhAny thenzqates) Sere neithee epnmersiafit pysikbleo@iromrepared by
i y st . -chhoreoca zoat e
AR RS P I B SEARRAR? 0o
cldpitide, i avglt ivere obuptlénk watr Respon dhiagole ainbe xyithlsle agildtsit such as

i 1.h .oxal.yl chl gri de or | fonyl _chloride, and were
LR, o koS Ph 2O BRI Ba5% el R TSRS gh suitable
te%ip%fht@l\% btwiefl| Qb-'h6@r ogl h’?ﬁ% . fg}x‘édﬁ&? RERS ﬁﬂgrgl %Lofi‘iﬁed to the

sui tabl e base such as pyridi at a suit
cqreaspenrdan gl cabiratiateeby poocsOures kildven 1o olthngibis skidted ih hiehart, such

o PR 6 RIS SEh et SRE oL PReE A Efleopin tsiprature
inl SheaprédefSd MENL  Wilable? M MR cbabIvenBlsugh Sit Tl €followed by

tenperature such as roomtenperature 1n the presence
acadifigatin to aidlé therageheixylie acid pradunts. such as THE, fol | owed

by acidification to yield the carboxylic acid

products. Experinental Section 20 Analytical LC M

EgpérameéstaSedtioal ned by either of two nethods: (nethod
A): on a PE Sciex APl 150EX instrunent equipped wth
an lonSpray source and a Shi madzu LC- 8A/SLC-1QA LC

A%M?ﬁ@di}&ﬂsljﬁé W%% Shtdin8a YL %rf?\gcil I REY, (m(::e]fﬁ;odC R& L PE

5 mparticle size,” solven em A
Saiert AP 1 60EX ietimaceat equipgdddwiti 80 16hPrgy nebeBid a2Shimadzu LC-

s AR AR TRt (i SER 8 G WaidS Symimetsy €15 Soubnn with
3.5 um particle size; solventsystem: A = water/trifluoroacetic acid (100:0.05) and B =
water/acetonitrile/trifluoroacetic acid (5:95:0.03); method: Linear gradient elution
with 90% A to 100% B in 4 min and with a flow rate of 2 ml/min. or (method B): on a
Micromass LCT instrument equipped with a 4-way MUX ElectroSpray source, a
Micromass Waters MUX-2488 UV-detector, a Sedex 754 4-channels LT-ELS-
detector, a CTC Analytics HTS-PAL autosampler equipped with 4 injection valves,
and 4 Waters 1525 Binary HPLC pumps. Column: 30 X 4.6 mm Waters Symmetry
C18 column with 3.5 um particle size; solvenisystem: A = water/trifluoroacetic acid
(100:0.05) and B = water/acetonitrile/trifluoroacetic acid (5:95:0.03); method: Linear

gradient elution with 90% A to 100% B in 4 min and with a flow rate of 2 ml/min.
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with 90% A to 100% B in 4 mn and with a flow rate of
2 m/mn. or (method B): on a Mcronmass LCT
wo pasiosasent equi pped with a 4-way MJIX El ect r o SPCEHPK2004/000733
source, a Mcronmass Waters ;MJX-2488 UV-detector, a
Sedex 754 4-channels LT-ELS- detector, a CTC Anal ytics
HTS- PAL aut osanpl er equi pped with 4 injection val ves,
30 and 4 Waters 1525 Binary HPLC punps. Columm: 30 X
Plhify e MelofhimeYyRdgtatiohLSr R UMM i Pady BIRH o6l The
size; solventsystem A = water/trifluorcacetic acid o>
retegyondingss)(RIn gre@xpraasaddn maoetesni tril e/ tri f |l uor oacetic
acid (5:95:0.03); nethod: Linear gradient elution
1vvith 90% A to 100% B in 4 mn and with a flow rate of
R WMRrispectyOw20) 9édd2a 72t B6TA PAPR456H 00 B3dcer ]uﬁngﬂé%i(jkaS 00
an

.Wwas determ ned by integration of the W(254 n

IErgmeRt, ofcds2> (iReMEzZe0m A tBrgker ARe2S O(RStyume. Brypertsbdimethyl
difoxi >80, egt recorded _at. 500,13
R D or A s e rd TV PG of mrs g fesence
stidard rClenBeal lekift vilieR 26 ¢xpsésseim@pm. etrellalias aBbielafhs are

o ATy of KIRNR Sihalst Srirate, errctAuble. Shiticty @ veusrict,
qtﬂfﬁ%lﬁﬁﬂéfﬁlssﬁé’ptétnd@g@ouﬂ_l@‘?io eJr, YL gg@i@?ﬁ@éﬂé ?ﬁ 'aocg)t%bf%fu:artet,

ddPA 15 s
used for nultipiicity of NVR $igna

tt gatiplebof triplets, mp +phdtiplety bes glmoddedingldtGnd bir =broad sigeil, h
= heptet, dd = double doublet, dt = double triplet, dq
= double quartet, tt = triplet of triplets, in =
Faruddlinph @hronMiographybsiRed o8l 6¥oth€ tty 2 dielbioal 4, Q%S h8RRASTM
For col um chromat ography silica gel o? the type
Wi§ wsse] Yaerogave heptghexpsymens rere waromsssdwithvh PeoseawleChemistry

t r%q;t formed wi.th a Personal

E%wﬁﬁegn&ﬁg%l%g%rlég m§03n &ﬁ Iﬁlg{s ;génrry%P\ﬁhmﬁgf‘sonal

Chemistry Einrys Optim ser. Exanples Preparation of
Ei nter medi ates 20 4- Ami no-N-t hi azol - 2-yl - benzami de:

HRRNo thi azole (100 nmol ) was suspended in

1, 2-di chl oroethane (200 nlL) and pyridine (100 mmol)
Preparatipteef infewmediatesur e was added portion wise to a

suspension of 4-nitro benzoic acid chloride (150

mmol) in 1, 2-dichl oroethane (500 nL) and 25 stirred at
4-Bhito-O%Biazol-ghll-bedagide€act i on m xture was cool ed and

Z-ani}lg rtl?ig'zol-e”%(leog inlntaorl?t\x?as suspended in 1,2-dichloroethane (200 mL) and
pyridine (100 mmol) was added. The migture was added portion wise to a suspension
of 4-nitro benzoic acid chloride (150 mmol) in 1,2-dichloroethane (500 mL) and
stirred at 60 °C over night. The reaction mixture was cooled and filtered. The filtrate
was washed with 1,2-dichloroethane and dried iz vacuo.

Yield: 96%

1H NMR (Ds-DMSO): 7.33 (d, 1H); 7.60 (d, 1H); 8.26-8.41 (4H); 12.96 (brs, 1H).

4-Nitro-N-thiazol-2-yl-benzamide (28 mmol) was suspended in abs. EtOH (400 mL)
and ethyl acetate (200 mL) and glacial acetic acid (50 mL) was added followed by
10% Pd/C (0.5 g). The mixture was hydrogenated for 72h at 3 bar H,. The
hydrogenation mixture was filtered, and the solvent was removed under reduced

pressure. The crude product was added NaHCO; (sat.) and ethyl acetate, the
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was washed with 1, 2-dichl oroethane and dried in vacuo.

Yield: 96% 1H NWVR (D6-DMSO): 7.33 (d, 1H); 7.60 (d,
wak)os/os526- 8. 41 (4H); 12.96 (br s, 1H). 30 PCT/DK2004/000733

4-Ni tro-N-thiazol -2-yl-benzggnide (28 mmol) was

suspended in abs. EtOH (400 nL) and ethyl acetate

b BReR By oo Bk e by Hlspiion Apdichied gcuo. The liquid
phytds @2OaLRMAate0) the2hgtics RS wWidned 08t Byl Qﬁ’l%aa(}j\}e&) "MgSO,,

mxture was filtered, and the sol vent was renove
filiprgd rand stygpergtedpipedeldra solith hersolié fpactidog tvevmpudateduct and

W%%%ﬁ%gt.) and ethyl acetate, the WO 2005/ 039572
4/ 000733 18 remaining solid fraction was

Yiedo8884 (8074 oivétallpt i on and dried in vacuo. The liquid
1ﬁhases were separated, the organics were washed with

MK Qi PS03 16 350; 0591l e 4. 1id, Bk pooatce dEDL7.84 (d,

i.el li¢h The solid fractions were pure product
2%?1’32%\/?31329’010 pined. 5 Yield: 83% (80%overall). 1H NMR

(D6-DMBO): 5.93 (s, 2H); 6.50 (d, 2I(—|)b; 7.18H§d, 1H) ;

7. 49 . 7.84 (d,, 2H): 12.05 (br s, 1H).
42{*—%‘?10%@%%61@&1‘&%@?%@ 45| - benzami de: 10

40 o 13- BroBryBENic henged gl(r)lgcqy %% §§sp@H%€!d) in\es d?éﬁ?&@&ﬁ%ge (500

in 1,2-dichl oroet hane and di met hyl f or mam

m@'_mmz)ld( ﬁimﬂhy]ﬁ@mgmiém d Mﬁlh &t meEPphender an3 argon atmosphere.
/ . ) i . .
ORI 5 AR L 2T UB AP e s

sisbesid A fdr NRAAY bEFTORE Bnbieath@ for Nh, HescIRdnt Sls B ved by
renoved by evaporation under reduced pressure, and

evaparation ctidsh redueed peesps, prd dies sesbtiend mikturs was re-dissolved in

LRl 400, A Lon. of 2-an no
| ipatloRabang e | R0 SRR, B SbeZ A hRD an
pytridingi(8h hanoktihah®-d{chfRo¢thgnewd H0 ad U &y ap cdded® powidie wise. The
The reaction m xture was stirred at 50 C over night.

TORHOS BIXRFR VB SliFeddl 6B “Gnaesr nigklddde Fopicat Sigs gemayed under
w5 G5 53t SRR R AR, 50 AL6 PR )
N ClO;| (batgt (500 nflpu Tae polidiuweje @ndvad by Mathiie {(phrd bagist) and
RGBS Y51 SRR D eN ST S ERBeN B NHICO; (sa),
diSPHRE N8G90, TRr&d MRBSraled: $hy Shk A6 oS Wom ethyl
acetate and the product fractions were combined.

Yield: 76%.

1H NMR (D-DMSO): 2.58 (s, 3H); 7.33 (d, 1H); 7.60 (d, 1H); 8.10 (d, 2H); 8.20 (d,
2H); 12.92 (br s, 1H).

‘4-Nitro-3-methyl-N-thiazol-2-yl-benzamide (63 mmol) was suspended in abs. EtOH
(200 mL) and ethyl acetate (100 mL) and glacial acetic acid (10 mL) was added
followed by 10% Pd/C (1 g). The mixture was hydrogenated over night at 3 bar H,.
The hydrogenation mixture was filtered and the solvent was removed under reduced
pressure. The crude product was added NaHCO; (sat.) and ethyl acetate, the
remaining solid fraction was removed by filtration and dried in vacuo. The liquid

phases were separated, the organics were washed with brine, dried over MgSOs,
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acetate and the product fractions were conbi ned.

Yield: 76% 1H NVR (D6-DMSO): 2.58 (s, 3H); 7.33 (d,
wak)os5/039560 (d, 1H); 8.10 (d, 2H)' 8.20 (d, 25PCHpPK2004/000733

12.92 (br s, 1H).

4-Ni tro-3-nethyl - N-thiazol - - benzam de (63 mmol)

was suspended in abs. EtCH &éoo m_]t%;a and ethyl acetate
fittqusd %é)evamra@dafenaplda% &lide Theisalid fmrctipns wars puddeet and were
%ﬁ{) l.oyed by 10% Pd/C (1 g). The mixture was

dlrogenat ed over night at 3 bar H2. 30 The
Yholdir g€ (8% omenallxt ure was filtered and the sol vent was

e r ced ressure. The crude product was
ORI BEE QL S C b STy B0 b0 LS THElb N (@
1H§>I7@9 fﬂg@q;ﬂ QH)V\ﬁSgg ﬁ% by filtration and dried in

vacuo. The qui d = phases ‘were separated, the organics

wer e vvashed vvlth brine, dried over MpSO™4, WO

0 039572 PCT/ DK2004/ 000733, 19 filtered and
Tﬁ ggé’?” S PPROYAIE MG RPERIPY APROUST i d fractions were
pr oduct and were conbined. Yield: 95% (72% overal l).

H NVR (D6- DMSO) :. 2. 09 5.71 (s, 2H); 6.63 (d,
4M1n072 mpthogry-Mhyiazol- ngxeazamlge 1H); 7.69-7.81 (in,
v2diha5334. 96 (br s, 1H). The follow ng conpounds were

prepared analogously
TH-MMIR (To-DMBD I G465 (8- 3H); 62131 (s22H); -0 351(2H); 72@éd 1H); 7.46

D6- DVBO) 3. 45 3H); 6.15 (s,
I}llﬁ) %732(‘/61”551(2% s, [H).20 )(d 1H); (§ 46H)(d, 1H);S7. 71

(d 1H); 10.97 (s, 1H)
4- Am no- 3-i net hoxy- N-t hi azol - 2-yl - benzam de: 15
4-¥inging:3-methok it NNRazoDE- B amide:85 (s, 3H); 5.59 (s,

iegg.;y@/tg7 (d,liDH); 7.19 (d, 1H); 7.48- 7.65 (3H);
r s

1%% (19;4%%@)&%@ &B%ﬂ@b 12 2)#9 6@”(313‘111(}’6’7 19%@ 1’H); 7.48-
7.9p(3H)z.183 7((br s, 1H); 7. 83 (d, 2H) 12 29

4-Amino-N-(5-chloro-thiazol-2-yl)-benzamide:

Yield: 34%

1H NMR (Ds-DMSO): 6.02 (s, 2H); 6.59 (d, 2H); 7.53 (s, 1H); 7.83 (d, 2H); 12.29
(br s, 1H).

4-Amino-N-(5-methyl-thiazol-2-yl)-benzamide:

Yield: 16%

1H NMR (Ds-DMSO): 2.35 (d, 3H); 5.90 (s, 2H); 6.57 (d, 2H); 7.15 (d, 1H); 7.81 (d,
2H); 11.83 (s, 1H).

4-Amino-2-chloro-N-thiazol-2-y-benzamide:

4-Nitro-2-chloro-N-thiazol-2-yl-benzamide (5 mmol) was dissolved in glacial acetic
acid (20 mL) and added to a mixture of SnCl, in HCI (conc.). The reaction was stirred
at room temperature over night, then poured onto ice and neutralized with NaOH. The

aqueous phase was extracted with ethyl acetate, the organics were combined, dried
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(br s, 1H. 4-Ainino-N(5

-met hyl -t hi azol - 2-yl ) -benzam de: 25 Yield: 16% 1H NVR
wODBsOBB : 2.35 (d, 3H); 5.90 (s, 2H); 6.57 (BPCT/AKRG04/000733

7.15 (d, 1H); 7.81 (d, 2H);,,11.83 (s, 1H)

4- Am no- 2- chl oro- N-t hi azol - f y- benzam de: 30

4-Ni tro-2-chl oro-N-t hi azol - 2-yl -benzam de (5 mml) was
Oa?f%sf% fﬁ?? 48¢ fvapRtaterc Thycsradg peoduct Véﬁ“?dp%@% by oflash
cﬁroﬂla’ﬁg‘r‘é&y‘?fn siitlrkRidgh HallichC e g)l ace-mﬁ il ﬁ&ﬁﬁﬂ QPN was

stirred room tenperature ov en poured
Y@ﬂdwﬁ%éo\@mﬂ)neutral i zed with NaOH. The aqueous phase

BRSO B CibY) 638853 Bt BReRubI0nes €4 TiB730

1gye75@/g§m) fzjggegzland evaporated. The crude product
was purifi ed by flas chr omat ography on silica using

a gradient of ethyl acetate in heptane. Yield: 46%

- . .5 .95 , 2H); 6.52
4%%?@?%%%%%%m@% V36 (H)d, 5 1H§ " 50
4{qut§2llh:i)11n012mbﬂ1y(l-$)enﬁdrb a01d (16 mmol) was suspended in
1i Arrfé]g ﬁ'ﬁ‘P | - N-t hiazol - - benzam de:

~H foUD0nEtlny Pﬂ%eﬁ%ﬁ c( aBil PG AB| Jre@asatmosphere.
O%H@@&!Qﬁﬂz M i dehibfdhQhRE ?29'1%5‘ é%gl {ﬁt%%?sg@?/lgy (gilj\eﬂ stirred

nmL) under an argon at rms
suspentioh | Aftensiriag et rddn rtﬁjlpwamr@cﬂrﬁeﬂl feosdlyertt ovdsheemoved by

3?%)%8&1'%31 lll}f ?gg usc’;;sﬁ Hrwglﬁrtgg {ax@iﬁ e et %ﬁ%l%ﬁ%én Byps Te- -dissolved in

1 2V@BRIbASetRRe WRDEMIJ) e@U%ﬁEbeﬁ&Sﬁ%{f e.anfdl theoleeadt 'rrﬁﬁol) and
m xture was re-dissol ved 1, 2-di chl oroet hane (80

pyigine A18 yspehsinoh, Zo&lchzlomhaoe (20 anlo) &vag 1e@ldadrgloytiemavise. The

AR IENF S ABY kg BBl AT S oot wier
rédubéd 9ﬂas§ure %Qd@h@\é@ﬁdm WalY re- Qfﬁﬁelﬁféh\&ﬁrhtth}yl’aa?:efa@é“@y(ﬁﬂmL) and

under .reduced Eressure and the solids were

Nebl(s(saindd@0imbL et e liié phasss (WMo separatgd@nd KagHapBous phase
v&ﬂag %txtrzlctg&‘ %thmﬁt)ngl I@e?ate f‘f;‘? F%@F@g \Sﬂrg\aﬁﬁ e esa gigeté‘? gs{agﬁed with

queous Was e

whteg, dr@ddibwée Mma filtere A8 @SapuR4ted. vn&h@@daéynbhuctwsqmnﬁed by
dried over filtered and evapor at The crude
ﬂﬁq} helematgges Ng}j pnfilisg upipg gradient elut1on (heptane/ethyl acetate).

Yield: 25%.

4-Acetylamino-2-methyl-N-thiazol-2-yl-benzamide (4 mmol) was refluxed over night
in HCI (8M) (50 mL). The pH was adjusted to 8 with NaOH (aq., conc.) and the
product was removed by filtration, washed with water and dried in vacuo.

Yield: 13% (3% overall)

1H NMR (Ds-DMSO): 2.35 (s, 3H); 5.66 (br s, 2H); 6.36-6.46 (2H); 7.17 (d, 1H);
7.42 (d, 1H); 7.48 (d, 1H).

4-Amino-3-fluoro-N-thiazol-2-yl-benzamide:
4-Nitro-3-fluoro-benzoic acid (535 mmol) was dissolved in toluene (500 mL) and
THF (75 mL). SOCI, (930 mmol) was added and the mixture was heated at 65 °C for

Sh. The reaction mixture was cooled and the solvent removed by evaporation. The



10

15

20

25

30

20 flash chromat ography on silica using gradient
el ution (heptane/ethyl acetate). Yield: 25%
W@ 208608957aNM no- 2- net hyl - N-t hi azol - 2- yl - benzam PET/DK2004/000733
i nnmol ) was refluxed over ni gEt in HCL (8M (50 ni).
The pH was adjusted to 8 with NaOH (aqg., conc.) and
the 25 product was renoved_ by filtration, washed with

repdug vag g dipsplyad ol %mroemhéw Thisgpjutiggasedded groppise to a
oWEGE BODni iyt Al a5 DR 67, o

1, 2Hjichigethapk ifi InowBh frhechrmical stiniimg, ovhil- thk tbeparatmireevas kept at

o S5 B bl R

aﬂ\@ﬁecﬁ%dt%l @d%oh{"& x‘gtlHE: ean%%ﬁrr%? %qu%fet ’@'ﬁi gaétﬁfn mBfure was

he reaction n1xtu was ¢ ol vent
ﬁttemtdy’réd sblydsewerp @mahadomxth TRediviDoeMand 29bdi2ed in vacuo.
Sﬁ? / 004/ 000733 21 residue was re-dissolved in

; éhl or oet hane. This sol ution was added dropw se
1HONRIR SUSPRISOR!Y. 2 (2180 181 (i Broike ol @80 mell @dm); 8.31
DI PEA (370 m’m}I)) in ( F”g] di ctr(ﬂ or oéet han(gﬁg(le %{] )
(ebRlAB O (bstlir i ng, while the tenperature was kept at

45 C. Upon conplete addition the reaction m xture was
heated at 60 C for 1.5h, then 5 allowed to cool to

4%@@3-&&@@]&&1@@@1@@521 isehbArhicld (PB&himB1)GHds. su {uﬁdé@ ACEtOM (abs.,
iltered, the solids were

G(il@)gwrnéwﬂaﬂ a@itﬁs 30 mhor glagitlpoptic acad Lﬁome@ql &0 "/@Bd/oclﬁ 00 mg)
1.(d
w%dégﬁ Z%H}{Bﬁ%?e T[:étﬁ’fr‘é &%sl h}ﬁxf’e féf dia, %1‘5%% P?de}gg (bf% db. The

redteﬂﬁmt rmxtﬁref vao ifittetddt dnid axaperdtey) athiarvzdméodi\e:d(ﬁ’l éihyh' avetaje (100
s ed in Ft bs., 60 and_eth ceta .
m\(f%l VBSEOS G oot TB8 etgoqes HALS Wi qUstiodgmRpge PH with
&fm anWBe Qfég,wﬁf@%'_lg%teﬁl AhURe MRS phYQr RIENBLRYN with

for days under reactioh mxture was
bﬁm¢ﬁd@ﬁé@Vgﬂﬂgg@aﬁﬂﬁxﬁdﬁmdQmmiﬂm@ddlssolved in ethyl

Q.15 and NaHCO3 (sat., 60 nL). The
Ygegﬁeggﬂfd% ge]i/\ggtéldj usted to basic pH with NaOH (1M
1Hr1d1\4&11@@b&&3) BRI0E s, SEPA6 B0 . 1HHh e 20 @amM)e 7BhqaeI MR .74 (m,

18 Sef (. 1H) 12.19 (s, 1H).

The following compounds were prepared analogously:
4-Amino-2-fluoro-N-thiazol-2-yl-benzamide:

Yield: 16%

IH NMR (D¢-DMSO): 6.19 (s, 2H); 6.35 (m, 1H); 6.43 (m, 1H); 7.21 (d, 1H); 7.483-
7.55 (2H); 11.64 (br, 1H).

4-Amino-N-(4,5-dimethyl-thiazol-2-yl)-benzamide:

4-tert-Butoxycarbonylamino-benzoic acid (6.3 mmol) and 1-hydroxybenzotriazole
(6.3 mmol) were combined in a flask and suspended in 1,2-dichloroethane (30 mL).
1-(3-Dimethylaminopropyl)-3-ethyl-carbodiimide hydrochloride (6.3 mmol) and
DIPEA (15.4 mmol) was added followed by 4,5-dimenthyl-2-amino-thiazole

hydrochloride (9.1 mmol). The resulting solution was stirred at ambient temperature
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brine, dried over MgSH, filtered and evapor at ed.
Yield: 85% (30% overall) 1H NVR (D6-DMSO): 6.00 (s,
wWQ@Rkhos/0858D (t, 1H); 7.21 (d, 1H); 7.51 (d, 1H)PCT/DK4004/000733
(m 20 1H); 7.81 (m 1H); 532.19 (s, 1H). The
follomrng conmpounds were prepared analogously

s e e R
NB%'Hueé ver Mg@ (ﬁilteréd'ﬁnd v &ateﬁ ﬁﬁnﬁg 'é%gooiahoﬁ”of (the solvent the

(4, 5-dinmethyl-thiazol - benzam de:
desuetde prodeet mgx@mtm;anenwﬁo c@lérpzfzﬁ @Ya@lﬂttﬂtl(oﬁz Jvashed \widhhdl.2-
otrlazole 30 (6.3 rmmol ) were conbi ned
d“%ﬁ’ g% %b dﬁf suspended in 1, 2-di chl oroet hane (30
yﬁgh)zoths Dhnethylannrnopropyl) 3-ethyl -carbodiim de
rochloride (6.3 DI P 15.4 in
LELGHES (PolNSEY o3 6, BN 3AhCh AL 2snd B 28 G 302 @,
iy @I rgf pirpol ). The resul ting sol ution was
E@ 9 1?f n%égrt teﬁperature WD 2005/ 039572
PCT/DK2004/OOO733 22 over nlght then the reaction

BTN I R AL N L

prioY 3D AAbY Qﬁss%fu’u‘bﬁ &n SRR ethdiR/tr 1@@@1‘0@1@&10&[@ ¥G1) for 10 min.,

precipitated and was collected by filtration, washed
folliweérl iy evapdiationor et dekvest. divg revdieedvastakeneynpiin digbpromethane,

ang ﬁi(trggs % %%a@% (%olé\gfgz”l" hﬁgp tm%(h%]%c&%t%’p \?33 th%}ﬁ%gdtgc; ?61 was

ret1BVedby fitbation, washed with water and dried.
[ 4- (Th| azol - 2- yl car banoyl ) - phenyl ] - car bam ¢ aci d
tent-butyl ester was deprotected 10 prior to use by

! 1.0 k: 0, GinChHC gne/trifluoroacetic acid

4 %ﬁ@?&‘#‘%‘?w&hrg%og??m{egﬁ%@ed by evaporation of the

4-Aﬁidiir1@-ht3nzo]'dl e(alﬂ&,‘ﬂil}d LestendS0.5 akanl) upas disshilodid or bRetitidomethane
and extracted wth 0, The f i tat

% et enB o % AV iy RS B P2

foﬂ@@@@ ﬁ;"éﬂc&tﬁb ¥al %ﬁh}ﬁﬂﬂeq% @%m@aﬁ in 1,2-dichloroethane (15 mL). The

- Met hyl ai ni no- N-thi azol - 2- yl - benzani de:
reactmn mixture was stirred at room temperature for 24h, then the solvent was

evaporated and the residue was re-dissolved in ethyl acetate (200 mL) and extracted
with HCI (0.1M) x2, NayCOs (ag., sat.) xQ, H,0 and brine. The organic phase was
dried over MgSOy, filtered and evaporated.

Yield: 90%

1H NMR (Ds-DMSO): 1.31 (i, 3H); 2.09 (s, 3H); 4.28 (q, 2H); 7.72 (d, 2H); 7.90 (d,
2H); 10.28 (s, 1H).

4-Acetylamino-benzoic acid ethyl ester (54.5 mmol) was dissolved in THF (100 mL),
and potassium terz-butoxide (54.5 mmol) was added followed by methyl iodide (60
mmol). The reaction mixture was stirred at room temperature for 1h, then the solvent
was evaporated. The crude product was used in the next reaction without further

purification.
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4- Am no- benzoic acid ethyl ester (60.5 nmol) was
di ssolved in 1, 2-dichl oroethane (100 nlL), and a
w@ at0alogesrz anount of 4- (N, N-di met hyl am no) pyPCTDK2004/000733
was added followed by acetig acid anhydride (66.6
nmmol ) in 1, 2-di chl or oet hane %15 m.). The reaction

1 xtur stirred at roomtenperature for 24h, then
({p'i*@ g‘&&%‘?ﬁf%@’bﬂ@ﬂtﬁ)&ﬁwom @eid iyl gster rveasi @ﬂewasver mght in

' c&’ﬁ:‘. q’{(l,s_léqb )| q‘h@%ﬁ%%@%%{wﬁeé ’219(9 :Eh;allaaiq lﬁgt (G um sulfite

vwas |a|déed THE pHg‘aaﬂ edjpftad eo Vawith AVd@H (ay. ekzoﬂ@ﬁ@hs gavg a heavy

ted. Yi Id 90% 1H NWVR ( D6- DV
Pﬁ?cgitit%{li?fg a]é(ia |§L ?188 KN(%gee re/g,_cbvle tr%té]/cc))n Mhedﬂvytb wader aznd dried
4- Acetyl am no benzoi c aci d et hyI ester (54.5 mol ) was
Ya¢lds®%ed in THE (100 inL), and potassium

1%?@%%3 ﬁ;?dml ?5 é‘ﬁ%.@ﬂdﬁq‘%ﬁt@rmgg by hyI

roomtenperature for then the solvent 30 vvas
eva orated, The crude roduct was used in the next
AMglaylasinarbenrsin afidr ( m@@})i fiag adipsphved WODMF (4 mL) and

R v
3feﬁfyﬂux1éuddmmﬂxie rhy@htchldmdec ()hI:2 Hi@hol), 1(I)Q1ym:dxybé'ﬂmbtr1azole (13.2

it} phE 2o e, (e mprelh Msﬁs K e A —
st(@é?li at £9P€- tbr 7oA ﬁ? gm%% 132 ol %a\%;% Ie{cjl %‘é\}l%ecﬁg? ééal?er (20

soli1ds were renove

mAngduehm etlichSa soild/pl@mpltat\éd eTlels V\Yaé%ﬂaﬂvédl\/ﬂy ((DeatiMSDashed with
272§ 1o Bh01,08: 45 (a. 1) 653 (d, 2 7.68 (4

w3fgf and gri TH{CEMi no- benzoi ¢ acid (13.2 nmol) was

veligspl o% By&M (4 mL) and 10 1, 2-dichl oroet hane (25
m.) . /y EA/%(XB 2 mmol ), 1-(3-dinmethyl am nopropyl)

1EJ@MRyﬂDadam@: Radds 3)03.08 hrot Hye. YL@, 2H);riht? §d, 1H); 7.51 (d,

1@ am n@?%ﬁ?z@lofei azo@ﬂé?) Zmalsnggldéd:angnd t he

reaction mxture was stirred at 40 C for 72h. HCl
% (13.2 mol ) was added foll owed by water (20 nL),
4 6W1W1%Wﬁ111§@112dyld?e@émmdﬁat ed. This was rempved by

fAlhﬁlO%—%ﬁQZOl%ﬁh&%z%fdg (2.28 mmol) was suspended in THF (10 mL) and
propanal (3.42 mmol) was added followed by glacial acetic acid (4.2 mmol) and

NaBH(OAc); (4.56 mmol). The mixture was stirred at room temperature over night.
More NaBH(OAc); (2.28 mmol) was added and stirring continued for 3.5h. The
solvent was removed by evaporation under reduced pressure and the residue was re-
dissolved in ethyl acetate (100 mL) and NaHCOj5 (sat.) (40 mL) (pH of the aqueous
phase was adjusted to 11). The phases were separated and the aqueous phase was
extracted with ethyl acetate. The combined organic extracts were washed with brine,
dried over MgSO,, filtered and evaporated. The crude product was re-crystallized
from EtOH.

Yield: 36%

1H NMR (Dg-DMSO): 0.94 (t, 3H); 1.57 (m, 2H); 3.05 (m, 2H); 6.49 (t, 1H); 6.60 (d,
2H); 7.18 (d, 1H); 7.50 (d, 1H); 7.89 (d, 2H); 12.07 (s, 1H).
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15 water and dried in vacuo. Yield: 32% (22% overall)
1H NWR (D6-DMSO): 2.75 (s, 3H); 3.93 (br, 1H); 6.59

W@ dgos@s9572 7. 19 (d, 1H); 7.51 (d, 1H); 7.92 (dPCEBK2004/000733
12.12 (br s, 1H. 20 24
4- Propyl am no- N-t hi azol - 2-yl'- benzam de:
4- Ai ni no- N-t hi azol - 2-yl -benzam de (2.28 innol) was
suspended in THE (10 nL) and propanal (3.42 mnol)

: | lhaci.al. ti id (4.2 mol
4\3%%1@@%%%68%&5@%%@?%%#%6rr: it 3(rzle \M(as stirr e)d
Nat (60 6fnirt eitrpespentsior éb@’ atmol) ghs weighbd ﬁlt%\la?ﬂélagﬁg %DN(IE_ (28mL)
stirring continued for he
WI?% n@éﬂ)dv‘eéﬁ %ggy g&?ﬂ%& 399{“892’6&%{9%}91 W RIOTq-gaifEed-thiazol-
t
2B %%ﬁéé'hﬁd@g’gj)S Iﬁl%ol)e@bsd H{i&%r@? vﬁées SRV tl%lgq%sm/t rﬁed over

acetate (1 and (40 nL

nizghtigdis"C phidben Imsredad}tu Sitagel (QQ)mL;l)HCII'@e phaesasveelded and the
separated and the ueou hase extracted with
SPHRYT PAEEHe extepgied S5 Pl a%?ﬁﬁé%% ereanig dfactigat were washed
WRSHSik, Wrddd BYdrereSHr iredr Y id MIaidtated! The r&gdéaggoduct was
evaporat ed. The crude’ product was re-crystallize
P‘ﬂmﬁﬁﬁ By GHesh Yelapapatogegehy HiNwitice DesilpVBO)dierd. dutidit (hé}fe@ne/ethyl
N § (m 2H); 3.05 (m 2H); 6.49 (t, 1H); 6.60 (d,

‘fl—?) "7.18 (d, 1H); 7.50 (d, 1H); 7.89 (d, 2H); 12.07
Yﬁad mH). WO 2005/ 039572 PCT/ DK2004/ 000733 24

ropoxy- N-thi azol - | -b enzam de: 60 %
mwﬂ B bsDy B85 (1 38D hgh (v et g edhh: k3 G A PAskSS (4
?H}“— was added foll owed by drop w se
m%r?gg propanol . 2-Fluoro-4-nitro-Nthiazol- 5
2 yI benza| nide (7.5 mmvl) was added portion w se. The

rred over n| t at 80 C and then poured
fre- A PB?XY(E/tthES’l 2 M@CI(ZQ@ %] ymplswagstsaengded 1p FEOH (30

A nﬁq UEAshyR r&@@t@te%ﬁn@(tg’lﬁﬁ&le&@eﬂ sad feé @%L?Qﬁd gb i&/é &)Egkg (40 mg)

ofgani c fractions were washed brine,
whg) 8kd, 41id the maxitumwwaehﬁbogmawd unatbte3 bmldhafop Balys tThearsaction

B Rl RSP RO S0y S Baeca it
NAMC¥; (sat.). The organics were drled over MgSQO,, filtered and evaporated to yield
the product.

Yield: 96% (10% overall)

1H NMR (Ds-DMSO): 0.98 (t, 3H); 1.77 (m, 2H); 4.21 (t, 2H); 7.32 (d, 1H); 7.55 (d,
1H); 7.86-7.96 (3H); 12.25 (br s, 1H).

The following compounds were prepared analogously:

4-Amino-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide:

Yield: 16%

1H NMR (Ds-DMSO): 3.32 (s, 3H); 3.74 (t, 2H); 4.44 (t, 2H); 7.33 (d, 1H); 7.56 (d
1H); 7.92-8.01 (3H); 12.14 (s, 1H).

4-Amino-3-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide:
Yield: 20%
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1H NWR (D6-DMSO): 0.98 (t, 3H); 1.78 (in, 2H); 4.21
(t, 2H); 7.32 (d, 1H); 7.55 (d, 1H); 7.86-7.93 (3H).
W@ 2004/034572 0- 2- pr opoxy- N-t hi azol - 2-yl - benzam dePCDDE2004/000733
nol ) was suspended in EtOH, (30 inL) and ethyl
acetate (6 nL), gl aci aI acetic acid (2.5 nL) and 10 %
and the m xture was

EN DU QA9 S Bk B (rorin s 6. S, o P9 0

1%?%@-%5‘ Rt ! KRR BN AU B G 1 T

organics were dried over \gSH4, filtered and
48Va ted to eld 20 the product. Yield: 96% (10%
ﬁlé?r j’fofpfimﬁhé%e nzagudy (t, 3H); 1.77 (in,
Yzé-ﬂ)[ 114421 (t, 2H); 7.32 (d, 1H); 7.55 (d, 1H);
86-7.96 (3H); 12.25 (br s, 1H). 25 The foll ow ng
MB&M@W@ hPS(adEY lah&hodudioyd, 2H); 5.5 (br, 2H), 6.7 (d, 1H);

?. 6 A oA MR e B & B 208 b 572077

4.44 (t, 2H); 7.33 (d, 1H); 756(d 30 1H);
7 92-8. 01 (3H); 12.14 (s, 1H). _
4- Ami no- 3- ( 2- net hoxy- et hoxy) - N-t hi azol - 2-yl - benzam de:
Yield: 20%W 2005/039572 PCT/ DK2004/000733 25 1H NWR
(D6 DMBO) : 3.35 (s, 3H); 3.72 (t, 2H); 4.18 (t, 2H);

2 7. 19 d 1 7.51 (d,
%S-%hﬁf’%"a% ﬂ%i‘?-‘ﬁ%'z("gl‘%%u%balde (12 14H)( s, 1H).
4%&%@0@0@%@6& aﬁl‘dtrﬁétﬁilcésteg (M' % El)ﬁﬁ‘cﬁ?%g @aponfﬁeﬁ' iRt hEQOH 25

% ' H NVR BI( - DVBO)
m@t andzl}lBOHg(l 2B rml) g‘p.geﬂug fqr M, Thjﬁ:H)l ganiq scgv@”d Waﬁl-ét)vapdfaﬁd and

p}(I qglrlh& %Z ’El? O}?l%d\ﬁgt i als g%ng? _e%t_;by ]EPaH o, r\ﬁla&geé Rith Wa'_gr angi dried’

indaBumi no- 3- chl or o- benzoic acid nethyl ester (21.6
I9) s saponified in EtOH (25 m) and NaOH (1M 25
Y]_rgﬁr(? grt"refl ux for 2h. The organi c solvent was
118 anRr 5 @S 688 11011, 7T0F(dR! PAVCE 7B 111): 12.3
rermvegj by@?ﬁt?gt |(onH§’ %%g ﬁ gbedgf ax drléc}'H)’ 7
(br s, 1H).

4-Amino-3-chloro-benzoic acid (19.8 mmol) was dissolved in DMF (10 mL) and
1,2-dichloroethane (80 mL). DIPEA (19.8 mmol), 1-(3-dimethylaminopropyl)-
3-ethyl-carbodiimide hydrochloride (19.8 mmol), 1-hydroxybenzotriazole (19.8

. mmol) and 2-aminothiazole (19.8 mmol) was added, and the reaction mixture was

stirred at 60 °C over night. The volume was reduced in vacuo, and water (60 mL) was
added. The mixture was extracted with ethyl acetate, the organic phase was washed
with NH4Cl (aq., sat.), dried over MgSOs, filtered and evaporated. The crude product
was purified by flash chromatography on silica using gradient elution (heptane/ethyl
acetate).

Yield: 42% (39% overall)

1H NMR (Ds-DMSO): 6.19 (s, 2H); 6.83 (d, 1H); 7.21 (d, 1H); 7.52 (d, 1H); 7.83 (dd,
1H); 8.07 (d, 1H), 12.24 (br s, 1H).

4-Amino-3-bromo-N-thiazol-2-yl-benzamide:
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in vacuo. 15 Yield: 92% 1H NVR (D6-DVSO): 6.15 (s,
2H); 6.79 (d, 111); 7.59 (dd, 1H); 7.71 (d, 1H; 12.37
W@ Rr0583951H) .  4- Al ni no- 3- chl or o- benzoi ¢ aci d ( 1BCBDR2@K)N00733
was di ssolved in DMF (10 nL).and 20
1, 2-di chl or oet hane (80 m_) E)I PEA (19.8 mmol ),
- 3-ethyl-carbodiimde

1- (3-di nmethyl al nj nopro
41«@%11{9 hapic eI (90 r%mﬁ»&y yas f1s9lyed sty BIMF o5Pi mkbead N-bromo-
90 Y t I
s ifiad 1D JorS o2 OBt 4 R2PLE fekef OB IE Ty a5, v
reavieen miigthte, wathihenw pbuned inva svatedi 0@ anli)n Thapmal.ugtawds lplmicﬁ/l’ed by
60. nm_ .added. The. mi.xture was extracted wit
ﬁéﬁ%‘?}l éﬁ%’,taegt“’é% ‘f"ﬁ‘ér %ﬁdﬁ%‘?a]é” ¥f&€e was washed 25 with
vidCioefaq., sat.), dried over MgSOH4, filtered and
evaporated. The crude product was purified by flash
wﬁm@@pw@) 6r10(5) 71808 7 (g 1D 6B, aF 7,89 (0, 1H); 1230
ne/ethyl acetate). Yield: 42% (39% overall) 1H
P%I%G DMSO): 6.19 (s, 2H); 6.83 (d, 1H); 7.21 (d,
7.52 (d, 1I—|) 783(dd 30 1H); 8.07 (d, 1H),

12. b
4 Asnz  REori-pico06 (b A deyiollevasdissdysd GBEEVE (10 mL) and

DRSNSy PP T S Sk RO
3-elG0-catboljimides tydrbetlori8ti (1ef aimd)ybil éydrdxgbpenaiasr (18.5

hen poured into
n{@{l)a Ia%% %Qﬁe?ﬁa%% teh%r og{ﬁ%ﬁj\r}ogg% oy t c.i,lileacuon mixture was

|
st%lirég ag%b'??bve%%&;f 1%6%%1#\/%@0?% reﬂggeddzg ,vﬁ% 'an% %ge&) (%O?mL) was
adidd)l; THe G8xtuddwad b&trac?edS@lth athyl ertaﬂ:?_t}ﬁgorgﬁlht phasebilis washed

i S OTad: Bz enfeTfiotidind a0 e b product
wﬁ§ Buittidd bP'ﬂB@P\cl@r@aﬁraﬁ; g‘ri?mly)on drida3adh alai’elntEl gfuﬂ)eﬁ’ (R dnk7ethyl

- et hyl - car bodi i m de dif ochl ori de
actﬁiﬂ’ﬁs/)droxybenzotrl azole (18.5 nmol) and _
Y?ﬁ@?&% %%rgll)( 18.5 mmol ) was added and the reaction

TH NMR (Dg- DMSO): 6.14 (s, 2H); 6.82 (d, 1H); 7.21 (d, 1H); 7.51 (d, 1H); 7.86 (dd,
1H); 8.22 (d, 1H); 12.24 (br s, 1H).

4-Amino-5-chloro-2-methoxy-N-thiazol-2-yl-benzamide:
4-Amino-5-chloro-2-methoxy-benzoic acid (19.8 mmol) ) was dissolved in DMF (10
mL) and 1,2-dichloroethane (80 mL). DIPEA (19.8 mmol), 1-(3-dimethylamino-
propyl)-3-ethyl-carbodiimide hydrochloride (19.8 mmol), 1-hydroxybenzotriazole
(19.8 mmol) and 2-amino thiazole (19.8 mmol) was added and the reaction mixture
was stirred at 60 °C over night. The volume was reduced in vacuo, and water (60 mL)
was added. The mixture was extracted with ethyl acetate, the organic phase was
washed with NH4Cl (aq., sat.), dried over MgSOy, filtered and evaporated. The crude
product was re-crystallized from ethyl acetate.

Yield: 32%

1H NMR (Dg-DMSO): 3.94 (s, 3H); 6.30 (s, 2H); 6.56 (s, 1H); 7.23 (d, 1H); 7.49 (d,
1H); 7.76 (s, 1H); 11.05 (br s, 1H).
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stirred at 60 C over night. The vol une was reduced in

vacuo, and water (60 nL) was added. The m xture was
wezaosmseserl with ethyl acetate, the organi c phaBET/D&E2004/000733

washed 15 with NH4Cl(aq., sat.), dried over MySO4,

filtered and evaporated. The crude product was

purified by flash chromat ography on silica using

gradi ent elution (heptane/ethyl acet ate). Yield: 33%

Tiiig—ifb%og‘){%é‘%‘]ﬁ%m i Ve 5 Mgo 786 ?’ddZH) 2061{202 e

8.22 (d, 1H): 12 24 (br s,

SR ST B?rgoﬁ%%iey%ﬂ Fie st thiveno2a iER) )

wWas§: shessol ved in DM (10 nlL) and 1, 2-di chl or oet hane
(80 n.). DIPEA (19.8 rnol), 1-(3- dlmethylamno 25
IHNSMR. {DEDMIN): Ak GaBHHde (nyHFe K168 (sd@H); 103B(d, 1H); 7.21

PRI B P ot ™

m xture was stirred at 60 C over night. The vol une
was. reduced i n_vacuo, and water (60 nmL) was added.
Aphaingr 3 diioredN-tirzokdoddetsaidet hyl acetate, the
Y‘?él@aij% phase was washed with NH4Cl1 (aq., sat.),
dried over MgpSH4, filtered and evaporated. The crude
L8OMBr(odz)cx5 oudE +)e RAty $ Padeilwd A ) poritye(Uns; [ELSTHt 84%; 99%.
Yield: 32% 1H NVR (D6-DMSO) : 3.94 (s, 3H); 6.30 (s,
2H); 6.56 (s, 1H); 7.23 (d, 1H); 7.49 (d, 1H); 7.76
4(@111111% Hthiddo100 l(-?-rtriﬁuorarllﬁ'&hoyﬁ &DQR;H39572

CT/ DK2004/ 0005533 27 The foll ow ng conmpounds were
Ypﬁrlépﬁr"/ed anal ogousl y

Lo Py L Db AU B T AP W

(D6 DVBO) : 434(m 2H) 449(m 2H); 5.68 (s, 2H);
37 (d, 1H; 7.21 1H); 7.34 (d, 1H); 7.48 (d,
Mlnoﬁ)clgg;rq §,-rme§hy1 hlazpl ,&rﬁlrhgznymldg
ro-N-thiazol-2-yl-benzamde: to Yield: 27%
YE%A}BH?m z) 256 (MH); RT = 1.9 (method A); purity
LCINIY, (i) SI6R: (M) RI99R.2 (method A); purity (UV, ELSD): 97%; 99%.

4-Amino-3,5-dimethyl-N-thiazol-2-yl-benzamide:
Yield: 69%
LC/MS (m/z) 248 (MH+); RT = 1.8 (method A); purity (UV, ELSD): 85%; 99%.

4-Amino-N-thiazol-2-yl-3-trifluoromethyl-benzamide:

The starting material: 4-amino-3-trifluoromethyl-benzoic acid was prepared according
to literature procedures: Kriiger et al. Arzneim.Forsch.; 34; 11a; 1984; 1612-1624.
Yield: 14%

4-Amino-3-chloro-N-thiazol-2-yl-5-trifluoromethyl-benzamide:

The starting material: 4-amino-3-chloro-5-trifluoromethyl-benzoic acid was prepared
according to literature procedures: Kriiger et al. Arzneim.Forsch.; 34; 1la; 1984;
1612-1624.
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4- Ai ni no- N-t hi azol -2-yl-3 -trifluoronethoxy-benzam de:

Yield: 71%15 LG M5 (nfz) 304 (MH+); RT = 2.3 (nethod
Wa\Rospsasizy (LTV, ELSD): 64% 98%  4- Ami no- 3 PCT/DK2004/000733

-chl oro-5-net hyl - N-t hi azol - 2gyl - benzam de: Yield: 1.1

% LCMS (mz) 268 (MH); RT = 2.2 (nmethod A); purity

Y(wg%{ CF SD): 97% 99% 20 4-Anmino-3 , 5

h% Ayl - N-t hi azol - 2-yl - benzani de:  Yi el d: 69% LC/ M5

LOM/B) (243 20\NEH; BT = 2% EhekifFat AP Pudy: (REELSO) ¥4 9995,

ELSD) 5% 99% 25 ~ _

4- Arni no- N-t hi azol -2-yl -3-trifluoronethyl -benzam de:

The starting material: _ _
4-am no-3-trifluoronethyl-benzoic acid was prepared

5ammoeﬁ1p1@ny1-m-cbfuoeym bii@ tsREedunaRle: Kruger et al.
znelin For Sf ., 34, 1la; 1984; 1612-1624. Yield: 14%
omo-4-nitro-toluené (50 mmol), phenyl boronic acid (55 mmol), Pd(PPh3)2C12

(245 ﬁhﬁlﬁly MBI ﬁl%'() '}hﬁlﬁg%g lcoﬁi’b}{led 9 & Hald MQf QRRL vl - mlxture

zam de: The startin
ot} etirylamo - Syodi| dmwtlﬁzlterthérl (bor oty waehZ@0 cmBY Wdd¥Wesn Argon

e RN e
wﬂﬁ@ﬁi}@a&%&g Wér@ﬁ%@%ﬂé&%&%ed@g Nlaqu@;;, f&t%x@d%aporated

in/z) 322
tO(E.‘iLlSiD)a) broya 0119 Q%ICh yag trAmamd Wit thtyl Tﬁe cmmdb @l(qdulctplacllpdated

SRR i B0 SErBhbne, L0 b )

Y[d]@l9)6°/and K2C03 (160 nmmol) was conmbined in a flask and
efl uxed in a mxtu of ethyl ene gl ycol dinethyl
QWR(P@)@?MQQ)%%%&EB 1%830) 8Hhder an Argon
at nosphere for 18h. The dark m xture was diluted with
water (200 nL) and extracted 10 with ethyl acetate.

2- mhyirngmOmpmng(mmy Wik QNS ndwﬁlcg%ld\;gi t{oplrxtﬁg% glt'ikg\évatel

I d b |
SENE i atf@?M (yzégalaég P54 %%%lemsatoéer a pgtpdafone hour.
TEEARMEL Ws féﬂuké@tfdnofh.aﬂfé fefotfoYib@lk v &d. olie%r,nah/(? ﬁ'noz was

filtered off. HCI (conc.) was added to the filtrate until the product precipitated, the
product was removed by filtration, washed with water and dried iz vacuo.

Yield: 85%

IHNMR (Ds-DMSO): 7.37-8.39 (8H).

5-Nitro-biphenyl-2-carboxylic acid (25 mmol) was suspended in 1,2-dichloroethane
(100 mL) and two drops of DMF was added followed by drop wise addition of
oxalylchloride (2M solution in dichloromethane) (40 mmol). The mixture turned
homogeneous and was stirred at ambient temperature for 1h. Evaporated to dryness,
then re-dissolved in 1,2-dichloroethane (20 mL) and added to a suspension of 2-amino
thiazole (25 mmol) and pyridine (30 mmol) in 1,2-dichloroethane (50 mL). Stirred
over night at ambient temperature, then the mixture was evaporated to dryness and
triturated with water. The crude product was filtered off and boiled in MeOH. The

white solid was filtered off, and dried in vacuo.
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Yield: 96% 1H NVR (D6-DMSO) : 2.35 (s, 3H); 7.32-8.20

(8H). 15 2-Methyl-5-nitro-bi phenyl (48 nmol) was
waoEpesderl i n pyridine (100 nL) and water (158CT/DKRG04/000733

and Kvh04 (239 nmol) was added portion wise over a

period of one hour. The m xture was refluxed for 5h.
YTq&{%/acti on m xture was cool ed, and M02 was

191 E8d of f. HCL (conc.) was added to the filtrate

THNMR tHeDMSTsiueb7Raegippiztat 7 D
renmoved by filtrat ?on &ashegg%mq vvat eg gnd%?B Q%SlHr? 8.32
(pabidl 12V5ds.dH)85% 1H NVR (D6- DMSO): 7.37-8.39 (8H).

5- Ni tro- bi phenyl - 2-carboxylic acid (25 innol) was
suspended in 1, 2-dichloroethane 25 (100 nL) and two
5{N1&D831p1{enﬁvf Cmaxﬁﬂﬂﬁﬂd frabrwedalyded18n Whive) wddl hﬁs‘)p@ﬁhed in

oxa | chl oride (2M sol ution in dichloronethane
N{e ) yud glﬂ@alrﬁq%% ped (10 méo anﬁ&nig)sﬁ@onmolamasmged The
t Eva or. ated t
1r§%tl;1;eg tggleﬂ ho ﬁﬂ%‘eﬁ(ﬁ{s | Sggffé\g irnﬁtei 1d Ost 1‘1[‘_1]11%?\8. ﬂlgt ueflgar 24h,
Tht jeaatioh mided ves fitesadspelnsbgorae @ dBiedtptheh MadaqRO0 {02 was

w4y 5 P 55 rbpgrePuiselon ashe v b aimgerad drid.

Yidi@rsdhes3vh sidthe was evaporated to dryness and
triturated with water. The crude product was filtered

1 NVEh dDhOIMBQ):i N7 MEQHRETHESS il RE)sBlIR ddnaB)f 71206t 40 (7H);
1@% ang%grl ed in vacuo. WO 2005/ 039572

2604/ 000733 29 Vield: 73% 1H NVR ( D6- DVEO) :
727(d 1H) 732753(7H) 792(d 1H); 8.23 (in,

(m 1H); 12.75 (s, 1H).
6Wrtbp1tﬁllﬁh%ﬁ§nboay1&a¢%mﬁob2yémdph| azol - 2-yl ani de

R S ( |

* b SR, MR REENGS Bead R BT VB ) e Bromo

su'Eh'mimide)(ﬂ 00 enrhol) ved ddded geniouswiEl Bie arahgyvrécioh @Sixture was
stirring a@ conti nued for 24h. The reaction

StHTogk QfeB Mgl B éﬁnééewa@rﬁaﬂbfmf%ed Btel akess The predyict was
cHRERH b@%ﬁ@at%'ﬂrﬁ) anff@e-c gﬂﬁ&d il e product was

renoved tratl washe W|t wat er and dried. 10
YieldI168% 8 9% (53% over aI 1)
1H NMR (Ds-DMSO): 6.09 (s, 2H); 6.81 (d, 1H); 7.13 (dd, 1H); 7.89 (d, 1H); 12.37

(br, 1H).

4-Amino-3-bromo-benzoic acid (65 mmol), phenyl boronic acid (70 mmol),
Pd(PPh;),Cl; (3.2 mmol) and K,CO; (140 mmol) was combined in a flask and
refluxed in a mixture of ethylene glycol dimethyl ether (75 mL) and water (75 mL)
under an argon atmosphere for 18h.The organic solvent was removed in vacuo and pH
was adjusted to 4. The crude product was removed By filtration, re-dissolved in ethyl
acetate, and passed through a silica plug to remove any Pd-residues. The filtrate was
evaporated to dryness and re-crystallized from ethyl acetate/heptane to give off-white
crystals.

Yield: 47%

NMR (D-DMSO0): 5.56 (s, 2H); 6.78 (d, 1H); 7.30-7.75 (8H); 12.09 (br, 1H).
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1H NMR (D6-DVMSO): 5.71 (s, 2H); 6.55 (in, 2H); 7.12
(d, 1H); 7.20-7.41 (7H); 11.52 (br s, 1H).
W@ 2085108853701 phenyl - 3- car boxyl i ¢ aci d t hi azol - 2- pCEDKA@®4/000733
15 4- Ami no-benzoic acid (10Gymmol) was dissol ved in
DIVF (100 m_) and N-bronmo succininide (100 rmol) was

o REP BB R it gt e eaCHg?sBlrvs W S50 ana

1120d;6h1wRdeftfane TRE nfI)ODHCEA WaS miG6l) | ﬁ@i-ﬁﬁn rbh?&l{i"@@ ethyl-

and re- cr%stal [ zed fromMOH Yield: 65

cqrbadIM) Y@Oddom@e (QSH)mmel)s 1L~ bjodromrb)enz@thmaole dd? m?l) and
180 Elg%zomll%mmo e\m;l %618? G éhealéqaau(inﬂéu or Ryrtaos S 1rre alt gO °C

OPQ'(IHQT@)I%@%IMC %a@?’éﬂu)ce@nﬂ vhcidCaRd Wed® @BUNAL) waedded. The

conbined in a flask and 5 reflfuxed in a mxture of
NEXtHYY WAk CHrastes) wilh et hgﬂtatet theorgani: phase airad weoshest witliSNH,Cl
(%)sa@ A8ty %0? ng aﬁl{rg)ef'/dg%gig&af cgrateélsilhe-r grlelgg }rol%?%l(ét w%sopunﬁed
b fladiheéhromatberaphe @n cilicnasing raNed el’m’loﬁ i(¢thylaictiatt/heptane).

Jed | ethyl acetate, and passed through a
éﬁﬂ%@?@é Q’VP’@ ?em)ve any Pd-residues. The filtrate

y 44 zed,f !
et hyI acet ﬁ4gt an dgl'g§3(|i’ve ?1'9\/% tﬁéﬁ %3%52;}35(?%??57.'83 C
1HD;e1&|8(d41%)J\m1(®51}E>}¢50): 5.56 (s, 2H); 6.78 (d, 1H);
7.30-7.75 (8H); 12.09 (br, 1H). WD 2005/039572

PCT/ DK2004/ 000733 30 6- Am no- bi phenyl - 3-car boxylic

2acmﬂ1yeﬂo91mmaale mrw gﬁ@w&@mhibl%aﬁ& nl) and
- di chl or oet hane DI PEA (19 mol ),

2 13 l?mydthbHﬂdeaImS marmqu: )atc1§,(é2 Hymnola avds sigspived e DMF (5 mL)

aflY g ?&@L@Hegl%né 6o TP Jprpkd ¥%‘?%P§ PR gzggl ahnfibpropyl)-

BIeBQIIJrcemtinmﬁﬂdﬂ hyﬁttrcﬁldi\ﬁls $12 41 fendf, 3hydrdxyb¥iotibzgh (12.4
The vol une was reduced in vacuo, and water 260 1nL)

) gaddmimpiiazalextldriemied) wa ﬁé‘iqdeﬁtlwe@ lat 60 for asn. HCI

PR ExgpldiPo g AR i BUTRE ] s RR gl e 0 o). i
geneap beatyeprecipitatiar Wwiechph aokeioved HyPilkrafioe dThebyolildl e washed

hr omat o hy on silica usin radi ent elution (ethyl
Wgtéé?t’ ?re%’“%relpf g%’;g oroethane and dried. 99 (ethy
Yield: 56%

1H NMR (Ds-DMSO): 6.60 (s, 1H); 7.26 (d, 1H); 7.44-7.54 (2H); 7.56 (d, 1H); 7.86

(d, 1H); 8.45 (s, 1H); 11.51 (brs, 1H).

1H-Indole-5-carboxylic acid thiazol-2-ylamide (7 mmol) was dissolved in glacial
acetic acid (40 mL) and sodium cyanoborohydride (14 mmol) was added portion wise.
After stirring at room temperature for 18h the reaction was incomplete and another 14
mmol of sodium cyanoborohydride was added. Stirred at room temperature for 24 h.
The reaction mixture was poured into ice water (200 mL). The pH of the mixture was
adjusted to 10 with NaOH (conc.), and the aqueous phase was extracted with ethyl
acetate. The organic extracts were combined, dried over MgSO4, filtered and
evaporated. The crude product was purified by flash chromatography on silica using a

gradient of ethy] acetate/heptane (10:90 to 70:30) as eluent.
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Yield: 26% (8% overall) 10 NVR (D6-DMSO): 5.64 (s,
2H); 6.82 (d, 1H); 7.19 (d, 1H); 7.34-7.53 (6H); 7.83
w@dgos/o3ddy2 7.88 (d, 1H); 12.21 (s, 1H). PCT/DK2004/000733
2, 3- Di hydro-1H-i ndol e- 5-cargpxylic acid
t hi azol -2-yl am de: 2, 3-Di hydro-1 Hindol e-5-carboxylic
i, .4, mmol ) was dissolved in DVF (5 nL) 15 and
ieq%%&g}ﬁgg%%?fﬁﬁ%e (40 nl). DIPEA (12.4 mmwl),
1141101311@ @YUM OBYY; 3. '
ydr oc‘wl ori de é} Wﬁolﬁjq m F?@g%z%@r ﬁﬁigofd 1H); 7.17
(d( 1@1)47497fﬁbllﬁ)a d5-0- &P Hot Q:Qz(@lfé,l(fm 4 mmol) was
added. Stirred at 50 C for 48h. HC1L (2M (12.4 mol)
was added to the reaction mxture followed by water
1,e3¢-Tefrahytifo-§uing e 6 xalbeaylic fie thigiol-atylanidshi ch was
rempved by filtration. The solid was washed 20 with

Ll cliphy dro-guigpling 6Hermall wan dlisspived in Vi, 2Hishlosesthang (100

m(]h%%(’ﬁ E ggﬁ%c’ln% }_})6’62 %r'i‘i'g%l} w(aa ’a&iﬁf ’Sgl ec}l éw(o’g’m Tﬁ#:’m?ail?ré (_;‘_r 4h,

theb rth@solsmﬂ)t Wazﬁeﬂablvdad]tiy) keeaporatmntxmdythe cesidiicdvas dissolved in ethyl

hi id 7 | d d |
ot o el (AR i ar e RoB b SRR R4 e organics
wERepardRE, ASIES P RIIINNWESE and &4l fat&f' rring at room

temperature for 18W the reaction s I nconpl ete and
Thneuderag usedmirsctlp in theaiextrmeasfianobor ohydri de was added.
Stirred at roomtenperature for 24 h. The reaction
m xture was poured into ice water (200 nL). The pH of

Ctuile 1n(3g44dnﬁjdvm}ﬁ<ﬁmqimﬁxygcbtﬁéﬂoﬁg Wt lals%a%& 6& ®MF)(60 mL),

and_t he aqueous ase was extracted with ethyl

ange S RFoBE0 Ty Emitn (K00l s vdded crewtiom endse. dbtieadl at room
anf
teg*@f td\{g ngl 3h {leh 86 gea%@&} l‘rrg)\éﬁp 2{@% ﬁalilre;irqgto &/gtgle (150 ﬁnLg and

purified ography St
exnlsaicteg vaxth gtrhgbl aaadte.Ofheedrdayic phsdeay &/ ‘hsfrhte& Nﬁﬂ( ]SIGL;@Dgsb@) dried
31?55) agg ent WD 2005/ 039572 PCT/ DK2004/ 00073
OXFr Mgf O GYROEHEY 1H NVR (D6-DVBO): 2.98 (t,
Y?G'Ta96@657 (t 2I—I) 6.35 (br s, 1H); 6.48 (d, 1H); 7.17
7 7.49 (d, 1H); 7.75-7.82 (3H); 12.02 (br s,
msM DJs ;DMS): TE6 r(ah?Hl);ol.h@(mGH);r%M(maZHb@diﬁ €m,azH)y] 7.25-
7t6 -2-ylamde: 1,2, 3,4-Tetrahydro-quinoline (100
nnéﬁ% was di ssolved in 1 2-di chl oroet hane (100

1-(6-Bromo-3,4-dihydro-2H-quinolin-1-yl)-ethanone (96 mmol) was dissolved in
DMF (60 mL) and CuCN (200 mmol) was added. The reaction mixture was refluxed
for 18h, then cooled and poured into water (400 mL). Aq. NH; (sat.) (100 mL) was
-added, and the mixture was stirred vigorously until it had turned blue. The product
had precipitated and was removed by filtration, washed with water and dried.

Yield: 53%

1H NMR (D-DMSO): 1.78 (m, 2H); 2.67 (m, 2H); 3.23 (m, 2H); 6.43 (d, 1H); 7.41-
7.47 (2H).

m/z: 201 (MH+)

1-Acetyl-1,2,3,4-tetrahydro-quinoline-6-carbonitrile (50 mmol) was refluxed in HCI
(8M) (150 mL) for 18h. The mixture was cooled and pH adjusted to approx. 3 with
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m.) and acetic anhydride (102 mmvol) was added. Stirred
at roomtenperature for 4h, then the solvent was
WO 200598$7hy evaporati on and the residue was di BEDDKea4/000733
in ethyl acetate and water.,,The aqueous phase was
neutralized with NaCH (2I\/p the organi csd 10 were N
rated, dried.over filtered and evaporate
N%ﬁ’gféﬁﬁd@om Pecdertaded @&4 WS rFmeYRd e fiftrationc waehed ovitiy avater
afdd édecd- di hydr o- 2H-qui nol i n-1-yl ) - et hanone was

di ssolved in DM (60 nmL), and N-brorno succinimde
Yigld061¥ol ) was added portion wise. Stirred at room 15

TP 6 178 b 390 R BB B L A

(Bqehat.gs5-7Bog2HN.gani ¢ phase was washed with NHACL
(sat.), dried over MJSO4, filtered and evapor at ed.

Yi el d: 96% 1H NVR (D6- DVBO): 185(m 2H): 2.16 (s,

0]

L TR Sy Bl b AL (17 et S dRetiee o D

(frmIn))dm)d mmlmlmeﬂhmammL%s (aa@edm%udwai @@IPERO(W mmoL),
s added. The reaction m xture was refluxed

1%?11@%%1%& -3t f%@ﬂgf@em@ae ' i dRgberide 400(i7nL ) mmoD),
et b 100D 85 R 375505, S -
fqurootithtn HEd 1 pheaoly Iahdifw@dar mnwa:wasaﬁ@wecr heYorganic solvent was

filtration, vvashed with water and dried. Yield: 53% 1H
rwe?%g W ory ang tl‘(ena[qugtmﬂs phgseBWaS( grtragtgyl: with gtgy]( gpetate. The

1%"911103 Qvedd dtidd o]v@ ’M Sr(g% ﬁ(}‘?ere‘wal{dzg? po?aq%cf” Fre, &% ? Ipl}/ﬁﬁi‘i?ct was

Acetyl -1, 2, 3, ro- qui nol rne- car oni

pyrBBedrip ﬁlaShlashrDmfatquaqﬂhyl on ldlica ¥BM) gredibi (ldpjankiethyl 8dvetate)
\x}ne m xture was cool ed and pH adjusted to approx. 3
% WO 2005/ 039572 PCT/ DK2004/ 000733 32 NaCH. The

Yﬁﬁl@dlla)% (3@,{,@%@15 ated and was renoved by filtration,
washed with water and dried. Yield: 61% 1H NWVR

”(IED@MBN@B}DMﬁObgl@WHBQH) 2.76gmq BH): 2394 (18, 2H);(Gré6 GH1E); 6.56
(187 AR a, 1,78 &8 11); 7.65-7.72 2.

3,4-Dihydro-2H-benzo[1,4]oxazine-7-carboxylic acid thiazol-2-ylamide:
3-Hydroxy-4-nitro-benzoic acid (100 mmol) was refluxed in HCI (6M) (90 mL) and
MeOH (160 mL) over night, the mixture was cooled and poured into water (500 mL).
The product was removed by filtration, washed with water and dried.

The crude product was used directly in the next reaction.

Crude 3-hydroxy-4-nitro-benzoic acid methyl ester and triphenylphosphine (100
mmol) was dissolved in dry THF (120 mL) and cooled to 0 °C. Di-ethyl-azo-
dicarboxylate (110 mmol) was added followed by 2-chloroethanol (110 mmol). The
reaction mixture was allowed to come to room temperature and was stirred at this
temperature over night. The solvent was removed by evaporation and the residue was
re-dissolved in MeOH (80 mL), and water (20 mL). The product precipitated and was
removed by filtration, washed with water and dried.

Yield : 60%
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5 (d, 1H); 7.45-7.50 (2H)

1, 2, 3, 4- Tet rahydr o- qui nol i ne- 6-carboxylic acid (17
woresp3esas di ssolved in DMV (5nL) and PCT/DK2004/000733

1, 2-dichl oroethane (15 nL) was added, followed by

DI PEA (17 nmol),

1#9@&;5{1&;5@15%@“}%‘1%&%[ 596 Gl Sifbehbot F gbiev as1 @
f geﬁpqu anmi not hi azole (17 inmol). Stirred at 60 C
or

en HCh (17 mmol ) and water (20 nL) was
added. The organlc sol vent was renoved by

ratl ndtheaueo extr cted with
LRI Reasbon P Moo RO P em BT S B D isespented i
alﬁs |Ht©H€(d,O@ﬁfL) emmm}atae@tatefm@o LN 085108 bed adi‘@@lo mL) and 10%
ied by flash chromatography on silica wt

Pé/rcaﬁhgé fas st e maixhye wae dydiogynatadsundenBibsn Hz\fp’éﬁdiays The
O 1.80 2 2.70
%9’3/81{ %{gtﬁ%ev(f% ﬁl}er%“@aé@%@@ws ) : 1M 6. (52] (;I? 1H)

The &61d¢ ghrodiled) was/us4@ dirdetlylid)the dextipealtid (2H) . 20

3, 4- Di hydr o- 2H benzo[ 1, 4] oxazi ne- 7- car boxylic acid
t hi azol - 2-yl am de:  3- Hydr oxy-4-nitro-benzoic acid

4(:419910”31@ lhl\ﬁﬁﬁethﬁ}})%ﬁgmb RcidBeth§Mstdr98s Jr{ﬁjn))l) EW% didRRd in

(1 over night, the mxturé was coo
D@@El(bﬂ) m]i-t)(alnd/éi‘izé103((50(immb.b) wasTadded rSitteedt at i@6° € dom¥ eeys. The

| t.rat t d dried., Th de
¥ icr et s s Bt gior Tgter e S Seisictzd St Sby! scetate
TEE ¢ % Pyﬁé,so%fv)ére“wéﬂh%& %E?NZHCP (@€, dirféatd%% g@%ﬁ% ?t@féd and

trip phosphi ne (100 innol) was dissolv
GVIHHEré(tf_@ q hn@ucgrpmimbwwused dire@ly iDi thehémtlreagtion.
di carboxylate (110 mml) was added fol |l owed by
2-chl oroet hanol (110 mmol). The reaction m xture was

3 ALbDIWEED-L -1 | UPoxafiai 1 &P AL Uickl andhpestdt (327 8Endly was
this 30 tenperature over night. The sol vent was

disegtvedetn MpOs, &5ombd eoh Nafdl (30M) (?é)sm&w@ndva@rred at 60 °C for 48h.

TR ShEE sYEE pTeata R vieborBitouet By ARTaF biheg seidified
W\NhS}Heﬁ (41, hTH@bl%&m@riﬁo&Hdt@é’e adit@d B an 89YaMPwere extracted with
2005/ 039572 PCT/ DK2004/ 000733 33 1H NMR ( D6- DVBO) :

ethybacetaie. Theorgapiogktrest wasriediowsn MgSOp fijtereqd and emm)rated The
crh whs Sﬂ'urﬁfjed by flash chromatography on silica with gradient elution
(heptane/ethyl acetate).

Yield: 31 %

IH NMR (Ds-DMSO): 3.33 (t, 2H); 4.10 (t, 2H); 6.51 (d, 1H); 7.16 (d, 1H); 7.30 (dd,
1H).

3,4-Dihydro-2H-benzo[1,4]oxazine-7-carboxylic acid (16 mmol) was dissolved in
DMF (5mL) and 1,2-dichloroethane (15 mL) was added, followed by DIPEA (16
mmol), 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (16 mmol),
1-hydroxybenzotriazole (16 mmol) and 2-aminothiazole (16 mmol). Stirred at 60 °C
for 96h, then HCI (16 mmol) and water (20 mL) was added. The organic solvent was

removed by evaporation, and the aqueous phase was extracted with ethyl acetate. The
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1H); 8.01 (d, 1H). 3-(2-Chloro-ethoxy)-4-nitro-benzoic
acid nethyl ester (58 mmol) was suspended in 5 abs.
WER@SI08BOD nL), and ethyl acetate (100 ni), glBCT/AK2004/000733
acetic acid (10 nm) and 10%s,Pd/C (ig) was added. The
m xture was hydrogenated under 3 bar H2 for 3 days.
ered and evaporated. The

T L 1 xt fil
PR B BURIEE 20t ot EBre Yhed Y T epr Barcrigmproduct

wafrdcHkRINRd FrolblE/IHQF R €t hoxy) - benzoi ¢ acid met hyl
ester (58 mmol ) was dissolved in DW (150 nL) and

Yicdeo% 6@oraveta)l) was added. Stirred at 100C for 4 days.

vl RN Fia S b B N 3G b ey 741
(AeEB; Nas(ed By ¥ h2 WHAEH: ﬁ.s@grda,q}g.ri ed over MySO4,

filtered and evaporated. The crude product was used
directly in the next reaction. 15

3yd- Dihydr.a- 20[ 1.4] oxazi ne-7-carboxylic acid
Aﬁgﬁﬁ§$@ggﬁg¥%gggﬁgﬁ§%%dMas di ssolved in MeCH (20 nlL)
2-dadinNa@a¢@d) (R0mimo)) amd $iiidimed (2t BhoD fWére48spended in
}Eglgrgﬁgﬁg sol vent was renoved b¥ evaporation, and
Lechigiretiaae h RS mldcndi 4 sesgensign A pethyl Ahghlorpperbonylbenzoate
r Ci P 9 QG i L, and wereq.,. R

O Aok 2 SRR oS Ry B ey v P BeC et 50 °C
ovarsnight, eherotter sdipnO4vas ieliowt® dnagdredueddopRt®fle. THE remaining
S({iﬁrude was purified by flash chronatography on silica

ds fiveg? Erpishender i PN acelrbpreidridE Ry (sahe aidchithey filtered) washed

, . 333 (t, 2H): 4.10 (t, 2H):
ngggﬁy%g%%a?@%%@?&w%m; V50 (H)d.d, 25 (1H). "

Yg&l&-19 Yy dr o- 2H benzo[ 1, 4] oxazi ne- 7- car boxyl i c acid (16

TRl AaPISTIR B e son Y GmPRdaBad. ke s 5.20
210}, RBAR3((BFs, THYTOI ),

1- (3-di net hyl'am nopr opyl ) - 3- et hyl car bodi i m de
hydrochl oride (16 mmol ), 30 1-hydroxybenzotriazole (16

-amnothiazgle (16 inmpl). Stirred.at. 6Q.C
e e R R e Rt
(1addel) antNaOHI@M, Giq Gl OBARHL) WaS stifr@BOEm¥mperature for 4h. The
evaporation, and the agueous phase was extracted with

OTgRING SOyERt Wesrempyed (o ey e BosTer T EUKMeSIQOBI7BS aqueous
pl?aﬂe acidified with HCI (2M, aq.). The precipitated product was removed by

filtration, washed with water and dried in vacuo.

Yield: 71% (56% overall) :

1H NMR (Ds-DMSO): 7.33 (d, 1H); 7.59 (d, 1H); 8.07 (d, 2H); 8.19 (d, 2H); 13.08
(br, 1H).

4-Amino-N-(5-chloro-thiazol-2-yl)-benzamide:

2-Amino-5-chlorothiazole hydrochloride (100 mmol) was suspended in 1,2-
dichloroethane (60 mL) and pyridine (4.7 mmol) was added. A suspension of 4-nitro
benzoic acid chloride (43.8 mmol) in 1,2-dichloroethane (150 mL). The reaction
mixture was stirred at 50°C over night. The reaction mixture was cooled to room

temperature ant washed with NaHCOj3 (sat) (100 mL), water (100 mL) and NaCl (100



10

15

20

25

30

product precipitated and was filtered, washed with
wat er and dried. The crude product was

WO eoosiogystal | i zed from EtOH/ water. Yield: 40% (BO#/DK2004/000733
overall) 1H NWR (D6- DMSO) : 58 (t, 2H); 4.35 (t, 2H);
6. 82 (d 1H); 6.89 (br s, 1H); 7.41 5 (d, 1H); 7.69
&S H; 7.72 (d, 1H); 7.76 (dd, 1H).

m Tﬁlileagqilverg ‘«ya& reaneisH t yaevenpretiae juadernredppadopiepsiag oTlee crude

1 mmol) were suspended in
pl?fé'%d ch r?% %%%%ﬁ?ﬁt) and a suspension of nethyl
Yflaicci?p%ocar bonyl benzoate 10 (25 nmmol) in

LB PRl TR B ST AT

renmoved under reduced pressure. The remaining solids
were re-suspended in ethyl acetate and NaHCO3 (sat.)
NaheCliloierthfazbk-2yded -nites badamidet (12 St implol pees atigpeadet in MeOH

(4grslinfg Igélg g%%%io stYé% (4; % 15d MW@ ggmggﬁo\%% adge% The

mBatdi@ W4k, stm%h')at 784 &3 4(811&r The re]ibﬂon mixture Was evaporated to dryness.
N- Thi azol - 2-yl -t erepht hal anmi ¢ aci d net hy {)

Watas| ($0Qvend-) dind soncentratad hmd@chtommcrﬁwﬁlﬁrbdwmadd@@ r(\Ihe mixture
wadl fi ltel%:éoa(%ldn%)ﬁ sgﬁ]\gegf Vtwea%trlg%ao%d {)ﬁger\;] er%@c?nr 3%1%6{)? afig gro&hct was
reU@d%lIhsé&@@ﬁﬁEtCDHﬂ%éﬂe and t he aqueous phase acidified
with HJ (2M aq.). The precipitated product was
Yicdhote®l by filtration, washed with water and dried in

/AR DY [ghggﬂé@{a sﬁéfiﬂ Oéfgg@ggb 7%5*@\'”@)(%5 E}F@@) 174 5).

19 1
- 13.08 25 (br, 1H). 4-Ai nino- I\I-(5
chl] oro-t azol

4-ATRROFS et Whﬁa&‘éﬂ P%?’[ﬁ"?ﬂ?ﬁ%‘ﬁ de (100 mmol) was
3?%§ﬂ%ﬁ1@ﬁgllﬂfhlﬁo%en£&@ hict aghaBger §9 4Mamat ?d(Glaer ibdi pRpared

mol’) was added. A suspension of 4-ni
adsering to latclra@lr@ irapeilares:(Q@nad gigb] Bioprg. Med.Chem.; EN; 10; 1; 2002;

7 isl £ IE? Igvég Ig{l)srp%g%l'han :Mgé?lg(%p%)ﬂ‘l)h N&%Niee Jf M) th Me 7 7\/\@&,) was

e reac Fon mXtureé wa

adRal by TyOat (0PQMThE & BREIOA trblik ir& Bias WEEBE d hvidt tdﬂcl\lafdﬁ@femlght at
(sat) (100 nm.), water (100 nL) and NaC (100 WO
ropgp SaEgETE. Sy okveob ¥ee gemawd under reduced pressure. Ethyl acetate

(100 mL) was added and the organic phase was washed with water (50 mL) and brine
(50 mL). The organic phase was dried over MgSOj filtered and evaporated.

Yield: 71%

"H-NMR (Ds-DMSO): 3.4 (s, 3H); 3.9 (s, 3H); 4.8 (s, 2H); 8.1 (d, 1H); 8.2 (d, 1H);
8.3 (s, 1H). |

3-Methoxymethyl-4-nitro-benzoic acid methyl ester (2.6 mmol) was dissolved in
MeOH (10 mL) and NaOH (2M, 10 mL) was added. The reaction mixture was stirred
at 25°C overnight. pH was adjusted with HCI to pH = 3. 3-Methoxymethyl-4-nitro-
benzoic acid was filtered off and washed with water.

Yield: 45%

'H-NMR (Ds-DMSO): 3.4 (s, 3H); 4.8 (s, 2H); 8.05 (d, 1H); 8.51 (d, 1H); 8.75 (s,
1H).
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35 nL). The sol vent was renoved by evaporati on under
reduced pressure. The crude product was

woe@spstsat | i sed formEtOH  Yield: 29% ' H NVR (BGF/DKBO}I000733
7.65 (s, 1H); 8.3 (d, 2H); 8.4 (d, 2H); 13.25 (br,
1H. 5 N-(5-Chloro-thiazol ~3-yl)-4-nitro-benzan de
(12.9 mol ) was suspended in MeOH (40 nL) and gl aci al
acetic acid (40 nL), and Zn (s) (51.5 nrol) was added.

3 WiBtho Rt LiHY R4 WRR- §eﬂz6fcedac?& gpg: fn%o@\a%vas-rh%gg&ﬁlgi QH 1,2-

m xture was evapor ated to dryness
drs:blmeaﬁhmt €@ mdirand hdimethylfaohamids DMRe (@1 adbHe Gilndarhﬁn argon

RABHRE, PR Riokidel GRE S AlfickeeBie, Sk myaruds plisg stowly to

tHer ﬁ[ﬁeﬁt § %ﬁi(gfmAP(é%reégﬂrrné‘h%roé'rh NMBE&%:@N&O& ﬁ;e%l&eﬁm was
1‘6(1‘1@9\96(1 by_Lgvaporatlon "under reduced pressure and the reactron mrxture was re-

o 2 RO P Al BRI 3

m@pyﬂdrﬁmlbﬁlrmw pat ecﬂlclﬁﬁrfb@lhdhﬁg 1th) hyaks @ilaédipSrtion wise. The
procedures: Danen et al.; Bioorg. Med. Chem; EN, 10; 1;
repgipen mixyre wapgirigg &t 59,40 EHASH. Tlme bt me remgvedm@wereduced

pfegmﬂe 'V’rhé‘ c aso rd- Zrﬂt&%hi@@ dlgtt%ﬂ-g aPetr he at O‘%}?t Ptarned

reacti on m Xxture rre
srahll Bﬁhoﬂﬁ@ﬂft;tej‘rmrrﬁzitem:ﬁ Ua'dalawﬁlﬁdu‘t’ ﬁﬁ’fhewpﬁrlﬂi@miaﬁed under

reduced pressure. Eth acet ate (100 inL) was adde
TS DM D R S lGrehed o OB ES ST 5%
and brine (50 nL). The organl c phase was dried over
MySO4 filtered and evaporated. Yield: 71% 1H NWR

3{\DethoB@)thy134-ditiosIN-tBidrol-ByBbémmamBid) (0.88 #nfel) vdd) susBerided in

ot PO s b aosthle 4 ST iRkl Agi (Srah) yos pdded
foneRel B’}ﬂﬁo%lfﬁﬁ@ _I{g 80g). The Mathird #3s T arogBchidB e ’X2%'\4t 3 Bar 11,

m.) was added e reaction m xturé was stirred
The by dveenitighmixpee was filigfeds anstithpisolveroyas enpried uader reduced

pr%{s%\ﬁ? hrgf%y %gﬁ%duéﬁﬁﬁg rd@red %OEF Qﬁ\?jdf%ré}ia Cxltr%ct Swrfﬂll let‘h?tf acetate.
The organic phase was washed with water and the solvent was removed under
reduced pressure. Purified by preparative HPLC-MS.

Yield: 17%

"H-NMR (Ds-DMSO): 3.3 (s, 3H); 4.4 (s, 2H); 6.7 (d, 1H); 7.2 (d, 1H); 7.5 (d, 1H);
7.85 (d, 1H); 7.9 (s, 1H), 12.1 (br, 1H).

Preparation of the compounds of the invention
Examples

1: 4-Butyrylamino-N-thiazol-2-yl-benzamide

200 pL of a 0.43 M stock solution of butanoic acid in DMF containing 6 mmol
DIPEA per mmol butanoic acid was mixed with 100 pL of a 0.86 M stock solution of
O-(7-azabenzotriazole-1-yl)-N,N,N’,N’-tetramethyluronium hexafluorophosphate
(HATU) in DMF. The mixture was allowed to react for 10 min. at ambient
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"H- NWVR (D6-DMSO) : 3.4 (s, 3H); 4.8 (s, 2H); 8.05 (d,

1H); 8.51 (d, 1H); 8.75 (s, 1H). WD 2005/ 039572
wWERINSoBBOD4/ 000733 36 3- Met hoxynet hyl - 4- ni t r oOPOEDKQ108/000733

acid (1.6 mml) was suspendgq in 1,2- dichloroethane

(10 mL) and dinet hyl f or mam de ( DVF) (0 1 nm.) under an

ar gon r alylchloride (2
LRI B ﬁgo $h iﬂ@ HeL1 g);rr@)“?’vMsStﬁﬁﬁ éaluélpmfﬁ%u@ -Mrbiazol-2-yl-
béﬁaﬁﬁ@éj i YSMENWhORddAT tBle fetshl'hﬁg qglﬁﬁre rRaMidaRel afgi" & at
['h, the solvent was renove y evaporation under
ambmt@mH@raé@sul?lelﬁcaholn wagperdaoted by prepatative HRIICMS.

IR RMS e CHDGPRRR) Sk bl R BL T 55
) (405 Sl by oAl o it o) o

LEGHS (i) 290 GBRD: Ws. 3 Shneltiod Rterrioe G4 GGLSD): 58% 100%,
pressure. The crude was re-crystallized from
Et O/ water. The product contained small anounts of

The &vltawigg nahipsiinds wetdsgepared bulégdust her purification.
L MS (nl/z) 294 (MH); RT = 2.4 (method A); purity
(W, ELSD): 74% 92%

23 LNy- [ i : .31 € i
bR e Dh A PR TR B8

Leddtdimdz) 3625 MHLY); RAd= @JOécﬁmathodaéét pwitg U, ELSD)nLy%y@5%6.
added foll owed by 10% Pd/C (0.5 g). The m xture was
hydr ogenated for 72h at 3 bar H2. The hydrogenati on

3ma>@t4i(3erm§ylfgkahtbﬁdﬁﬁnu@§1@lf _thioRe Yﬁaﬁzaﬂ"ﬁ@e renmoved

under reduce ressure. The cru product was added
LNAGA (ptap3 1§r(MPék)t; Rdct 45 mthoétﬁﬁypurawétm ELSDFhE0%; 94%.

organi ¢ phase was washed with water and the sol vent

was renoved under 20 reduced pressure. Purified by

4:M-Pﬁglﬁ_blﬁiyﬂMﬁn%h&ﬂgﬁ-mgﬁbﬁzﬁyﬂ%k%bbﬂﬂ; (5)6- 5)!\/50):7 g 3
, 4.4 (s ;6.7 (d, 1H; 7. | p .
L%ZMSmy%) 33?_(@’&{)@,1{@%,;56@‘5@@ A)imr}tY@lE@ﬁg): H44Ye; 199%.
Preparation of the conpounds of the invention
Exanpl es 1. 4-Butyrylam no-N-thiazol - 2-yl - benzam de 30
5286Q-CycloheptPl-a3tylasino k- mijzumghbenfzahmdeanoi c acid in

LfGs s 5 B Do T 200 meteR 2y g 0Ye ELEPS e 03%.

6: rac-3-Methoxy-4-(3-methyl-pentanoylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 348 (MH+); RT = 2,65 (method A); purity (UV, ELSD): 94%; 98%.

7: 4-(2-Cycloheptyl-acetylamino)-3-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 389 (MH+); RT = 3,17 (method A); purity (UV, ELSD): 80%; 83%.

8: mc-4-[2—(2—Oxo—cyclopentyl)-acetylamino]—N-thiazol-Z-j/l—benzamide
LC/MS (m/z) 344 (MH+); RT = 2,08 (method A); purity (UV, ELSD): 84%; 91%.

9: 4-Hexanoylamino-3-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 348 (MH+); RT = 2,77 (method A); purity (UV, ELSD): 80%; 100%.
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w@bkooswext7z o react for 10 mn.

O (7-azabenzotriazole-1-yl)-N, N, N , N -tetranet hyl uroni
um hexaf | uor ophosphate (HATU) in DWMF. The m xture was

PCT/ DK2004/ 000733 37 tenpernature, then 100 gL of a
0.43 M stock solution of 4-am no-N-thiazol-2-yl-
benzam de in DMF was added. The resulting m xture was

19:7c Ysand o -Hophenghbutyrylamipp Nt thiagelpnt v hbenzamide

ifd.catd part At i RLC- NS, . 1H,
L PRI B 20Ty By PO SRARG S ESE S Hdoe
2H); 7.26 (d, 1H); 7.55 (d, 5 1H); 7.74 (d, 2H); 8.06
d, 2H);. 10.20 1H); 12.47 (b , 1H). LM (m
1&940(2(ﬂt}%ﬁﬁl)’%e’ﬁ%‘aeétgf.@n%r%ﬂﬁ%@lﬁﬁlrbﬁa?m@%( LTV, EL(SD) :Z)
v 0 . | i 1 o/ . 0
LM O%g% 34;1: (Rhef, /! W7 e RBRYNPiIRUY, RLSRA! BSbo; 91%.
rac- 3- Met hoxy- 4- ( 3- met hyl - 4- oxo- pent anoyl anmi no)-N-thi a

FARRE e A IR AN 0o ek
CAL nt |t ' - SBRZGI,.
R T S ey e, s e
(UV, ELSD): 100% 94% 15 4: 4-Hexanoyl al ni no-3

1 DA BB ey S ST St g

LOOI%(m/2). 346 (MH+); RT = 2,59 (method A); purity (UV, ELSD): 99%; 100%.

. 4-(2-Cycl oheptyl -acetyl am no) - N-t hi azol - 2-yl - benzam de

20 LO/M5 (in/z) 358 (MH+): RT = 2,90 (nmethod A):

B 0PN Wiazfin-vi- i
K b hntas s e o R e A2 yibenahidd i azol - 2-
LEYMBenyan e MICHYB T 7B AR (B4tof Mty puritR UV, ELED) ( 86 heEbo.
A); purity (UV, ELSD): 94% 98% 25
7:4-(2-Cycl oheptyl -acetyl am no) - 3- Met hoxy- N-t hi azol - 2-
151 4-bLRZasm| 081dib£d151({rBpidhy 138 ol Wb thy V- tHiade 112 y1-benzamide
%msﬁod A i tJ;SBy(Lle\/816 ELSD) : 20% 83% 8
L éltiSé(n{/Ql‘tlﬂ(&JdﬂsM B Bdrit(icthod dot puatyi(KYy], EUSDHI 8761 98%.
yl -benzam de LG/ MS (nfz) 344 (MH); RT = 2,08 (nethod
A; purity (UV, ELSD): 84% 91% 30 9:
16:- Hex R ayxg B -hethy1-buBtylaxioN3thbthdo)-Nahiazo 12 §NBaiAeE:
LG/ NS (Mzg 348 (M) RT = 2,77 (et hod @L Dpurity
LEONS (m/5)30 @8dg); RJ0o4l - Ndmsthed Aozperty (UV, ELSD): 96%; 88%.
PCT/ DK2004/ 000733
17: 4~(4-Fluoro-benzoylamino)-3-methoxy-N-thiazol-2-yl-benzamide

LC/MS (m/z) 372 (MH+); RT = 2,66 (method A); purity (UV, ELSD): 84%; 95%.

18: 4-Benzoylamino-N-thiazol-2-yl-benzamide
LC/MS (m/z) 324 (MH+); RT = 2,33 (method A); purity (UV, ELSD): 97%; 99%.

19: Thiophene-3-carboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide
LC/MS (m/z) 330 (MH+); RT = 2,33 (method A); purity (UV, ELSD): 100%; 99%.

20: N-Thiazol-2-yl-4-(2-0-tolyl-acetylamino)-benzamide
LC/MS (m/z) 352 (MH+); RT = 2,50 (method A); purity (UV, ELSD): 99%; 91%.

at anbi ent WO 20PS1/0R244D00733
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38 10: 3

- Met hyl - 4- (4- phenyl - but yryl am no) - N-t hi azol - 2-yl - benza
WOR@s/08GINMS (m z) 380 (MH); RT = 2,70 (net hodP@&/PK2004/000733

purity (UV, ELSD): 98% 100% 11:

4- (2- Cycl ohexyl -acetyl am no)-N-t hi azol - 2-yl - benzam de

5 LC M5 = 2,71 (nethod A urit
2k Lﬁ%fThELZSgd yf fdé%ﬂoggggg-ﬂ@cewla%n@ (nmg@ o) [ 2p2 1 d

Lbhﬁ%ém?z%ﬂM?ﬁ/ﬁ% ﬂ@b&%ﬂ%ﬁ?@?@' ?%ltyﬁuge%%ﬁad%% 85%.
(DV, ELSD): 97% 93% 10 13: 4-(3, 3

N- (4, . .
23igHEEE b S R} 3 BB el @repramiiesac
2@1%/8%) of £ M5B8k bORHAOP B AamifdLs Lrhth{IV-thibkotD)-y1- 83 Amide in
14- cti@ilmﬂiaa@ﬂ)éﬂil? JcopfainioglyY mmohpyrdine hemmolol - aymlnbéﬁmathyl-

purl I:%E@ﬂ{% %Vag@g}’é{'_ggég}s mlilgl ‘i%cyclfép(eg{‘%gﬁ% fhlonde The

reﬁhctﬁrﬂ ngixtle wasl mpuERED Y | Bi&R) tedpeRtY | folN-2hhi R#Fcadory was
benzam de LO NS (rriz 410 (I\/H+§’ RT = 2,44 (nethod

p?x)fom}ﬁ OyyeRaniveElsy-M870s 98%  16: 4-(3 - Hydr oxy- 3
(YR MO 8051 28,153 o 2363 0 78 (50 225
(1@@*)); 2.4@7@1((1,:211);%9(1( (se3HRd.2) (d, PHY;i 7156 (ANVH)ELEDY, 19524.90 (dd,
H%? ?49%6% 90%%190%1&##&@@ met hoxy- N-t hi azol - 2-yl - ben
LCMEQ{%/ Gt [))ZRTQ;%é od g pzugi%y g_@\é,( BESDYD ), 98%.

purity (W, ELSD): 84% 95%
enzoyl ai ni no- N-t hi azol - 2-yl - benzam de LC/ M5 (m z) 324

rhoRllowiel e NEFG IR il 0 =0 0T

[4 (t hi azol - 2 yI car bal noyl ) - phenyl]-am de LC M5 (m z)
M) ; 3. (method A); Eurlty(uv ELSD) :
23_%%3—§gngpthygbutywlammo)—N -thiazol-2-yl-benzamiide

LEAR A TS ML i ols e AYbAIPA” BEREATEE 90,
(U, ELSD): 99% 91% WD 2005/039572 PCT/ DK2004/ 000733
9 21:

sza,%\-%m@@ywumlamm SoRehyVyhiasdge Y aidepenz an

L?ﬁ‘M‘S o D ol & AE B R (Mot ém@t-ﬁodzﬁé , ity TERN @G SO 9PKI { 0%

94% 85%
4-( 2- QICI opentyl acetyl am no) - 3- mret hyl - N-t hi azol - 2-yl -

2? h %1methyl—butyrylammo) 2-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 348 (MH+); RT = 2,63 (method A); purity (UV, ELSD): 98%; 100%.

26: 3-Chloro-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 339 (MH+); RT = 2,60 (method A); purity (UV, ELSD): 98%; 100%.

27: 3-Bromo-4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 397 (MH+); RT = 2,85 (method A); purity (UV, ELSD): 100%; 100%.

28: 4-(3-Methyl-butyrylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 304 (MH+); RT = 2,22 (method A); purity (UV, ELSD): 100%; 100%.



10 .

15

20

25

30

5 200 L of a 0.2 Mstock sol ution of
4- am no- 3-net hyl - N-t hi azol - 2-yl - benzam de in
wQ 2@s08wMt or oet hane/ DMF, containing 1.2 nmol pRCT/DKa@4/000733
per mol 4-ai ni no- 3-net hyl - t hi azol - 2-yl - benzam de,
was added 0.05 innol of cyclopentyl-acetyl chloride.
The reaction m xture was incubated at anbi ent
tenperature for 2h. Purification was perfonned by

] 23
2 PR AL L Ol My Biip ) MG o a2, ()
LO/MS (i), 382.(MIHA ) RT2HP 64 Zm8thof 34 ); Bty (UV2 ELSD): 48%; 96%.
7.56 (d, 1H); 7.68 (d. 1H): 7.90 (dd. 1F):; 7.98 (d,
1H): 9.38 (s. 1H): 12.49 (br). LCIMB (nfz) 344 (MH);
36{'_4 - @fy@l@péﬂﬁtﬁ@@lﬁﬁmopﬂlﬁlﬂalolcyyl-bg‘}z%ide 95% 98% 15

he foll ow n ounds were prépared anal ogously: 23:
L@M@ (B8VD %Qt(MHJE)b Ry Y148 finatipd MOt biirity QUV2 BLSDD e9Pani @sso.
LCMS (mMz) 318 (MH); RT = 2,54 (nmethod A); purity
(LTV, ELSD): 99% 99% 20 24:

311 3( Meﬂq}mmtrhyﬂhybuﬁtyfﬂérﬁiﬁbﬁmm&zﬂm s}ybeluainﬁuwol 2-yl -
zam de z) 332 (MH); RT = %rret hod Ag
LEKMISt(VU%)L%& @@E@D}{T @24%1 (metmsl A)zgurlt&(@é’ E3.SD): 100%; 97%.
- Di et hyl - but yryl am no) - 2- met hoxy- N-t hi azol - 2-yl - benza
mde LCM (in/fz) 348 (MH); RT = 2,63 (nethod A);
3pua- Ch}or@@(py&blﬁiﬁ)ane&)&ﬁfo)nyl&ﬁ%h o)l-]Q«'ﬂnR:lﬁJI bQSyl lﬁnlzgﬁm}eé (3
yty no) - N-t hi azol - 2-y enzam de L
LR 2d W Rk 275 el o0V B SDY: Fgeh: 100%
ELSD): 98% 100% 27: 3
- Brono- 4- ( 3, 3-di net hyl - but yryl am no) - N-t hi azol - 2-yl - be
InhZapihbbeo-Ze 2 imithvg - anrzlsb)zl)lmﬂm N-Wthezp]-2§T-benzzp88e (et hod

NSRRI 2.6t tétood g wied SUs ERSRY: $9k00%.

(m z) 304(|\/H-Ir) RT = 2,22 (nmethod A); purity (LTV,
ELSD) : 100% 100% WO 2005/ 039572 PCT/ DK2004/ 000733
343-Broma-4- (By derntanegarbonyl-amino)-N-thiazol-2-yl-benzamide

L A O AR Ry TR A0

ELSD): 88% 96%
RS %%ah?c%%?%% ZEe N ANt aeal 21 -benzan
LRS! Bl X | R0k ﬁlgﬁ@odp?) u,ﬁy (MRL By kspf: 6 100%.

-met h ryl am no)-N-thiazol enzam

36: 4-(Cyclopentanecarbonyl-amino)-3-methyl-N-thiazol-2-yl-benzamide
LC/MS (m/z) 330 (MH+); RT = 2,34 (method A); purity (UV, ELSD): 100%; 97%.

37: Cycloheptanecarboxylic acid [2-bromo-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide
LC/MS (m/z) 423 (MH+); RT = 3,20 (method A); purity (UV, ELSD): 90%; 99%.

38: 4-Isobutyrylamino-2-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 320 (MH+); RT = 2,20 (method A); purity (UV, ELSD): 100%; 97%.

39: 8-(3,3-Dimethyl-butyrylamino)-2,3-dihydro-benzo[ 1,4]dioxine-5-carboxylic acid

thiazol-2-ylamide
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LCMS (mz) 318 (MH); RT = 2,24 (nmethod A); purity
(Uv, ELSD): 100% 97% 10 32: 3 -Chloro-4-(cyclop

W@ ni0asesazr bonyl - am no) - N-t hi azol - 2-yl - benzam deCT/OKMB4/000733

(mz) 351 (M#); RT = 2,73 %Eethod A ; purity(Uv
ELSD): 100% 100% 33: 3 | oro- 4- (2- et hyl -

1 no) - N-thiazol - benzam de 15 LC/I\/IS
LS G S RG TR RT ei hsnony: Bty (N BUSEBL &5+ 100%.
89% 100% 34: 3 - Brono- 4- (cycl op

ent anecar bonyl - am no) - N-t hi azol - 2-yl - benzam de LC/ M5
491 TBzomagsbytiptiamingiV-thiZo 72 y{tretdaodde)) : purity (UV,

9
e T AT n B3 R et ) P, SSED, B HoRge
mde LOMS (mz) 316 (MH#); RT = 2,32 (nethod A);
urity (UV, ELSD): 97% 100% 36:
ﬁ ¥ &gféh@@érg%ﬁ@&yﬂ-bgmla@moﬁ@\}ﬂmzol -2-yl-benzamide

L%@ﬂ/@#ﬁ%ﬁ) Fzré’ b 45?%%&1%% Pum%/’@‘\/‘ﬁggj Polo({@,ops%.

97% 25 37: Cycl ohept anecar boxyl ic acid

A B U R T v,
LCAMs (EaP4a @80 %91%2 7%§methoRI_A)hPur1tgl(U}/ qsggn98% 100%.

4-1 sobut’yryl al ni no - net hoxy zan
30 LG M (Infz) 320 (I\/H+) RT = 2,20 (rrethod A ;

4B t%h@%@%é%awfﬁ% s pﬁthmzmybb%%% "

LAY0081 (/2 T3ar (MOY): R 2840 (mkthod I &2 SY 98%: 98%.
2005/(03 572 PCT/ DK2004/ 030733 zﬁlp &y’ (8w m{z}w ’
(M) ; RT:268(msthod A; purity (UV, ELSD): 99%

44‘%9 g n}(f)cl%peg a?mcarli)on%l amn]\cf_) thgt%lgf(y - E}lllazggai’éﬂﬁelazgﬂf_ﬂﬁ 1\ 4S

LCVMS)(nﬁ@9s4(6MMH+) RT 2324&eﬂmtpt)p§upﬁ)j (UW EBLSD){ 106%; 95%.
ELSD): 89% 100%
2- Met hoxy- 4- ( 3- et hyI butyryl am no) - N-t hi azol - 2-yl - ben

4% %?&“ %&t&zﬁeé%g}{ql@g) g2 1 HénddiRlLod A

LWEdh‘ép)t‘biﬁe(bﬁﬁbbRﬁl#@ 8acmdthod A); purity (UV, ELSD): 96%; 100%.
[4-(thiazol-2-ylcar barmyl ) - phenyl]-am de to LC/ M5
(mz) 344 (MH); RT = 2,71 (nmethod A); purity (UV,

4@L35@)110r<9-&9/93 ﬂ&%é’chgl ‘Eﬁtyrylamlno) -N-thiazo]-2-yl-benzamide
rac- 2- Met hox hyl -butyryl am nd) - N-t hi azol - 2-yl
LCASAare )3 ({/H-I-l-) RT = 2 82 (method A); purity (UV, ELSD): 95%; 97%.

47: 4-(2-Cyclopentyl-acetylamino)-2-propoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 389 (MH+); RT = 3,32 (method A); purity (UV, ELSD): 87%; 100%.

48: 4-(3,3-Dimethyl-butyrylamino)-2-propoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 376 (MH+); RT = 3,24 (method A); purity (UV, ELSD): 84%; 99%.

49: 4-(2-Cyclopentyl-acetylamino)-3-fluoro-N-thiazol-2-yl-benzamide
LC/MS (m/z) 348 (MH+); RT = 2,75 (method A); purity (UV, ELSD): 98%; 100%.

50: 4-(3-Methyl-butyrylamino)-2-propoxy-N-thiazol-2-yl-benzamide
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LCMS (mz) 334 (MH); RT = 2,40 (nmethod A); purity
(W, ELSD): 98% 98% 15

W@ 20040865y opent anecar bonyl - am no) - 2- net hoxy- Ne€TYDE2@k4/000733
2-yl -benzam de LCO M (mz) ,346 (M), RT = 2,52
(method A); purity (UV, ELSD): 100% 95% 45: 3

- Br ano- 4- ( 2- -b enzoyl

Lgﬁﬁc{)ﬁ?\l{ﬁ%i @%& iiTyT 32 Asod & e (VR EBSDA1§7%; 100%.
(MH#); RT = 2,86 (nethod A); purity (UV, ELSD): 96%
100% 20 46: 3

51:ChFboos-4-(3 3n@hyli rgyriylamitelt Artyibzohiagl) bdizarhidaz ol - 2- yl - b

LEPRTB 7 WRaly e 3 tolog Bty TURP 58685 Vo

4- (2-Cycl opentyl -acetyl am no) - 2- propoxy- N-t hi azol - 2-yl
-benzam de 25 L/ M5 (nmfz) 389 (M), RT = 3,32 (nethod
SH)4-BptyrylegpinaRy fluprsigythiagdlod-yiioawemides: 4- (3, 3

j | . .__ 0% . : . 0/ . 0,
LQ@W & %O?KMI% R D2ho tiRasf ORIy (Y B8 Ty 84%.
RT = 3,24 (method A); purity (UV, ELSD): 84% 99% 30
49: 4- ( 2- I tyl- tyl am - 3-f -N-t hi | - 2-
i Buhzuains 2 M I OB AT ORFART < 2. 75 (et hod

LOMMSRHEL) 34s( E&ﬁf&f@ r%" ‘F’f 20UV - 97%:
4-(BRth)hyI -( utyry amz’gg?- t-hégg\ bggr?[gk(thi’g%gp-)ﬁz/f)’-lboeo%"
zam de WD 2005/ 039572 PCT/ DK2004/ 000733 42 LC/ MS

5&&@qo§c§%&é—%%%ﬁ%bﬂg€yl§r§%%k i %aggﬁz@gi)el?z%% ey (W,
Ti i A2 < 74 i . . 0
LT U ) 3 St e g, 0o
ELSD): 99% 100% 5 52: 4-Butyrylam no-3

= f LO-N-thiazol-2-vl-henzam de L m z) .308 .
PRl B Sl R el o o St o ppemice
LBAYS (m?8):362 (MH+); RT = 2,90 (method A); purity (UV, ELSD): 88%; 99%.

4- But yryl am no- 2- pr opoxy- N-t hi azol - 2-yl - benzam de 10

LC M5 (mz) 348 (MH); RT = 2,82 (nmethod A); purity

) ; 0 9 4. - - hyl -b
AR S g dinoy Yo AHERR ORI 3ss
LCRS (/B B34 (RI5Y); Rifet Boa (Apthopud)j puritf (WY, ELSD): 160884100%.

100% 15 55: Cycl ohept anecar boxylic acid

[ 2-fl uoro-4-(thiazol -2-yl carbanoyl) - phenyl ] -am de
512G M3 OHng iy BE% pio)-BH 2T - Q¥ tifhzo1 DU i

&U\/@ELSD) ; yg8§/o y{r%%f(i;gno) ?6@ m&h&& étﬁgi}h%‘ tlﬁ‘ﬁzol-@%l He¥izamide
LGB0V D 5OR DA RITNSS dmithodl 49; pritg (GVNELSDAZSI%2400%.

- benzam de

58: 3-Fluoro-4-(3-methyl-benzoylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 356 (MH+); RT = 2,69 (method A); purity (UV, ELSD): 94%; 100%.

59: rac-3-Fluoro-N-thiazol-2-yl-4-(3,5,5-trimethyl-hexanoylamino)-benzamide
LC/MS (m/z) 378 (MH+); RT = 3,25 (method A); purity (UV, ELSD): 99%; 100%.

60: 4-(2-Cyclopentyl-acetylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 405 (MH+); RT = 2,97 (method A); purity (UV, ELSD): 95%; 100%.
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LOMS (mMz) 334 (M#); RT = 2,53 (nmethod A); purity
(W, ELSD): 100% 100% 20 57: 4-(3, 3

WO Dos®s4syL - but yryl am no) - 2- ( 2- met hoxy- et hoxy) - NET/DK2®a1000733

-2-yl -benzam de LCO M (nmz),392 (M#); RT = 2,85
(method A); purity (W, ELSD): 97% 100% 58: 3

- FI u - thyI benzo | am no) - N-t hi azol - 2-yl - benza
6k de B@@lﬁéﬁp 3 4=bhy -bWOEl ]OB@)ZHQ%ICH%’@X)&}Q acid

A1 DY 14k ELSD) 94% 100%
rag SWFI uoreo N-t hi azol - 2-y1-4- (3 5 5-trimet hyl - hexanoy

LICAVES o) z) 380 A M -the RTL-€2 65 (fnmthp)t Aaiﬁlr(thHW;, EREDg: $%25100%.
(method A); purity (UV, ELSD): 99% 100% 30
60: 4- (2- Cycl opent yl -acet yl am no) - 2- ( 2- net hoxy- et hoxy) -

RT =
62\"4—(7‘} ?—ln“}gﬂtnﬁ%lg%m?%ﬂé?ﬁos-@(ﬂdeg Nsch(e%}’-i %@élz(amo'ﬁé o

L@MS/(UG@@?Q( HDRACOA/78 (orted A43p1&1ty(UV ELSD): 94%; 100%.
4- (2- Met hyl - benzoyl ) - 3, 4- di hydr o- 2H benzo[ 1, 4] oxazi ne-
7-carboxylic acid thiazol-2-ylamde LG M (nfz) 380

63 M‘ﬂ3)3 Uﬁﬁeﬁbeﬁt@rﬂﬂﬁiﬂ@M -rAgthyIPAHthibYol{d-JVbenEbdlde: 96%

L@ZM§ (B Zz) %t(MHﬂb BilyT g10akmatpd 205 pudy UN- ERSE 09472 §/1%.
benzam de L/ M5 (mz) 336 (MH); RT = 2,74 (nmethod A);
purity (UV, ELSD): 94% 100% 63: :

64-5- @h&r@m(exshgameummwﬂmm»-mmbwwmazbl 2axdbeRzaytlide

Lﬁﬁﬁﬁyﬂ%@@ﬁ%@, E‘Izg%l%?ﬁérpgg’\ﬁm @gny S P B ST58%¢. Yo,

5- Chl or 0-4- (3, 3-di net hyl - but yryl am no) - 2- net hoxy- N-t hi
azol -2-yl -benzam de LC M5 (mz) 383 (I\/H-Ir% RT = 3,14
63 rethdPimpthypbvtyrylaming) I\E(L'Ssm)ethy B94zo-00%)-bengBmide

LEMS TR QDRI Frs a0 iy (O ELSpAZsR 10,

(rrethod A ; purlty (UV ELSD): 98% 100% 66: 5
Chl or o- 2- met hoxy- 4- thyI but yryl am no) - N-t hi azo

66: %Cillof‘krérmﬁh??@é‘l (&@%@/I(WW aggep)(Nfthizol F%Ty epzggide
t 7 L4709
L&%Qﬁgﬁg(@ﬁzgﬁ{%ﬁg%%n%?é%h@%%%m azo % 3OObA)'
enzam de LC/ M5 (nfz) 352 (MH); RT = 2,53 (msthod A)
t ELSP) :. 95% _100%
u“ & %IJYHB?WD’B%‘HP%%@'nieﬂzyléhlﬁz‘i’le% -YRiRFarEYgei nol i ne-
L@M@RQ{?MSQQN&%? R 828lmedod | BMhEfy (UV, ELSD): 95%; 100%.

68: 1-(3,3-Dimethyl-butyryl)-1,2,3,4-tetrahydro-quinoline-6-carboxylic acid thiazol-
2-ylamide
LC/MS (m/z) 358 (MH+); RT = 2,80 (method A); purity (UV, ELSD): 97%; 95%.

69: 5-Chloro-2-methoxy-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 403 (MH+); RT = 3,15 (method A); purity (UV, ELSD): 86%; 99%.

70: 1-(3-Methy1—buty1yl)—1,2,3,4-tetrahydro-quinolinef6-carboxylic acid thiazol-2-
ylamide

LC/MS (m/z) 344 (MH+); RT = 2,58 (method A); purity (UV, ELSD): 99%; 98%.



25 LG/ M5 (in/fz) 358 (MH); RT = 2,80 (nethod A);
purity (UV, ELSD): 97% 95% 69:

WG 2081089502 2- et hoxy- 4- ( 2- met hyl - benzoyl ani no) - FET/DK2®a1000733
-2-yl -benzam de LCO M (m'z),403 (M#); RT = 3,15
(method A); purity (UV, ELSD): 86% 99% 30 70: '
- (13- | --b 1)-1, 2, 3,4-tetrahydro- qU|noI|ne 6-

7 boﬁ-ﬁ?%ﬁ@ﬂﬁ%ﬁﬁ@lﬁﬁz&l@@@rW—&é‘a AP WS ORHI ) cid 4 Thiazol-2-
ylahitd; RT = 2,58 (method A); purity (UV, ELSD): 99%
98% VD 2005/ 039572 PCT/ DK2004/ 000733 44 71:

LE/NIS, (8VD)i Iét(MH b BEyT 9179 (ethod iy purtty THVI, BESDS: % 29196.
xylic acid thiazol-2- ylamde LCOMS (mz) 344 (MH);
RT = 2,79 (nmethod A); purity (UV, ELSD): 99% 97% 5

T2:24-[(3, 3-D1methy1—buty1gl)-meth l-amino]-N-thiazol-2-yl-benzamide
utyryl)-methyl -am no]-N-thi azol - 2-vyl

éﬂﬁ? 3-Di neth

ABWT)S2 KM s Rz %> 6@&@6‘(11»#%); PRty £UY, E2SPed9602%.
A); purity (UV, ELSD): 92% 92% 73: 4- [(2-Cyclop
entyl-ac etyl)-propyl-am no] -Nthiazol-2-yl-benzam de

733 NB-CyrdapenGT-3cdiipbyopyREnindd; @ thi{aobLhadbeBrimigar i t y

Léﬁi@’:%l@&%‘%%%% OO/%Q?%method B); purity (UV, ELSD): 97%; 100%.

-met hyl - butyryl am no) - N-t hi azol - 2-yl - benzam de LC/ M5
(Infz) 378 (MH); RT = 2,66 (nethod A); purity (UV,
74ELE@-M68@@/ Q&g))ﬁy) -448:methyl-butyrylamino)-N- thiazol-2- -yl-benzamide

G ey B LR e e ke iy %ﬁ?ﬁ%ﬁe@%
(met hod A); purlty (UV ELSD): 83% 98%

rac- N- Thi azol -2-yl -4-(3,5,5-tri net hyl - hexanoyl am no) - b
TEREarr ey Nshl@mlz% y136<§3 B orrmetht-hexaoylpngine) besgamjde

L?”{/I ?t(é/éc)lqc\){ %Q) }}rT gﬁ%%ﬁ gté]‘b %(‘?}%ONH% azOIEL§D\}1 A’ 98a/ﬁ1
ide LOM (in/lz) 344 (MH#); RT = 2,79 (method A);

7B oG TR SR 6)-53- RO NV RO S
74 . 0
LSG??L@”Q%&WE@ RbY T Ehig BV B,
Cycl ohept anecar boxyl i c aC|d

2-pethyl - 4- (th | ph d
TEG R PPt SaRogtRi e e R s BRGRAd 2 our ey
LIS (@25)@)44 1?.43%5}% R$¥3% 79%Qeth§d AIY%LH%)(U’@ €8sD): - 99%; 100%.

- phenyl - prop ani no) - N-t hi azol - bénzani d
78: 4-(2-Cyclopentyl-acetylamino)-3-methoxy-N-thiazol-2-yl-benzamide

LC/MS (m/z) 360 (MH+); RT = 2,79 (method A); purity (UV, ELSD): 100%; 100%.

79: Cycloheptanecarboxylic acid [2-methyl-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide
LC/MS (m/z) 358 (MH+); RT = 2,72 (method A); purity (UV, ELSD): 100%; 93%.

80: 3-Methoxy-4-(3-phenyl-propionylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 382 (MH+); RT = 2,72 (method A); purity (UV, ELSD): 100%; 100%.

81: Cycloheptanecarboxylic acid [2-chloro-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide
LC/MS (m/z) 379 (MH+); RT = 3,14 (method A); purity (UV, ELSD): 84%; 94%.
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30 LM (mz) 382 (MH); RT = 2,72 (nethod A); purity

(Uv, ELSD): 100% 100% 81: Cycl oheptanecarboxylic
w@eiod/opB7zhl or o- 4- (t hi azol - 2-yl car banoyl ) - phenpcT/DE200d©00733

LG M5 (mz) 379 (M#); RT =,3,14 (method A); purity

(UV, ELSD): 84% 94% WD 2005/039572 PCT/ DK2004/ 000733

45 82: 4- [2-(3 - Methoxy-phenyl)-acetylam no] -3

-nmet hyl - N-t hi azol - 2-yl -benzam de LC/ Ms (mz) 382

8%:(%'32-(3 ﬁ'éthox%' ﬁl%ﬂ&lﬁ&éﬂﬂwo] 30f1'1%{hty}/]\2(tll’n-r¥01 Elyﬁpgnzaﬁ‘ég/@

LQ/MSdndZ)éﬁSQZG\/Hﬁt] ®den £ 30 (method | AArrpmdly NV, RLSD)! 924y1060%%.
enzam de LC M5 (nfz) 409 (MH); RT = 2,95 (nethod A);
purity (UV, ELSD): 97% 100% 84:

83-Buithiylamidyet eﬁtgi Qde%rlmnfrﬁ?@mhﬂ%r yAJy;JBW@?U\L/C/ VB

in/z) 325 ;

L%)@gjﬁ) _m/g)gl%9( v RT19295: (method A); purity (UV, ELSD): 97%; 100%.
5- Chl or0- 4- (2-cycl opentyl -acet yl am no) - 2- met hoxy- N-t hi
azol - 2-yl -benzamde LC/ M5 (mz) 395 (MH); RT = 3,27

84: rmB:nqdymgunquchhono !ZVDmazEl.ﬁg) bell&ﬁa%idel00%2 86h “in

or Q- opent anecar bon am no nmet hoxy- N-t

LR A B S50 DY BN, BB Sap 005

3,09 (nmethod A); purlty (U, ELSD): 99% 100% 87:

4- (Cycl ohexanecar bonyl - am no) - 2- net hoxy- N-t hi azol - 2-yl
85:be Chbmd-de2ka@c MBertni- zc)etﬁﬁﬁm(owm)lethaa'y-ﬁ tB],aZc’il-:(-srbbémdmide

t E 9% 0%
LSR5 208 e RTok 20 ettty Py R hERSHY: 221 10986
nzam de LC/MS (in/z) 384 (MH); RT = 2,55 (nethod A);

unti;x(uv ELSD): 99% 100% 89: 3
8o:MeCh 9~44(0p5¢19pﬁ}lltaeu@ea;rb¢rafhannn¢)-2 miethosly-2-thihzob@rd drehzhenide

LIFWE@%&@(@% gé“* 3 g %@oﬁﬁsp&myt(ﬁ%d E%D) Potio) L Y009

- Met hyl - N-t hi azol - 2-yl - 4- (2 t hi ophen 2 yI acet yl am no)
-benzam de LC/ M5 (mz) 358 33 (net hod
8By 4-(Grripheranaggebopyl mo)g@%eﬂi@g%\f th1ggol 23y1—benzam1de

A RN AT Y il
A ; purlfqy (UV ELSID) 98% 97%
t hox amn

88 N e AR o R mint-Nehicep hisy zpmids

T Y nne
A e A

89: 3-Methoxy-4-phenylacetylamino-N-thiazol-2-yl-benzamide
LC/MS (m/z) 368 (MH+); RT = 2,58 (method A); purity (UV, ELSD): 87%; 99%.

90: 3-Methyl-N-thiazol-2-yl-4-(2-thiophen-2-yl-acetylamino)-benzamide
LC/MS (m/z) 358 (MH+); RT = 2,33 (method A); purity (UV, ELSD): 88%; 100%.

91: 3-Chloro-4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 365 (MH+); RT = 2,92 (method A); purity (UV, ELSD): 98%; 97%.

92: 4-(4-Methoxy-benzoylamino)-3-methyl-N-thiazol-2-yl-benzamide
LC/MS (m/z) 368 (MH+); RT = 2,35 (method A); purity (UV, ELSD): 98%; 100%.
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46 93:
4-But yryl am no- 3- net hyl - N-t hi azol - 2-yl - benzam de LC M5

W@ pgozp3B0A (MH); RT = 2,02 (nmethod A); purityPCTIVK2004/000733
ELSD): 100% 100% 5 94: 4
4- (2- Chl or o- benzoyl am no) - 3- et hyl - N-t hi azol - 2-yl - benz
amde LCOMS (mz) 373 (MH); RT = 2,43 (nethod A);
purity (UV, ELSD): 95% 100% 95: 4-(2,5

B 2 phleyianbenz i azol - 2-yl - benzam
e L e z@’yétg‘gwmm%l qgrm_éh?z%lgg method A)

L@(MSt(;ﬂ/%)l}@‘l (1 RT%%OZIID@%d Al)()p@&y(UV ELSD): 100%; 100%.
4- (2- Chl or o- benzoyl am no) - 2- net hoxy- N-t hi azol - 2-yl - ben
zam de LC/MS (nmfz) 389 (I\/H+) RT = 2,56 (nmethod A);

9P (2—§ZhIoWbelﬁo§[é}n1n@)9§/-ﬂn Yo-thifh61-2- yl—benzamlde
é (2- Et hyI (}UVH¥ am no - met hoxy- N-t hi azol - 2-yl -benz

Lotladm{n 37 = 348 (metheyl A)Rusity U5 ELSB) r6:A)00%.
purity (UV, ELSD) 99% 100% 98:
2- Met hoxy- 4- ( 2- et hyl - benzoyl am no) - N-t hi azol - 2-yl - ben

9% & 2% Di-ChvB-b elzo) 1aB G0 )¢ Muejhy | -RTthinzd]-32/1-beridngde A) ;

LEA v Ay GRS 4 éreﬁﬁwﬁwa}wmh EEST): 36%7 109%.

nzam de LG/ M5 (nmz) 366 (MH); RT = 2,50 (nethod A);
uri (Uv, ELSD): 98% 100% 100: 4-(3,
98 2,-% -bmnoymla@br%@et@xy-N -thiazol-2-yl-benzamide

LRI SRR TR AR, oS0

100% 25 101
rac- 3- Met hyl - N-t hi azol - -4-(3 5-tri net hyl - hexanoy

oT: élrﬁ%nEyllebﬁty@HmE@O)@@mowNzt agcrlsz-wvbam)zamme 3, 06

L A AL A S OO o
[ 2- net hoxy -(thi azoI 30 2- yI car banoyl ) - phenyl ] -am de

95% W 2;%%;@ ) a)gzoylfggno)zgy ?lgaz(orlr%t-ylobenza)tmmgur 'y

Lemes '(@M))%S r{mm)ORSﬁ :aéns@ gﬂleﬁod A pusity SUN, ELSPY:.83%; 100%.

- met hoxy- N-t'hi aZol - 2- enzam
PCT/ DK2004/ 000733 47 LC/I\/B (mz) 334 (I\/H+) RT = 2,61

d.A); ELSD).. .96% _1QQ%
9%@%@?&1& AeE rﬁé‘!"n%lé‘ %]%Fhl??é%'zr\ﬁ%ﬁ 2 yl - ben
Leavs ¢gy @/6E/MIFT%ZRT35§5() od BY; urdy (8v( FEED9DS): 100%.

purity. (UV, ELSD): 98% 99%

100: 4-(3,3-Dimethyl-butyrylamino)-3-methoxy-N-thiazol-2-yl-benzamide

LC/MS (m/z) 348 (MH+); RT = 2,68 (method A); purity (UV, ELSD): 99%; 100%.

101: rac-3-Methyl-N-thiazol-2-yl-4-(3,5,5-trimethyl-hexanoylamino)-benzamide
LC/MS (m/z) 375 (MH+); RT = 3,06 (method A); purity (UV, ELSD): 100%; 100%.

102: rac-2,3-Dihydro-benzo[1,4]dioxine-2-carboxylic acid [2-methoxy-4-(thiazol-
2-ylcarbamoyl)-phenyl]-amide

LC/MS (m/z) 412 (MH+); RT = 2,86 (method A); purity (UV, ELSD): 79%; 95%.

103: 4-(2,2-Dimethyl-propionylamino)-3-methoxy-N-thiazol-2-yl-benzamide
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5 105: Thi ophene-2-carboxylic acid

[ 3- met hoxy- 4- (t hi azol - 2-yl car banoyl ) - phenyl ] - am de
wa gosB3gsnt z) 360 (MH); RT = 2,46 (nethod A); POT/DKR004/000733

(U, ELSD): 99% 100% o ,406: 4-(3 -Methoxy-b

enzoyl am no) - N-t hi azol - 2-yl - benzam de LC/ M5 (nm z) 354
. —_— . 1 . o)
L R i) L Y abiodPRY, bty 00, HES) b6 T
8- (2- Cycl opentyl - acet yl ai ni no) - 2, 3-di hydr o- benzo[ 1, 4] d
i oxi ne-5-carboxylic acid thiazol-2-ylamde 15 L M
1ogﬂisgaetﬁcgg;(-Mfgﬂgg}yﬂ%ﬁfﬁzs@lﬂlﬁnéhﬂtthbdowyl-wiﬂm}de( w,
: 0 , . . . ORO/L: OQO
LGN R SREI R 50y ety iR S B0 2576 £5%-
acid thiazol-2-ylamde LOM (mz) 407 (MH); RT =
3,08 (nmethod A); purity (UV, ELSD): 94% 100% 20 109:
108: (‘PhiGylodnes2-earbyrtylisc @pill dprinpashoxy-4-(thiazol-2-ylcarbamoyl)-phenyl]-
-.(2- met hoxy- et hoxy) - N-t hi azol - 2-yl - benzam de LC/ M5
ampf¥ z) 405 (MH); RT = 2,74 (method A); purity (UWV,
1 ENBDn/z$666 (6%); R 2D, 46Kk BhodBA); purity (UV, ELSD): 99%; 100%.
- Di net hyl - but yryl am no) - 2-fl uoro- N-t hi azol - 2-yl - benzam
ide LOMS (In/fz) 336 (MH); RT = 2,66 (nethod A);

IO%U %4%#%H%%_@T%%W%%Ar@gSﬁoé_r%%ah%%ﬁgl\?-ntuﬁf azol - 2-yl - benz
L@l emlzEB MBI ZR T 3784 hithod RT; purizy GOV (FebRp@3hy;;100%.

purity (UV, ELSD): 90% 97% 112:
4- (2- Fl uor o- benzoyl am no) - N-t hi azol - 2-yl - benzam de 30

1%@&@5@@ 752};"& s O}glo)&%gﬂ?ydaﬂbéﬂﬁ@[m]dio%}ﬂe-waﬂbbyync acid

thibz$R2-VEtkidxy - benzoyl am no) - N-t hi azol - 2-yl - benzam de

LS telefs (g’ Y172 mgn8t deals BYY, BoBB ATk bI9Y
(5ot hy | 4- (L hl az0l L2y car barovl ) phenyl ]~ amid
USNB (i apenbmac i HORDhon PR OB gide
2

¢
L{gh@’(@% ﬁzt%];%g 199g &éﬁ%')g’%)b%“éﬁ (UY, ELSD): 94%; 100%

utyryla - 2-carboxylic
acid thiazol-2-ylamde LCM (in/z) 395 (M#); RT =

2,87 h A ; [ LSD) ; % % .
10§:%—(ZE(rlr}?ctlo;e%tylzdcetgffarnlxiglg)-§-%J2\{1’fnet o%y-)etho?c?/)-(}\f—t}lg)a%of—2-y1—benzamlde
LC/MS (m/z) 405 (MH+); RT = 2,74 (method A); purity (UV, ELSD): 86%; 96%.

110: 4-(3,3-Dimethyl—butyrylamino)-2-ﬂuoro—N—thiazol—Z-yl-benzamide
LC/MS (m/z) 336 (MH+); RT = 2,66 (method A); purity (UV, ELSD): 97%; 98%.

111: 2-Chloro-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 373 (MH+); RT = 2,60 (method A); purity (UV, ELSD): 90%; 97%.

112: 4-(2-Fluoro-benzoylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 342 (MH+); RT = 2,34 (method A); purity (UV, ELSD): 97%; 100%.

113: 4-(2-Methoxy-benzoylamino)-N-thiazol-2-yl-benzamide
LC/MS (in/z) 354 (MH+); RT =2,58 (method A); purity (UV, ELSD): 96%; 97%.
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116:
N- (5-Chl oro-thiazol -2-yl)-4-(3, 3-di net hyl -butyryl am no

w0 20w81028m: de: 10 LC/MS (nfz) 352 (MH); RT = 3PAI/DK2004/000733

(method A); purity (UV, ELSR: 100% 100% 117:
N- (5-Chl oro-thiazol -2-yl)-4-(3-nethyl -butyryl am no) - be
nzam de: LG M5 (mz) 338 (\4H+); RT = 2,9 (nethod A);
purity (UV, ELSD): 95% 98% 15 118:
1N ( SB &b P thridphieAEZ 0l cadhoxh dic 4atid- C Y
benzampﬂde lﬂtlLC/I\/S (mg 336 I\%ilhetﬁl(-[{T X 13%6@9%@3&%3903,1)
iy p%!ilillid?y (UV, ELSD): 88% 97% 119

Léj %@%@H‘(Q@ﬁ# mﬁ%%%' ﬁ1§'d 23 ) %gi@k?ﬁ@@ﬁﬁ@% 99%.

(UV, ELSD): 99% 9% 20 120: 4 B enzoyl ai ni no- N- (5
ro-thi azol | )-benzamde : LC/ M5 (nfz) 358
1’(%@ 5-Rymethyl- ‘@ﬂm%étl% phenyil2i-qagbqlic aeéﬁpytzo@rmmlde

LeAUS (ml5 595 IMH+ %: 1000
OB (m!A BOS IMI ). RT < %87 Gpgthgd A0y purity (U, BLSD): 98%; 100%.

- met hyl - butyr yI am no) benzam de: 25 L Ms (mz) 376
0
1%2 ggelorczL ﬂt%’zoé (Zn’ElS (g 3Ac}1fneﬁlu Ibu lgg}{lo) E%nsz%)ml 3 AL

Lemi 135b | Ami-n 0 3 I ey b
oxyggié]!r@am SMH 43'ﬁL wsp%&ﬁ{gmgo %mgmvﬁ?@j% %M&%@
(rret hod A); purity (LTV, ELSD): 98% 99% 30 123:

oSy e A AR neigeneteitis (v

LGB\ZS ((Mtb)338 I@W[H:Jr)ZR!B = IetinethodA); puritly (W V( BYSDEH-B%: 98%.
86% 99% 124: 4- (3 3-Di met hyl - but yryl am no) - 3
- propoxy- N-t hi azol - 2-yl - benzam de: WO 2005/ 039572

1REN-BK 3.3
LA i i “‘%ﬁ%@@%% G Bgelilys
LCMS@M&)%QBMPBL) R el A yinethot W)yt T0V; BLSD): 88%; 97%.
-met hyl - N-t hi azol - 2-yl - benzanmi de: 5
4- Am no- 3- chl or o- 5- et hyl - N-t hi azol - 2-yl - benzam de

1190 408y min¥a& (sl | or oet hane (0.75
nm.) . thllﬁe E(> El%ﬂi MOI le)g”&rr%%lﬁg but yryl

LEAVS .(mézé 32¢ 1MP£+)) B@FeZ 5@aieﬁilod TeprEnUVoRLADYt 9%, 9084,
heated to 130C for 2 h in Personal chemstry
m crowave oven?. The product was filtered off and

124 4eRlenzb@addino- V(3 )chBi6-tHiatddey1)-bBIzamide:6 (met hod A);

L@Msmﬁ/zx) B8 (HESH) RTL8%H (88Hod A %Op&%ﬁ(uv ELSD): 97%; 99%.
4- (3, 3- D net hyl - butyryl am no) -
5-di fluoro-N-thiazol -2-yl - benzam de: LCOM (mz)

235§ ﬁgé‘w -)[hla%-[ 2-y124 ?4 ﬁ gethﬁuoro@ l‘neﬁlu 'but\{lr}gléu-rll}l/io) %nSzD iide:

LC/MS (m/z) 376 (MH+); RT =2,7 (method A); purity (UV, ELSD): 97%; 72%.

122: 4-(3,3-Dimethyl-butyrylamino)-N-thiazol-2-yl-3-trifluoromethoxy-benzamide:
LC/MS (m/z) 402 (MH+); RT = 3,1 (method A); purity (UV, ELSD): 98%; 99%.

123: 4~(3,3-Dimethyl-butyrylamino)-3-methoxymethyl-N-thiazol-2-yl-benzamide:
LC/MS (m/z) 362 (MH+); RT = 2.6 (method A); purity (UV, ELSD): 86%; 99%.

124: 4-(3,3-Dimethyl-butyrylamino)-3-propoxy-N-thiazol-2-yl-berizamide:
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127: 4-(3,3

- D et hyl - butyryl am no) - 3, 5-di et hyl - N-t hi azol - 2-yl - be
woz@gioss72 15 LC/ MS (m z) 345.9 (MH); RT = 2, 5p¢CoKh@d/000733

A); purity (UV, ELSD): 95%4 9% 128: 4-(3, 3

-Di net hyl - butyryl am no) - N-t hi azol - 2-yl -3

-trifluoronethyl -benzamde: LOM (mz) 386.2 (M),
LRIMS (/) TMISt): KL~ pebr(mejhodu); ATV, GEHD)089%:; 205

129: 3 -Chloro-4-(3, 3

-di net hyl - butyryl am no) - N-t hi azol -2-yl- 5

-trifluoronethyl- benzam de: LCMsS (mz) 420.3 (MH);

lgé Cﬁfosrao-gl- 3hcﬁmethyl-blrl)tl;f{'}lllgrsr/url(o%J\S/-lnc[;:t}Ll%[-) -thgtkz_:)o()/lo— -?flsgl(:))/gnzamlde
4%{331023 PRS- By enprioyhidzdio- %ﬂ%e‘ﬁ%ﬁﬁldg . 6%@5%{53&\/\16@3&% in

e N- Thi azol - 2- yI -terepht am c acl
1,@r®slnibmthanﬂ (Q.72- mﬂL): Hyodiet (SaraLf 2Od 3, Dimethsil-Biyry( Ghforide
DI PEA
(11) »(Jsl &’GFFeﬁ(iﬁf?Fiaﬁh‘h BEEYR mixtyresway heatedafon b31°Q for deh in Personal

AP G

Ladd&dm/StI6or le@IBvE R T gid (nadthdoANputienREV, HLBTE): 98%L199%,.
2.4 mol HA (2M was added along with water (3 niL).
The 30 reaction mxture was filtered, the precipitate

11@ &qgsﬁ@lma@ﬂ slutwa{ﬁmaygtsadlﬁu@gqi.n@m&zcﬁ%n%%}h NaOH

2M), "dried over [ ter evapor at e
Lo0dS/(689352- mwmmmﬂmmmd A} punitye(UV, BIGSH 1 D1 dyR9%
(D6-DVBSO): 0.92 (s, 9H); 3.13 (d, 2H); 7.30 (d, 1H);
7.58 (d, 1H); 7.98 (d, 2H); 8.16 (d, 2H); 8.52 (t,
117"04-(312D_ﬁﬁ61ﬁ1?1-b1&yry1ﬂm0ﬁ3 ]53@1meﬁlzy1 N—thlazol 2-y1—benzam1de

5-Di chl o 3, 3-dinmeth lgt@y%’ no%-l\l—thlazol Y
LCZM&{%%% 94( Fh& ber 4 |BLSAR&K 95%; 99%.
suspended in 1, 2-di chl or oet hane. Pyrl dine (44 innol)
was added foll owed by drop w se addition of

128:3-@i, STEiﬂny‘mybblﬁtyfy%lrrrl]mh)—Nr-ﬂhtnfol 24!43¥ﬂ‘iﬂh6rom'5ﬁﬁfl-ﬂ’fbﬁ%ah{i&e
s stirred over night at anbient tenperature
LS oy P3RBT R &I G P ekl H U L SD): 95%; 99%
1, 2-di chl oroet hane and dried in vacuo. 10 Yield: 55%
1HNI\/R(D6 DVBO): 1.02 (t, 9H); 2.22 (s, 2H); 7.71 (d,
7. 3&h|ap-42(3) 3-dibetina- ls(usyrylaﬂrhi)q)-I\I-Zhlﬁﬂ)l(Qbyl 5-frifjuoromethyl-

b é%&? Di net hyl - but yryl am no) - benzoic acid (2 nmol)
Wke™dissol ved in DMF (5 nl), 15 N-chlorosucci ni i de

LCABVS (173 420V B i Pord infilhod AR pufiflUBFAIIPN 95%; 98%.

m xt ure was
130: N-(2,2-Dimethyl-propyl)-N'-thiazol-2-yl-terephthalamide
N-Thiazol-2-yl-terephthalamic acid (2 mmol) was dissolved in 1,2-dichloroethane (10
mL) and DMF (0.5 mL). DIPEA (2 mmol), 1-(3-dimethylaminopropyl)-3-ethyl-
carbodiimide hydrochloride (2 mmol), 1-hydroxybenzotriazole (2 mmol) and
2,2-dimethyl-propylamine (2.4 mmol) was added. Stirred over night at room
temperature, then 2.4 mmol HCl (2M) was added along with water (3 mL). The
reaction mixture was filtered, the precipitate re-dissolved in ethyl acetate and
extracted with NaOH (2M), dried over MgSOQy, filtered and evaporated.
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stirred at 40 C over night. Another 8.5 nrnol
N- chl orosucci ni m de was added, the reaction m xture
woa®sobesm stirred over night at 50 C. Anot her BCBDKRM000733
N-chl oro- succinimde was adged, stirring was
continued at 50 C for 2h. This was repeated 5 tines.
V\é}te /(30 nm.) was added, the forned preciptate was
Yi ﬂtfeqéd of f, washed with 20 water and dried in

11\({{%%19{ Fﬁﬁ( L Eivféoﬁ%"é’z%(b d}iﬂ% é?? D)I%Oh 30X Trf; 759, 165; 788 (q,

2H);3- @hIZHt),OSﬂZ (t3113) din%t(blyi -1[31)1 yr yI am no) - benzoi ¢
acid (1.7 mml) was suspended 25 in
1, 2-di chl oroet hane (15 ni) and DWF (150 L) under an

130: BONDAHIBSPAET, §‘-d1r@%ﬁi1]yglﬁﬁly%ﬁﬁ§) A2 %Makcﬁ 2- g;l—benzarﬁlde

di chl or onet hane
4-upinpdapnzeig §p@h@ﬁomn019\f\v@rsuqundﬁd ngl,atdwldalmemane Pyridine (44

t | t
PSRl Al ADSeBEE Doaltp ST B Ly phiorice
(zm mm)a T\mlmmee $20svierdd idver hight i GIRALRER %ﬁ@&@t&é Sand then
A suspension of 2-amno thiazole (1.7 mml) and

ﬁé@f@éy?hﬁ‘oﬁ%és wererwashstl yithnl . 2-dphisiregthacced idaind i chtz)
ed portion wise. The reaction m xture was
stl'rred at 50 C over night. The reaction m xture

TEwedar @eedMes): 1:02-(gi0s2. 92 ¢, RH)EL.MY (d, 2601 ABL(d, tjalf)mgog (s,
NaOH (0. 1M . The organi c phase was rie
1%2& %g(g@ﬁ{ Xiltered and evaporated. The crude was
re-crystallized fromE OH WD 2005/ 039572
PCT/ DK2004/ 000733 51 Yield: 7% (3% overall) 1H NWR

4(DB-=1Dnsd)y1-butyglapeno)dtdnzoig agid (2 symdwvas '711s3d1v¢d:h,n DM (5 mL),
N—ch?%gé cbgm)_l}_'_%iza (%2152 {ngfo Wasl I:zgided rt2 014 W’1sel lﬂw reactlon n(uxture was

stirte@iNdt- BULE | ovef ﬁigiﬁ@)Aﬁéitﬁ&' fz 911111'181' Mchkbr@ﬁﬁ:@l'ﬂhﬁﬁe was added, the
4- Ami no- N-t hi azol - 2-yl - benzam de (0. nol ) was

TegQIQCpEnméer wad {l@aditicietl @veehighnet SQ 5Cmég)10ﬁnﬂﬂ4 3 mmol N-chloro-
2-j socyanat o nmet hyl - propane (2.3 rnol) was

SR Y Foder SIS A SoRURet gt 2P “Latoh éhbyhlm %@saﬁa%ed 5
titnk$, BFL@} g%ﬁrtngﬁ? hyas agddd, tl%gﬁnﬁgﬁffehlgﬁbe Wa§ 'ﬁ&'t&%d%? Washed with

evapor at dryness’and puri

whiet GadvBied i Wiceb.d: 11% LC/ NS (m z) 372 (M—|+) RT
2,21 (ethod A); purity (W ELSD): 95% 98% 133
Y Pazol - 2-yl car banoyl ) - phenyl ] - carbani ¢ acid

18 Nvidl (MRLDVISTY 0BY (s, 8818726 (s, 2H); 7.95 (s, 2H); 9.91 (s, 1H).

3,5-Dichloro-4-(3,3-dimethyl-butyrylamino)-benzoic acid (1.7 mmol) was suspended
in 1,2-dichloroethane (15 mL) and DMF (150 pL) under an argon atmosphere.
Oxalylchloride (2M in dichloromethane, 1.02 mL) was added slowly to the stirred
suspension. After stirring at room temperature for 1h the solvent was removed by
evaporation under reduced pressure, and the reaction mixture was re-dissolved in
1,2-dichloroethane (15 mL). A suspension of 2-amino thiazole (1.7 mmol) and
pyridine (1.7 mmol) in 1,2-dichloroethane (5 mL) was added portion wise. The
reaction mixture was stirred at 50 °C over night. The reaction mixture evaporated and
re-dissolved in ethyl acetate, then washed with NaOH (0.1M). The organic phase was
dried over MgSO,, filtered and evaporated. The crude was re-crystallized from EtOH. ‘
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4- Ai ni no- N-t hi azol - 2-yl - benzal ui de (0.46 nmol) was
suspended in 1, 2-di chl oroethane 15 (5nL) and DI PEA
WO 2003/08950t ) and 2, 2-di net hyl propyl chl or of or maP€T/p82608/000733
mmol) was added. The reactdjon m xture was stirred at
50 C for 24h and 70 C for 24h. The crude m xture was
evaporated to. . dryness and purified by preparative
YlﬂﬁL%%I\é%o‘W%Dd:. 28% 1H NVR (D6-DVBO): 0.96 (s, 9H):
DARO): 7t 7 s/ 289, 18 (dHE); 75824 0H); 820 (s,
Hgﬁ;; gﬁﬁe (dC:)) ZIFD@%S(SS?)H&OQ&&S 1H§; 12.(44 gbr, :1(H). ) (
159h2.0és a1l L&T (Bkessiilhg The conpounds of the invention
were tested according to the foll ow ng nethods: 25
A2A efficacy assays O oning of the hunman cDNA encodi ng

132 g (AZa+-BaeeRkete)- NINAzas yidkinaimi@ by random pri ned
reverse transcription of human fetal brain. 3§£NA
4-patiomat disapl-2 A l-bewmende it 4qremphey sswseanded it bacdifiiprocthane
(PER) ; 5 I e -
5 txﬁ@zoqn}ﬁ’g% ﬁ%?&%rg#?gggetﬂﬁ ﬂ}gpa{nlg (CPVES WEMRE&E B reaction
mikhrAGRSGRETELCAT GECCAT GATEASET BET {ragliedion for 3.5 h. The reaction

TTTCTAGAATCAGGACACTCCTGCTCCATC as priners %E%@%e
miginE WP eaanos#ed (Qoiyness apd purRe Ry TPIRSBBYS B - 52

KYTEfl lification was performed using Pfu polyinerase
f ‘ratagene, in accordance wth the nmanufactures
LEACS (i) 322 (dE) )R T b 2:01 (@reties] A gution@By,BLATR): 86%598%.
The reaction m xture was anal yzed by an agarose ge
el ectrophoresis and a band of 1.2 kb was excised and

h @‘Yf\a 40 HAR- SR Sl R ateethyilfrbpyist
1grg’é?tr |c1t2|%|c1)% g?ﬁ%ﬁ}élszMgﬁiﬂ] and Xbaf a%d Iiga&% I|3$r,1toe£1

4—§Aem:ilt’10-r]\[~tlpﬂoihé@{1-h§uzam\ﬁélp (Q.ﬂﬁ@ng&)lma%ﬁ@p@m]gd m Mi@@gfoethane
10 SRS GEOHRRE s SIS LOBLFRED 6 o

whhd®aWrh bR Rirltheapsakiten ap50 bOEoPLASMAIT) P@fer 24h. The
I solated after 2-3 weeks growh in the presence of

creil¢ mixtuts way eviaponatedOengtymiessenigurifigd bypreperatiye HPLC-MS.
Yt %%fy«sct ed wth A2A receptors as descri bed above were
Eﬁ fn F12 nutrient mxture (kaighs nodification,

i NeRt (lﬁlrgtmpism't 69 (Wi 9HY; 3B%6(EQ8Y); 1H6qHUTEA); .55 (danH);1P62 (d,

Igeni cillin/stre tonﬁm n and 1 _nmghnL (418.
2H); 8.06 (d, 2H); 10.00 (s, 1H); 12.44 (br, 1H).

Pharmacological Testing
The compounds of the invention were tested according to the following methods:
A, efficacy assays

Cloning of the human cDNA encoding the A,, receptor.

¢cDNA was obtained by random primed reverse transcription of human fetal brain
RNA (Clonetech). A subsequent polymerase chain reaction (PCR) was performed
using the cDNA as template and the oligonucleotides
TTTACGCGTGGCCATGCCCATCATGGGCTCCTC and
TTTCTAGAATCAGGACACTCCTGCTCCATC as primers for the amplification.
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24 h prior to assay performance, 10000 cells/well were
seeded in costar 96-well plates 15 in nedia wthout
w@AM8/0893760- 80% confl uence. The cells were stipol/aKee4/000733
with NECA (00-9498, final goncentration 75 nM
cogresponding to about 80% agoni st efficacy. The cel
ia was renoved_and the cells_ washed sin 37 C
Tl}ﬁr%n@&'tﬁaﬂi)lbl“é?tsé%fr fopped Asae; e ok ?fa“(eo@att?ﬁgﬁ?)mv\ﬁctcﬂr dance

WI%h it lﬁénu@acw@%eafn%na&l %ﬁ&tﬁ{a@ grﬁgco efurt Qe 5@50 aThe

utiton of test conpoun or sta ound (0-10
rezl\&mh migeaikwes sndlpred b3nndgaraat gelbeléthvphoresis add |atbandl ofifl.2 kb

30 | of a suspension of donor beads and furt ..
wasfesised PshTECT ARG THe GRRA BOEA Wﬁ%&l%ﬂwé@l%%esmcﬁon

en?%ﬁle%ﬁﬁ'ﬁ 86848 bAD1i eﬁed fﬁ%"&'@@&&ﬂj elrkol AftWilhk ‘éﬁhle enzymes.

a screen, Perk Pa¢hard Bi osci ense)
DNAavaecxsekatedranld@aq\selmd eCHOsngmmsl tiansfacted witihl the m@rineo clone

buf f.er (5 ,mM HEPES, al al
cxgiiing 7 ApHERBP B 8 Bt o JE D Rae epgel were
1sc§h’t%@ aReeds ieRs foSHE iUt pedseddeltg eﬁhérrﬂkh%P 13t lodfofar G418.

with 0,3% Tween 20 and i otinylated cAMP) according

to manufacturers instruction (Al pha screen, Perkin

C b %ellﬁ tga%}%{qeac{e(a \%‘CRS& He%%]t&s ﬁod%%éag%‘tgw\%eﬁr@ref %rfo%dm F12

I near regr

nEER mikale®anithe thddifentiohd idoealinotorses) WRHh2MWO6 FOS9 5%2glutamin
PCT/ DK2004/ 000733 .53 | C50 =

and11§6 perigdlin/gtrgriomycin erdi }vgé@é%mand 1-7-i =
| C50/ (1-[ag]/ EC50), 5 where [ | ] is the inhibitor
concentration, [ag] is the assay agoni st concentration
2400 ﬂrmﬁﬁ'fs@sayqnetﬂo&nangmn 18100ceHereatl merd saededipuiastad 9porell plates

indnia PALPBRE Tl S R0 bttt G er i AR, NECA

002081 58 bhfcehti SHTRAVAGSr &PERTh B DIt 36 @ o6uiel @fﬁda :
( romtle pd r?eo (l:onstructs %3 M u%l and Xbal ganld ~

subcl oned into the pFASTBACZ vector cut with Xbal and
T]\a?ezg%_lllﬁle 12 Vr%s ]ieﬁllé)vg(i élll? 6h a%ﬁé‘g) b nesl it i ﬁreb@q%ﬂhﬁated
PBS and incubated (on shaker) with 10 pL of a suspension of acceptor beads and
10pL of a solution of test compound or standard comp‘ound (0-10 pM) in darkness for
30 min at 25 °C before addition of 30 ul of a suspension of donor beads and further
incubation 60-120 min in darkness. The plates were analysed according to

manufacturers instruction (Alpha screen, Perkin Elmer (Pachard Biosciense)).

The acceptor beads were suspended in a stimulation buffer (5 mM HEPES, 0.1 %
BSA in Hanks balanced salt pH 7.4 w/o phenol red (Gibco). The donor beads were
suspended in a lysis buffer (the stimulation buffer with 0,3% Tween 20 and
biotinylated cAMP) according to manufacturers instruction (Alpha screen, Perkin

Elmer (Pachard Biosciense)).

The data were fitted with non-linear regression, and ICsy and K; values were

calculated from the equations:
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(I'nvitrogen). The generation and isolation of baculo

virus was performed as described by the distributor
w@ bovziosgsegen) . Hi gh Five cells (lnvitrogen) waBCTDEMV4/000733

at 27C in suspension to adensity of 1 * 106 and

infected with a MJ of 0.5. The cells are harvested

i nfection_and nmenbranes prepared. 20 Hi gh

ICfoi-v(e[EEIG@@QBT%@‘W@%%]%QMors wer e honogeni zed

n 50 mMMtris-buffer pH 7.4 in an ultra Turrax

%ormgenl sator. The nmenbranes were diluted to a
K;equagg(itiagl/ECR), of 0.6 ng/ M and 2U Adenosi ne deam nase

(Roche)/ mM nenbrane suspension was added. The

sol ution was preincubated 30 mn at 37 C before use.
Wl?e?e g‘%ﬁs%@%ﬁﬂmf‘eﬁk}éﬁt‘rﬁlon {a%ﬂjisr’[ﬁe ARBANgOMASE cBREnGEBHand

flat bottomplaté and initiated by m xing

E(15@ isBthe ggomstabrtantraion regpired Bo hakf inpaéndfet&eandar d

conmpounds or test conpounds (final concentrations

0-10 .tM and 1 nMfinal concentration of 3H ZM241385
ALDliRdmelasep; 30 Tocris). Al test conmpounds were

iluted in 50 nM trisbuffer from DVMSO stocks (2 nM or

10 M. The reactlons (final volunme = 200 L) were

I neubat f nd washed on
Mﬁ@ﬁxleainﬁ[,pge%a] PH Or %gi«_ig%@g s ilters were dried 20

mn (37 O V\D 2005/ 039572 PCT/ DK2004/ 000733 54 before

addi tion.of 35 gl Mcroscient-O or Optiphase superm X
Exprersteuninshef ©HSa  Trilux counter for 1 min. The data

TP&% z{.d Al, %ﬂchﬁQDT\QQ Werd18RYiscll Tt 8% fUTneAchst oo b§.1 Ml and

ues were cal cul ated fromthe equations_:

|.C50

Xba;[( gnd| sunlommam@lme PRABAC2 Meptp; [erDyvithaXbalkpnd BssHIL The
| C50/ / D

inge§ o Bt AFeah L Pt oo srie! Sshloler BePidBaeq ystem

(INi888&) arheogbn@fmbh iaBd isemtien s badilo ofrud ‘h&s patbrotetas described

respectively. The exenplified congwunds 1-119 of the2 .
by ﬂ\ﬁedlstrmutcar(émﬁmngmcﬂmhoﬁge gﬁilgé 1izqgen) was grown at 27°C in

suspension to a density of 1*10° and infected with a MOI of 0.5. The cells are

harvested 72 b post infection and membranes prepared.

High five cells expressing Asa receptors were homogenized in 50 mM tris-buffer pH
7 4 in an ultra Turrax homogenisator. The membranes were diluted to a concentration
of 0.6 mg/ml and 2U Adenosine deaminase (Roche)/ml membrane suspension was

added. The solution was preincubated 30 min at 37 °C before use.

Az binding analysis:

Binding assay was performed in 96 well flat bottom plate and initiated by mixing 10.6
ug protein/well with solutions of standard compounds or test compounds (final
concentrations 0-10 pM) and 1 nM final concentration of SH-ZM241385 (R1036 from
Tocris). All test compounds were diluted in 50 nM trisbuffer from DMSO-stocks (2
mM or 10 mM). The reactions (final volume = 200 nL) were incubated for 30 min at
25 °C and washed on Unifilter-GF/B with water. The filters were dried 20 min (37 °C)



10

15

20

25

30

15 having a human A2A binding affinity (K) of 530 nM
or less. Formul ati on Exanpl es The pharmaceuti cal
wo eoosib®r: ons of the invention may be prepar edP@I/DK2004/000733
conventional 20 nmethods in.he art. For exanpl e:
Tablets nay be prepared by mxing the active

gpgre entdgnth ordi nary adjuvants and/or diluents
befpr mol y1 dbiraseisat( gt tQriinkiase svreninix and counting in a

TﬁﬁﬁMﬁﬂh{?ﬁﬁh abl etting machi ne. Exanpl es of
adjuvanf% orlgﬁfuents conprise: Corn starch, potato 25

starch, tal cum nagnesiun1stearate gel atine, | actose,
u and he | ot her, uvants or additives
Theda P‘g?l%éﬁ%f? Wﬂl “8%&‘??%&?%8%3&1 [Csa and By walpesgere
cdlbaved HloRdthe eqdtR2EF Vatives etc, nmay be used provided
that they are conpatlble W th the active ingredients.

30 Solutions for injections may be prepared by

I iient and possible
iﬁd%ﬁ Q%PET 2§§¥ﬁg]ﬁ¥ﬁéﬁgglvent for injection,
mnieferably sterile water, adjusting the solution to
delred vol une, ster|I|S|ng t he sol ution and
Kf. f‘Fﬁorﬂbr[H/Kp}a WD 2005/ 039572 PCT/ DK2004/ 000733 55
suitabl e anpoules or vials. Any suitable additive .
conventionally used in the art nay be added, such as

whemi[ di] ﬁsythagmitibiﬁ;c)r cpnmanﬁm iavié $L.] adt Keareledticentriod.and
di %@8%? 13 |l es of re es for the formul ati on of the
1 p sAupEu Copgpntafhe Bdipragetiegnestiveliit ai ni ng 5. 0

mg of a conpound of the invention calculated as the
free base: Conpound 1 5.0 ng Lactose 60 ng Mize
Tha grenpl8Eedreompousgds rlekipopbHplyd tekhiidmee A, remgptors antagonists

I [
gy EREEL b B e R AR R Y entite 0. 4 o 15 2)
Tablets containing 0.5 ng of a conpound of the

i nvention calculated as the free base:
Formulation Examples -

The pharmaceutical formulations of the invention may be prepared by conventional

methods in the art.

For example: Tablets may be prepared by mixing the active ingredient with ordinary
adjuvants and/or diluents and subsequently compressing the mixture in a conventional
tabletting machine. Examples of adjuvants of diluents comprise: Corn starch, potéto
starch, talcum, magnesium stearate, gelatine, lactose, gums, and the like. Any other
“adjuvants or additives usually used for such purposes such as colourings, flavourings,
preservatives etc. may be used provided that they are compatible with the active

ingredients.

Solutions for injections may be prepared by dissolving the active ingredient and
possible additives in a part of the solvent for injection, preferably sterile water,

adjusting the solution to the desired volume, sterilising the solution and filling it in



Compound 1 0.5 ng Lactose 46.9 ng Miize starch 23.5

my 20 Povidone 1.8 my Mcrocrystalline cellulose 14.4
worgnos@sesszar mel | ose Sodi um Type A 1.8 ng  MagnBGI/DKR004/000733
stearate 0.63 ng 25 3) Syruyp containing per

millilitre: Conpound 1 25 ng Sorbitol 500 ng

] I I I 1 @ ycerol 50 ing 30
o BB S5 B o g e e et

b%’%%%ammggflg l(t)%%g aanQs%acé%XaarVI% %%glg%aagln%%.eéc'wg Vat er

ad 1 m, 5 4) Solution for injection containi ng per

Y b PR B v
10 200%}5%&0&@?&3& B0 4F QOB Sunddt thSieiBonlealddifte®@bis the

a corrpognd of formula I

ee base: ‘
Compound 1 5.0mg
Lactose 60 mg
Maize starch 30 mg
Hydroxypropylcellulose 2.4 mg
Microcrystalline cellulose 19.2 mg
Croscarmellose Sodium Type A 24 mg
Magneéium stearate 0.84 mg
2) Tablets containing 0.5 mg of a compound of the invention calculated as

the free base:

Compound 1 0.5 mg
Lactose 46.9 mg
Maize starch 23.5mg
Povidone 1.8 mg
Microcrystalline cellulose 14.4 mg
Croscarmellose Sodium Type A 1.8 mg
Magnesium stearate 0.63 mg
3) Syrup containing per millilitre:
Compound 1 25 mg
Sorbitol 500 mg
Hydroxypropylcellulose 15 mg
Glycerol 50 mg
Methyl-paraben 1 mg
Propyl-paraben 0.1 mg
Ethanol 0.005 mL

Flavour 0.05 mg
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5RER1/\ORM5RR SNH2I / A,RT RR3
wherein RL and R6 are independently hydrogen,

WwW@1006/0345ky| or hal ogen; 10 R2-R5 are i ndepende,tT/pK2004/000733

sel ected fromthe group congi sting of hydrogen,

hal ogen, cyano, OH, NH2, nitro, Cl_6-al kyl, aryl,
aryl-Cl _6-al kyl, heteroaryl-Cl_6-a| kyl,

C3_8- Fhamdadues g-cyci oal kyl - &1° BEal kyl |

Cl_6- afykxy, aryl-Cl_6-al koxy, Clg46-g@kKkyl- am no and
aryl - Cl. 6-al kyl ami no wherein each al kyl, al koxy or

aryl may be optionally substituted with one or nore
hal ogen, cyano, Cl_6-al kyl, Cl1_6-al koxy, or

Cl_6-al koxy- 15 Cl1_6-al koxy; or R4 and R5 together are

4)X-(CH2361ntYonM%je&tmn%oﬁﬁdﬁﬁ%mdﬁmgn@@ntIy are sel ected

fromthe group consisting of CH2, and NH and 0, nis
1, 2 d¥orpo R2 and R3 are as dkfmged above; 20 A
is *NR.- *CO-NR, *NR8-CS or * in which R8
and Rg%(ggl(e?m i ndependently sel ect eﬁ% the group
consi sAtétp Adidhydrogen and Cl_6- al.Bying or R8 toget her
with 3% afe. C2 _3-allcylene or CH2 O wherein the
oxygen>3¥ShHn AR to the phenyl 7€ and the *
indicaggﬁxthe atomthat is attachgd) £9 the phenyl
ring; 25 and R7 is selected fromthe group consisting
of Cl1_8-alkyl, aryl, heteroaryl, aryl- Cl _6-allcyl,
het eroaryl - C1_6-al kyl, C3_8-cycloallcyl,
C3_8-cycloallcyl-Cl_6-allcyl, Cl.6-alkoxy,

aryl -Cl_6-all coxy, heteroaryl-Cl _6-all coxy,

Cl. 6-al kyl am no, aryl-Cl _6-al kyl WD 2005/ 039572

PCT/ DK2004/ 000733 58 ami no,

het eroaryl - C1_6- al kyl am no, di-(Cl_6-al kyl)-am no,

2, 3-di hydr obenzo-
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[1, 4] di oxi n-2-yl or adamantan-|-yl-nethyl wherein each

al kyl and cycl oal kyl may be optionally substituted
wowaok/osase2 or nor e hal ogen, cyano, hydroxy, 0x0PCT/DK2004/000733

Cl_6-al koxy or NRIOR 1, wkerein R10 and R’

i ndependently are hydrogen or Cl_6-al kyl, or R10 and 5

R' together with the nitrogen forma 5, 6 or 7

menbered aliphatic ring which optionally nay contain
Coiifmsf urt her heteroatom sel ected from N and 0, and each

aryl may be optionally substituted with one or nore

hal ogen, cyano, hydroxy, nitro, Cl1_6-al kyl,

Cl,6- al kox Cl 6-acyl . Cl 6-acyloxy, NR OR' wherein

Lngg%ﬁéﬁi? po%ﬁ%ﬁgﬁgﬁﬁ%${ly are hydrogen or Cl_6-al kyl
or R10 and R11 together wth the nitrogen 10 forma 5,
6 or 7 nenbered aliphatic ring which optionally may

cBitain one further heteroatom selected fromN and 0,
or oup & (CHym W wherein Z and Ware attached

olp consisting of CH2, NH and O,
provi ded that when R7 is attached

G__6-a|kyIanino,RaryI-Cl_G-aIkylanino,

het eroaryl -C _6-4al kyl ami no or di-(Cl_5-al kyl)- am no;

and pharmaceutically acceptable addition salts

thereof; 20 for the manufacture of a nedicanment for
whergi: regind B ara inflependsatinhrdregem CAzAlkyé oehdlogen; i s

inmplicated. 2. Use of a compound according to claim1

wherein the di sease where an A2A- receptor is

Ri-Rplare dtdegendestls akrelee did ARt GRAIERIREO T 1Skikdd8n Ofalogen,
Par ki nson's D sease , 25 Alzheiner's Di seasée,

cygtrt it oNHe diseade s-adlpil) eyl aarybénetatlal, ihstanearylCi.c-alkyl,

CIRERUHAOLS S oSN Bl cl DS, 3,000, REH .o

subar ac noi enorr ha ra
anpinaiand deytege-dlioy lhmiionghaaindiale akkyyT, @doxy af dryfl @hiayt BEoptionally

rea nt, of depression and psychgsi s disorders. 30
sub e Bt 306, 8ot B0 CHTIY Ch 6 oD Gr-@a B, € € atiloxy-

cdi-sirgse Where an A2A- receptor is inplicated, is
Par ki nson' s di sease. WD 2005/ 039572 PCT/ DK2004/ 000733
59 4. Use of a conpound according to any of clainms 1-3

. . . . : J
orcﬁﬁgrﬁicf{e %gséﬁ{jer e B{Ij(%}Hzﬁ-Y,swherlél%8an(1)ldo{( inge%ell}lgze%ﬂy are selected
from the group consisting of CHy, and NH and O, n is 1, 2 or 3, and R? and R? are as

defined above;

A is *NR®-CO, *CO-NR’, *NR®-CS or *CS-NR’ in which R® and R® are
independently selected from the group consisting of hydrogen and C¢-alkyl, or R®
together with R* are Ca.3-alkylene or CH,CH,O wherein the oxygen is attached to the

phenylring, and the * indicates the atom that is attached to the phenyl ring;

and R’ is selected from the group consisting of Cjg-alkyl, aryl, heteroaryl, aryl-
Cig-alkyl, heteroaryl-Cy_-alkyl, Css-cycloalkyl, Cs.g-cycloalkyl-Cyg-alkyl,
Ci¢-alkoxy, aryl-C.¢-alkoxy, heteroaryl-Cy_s-alkoxy, Ci.¢-alkylamino, aryl-Cy_¢-alkyl-
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5. Use of a conpound according to clains 4
characterised in that Ais *NRB-CO. 5 6. Use of a
wa@ eowpo8asd2 accordi ng to any of clainms 1-5 char ae¢ BEDKS@d/000733
inthat R7 is selected framthe group consisting of
Cl_3-al kyl, preferably C3_8-al kyl and even nore
preferred C4 al whi ch s brapched at th .
arRe. podiet e Eins BIVPENEAL Kyl rer YD Aeg0s. chddardkghenzo-

11, 7Rdi S PR ad t&wﬁ%&yyl vaﬁh% P%@@Qﬁggr %fedvéycmax may be

erein ~ 10 each al kyl or cycloa
optiosilystubstithed voith smﬁb@tmom}@tbgm,t ¢yaosdrydioxyiero,df.aalkoxy or

d di
TSR ESOr 0 o LA S S L
Rla(igéﬁl‘i’él n@lthochélrlﬂtr@gencfo%h@ 51-¢/ of MR hRetRFddS & lgohaﬁctﬂﬁég which
|

is hydrogen. 9. a conEPund according to any
omonedlyamm ant@mﬁr@ﬁh@rhewt®m seleated o N and, ) apd ﬁach aryl

20, 10, f d r

ik QRS SR YpRES oAt Sh TR, i
C,GHey10, C s ﬁk@i}abbys-hwl! (Ig%lihcylbky, mea awlmarnoRﬁQj and R“
according to any of clainms 1-1Q,charg¢terised in

inGrpendenily ar?él?/ﬂ%@%@h&‘emaﬂlszf@éﬁ%cta@é B'r dogatie fbﬁhs? Rirogen
forgl? g?ﬂéf()ta 9 2dm 1:3;9{'?([ Q%?ﬁgc . OgRien ogﬂxo@a‘lﬁfl 112'1)@1 contain one further

oxy an
hefétodieral s’:eibcyedCﬂ:oﬁ 1l akdX;, orpa gfcmpab-l(@H@meWt, tvdreyein &t ok W are

12. Use of @a conpqund, acco
st de Cup PSREST TR NA IR SHn %%Pea?@% Y38° S%i'ﬁ“ets% fganthe,group
coﬁﬁls,t?ﬂ-‘é &sacs o t-ne oo %ﬁ?&'ﬁl §aNsios Bi pvidled AYARAEAR is attached to
-alkoxy and CI_6- al koxy-Cl 6-al koxy, preferably

nﬂzcgwt hidey - & hascynot W @ekksmsgaﬂ?m@fkwobatﬁ%w@ -5-aOXY,

C ] B C RN AR A0, LR 8 o

anfifbected fromthe group consisting of hydrogen,
halogen a _6-alkyl, preferably nmethyl, Cl_6-all coxy,
preferably nmethoxy, Cl_6-al koxy-Cl_6-al koxy,

anfl BR AR ooy TR %‘?ég% 5 S1dABYsalth Flefdogor omet hyl - and

uor one

for the manufacture of a medicament for treatment of a disease where an Aja-receptor

is implicated.

2. Use of a compound according to claim 1 wherein the disease where an Aza-
receptor is implicated, is selected from the group consisting of Parkinson’s Disease ,
Alzheimer’s Disease, Huntington's disease, epilepsia, cerebral ischemia,
haemorrhagic stroke, neonatal ischemia and hypoxia, subarachnoid haemorrhage,
traumatic brain injury, brain damage following cardiac arrest, and for the treatment of

depression and psychosis disorders.

3. Use of a compound according to claim 2 wherein the disease where an Agp-

receptor is implicated, is Parkinson’s disease.
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14. Use of a compound according to claim1

characterized in that it is selected from the group
W@ e0siosdsrng of : PCT/DK2004/000733

4-Butyryl am no- N-t hi azol - 2yl - benzam de,

r-ac- 3- net hoxy- 4- ( 3- nethyl 4- oxo- pent anoyl am no) - N-t hi

azol - 2 yl - benzam de,

4. ridee a @3@%%1911 aﬁ@ﬁfhélﬁotw A pbylaips Ardsharagetedjonhah is

*N@? F banlno 3-met hyl - N-t hi azol - 2-yl - benzam de,
cyc oheptyl acetyl am no) - N-t hi azol - 2-yl - benzam de

g%gﬁﬁrrg):ﬂ?ox hd acéordlng ttcp C\,/lamesef E}?arr]g (lar%rgd Eha{\l- A'ls [k R lC(;

(2 cycloheptyl acetyl am no) - 3- met hoxy- N-t hi azol - 2-yl
- benzam de, 15

6. r ss- df 4 2ompowxbacsyrliatmayy pf sleimy [l ahehrspctarisedi AR B is

sl IR I consitoR 81,0 el TRy Copalio ardgren ore
prefBiQé(h}(t4 sdalkdl- pgmY is- btahymadl atmitheo )3~ Pbsitiuina 205 g-@&}d&ﬂ@@-lﬂlifﬁhyl

Cra- qyzloaslwﬂ,on@ﬁyﬂpl@e& yrethpRGroay t #1da eppRengd-Yiswathyh wherein
ea(jlﬁglk?'f c%’ch? ogﬁc %me ﬁ%%nbﬂ_ltu‘h Id aozr g}lbs%tuted Wgﬁ Z(%(?n de. 20

4- (3, 3-di rrethyl butyryl am no) - N- (4, 5-di net hyl -t hi azol -
2-yl) - benzam

: -(2-ad = | . . g .
7. 2t R ARG RO oR D50y Fisen o hacifised Ip YR’ s

h . . . .
y%x, f% gl oxol - 5-yl - propi onyl am no) - 3- et hyl - N-t hi azol - 2-y
| - benzam de, 4-(3-hydroxy-3-nethyl-butyryl am no)-3

- et hoxy- N-t hi azol benz
5., Opn e ae bS5 dinenisy &, REPRSRs IR ehiragieised. iy g R i
iede, 25 4-benzoyl am no- N-t h| azol - 2-yl - benzam de
t hi ophene- 3- carboxylic acid
[ 4- (t hi azol - 2-yl car banoyl ) - phenyl ] - am de,
zoI -4-(2-0- s ey
o \UeRiedgopogasit b g B L BE B E T f ShaRaba s Bhat R i
hy@eogen,df (2-cycl op entyl -acetyl am no)-3
-met hyl - N-t hi azol - 2-yl - benzam de, 30
4- (3, 3-di net hyl - but yryl am no) - N-t hi azol - 2-yl - benzam de

10. Udée (oF a ¢ Gﬂr{ﬁe%&&(ﬁl%‘{d/ by 3FcRGhs 3 - % ??hargcterlsed in that R is

thy I-N—t I azo benZam de,

hydmkbgmtmpthybutghlgﬂoamefmabmhn@pgmy N-th| azol - 2-yl - benza
mde, 3 -chloro-4-(3

-inethyl - butyryl am no) - N-t hi azol - 2- yI benzam de, WO
12908/23% A 06d hE¥62ARE OB 88clads 1-10 characterised in that R> a

independently selected from the group consisting of hydrogen, halogen, Ci¢-alkyl,
preferably methyl, Cj.¢-alkoxy and Ci.s-alkoxy-Ci.-alkoxy, preferably 2-methoxy-
ethoxy.

12. Use of a compound according to claim 11 characterised in that R? and R* are
independently selected from the group consisting of hydrogen, Ci.¢-alkoxy and Ci6-
alkoxy-Ci.g-alkoxy, preferably 2-methoxy-ethoxy.
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3-brono-4-(3,3

-di met hyl - but yryl am no) - N-t hi azol - 2-yl - benzam de,
wd2¢03/039521 hyl - but yryl am no) - N-t hi azol - 2- yl - beneenbae(04800733

- brono-4-(3

-met hyl - butyryl am no) N-t hi azol 2-yl - benzarri de

4-(2-cycl opent yl | am nQ)-N-1hjazal -2-y
13, qu;of ay com;?ound%ccor ingto claim 11 or 12 charactensed 1n that % %@ are

m&%@g&%g BrebRanesdthe R YRR ot NyhiRieRR Ohaldseh, ERAKy1,
prebfelrabtyr ofélét}(ya;y dtaﬁeﬂmmewfbmhw - poethony - NEt-hilkery-C2.cyplkoxy,
preRAB ROy S O By A upgomthoxy.

- br ono- 4- (cycl opent anecar bonyl - am no) - N-t hi azol -2-yl -b
enzam de,

144U6e p£ b cpepbambeaoiiing fo elaim Achanctehized 1 that ifis pelectedrrom

thdef 10 . .. i
%81uD EPRIRESTecar bonyl - ani no) - 3- met hyl - N-t hi azol - 2-yI
B@@B}Z@iﬂhﬁﬁN tEedl Fhedeanaarieboxyl i ¢ acid
[ 2-brono-4 Igthl azol - 2-yl car bam)ylia henyl ] - am de, .
rag-3rmeiboxytyBansthy- 420%1@%%}%#@%9 f}/gblaéol Ylgg]walﬁlf%
. ro- benzo[ 1, 4] di
ragst Qate Ry O S byl Dot 1 4
4-Bextan oytamdadoBHmyetiyli-aviiti avol- N}ﬂmeammdé’,- yl - benzani de,
2- met hoxy- 4

4- Cw%%ep{y&ﬁéé@ham%&ﬂ&ﬁ% i2agdienzaidenen; ani de,
ra‘f‘yﬁ 91& RY Q@Qﬁétﬁﬂ)@én'td%m%hﬂno)—N thiazol-2-yl-benzamide,

azol - 2-yl car banoyl ) - phenyl ] - am de,

4- (Qacycleheptyﬂ{axsiyhnﬁ@)fﬁemhﬂioxbd\’ y‘}nﬂ,ﬂo ﬁmlnb)enzmlﬁq:,azo| 2-yl

rag: 4( @y@f?ﬁﬁ’eﬁtﬁc}:ﬁ%&%’ Derssiaine kB Pz NGRS 2R azol - 2-y
4-he:R@bFRMIEL3 -n2dhoxy-N-thiazol-2-yl-benzamide,
3- br ono- 4- ( 2- net hyl - benzoyl am no) - N-t hi azol - 2-yl - benza
3-miethey]-4- @—pl@nyloblﬁywla(ngno “thiazol-2-yl-benzamide,

K | - benzam de,
4'&£fg0%hhe& %ge%}%ﬁ% n%g](]e\{]&%aathrl& % %‘%P%%%xy N-t hi azol - 2-yl
rachiezeiayele]2.2.1 hept-2-yl- acetylammo) -N-thiazol- 2 yl -benzamide,

yl -butyryl am no th|a oI 2-yl
4- (%éﬁzraﬁﬂlubbutywl%f@lne%frééé @m%)t}?y% é@é% 1 L
12 g FRID AR bedPmid !
4 %gﬁﬁ #I fg’ggtg%rdf}%é% r%%)%{iz pr g}gg))?y- I\nﬁlt(%l azol - 2-yl - ben
4- (?&hmdze;[ 1 3]d10xol 5-yl-propionylamino)-3-methyl-N-thiazol-2-yl-benzamide,

4- —Qﬂgroxy 3-mgt%y{]§ t%llan%%w{lé—%ne%ﬁgx@(—) -ty_azoq—zqylgbenza%ld'e,benz

4- §4 M)w Néréaylaﬁn&)fsl-mem@xwmmapizwabmhzahﬁaa ani de,
| am no- Ero oxy- N-t hi azol - 2-yl - benzam de,
-bemzwm:laNﬂumi Pl b@?ﬁzrégi%am no) - N- t hi azol - 2-yl - benz

RS LSRR e i o,

N-thiazol-2-yl-4-(2- o—tolyl-acetylammo)—benzam1de

N-thiazol-2-yl-4-(2-thiophen-3-yl-acetylamino)-benzamide,
4-(2-cyclopentyl-acetylamino)-3-methyl-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylamino)-3-methyl-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylamino)-2-methoxy-N-thiazol-2-yl-benzamide,
3-chloro-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
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4- (cycl op ent anecar bonyl - am no) - 3
-fluoro-N-thiazol -2-yl -benzam de, 4-(3, 3
WO doos®sdsyt - but yi yl am no) - 2- ( 2- met hoxy- et hoxy) - NeT/DK2a®al000733
- 2-yl - benzam de, 61
3- flduor 3@42885/rret hyl - benzoyl am no) - N-t hi azol - 2-yl - benz
am de 039572 PCT/ DK2004/ 000733 62 rac-3
3-brpgdi-6R. hdimgthyloutyrylamigo ) A- t@aBQlt%’Y]nléetnﬁ?P“ﬁex anoyl ami n

4- @ZIF%%(Q, %ﬁ? mP) ]gcﬂé%aﬁl%?’bb?m%m Z 22 met hoxy- et hoxy) - N-t

3-hoawod-{ Rmethybénaytimeo)-N-thiazol-2-yl-benzamide,

4(‘%@%1%&%2%%@ RS oL CE R aIeF 2oyl ani de.
31 A (@'-ﬂ@ﬁﬁydu’?wwﬁﬂé)@mﬂﬂgio& -Jilpearaniiet hi azol - 2-yl -

am de

3- elﬂomsect qulcldpamtyn@hm@nyﬂo%mﬁmféftﬂi}dzowﬂ hbepzemide, y| - benzam

3-Ulre P REHED - Bl KPP SS01 - 2-y1 - benza
-%%4— (c clopentanecarbonyl -amino)-N-thiazol-2-yl-benzamide,
4- (3, 3-di met hyl - but yr Iamn -N-(5-net hyl -t hi azol - 2-yl

4- Qcybleﬁzlammrbonﬂ -argigpHNgh -wbkzvlzame@
| .
4‘§fyﬁfﬁ’?¥ma ﬁ%&% égﬁ%@ a?nl}]%%?yl%?ga%%%h RRgAES. L 3| )-b

cyemapmﬁ&arboxyhc acid [2-bromo-4-(thiazol- 2-ylcarbamoy1)-phenyl] -amide,

4- @Db‘ﬂb’%%{frlggzh%%‘fhg%{/%{ é&%@pil% ygh e4 L eér ahydr o- qui nol i ne-
?ldﬂfl&h T %@%Wné) -1 2-ABfdybeRzo[1, 4]d10x1ne-5 -carboxylic acid

zoy i dzol - 2-y| - benzami de,
thibzQ132-ybtniige,- butyryl) 1, 2, 3, 4-tetrahydro- qui nol i ne-6-ca

b I d.
3 E? O?T)gélbg‘ﬂ%%f@ th ?/]1'2% ¥gb§lzgﬁn?ydro | H i ndol e-5-car bo

2- Méltﬂo%yaﬁ(ﬁm%ﬂiﬁfﬂﬁﬁ’ﬂgrﬁalﬁir@ 1az01 2-yl-benzamide,

[(3,3-d yl -ami ng] - N-t hi.azol - 2-yl
cycb?élnptam@éaoxyhc acid [4- (thlazol -2- ylcarbamoyl)— hen3|>{-] -ami ez, y

rad BB ARG mB ROl 813 berdhabui ol - 2- V!

4- (é?éld%)éhtaﬁ@&a%dﬂyﬁﬁlmﬁ@) 2Nnt=,thmegz d-thizzyl-2ybhaemamids, 20

3-{@?%@@%5)(2mﬂﬁthyla¥é‘?%§@%ﬂ°)f N thiagob 2l RS hexanoy! ani n

s I i b adoll o bdyariie

4- (@yg&lgpamylydceManmnoh%panow)N _Niadol-3zbiberzaptidbenzan de,
tqﬁl@%&y&g %Eﬁoﬁo%ﬁg—il?lﬁ%o&@-yl-benzarmde

4~F2’ %&&Bﬁﬁtﬂ%@@‘lﬁﬁﬁq -8.G1uRFd-H-thiazol-2-yl-benzamide,
- 4-(thiazol - 2-yl car banoyl ) - phenyl ] -am de, 25

433*1mhﬁdwyr§ﬂa(r8nq)rﬂepwom%iheﬂwl h@}zaml‘ikhl azol - 2-yl -
3-k%ﬁloro-EP-(g-lhethyl-butyrylammo)-N thiazol-2-yl-benzamide,

4-butyrylamino-3-fluoro-N-thiazol-2-yl-benzamide,
4-butyrylamino-2-propoxy-N-thiazol-2-yl-benzamide,
3-fluoro-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid [2-fluoro-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
4-(cyclopentanecarbonyl-amino)-3 -fluoro-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butylylamino)-2-(2—methoxy-ethoxy)-N-thiazol-Z-yl-benzamide,
3-fluoro-4-(3-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,
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cycl ohept anecar boxylic acid
[ 2-chl oro-4- (thi azol - 2-yl car barmoyl ) - phenyl ] - am de,

wd200808B7met hoxy- phenyl ) - acet yl am no] - 3- net hyl PC¥/DR2@2000733
| -2-yl -benzam de, 3

- br ono- 4- (2-cycl opent yl - acetyl am no) - N-t hi azol - 2-yl - be
nzam de

;a@BHlnowMtamZﬁ]oZ“zl 1B Srotriwsthylhespuoylaminghonzamide. 30
4- -cgl %Eﬁyf‘%&éﬂ%ﬁfgzﬁe@tﬁ{&h@ﬁ?Etlﬁb;@ﬂ] | a5 PRy IsoaYardikdehi

4- ('i-mhﬂhsar—l@enéey(lit ol dlhydmaﬁé&namztnxbhy]oxamcrd)caﬂ}mhh oxgid Nthiggol-
I azol - 2-yl - benzam de,

2-ylapidee| ohexanecar bonyl - ani no) - 2- met hoxy- Nt hi azol - 2-yl

4- bﬁ@ﬁ-ﬁé@& -Q)utyryla ino)-3-fluoro-N-thiazol-2-yl-benzamide,
ng fi met hoxy- benzoyl am n}(IJ N-t hi azol - 2- yl - be

4- @mmmwaylmmmbwmﬁ%mtmw FFibikezob2ybbersgides 3
5 @qerohép )((3y3 Ac'inﬁgtﬁ}r)lybu ieXnt‘? A ?ne%o%'ﬁ%ﬁhzo% 2Y§rl l&%%%rﬁf@ede

4- Gr?gﬁﬁﬂéth%lhﬂulﬂy@ﬁﬁhn@-]yiﬁAne(tliylttl’ﬂﬂa@cﬂm%ﬁl-)%eyiarmde,t yl ami no)
Zam

5-gowymsiwry - Camethy-aniypaymino)- A e -2 benenydsi de,

o PR AR v g

1-63, pudiniéthylebntnel) 3k Hﬁl%tral&dk@qamolm@é;chﬂjoemcampwe thiazol-2-yl-
4- (2-chl or o- benzoyl am no) - 3- et hyl - N-t hi azol - 2-yl - benz
angide.de, 4-(2,5

5- agom AP RENEEMhRIAYN by Ay N hibii 18z Pl bezathidegnzam
1-B-tri2zihybbotyeypé Ry teirabpdip-Quinalinedisarhpbficaz apid2. fiagedr-yl-

m de,
argﬁ@,z et hyl - but yryl ani no) - 2- met hoxy- N-t hi azol - 2-yl - benz

-Q!l‘?metih?l butyxafl) -2,3- d1hydro 1H-indole-5- carboxyhc acid thiazol-2-ylamide,
“ret h oXxy

met hyl - benzoyl ani no t hi
4-f@na- dﬂéneth}é h’qtﬁtrh@'lmﬁzt lgammo] “thiazol- -yl-benz!cu%zd% -2-yl -ben

St ERy bﬁ"?@ e el

2 DA DKy dﬂad)dyb-a.Z(GLmé’chy]I -sirenytanhoeN-thiagel2-yl-benzamide,
-met hyl - N-t hi azo

e i 5 e st
%‘ﬁ g%ﬁyﬂ Eé}aﬁazéﬁ{h}d ﬁla?dn%glaﬁﬁnc% -tearfexyl i ¢ acid
4¢a¥cpdnp§dtyl-mhmnmfl]amam)d‘éthlazo1 -2-yl-benzamide,

4- (m%ﬁ?}lt a(c:ﬁ%ri\afglpggé 0”34% zlg%)n&%ol 2-yl-benzamide,
&1&%@&%&@&@% ra@'ﬁf[ylmém%mmhammy}cmmo@qiheﬁylyJamham

t hi 6phene-2-ca

3{metmm@puemmmmylaznmﬁrvb%agfé YBeRgagdc. ani de,
C}écdcgheptanecaq c))%rhc a&%ﬁ%lcﬂmrg Ql)-(tljl\iléiJl 22704rb4n¥Y1)-PEOEA e,
482((318tEd yi)-aaeglayliasi-ajetid]- V- thidvpti2 oA benzojids,4] di
BObﬂn?lg 45(20(?;010%)%‘5';1 gce%}(f:llagnno)-N-thlazol 2-yl-benzamide,
4-butyrylamino-3-chloro-N-thiazol-2-yl-benzamide,
5-chloro~4—(2—cyclopentyl-acetylamino)-2—methoxy—N—thiazol-2-yl—benzamide,
5-chloro-4—(cyclopentanecarbonyl—amino)-2-methoxy-N—thiazol-2-y1—benzamide,
4-(cyclohexanecarbonyl—amino)-2—methoxy-N—thiazol-2—yl-benzamide,

2-methoxy-4-(4-methoxy-benzoylamino)-N-thiazol-2-yl-benzamide,
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t hi azol - 2-yl am de,

6- (2-cycl opentyl -acetyl am no) - bi phenyl - 3-car boxyl i c
wa@eood/os4srazol - 2-yl am de, PCT/DK2004/000733

4-(2-cycl opentyl -acetyl am ng) - 3

-(2- met hoxy et hoxy) - N-t hi azol - 2-yl - benzam de - 4-(3, 3

di met hy tyryl am ng)-2-fl N- t -2-yl -
—mg@oxyé—phenyliaget%amggo-N thiazol- 2u391[1§)enzam1 ,azol - 2-yl benzam

-1§<r3ntﬁgféW TiRadol{ Ry MBI ¥hio DRAZOY- A Ihinbh-biA%Rde, 2- Y1 - benz
3-chldra4 (mm@mewi@wtﬂmmm)-m:mmoﬁaﬂ=b2ng,ami|de,nzam de,

4- ééﬁég {9 %Eﬁgﬁ H;gg —ﬁhfa@ogg-yﬁ%enzan}{d benzami de,

4 My ﬁlMJ) 34méth 1-sziaz81 yhredkamnny ) - phenyl ] - amide, 30
3-di et hyl - but yryl am no) - bi phenyl - 2- car boxyl i c
4- (gcqh(lper,hegwlaery) aTrmté)él-N thiazol- 2-y1-benzam1de

4—@' %&-c%mrg &)%ni(wr{@%%lo) 3 Métﬁyl%—&lﬁaﬁﬂ-%‘-ﬂ%&%%1ﬂét yryl am no
4- (chﬂlélb&ehkb}aminoyayhéthéx}( - §-thiardlyd-ybbdngamidem no) - benzam

4- ﬁ’?l—f(t%‘lléimtﬂb’@lmﬁ?)a% grethoxyr-thiazol- 2 eBFAmE§ - acet yl ani no

33 64
2- %E @E% ry %ﬁ%ﬁ%&%@%@ﬁ%ﬁ oﬁglr?%{z ?@ %%éla%ggi nzam de,
3-Fﬁeﬂnyhﬁ!-2(3)-yohalmlﬂm9m0(l}ﬂammb-@»f ~thidzhl- é?ydﬂbelzzamlﬁe benzan de,

4- é{/b%ﬁg;\&&gk Z é-}{ﬂ 21466(%‘}\7 éhazo yl Lf)%rrlgamme thyl -but
rac-GLABRhHYAN- ‘tﬁlldkd/l[%&ﬁm(ﬁ 8)5- t!?hﬁéﬂi}ﬂ-&l@kan%yléimﬁo)—b enzamide,

“trifluoromet hoxy- benzani de,

’aff-?@Bdl@Y@iomﬁ%l d«wmyﬁafpﬁrw)yhs nesihoxgrieethgry-fehazakd-yl-
- 2- y\\-benz 4-(3, 3 -dimethyl-butyryl 3
Carbspl%b??x% %nggedl 2- §/I benzalmrrge y3 ghlyg%/oazrn ?3)3

4- (2&;12 Hﬁ‘ﬁéwjfl ﬂwpl}éﬁyhﬂlﬁnd)@-m&-hﬁﬁy Pyihidsek-Diybbehzafigd, - benzam
di met hyl ryl am.n

2- QEH\OKYﬂcﬁdfanthP%ZB}’]ﬁ@Hgﬂgt BHazole Z)benzamlde
thl%yfléﬁ% Qérmdmé' acpij%yﬂlwh@@ A hlaf,%LoiSZ@'lé'ﬁ?lSeHﬂéylﬁblﬁéﬂyﬂzﬁﬁldg

enzam
4- @—mﬁtkﬁxyi-ibaﬁzdyidmlbul -irtilaaoti hg)-bddztmidez ol - 2-yl -3-trifl uo

S AR AT AR iR Yy Ui ARy s

théz(gltg giaﬁga@rret hyl - benzami de,
di met hy! - prop y'}g; -t hi azol - X terephthalamd
6- éZ cycgopegty.l-@p@]yﬂagnm)thp ny133 carboxylic acid thiazol-2-ylamide,

o B iR 6 R 28 5 i E b mmide,
4- %3‘53-Idﬂfnéthiﬂluﬁﬁﬁlyiﬁnmbpmafmwthmp&emyl H;entzannhm nic acid

di net hyl - propyl est
2-chloto-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,

4-(2-fluoro-benzoylamino)-N-thiazol-2-yl-benzamide,
4-(2-methoxy-benzoylamino)-N-thiazol-2-yl-benzamide,
benzo[b]thiophene-2-carboxylic acid [2-methyl-4-(thiazol-2-ylcarbamoyl)-phenyl}-
amide,

5-(3,3-dimethyl-butyrylamino)-biphenyl-2-carboxylic acid thiazol-2-ylamide,
N-(5-chloro-thiazol-2-y1)-4-(3,3-dimethyl-butyrylamino)-benzamide,
N-(5-chloro-thiazol-2-y1)-4-(3-methyl-butyrylamino)-benzamide,
N-(5-chloro-thiazol-2-y1)-4-(2-cyclopropyl-acetylamino)-benzamide,
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15. A pharmaceutical conposition conprising a conpound

of formula | according to any of clains 1-14 provided
wo bas/08457A is *NR8-CO, and R "' and R8 all ar ePCT/DK2004/000733

hydrogen, then R7 is not t iophen-2-y|; 20 and

provided that if Ais *NR8 ), RR-' and R8 all are

DRI Rrtadnisehd Sioewansense. co R, RS

ne and 25 Rl is
4@%%038&@11? Iﬁﬁﬁ@%%&%ﬁi& %v?%hbéf%?bﬁpdg provided that if A

thazol-Ry]-4R(3;464- mﬁn%mmﬂm;m;mmlq)ggp}imdm(s Afwe i's
t
gggpag@%gﬁﬂgﬁﬂ?@% R ok e e e
4188 Sudintethyl-batyrylhm 'S-metw 1299052619 - 806k E8m !

drole) then R7 is not selected fromthe grolup
42%7§§P thlafg BW@&'I3I‘R¥9]POXYFMT’€h@m1ny] benzamldeh

) a en-
BIcl’llffrJ) HQB P I}I%l%yé lg}r?gﬁoh pus ?’&1 ﬂ]a]gtB}Y?gRb#-ngg zamide,
4*£ﬁﬁsilmtﬁnhwb‘dut<yrylamﬁmb}§tﬁ difluexd-Nehiayd];2-Yb RO R39572

d ded that if A
Ry RO el S i Ly g by R
T R Bt N G S R TR
3-ﬁp]@m3@éﬁ 3- dqgleﬂgfl-|bgtyryiernmd—N-th1azfob-i+y-l-ﬁFmﬁllggrdtcﬁ(Sﬂmyél%nZﬁmde
d is *
N@% an%gmgﬁi) jgr't Ya;%y]g? Sggﬁep%lwd% hydr oxy then
3 Rﬁmlﬁomort-(mhﬁétllﬂtblﬁmgwm)lﬁ tRiash1p pipLesnidat i f A

4-6 and R8 ‘al | are hydrogen, R2 is

4- Fﬁ g 6b‘§HbureF@P)+]‘§thm0ﬂ1*}ryltbh@Z&nme iasdnot hydro g en or

R SRS R bl i G 2T o5y e

R2-5 are not all hydrogen or all fluor; and provided
5th if Ais *CONR9, R2-5 and RO all are hydrogen,
15, 1§ PRIRagevinah meosetwéhcqnzprm hermpindyed orera T odarding to

| t-
anz%ffc;dlﬁlts rslygélt f&ﬁvﬁf/elﬁﬂt’lﬁl ngAOI? p‘gthQ]CWnJ]ﬁ 5 Bf1 RELfIYLe hy&rogen

then R’ is not thiophen-2-yl;

and provided that if A is *NR®-CO, R*® and R® all are hydrogen, and R' is i-propyl
then R is not methyl or benzyl;

and provided that if A is *NR®-CO, R?, R*® and R® all are hydrogen, R? is iodine and
R'is i-propyl then R’ is not methyl;

and provided that if A is *NR®-CO, R!, R*® and R® all are hydrogen and R? is
hydroxy then R’ is not methyl or ethoxy.

16. A compound of formula I according to any of claims 1-14 provided that if A is
*NR®-CO, and R"® and R® all are hydrogen, then R’ is not selected from the group
consisting of C;.4-alkyl, pentan;3-y1, trifluoromethyl, pyrimidyl, furan-2-yl, thiophen-
2-yl, substituted or unsubstituted phenyl or substituted or unsubstituted benzyl;
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and provided that if A is *NR®-CO, R?® and R® all are hydrogen, and R' is i-propyl
then R’ is not methyl or benzyl;

and provided that if A is *NR3-CO, R% R*S and R® all are hydrogen, R? is iodine and
R'is i-propyl then R” is not methyl,

and provided that if A is *NR3-CO, R}, R*® and R® all are hydrogen and R? is
hydroxy then R’ is not methyl or ethoxy;

and provided that if A is *NR®-CO, R?, R*® and R® all are hydrogen, R? is nitro and
R’ is methyl then R' is not hydrogen or methyl.

and provided that if A is *CO-NR’, R, R® and R’ all are hydrogen, and R’ is thiazol-

2-y1, then R*” are not all hydrogen or all fluor;

and provided that if A is *CO-NR’, R*” and R’ all are hydrogen, and R is methyl,
then R' may not be hydrogen if R7 is 4-methyl-thiazol-2-yl and R' may not be methyl
ifR’ is 4,5 -dimethyl-thiazol-2-yl.



