N-Thiazol-2-yl-benzamide derivatives Field of the Invention 5 The
compounds of the present invention belong to a novel class of
N-thiazol-2-yl- benzamide derivatives having affinity for the adenosine 2A
(AZA) receptor. The compounds are A2A-receptor ligands, such as
antagonists, agonists, reverse agonists or partial agonists, and are useful
in the treatment of neurological and psychiatric disorders where an
A2A-receptor is implicated. Examples of diseases where an A2A 10
receptor is implicated are Parkinson's Disease (PD), Alzheimer's Disease,
Huntingten's-giseasemapilepsiaieerebral ischemia, haemorrhagic stroke,
neonatal ischemia and hypoxia, subarachnoid haemorrhage, traumatic
brain injury, brain damage following cardiac arrest, and for the treatment
of %’éb‘ré@ Sﬁﬂaﬁhﬁﬁéycho&s disorders. 15 Background of the invention
Adenosine is present in all cells, mcludlng neurons and glia, of
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Adenosine is present in all cells, including neurons and glia, of mammalian organisms

where it modulates a variety of important physiological processes. The action of
20 adencsine is mediated By specific receptors, which belong to the family of G protein-

coupled receptors. Four adenosine receptors have been cloned and characterized, A,

Ao, Agn and A; (Fredholm et al, 1994, Pharmac, Rev., 46, 143.156). The main

intracellular signaling pathways involve the formation of cAMP, with Ay and As

receptors causing inhibition of adenylate cyclase and Ay, and Agp recepiors activating
25 it (Olah et al, Pharacol. Ther., 2000, 85, 55-75).

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

central component, are involved in integration of cortical, thalamic and limbic



information to produce motor behaviours (for review see Svenningson et
al, Prog. Neurobiol., 1999, 59, 355-396). In the striatum A2A and
dopamine D2 receptors are found closely co-localized on the 5
striatopallidal GABAergic neurons, forming the so-called indirect output
pathway from the striatum, which is involved in motor inhibition. A2A
receptors contribute to control of maotor behaviour by modulating the
neurotransmission of GABA, dopamine, acetylcholine and glutamate in
vatiaummiayse Gumesthicihevinerssions: Retwees AZAanddA2.recenigrs,
anﬁegrs %giall%éhg\gaggg f A2A antagonists, is of 10 great interest in the
treatment for Parkinson's disease (PD), which involves a decrease in

dopamine levels. The A2A receptors interact tonically and antagonistically
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theggigls_gg mising anti-parkinsonian effects of A2A receptor antagonists
have currently been ‘

1

n

20 Selective App receptor agonists and antagonists have been widely described in
pharmacological, behavioural and neuroprotective experiments in rodents and non-
human primates (for reviews see: Richardson et al, 1997, Trends Pharmacol. Sci., 18,
338-344; Ribeiro et al, 2003, Prog. Neurobiol., 68, 377-392; Ongini et al, 2001, I
Farmaco, 56, 87-90; Wardas, 2003, Polish J. Pharmacology, 54, 313-326).

23
The close interaction of Da and Aga receptors can be clearly exemplified in models of
catalepsy, where D, receptor antagonists as well as Aay receptor agonists induce
catalepsy, which is counteracted by A,y receptor antagonists and 1, receptor agonists,
respectively (see Svenningson st al, Prog. Newrobiol., 1999, 59, 355-396 ané Refs

30 therein).

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

reporied by many investigators. For example, both SCH58261 (2-(2-furanyl)-



reported by many |nvest|gators For example, both SCH58261
(2-(2-furanyl) 3

7-(2-phenylethyl)-7H-pyrazolo[4,3- e][1 2 4]triazolo[1,5-c]pyrimidin-5-amine
) and KW-6002
(8-[(IE)-2-(3,4-dimethoxyphenyl)ethenyl]-1,3-diethyl-3,7-dihydro-
7-methyl-IH-purine-2,6-dione), enhagce contralateral rotations, elicited by
a subtreshold dose of levodopa, in unilateral 6-OHDA
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disgases (for review see: Wardas J., Pol JPharmacol. 2002, 54(4),
313-26 and Stone TW. Adv Exp Med Biol. 20 2002, 513, 249-80). AZA
antagonists have been shown to be neuroprotective in different PD

motels AikerinMB TREpatas mice and ﬁo@tﬁ%ﬂei%m&e&ﬁg«}%ﬁﬁﬁ%tem
K\ﬁ{eﬁiQQc%IPE?‘f%"{]%gmHQCE&%UOS s of do amlxpegS nerve terminals in the

striatum  as well as prevented gliosis Normally induced SFs dRgaimment but
deaésé’r%é?é%ﬂﬁ’@dﬁé’ar‘afﬁ?a #@daoaeﬁpfmaéswsm@upm 80 5EBRR70;
Hirsch et al, 1999, Adv. Neural., 80, 9-18; 25 Kanda et al, 2000, Ann.
Neuolae: 434807503  Lunblagletal. ], SREWOGNON SO0 AHO)

1398-410). Similar results have been obtalne in experimenta
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R I, B R 831 (1-2), 12 J
( (? &gle%te }t:'lg mocrlaig hk%sm MPTP trgated mg:re]eand 6-OHD A-lesioned rats. Hare

KW-6002 prevented functional loss of dopaminergic nerve terminals in the striatem
as well as prevented ghosis normally induced around degenerating neurons (Tkeda et
al, 2002, J. Neurochem., 80, 262-270; Hirsch et al, 1999, ddv. Neurol., 80, 9-18;
Kanda et al, 2000, Ann. Neurology, 43 (4), 507-513, Lundblad et al. J Neurochem.
2003, 84(6), 1398-410). Similar results have been obtained in experimenfal models of
Huntington's disease (HD). In rat HD models guinolinic acid or kainate induced
lesions were reduced afier using adenosine A, receptor antagonists, with a decreage
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,s receptor antagomists 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). Aju



30 1999, Pages 315-318; Popoli et at, 2002, J. Neurosci., 22, 1967-1975).
In addition, it has been shown thatA2A receptor antagonists decrease
neuronal cell death after cerebral ischemia in neonatal and adult rats and
gerbils (Gan Y, Phillis 1W., Life Sci. 1994, 55(3), PI-61-5; Monopoli A. et
al, Neuroreport, 1998, 9(17), 3955-9). A2A 4 knock out animals have
been reported to be protected from ryeonatal hypoxic ischemia and
transient focal ischemia (Bona E. et al, Neuropharneacology, 1997, 36(9),
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Adenosine and its analogues induce “depressani-like” effects in animal models of
psychiatric disorders (Minor ct al., 1994, Behav Neurosci 108: 265-276; Woodson et
ai.; 1998, Behav Neurosci 112: 399-409). Moreover, these behavioural deficits were
25 found to be reversed by adenosine Apa receptor antagonists (Minor st al., 2001, Behav
Brain Res 120: 230-212). Further studies have shown that freatment with adenosine or
2-chloroadenosine increased immobility time i the mouse forced swimming test,
another animal model of depression generally considered reliable (Porsolt et al., 1977,
Arch int Pharmacodyn Ther 229: 327-336).
20
Several compounds with dual affinity for A, and A, receplor subtypes, known as the
4-aminof1,2,3|triazolol4,3-alguinoxalines, have been shown to be active in the rat

forced swimming test (Sarges et al., 1990, J Med Chem 33: 2240-2254) indicating



another animal model of depression generally considered reliable (Porsolt
et al., 1977, Arch Int Phannacod)m Ther 229: 327-336). 30 Several
compounds with dual affinity for A2,A and Al receptor subtypes, known as
the 4-aniino[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 5 antidepressant activity of the substances.
Most recently, A2A receptor knockout ice were found to be less
sensitive to "depressant” challenges than their wildtype littermates (El
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Moreover, inactivation of A2A receptors has been shown to selectively

atteguate ampheta duced behavioural sensiti
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St&l‘}!.ﬁ@gg FRle and PP of the acoustic startle (Wang et al., 2003}, measures often used

20 to detect antipsychotic activity. Further support is found in studies where
pharmacological blockade of Ay, receptors with a selective antagonist completely
abolished pre-pulse imhibition (PPI) (Nagel et al, 2003, Synapse 49: 279-286).
Psychostimuiants, such as MK-801 and amphetarnine failed to disrupt startle and PPI
in Az KO mice (Wang et al., 2003, Behav Brain Res 143: 201-207).

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

may possess antidepressant and/or anfipsychotic properties

30 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.



in A2A KO mice (Wang et al., 2003, Behav Brain Res 143: 201-207). 25
Thus, the available evidence suggests that adenosine A2A receptor
antagonists, by specifically modulating mesostriatal or mesocorticolimbic
dopaminergic pathways, may possesssantidepressant and/or
antipsychotic properties 30 Certain compounds of formula | in its broadest
formrhaveaesoidingdo Ghemicah Abstracts Registry datapage been ...
disﬂ&s%%d in vvarqio'us" chemical catalogs without ‘i_ndica?ioh of any )
phafAtEUHEAF a0y S6 E B diITAESHh PO OR s fofratewiserameR gt an
i-propydiarel diselased:in=W02000026202 as being useful treating
proliferative disorders associated with an altered cell dependent Icinase
activity. 5 Two compounds of formula | wherein R2 is hydroxy are
5 distlosedindDiES S5h20ws lantituberetlesisyagants:This. AJATEEapton | 4
ant&gg&;g}gﬁggvgcgﬁ%at potential as future drugs for long teen medication
of PD patients, sifice they do not only reverse the motor impairment but 1
0 also can slow down or stop the progress of the disease by promoting
cel viyal. e, | ire_far novel A2A r tor, antagonists.
Sy o e Tovemiag T Dielosed heart oMbt e e
antagerRI At thie peEvecaEprs hACordimgiphimoneaspeot) theneisment but
10provideg-the #se:af Gompayn Lzl 2], 5N H RIAR'
l., 20 R' wherein R’ aﬁg%%gagfﬁ%é‘%gmm%ﬁ@ P%c%ggére%déﬁr_{%éémfﬁ%d o
halogen;
Hence, there is a desire for novel Any receptor antagonrists.

Summary of the Invention

15
Disclosed herein are compounds that are antagonists at the A, 4 recentor.
Accordingly, in one aspect, there is provided the use of compounds of formula
RB
\_m 4
1 \ L “ 5
S : !
! o ;
H 2/\/‘\ /R I
¢ } A
I
N
20 R
wherein R’ and R® are independentlv hydroge 1
et ne K- ersandependently hydrogen, C¢-alkeyl or halogen;
255 o . . . -
R°-R” are independently selected from the group consisting of hvdrogen, halogen,
s

cyano, CH, NHi, nitre, Cye-aliyl, arvl, aryl-Cigalkyl, heteroaryi-Cye-aliy
'S o it PR | gl 1 . % . - L
s-g-oyeloalkvl, Cig-cycloalkvi-Chg-allevl, Crg-alkoxy, arvl-C g-alkoxy, C,e-alkyi-

. : 1 1 : b1 : 11 1 ‘
amino and aryl-C, g-allcylamino wherein sach alleyl, alkony or arvl mav be ontionally



R'-R' are independently selected from the m-oup consisting of hydrogen,
halogen, 25 cyano, OH, Iv'fl,, nitro, C;_r-al yl, aT1, ar 1 ,A_akvl; heteroa’
Y- n Cyr-al :,}+., C3_s-cycloalkv'i, C,_t-cycloalkyl-C, alkyl, C;-alkoxy, a-
I-C;_t,-alkoxy, C;_~-alky'i- amino and aryl-C_a-alkylamino wherein each
alkyl, alkoxy or aryl may be optionally 7_ substituted with one or more
halogen, cyano, C}-6-alkyl, C,-6-alkoxy, or Cl-6-allcoxy- Ct-6-alkoxy; or
RG - -Y, . wherein X.and.Y independently are
sele%?é%t%gef%oogfnﬂgl%egqg ﬂ%’ Icﬁ%r%%%ﬁ]g% o F@]ﬁéér%a’qﬂd?f"gné ?%holrscll;ﬁiﬂ%?’@,‘
and R2aWI*%3 are as defined above; A is *NRs-CO, *CO-NR9, *NR$-CS
or *CS-NR9 in which Rs and R9 are independently selected from the
group. ISt f nand Gl-6-alkyl, or Rs .10 together with R3
are C?Z%g[gﬁ%;% ép%!rg%{:jlﬁ%%ﬁ @gz\?\?ﬁé r%ﬁ“}%uei g‘x%%#i%% S E prglected
phen§ G SHIRE it atdd tharaton halistaitdcRed loatietpehyl rrgs
and Refilsséleated from the group consisting of Ci-E-alkyl, aryl, heteroaryl,
aryl- C1-6-allyl, heteroaryl-Cl-6-alkyl, Cis-cycioallryi,
C3_$_—cyclqa|quI-Cj-g-aIIc l,, 15 C]-6-alkoxy, aryl-Cl ~,-alkoxy,
heteréaiﬁ-&ﬂ?&%-ﬁ@oxf%g&ali’%n@iﬁo?é, CHiYroerZed, 41dioxth-Rlykre
or adarivantan:tybanethyrhereireachatiohansd eysloalicyhanay bey o n*
tiopally s i ith ene or en, cyano, hydroxy, oxo,.or C
:3)1-|@<31|k?}%)é1 :—isrr_%l} l%e&a%iw%ﬁ ‘may gr‘egO{g|c{‘)]t‘i%|%§2a [yzsu%%%ﬁute Bvﬁ)fﬁcglrﬁé (%ir“a%lg?eto the
halog@™8y8kd™ hiaroRy Riffo e Tep- AWyl eaahationy: Brosdeyi
Ct_6-acyloxy, or a group Z-(CHz)n,-W, Wherein Z and 'W are attached to
two agli carh : inde ently are s ted from the croup
consigt{iaﬁcégg%s dﬁia%liﬁg%j%n agrr%‘lgn%g %guf%r% é rffg\%“llgéqﬂ Efwgto}\}vcﬁ%onarﬁgr i
attactied 157 hitroG&R fdn R {Hot CCeaPeiaindry-Craeutiesdy-Cieelicl,
heterSanyHk6-atkoXy;-Chwalictamirio Capdioi-A-allcylatming.o, 2,3-dhydrobenzo-
heterqapkhib-alodaming. ordr (G e:allewl= AMing: ahd:PR3 DA liG iy ve
ally ace%%ptame ddition salts thereof;

onally subsiituied with one or more halogen, cyano, hydroxy, oxo, ot Cig-alkoxy

and each aryl may be optionally scbstituied with one or mors halogen, cyano,
hydroxy, nitro,  Crealkyl, Cig-alkoxy, Cigacyl, Cyg-acyloxy,

or a group Z-(CHpp-W, whersin 7 and W ars

atfached {o two adjacent carbon atoms and mdependently are selected from the group
consisting of CHy, NFH and O, and m is 1, 2 or 3, provided that when R’ is attached 1o
nirogen, then R’ is not Cgalkoxy, aryi-Cie-alkoxy, hstero aryl-Cyg-alkoxy,
Cyg-allviamino, aryl-Cig-allcylamine, heteroaryl-Cig-alkviamino or di-(Cy pallyl)-

aAming;

and pharmaceutically acceptable addition salts thereof



8 for the manufacture of a medicament for treatment of a disease where
an A21,-receptor is implicated. In another aspect, there is provided a
pharmaceutical composition comprising compounds of formula | as
defined above provided that if A is 'NR'-CO, and R"6 and R’ all are
hydrogen, then R7 is not thiophen-2-gl; and provided that if A is
*NR8-CO, R2-6 and RS all are hydrogen, and R' is i-propyl 10 then R'is
not methyl or benzyh and provided that if A is *NR8-CO, P.2, R4 v and R’

all g s iog g Ris i-propyl then R7 is not methyl; and
proviS%%%’%ﬁ%h%%ﬁR&gg%?ﬂ%E %3%5%%1? %JI Fél%secﬁy&}i%‘éﬁ’ drarERer

15 MR ffren R’ is not methyl or ethoxy. In yet another aspect,

embodiments of the present disclosure relate to compounds of formula |
as(gjefin%g above provided that if A is *NR'-CO, and R7-C and R8 all are
hydPogeR THERSR: 14°Hdt SETEE S PEATTREYTSH 5 CBPRTE N SR B s BeaiRyipounds of
perftamBayi atriftdiocdmiethy hrpydedidyh ifucan R hiopen2y1..5uBSHYEE hydrogen,

or unsubstituted phenyl or substituted or unsubstituted benzyl: and
provided tihat If Aieig Ep/llel'ﬁé[’-co, R2-6 and Rs all are hydrogen, and R' is

i-propyl then R'is not m%'g%!; or beyzyl; 25 Sand provided that if A is
*NRESCH RE R dnd R are Hydrogen RS dotiesandnRRisii-propyt
theritiRt B notaneatitiyy] artdjaravided that if A is *1 '-CO, R*; R'-"and R’ all

are hydrogen and:R2.is, g:hydroxy then R isnot methyl or ethoxy; and
proviqieg__that H -k is INR-CO_ R2, R4~ pin gl %"rﬁ&e%, BEWRRY
and “REETBAYP RSN RUSREERYdrogen or methyl. 9 and provided that if
A is *CO-NR9, RI, R6 and R5 all are hydrogen, and Rt is thiazol-2-y then

R2-5.area0kal Bydrogen ehgl BUprR 1 p36 i w8 an are hydrogen and R is
15 hydroxy then R is not methyl or sthoxy.

In yet another aspect, embodiments of the present disclosure relate to compounds of formula I
as defined above provided that if A is *NR*-CO, and R'* and R? all are hydrogen, then R’ is
not selected from the group consisting of Cy-alkyl, pentan-3-yl. trifluoromethyl, pyrimidy!,

furan-2yl, thiopen-2yl, substituted or unsubstituted phenyl or substituted or unsubstituted
benzyl,

and provided that if A s *NR®-CO, B> and R® a1l are ydrogen, end B is i-propyl

then R is not methyl or bepzyvl;

and provided that if A is *NR*-CO, RY, R*® and R® all are hydrogen, B’ is iodine and

R s i-propyl then R 5 not methyl;

and provided that if A is *NR-CO, R!, B* and R° ali are hydrogen and R? is

30 hydroxy then R’ is not methyl or ethoxy;

and provided that i A is *NRE-CO, R®, R*® and R? all are hydrogen, B* is nitre and

R’ is methyl then R’ is not hydrogen or methyl.



and provided fnat if A is *CO-NR, R" 5 and R9 all are hydrogen, and R6 is
methyl, then Rl may not be hydrogen if R' is 4-methyl-thiazol-2-yl and R’
may not be methyl if H7 is 4,1- dimethy' -thi azol -2-yl. In a further aspect,
there is provided a compound of forffula | RE \ 0 R H K'\A R wherein R’
is selected from the group consisting of hydrogen, methyl and halogen;
is.sel from the group.consisting.ef ?ydg en. C~-6-a;ky; and :
mﬁ%é%ﬁ%%@% ?gr%es in e%\e%qdpgntlg sé?ggtpéda rom 8@%8%&%%%&%@3@‘2"5’*
thspdrogen shatbgentoeyeer, MHupC-6-alkyl, aryl, aryl-C,.6-alkyl.
heteroaryi-t. , -allcyl, C;.s-evcloallyl. C;-s-cycioalkyl.-C _6-alkyl.
Cj_c-alkox-\% aryl-C_6-alicoiry, C.6-alkvlamino and ar5;l- C,.6-alkylamino
e Eaen Hikyic AloxyFor Bryl mafind optidnathesybstitfed mithylotien 1!
oy oreNaloges, pueng 4Cnbralkyh .G _16; 101G, 8-alkoxy-C -alkox ,
orR" qn&%%%ﬁ%tm?e iﬂ%ﬁl %ﬁh%aﬁsaﬁg g}ég%%%fﬁerﬁa}éﬁwagrés &
Wb d ST tHe group consisting of Cli_.. and 1 ;' and C, ais or |_and
R- and R are as defined above; 10 A is *NR™-CO, ""CO->\'R. "ivRs-CS or
15 :G8:NRpinovhichsBiovand hoatedndensadently selected from the group
consisting o= hydrogen, and &-l-all-VI. or Rt 10 together with R" are
C,.t-allylene or CH2CH20 wherein the oxygen is attached to the
phenylriys, and. the * indicates the atom that is attached to the phenyl
ring; t5 and 3\7 is se&?ctedgzom the group consisting of C,, _a-alkyl, aryl,
heteroaryl; aryl- C-6+alkyl, ]heteroqryI-C;b alkyl, Cs-s-cycl.oall.y1,
C-s-cydﬁ\algk&; -atiryl -allkoxy, aryl-C; 3-alkoxy,
heteroaryl- I-6-aﬁ’<oxy, E:l-s-é;iylamino, 2,3-dihydrobenzol[1,4jdioxin-2-yl
and adaxnantan-HthmeﬁhyWh@fg\ejméach ah yI] and

RE

wheraln lected & - e et re
rein R is selected from the group consisting of hydrogen, methyl] and halooen:
. ot > A H mwliy

£ - - r 1 N ~1 T T1 1 1.
R 15 & l Cl d‘ 1 jaul t 4 ] AL & S
o OIS ULOL T ne or = . (. . - i =2
2 ( g OU_D OILS]SEI 2 0in y (.11(":_ :l.. C:.: ali‘x\l ql’ld lf,lEll(),.RGL,

R*-R™ are independently selected from the group consisting of hvdrogen, haloget,
cyanc, NH;, Cie-alivl, arvl, aryl-Ce-alkyl, heteroaryi-Ci.-alkyl, Cag-cveloalkvl,
Cag-cyeloaliov!-Cg-alkyl, Ce-alkoxy, aryl-Cyg-alkoxy, Cje-alkviamine and aryl-
Crg-alkylamine wherein each alkyl, aliioxy or aryl may be optionally substituted with

one or more halogen, cvano, Cy.e-allevl, G eralikony, or Cje-alkoxy-Cye-alkowy:

Lmd amE L e TN , R L
or R and R° together are B-(CHa)-Y. whereln ¥ and ¥ dependently are selected
from the group consisung of CH and WH and O.nis 1.2 or 3. and R” and R are as

defined above;

] Ce NI E e P LT . me o R B ! 4
A 1s "NR-CO, *CO-NR'. *NR-CS or *CS-NR® in which R and R ape

independenily selected from the group consisting of hvdrocer and Copalicv, or RF



20 cycloalkyl may be optionally substituted with one or more halogen,
cyano, hydroxv. oxo, or Cj-6-alkoxy, and each aryl may be optionally
substituted with one or more halogen, eyano, hydroxy, nitro. C, 6-alkyl, C;
-6-alkoxy, C,-6-acyl, C;-6-acyloxy. or a group Z-(CH2),n Vd, wherein Z
and W-are attached to two adjacent cdrbon atoms and independently are
selected from the m oup consisting of C1-I. N-H and O. and in is 1.2 25 or
3, providedithat. Whéh Reillsmttaohé‘ﬂamjﬁit@og@m dheReRKi$H0k attached to the
C ek, abiG-.lkox heleroant Crbalory, Girgraliamine,
arﬁ & ylarnino. hetero- aryl ylam no or
13di-(C1-6-alkyl)-angina; and provided that if A is *NRR-CO, and R'-6 and

Ra gl are fydrogenhenBrisnpt.Aselected from the %Q&J%@%ﬁ]émn%.
of C;-,-alkyl, perlan-3- yI trifluorornafmi- pyrnnidyl. [ furan-2- -yi. thiopheL

2-yi scbstitutedoF aRSimbstitated: phehylor skibbtituted Coruiabstitctee 217

benzyl; mq\prOV|d§d1IU@E ks *CO*MR&)ELRJBES aﬁﬁQOB\S all arg  _alkviamine,
h drqgen and R' is thlazol- y1 then R- are not a, il hydrogen or all flour;
A PTOHEETRAE 1 A O EOAREES RO HHER0) sl Ty R S0 RE 6

70memylpa&thaﬂhﬂm mﬁyonﬁﬁf,belhydﬁ@@emiﬂ%ﬂs 4r rﬂ@ﬁla)a{atbt&zlo%vm,aﬁ% Xy,
notbe r‘qethyl if R'is 4.5- dlmet [yl th1|;aozo -2- ¥ X - .
pharmaceuti(fa y accep%abale a%altlon salt ereno fH 1%“9 a furtRer °f ™I

aspegtembpdimantsofithetdis€losere telate- télxa:»gorﬁpeand Seleetadbxy, or &
from the areyn C%S%%sz%my%@%m&@m Q702 %@z%@'ﬁm end

rac-3-methoxy- 4“(3 methyl-4-oxo-oentanoyiamino)-N- thlazoL -yI- Benzaml
de, FAecZ {0ty FPRTHAAGY Ao )IN chisiEane oy -BenyBnaide)). and m is 1.2

24-hexanoylaminand- etk Nrthiazgk2ryl-benzamigley 17 is not ¢ -alkoxy, aryl-
4-(2-cycloheptyl-acetyiamino)-N-thiazol-2-yl-benzamide,

rac-3-rrtHONy- A5 ety 1P BARENOyHanaiORIBE 4201 <P <plltH @ppamaer
e, 4af2-Cycloheptylacatyiam na}:srmeathaxy-N-thiazol-2-yl-benzamide,

and provided that if A 1s *NR*-CO, and R and R® 2] are hydrogen, then R is not
30 selected from the group consisting of Cis-alkvl, pentan-3-vl, tifluorometivyl,
pyrimidyl, furan-2-v1, thiophen-2-vl, substiited or unsubstituted phenyl or substitued

or unsubstituted benzyl;

and provided that if A 15 *CO-NR’, R], R and R” all are hydrogen, and R’ is thiazol-

2-yl, then R™™ are not all hvdrogen or all flour;

R Lo - i o} s <) 5 N 4 . .
and provided that if A 158 *CCO-NR", R and R all are hvdrogen, and R® is methyl,
then R may not be hydrogen if R’ is 4. -meinyi-thiazol-2-vl and R'm ay not be memvl

ifRis 4.5-dimethyl-thiazol-2-v1;

or a pharmacewtcally acceptable addition salt thereof.



rac-4-[2-(?-oxo-cyclopen yl}-aaetyiamino]-.N-tniazol-2-yl ‘benzamide,
4-hcxanoylamino-3-methoxy-N-thiazol-2-yl=d c- ,zamide,
3-m.ethyi-4-(4-pheny;-butt' 4am no)-N-thiazol-2-yl-benzan-iide,
4-(2-cyclohexvl-acetytamino}-N-thiazo;-2-vi-benzamide, ac-4-(3-bicyclo)?
?.1)ilept-?-yi-acetylamino}-Na7 ol-2-¥}-benzan2ide, 4-(33'-dimethy;
‘ouivrylandno)-N-(4-dim etiiyl-thiazol-Z-t'1) 'oenzarnide, 4-(2-adamanta
;-I-yl.-acct}+la Wino}-N-thiazo' -yl 'b nzamide, 4-(3-benzoil,3]dioxo]-
mhpmmmax PiNIbRER4: mide, 4-(3-hvdrm:y-
mefn}+ but)L?rfylamlno) 3- m%ﬁiﬂ%ﬁ%&{ﬁgg&% P B SRYBARRfeciected from the
- ?E G(S')lro benzoylam no}-3-methoxy-N-tvazol-2-yi-benzamide
AhenzoviamineN-thiazolysylzienzamide; thiophene-3-carmxyiie acid
[4-(h azol ylca bamayl -phenyl]-an ide, 4'thiazol-?-t'1 4 amide.
RERS ISR DR opHEC-RALEHEE N EaRRTOH &l e baaramisas] on
eatyl(sacety amin0)sSametylzAninlaz ol dsyirhyepizani de, 4-. 3-dilllet
Lout%/ %/I amino |-N-thi a20| -2-y' benzamlde L2 4-(3, 3
TIREtRY EHTRS RO -3 Gty R AR A501 - y |- benzamlde 4-(3
43(ﬁm@®hwabuwwmm\)& amethaxy-N-htazel=-yl-benzamide,
butyryl amino N-thi -2-yl-benzamide,

ar%fﬁ%— 3833 dlmeﬁ}ﬁxb%%yrﬁa ?%1153 PR\I th auz‘bzlg( yi-pEhZ A e,

4=(Bayethg-betyeryismmino )-Nitiskazol-2-yRlbenizamitde;zamide,
3abromo-4s(3-methylsoytyryl. aming)-Nothiazol:2-yl-benzamide,
4-(2- cyclopentyl acetylamino)-N-thiazol-2-yi- yi-benzamic e
S-HrStRyY AT aremSRpatyy araine ) NR el 12-yl-benzamide,

3- g{g@lm,Atéwpgpem@nem@y\km)ﬁhg thiazgl:2;yl-benzamide, 3

-chloro 4-(2- methyl b enz Xl amlno)7 N-thiazol-2-yl-b enzamidc,
4-{2-cyclohexyi-acefyvlamino }-N-thiazol-2-yi-benzamida,

rac-4-(2-bicyclol2.2. 1 Thept-2 -yi-acetviamine 3 -N-thiazol-2-yl-benzamide,

g
1

{3, 53-dimethyl-butyrylamino - N-(4,5-dimeth yi-thizzo!-2-y1-benzamide,

4-(2-acamantan-1-yl-acetylamino }-N-thiazoi- 2-vi-benzamide,
4-(3-benzof 1.3}dioxol-3-vl-propienyiamino}- 3 -methyl-N-thiazol-2-vi-benzamids,
4-{2-pvdroxy-

S-methyl-butyrviemino)-3-methoxy-N-thiazol-2-vi-benzamide,

4-(4-fluoro-benzoviamino)-3-methoxy-N-thiazol-2-yl-benzarnide,
4-benzoviamino-N-thiazol-2-vi-benzamide,

thiophene-3-carboxylic acid [4-(tiiazol-2-yicarbamoyl-ohenyll-amide,

MN-thiazol-2- V A- -0 ’LO!'\U aCE‘,'LViEiI"llﬁD\"DEI‘delG"

N-thigzol-2-vi-4-(2-thiophen-2-vi-acetviamino -benzamide,

4-(Z-cyclopentyl-acetylamino - 3-methyi-N-thiazol -2evl-benzamide,

A7

3. :-dimethvi-butyrylaminoi-N-thizzol-2-yi-benzamide,



3 -bromo-4-(cyclopentanccarbonyl-amino)-N-thiazol-2-yl-benzamide,
4-(cyclop entanecarbonyl -amino)-N-thiazol-2-y1-benzamide,
4-(cyclopentanecarbon)l-amino)-3-methyl-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid [2-broino-4-(thiazol-'--ylcafDamovl phenyl
4-isobutyrylamino-2-methmry-N-thiazols2-yi-be-izainide,

8-(3,3-dimethyl-butyrylamino)-2,3-dihydro-benzo[1,4]dioxine-5-carboxylic
|d thiazol- Zglamlde 3-bromo-4-butyrylamino-N-tlvazol-2-yl-benzamide,

ZL2 S Ry AR Uty RARA o N2 Y Az amide,
Wmh@maﬂ&ﬁwbﬂmiwdd&dmgam&ma@aw&mnyﬂ -amide,
3ra 12 hox 1 g [ lami N-thiazol-2-yl-benzamide,
cyc open anléyfl: A -?’ﬁ% 5%y NEFATAL61-2-yi=benzamide,
demmé-@ézenmeﬂmmhﬁmﬁgdamnb}mmaz@}%gﬂzb@mm|de
§-(thr%gg rq%gx} tﬁ)u Olyl, mbno% N-thi azol-2-yl-benzamide,

4- -cchope tyl-acet |am|n opoxyIR] Riazol-2- -yl-benzamide,
iri(@lgﬂd‘irﬁétﬁﬁﬁhﬁthy%ytdﬁmm@) 2’1&!@9@@ N-thizzoli@yl-benzamide,

4-@csapeniiacehlanion 3 oo-boliagaL 2 yHbenzamide,
4-(3 meth)l outyr3lamino)-2-propoxy-N-thiazol-2-yl-benzamide,
??‘F?ﬁ% 7L 3’}?%%9%”@{%945%?{%}%&2& “Deytdsefgamide,

Mmmdqm&aaﬁw@wnmmh% Y-RERZAMIAS, crzamide,
|no -2-propoxy-N-th4azol-2- ¥I -benzamide, 13
e B e R RS T

@Bﬂmﬁwemm&%ﬁﬂﬁbﬂmﬁyﬁbphﬁﬂﬂﬁ&@mL@Eb"nzammc

ﬂ:&%{% Fntagafzﬁc):%r onyl- -amin l} N tlv azol-2-yl-benzamide, 4-(3,3
-dimet W)ut Mino 3 oxy thon%r-qu‘rhlazm 2-yl-benzamide,
3- fm}@WWM*MQy@mmyQMwol -2-ylienzamide,

r%l%gﬁ%g’ci}la!&%%%l{b A(ER5Himethv hexanoylamino):benzamide,

amiae

)fel%fﬁ}éﬁmﬂalﬁ‘étylaﬁﬁiﬁm -D-(himetHoRyetheny<AL thiazoi-2-yl-benzamide,

fﬁ@ %ﬁaﬁ@%z}w Ifodlihy it Benzal Lbioxazine-freahioxvlicacd
|

amide;
3-brome-4-butyrylamino-N-thiazol-2-yl-benzamide,
2-methoxy-4-(3-methyl-butyrylamino }-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid [4-(thiazol-2-yicarbamoyl)-phenyll-amide,
rac-2-methoxy-4-(2-methyl-butyrylamino}-N-thiazol-2-yl-benzamide,
4-(cyclopentanecarbonyl-armino)-2-methoxy-N-thiazol-2-yi-benzamide,
3-bromo-4-(2-methyl-benzoylamine)-N-thiazol-2-yi-benzamide,
3-chloro-4-(3 3-dimethyl-butyrylamino}-N-thiazol-2-vi-benzamide,
4-(2-cyclopentyl-acetylamino)-2-propoxy-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylamino}-2-propoxy-N-thiazol-2-yi-benzamide,
4-(Z-cyclopentyl-acetylamino)-3 -fluoro-N-thiazol-2-vl-benzamide,
4-(3-methyl-butyrylamino)-2-propoxy-N-thiazol-2-yl-benzamide,
3-fiuoro-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-butyrylamine-3-fluore-N-thiazol-2-yl-benzamide,

4-butyrylamino-2-propoxy-A-thiazol-2-vl-benzamide,



amide. 4-(3 ,3-dimethyl-butyrylamino)-3-fluoro-N-thi azol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylamino)-2-methyl-N-thiazoi-2-yl-benzamide,
5-chloro-4-(3,3-dirnethyl-butyrylamino)-2-methoxy-N-thiazol-2-yl-benzamid
e. 4-(3,3-dimethyl-but)rryl amino)-N-(5-methyl-thiazoi-2-y1)-benzamide,
5-ch|oro-2-methoxy-4-(3-methyl-butyry?mino)-N-thiazoi-2-yl-benzamide,
4-(2-methyl-benzoylamino)-N-(5-methyl-thiazoi 2-yl)-benzamide,
1-(3,3-dirnethyl-butyryl)-1.2,3,4-tetrahydro-quinoline-6-carboxylic acid
qHiEAShRA AR Gaehl GRolRomett gzl (2-estrynoy])-phenyl-amide,
shepzoylamino)Ariliazaid-yldenzands. @ metnyihutyryl)-1.2;
3,4-tetrahydro-quinoline-6-carboxylic acid thiazol-2-ylamide, .
,Hﬂ#@ﬂ@l‘@mw%ﬁ@i HFehtgeid-Biaambatyewsmids,
Shinzed-2-ylamide)-diSyaudimativimersyryl)imethyhaalinol-Nr .
et e P e e R A

€,
2-{(2andthentytethoxyisd:(3-1ve thylhutyslanming)Nathiazei-B=yl-benzamid
1. : V.3 4-di - < azine-T- e acid fhiazal.o
rac- -B%%gf%iﬁ%r{é&?‘. Y?ff—i%f%ﬂrllfﬁ]e?ﬁ%ﬁ%;é:ﬁ%ﬁ%fnoz)@gertlhz%;f'ﬁib‘"yi“
emifge-N-thiazoi-2-y1-4-(3,5,5-trimeth)l-hexanoylamino)-benzamide,

4-(3-cyglopentyl:propionylaming):Nrthiazolr -yt ide,
gg’-c-gcIopent%%i%%?%ﬁ%@n@h%%-t—r?f’g?g%}ibénzamide,

) ﬁéh@ﬁ'@ﬁ@c q&@gy@ﬁ]&h&@iﬁ—met}ly}]\lﬂnam}-Z-yl—bemamide,

[2-methy-( thiazah2-Wearbameyh)-nheaylzamide ezl 2. yi-benzamide,

3-methoxy-4-1(3-phenyl-proplpnylam|noz-N-th|a20|-2-yl-be_n‘zam|de,

5578 U’ﬁ @ﬁg%ﬁawwelg@d\ ~(5-methyl-thiazol-2-yl)-bénzamide,

[2-ehletoz4-{Ehiazpis2yicatbameyi)phenyll amidesi-2 -yl -benzamide,

4-%%- 3- tlﬁlox -phen I)ﬁp ylamin -.3-rg&le,§h é 'V-thiazoi-2-yl-benzamide

g ?Bgr%er%qgi' -ﬁ{%@%lpé) "yfgb%?@é%ﬁlﬁ% - ‘th%/ 'zLoeiniQW%eenzamide,

A BiiAgikantinbiBeghiioro N\ thigzeh Rivd-enzdmidecad¥oxylic acid thiazol-2-yvlamide,

SSCIRIR- AR E PRGBS R thiazQl 2oybenzamid

SLoAErE R By EIBPEh AR SCEITON I afine )2 rictioxiN- trid Zok 2oy Lybmzde,

ml@ﬁﬁ—dimethyi—butyryl}-lj—dil:;ydro—lH—indoi&~5»car‘qoxy1ic acid thiazeol-2-yiamide,

4A(Céclon_exaneqar'oonyI-am|po)-Z-me’ghoxy-N-%hla;oI-Z-y_I;benzam|de,

D et O AP A RO B BrZoy RO Rt a2 ol B b zamide,
4-[(2-cyclopentyl-acetyl}-propyl-amino}-N-thiazol-2-yl-benzamide,
2-(2-methoxy-ethoxyi-4-(3-methyl-butyrylamino))-N-thiazol-2-yl-benzamide,
rac-2-propexy-N-thiazol-2-yi-4-(3 3 S-rimethyi-hexanoylamine -benzamide,
rac-N-thiazol-2-y1-4-(3.5 5-tnmethyl-hexanovlamino}-benzamide,
4-(3-cyciopentyl-propionylamino }-N-thiazol-2-vi-benzamide,
4-(2-cyclopentyl-acetylamino)-3-methoxy-N~thiazol-2-vi-benzamide,
cycloheptanecarboxylic acid [2-methyi-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
J-methoxy-4-(3-phenyi-propionylamino}-N-thiazoi-2-yl-benzamide,
cycloheptanecarboxylic acid [2-chioro-4-{thiazol-2-yicarbamoyl}-phenyll-amide,
4-[2-(3-methoxy-phenvl}-acetylamine]-3~-methyl-N-thiazol-2-y]l-benzamide,
3-bromo-4-{2-cyclopentyl-acetylamino }-N-thiazol-2-yl-benzamide,

4-butyrvlamino-3-chlero-N-thiazol-2-yi-benzamide,



3-methoxy-4-phenylacetylamino-N-thiazol-2-yl-benzamide,
3-methyl-N-thiazol-2-yl-4-(2-thiophen-2-yl-acetylamino)-benzamide,
3-chloro-4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yl-benzamide,
4-(4-methoxy-b enzoylamino)-3-methyl-N-thiazol-2-yl-benzamide,
4-butyrylamino-3-methyl-N-thiazol-2-y -%enzamide,
4-(2-chloro-benzoylamino)-3-methyl-N-thiazol-2-yl-benzamide, 4-(2,5
s-dirghlarprhenzeviaminglsd-methylNthiaz 0~ PeNZAMLS ride
4-(2-chloro-benzoylamino)-2-methoxy-N-thiazol-2-yl-benzamide,
> PRy R AR RRTHBY 2 rfigtRoky-N I as o2 ebenyairgazamide,
4-2yoethemedtAmetiyhb enzenytammali-thiazolvkhenzamide,
3-methyl-4-(3-phenyl-propionylaming)-N-thiazol-2-yi-benzamide,
2 R B G P GO h AT bonzamide,
J-ract®methiybiNihr ayol2npIVAH(375]S5Hrinetyd=hexanoylamino)-benzamide,
raca2,3-dihydro-benzof1.4ldioxine-2-carboxylic acid .
e s A Ry Eetgamice,
3-4igro-Hiferhiyinarapiorryideming)-3-athoxy-A-thismold2;)-benzamide,
%m@tﬁwbﬁeﬂf‘s M}Qﬁ%&%ﬁm%%'ﬁﬁ@@é&%ﬁ@ﬁZa“de’

iophené-2-carboxylic aci .
4[@@%H’@Wﬁ:(ﬂﬁéiéﬂ%y%}ﬁaﬁ@%%ﬁé@ﬁﬂl]-alnide,

s43nmrthexysbenzeyiamina)thiazat-2-yi-senzamide,
8-(2-cyclopent)l-acetylamino)-2 3-dih¥1dro-'oenzo[1, 4]dioxine-5-carboxyic
4 %ﬁ%&gﬁ?&g}@m%@?o)&—meﬁy}—]\h 1az01-2-yl-benzamide,

412 tyclopentylacetylaminn)-piphenyt3-carbexlicacid

By e RS Ao N - BB} tiazol-2y1-benzam
Cicheetde(3-43-thmethidebuty ridaminoy-2:fiuot N thiazahi2=y|-benzamide,
e

4G Rmettibyy iRy oylammiro RNt 6l 2azcbénddraigeniBPn 7nih 1t nnh
B8 eF- AT bNAVYIN BN s8RV A1 R ardn @ Berirfial 1 -0,
r’c'z'c-;z,? -dihydro-benzo[1,4}dioxine-2-carboxylic acid  [2-methoxy-4-(thiazol-2-vh-
carbamoyl)-phenyl]-amide,

4-(2.2-dimethyl-propionylamino)-3-methox y-N-thiazol-2-yl-benzamide,
Z-methoxy-4-(4-methyl-benzoyvlamino}-N-thiazol-2-vl-benzamide,

thicphene-2-carboxylic acid [3-methoxy-4-{thiazol-2-ylcarbamoyl)-phenyl)-amide,
4-(3-methoxy-benzoylamine }-AN-thiazol-2-vi-benzamids,
8-(2-cyclopentyl-acetylamino}-2,3-dinydro-benzol 1, 4]dioxine- S-carboxylic acid thiazol-2-

viamide,

&-(2~cyclopentyl-acetylamino }-biphenyl-3-carboxylic acid thiazol-2-viamide,

4-(2-cyclopentyl-acetylamino }-3-(2-methoxy-ethoxy)-N-thiazol-2-vl-benzamide
4-(3 3-dimethyl-butyryiamino)-2-fluoro-N-thiazel-2-vi-benzamide,
Z-chloro-4-(2-methyl-benzovlamino }-N-thiazol-2-vl-benzamide,
4-(2-fluorc-venzoviamino }-V-tiazol-2-vi-benzamide,
4-(2-methoxy-benzoviamino}-N-thiazel-2-vl-benzamide,

henynl Althinnhene.Yorarhavulier armd [ omethulodo thinenl. sl carham o T sdaae] T moedds



5-(3,3-dimethyl-butyrylamino)-biphenyl-2-carboxylic acid
thiazol-2-yiamide, N-(5-chloro-thiazol-2-yl)-4-(,33-dimethyl-but5,71
amino)-benzamid-, N-(5-chloro-thiazol-2-yl)-4-(3-methyl-butyrv
amino)-benzamide, 15 '
N-(5-chloro-thiazol-2-y1 }-4-(2-cyclonropyl-acetyiamino}-beazamide,

4Dl in0-N415-chi, ero:thi |-2- |1b9fam . L
Doy N e AN Ao U B gz - iice,
TS {frorbrerNC o= 2y 4- BAdHmatiy - but syl amin - benzamide,
NUBLOR3! 1-hutyrylami b {-ﬂ}j'g%@ - da
4%,3;&mgg%gﬁaut%/%%gﬁ'%-tﬁ%zbl-z-ﬁ- -tﬁﬁﬁ%lrlgfhemxy-benzamide,
D3 Saifirh R by s s rristhessmewsys Nothiazoke-yl-benzamide,
A43,3;uimethylbLiGaylaming)-3-prepexysiysthiazol-?-yl-benzantiide,
;3-0h|orq;4-.(3,3;d_,me‘thyl-butyrylﬁam no}-5-methyl-N-thiazol?-yl-benzamide,
A EEGRERYIE St RTRRIAeY:3 Blaiterenila azol-2-yl-ben amide.
s @ dmetby-butwo/aminoitd binely Mot 2y henamide,
1-3,3-d methy buty ylam no)-N-thiazo|-2-}~1-3- r fluoromethvl-benzanvde,
g‘-\é?%'lo#%?z{-é, ?affnﬁ/}é‘}flﬁ‘y‘}%u 'g}&%ﬁi%g}-wz%}ﬁ@fm@@%%w%@m@t|2y~
‘oénramidey!-Ra:(3] 2dimpthylepropyl-Riithiaznr2-yl-terephiz zaimnide,
S-dichl.ore- -dim effiVIl -butvrvlarning)-N. -- hiazol-2-vi=o
grgiarﬁqig]é’?{}g_%%ﬁl%ﬁ}@ﬁvpé%)8?-3"_-5?17?21’0&@5Li'-%é%ef‘é’(?ﬁlﬂiéz and 1~-(h
azGlorcytcarbarmoyhphenytycarbaiiimeith 2 2dimethyl-propylester. In still
a further,aspect. there: s grovided 5. compound as, defined.above for use
in medicine. In yétanother aspect, there is pirov"ldeoPa tse of a compound
A HefHe e EbOVE ToriRE@mhdiattiie di-dsmdicatientfor deeatment of a
diseaserselectodfrom the group.consisting of, Parkinson's Disease,
Alzheimer's Disease, Huntington's disease, epilepsia, ‘cerebal 1schemia,
haBnibrTtiaaic SHK, HEBRAtaTisEhertacand hypoxidl isatarichnoidanide,
Haéhiotihage - taymant.taain. injury:-Lrain.damage following cardiac
air_ru,\emg}&ggl%rg?ignanqwe§¥chos\is disorders. The compounds can be ,4

recepiors antagonists feaving ARumman 4550 bina CFaRiay (K1) of 5 al\
ot-{éseittrgleatiof-NgM=onléssl-preferably B850 nMi or 16 less, more

preferrediof 200:0M 95 less, even.more preferted of 50,1 of less and

-timeathvi-propyl ester.
most M

In still & further aspect, there is provided a compound as defined above for use in medicine,

In yet another aspect, there is provided a use of a compound as defined above for the
manufacture of a medicament for treatment of a disease selected from the group consisting of:
Parkinson’s Disease, Alzheimer’s Disease, Huntington’s disease, epilepsia, cerebal ischemia,
haemorrhagic stroke, neonatal ischemia and hypoxia, subarachnoid haemorrhage, traumatic

brain injury, brain damage following cardiac arrest, depression and psvchosis disorders.

ine compounds can be Ag, receptors antz gonisis having a human As s pinding affinity

(Ki) of 5 uM or less, typically of 1 uM or Jess, preferably of 350 nM or



preferred of 10 nM or less. Detailed Description of the Invention In a
particular embodiment the present invention relates to use of such
compounds for the manufacture of a medicament for the treatment of a
disease where an A2A-receptor is implicated, is selected from the group
consisting of Parkinson's Disease (PD),; Alzheimer's Disease,
Huntingdon's disease, epilepsia, cerebral’ ischemia, haemorrhagic stroke,
l.isci i poxia, subarachnoid.-haemor e, traumatic
e S
'B‘Fé%ﬁ%%%i@m%@f 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
Byarsedlarceinborlieh gt theeptesent invention relates to such compounds
wherein Ais *NRs-CO or *CO-NR9, more particularly *NTR9-CO. in
another particular embodiment the present invention relates to such
SOMPBLNE WRErEH R 1 Seretted YRoROhEE6U B consistng ooGipyalkyihr the
preferahly-Giro-alied and-even morg.Jrefarred Céissalkylwhich iﬁzn—receptor is
branched at the (3-position, Cs-~-cyclo 17 alkyl-methyl, C_3.8-cyclafkyl,
H&RFidHenI, fHethoxyBeTizy T and tHio pheHsthemethj ' dnserein Biekse  (PD),
alloitan eycloaliodanayhennsubstituied ofsubstiiutedimith @xemin anethetnag.
of g{{gu!%r e@al?o%ilrgl%pat ggekpre{;sgg]t @vgntig%r%ﬁ%es to,sugh lcompoﬂuqnd,s S,
wherein RE is hydrogen: In another pArticiiar erBodimest (Rapredypn njuy,
ihventien reldtés torsuchGempesndsd WheteinRemisthydrogesskd Mhd psychosis
angther particular embodiment the present invention relates to such
compounds wherein R6 is hydrogen. In another particular embodiment
the present invention relates to such compounds wherein R" is hydrogen,
methyl ot chigronPreferablehygrogen. 13 n.yetanother J%a{é'ec ular,, compounds

embodiment the present invention relates to such compounds
for the manufacture of a medicament for the treatment of Parkinson’s Disease.

In a particular embodiment the present invention relatss to stch commpounds wherein A is

*NR®-CO or *CCO-NR”, mare particularly *NR-CO).

in another particular embodiment the present invention relates to such compounds wherein
7 1 : Il Pl r -~ -
R is selected from the group consisting of Cyg-alkyl, preferebly C; -alky! and even more

preferred Cep-alky! which is branched at the B-position, Cayg-cvelo



wherein R-5 are independently selected from the group consisting of
hydrogen, halogen, Cl-6-alkyl, preferably methyl, C1 -alkoxy and
Cl.6-alkoxy-C1.S-alkoxy, preferably 2-methoxy-ethoxy. 20 In a more
particular embodiment the present invention relates to such compounds
wherein RZ and RG are independently selected from the group consisting
of hydrogen, C1.v-alkoxy and C.v-alkoxy-C1-S-alkoxy, preferably
2-methoxy-ethoxy. 25 In another morg:LpartlcuIar embodiment the present
invention relates to such compounds wherein R3 and R5 are

indepiendentiy, ml@etedmﬁm&t%n@m %%@&%sz?f hydiegsn, B%Prggtﬂyl
C1- @: kv, egggf th Ct 5- alkox referab §2{})methoxy, and

C-v- a oxy-Ct-S- aI x c:pora aK/bf oxyt-eedtﬂb sHifigorEHhetsyl and
trifluoromethoxy. 30 Partlcular compounds of the invention are

comipousiatis: 1pd:83uas eiselasaeinnthe-examRIeRiol 8.IIRE ROMACURLS Al
the gengrakiqumula, !g] [pay exist as optical isomers thereof and such

optical isomers are also embraced by the invention. Throughout the
specification and claims, reference to specific compounds refers to the

racematethiuniessdthentisérindieateebni HedeIM ChifealiybigfelmdR@as
branghed.osunhranched alkyl group having from one to six carbon atoms

inclusive, such as methyl, ethyl, 1-propyl, 2-propyl, 1-butyl, 2- butyl,
2-methyl-2-propyl, and 2-methyl-l-propyl_ The term Ci-s-alkyl refers
Similarhpotibrarichibd enbmiranched ok groupibavingel amane s eihis
carbgﬁki@ggmsqigdg%lwlve The term C3_s-cycloalkyl designates a
monocyclic or bicyclic carbocycle having three to eight C-atoms, such as
cyclopropyl, cyclopentyl, cyclohexyl, etc. 15 Halogen means fluoro, chloro,
brontio Beivd@articular embodiment the present invention relates to such compounds

wherein R* is hydrogen, methyl or chloro, preferably hydrogen.

15
In yet another particular embodiment the present invention relates to such compounds
wherein R** are independently selected from the group coasisting of hydrogen,
halogen, C,¢-zalkyl, preferably methyl, Cig-alkoxy and Cg-alkoxy-C;g-alkoxy,
preferably 2-methoxy-ethoxy.

20
In a more particular embodiment the present invention relates to such compounds
wherein R* and R* are mndependently selected from the group consisﬁng of hydrogen,
Ci.g-alkoxy and Cy.¢-alkoxy-C;.s-alkoxy, preferably 2-methoxy-ethoxy.

25 In anotber more particular embodiment the present invention relates to such
compounds wherein R® and R® are independently selecied from the group. consisting
of hydrogen, halogen, Cy.¢-alkyl, preferably methyl, Cys-alkoxy, preferably methoxy,
and  C¢-alkoxy-Ci.¢-alkoxy, preferably 2-methoxy-ethoxy, trifluoromethyl and
trifluoromethoxy.

30

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

exampies.



As used herein, the term acyl refers to a formyl, C1 5-alkylcarbonyl,
arylcarbonyl, aryl-C1.6-allcylcarbonyl, C3-3-cycloalkylcarbonyl or a
C3_s-cycloallcyl-Cl.6-alkyl- carbonyl group. 20 The terms Cl-6-alkoxy,
C3_s-cyeloalkyl-C1 -alkyl, aryl-C1 -alkyl, heteroaryl- Cl.6-alkyl, CI
6-allcylamino, Ct_6-allcylcarbonyl, and the like, designate such groups in
which the Cl-6-alkyl, aryl, heteroaryl and the Cis-cycloallcyl group are as
defined above. 25 The term aryl refegs to a carbocyclic aromatic group,
such as phenyl or naphthyl, in particular phenyl. The term heteroaryl
refers tofsmemberedmanDoyelit.ings skehaasplichitatinzefera0and such
3H-1,2,3-oxathiazolyl, 3H-1,2.4-oxathiazolyl, 3H-1,2.5-0xathiazolyl
R LT AR, e AR e
3Hciime gfeRaFoly EPriB ocemsean sy fasd P hfisespaipt roless otherwise
3HilaRs3e€lithiazolyl, 3H-1,2,4-dithiazolyl, 1,3,2-dithiazolyl,
S1,4,2-dithiazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,5-oxa 19
diazolyl, 1,3,4-oxadiazolyl, 1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl,
1,2 Barrariarofy EoRr iRia Rzl TRbonshator B - 1SR (R G,
isoxazalyhrexazotyl, inshtiiazealyh thiazthyl, dhdinidraolyl 2 Prbpyrazalyl, 2-
1H~&¥§[9!Y&%@9x§l JHEl zllla'é%maggﬁ@rﬁ@%p&md nogyclic.fings

T
such as 1,2,3-oxathiazinyl, 1,2,4-axa 5 thiazinyl, 1,2,5-oxathi.azinyl,

Yy ,
4H 8, BrERehesh T AT A% 2R TS P, SOBKAT AR, cexbon stoms

10l,2i3ethioxazinyl, 1,2,4-dioxazinyl, 4H-1,3,2-dioxazinyl,
4H-1,3,5-dioxazinyl, 1,4,2-dioxazinyl, 2H-1,5,2-dioxazinyl,
1,2,3-dithiazinyl, 1,2 4-dithjazinyl, 4H-i,3,2-dithjazinyl, . .
aH-118 ERifrEs IR SRS SR 5T BRI AR Yoo having three
2H-ib, 2 Brcathiazimdh 2H-1cRptopXadiakzieply Rleyd @ Bsbxacio diazinyl,
2H-1,2,6-oxadiazinyl, 2H-1,3,4-oxadiazinyl, 2H-1,3,5-oxadiazinyl,
2H-1,2,3-thiadiazjnyl, 2H-1,2,4-thiadiazinyl, 2H-1,2,5-thiadiazinyl,

1§H-%‘?§?§?Prﬁ1§?“ éﬁ%ﬁi ,°5!}3€‘1°,%‘,‘2fﬂ%?é&?§%iny|, 2H-1,3,5-thiadiazinyl,
1,2,3-triazinyl, 1,2;4-triazinyl,

As used herein, the term acyl refers to a formyl, Ci¢-alkylcarbonyl, aryicarbonyl,
aryl-Ci¢-alkylearbonyl, Csg-cycloalkylcarbonyl or a Csg-oycloalkyi-C; s-allcyl-
carbonyl group.

20
The terms Cig-alkoxy, Cisg-cycloalkyl-Cie-alkyl, aryl-Cig-alkyl, heteroaryl-
C,.¢-alkyl, Cis-alkylamino, Ci.¢-alkylcarbonyl, and the like, designate such groups in
which the Ci.¢-alkyl, aryl, heteroaryl and the Cs.s-cycloalkyl group are as defined
above.

25 .
The term ary! refers to a carbocyclic aromatic group, such as phenyl or naphthyl, in

particular phenyl.

The term heteroaryl refers to S-membered monocyclic rings such as 1H-tetrazolyl,
30 3H-1,2,3-oxathiazolyl, 3H-1,2,4-oxathiazolyl, 3H-1,2,5-oxathiazolyl, 1,3,2-oxa-
thiazolvl, 1,3,4-oxathiazolyl, 1,4,2-oxathiazolyl, 31,2, 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-



1,3,5-triazinyl, 2H-1,2-oxazinyl, 2F-1,3-oxazinyl, 2H-1,4-oxazinyl,
2H-1,2-thiazinyl, 2H-1,3-thiazinyl, 2H-1,4-thiazinyl, pyrazinyl, pyridazinyl,
pyrimidyl, pyridyl, 15 2H-pyranyl, 2H-thiinyl; and to bicyclic rings such as
3H-1,2,3-benzoxathiazolyl, 1,3,2-benzodioxazolyl,
3H-1,2,3-benzodithiazolyl, 1,3,2-benzodithiazolyl, benz- furazanyl,
1,2,3-benzoxadiazolyl, 1,2,3-benzothiadiazolyl, 2,1,3-benzothiadiazolyl,
1H-benzotriazolyl, 1,2-benzisoxazoly, 2,1-benzisoxazolyl, benzoxazonyl,
1,2-benz- isothiazolyl, 2,1-benzisothiazolyl, benzothiazolyl,
1 HBE S midazSRiieeivindezdifiadnzsiyll D2 chindieatiiblyl,2.5-thiadiazolyl,
i ermmesy el Te A e K
5061129010%0 1-{r2rRanzoaitn| -nenzodihialyl, 1H-indalyl,
2H?isoindol l, benzﬁofuranyl, isok?ﬂefnzof%?’éar?ﬁgi %%Pﬁg&ﬁ%h)%m n?l, sy,
2-BERDBHARSITY O R B ORI R asHRin 5 b deasihipinyl, 1,2,4-oxa-
5 2HHa2shenzdXeaiayia2hid] , 3Eben - exarinyhy Q H- 4, 24-benzoxaZinyla, 3-oxa-
2H:3 Jshenzoxazinyly:dH:2, J-benzothiazinyl, 25 1H-2,3-penzoshiazinyl
2H-1,2-§’§nzothjaz’inyli 2H-f?f%-bg—:'nzo’tﬁiazinX I 12 ’-1,4-benz%’z-£[%1%%fny_l,iyl’
oHH S RS iy ’éiﬁﬁibcf?f?ﬁﬁ‘?ﬁlhtal%%ﬁ;%:?qﬁ!}ﬁ;f&%&ﬁhyl, Wiyl
isoh’%uﬁdigdi.aq:;.ij#mIy‘ilfilH3Z—b'ﬁhim’pyr,anW{iQil;Bi-hiaﬂmyranyjz,t,z-diﬂﬁazinyL
1H2-berzathiosRyranyl o5 231:henzothiopyranyl, 30, The fermyrac means

raceme. The acid additign salts of the compounds of the invention are

10 o haHfEe Ut -SRI salté fotméa H it toxdE delds O deiptary
of 8ehordunissails & thdegbiwithinydleid/fudfatit;dbenzaic 2 ASComiBa-

suarii oAl s EURNENesAI i 20 MEDRASHIOING ¢ ey
et ayg(;c“SU]fOl"llC acedtic, proplonlchtarta,rlc sallcyhc, CIUIC,%UCOI’]IQ, _aCtIC,
malie SR A SR it AL O e FaP R S aRe B i 2 B
gly&Biic3 thaniinebeHzolchiiutamicybenzenesutibnioyan dtheodiylineidyl,

15 SCQBLCpﬂtﬁéﬁﬁ,, %@ﬁﬁa&@ssaﬂae@-%ﬁmemt’%’ lings »f Ojﬁ)f%:;@m&z&:{ca&iazq}(ﬁe
-Qr eo ne. ry or.gucn inorganic salts are tnose wi
iy I e AR A S kg
Thé'pRahaéedtearenfipatitionsiof thisdieiinilorthd sSenvmiichdamiyl,
mariiastisas-oin ACooreaneewitl this myentencmawhe administesadby
ANy SHIBRIG rOWIE Tl thiazolyl, benzothiazotyl 1 H-bengimidazolyl, 1H-indazolyl,

20 3H-1,2-benzoxathiolyl, 1,3-benzoxathiolyl, 3H-2,1-benzoxathiolyl, 3H-1,2-benzo-
dioxolyl, 1,3-benzodioxolyl 3H-1,2-benzodithiolyl, 1,3-benzodithiolyl, 1H-indolyl,
2H-isoindolyl, benzofuranyl, isobenzofuranyl, I-benzothienyl, 2-benzothienyl,
LH-2,}-benzoxazinyl, 1H-23-benzoxazinyl, 2H-1,2-benzoxazinyl, 2H-1,3-benz-
oxazinyl, 2H-14-benzoxazinyl, 2H-3.1-benzoxazinyl, 1H-2,1-benzothiazinyl,

25 1H-2,3-benzothiazinyl, 2H-1,2-benzothiazinyl, 2H-1,3-benzothiazinyl, 2H-1,4-benzo-
thiazinyl, 24-3,1-benzothiazinyl, cinnolinyl, phtalazinyl, quinazolinyl, quinoxalinyl,
isoquinolyl, quinolyl, 1H-2-benzopyranyl, 2H-1-benzopyranyl, iH-2-benzothio-
pyrany! or 2H-1-benzothiopyranyl.

3¢ The term roc means racemie,

The acid addition salts of the compounds of the invention are pharmacentically
acceptable salts formed with non-texic acids. Exemplary of such orgamic salts are

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



10 example orally in the form of tablets, capsules, powders, syrups, etc.,
or parenterally in the form of solutions for injection. For preparing such
compositions, methods well known in the art may be used, and any
pharmaceutically acceptable carriers, diluents, excipients or other
additives normally used in the art may be used. 15 Conveniently, the
compounds of the invention are administered in unit dosage form
containing said compounds in an amount of about 0.01 to 100 mg. The
total daily dose is usually in the ran&é’ of about 0.05 - 500 mg, and most
Prefarahly.about QdteBQmeof therctivecampound.of the,inventian,;20

The compounds of the invention are prepared by the following general

mEtHBHE: S o ditliSy B Cm PRI Sith RGP L RS  Peigiies 1

" H RNHRFIZBIR. wheteihRzciR $ligaascdbsorbedlabovedwithdrdhnb oxylic

10

15

20

25

acighR7-&0QN ofscarboxylic.macishehiaridesR 7000l Whesein 74518 Sine.

de%led Iiabovie. Zé The Cou;l)lin oé compounds of formula |l with )
o ORI A AR TG T JRHBRTeRT By YA RGBT, e
knWiedigedbhetterichedmists skilied in the art. This includes coupling in the
presence of a uronium salt coupling reagent and 5 diisopropyethylamine

OFEAL SR ASs e ggh 2505, nAsuabepor &l
matertalsdeiororThihin Rhtrierbmykcaitivkirddy RIVGOS ntdsee, for
presease of:a;suitabierhaseskeh AsRLIARe akiempalalures: betwesny
Zoig%g fggmao%léif}@lglo%sjs ‘olrv1%?etc 1id g‘rspr]ép%h%g thkog%gog?ﬁons, methods well
imown in the art may be used, and any phammaceutically acceptable carriers, diluents,

excipients or other additives normally used in the art may be used.

Conveniently, the compounds of the invention are admimistered in unit desage form

containing said compounds in an amount of about 0.01 to 100 mg.

The total daily dose is usually tn the range of zbout 0.05 - 500 mg, and most

preferably about 0.1 to 50 mg of the active compoumd of the invention.
The compounds of the invention are prepared by the following general methods:

a)y Coupling of a compound with formula II

RG
T8 1
1 Rs
R™ g N 1
H 2
R NHR®

RS

wherein R' — R? is as described above, with a carboxylic acid R'-COOH or carboxylic
acid chloride R™-COCY, wherein R” is a5 defined above.



10 b) Condensation of a compound with formula Il with isocyanates
R7-NCO wherein R7 is as defined above The coupling of compounds of
formula Il with isocyanates R7-NCO is performed by 15 standard
procedures knowledgeable to chemists skilled in the art. This includes
condensation at temperatures between 20-150 'C in a suitable polar or
apolar solvent such as NMP or 1,2-dichloroethane. c) Condensation of a
compound with formula Il with a chlotdfonnate R7-OCOCI 20 wherein RC
is as defined above. The coupling of compounds of formula Il with
chloroformates R7-O0O0CI is performed by standard procedures

knawledgeahle to chemists skilleghinithe: agh ] %bm&d%ésa@ﬁd%ﬁﬁ%
at tem ‘?IR%I res b ween 2 80 C |n a swt ble polar or apolar solvent
i R PBBERE F 878 b S SHER 61 S A s

sumhlée&&meimylatmwﬂ@ drCooplimg of arcommposatd withiifer medgett 224
sR @ﬁE&r?y%ﬁ%ﬁDﬁ%ﬂx} H %&Q%@%cﬁ@é@&! QH‘SB ’(B@nlﬁ Q&table polar

descrlbe above, with an amine HN(R9)R7, wherein R~ and R7 is as

defthBRPHH RIS PR QNG ot €5 &'S’ﬁﬁaﬁ oPFEPHRURS AT SiAtHog ateals
HN{R@)RU I8 PerfitrmretbhylistaiiddaiditocRE0res kndivliptdgeablefto suitable

chemists gkiled.inthe.att, Jhisinciudes couphing in theRresenssala as

uronium salt coupling reagent and diisopropyethylamine (DIPEA), at
tempefitiirsbatieen 20-80 C, in a suitable polar or apolar solvent such
1tas NMP or 1,2-dichloroethane.

b} Condensation of 2 compound with formula I with isocyanates R'-NCO wherein
R is as defined above

The coupling of compounds of formuta I with isocyanates R™-NCO is performed by
15 standard procedures knowledgeable to chemists skilled In the art. This includes
condensation at temperatures between 20-150 °C in a suitable polar or apolar solvent

such as NMP or 1,2-dichiorosthane.

¢) Condensation of a compound with formula IT with a chloroformaite R7-OCOCT
26 wherein R’ is as defined above.

The coupling of compounds of formula II with chloroformates R’-OCOC! is
performed by standard procedures knowliedgeable to chemists skilled tn the art. This
inciudes condensation at terperatures between 20-80 °C in a suitable polar or apolar

solvent such as NMP or 1,2-dichioroethane in the presence of a suitable base, such as

25  triethylamine.

dy Coupling of a compound with formula IIT



10 Compounds of formula H were prepared according 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 15
coupled with suitably substituted 2-amino thiazoles in a suitable solvent
such as 1,2-dichloroethane in the Bkr)fsence_ of a suitable base such as
pyridine, at a suitable temperature between 20-60 C. The products were
then E{e,duced to the corresponding anilines by procedures known to
chemists sgilled iB the at, such as catalytic hydrogenation using

d a spitable cata)ést such as 5% Pd/C in a suitable 20 solvent

edtiction using a suitable metal reagent such as
SnC12 or Zn(g8) and able acid suchlas HCI, at a suitable
00 G

prepared by reaction of Suitably substituted N- protected 4-amino benzoic

acids by chlorination of the carboxylic acid, and coypling 25 with suitably
suaétm&!zﬁami?fodﬁﬁﬁ%@eﬂ&f’m S e BB et &@ﬁ%&? s

abavesfatowed:by deprotection of the amino functionality under suitable
conditions, such as acidolysis. Alternatively, suitably substituted 4-amino
benzoic acids were 23 coupled with suitably substituted 2-aming thiazoles

Sin thB°HEBERE & DR RArR G RIE B by AEEEE RS performed by

1-(BtatitnethytandineptopylGetiy|icarhodimidelltd drobhlerid 8tirs theludes

preéc%IF.‘ﬁﬁg% asyitable.agditive:shchias, dshydraxenzotiazalsyit @amine
a

suitable solvent such as 1,2-dichloroethane in the presence of a suitable

baddStich-45 SRS R SRebHE temiparRtitd aitieapstrette such

Compduvinds bifbichieieetikwere prepared according to standard
erocedures known to chemists skilled in the art as outlined below. ,

Suitably substituted methyl 4-chlorocarbonylbenzoates were either
cortRRCEEA S\ EREBIE R e RIEE by 10 Cho A G FIRE e tpown to

corrdspomdikigdartibx plicza cidinwitteloxalyidhloyide ot detdmykodhiorigecid
andoweracovpled;ith 2aminaibiazalenin a:Spitahie SOVaNLSUeBast the
corresponding carboxylic acids with oxalylchioride or sulfonyl chloride, and were

15 coupled with suitably substitited 2-amino thiazoles in a suitable solvent such as
1,2-dichloroethane in the presence of a suitable base such as pyndine, 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
hrydrogenation using hydrogen and a suitable catalyst such as 5% P&/C in a suitable

20  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 teroperature such as room
temperature and in 2 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

25 with suitsbly 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



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
saponified to the corresponding carboxylates by procedures known to
chemists skilled in the art, such 15 as treatment with 2M NaOH (aq.) at a
suitable temperature such as room temperature in the presence of a
suitable organic co-solvent such as THE, followed by acidification to yield
the carboxylic acid products. Experimental Section 20 Analytical LC-MS
data were obtained by either of two nfethods: (method A): on a PE Sciex
APtaSEEXtinstighenteduipp2dumith tairdoaSpray sewee aintearbodiimide
Shiggagey LCBMSLCII0N LC Sysiei, COMMT A0 I RIS .

Symmetry C18 column with 15 un particle 'size; solventsyst
waPé’P/fP‘?P&?ﬂS%@efﬁ% P RR Q) a@ﬁ%ﬁ"&rﬂﬁ‘@mﬁw as 1'h3’df Oxybeﬂzomzole n
watenigedtowitris/sniflucr bacitidcacith{b: 95 tBeB)s ame thiockulitihieiagr aaie at

selutieres with A0%A 10,100, Bin A mishapd 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
SedexFshds-ohmnels ITwEk $regdetdcicrodifilic dmalydiesttdBePBlown to

autgsamplesequippedyyith.4 '@esﬁﬂge\ﬁalv%uﬁ%ﬂgbfb V\é@é%ﬁﬁeé%gﬁm
Blng_x%HPLC pumps. Column: 30 X 4.6 mm Waterswgmmetr

coldrin RiTA 2BY eﬂﬁfﬂﬁ’fe‘gﬁ‘é U mrEporprly 2 T@ﬁtr?ﬂuﬁf@‘&?é‘h@y
10acidhipt30to106] trdBrespratertacetonjtileltifluoitacefigiddia (5 :@5:0103)]

methegiikingar aradispelulion Wit 00%A49. 100% Bdmé minandwit.a
flo Eaée qor I I/min. 24 Purl'%/w s determined by integration of the UV

(252 M) AR BRI AL BESTRE etehitt e TR par e dired Setyifnbic
mingtazrSittd NiRespeditredwile Beoredvats508:t3 ki zsepvaiBroker the

AV%%S%&QQMH&W%%&Q A3 MHZ an.aBrukar A ﬁ?Qﬁ, such

instrument Dteuégz eeg %F | sulfoxide (99.8%D) was used as solvent.
BrvE WEETL f 8?1%%“1?&11?1835?3& EHE LTSI SRgaes

expresbedrinspn. sthe folloWingrabliveviasidvsriarecused TEIFM ditipheitytof
NMRigignais: & yisingletadsxHrublebbamiiplet, g = quartet,

Experimental Section

20
Analytical LC-MS data were obtained by either of two methods: (method A): on a PE
Sciex APl 150EX instrument equipped with an IonSpray source and a Shimadzu LC-
8A/SLC-10A LC system. Column: 30 X 4.6 mm Waters Symmetry C18 colurmm with
3.5 pm particle size; solventsystem: A = water/triflucroacetic acid (100:0.05) and B =

25 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 BElectroSpray source, a
Micromass Waiers MUX-2488 UV—detéctor, a Sedex 754 4-channels LT-BLS-
detector, a CTC Analytics HTS-PAL autosampler equipped with 4 injection valves,

30 and 4 Waters 1525 Binary HPLC pumps. Colunm: 30 X 4.6 mm Waters Symmetry
C18 column with 3.5 pm particle size; solventsystem: A = water/trifiuoroacetic acid
(100:0.05) and B = water/acetonitrile/trifluoroacetic acid (5:95:0.03); method: Linear
gradient efution with 90% A to 100% B in 4 min and with 2 flow rate of 2 ml/min,
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10 qui = quintet, h = heptet, dd = double doublet, dt = double triplet, dg =
double quartet, ft = triplet of triplets, m = multiplet, br s = broad singlet
and br = broad signal. For column chromatography silica gel of the type
Kieselgel 60; 40-60 mesh ASTM was used. Microwave heated
experiments were performed with a Personal Chemistry 15 Emrys
Synthesiser or a Personal Chemistry Emrys Optimiser. Examples
Preparation of intermediates 20 4-Ampino-N-thiazol-2-yl-benzanride:
2-Amino thiazole (100 mmol) was suspended in 1,2dichloroethane (200
mL) and pyridine (100 mmol) was added The mixture was added portion

Wi%ltl SCE%%%@ g %f lpér%§55 Stll’l’Ed af%é)“d glg%mrﬁ%%%ég The

1,2-dichloroethane (50 ver n|

reé&f?&ﬂ%?ﬁﬂ?ﬁé@é@%@?ﬁ%ﬂ%@é The filtrate was washed with
1,2-dichloroethane and dried in vacuo. Yield: 96% IH NMR (Dc-DMSO):

7. 3@1(@11&!5')31%&9 (QerU')regoﬁﬁﬁ a‘%%&ﬂh’% 6 gbr SB VALICE, DRE?&%

4-Nitro-N-thiazol- 2‘1_}/I -benzamide (28 mmo was suspende In abs

(408 TS dhivf-dcdvite ‘(%GoBﬁiﬁfa%ﬁ GRAcRIEsHE Bemermedninyshak
adaelﬁ»mmﬁ@osfzﬁwl@% ReC 40 SlginT HEMSI xkdEe nass daydﬁag@naé@eﬁ@g

20aidban e Vkoetalan gL as s, and e solvent

Was ove%%)gderr duced pressure. The cru Was adld)éldm

NaF A BV Ry ?l—? %e%l?bﬁlalﬁ?ﬁbl%‘l id Wal?ﬁdlrv@ééﬂef
remevedibysfilrationtetndidriedile dahile, Fredigbiciphases-wetble quartet,

separaigeh: he-praanics warswashedwith brne drigd.ayer M504,

filtered and evaporated to yield a solid. The solid fractions wereé pure
product and were combined. 5 Yield: 83% (80% overall). 1H NMR

(DEDNSDY h98npte 2y GiBeR (2! 26 T L8e (ks HAIiehiolhdy ASAVM,
2HYiab 248 (0EcSovlddld heated experiments were performed with a Personal Chemistry

Emrys Synthesiser or a Personal Chemistry Emrys Optimiser.

Examples

Preparation of intermediates

4-Amino-N-thiazol-2-yi-benzamide:

2-Amino thiazole (100 mmol) was suspended in 1,2-dichiorosthane (200 mL} and
pyridine (100 mmol) was added. The mi:lctum was added portion wise to a suspension
of d-pitro benzoic acid chloride (150 mmoly in 1,2-dichlorcethane (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 i vacuo.

Yield: 96%

1H NMR (Dg-DMSO}: 7.33 (d, 1H); 7.60 (d, 1H); 8.26-8.41 (4H); 12.96 (br s, 1H).

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

pressure. The crude product was added NaHCOs (sat) and ethvl acetate. the
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4-Amino-3-methyl-N-thiazol-2-yl-benzamide: io 4-Nitro-3-methyl-benzoic
acid (83 mmol) was suspended in 1,2-dichloroethane (500 mL) and
dimethylformanude (DMF) (5 mL) under an argon atmosphere.
Oxalylchloride (2M in dichloromethane, 62.3 mL) was added slowly to the
stirred suspension. After stirring at room temperature for Ih, the solvent
was removed by evaporation undezr educed pressure, and the reaction
mixture was re-dissolved in 15 1,2-djchloroethane (400 mL). A suspension
of 2-amino thjazole (83 mmol) and pyridine (83 mmol) in

1, 7HERS SetaR e {EB G AL T RS hHY U 38 R0 P idEEdTie deacilbp liquid
mixtere Wwars stiredal 50 Crevsrnight: Fhasolvwiht bias, remso\Re: ungen,

reduced pessupe-and heselidsweredessusnendsd in ethyl acetate (50
mL Eand NaHCO3 (sat.) (500 mL)_ The solids WeresrerehrO\%laI(rJI6 63350 I t?taﬁ%(rg
(purém "r%%bd‘é and 20 the liquid phases were separated. The organic

phasddwadoEShedewlth NaHCO3 (sat.), dried over MgSO4, filtered and
evapastednThesivde yas rergrystallized,from eihylnase

prg‘%i;iclt fr%%gons& t?(rde coﬁbingd. Y%Id: 76%. 13 N}I(i/l—?-‘i %%%Eg&%jjot?%%
(s, 7507 351 YHY: 7.60 (d, 111); 8.10 (d, 2H); 8.20 (d, 25 2H): 12.92
(br s, 1H). 4-Nitro-3-methyl-N-thiazol-2-yl-benzamide (63 mmol) was
suspenrled-Rnabs. EiRH1(200un:).and. ethyl acetate (100 mL) and glacial

acetic acid (10 ml) was ad follgwed by 10% PdJC (1 g). The mixture
wagsiﬁf/rg r%éé%%@%o@r nﬁﬁ%@%t%cggm.Séﬁj?ﬁmd%g%%?@ﬁ%t@@
waBlfiteio Siertndieamantaya8ehovednindended uoe dupgresstimesphae.

crusieipratini-was asdesibiabGoR (satd) and ethvlacetate the demnaining

soliglfragtion was g&wgﬁ@e@t@&%&&@%ﬁﬂ g%ggffw- The liquid

phasés were separated, the organics were washet WithBHRaS S Gvey
MGERDA0% FiteTe P aeraporateat dlyierietion i walidefastions in

15 werg-pradhictiant were reombineehorield: §5%fA2%0mvesrllz 3 HuNMRama

20

25
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(DBRMTN 28045131 DRl Bo PR i il it L 39K
reaction mixture was stirred at 50 °C over night. The solvent was removed under
reduced pressure and the solids were re-suspended in ethyl acetate (500 mlL} and
NaHCOs; (sat.) (500 mL). The solids were removed. by filtration (pure product) and
the liquid phases were separated. The organic phase was washed with NaHCO, (sat.),
dried over MgS0,, filtered and evaporated. The crude was re-crystallized from ethyl
acetate and the product fractions were combined.

Yield: 76%.
1TH NMR (Ds-DMSO): 2.58 (s, 3H); 7.33 (4, 1H); 7.60 (4, 1H); 8.10 (4, 2F); 8.20 (d,
2H); 12.92 (br s, 150).

4-Nitro-3-methyl-N-thiazol-2-yl-benzamide (63 mmol) was suspended in abs. BtOH
(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 Ha.
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 filiration and dried in vacuo. The liguid

phases were separated, the organics were washed with brine, dred over MgSOy,



s 11f); 7.69-7.81 (m, 214); 11.96 (br s, 11-1). The following compounds
were prepared analogously:
4-Amino-2-methoxy-N-thiazol-2-yl-benzamide: 1o Yield: 53% 1H NMR
(D6-DMSO): 3.45 (s, 311); 6.15 (s, 2H); 6.25-6.35 (2H); 7.20 (d, 111);
7.46 (d, IH); 7.71 (d, 1H); 10.97 (s, 1H).
4-Amino-3-rnethoxy-N-thiazol-2-yl-benzarnide: 15 Yield: 17% 1H NMR
(De-DMSO): 3.85 (s, 311); 5.59 (s, 2H); 6.67 (d, 111); 7.19 (d, 111); 7.48-
7.65 (3H); 12.17 (br a, 1H). 4-Amino-N-(5-chloro-thiazol-2-yl)-benzamide:
20 Mield: 349 : s, 21-1): 6.59 (d, 2H); 7.53 (s
e 10y, 4 Ao K Sl D3
enZSThtE 25 Yield: 16% 1H NMR (D6-DMSO): 2.35 (d, 311); 5.90 (s,
2HY 185 75d, (227 o¥etBl(d, 1H); 7.81 (d, 211); 11.83 (s, 1I-I).

4-AmingrR-ghlgsorddiarnl:21ybenz En'ﬁ%?l A8 (@, 11y 7.17 (4, 1H); 7.39 (@
4-%%@-2-8gI%EO-N-t%i§zol- - I%)gnza%i’de 5 mm%l) wés dissoved i
glaci | 488t AR Hlf) ‘ddtled to a mixture of SNC12 in HCI
(cone.). The reaction was stirred at room temperature over night, then

pounedanrtaice andhneutialized with NaQidudhe aqueous phase was
extracted with ethyl acetate, the organics were combined, dried 27 over
MgS04, filtered and evaporated. The crude product was purified by flash

chrometograpipon-Sitibiaesinglderaialat of ethyl acetate in heptane.
1oYielde@d694foverall) 1H NMR (D6-DMSO): 5.95 (s, 2H); 6.52 (m, IH); 6.65

(d Dt Drr b 420 (um, BHE 309 30X 528 Gl 1m0 7.46

(d, 1H); 7.71 (d, 1E); 10.97 (s, LH).

e

4-Amino-3-methoxy-N-thiazol-2-yi-benzamide:;

15 Yield: 17%
1H NMR (Dg-DMSO): 3.85 (5, 3H); 5.59 (s, 2H); 6.67 {(d, 1H); 7.19 (d, 1H); 7.48-
7.65 (3H); 12.17 (br s, 1H).

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

20 Yield: 34%
1H NMR (De-DMSO): 6.02 (s, 2H); 6.59 (4, 2H); 7.53 (s, 1H); 7.83 (d, 2H): 12.29
(brs, 1H). '

4-Amino-N-{S-methyi-thiazol-2-yl)-benzamide:

25 Yield: 16%
1H NMR (Dg-DMSO): 2.35 (d, 3H); 5.90 (s, 2H); 6.57 (d, 2HD); 7.15 (4, 1H); 7.81 (4,
2H); 11.83 (s, 1ED. '

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

30 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 FICI (conc.). The reaction was stirred
at room temperature over night, then poured onio ice and neutralized with NaQH. The

aqueous phase was extracted with ethyl acetate, the organics were combined, dried



4-Amino-2-methyl-N-thiazol-2-yl-benzamide:
4-Acetylamino-2-meliyl-benzoic and (16 nunol) was suspended in
1,2-dichloroethane (100 mL) and DMF (1 mL) under an argon
atmosphere. 10 Oxalylchloride (2M in dichloromethane, 12 mL) was
added slowly to the stirred suspension. After stirring at room temperature
for Ih the solvent was removed by evaporation under reduced pressure,
and the reaction mixture was re-dissolved in 1,2-dichloroelzane (80 mL).
A suspension of 2-amino thiazole (1&mmol) and pyridine (16 mmol) in

1.2dighlareethanec20ml Lwigs-addedportion wisg, T 6.4 2488¢HN 1.ch

mixtHIre was stilrred a{ 50 C over night. The solvent was removed under
redUCed preceire and the 88 iEwers st pesried FRRSH acetate (100
mLY e RaHeadlsat.) (100 mL). The liquid phases were separated and
the agreaugRiassowas exdracted i eyl acetaieghhe comb
org cpgga@e’zwelrf W sr}% v%?fh Wgt?gr, d}éfed ov&gr I\%SOJ%E%%’%%@’
he Crud‘e %n“o

evaporated. tt was purified by 20 flash chromatography
on silica using gradient elution (heptane/ethyl acetate). Yield: 25%.
4-AcetylaminpsnmathyiNihiazeln2aylibenzamide (4 mmol) was refluxed

ovey night, in. HC| (8M) (50 mL). The pH was adjusted to 8 with NaOH
(aq{—b"c%nté%élﬂa 'fh!gele’%g g?%%’dét Waécédremeg/ged ‘B%/“ﬁﬂratiﬁ?ﬁ walRsadAn
watber-SHarettaR: v Ao Mk | 6nd DM B o6 ovalral il NV RHED6-BMSE)re.

1@135)i51y3dﬂ%r51@@z§@ I8, czﬁll?lx@;ﬁé&énéﬁ (2 hli)LY -%Zs (Qdd%h*)séo%ﬁzt&%l H)ired
7.43  30:4- mino-3-fluoro-N-thiazol-2-yl-penzarpide:
4-Niﬁ§-%-fi_uéro- ereﬁ20|cga%i(§0€§§éerr§ri1?ﬁgl V\C}a%%llsgs%'ﬁéo AR CRC d
mL PRI R AEYRS O e SO Eswo3eh o ljensism adedrandhe-fxtirg in
was ReditetbatEme far 15h). Thesepation npixtugwasiconied @d:iher and
sol g&mgqgntp&{ eyapeoration, The 28 Jesidue was re-dissalved in
1,2\§§%hloroethane.)Thi_s ’solutionrc\}/?/as aedggdr%%ﬁvvﬁsaed gtgpgﬁsoﬁle‘ﬁqsﬁ%n%?
13- affiffiBoth A6 (ABOSHFOFattt BIPEA 1270 fhnet Vet Rasichiorosthrise
(IL) redtlean ehanical Stiingliavhiterihe RERRIAIURC WIS £8RtAE1 00 mL) and
NaHCO; (sat) (100 mL). The liquid phases were separated and the aqueous phase
was exiracted with ethyl acgtate. The combined organic phases were washed with
water, dried over MgSQ,, filtered and evaporated. The crude product was purified by

20 flash chromatography on silica using gradient elution (heptane/ sthyi acetate).
Yield: 25%.

4-Acetylamino-2-methyl-N-thiazol-2-yl-benzamide (4 mmol) was refluxed over night
in HCl (8M) (50 mL). The pH was adjusted to 8 with NaOH {aq., conc.) and the
25 product was removed by filtration, washed with water and dred 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, TH);
7.42 (d, 1E); 7.48 (d, 1H).

30 4-Amino-3-fluoro-N-thiazol-2-yi-benzarnide:
4-Nitro-3-fluoro-benzoic acid (535 mmol) was dissolved in toluene (500 mL) and
THEF (75 mL). SOCI, (930 mmol) was added and the mixture was heated at 65 °C for

5h. The reaction mixture was cooled and the solvent removed by evaporation. The
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45 C. Upon complete addition the reaction mixture was heated at 60 C for
1.5h, then 5 allowed to cool to room temperature and stirred over night.
The reaction mixture was filtered, the solids were washed with
1,2-dichloroethane and dried in vacua. Yield: 35% 1H NMR (D6-DMSO):
734 (d, 1H); 7.61 (d, 111); 8.10 (m, 111); 8,23 (m, 1H); 8.31 (m, 111);
13.00 (br, 1H). 10 4-Nitro-3-fluoro-N-thiazol-2-yl-benzamide (7.5 mmol)
was suspended in EtOH (abs., 60 m}) and ethyl acetate (30 mL), glacial
acetic acid (5 mL) and 10 % Pd/C (300 mg) was added, and the mixture
wasshydrogendiedifed 121 dagisimdethIbarii2oftie: veacfitn mopture was
f"tgége%n%pog eyaporaied.anchre-disspvadn ethy! ageiate (369 1wl and
NaHCO3 (sat., 60 mL). The aqueous phasé was adjusted to basic pH with
NaGHICHYalEPthE phEde S frars sl paraie e Brdamrephssdthase! »
waghed vwith darine;diiediaver MgSod rfiltered and:exdap 60 &te thr Yisldthen
oo MR RE DMK.8.00 (3,2 DS 1 2
(d, TH); 7.51°(d, 1H); 7.74"(m, 20 1H); 7.81 (m, T11); 12.19 (s, 1H). The
ol B\TE ESFRIBENEE Wetrbrdfat eihigrgBgansd doed i vacio.
4-Armdiao32stluoro-N-thiazol-2-yl-b enzamide: Yield: 16% 25 1H NMR

(D64 -0 2H); 6,3 ' -1 ¥l 234 (6, 1499 4.48-
75 D, LB o A 5 ot it €246 M8 642
5-cfith I LEHH4 4Bt 2)1)-benzamide: 4-tert-Butoxycarbonylamino-benzoic
acid (6.3 mmol) and 1-hydroxybenzotriazole 30 (6.3 mmol) were

e S bR e D

135

4, 5vdynedtiy k23 aivino:thiazete Fydvegotio der(921 daymol)ieT Bebastiltinde
solution was,stirred ok AmlieRt IRMRSIAIIE 2% dissolved in ethyl acetate (100
mL) and NaHCO; (sat, 60 mL). The aqueous phase was adjusted to basic pH with
NaOH (IM) and the phases were separated. The organic phase was washed with
brine, dried over MgSQy, filtered and evaporated.
Yield: 85% (30% overall)
TH NMR (De-DMSOY: 6.00 (s, 2H); 6.80 (t, 1H); 7.21 (d, 1H); 7.51 (d, 1H); 7.74 (m,

20 1H); 7.81 (m, 1H); 12.19 (5, 1H).

The following compounds were prepared analogously:
4- Amino-2-fluoro-N-thiazol-2-yi-benzamide:
Yield: 16%

25 1H NMR (De-DMSO): 6.19 (s, 2H); 6.35 (m, 1H); 6.43 (m, 1H); 7.21 (@, LH); 7.48-

7.55 (2H); 11.64 (br, 1H).

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

4-tert-Butoxycarbonylamino-benzoic acid (6.3 mipol) and 1-hydroxybenzotriazole

30 (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 (154 mmol) was added followed by 4,5-dimenthyl-2-amino-thiazole
hydrochloride (9.1 mmol). The resulting solution was stirred at ambient temperature



over night, then the reaction mixture was washed extensively with AcOH
(aq., pH -3), dried over MgS0O4, filtered and evaporated. During
evaporation of the solvent the desired product precipitated and was
collected by filtration, washed with 1,2- diclioroethane and dried 5 Yield:
20% 1H NMR (D6-DMSO0): 1.50 (s, 9H); 2.20 (s, 3H); 2.26 (s, 31-1); 7.58
(d, 2H); 8.02 (d, 2H); 9.73 (s, 1H); 12.20 (br s, 1H).
[4-(Thiazol-2-ylcarbamoyl)-phenyl]-carbamic acid tent-butyl ester was
deprotected io prior to use by dissolUtion in dichoromethane/trifuoroacetic

acif L1 1ok minye.falowed Ry exapatation.of the s ﬁ%@%ﬁﬁrﬁﬁ
was taken ueerré/?é hIor r%e ethane, and extracted with NaOH 0,1
|p|t

formed e PBAGEE IR WL REREPBEF Y fik ff.a?%veﬂt the
wmgwmmwt@@mﬁbdn@ﬁmsmﬂwmnm -flitbiazok2sibdengarmide:
4- @mm@%gg@j}g@&igdethyl ester (60.5 mmol) was dissolved in
23, ({1%0({ ethane (100 mL), and a catalytic amount of 4-(N,
it amlno) pyridine was added followed by acetic acid anhydride
(6618 %@n&@@kﬁlé@d@tﬁﬂhé 23 AH) A (edbtionShidtaid Wl (4,
stirrggl atysoeniHgnpesatcefgr 24h, then the solvent was 20 evaporated
. and the residue was re-dissolved in ethyl acetate (200 niL) and extracted
with HCI (0.1M) x2, Na2CO3 (aq., sat.) x2, H20 and brine. The organic
phesEtWazeldrgaravaonigsewreiaeiarndiéviapdree dsirietts 9Bpsolddied
10N %Bo(cD&nEéM%Qﬁs soiddoft, @m&@&e@m@ﬁm%&&gm@m (Zj} A3 fﬁ% ZHkin,
2H); 10.28 (s,.1H no-benzoic acid.e es
mmo??rwagJ s%oo \g% in ?]?bé/ ewas ?agsmmgt1 o ?%m
(5@@%6?}%%%&&%@&%&%@@@%@%%@5%e#ydrmeand was
reactiondnbienas stsned it aam lampesature for Ih, then the solvent

30 was evaporated. The crude product was used in the next reaction

without further purification.. 30
15 4-Methylamino-N-thiazol-2-yl-benzamide:

4-Amino-benzoic acid ethyl ester (60.5 mmol) was dissolved in 1,2-dicklorocthane

(100 mL), and a catalytic amount of 4-(N, N-dimethylamino) pyridine was added

followed by acetic acid anhydnide (66.6 mmol) in 1,2-dichloroethane (15 mL). The

reaction mixtare was stiired at room temperature for 24h, then the solvent was
20 evaporated and the residué was xe—dissolv;d in ethyl acetate (200 mL) and extracted

with HCL (0.1M) x2, NaxCO;3 (ag., sat.} x2, H,O and brine. The organic phase was

dried over MgSQ,, filtered and evaporated,

Yield: 90%

TH NMR (Ds-DMSO03: 1.31 (¢, 38); 2.09 (5, 3H); 4.28 (g, ZH); 7.72 (d, 2H); 7.90 (4,
23 2H); 10.28 (s, 1H).

4-Acetylamino-benzoic acid ethy! ester (54.5 mmol) was dissolved in THF (100 mL),
and potassium fert-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

3¢ was evaporated. The crnde product was used in the next reaction without further

purification.



Crude 4-(Acetyl-methyl-amino)-benzoic acid ethyl ester was refluxed over
night in conc. HCI (100 mL). The mixture was cooled and a small amount
of sodium sulfite was added. The pH was adjusted to 4 with NaOH (aq.,
conc.), this gave a heavy precipitation and the solids were removed by
filtration, washed with water and dried 5 in vacuo. Yield: 74% 1H NMR
(D6-DMSO): 2.72 (d, 311); 6.45 (g, 1H); 6.53 (d 2H); 7.68 (d, 211).
4-Methylamino-benzoic acid (13.2 mmol) was dissolved in DMF (4 mL)
and io 1,2-dichloroethane (25 mL).B@IPEA (13.2 mmol), 1-(3-dimet
ylaminoprapyl);3-ethyl-carhodiimide hydrochloride (13.2.mznol L
1-‘%(5“ rox (%en%otria%e (13.5)2 %r%%l Cg{rgg%ﬁa?ﬁ%ﬁrot Nazole (13, ?fwrnﬁ%lif Was
addBel, Bnd(tH. rdadchish Rkt & wasokirred asaplcamsiy. salimifite
(132 nuhdl) Tapadded-dtiliawed Bywimten(20 (ml,)caponthigha selid-y
Precipiialed, Lyswasemensd oy Jitation. washed witg, 15 water and
dr?ed igﬁ\%‘gcua Yield: 32% (22% overal% 1H NR?ILR (D6-D|v1|t§c‘>”)¥:lv ¥l (g’,ed

5 31§93 (br, 111); 6.59 (d, 2H); 7.19 (d, 111); 7.51 (d, 111); 7.92 (d,
2Hiek2 #24(br s, 1H). 20 4-Propylamino-N-thiazol-2-yl-benzamide:
4-AiRARNSIBRRYEY-Denzamda 228 mmal) was:suseendeg,in THE
(10 mL) andﬁpropg)nal (3.92@m0|) \%vcags g@%ded o?c%vi\?éd byﬂggla%)al acetic
acid (4.2 mmol) and NaBH(OAc)3 (4.56 mmol). The mixture was stirred at
rodvitdmiperatdrenoveratig hfl 3 MorexNaBH{ORe)8vd. 28 MDY 4vas.added

10 anﬁ,ﬁafa:g@o%@%ﬂeu% for3. Shre %53%3 l}a}%ﬂgﬁ\,"?@«f?-mﬁl\égf}l%ﬁhoplmp)él}
evapgration upder, reduced pressure and the residue was re- dissolved'in
o RS LB o R Rt 0W (T (S0 SFHRS Aifbenid
phase W asdabiostedhierdlt) (TP Renpivds omwetdes epal die deariththel dguesus
phasgwasieEasietvitireiayhageRiembieReMRINe d, R5ganic, SxiacEo

were washed with brine, dried over MgSO04, filtered and evaporated. The

Crtf BRI (L LTI FH O ETBRY oY it g wasbed with

15 water and dried in vacuno.
VYieid: 32% (22% overall)
1H NMR (Dg-DMSO): 2.75 (5, 3H); 3.93 (br, 15); 6.59 (d, 2H); 7.1 (&, 1H); 7.51 (d,
1FT); 7.92 (d, 2H); 12.12 (br s, 150).

20 4-Propylamino-N-thiazol-2-yl-benzamide:
4-Amino-N-thiazol-2-yl-benzamide (2.28 mmol) was suspended in THF (10 mL) and
propanal (3.42 mmol) was added followed by glacial acefic acid (4.2 mmol) and
NaBH(OAc); (4.56 mmol). The mixture was stirred at room temperature over night.
More NaBH(CAc): (2.28 mmol) was added and stirring confinued for 3.5h. The
25 solvent was removed by evaporation under reduced pressure and the residue was re-
dissolved in ethyl acetate (100 mL) and WNaHCO; (sat.) (40 mL) (pH of the agueous
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
30 from EtOH.
Yield: 36%
TH NMR (Ds-DMSO): 0.94 (¢, 3H); 1.57 (m, 2H); 3.05 (ﬁa, 2H); 6.49 (t, 1HY; 6.60 (d,
2H); 7.18(d, 1H); 7.50 (¢, 1H); 7.89 (4, 2H); 12.07 (s, 1H).



1H NMR (D6-DMSO0): 0.94 (t, 3H); 1.57 (m, 211); 3.05 (m, 21-1); 6.49 (t,
1H); 6.60 (d, 2H); 7.18 (d, 111); 7.50 (d, 1H); 7.89 (d, 2H); 12.07 (s, 1H).
31 4-Amino-2-propoxy-N-thiazol-2-yl-benzamide: NaH (60 % in oil
suspension) (30 mmol) was weighed into a flask, and DMF (30 mL) was
added followed by drop wise addition of 1-propanol.
2-Fluoro-4-nitro-N-thiazol 5 2-yl-benzarnide (7.5 mmol) was added portion
wise. The mixture was stirred over night at 80 C and then poured into
water (90 mL). HCI (22 mmol) was &atitded and the aqueous phase was
extracted with ethyl acetate. The organic fractions were washed with
brine, dried over MgS04, filtered and evaporated. The crude product was

purftiéariy =S APeRTriaRsGHIH;P Brasigs using gradient elution
oo sk 1 MR U 09001
4-Nv?tar%g%%arég%%%%lbgh?§§oﬁ%€y e???a%r%l?dg ?B(Eémi ]j%'\ ?,’"{,‘5%‘%{?’5"5 r%%%? %
S EtGH BT olS SR CEEtEdE wrzicgl st dBeteisurd tRs sHydars
1o SR d{ @(40mghewpsiadded ang hemmixtue washyireaenaied.mger

%Jan r?égva S. Th rea |o ixtur s filtered and eva orated
re- §c[5 olved in et?%/ acetactieman T??g%?ed wg[%mﬁmﬁ B3 (851 igshed

org%é%@réi%avevéﬁﬁgs@mﬂ#eﬁéé arePepidorftedlyielddR0 the

proghuited igldiA6%h(d0%operalIh:l KiNMBRERMSOMNGAB (elh/dnlT
so(M2d ) 4.21 (t, 21j); 7.32 (d, 1H); 7.55 (d, 1H); 7.86-7.96 (3H); 12.25 (br

s, 1H). 225 The following compounds were prepared analogously:

4-AhiHh 8- (2 -methoxy-ethoxy)-N-thiazol-2-yl-benzamide: Yield: 16% 1H

NMRL (DEROMSDYSB)32.48, (8B B 74 (k. 28); 4.84(128H)1. 7238, (@113 (d,
7.56f5l7 30k Ly -92-8.01 (3H); 12.14 (s, 1H).

15 4-Nifro-2-propoxy-N-thiazol-2-yl-benzamide (0.8 nymol) was suspended in BtOH (30
- mL) and ethyl acetate (6 mL), glacial acetic acid (2.5 mL) and 10 % Pd/C (40 mg)
was added, and the mixture was hydrogenated under 3 bar H; for 3 days. The reaction
mixture was filtered and evaporated, re-dissolved in ethyl acetate, and extracted with

NaHCO; (sat.). The organics were dried over MgSOs, filtered and evaporated to yield
20 the produact.

Yield: 96% (10% overall}
1H NMR (Dg-DMSO): 0.98 {t, 3H); 1.77 (m, 2H); 4.21 (¢, 2H); 7.32 (d, 1H); 7.55 (d,
1H); 7.86-7.96 (3H}; 12.25 (br s, 1H).

25 The following compounds were prepared analogousty:

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

Yield: 16%

1H NMR (De-DMSO): 3.32 (s, 3H); 3.74 (t, 2H); 4.44 (t, 2H); 7.33 (4, 1H); 7.56 (d
30 1H); 7.92-8.01 (3H); 12.14 (s, 1H).

4- Amino-3-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide:
Yiekd: 20%



4-Amino-3-(2-methoxy-ethoxy)-N-thiazol-2-yl-b enzamide: Yield: 20% 32
Il NMR (D6-DMSO): 3.35 (s, 31-1); 3.72 (t, 2F1); 4.18 (t, 2H); 5.53 (s, 2H);
6.69 (d, 1H); 7.19 (d, 1H); 7.51 (d, 1H); 7.57 (dd, IN); 7.64 (d 1H); 12.14
(s, 1H). 4-Am no-3-propoxy-N-thiazol-2-yl-benzamide: 5 Yield: 11%
'H-NMR (D6-DMSO): 1.05 (t, 3H); 1.7 (m, 2H); 4.0 (t, 2H); 5.5 (br, 211),
6.7 (d, 1FI); 7.2 (d, 11-1); 7.5 (d, 1H); 7.55 (d, 1H); 7.6 (s, 1H), 12.15 (br,
1H). 10 4-Amino-3-chloro-N-thiazol-2-yl-benzamide:
4-Amino-3-chloro-benzoic acid metﬁ%l ester (21.6 mmol) was saponified in
EtQ ml NaOQH_(IM, 25 ml) at reflux for 2h. The organic solvent
Waé%ﬁ‘%%%wﬁ%ﬂ?%wt ALPHE (bt (RS Ferffo s o (d,
filtr&Ho; \WaSHED: With (altBh, &rid drdetHinMacu AR Makls92%h 1FI NMR
(D6-DMSO): 6.15 (s, 2H); 6.79 (d, 1H); 7.59 (dd, 1H); 7.71 (d, 1H); 12.37
(br s,,1H). A{Amino-S;chloro-benzoic acid (19.8 mmol) was dissolved in
DME (T3 i3 SR 20 U828 ERIGRSBEHANS: (80 mL). DIPEA (19.8 mmol),
51-(34glféthylaminopropyl)- 3-ethyl-carbodiimide hydrochloride (19.8
mmelishydrewbenzotiazale(19-8.mmoh. lingthiazole, (19,8,
mm]oi)ﬁg?ﬁ\ Yg?qrﬁg?md%gg gdek% i_()?ngrﬁir)?g&reﬁv?aﬁgz %%?gg@%%%% C%v%r’ FED’
night. The volimeé was réduced 1h &a@ug{hﬁa‘b@aﬁ’é’r% mL) was added.
The mixture was extracted with ethyl acetate, the organic phase was
washed 25 with NI- C1 (aq., sat.), dried over MgS04, filtered and

evaporated. The crude product was purified by flash chromatography on
silica using gradient elution (heptane/ethyl acetate). Yield: 42% (39%

100veraihid NMRADERMSO)168.49.65:2H); 6.83 (d, IH); 7.21 (d, 1H); 7.52
(d, ll'—H 'beggicgggfo—ggng& ’a8c:i Zaégfy}gzérjﬁgi 264n$xtr)1233 ’\n;]-agl gépom'ﬁed in BtOH {25

ml) and NaOH (1M, 25 ml) at reflux for Zh. The organic solvent was evaporated and

PH adjusted to 4. The product was removed by filtration, washed with water and dried"

I Vacuo.

15 Yield: 92%
1H NMR (D¢-DMSO): 6.15 (s, 2H); 6.79 (4, iH); 7.59 (dd, 1H); 7.71 {d, 1H); 12.37
{brs, 1H).

4-Amino-3-chloro-benzoic acid (19.8 mrnol) was dissolved in DMF (10 mL) and
20 1,2-cichloroethane (80 mL). DIPEA (19.8 mmol),’ 1-(3—dimethylaminopropyl)—
3-ethyl-carbodiimide hydrochloride (19.8 mmol), I-hydroxybenzotiiazole (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
25 with NH,Cl (aq., sat.), dried over MgSOy, 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 (De-DMSO): 6,19 (s, 2E); 6.83 (¢, 1H); 7.21 (d, 1H); 7.52 (d, 1H); 7.83 (dd,
30 TH); 8.07(d, 1K), 12.24 (brs, 1),

4-Amino-3-bromo-N-thiazoi-2-yi-benzamide:



4-Amino-3-bromo-N-thiazol-2-yl-benzamide: 33 4-Amino-benzoic acid
(2100 mmol) was dissolved in DMF (50 mL) and N-bromo- succinimide
(100 mmol) was added. Stirred at ambient temperature for 18h, the
reaction mixture was then poured into water (100 mL). The product was
removed by filtration, washed with water and. dried in vacuo. 5 Yield:
70% 1H NMR (D6-DMSO0): 6.10 (s, 2H); 6.78 (d, 1H); 7.63 (dd, 1H); 7.89
(d, 1H); 12.39 (br s, 1H). 4-Amino-3-pyomo-benzoic acid (18.5 mmol) was
dissolved in DMF (10 mL) and 10 1,2-dichloroethane (80 mL). DIPEA

(1845amimmbrz68: cichietiylaminD prep Wik S-eth - mo@@m@@ and N-bromo-
hydoshiasile 418 B R DBET OB (2T

2- amlnothlazole (18.5 mmol) was ad e Teaction mixtu

stuﬁ?&“&f‘é’@’@’iﬁv‘é@ﬁf&ﬁ@%@ %m%%@qmgéeuﬁrMWaammby
(60mrhiwasahddiwith Themixtarediascextiracted with ethyl acetate, the
s0rgafig. phase was washed 15 with NH4C1 (aqg., sat.), dried over MgSO4,
f||te nd grated. The crude product was purified by flash

chro @ﬁ% il L0 Sirely %ﬁiéﬂt HilitidR{4ehtdRe RB. 48BtaR 30
Yleﬂbt’ss?)% (23% overall) 1H NMR (D6-DMSO): 6.14 (s, 2H); 6.82 (d, 111);
7.21 (d, 1H) 7 51 (d, 1H); 7.86 (dd, 20 11-1); 8.22 (d, 1H); 12.24 (br.s,

hlora-2-methoxy-N-thiazol-2-yl-benzamide:

11-
4- A%mno TSI% %e&?@fﬁ&? beh2 RSB FerolsioTteeIn RME dissareand
10D|vﬂ|;2(¢ehlmf)ﬂam ¥8R-didhlodEtRANE1 (8D mhjommwm%tﬁsymm@impm
I- (%Qm}@my&amm@ ERRyDsRrethyd-sathodiimide
) v?} a.n)é E?gtrlafgl% (1?9 nnnol gnd 2%@%@20 e (1§%5
nnnmf% as a oa%ﬁe SR P S B PR R BT .
Thé%@hﬁéﬁm@@?@dug@dﬁhﬁmhw watkwated (60:mb) amiasaddadnTheas
ml)ﬁ&t{&imﬁé %ﬁa@%ﬁ@?k@’kﬁ&% 44&}%%@?9& RYENATIE8 &d
Wlt %‘WE(?&; sg’ct)) ovgrv ﬁgyo(:] ﬁlterecli tgc? evgporate\c/ia O{I; aci'ﬁde proguct
was purified by flash chromatography on silica using gradient elution (heptane/ethyl
acetate}.
Yieid: 33% (23% overall)
LH NMR {Ds-DMSOY): 6.14 (s, 2H); 6.82 (¢, 1H); 7.21 (4, iH); 7.51 {d, 1H); 7.86 (dd,
20 1H); 8.22 (4, 1H); 12.24 (br s, 1H).

4—Amin§~5hchloro—2—meﬂzoxy~N—thiazol-2~yi—benzamide:

4-Amino-5-chlora-2-methoxy-benzoic acid (19.8 numol) ) was dissolved in DMF (10

mb) and 1,2-dichloroethane (80 mL). DIPEA (19.8 mmol), 1-(3-dimethylamino-
25 propyl}-3-ethyl-carbodiimide hydrochloride (19.8 mmol), 1-hydroxybenzotriazole
' (19.8 mmol) and 2-amino fidazole (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)

wes added. The mixture was extracted with ethyl acetate, the organic phase was

washed with NHC] (aq., sat.), dried over MgSO,, filtered and evaporated. The crude
30 product was re-crystallized from ethyl acetate. |

Yield: 32%

1H NMR (Ds-DMBO): 3.94 (s, 3H); 6.30 (s, 2H); 6.56 (s, 1H); 7.23 (d, 1H); 7.49 (d,

1), 7.76 (s, 1H); 11.05 (br s, 1H).
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30 product was re-crystallized from ethyl acetate. Yield: 32% 1H NMR
(D6-DMSO): 3.94 (s, 3H); 6.30 (s, 2H); 6.56 (s, 1H); 7.23 (d, 1H); 7.49 (d,
11-1); 7.76 (s, 1H); 11.05 (br s, IH). 34 The following compounds were
prepared analogously:
8-Amino-2,3-dihydro-benzo[1,4]dioxine-5-carboxylic acid
thiazol-2-ylamide: 5 Yield: 33% 1H NMR (D6-DMSO): 4.34 (m, 2H); 4.49
(m, 2H); 5.68 (s, 2H); 5.37 (d, 1H); 721 (d, 1H); 7.34 (d, 1H); 7.48 (d,
111); 10.94 (br s, 1H). 4-Amino-3,5-difluoro-N-thiazol-2-yl-benzamide: to
Yield: 27% LC/MS (mlz) 256 (1v 1); RT = 1.9 (method A); purity (UV,
ELSD): 94%: 99%. 4-Amino-N-thiazol-2-vl-3-trifluoromethoxy-benzamide:
Vil T R ke B L 3 (method Ay, prty (UV.
ELSD): 64%; 98%. 4-Amino-3-chloro-5-methyl-N-thiazol-2-yl-benzamide:
Yielekrdinbys, -GS bafzp2 B3d(die-f-Rifbox 212 {mhithed]A)ypuiity: (UV,
ELRD). 94%; 99%. 20 4-Amino-3, 5-dimethyl-N-thiazol-2-yl-benzamide:

Yield: 69% LCIJMS m/z} 248 5MH+); RT = 1.8 (method Ag;gpurity 1(—1l)JV
ELW@6MO 534 (m, 2H); 449 (m, 2H); 5.68 (s, 2H); 537 (4,71 ;721

4- AN1RD: N3t (dz OER A4Badrifilipidfié by kbébzamide: The starting material:
4-amino-3-trifluoromethyl-benzoic acid was prepared according to

literature procedures; er et al. Arzneim.Forsch.: 34; 1la; 1984:;
6T ARy oeienion
4-Amido23%hloro-N-thiazol-2-yl-5-trifluoromethyl-benzamide: The starting

materiak d-amine@ramore-a-riflupramethyinbanzoic ackbwasmprepared

4- Aminio-N-thiazol-2-yl-3-triftuoromethoxy-benzamide:
Yield: 71%
LC/MS (m/z) 304 (MEE); RT = 2.3 (method A); purity (UV, ELSD): 64%; 98%.

4-Amino-3-chloro-5-methyl-N-thiazol-2-yl-benzamide:
Yield: 1.1%
LC/MS (m/z) 268 (MH+); RT = 2.2 (method A); purity (UV, ELSD): 97%; 99%.

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

4-Amino-N-fhiazol-2-yi-3-triffeoromethyi-benzamide:

The starting material: 4-amino-3-trifluoromethyl-benzoic acid was prepared according
to Hterature procedures; Kriger et al. Arzneim.Forsch.; 34; 1lg; 1984; 1612-1624,
Yield: 14%

4- Amine-3-chioro-N-thiazol-2-yl-5-trifluoromethyl-benzamide:

The starting material: 4-amino-3-chioro-3-trifltuoromethyl-benzoic acid was prepared
according to Hierature procedures: Kriiger et al. Arzneim Forsch.; 34; lla; 1984;
16121624,



according to literature procedures: Kruger et al. Arzneim.Forsch.; 34; lla;
1984; 1612-1624. 35 Yield: 20% LC/MS (m/z) 322 (MH+); RT = 2.6
(method A); purity (UV, ELSD): 97%; 99%. 5
5-Amino-biphenyl-2-carboxylic acid thiazol-2-ylamide:
2-Bromo-4-nitro-toluene (50 mmol), phenyl boronic acid (55 nunol),
Pd(PPh3)2C12 (2.5 mmol) and K2CO3 (160 mmol) was combined in a
flask and refluxed in a mixture of eth_yéene glycol dimethyl ether (50 mL)
and water (40 m?) under an Argon atmosphere for 18h.The dark mixture
was,gdijuted with water (200 mL) and extracted 10 with ethyl acetate. The
organic phase was dried over Na2CO3, filtered and evaporated to yield a
brobr/ i, WALk nAdHtituReted Witnahateh) Theior(idé BESEUCe Treeipitated
and was removed by filtration and re-crystallized from McOH. Yield: 96%
1H NMR (D6-DMSO): 2.35 (s, 3H); 7.32-8.20 (81-1). 15
2-Methyl-5-nitro-biphenyl (48 mmol) was suspended in pyridine (100 mL)
Sand WALEK PG cHherRInA04 (239 nisides added portion wise over
a périydud-omerhovinend HEOMixkue mﬁfiyﬁafhézsﬁ}? E@m?@s El%ﬁaﬁ,aﬁ&t@ggg)acb
MiXEIEWAS) itered. off, canc,) was added to
the)z((tfgtrate un%ﬁ(?ri%@p%%guﬁg{t%%ggvé%gt%o ,%[ﬁgd fbarﬁg%ég?\f\?aﬂzgr%%rﬁno@%x%e
filtr EGA AR HEEP Wit SR G arhy vasuB2riett 850 HHRMR Argon

(D5DNBB): ROEBIE (B ynbeMitrasiphenyaicatnoxylic ACifta%mmeed

Was, sy ded.in (g?_g kar ( 1L)-gn /0 dro esof E)ahél
1Qwa alﬂzg?f&%ga\fve% h}g% rop Vl%/ii%%é g%gi%%dgsfg) %ﬂf}%?ﬁ%ﬂaed(d <ot |otn§
C

SrOMAIRANEY A8 S PR 8 AGnERF HeinStsieouecketed
wagrstiverdanarddie ftttetop endturerforltz-E vapokatoH to dryness, then
re-disgelved in 1,2-dichloroethane (20 mL) and added to a suspension of

(ZSSW@E%% ;”2‘_?50@,%?& Q%ggég% E%% mmol) in 1,2-dichloroethane
15 ‘
2-Methyl-5-nitro-biphenyl (48 mmol) was suspended in pyridine (100 ml) and water
(150 mL), and KMnO4 (239 mmol) was added portion wise over 2 period of one hour,
The mixhre wag refluxed for 5h. The reaction mixture was cooled, and MnQ,; was
filtered off. HCI (conc.) was added to the filtrate wntil the product precipitated, the
20 product was removed by ﬁhratién, washed with water and dried in vacuo.
Yield: 35%
TH NMR (Ds-DMSO): 7.37-8.39 (8H).

5-Nitro-biphenyl-2-carboxylic acid (25 mmol) was suspended in 1,2-dichioroethane
25 (100 mL) and two drops of DMF was added followed by drop wise addition of
oxalylchloride (2M solution in dichioromethane) (40 mmol). The mixture turmed
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-anino
thiazole (25 mmeol} and pyridine (30 mmol) in 1,2-dichloroethane (50 ml). Stirred
3¢ over night at ambient temperature, then the mixturs was evaporated to dryness and
triturated with water. The crude product was filtered off and boiled iz MeO. The

white solid was filtered off, and dried in vacuo.



30 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 McOH. The white solid was filtered off, and dried in vacuo. 36
Yield: 73% 111 NMR (D5-DMSO): 7.27 (d, 1H); 7.32-7.53 (711); 7.92 (d,
1H); 8.23 (m, 111); 8.32 (m, 1H); 12.75 (s, 1H). 5
5-Nitro-biphenyl-2-carboxylic acid thiazol-2-ylamide (18.1 mmol) was
suspended in McOH (50 mL) and glacial acetic acid (10 mL), and Zn (s)
(50 mmol) was added. The mixture tifned homogenous after a few
minutes, and stirring was continued for 24h. The reaction mixture was
filter&éfafti®evaporated to dryness, then water (200 mL) was added. The

crutie o Jot-ves cemaoved, byfiltrations washecowith vaternang drigds 19
Yield: ﬁ%%lé@’go/ q\fﬁrall) 1H NMR (D6-DMSO): 5.71 (s, 21-1); 6.55 (m,
2H); 7.12°(d, 111); 7.20-7.41 (7H); 11.52 (brs, 111).
6-Amino-biphenyl-3-carboxylic acid thiazol-2-ylamide: 15 4-Amino-benzoic
sacid-{i00 ripmaf) \wasrtisstbveddithiN T 100 rod ) 1300 M-bIome suspended in

sugGinimigds (A90mmalnas.addadiBorign.yise. (LEQ?@%%%%E‘E%&H ON e

mixture was stirred over night at ambient temperature, then poure(flnto
| wafaﬁfﬁ*ﬁé“ﬁ%ﬁh’&f&?%ﬁ%m&ﬁgf&&%&%ﬂm%oﬁn&ﬁaw&mféta?nﬁéw&ﬁm
McUi rétigtel; 8590126 &H INMRAD 6-DMBEN)t6I08S, Bt JrbeBRdtmi)as

7130608l U od5 85 A Gl Bk rd o3 da ATk AR Qe AP QR 8Nz 0IC
aci %165 mm%lﬁ)é‘g enyl boronic acid (70 mmol), Pd(PPh3)2C12 (3.2

nnndh aid RPEBSEH mmol) was combined in a flask and 25 refluxed
in a hididre Gfahifene ghicel dimethid étherHY57/rik Y@ndhyates-(748 niy);
undersanargemyatmosphere 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
renfoderany Peresider Fhesfilt dteanas-yiamide:

15 4-Amino-benzoic acid (100 mmol) was dissclved in DMF (100 ml) and N-bromo
succinimide (100 mmol} was added portion wise. The orange reaciion mixture was
stirred over night at ambient temperature, then poured into water. The product was
collected by filtration and re-crystallized from MeQH.

Yield: 65%

20 1H NMR (DeDMSO): 6.09 (5, 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 boromic acid (70 mmol),

Pd(PPha)Cly (3.2 mmol) and KCO; (140 mmol) was combined in a flask and
25 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 pFl

was adjusted to 4. The crude product was removed Ey 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
30 crystals,

Yield: 47%

NMR (D¢-DMSO): 5.56 (s, 2H); 6.78 (¢, 1H); 7.30-7.75 (8H); 12.09 (br, 1H).



evaporated to dryness and re-crystallized from ethyl acetate/heptane to
give off-white 30 crystals. Yield: 47% NMR (D6-DMSO): 5.56 (s, 2H);
6.78 (d, 1H); 7.30-7.75 (811); 12.09 (br, 1H). 37
6-Amino-biphenyl-3-carboxylic acid (19 mmol) was dissolved in DMF (10
mL) and 1,2-dichloroethane (80 mL). DIPEA (19 mmol),
I-(3-dimethylaminopropyl)-3-ethyl- carbodiiinide hydrochloride (19 mmol),
1-hydroxybenzothiazole (19 mmcl) and 2-amino thiazole (19 mmol) was
added, and the reaction mixture was gtirred at 50 C S over night. The
volume was reduced in vacuo, and water Sno mL) was added. The

mlﬂd}@%?@iﬁ?g}femwlé‘iﬁﬁda(&aﬁfé‘o FSrgaril phiadeMbas Svabhawd
with, BTkl @ dstlaue, (St HIiEER SMGS0Y, filredadkantieiraposted-Jine
crugenpraduet W@érwﬁ&ﬁﬂ Ay flashichromategrphy,on sl 'C(%&%L%N g

gradient eluytion (eth Iacetate/he tane). Yield: 26% (8% overal

(DS BRIBCHEBG (5 B1gY 6”8?&%8{) VIR ff‘d‘“i‘ﬂ‘)“”?“ﬁﬂ‘%%‘{@if} 56,83
§d, o¥b)pigl88 Tk ¥bl)mt2vad sé8ndll by, 2 3:bihydlrostbl (o0 aleySveanaoxyliche
acichthiazal-2-ylamide w@h%&!m(éé{&e' "!ﬁl%‘gr%'fﬁ hoxvlic. agid Qi&b‘f\rfba

mmol) was dissolved.in DM 5 mL) 15 and 1,2-dichloroethane (4

DIPER t2-ARThoTs Me WWB?BW?FS%W%?%HW@F@Wﬁ@d
hydro Ertbritle 2 drmmol) slidaydirgybéraottisizol {32 4enhobrangd
2 am@@tbm%%(g,%lgimmol) was added. Stirred at 50 C for 48h. HCI
2.4 mm I{ﬁ)\ﬁ/as added to the reaction mixture followed b%%hater (30
e GRS T ey Prediphitidh Whlch Wad-rthoved by ritkdE e
sohéﬁ&l&s&&é@ﬁéﬂ POt Water and 1,2-dichloroethane and dried. Yield:
56% [l NMR (D6-DMSO): 6.60 (s, 1H); 7 26 (d, 1H); 7.44-7.54 (211); 7.56

Erng i ggr %1 ?0%50%% zfﬁgl‘::LJé15 ]S%gl(-l‘%‘ﬁﬂ?ﬁol) was dissolved in

gIa@tét%@éﬁé*é@r@ﬂ@@@ﬁﬁé}rmhsm&r&i%?mbﬁm%sﬂdéf@mmmlﬁi/m@
1added POHEhMS&hane (40 mL). DIPEA (12.4 mmol), 1-(3-dimethylaminopropyt)-

3-ethyl-carbodiimide hydrochioride '(12.4 rmnoD, 1-hydroxybenzotriazole (12.4
mmol} and 2-aminothiazole {12.4 mumol) was added. Stirred at 50 °C for 48h. HCI
(ZM} (12.4 mmol) was added to the reaction mixture followed by water (30 mL). This
gave a heavy precipitation which was removed by filiration. The solid was washed
20 with water and 1,2-dichioroethane and dried.

Yield: 56%

1H NMR (Ds-DMSQO): 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 (br s, 1H).

25 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 18b. 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

30 adjusted to 10 with NaOH (conc.), and the aqueous phase was extracted with ethyl
acetate. The organic extracts were combined, dried over MgS(Q,, filtered and
evaporated. The crude product was purified by flash chromatography on silica using a
sradient of etiv] acetate/hentane (10:90 to 70:301 as eluent.



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 30 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
ethyl acetate/heotane (10:90 to 70:3068 as eluent. 38 Yield: 32% (18%
overall) 1H NMR "D6- DMSO) 2.98 (t, 211); 3.57 (t, 2H); 6.35 (br s, 1H);

6. 4844 3T L5 9V H); 7.49 (d, 1H); 7.75-7.82 (3H); 12.02 (br s, 1H). 5
1,213 MvTretrakysigcouinisline2Bicarioiky He acid diftazo L2y taddide 1H); 7.17
i,g@ﬁﬂgyy?yq;g -quinalige 4100 mmal) wagdissolved in

dichloroethane’ (100 mL) and acetic anhydride (102 mrnol) was
added. Stirred at room temperature for 4h, then the solvent was removed
5 byl@vapdidtibnianguthdiresicad wabcdisddhved id-ghayldacetate and water.
Theagueons phastwas et alized with MaQt{aM), 1he.prdeaies. 1o
were se arated rM S 4, filt gnd eva orated. The crude
W a(ﬁ'ﬁ%c ﬁ%ﬁc@&.g& reo }voaﬁ 'ég[& rred at oo temperature for 44,
1-@%@W@Qwaammenﬁdil}ylﬁ)vmmmnend/é1@dpss@h/efdslﬁl@hﬂlﬁl‘ect@@qﬂlﬂ),
anghhqb rﬁ@@@%%@ﬂ@&&&@@aﬁ@ ol hwias addeduparinn wise satiredial
room 15 tertn ec{a re fo t{% efireactlon m eﬁ]:hure was poured into
Wavf’éem(iegﬁa i) @iva exira eg"‘\’/w acePafe e organic phase was

Waﬁmwwmwamr?sﬁi){lmxmso4 filtered and evaporated.
Yield: 96% IH NMR (D6-DMSO): 1.85 (m, 2H): 2.16 (s, 3H): 2.70 (m,

21-1); 5-20.7. .
B e T S o v, S oA 60
disﬁmv\éﬁrﬂmowcwﬁﬂ_ﬁéﬁm@wezo@%mmas“aﬁde%wﬁét room
15 rea&ﬂg&am&xtwleau,a@lé@ﬂweﬂcﬁeﬁ L8hithencooled and patsradintanyater
Oe(:s):;trrg ltgd w%h }:731 Q%Qt% e.(']I%g mé'ézmvél%ﬁase was washed with NH,Cl (sat.), dried
over MgSOq, filtered and evaporated.
Yield: 96%
1H NMR (Ds-DMSO): 1.85 (m, 2H); 2.16 (s, 3H); 2.70 (m, 2H); 3.66 (m, 2H); 7.25-
20 7.60 (3ID).

1-(6-Bromo-3,4-dihydro-2 H-quinolin-1-yl)-ethanone (96 mmol) was dissolved in
DME (60 mL) and CuCN (200 mumol) was added. The reaction mixture was refluxed
for 18h, then cooled and poured into water (400 mL). Ag. N3 (sat) (100 mL) was
25 .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. (De-DMSO0): 1.78 (m, 2H); 2.67 {m, 2H); 3.23 (m, 2H); 6.43 (d, 1H); 7.41-
7.47 (2H).
30 miz: 201 QMEH)

1-Acetyl-1,2.3,4-tetrahydro-quinoline-6-carbonitrile (50 mmol) was refluxed in HCI
(8MD) (150 mL.) for 18h. The mixture was cooled and pH adjusted to approx. 3 with



25 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% IH NMR (D6-DMSOQ): 1.78 (m, 2H); 2.67 (m,
2H); 3.23 (m, 2I-1); 6.43 (d, 1H); 7.41- 7.47 (2H). 30 miz: 201 (MH+)
1-Acetyl-1,2,3,4-tetTahydro-quinoline-6-carbonitrile (50 mmol) was
refluxed in HC1 (EM) (150 mL) for 18h. The mixture was cooled and pH
adjusted to approx. 3 with 39 NaOH. The product precipitated. and was
removed by filtration, washed with wate¥ and dried. Yield: 61% 1H NMR
(D6-DMSO): 1.79 (m, 2H); 2.68 (m, 21-1); 3.23 (m, 2H); 5.45 (br, 111);
6.4828d bEpyoFuasRegp e a1doiasrety sy rblgui Ao inesie:C arltosplie:
acien(lZisgamol) was dissolved in DMF (5mL) and 1,2-dichloroethane (15
mLy)wasaeded, followed by DIFHA (17 mmol),

1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (17 nunol),
i0 flﬁ%%e%%ﬁgbz%) i %ﬁghéﬁgaﬁ%l FR%iRdIIaZBle 117 Gmidl); 6.48
5Stirded Bt BA5C. Fo(296h, then HCI (17 mmcl) and water (20 mL) was

added. The organic solvent was removed by evaporation, and the
aqueous phase was extracted with ethyl acetate. The organics were dried
ove%%g%%wm-mﬂ%é&ﬁmfé&. e Crtdesidtie fias!sdrieBy
flashrehrematogieiphyeohasiicbwitl) gradiart(Heptaaeisthybacetataynks.),

lutiqn.aield10% (3%, ave (D6 1,80 (m, 2M; 2.7
zﬂg&%@%ﬁﬁaﬁ@ﬁ% L NVR1(D6DMSQ) ( %%9,

111); 6.56 (s, 111); 7.16(d, 1H); 7. )
10 )l %?P?&Zf%?%é?ﬂﬁﬂ%%&%%@%&mﬁage@@xm&c
acidottfidz dhed-HaniidennB> iyt oxgredpitiath enz einar thelOQ:nunell wasas
refloRA A Cl MY (20,0 205 ME OIL60 D) YPE RN N R
was cooled and_poured into water (500 ml,).
organics were dried over MgSO;, filtered and evaporated. The crude product was
purified by flash chromatography on silica with gradient (heptanc/ethyl acetate)
15 elution.
Yield: 10% {3% overall)
- IHNMR (De-DMSO0): 1.80 (m, 2H); 2.70 (m, 2H); 3.24 (m, 2H); 6.46 (4, 1H): 6.56
(s, 1H); 7.16 (d, 1EL}; 7.49 (d, 1H); 7.65-7.72 (2H).

26 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 mixiure 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.

25
Crude 3-hydroxy-4-nitfro-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 femperature and was stizred at this
30 temperature over might. 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 filiration, washed with water and dried.

Yield : 60%



The product was removed by filtration, washed with water and dried. The
crude product was used directly in the next reaction. 25 Crude
3-hydroxy-4-nitro-benzoic acid methyl ester and triphenylphosphine (100
mmol) was dissolved in dry THE (120 mL) and cooled to O 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 30 temperature over night. The solvent was

' removed by evaporation and the re$idue was re-dissolved in MeOH (80

and water (20 mL). The product precipitated. and was removed by

FFAEON AR i Wi 306 e, S 5609 B ¢ KUWRIDS 7 £1
(DEHRMST)L, 3191 (s, 31-1); 3.96 (t, 2H); 4.54 (t, 211); 7.70 (dd, 1H); 7.81
(d, 111); 8.01 (d, 111). 3-(2-Chloro-ethoxy)-4-nitro-benzoic acid methyl
ester (58 mmal) was suspended in_ 5 abs. EtOH 2200 mL), and ethyl

acttdre B FHEYY blalirSeenl #4514 oL Ehd Svmobdies EFrias in
5 added ETHE(Afiktuke wdsthyhretentteduitdelddacdiRafot 3 Uays.adheov

reagfion it eis filtarehand vARRSaled.d RRiGryde: RIOALGE yias yied

directly in the nextr 0 4-Amino-3-(2-chloro-ethoxy)-benzoic acid
mé a"‘%{e FEKESR mﬁ?ﬂ?@a R8BI in DMF (150 mL) and K2CO3 (60

mrﬁM)Wsmdmwweﬂdapmtmmmaaﬁsﬁme reaction mixture was

poured into water (500 mL) and extracted with ethyl acetate The organic
ph SEs,were w hed ith. NH4C1 (sat. d ov 4, filtered and
evgpora ( “Q?Fle crude %é’u 0\}\?81% §s‘é888"reeé¥fy Bt ﬂ Xt %&8?‘3?56‘11’%‘
3 @@iﬁj@ﬁ@@%b@hﬁ@@@ﬂ}é&@%ﬁ@ﬁb@@l@a@d&mﬂ BstérB2 The
”t]mg‘dy%@?o&ﬂﬁ%c $ Q%@S%é@;rggqgkl @Qmm%ﬁ)hﬁ@&&g&@iggﬂb H 'é@y@g&ttate
sti a or a emove evaporation,
(ﬁﬁe SRR BUE B AL B %Bf{%& W i gr\/%“aiihoé’% e pPogtsend
sepErateica s an il emedns reextrd cieeklyith the next reaction.
15

3,4-Dihydro-2H-benzo[1,4}oxazine-7-carboxylic acid methyl ester (52 mmol) was

dissotved in MeOH (20 mL) and NaOH (2M) (20 mL) and stired at 60 °C for 48h.

The organic solvent was removed by evaporation, and the aqueous phase acidified

with HCl (4M). The organic products separated as mm oil, and were extracted with
20 ethyl acetate. The organic exfract was dried over MgSOy, filtered and evaporated. The

crude was purified by flask chromatography on silica with gradient elution

(heptane/ethy] acetate).

Yield: 31 %

TH NMR (De-DMSO): 3.33 (¢, 2H); 4.10 (5, 2H); 6.51 (d, 1H); 7.16 {d, 1H); 7.30 (dd,
25 1H).

3,4-Dilrydro-2H-benzo[1,4joxazine-7-carboxylic acid (16 mmol) was dissolved in
DMEFE (5mL) and 1,2-dichloroethane (15 mi) was added, followed by DIPEA (16
mmol), 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (16 mmol),
30 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
-remcved by evaporation, and the agqueous phase was extracted with ethyl acetate. The



20 ethyl acetate. The organic extract was dried over MgSO4, filtered and
evaporated. The crude was purified by flash chromatography on silica
with gradient elution (heptane/ethyl acetate). Yield: 31 % IH NMR
(D6-DMSO): 3.33 (t, 211); 4.10 (t, 2H); 6.51 (d, 1H); 7.16 (d, 111); 7.30
(dd, 25 1H). 3,4-Dihvdro-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-dimethylaminopropy!)-3-ethylcartdadiimide hydrochloride (16 mmol),
30 1-hydroxybenzotriazole (16 mmol) and 2-aminothiazole (16 mmol).
StFFRH 4t BE B 5T 8 M S HRE Pretihine aittriadairegoTn grudagroduct
addesiielrespitjandi reol®ET/ wasr.removed by evaporation, and the

aqyegls1pNase, was.gxtracted with ethyl acetate. The 41 product
precipitated and was filtered, washed with water and dried. The crude

product WAL FeMy Ratizb &-rohh ERSAvERs - Fadr: B0os-F8 Brove AN 71y
5 NMR (D6-BI9 SIONIB 582 ((1,2H); 4.85(¢t},2H); 6.82 (d, 111); 6.89 (br s, 1H);
7.41 5(d, 1H); 7.69 (d, 1H); 7.72 (d, 111); 7.76 (dd, 1H). N-T
iazql-2-yl-terephthalamic acid: 2-Amino tbiazole (21 mmol) and pyridine
(2]f9 nﬁﬁﬁ?ﬁ@i@%’iﬁ@ﬁgﬁﬁﬁﬁ % ,2-dichloroethane (100 mL) and a
sugptmsion bfaméthyl 4-clitordcandopyiddngodte ta{@D munel)sifpended in
1,2-dichierasthane (H0D-1nasa a;pgt&qaewﬁ%.@i{{&qr@grﬁgo%&\s%

ni?@ thenlthe solvent was removed under reduced pressure.
19 rertta A s Bliag Rehe e RS HERA ad-hvamif daraiia it Atied 3t Gt
andvwhendilteted, hashizcntvwitly ethyhvadeataleranducticptinmacta: Yielgnir

% 18idHNMR (REIMMSON3 905 IED NGt bhauR? £5e ) 8.0
(d, 2,%%,20{%1, 211); 12.83 (br s, 11-1). N-Tﬁ|azol-2-yl-terephthalam|c
acitl TSt BEHEP 16 Hrih #8 dissolved in THP

Yield: 79 %

15 1H NMR (Ds-DMSOY: 3.90 (s, 3H); 7.31 (d, 1H); 7.59 (4, 1H); 8.09 (d, 2H); 8,20 (d,
2H); 12.83 {brs, 1H).

N-Thiazol-2-yl-terephthalamic acid methyl ester (16 mmol) was dissolved in THF

(100 mL) and NaOH (2M, 2q.) {100 mL) and stirred at room temperature for 4h. The
20 organic solvent was removed by evaporation under reduced pressure and the aquecus

phase acidified with HC1 (ZM, ag.). The precipitated product was removed by

filtration, washed with water and dried in vacuo. |

Yield: 71% (56% overall) .

1H NMR (De-DMSO): 7.33 (d, 1H); 7.59 {d, 1H); 8.07 (d, 2H); 8.19 (d, 2H); 13.08
25 {br, 1EH).

4-Amino-N-(5-chloro-thiazol-2-yI)-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
30 benzoic acid chloride (43.8 mmol) in 1,2-dichioroethane {150 ml). The reaction

mixture was stirred at 50°C over night. The reaction mixture was cooled to room

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



(100 mL) and NaOH (2M, aq.) (100 mL) and stirred at room temperature
for 4h. The 20 organic solvent was removed by evaporation under
reduced pressure and the aqueous phase acidified with HCI (2M, aq.).
The precipitated product was removed by filtration, washed with water
and dried in vacua. Yield: 71% (56% overall) 1H NMR (Ds-DMSO): 7.33
(d, 111); 7.59 (d, 111); 8.07 (d, 2H); 8.19 (d, 2H); 13.08 25 (br, 1H).
4-Amino-N-(5 -chloro-thiazol-2-yl)-benzamide: 2-Amino-5-chlorothiazole
hydrochloride (100 mmol) was suspérided in 1,2- dichloroethane (60 mL)
and pyridine (4.7 mmol) was added. A suspension of 4-nitro 3o benzoic
acid.chldrdel(438. 8 mmoiprd1h2-ciehiorcathader (5@ e lpreThe réactionic
Mixtige was sivedla06Puesimight. The reaction mixture was cooled to
room temperature ant washed with NaHCO3 (sat) (100 rL), water (100
mL)leé?\cf%Cl (100 42 mL). The solvent was removed by evaporation
undeNrEBUReBMTESSURS . (THECRIHEL, BRbd Bt (WasTrethystaitiséd. form
5 EtOH Yield: 29% 'H-NMR (D6-DMSO): 7.65 (s, 11-17; 8.3 (d, 2H); 8.4 (d,

2H); 13 br, 1H loro- th 1)-4-nitro- benz |de

mkr{%l %}\C/:vﬁa%rgsﬁhslﬁzeon&gé gﬂ?f] @ é’bﬁﬁéuéﬁ%&ﬂ’c acid 1{‘4P§f%§
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A8hiHAR FRAGHOS MiXtIHE WA VAR EALeHIe HIRESS: ewﬁﬁ%ﬁa@%mie}s

ang.congentr ydroc 0 cid L) we ed T ure
wa%%lﬁre&%(? an§ fhe o ‘\:/eétrtlr {/?/%g r(!lé?n%j\?e c{% graf:r onl‘é%r%e)g?u
10 provaciived vekipstaticad WmﬁeEmFﬁmteYaW@mmﬁ% Wﬁﬁmduct was
(D@@M&ﬁk}ﬁ%@ﬁ 8021wh):6.6 (d, 211); 7.5 (s, 11-1); 7.85 (d, 211); 12.4
(? 4Am|no -3-methoxymethyl-N-thiazol-2-yl-benzamide:

3 romomethyl -4-nitro-benzoic acid ethyl ester (3.4 mmol) (Can be
preHa]?@@R (Ds-DMSO): 6.04 (s, 2H); 6.6 (d. 21%) 7.5 (s, 1H); 7.85 (d, 2H); 12.4 (br).

15 4-Amino-3-methoxymethyl-N-thiazol-2-yl-benzamide:
3-Bromomethyl-d-nitro-benzoic acid ethyl ester (3.4 mmol) (Can be prepared
according to Literature procedures: Damen et al.; Bioorg.Med.Chem.; EN; 10; 1; 2002;
71 — 78) was suspended in MeOH (20 mL). NaOMe (5.4 M in MeOH, 0.77 mL) was
added slowly at 0°C. The reaction mixture was stirred 1h at 0°C, then overnight at

20 room temperature. The solvent was removed under reduced pressure. Ethyl acetate
(100 mL) was added and the organic phase was washed with water (50 mL) and brine
(50 m1L). The organic phase was dried over MgSQ; fiiered and evaporated.

Yield: 71%%
"H-NMR. (De-DMSO): 3.4 (s, 3H); 3.9 (s, 3H); 4.8 (s, 2H); 8.1 (d, 1H); 8.2 (d, 1H);

25 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 HC} to pH = 3. 3-Methoxymethyl-4-nitro-
30  benzoic acid was filtered off and washed with water.

Yield: 45%

"H-NMR (De-DMSO): 3.4 (s, 3H); 4.8 (5, 2H); 8.05 (d, 1H); 8.51 (4, 1H); 8.75 (s,

1THY.



according to literature procedures: Damen et al.; Bioorg.Med.Chem.; EN;
10; 1; 2002; 71 - 78) was suspended in MeOH (20 mL). NaOMe (5.4 M in
McOH, 0.77 mL) was added slowly at OC. The reaction mixture was
stirred lh at OC, then overnight at 20 room temperature. The solvent was
removed 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 MgS04 filtered and evaporated. Yield:
71% 'H-NMR (D6-DMSO): 3.4 (s, 3H)33.9 (s, 3H); 4.8 (s, 2H); 8.1 (d, 1H);
8.2 (d, 1H); 25 8.3 (s, 111). 3-Methoxymethyl-4-nitro-benzoic and methyl
ester (2.6 mmol) was dissolved in McOH (10 mL) and NaOH (2M, 10 mL)

was 1deded i reagtionmixirenas e 2 5e:OVarpight PHWAS,
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3. 44Eonphye Frabyiotayds @5l (1 diropmatienc: 15)n8. 75 {s adipflsld8ly to
3- Methhxymathybsdonitecbenizgie aciebih Gmmalwas susperded i 1ds
CichprREiAne (49, mb AL AMEUYIOTAmIds (BME) (0 mb) uner an

argon atmosphére. Oxalylchloride (Eﬁﬁ?ﬁ“&ipﬁ oromethane, 1. rﬁﬂaﬁvg:s"
ad BERPHIIN o i thiareeitiang Sushersirpoatier efifrimgna thirgaie (13 mmol)
termpbratidiesfGr 1h rihe B olvehtiwaEs:wehagy eOily) eapaiali 9erinielze. The
re j ixture was re- dissolved i
O R T sy
andPRENER OIS eS| P stelifc| Srerat RAPE rsiL Trapradigb dopbiitioh
wisenaTheoreacifammibstirecias sifretdhatb0:Ghond8baithe solvent was

remeviad yRgderdedyaes 40 95%%@%0151[3; ;&%ﬁ@;@g@;&g%ﬂiﬁ%ﬁom

EtOlllwater. The product contained small’dmo ng material.
Used without further purification. LC/MS (m/z) 294 (MH+); RT = 2.4
(méthiethexynpistir Aot BB [A96H R mide (0.88 mmol) was suspended in
3-Methaxymetyl-4niffadtbiazol:2;vi-enzamids: (.88 Mma Was ideq
sU3 1?0Qv9taeddb}|{n10% PA/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 NaOH (1M) and extracied with ethyl 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 (De-DMSO): 3.3 (s, 3H); 4.4 (s, 2H); 6.7 (d, 1H); 7.2 (d, 1H); 7.5 (4, 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-Z-yi-benzamide

30 200 pb of 2 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}-NN,N' N -tetramethyluronium hexafluerophosphate
(HATU)Y i DMFE. The mixture was allowed {o react for 10 min at ambient



is abs. EtOH (9 mL). Ethyl acetate (4.5 mL) and glacial acetic acid (1.5
mL) was added followed by 10% Pd/C (0.5 g). The mixture was
hydrogenated for 72h at 3 bar H2. The hydrogenation mixture was
filtered, and the solvent was removed under reduced pressure. The crude
product was added NaOH (1M) and extracted with ethyl acetate. The
organic phase was washed with water and the solvent was removed
under 20 reduced pressure. Purified by preparative HPLC-MS. Yield:
17% 'H-NMR (D6-DMSO): 3.3 (s, 31‘51& 4.4 (s, 2H); 6.7 (d, 1H); 7.2 (d,
111); 7.5 (d, 11-1); 7.85 (d, 111); 7.9 (s, 1H), 12.1 (br, 1H). 25
PrefERSTH DI HTE CiPbbiids B ingehiom ek sinfigaiae-N-biazol-2-y1-
4-Butyrytadaino-NMRiaze| 2dpith Bnzamides36:200:Siv6f addb4S3dVistack at
sol%@&&&%@&%ﬁ%ﬂ&mﬂ@g%@ﬁ%@ E}%Qat@é@ﬁﬁcﬂﬂsmmo'

butanoic acid was mixed with 100 L of a 0.86 M stock solution of

O-(7-aZaBehZotiizote -5 N NIN- N Brrdretniifromtlir™ (& 153: 7.55
Shexatudroploghdtes (HATW) I3 DM EIThe ity Was allowed to react
for 16/minatAmbient44r temperaliicden.400 ik obadh i3 stagk.

solution of 4-amino-N-thiazol-2-yl- benzamide in DMF was added. The
resulting mixture was incubated for 18h at -ambient temperature.
Purifiediibrrires-perforrictchrepdraniespiPlyC-MS. IH NMR
(D6-DMSO0): 0.92 (t, 3H); 1.63 (m, 2H); 2.34 (t, 211); 7.26 (d, IH); 7.55 (d,

51H): 7. 2H): 8,06 H): 10.20 1H): 47 ,.1H). LCIMS
i A ARl Ptk e Gt R A e
The-felibnirg L ava odbHasR are repdbed Shatetn (8K HLED): 75%; 95%.

rac-3-Methoxy-4-(3-methyl-4-oxo-pentanoylamino)-Tr

thiazol-2-yl-b nide, LCIMS (m(z) 362 (MH+): RT. = 2,06 (method A);
puﬁ}fyrgua\%l,@E%%&?@%@@é%%%@gﬁzﬁ%ﬁaﬁg%?anoylam
no) MM gs(2 A sAT T e RETNIS iedZ)) 3aitni4y) BRI 208%:(Adéthod
1A); purity (UV, ELSD): 100%; 94%. 15
4: 4-Hexanoyiamino-3-methyl-N-thiazol-2-yl-benzamide

LC/MS (m/z) 332 (MEH); RT = 2,56 (method A); purity (UV, ELSD): 100%; 100%.

5: 4-(2-Cycloheptyl-acetylamino)-N-thiazol-2-yl-benzamide
26 LC/MS (m/z) 358 (MIL+); RT = 2,90 (method A); purity (UV, ELSD): 100%; 93%.

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

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

3: rac~4-[2~(2~0x0~oyclopentyi)—acetylamino]—N-thiazol—z-fl—benzamid.e

LC/MS (m/z) 344 (MH+); RT = 2,08 (method A); purty (UV, ELSD): 84%; 91%.
30

9 4-Hexanoylamino-3-methoxy-N-thiazol-2-yl-benzamide

 LC/MS (ra/z) 348 (MEF); RT = 2,77 (method A); purity (UV, ELSDY: 80%; 100%.



4: 4-Hexanoylamino-3-methyl-N-thiazol-2-yl-benzamide LC/MS (m/z) 332
(MH+); RT = 2,56 (method A); purity (UV, ELSD): 100%; 100%. 5:
4-(2-Cycloheptyl-acetylamino)-N-thiazol-2-yl-benzam de 20 LC/MS (m/z)
358 (MH+); RT = 2,90 (method A); purity (UV, ELSD): 100%; 93%. 6:
rac-3-Methoxy-4-(3-methyl-pentanoylamino)-N-thiazol-2-yl-benzamide
LGMS (m/z) 348 (MH+); RT = 2,65 (method A); purity (UV, ELSD): 94%;
98%. 25
7:4-(2-Cycloheptyl-acetylamino)-3-m‘%§hoxy-N-thiazoI-2-yI-benzamide
LC/MS (m/z) 389 (MH+); RT = 3,17 (method A); purity (UV, ELSD): 80%;
83%: 8:Methyl-4-{4-phenyl-butyrylamino)-N-thiazol-2-y]-benzamide

rac = entyh-acetylami -thiazol-2-yl-kenzamide, .,
IS o) D R e 5 B8 o A (0SB Wit
91%. 30 9: 4-Hexanoylamino-3 -methoxy-N-thiazol-2-yl-benzamide
LC/MSA((R/Zy S8 xNikbedylRiinm ) 2y Aki{mbthdcb Ay apligity (UV, ELSD): 80%;
1000648 (105 3eMeiyl-4ctA-phanylsauy MAmINO KN tRIBZG]. 1009 o1c
2-y|-benza(mic}e LC/MS 5(%{/{24;- %gg?%eﬁ%?g@{g%Wm%%% ASO éh?i%)f ’
(UV, ELSD): 98%; 100%. 11: '
4-(ZEyetohexfiackiylanimp - NrihiandkRiyhbénidauwte 5-badBSdm/z) 344
(MH:ORT /2, 336 (MEtRO A D etV B L &9O%1 8% 007d2030,,
rac-4-(2-Bicyclo[2.2.1]hept-2-yl-acetylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 356 (iviri+); RT = 2,78 (method A); purity (UV, ELSD): 97%;
193943161 3- ey Dintettighbayylamaroydihiazol-2-y1)-benzamide
5-dimethylbigzek a-penzamidenb Gl R (Riak 34 (M. Bob - 18 @2
(method A); purity (UV, ELSD): 99%; 100%. 14:
4-(2-Adamantan-1-yl-acetylamino)-N-thiazol-2-yl-benzanide LC/MS (m/z)
397t ARamangm D-phesehdeniop) dlittipge?; EbSBINBB%; 96%. 15 15:
4-(3rByBrEzenlz} 387] eHopo) 1or-yispropiemarmingig, wmethylshsthosze gy,
1él-Z-yl-b enzanide LC/MS (m/z) 410 (MH+); RT = 2,44 (method A); purity

UV, ELSD): 87%; 98%. 16:

4-(3LEnfdroRyrgoh Slisebibyramine) lninettosy iNthidietod & Hemzamide
Sg(yﬂﬁédbéﬂs (iz ), Bo0NAH RIT RT, 4 Lalhdmeihpdif)purnity SblVe BA:SB):.

0; 0. .

16: 4-(3-Hydroxy-3-methyl-butyrylamino)-3-methoxy-N-thiazoi-2-yi-benzamide
20 LC/MS (m/z) 350 (ME-+H); RT = 1,90 (method A); purity (UV, ELSD): 96%; 88%.

17: 4-(4-Fluoro-benzoylamino }-3-methoxy-N-thiazol-2-vl-benzamide
LC/MS (m/z) 372 (MEL+); RT = 2,66 (method A); purity (UV, BLSD): 84%; 95%.

25 18: 4-Benzoylamino-N-thiazol-2-yl-benzamide
LC/MS {m/z) 324 (MH+); RT = 2,33 (mnethod A); purity (UV, ELSD): 97%; 99%.

19: Thiophene-3-carboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide

LC/MS (m/z) 330 (ME+); RT = 2,33 (method A); purity (UV, ELSD}: 100%; 99%.
30

20: N-Thiazol-2-yi-4-(2-o-tolyl-acetylamino)-benzamide

LC/MS (m/z) 352 (ME); RT = 2,50 (method A); purity (UV, ELSD): 99%; 91%.



17: 4-(4-Fluoro-benzoylamino)-3-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 372 (MH+); RT = 2,66 (method A); purity (IJV, ELSD): 84%;
95%. 25 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
LCIMS (m/z) 330 (hrZ-1+); RT = 2,33 (method A); purity (UV, ELSD):
100%; 99%. 30 20: N-Thiazol-2-yl-4-(2-o-tolyl-acetylam no)-benzamide
LC/MS (m/z) 352 (MH+); RT = 2,50 #rhethod A); purity (UV, ELSD): 99%;
91%. 46 21: N-Thiazol-2-y1-4-(2-thiophen-3-yl-acetylamino)-beuzamide
LM S-(Rirrpsa g iryiorrrn=3oybecsrilathiae) RYHEIEF (UV, ELSD): 94%;
850G/ nd={ 2B YBIBp@RYI-aL, 28 (method A); purity (UV, ELSD): 94%; 85%.
etylamino)-3-methyl-N-thiazol-2-yl-benzamide 5 200 L of a 0.2 M stock
solution of 4-amino-3-rnethyl-N-tbiazol-2-yl-benzamide in
1,3% ﬁﬁo@é@?ﬁaﬁ@wﬁ%ﬁéﬁﬁﬁaﬁhﬂﬂrﬁﬁﬂwﬁbmézmrmol

5 4-anonidanethyMNithiazdh:@sy | dianzaimidenwag-adtado0 DH-humatdfe in
CY¢IOREAYIRRERSIHErdR LRG: [S3GHAN THHES, WaASDCHBRIE Alyehyi.

ambient temperature for 2h. Purification was_performed by preparative
HPCERE 210 PRARIRRS (98S BMED) YL B! S RSBR AR B P8 [
21 kpehor8ufimip] s 20RBbind TH jnd 40t (dnRicpt@ O @ofs2 B Hu7h2ati¢d, was
L e T = 266 (methos A ity (LY, -
: . m/z t); = 2.66 (metho - purit
10 £GP G DR PN B Bl Wori Db 20 225
anétodBishy0a8; 2H323Di{mathy LB U IEIMThE) (- thih 7ot/ 1benZzahiitde

LC{M&S%@/@ 38 eMELE) 1R 3 4s8dr(method A); purity (UV, ELSD): 99%;
999

0. 2 4: . o a
o A AT =5 A Y P S s
(m/z) 332 (MH+); RT = 2,44 (method A); purity (UV, ELSD): 97%; 100%.

1525 Thel B RoRlispetayloantyRyaminp)a: methexyN-thiazol-2-yl-benzamide
LC/MS (mlz) 348 (MH+); RT = 2,63 (method A); purity (UV, ELSD): 98%;
100%. '

23: 4-(3,3-Dimethyl-butyrylamino}-N-thirzol-2-yl-benzamide

LC/MS (m/z) 318 (MEFH); RT = 2,54 (method A); purity (UV, ELSD): 99%; 99%.

20 24: 4-(3,3-Dimethyi-butyrylamino)-3-methyl-N-thiazo}-2-yl-benzamide
LC/MS (m/z) 332 (MHEH); RT = 2,44 (method A); purity (UV, ELSD): 97%; 100%.

25: 4-(3,3-Dimethyl-butyrylamino)-2-methoxy-N-thiazol-2-yi-benzamide

LC/MS (m/z) 348 (MEH); RT = 2,63 (method A); purity (UV, ELSD}: 98%; 100%.
25

26: 3-Chloro-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide

LC/MS (m/z) 339 (MEH); RT = 2,60 (method A); purity (UV, ELSD}: 98%; 100%.

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

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



25 26: 3-Chloro-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 339 (lvIH+); RT = 2,60 (method A); purity (UV, ELSD): 98%;
100%. 27:
3-Bromo-4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide 30
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-b enzamide LC/MS
(nilz) 304 (MH+); RT = 2,22 (method A); purity (UV, ELSD): 100%; 100%.
47 29: 3-Bromo-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 383 (MH); RT = 2,64 (method A); purity (DV, ELSD): 88%;
96%, 5 30:4-(2-Cyclopentyl-acetylamino)-N-thiazol-2-yl-benzamide
LCHAS (ai)380 M) RF 242 (Methad A) Bty (RY, ELSD): 99%;

10Q9 - 3-T. -4-(3- ,

o S RSt 255 s SR AR 57 5267
(MH+); RT = 2,24 (method A); purity (UV, ELSD): 100%; 97%. 10 32:
s3-Chitoraz4cfeyglapgniangeathony haming)Nothiazak2-yl-benzamide
LC@&% fgnt/ ; RT = 2.7 ethad A). ' .- 100%;
100%. 33@ngﬁ?o%@?@n"e“t"ﬁyf-E%%S‘é%%ﬁﬁ%‘ﬁfwéé%\@w%ﬁ%ﬁ%&%ide
15 LCIMS (m/z) 373 (MH+); RT = 2,81 (method A); purity (UV, ELSD):
89%, : BOI¥hy B4 3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide

N B MR e,

109996, 20 35:4-(Cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide
L GRS 300iR): 346 fibhe)irRTc b3 2 Lt hattiAg:uarityHid ¥nfdeSD): 97%;
10006 A%m/z) 351 (MFH+); RT = 2,73 (method A): pusity (UV, : 100%: 100°
4-(Cyclopent§nec§§gn)9l-amin’o)- ?%e%hﬁ)kﬁmgﬁzg/ﬁ%h%g%ﬁle%’/‘"
LC/MS (mlz) 330 (MH+); RT = 2,34 (method A); purity (UV, ELSD): 100%;
97%3: 25 BerCGyflohegiptbbecayboxdytic eithzol-2-yl-benzamide

1s[2-tremes ddthiezoladcarpamay s Bﬁf&ﬂ%ﬂ!@%ﬁ %E%S)"@cﬂ%m/o
(MH+); RT = 3,20 (method A); pur?ﬁ(uv, 'SD :%B(:)\?Z); §99%. 38 '
4-Isobutyrylamino-2-methoxy-N-thiazol-2-yl-benzamide

34: 3-Bromo-4-(cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide

LC/MS (m/z) 395 (MEH); RT = 2,79 (method A); purity (UV, ELSD): 99%; 99%.

20 35: 4-(Cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 316 (MH+); RT = 2,32 (method A); purity (UV, ELSD): 97%; 100%.

36: 4-(Cyclopentanecarbonyi-amino)-3-methyi-N-thiazol-2-yl-benzamide

LC/MS (m/z) 330 (MEE+); RT = 2,34 (method A); purity (UV , ELSD): 100%; 97%.
25

37: Cycloheptanecarboxylic acid [2—bronm-4—(thiazol—2-y1cafbamoyl)—phenyl]—amida

LC/MS (m/z) 423 (ME+); RT = 3,20 (method A); purity (UV, ELSD): 90%; 99%.

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

| 39: 8-(3,3-Dimethyl-butyrylamino)-2,3-diliydro-benzo[ 1 ,4]dioxine-5-carboxylic acid
thiazol-2-ylamide '



30 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 48 LC/MS (m/z) 376 (MH+); RT = 2,68 (method
A); purity (UV, ELSD): 99%; 100%. 40: 3 -B
romo-4-butyrylamino-N-thiazo I-2 -yl -b enz ami de LC/MS (m/z) 369
(MH+); RT = 2,43 (method A); purity (UV, ELSD): 89%; 100%. 5 41:
2-Methoxy-4-(3-methyl-butyrylamin@)sN-thiazol-2-yl-benzamide LC/MS
(m/z) 334 (MH+); RT =2,44 (method A); purity (UV, ELSD): 100%; 95%.

42 LEyddkrepiane Colfiboxicecid [Adthidzol- BuylcafiFarabyl)phieaylpernide
to LC/MS (m/z) 344 (MH+); RT = 2,71 (method A); purity (UV, ELSD):

980/ %. 43 rac-2-Metho thyl- butyrylamlno) -AT
thlazollljgg-) %enza%zmﬂl&f%l@/ R (%élég TATY® RT = 2,40 (method A);
puﬁ{(}f(\@ﬁ,(ngﬁg@@gg%,lgge/@ 43%method A)Y; purity (UV, ELSD): 89%; 100%.
544:4-(Cyclopentanecarbonyl-amino)-2-methoxy-N-thiazol-2-yl-benzamide

s A N R SRR A Ay pezarmice
ig&f@/{jﬁ? %3‘4 (MF) BT 2. 24 8Bt HocpAyoplity BUNR) EOSH) 96%:;
(m/z? %ﬁl%%&%%%%&% TS SRt B RG, oro

1047 14Dl b péhilace @Tan%ﬁé)ﬁ@eﬁ%ékylw%@?@ﬁﬁsﬂ)b%am%’e 25
LC/MS (m/z) 389 (MH+) RT = 3,32 (method A); purity (UV, ELSD): 87%;

100%..4 %?H r&gy u Iamln %@‘HE xy-N-thiazp I-2-yl-b
enzamflgice L 2 %] % %h%é\‘ , péfr)lty uv, -
EL%MZL(%/Z@@)%@@'@L) RT=2,40 (method A) punty(UV ELSD}: 98%; 8%
49:4-(2-Cyclopentyl-acetylamino)-3-fluoro-N-thiazol-2- yI -benzamide

;C/Msx;gagzal 8.0, RLEAI5(REl00 () BUy (LY, £ 50):989%

100% 3 Me I-but rylamlno) Zfropoxy N-thiazo
+} R = 2,52 (method A}; purity (UV, ELSDY): 10{)% 95%.

45: 3-Bromo-4-(2-methyl-benzovlamine)-N-thiazol-2-yl-benzamide

LCMS (m/z) 417 (ME); RT = 2,86 (method A); purity (UV, ELSD): 96%; 100%.
20 _

46: 3-Chlore-4-(3,3-dimethyl-butyrylamine)-N-thiazol-2-yl-benzamide

LC/MS (m/z) 353 (MEEH); RT = 2,82 (method A); purity (UV, ELSD): 95%; 97%.

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

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

30 49 4-(2-Cyclopentyl-acetylamino)-3-fluoro-N-thiazol-2-yl-benzamide
LC/MS (m/z) 348 (ME+); RT = 2,75 (method A); purity (UV, ELSD): 98%; 100%.

50: 4-(3-Methyl-butyrylamino}-2-propoxy-N-thiazol-2-yl-benzamide



LC/MS (miz) 362 (MH+); RT = 3,02 (method A); purity (UV, ELSD): 87%j;
100%. 51: 3 -Fluoro-4-(3-methyl-butyrylamino)-N-thiazol-2 -yl-benzamide
LCMS (m.z) 322 (M+); RT = 2,41 (method A); purity (UV, ELSD): 99%;
100%. 5 52: 4-Butyrylamino-3-fluoro-N-thiazol-2-yl-benzamide LC/MS
(mlz) 308 (MH+); RT = 2,19 (method A); purity (UV, ELSD): 73%; 84%.
53: 4-Butyrylamino-2-propoxy-N-thiazol-2-yl-benzamide 10 LC/MS (mlz)
348 (MH+); RT = 2,82 (method A); purity (UV, ELSD): 97%; 100%.
54:3-Fluoro-4-(2-methyl-benzoylamipg)-N-thiazol-2-yl-benzamide LGMS
(m!z) 356 (Mll+); RT = 2,57 (method A); purity (UV, ELSD): 95%; 100%.
15.68vE{olohEptaviBearBoxylidagigthod A); purity (UV, ELSD): 87%; 100%.
[2-fluoro-4-(thiazol-2-ylcarbarnoyl)-phenyl]-amide LCIMS (mlz) 362

(UV, ELSD): 88%); 99%.

90 hod
(Mg);)%ﬁ%rﬁ ﬁ%&%%‘% ; Aﬁﬁ%;%%{ﬁ}%ﬁ{r%ﬁi -?waebenzamlde

LGS w) 33&(@&&1@?@ 412553 HprethquAy; (PVHBLADY. SBLSD)%.
5 100% 100%. 20 57:

imet thoxy ethoxy)-N-thiazol-2-yl-benza

ée L%W%p %g R/IEE?)‘EQ I§"’§Z(ar‘i‘i’éc}fﬁod A); purity (UV, ELSD):
97@@@5@%2} 308 (MH+) RT = 2,19 (method A); purity (UV, ELSD): 73%; 84%.
58:3-Fluoro-4-(3-methyl-benzoylanuno)-N-thiazol-2-yl-benzamide 25

%%rj:lz) ?5 I\/&I:{)Qboxyw %mol(g]e hod égu [Purlty (UV, ELSD): 94%;
Y0 .

10 raé«@ﬂiﬁﬁm@)l\’f&ﬁ@éﬂtﬁ%ﬁ&%@%{@%ﬁﬁ%@hm%yﬁrﬁmow&edﬁawde
LC/MS (m/z) 378 (MH+); RT = 3,25 (method A)' purity (UV, ELSD): 99%;

9{ %ﬁmé RN 9 AR B K thiazol-2-y-ben
SL@M@@%@@B’W By (mhe@fgmmé*tﬂé‘d ﬁysmr&wu\vo%
ELSD) 95%; 100%. 50 61: 4-(2-Methyl- benzoyl) 3 4- d|hydro -2H-benzo|

15 L @@%ﬂ%ﬁ&&%r %’&yﬁcaa%'l iazol-2- am' %ITI:S( 511 £9. M-

RT = 2,65 purity (UV, ELS
4-(BAMS D hr%?nb %%@a%omﬁh.a%wwmn% Pe¥mS
(miz) 336 (MH+); RT = 2,74 (method A); purity (DV, ELSD): 94%; 100%.

56: 4-(Cyclopentanecarbonyl-amino)-3-fluoro-N-thiazol-2-yi-benzamide

LCMS (miz) 334 MI+); RT =2,53 {method A); purity (UV, ELSD): 100%; 100%.
20

57: 4-(3,3-Dimethyl-butyrylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide

LC/MS (m/z) 392 (MHE); RT = 2,85 (method A); purity (UV, ELSD): 97%; 100%.

5% 3-Flooro-4-(3-methyl-benzoylaminoy-N-thiazol-2-yl-benzamide
25 LC/MS (m/z) 356 (ME:); RT = 2,69 (method A); purity (UV, ELSD): 94%; 100%.

59: rac-3-Fluoro-N-thiazol-2-y1-4-(3,5,5-trimethyl-hexanoylamino)-benzamide
LCMMS (m/z) 378 (ME); RT = 3,25 (method A); purity (UV, ELSD): 99%; 100%.

30 60: 4-(2-Cyclopentyl-acetylamine)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 405 (MH+); RT = 2,97 (method A); purity (UV, ELSDY: 95%,; 100%.



63: 4-(3,3-Dimethyl-butyrylanuno)-2-methyl-N-thiazol-2-yl-benzamide
LC/MS (mlz) 332 (MH+); RT = 2,66 (method A); purity (ISV, ELSD): 94%;
87%. 10 64: 5-Chloro-4-(3,3-dim
ethyl-butyrylamino)-2-methoxy-N-thiazol-2-yl-benzamide LC/MS (m/z)
383 (MH+); RT = 3,14 (method A); purity (UV, ELSD): 99%; 100%. 65:
4-(3,3-Dimethyl-butyrylamino)-N-(5-methyl-thiazol-2-yl)-benzamide 1s
LC/MS (m/z) 332 (MH+); RT = 2,54 gmethod A); purity (UV, ELSD): 98%;
100%. 66: 5-Chloro-2- methoxy 4-

ethyldg %{ %Hm%% t?@ %E%@ ggsolk.%goé% (M) AR9 (ME):

6W@2ﬂé’fﬁ%%enzoylammo) N- (5 methyl-thiazol-2-yl)-benzamide LC MS
()32 Ese) (RE-T, 53 foethetha) Apurityr QWY FHLSD): 95061 @0 %.
68: 1-(3,3-Dimethyl-butyryl)-1,2,3,4-tetrahydro-quinoline-6-carboxylic acid

thiazol- 2-ylamide 25 LC/MS m/ 358 MH+) RT =2,80 (gmethod A);
5 p@ﬁ{ﬁ(@ﬁf%@@j by iaggog)-SgBRoro- ﬂthiazoi 2-yl-benzami

5-4GinasaRHEth 4y R et thethzaWarpino)-{Urth iz 2 44%hein2%mide
LGMS (m/z) 403 (MH+); RT = 3,15 (method K); purity (UV, ELSD): 86%;

99%. 30 70: 1-(3-Metlryl-butyryl)-1,2,3,4- tetrahydro qumolme -6-carboxylic |
aci¥ thi éé@@%&hﬁm’@‘m@y lt B9 2R o588 Emethod A):

purdp s/ B BSDRB0% RIBIB, 66 Imbod A); punty(UV ELSD): 94%; 87%.
o 1 -(3,3-Dmethyl-butyryl)-2,3-dihydro-IH-indole-5- carboxylic acid thiazol-2-

) S MR BT 2T et P e

4- E(G[B&E@ﬂwe‘,thyl%@W@l)&ﬁethyﬁémmqm}mmI@lylﬂéé@aﬁﬂféleiQQ%MS
(m/z) 332 (MH+): RT = 2,62 (method A); purity (UV, ELSD): 92%; 92%.

73 4-[(2- Cé‘lopen%l ace %g#no 3‘%%?1%1‘&‘ -thij qutg(%lf% ‘gzggld;%
15 10097&/1&101:72) 332 (MH+); RT =2,54 (method A); punty (UV ELSD): 98%; 100%
2-(2-Methoxy-ethoxy)-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide
66: 5-Chloro-2-methoxy-4-(3 —methyl—butyrylamino)—N—ﬁaiazoiQ-ybbanzaﬁlida
LC/MS (m/z) 369 (MEH); RT = 2,93 (method A); purity (UV, ELSD): 97%; 100%.

20 67 4-(2-methy1—bmzoyiamino)—.?\ﬂ(s-«methyl—thiazol—?.—yi)~benzamide
LC/MS (m/z) 352 (MH+); RT = 2,53 (method A); purity (UV, ELSD): 95%; 100%.

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

69: 5—Chloro-2—methoxy—4—(2—meﬂ1y1—benzoyimino)wNnthiazol—2—ylubenzamide
LC/MS (mvz) 403 (ME-+); RT = 3,15 (method A); purity (UV, ELSD): 86%; 99%.

3 70 1~(3—Meﬂ1y1«butyry1}-i,2,3,4~tetrallydro-quinoli11e:76-carboxylic acid thiazol-2-
ylamide
LO/MS (my/z) 344 (ME+); RT = 2,58 (method A); purity (UV, ELSD}): 99%; 98%.



LC/MS (mlz) 378 (Mli+); RT = 2,66 (method A); purity (UV, ELSD): 81%;
99%.
75:iac-2-Propoxy-N-thiazol-2-y1-4-(3,5,5-trimethyl-hexanoylamino)-benza
mide 15 LC/MS (m/z) 419 (MH+); RT = 3,80 (method A); purity (UV,
ELSD): 83%; 98%. 76:
rac-N-Thiazol-2-yl-4-(3,5,5-trimethyl-hexanoylamino)-benzamide LC/MS
(m/z) 360 (MH+); RT = 3,04 (metho%A); purity (DV, ELSD): 98%; 100%.
20 77: 4-(3-Cyc|opentyl-propionylam-lr%o)-N-thiazol-2-y|-benzamide LC/MS-
(m/z) 34 +); RT = 2,79 (methad A); purity (UV, ELSD): 99%; 100%.
78@-(2‘:@3@ PR ‘r%@%}i%ﬁrﬁb‘i)!%ﬁ%’e?ﬁ&%@f T o AVE s T
LC8dim/z) 360 (MH+); RT = 2,79 (method A); purity (UV, ELSD): 100%;
1008m128n79 20y oloheptanecardaxuiie A& pur , BLSD): 99%: 97%.
[2-methy§lﬁlf7-z?[hiazoI-2'-yEI)carbamoyI)-phenyﬁ-%ﬁ%ﬂC/MS %nﬁ% 39gS/
(M1l+); RT = 2,72 (method A); purity (UV, ELSD): 100%; 93%. 80:

5 3-Nhethbbtyd4(8ephebyivpropiofylamino)-Mitivagicl-2Lperenzdmide 30
LCUMS1{1472)382 (W4 RRE 2.2, (R=MRtRP S i RurtyHilYs) EbBDY200%;
100%. 81: Cycloheptanecarboxylic acid
[2-chloro-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide LC/MS (m/z) 379
(MBI donepithettodt Iyr HosanNY - B8 DY-B4%szendls 52 82:
4-[2e(B4Methosysnhvanyd) rcety annaid- me thideNdivazok 2y b gngasmide

10 LCIMS (mlz) 382 (MH+); RT = 2,39 (method A); purity (UV, ELSD): 94%;
100%. 5
837 Bromé:tor-sihemspehty i ramdinehmdizblezal R iybhorrmiiés
LCISITHZY A8 (V) R T 2,85 aefmatngchAparity {US) FLSDINOT%;
1.00%, 84: 4-Butyrylamino-3-chloro-N-thiazol-2-yl-benzamide LC/MS
(mlz) 325 (MH+); RT = 2,39 (method A); purity (UV, ELSD): 98%; 100%.
10 8% _}'acw2»Pr0poxy~N—ﬂu azol-2-yl-4-(3,5,5-trimethyl-hexanoylamino)-benzamide

155-QHI6vG- d=(2- ¢y 0P rtyRRectypiatmishyL AN ethtx e N;thizsm): 23yksenzami
de LC/MS (m/z) 395 (MH+); RT = 3,27 (method A); purity (UV, ELSD):
99%; 100%. 86: _ o ]
5-dﬁfd’%ﬂﬂ?ﬁ/ﬁ@l‘ﬁ}&%ﬁééérﬁ%ﬁﬁﬁéﬁﬁmﬂmﬁﬁ@fﬁﬁzoI-2-yI-benza
mMid&- A8 L@MS Gori} 38 RIVA3 0% RiEto3,08 poath@ty AYLEDItGSU PO %.
ELSD): 99%; 100%. 87:

o R e Ao ARk 3 oy hiazol 7y enzamide

LC/MS (m/z) 344 (MH+); RT = 2,79 (method A); purity (GV, ELSD): 99%; 100%.

78: 4-(2-Cyclopentyl-acetylamino}-3-methoxy-N-thiazol-2-yi-benzamide

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

25 ‘ '
79: Cycloheptanecarboxylic acid [2-methyl-4-(fhiazol-2-ylcarbamoyl)-phenyl]-amide
LC/MS (m/z) 358 (MHH); RT = 2,72 {method A); purity (UV, BLSD): 100%; 93%.

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

81: Cycloheptanecarbexylic acid [2-chioro-4-(thiazol-2-yicarbamoyl)-phenyl]-amide
LCMS (m/z) 379 (M) RT = 3.14 (method A): nurity (UV. ELSDY: 84%: 94%.



LC/MS (m/z) 360 (MH+); RT = 2,73 (method A); purity (UV, ELSD): 99%;
100%. 20
88:2-Methoxy-4-(4-methoxy-benzoylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 384 (MH+); RT = 2,55 (method A); purity (UV, ELSD): 99%;
100%. 89: 3 -Methoxy-4-phenylacetylamino-N-thiazol-2-yl-benzamide
LC/MS (mlz) 368 (MH+); RT = 2,58 (method A); purity (UV, ELSD): 87%;
99%. 25 90:
3-Methyl-N-thiazol-2-yl-4-(2-thiophes-2-yl-acetylamino)-benzamide LGMS
(mlz) 358 (MH+); RT = 2,33 (method A); purity (UV, ELSD): 88%; 100%.
91: 3-Chloro-4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yl-benzamide 30
L GYM [k 2) 1306 Mbibkin); T R ey 292  rietingieh A w&y:{l;}M;eEiﬁﬂa)g 98%;

97%. 4 N 2Z5y;b mi
de L(/Zl\/%l\ﬁ2 (éﬁ%\ﬂ%&%nﬁﬁgﬂ%@@%ﬁé&% Ajn%%lg%sﬁvu rtv ( VX/E’L?S(%/a
98%: 100%. 53 93: 4-Butyrylamino-3-methyl-N-th azol-2- yI -benzamide
5 LOIM S Kmotz)-302-(Midpogn iR b=t S2(mething )2 puiity(uifeELSD): 100%;
100%118 (in/z) 409 (MF+; RT =295 (method Ay, purity (UV, BLSD); 9754; 1009
94:4-(2-Chloro-benzoylamino)-3-methyl-N- thlazol 2-yl-benzamide LC/MS
(m)z) 373 (MH+); RT = 2,43 (method A); purity (UV, ELSD): 95%; 100%.
9584- Q%W@hmsbémgwmw%ﬂﬂeﬂzyhﬁmmazol -2-yl-benzamide
LC/MBfT7)407 (M) v T 3 2 12 4matnochBenrysi iy, BlS D)6 %:
100%2) 10 98 4-(2-Chloro-b ¢ YM) AR
enzoylamino)-2-methoxy-N-thiazol-2-yl-benzamide LC/MS (miz) 389
(MBB+f-Rifioro 255 (rrletivoty Apeplmitin(U ¥ rEE D) MO0 100 YbergFmide
A(Z-Eto Ruty eplamien); Z-methoxy-Mitbiazob2-v-aenzamisie sk, L (HidS
. (mlz) 348 (H--); RT = 2,58 (method A); purity (UV, ELSD): 99%; 100%.
98: 2-Methoxy-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide
L CANS-(Fhiep 36RtWkkraR T 2urme ot Ao pultipian- 2Bl 8ey-g8is,
15100%2vi20m/z) 381 (ME+); RT = 3,09 (method A); purity (UV, ELSD): 99%; 100%.
99:3-Methyl-4-(3-phenyl-propionylamino)-N-thiazol-2-yl-benzamide LC/MS
(m/z) 366 (MH+); RT = 2,50 (method A); purity (CV, ELSD): 98%; 100%.
10674483 Dhwietsghbeityha e i ethoxjurithiaroresitenzamide
LC/MS {m/z) 360 (MH*); RT = 2,73 (method A); purity (UV, ELSD): 99%; 100%,

10

20  88: 2-Methoxy-4-(4-methoxy-benzoylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 384 (MH+); RT = 2,55 (method A); purityl (UV, ELSD): 99%; 100%.

89: 3-Methoxy-4-phenylacetylamino-N-thiazol-2-yl-benzamide

LC/MS fm/z) 368 (MH); R = 2,58 (method A); purity (UV, ELSD): 87%; 99%.
25 '

98: 3-Methyi-N-thiazol-2~yl-4-(2-thiophen-2-yl-acetylamino}-benzamide

LC/MS (m/z) 358 (MEL); RT = 2,33 (method A); purity (UV, ELSD): 88%; 100%.

91: 3-Chlero-4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yi-benzamide
30 LC/MS (m/z) 365 (MEH); RT =292 (method A); purity (UV, ELSD): 98%; 97%.

92: 4-(4-Methoxy-benzoylamino)-3-methyl-N-thiazol-2-yi-benzamide
LCMS (m/z) 368 (MEH+): RT = 2.35 (method A): purity (UV, ELSD): 98%: 100%.



LC/MS (m/z) 348 (ME+); RT = 2,68 (method A); purity (UV,.ELSD): 99%;
100%. 25 101:
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- 30 2-ylcarbamoyl)-phenyl]-amide LC/MS (m/z) 412
(MH+); RT = 2,86 (method A); purity (UV, ELSD): 79%; 95%.
103:4-(2.2-Dimethvl-nrooionvlaminé- -methnxv_n thiaznt-2-vt_i
enzam,dP 54 LCIMS (rn/z) 334 (MH+); RT = 2,61 (method A); purity (UV,
ELSD): 96%; 100%. 104: 2-Methoxy-4-(4-methyl-b
enz20ylammino)ddithidzebdyyibenzamide d-GIMSiémlz) 368 (MH+); RT =

2, 74method Adi MNE’Y =Blop R RBY%)980, 2APLSD): 100%; 100%

Thiophene-2-carboxylic acid
[3-methoxy-4-(thiazol-2-ylcarbamoyl)-phenyl]- amide LC/MS (m/z) 360
5(MPHE - R?Chdczm’&iémeﬁmﬁi%ﬁ-mﬁﬂiw (N1 3 0)::80%60100%. 10 106:

<ot AU 01

8-(2- Cyclopentyl acetylamino)-2,3-dihydro-benzo[1,4]dioxine-5-carboxylic
aci@s thiGzol 2 oplarnita b5 G H)S - tnekb)y BESHRUT S Wi Rizai2dZ8 (method

A); ReNEY (Y 4ol Bl 990:=L0Bnetn@B Ay purity (UV, ELSD): 96%: 100%.
6 -(2-Cyclopentyl-acety amlno) b|p enyl-3- carboxyllc acid

Pthiazol-2- -ylamide LC/MS (miz) 407 (MH+); RT = 3,08 (method A); purity
(UVSEL-G 51049 rz009air0-209:thoxy-N-thiazol-2-yl-benzamide

4- (a@MQWMﬁ@@Mﬁ@m)ﬁﬁ(&e@ﬁs@@wpﬁmpm%ﬂ@@f%@ Mogenza
mide LC/MS (m/z) 405 (MIS+); RT = 2,74 (method A); purity (UV, ELSD):

86%; 96%. 110:

4- (373 Bty lyrinirbretifued-Nithii2ol dopkberdzamide LGMS
15(MIZCAZS (VM )5 R B6 {methadinds Ry vy rE LS D)) Bt; 88H8,
25 1lI: 2-Clrloro-4-(2-methyl-b enzoylamino)-N-thiazol-2-yl-benzamide

98: 2-Methoxy-4-(2-methyi-benzoylamino}-N-thiazol-2-yi-benzamide
LC/MS (m/z) 368 (MH+); RT = 2,52 (method A); purity (UV, ELSD): 83%; 100%.

20 99: 3-Methyl-4-(3-phenyl-propionylamino}-N-thiazol-2-yi-benzamide
LC/MS (m/z) 366 (MET+); RT = 2,50 (method A); purity (UV, ELSD): 98%; 100%.

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

LC/MS (m/z) 348 (MHE+); RT = 2,68 (method A); purity (UV, ELSD): 99%; 100%.
25 |

101: rac-3-Methyl-N-thiazol-2-y1-4-(3,5,5 -trimethyl-hexanoylamino)-benzamide

LC/MS (m/z) 375 (MHA); RT = 3,06 (method A); purity (UV, BLSD): 100%; 100%.

102: rac-2,3-Dihydro-benzo[1,4]dioxine-2-carboxylic acid [2-methoxy-4-(thiazol-
30 2-ylearbamoyl)-phenyl}-amide

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

163: 4-(2.2-Dimethvl-orovionvlaminod-3-methoxv-Mithizzal-2vlhenzamide



LC/MS (mlz) 373 (NM+); RT = 2,60 (method A); purity (CV, ELSD): 90%;
97%. 112: 4-(2-Fluoro-b enzoyl amino)-N-thiazol-2-yl-b enz amide 30
LGMS (m/z) 342 (MH+); RT = 2,34 (method A); purity ((N, ELSD): 97%;
100%. 113:4-(2-Methoxy-beuzoylamino)-N-thiazol-2-yl-benzamide T rrn
Qr,.,J7\ 224 (MH+L RT = 258 (method A): Durity (CV, ELSD): 96%; 97%.
55 114: Benzo[b]thiophene-2-carboxylic acid
[2-methy|-4-(thiazol-2-y|carbamoy|%— phenyl]-amide LC/MS (mlz) 394
(MH+); RT = 2,77 (method A); pur )‘}(UV, ELSD): 100%; 99%. 5 115:
5-(3,3-Dimethyl-butyrylamino)-biphenyl-2-carboxyli id thigzol-2-yJamide
GIMNES 3) SO IR BTGt A5 A 1O, LS bt
100%. 116:
N-(5;Chloro-thigzol-2-y1)-4-(3, 3-gimethyl-hubgyiaminglshenrzamide: 10
Ld%é?‘r%}%’?%%n‘%ﬁ% ! Aﬁ%ﬁé,l (mgdii?d ﬁ&%@g@yﬁ%\é} EJLSD)100%;
1 0g9AS () 368 (MH=); RT = 2,74 (method A); p , L9895,

5 N-(5-Chloro-thiazol-2-yl)-4-(3-methyl-butyrylamino)-benzamide: LC/MS
(Mygd 338:(MHE)s RT5,:212 (ethos AdinBiity. (hido E3-5E2y 0004 PBMHy1115
118: N-(5-Chloro-thiazol-2-yl)-4-(2-cyclopropyl-acetylamino)-benzamide:
LGS (m/z) 336 (MH+); RT = 2,7 (method A); purity (LTV, ELSD): 88%;
9794/M Gn/dy Bty RaIn RE-N2 (5 chrdrodthinesig- Vb BRSEINGE: Ledkrs
(m/z) 324 (MH+); RT = 2,7 (method A); purity (UV, ELSD): 99%; 99%. 20
120: 4-B enzoylamino-N-(5-chloro-thiazol-2:yl)-b amide: LC/MS (m/z)

1035&“%@)%@?2‘?@“%83(%%%&/& q%ﬁ?%%ﬁ%/%éﬁggg 97%; 99%. 121:
3-BOaYS e tHiAZ DRy AR 2248 Tedieost 2y (Bl Ry RIinD Eoe 2amid
e: 25 LC/MS (m/z) 376 (MH+); RT = 2,7 (method A); purity (UV, ELSD): -
7%; 72%. 122:

9 2: . ) . L
. - -2 3. “henzo[1,4]dl -5-carboxylic acid
4-3Y3:Bitrd IR S lnaq%’)lfﬂ-%h?iéi%}g?ﬁ%fﬁ[lffu]org}r{rﬁugthc(;xy-benzamid
e: bMIS-farzi402 (MH+); RT = 3,1 (method A); purity (UV, ELSD):
1598% A4 30382 (3 BIRimetiiyebiaty Ajlamino)ed’, ELSD): 99%; 100%.
-methoxymethyl-N-thiazol-2-yl-benzamide: LC/MS (m/z) 362 (NII3+); RT =

2.6 (method A); purity (UV, ELSD): 86%; 99%. . .. . .
1((}8: 6—(2—Cyc)10§enty¥a(cetylanﬁno}—giphenyl-?y~carboxyhc acid thiazol-2-ylamide

LC/MS (m/z) 407 (ME); RT = 3,08 (method A); purity (UV, BLSD): 94%; 100%.

20 109 4—(2-Cyclopentyl-acetylamino)«B-(2-methoxy—eﬁaoxy}—N—thiazol—Z—yl—bcnzamidc
LC/MS (/) 405 (ME); RT = 2,74 (method A); purity (UV, BLSD): 86%; 96%.

110: 4-(3,3—Dimethyl—butyrylmnino)-?.«ﬂuom—Nn‘thiazol-Q,—yl—benzamide

LEC/MS (mfz) 336 (MEH); RT = 2,66 (method A); purity (UV, ELSDY): 97%; 98%.
25 _

11 2—C1ﬂoro—4—(2~methy1—benzoylamino}f\f—thiazo1~2~y1—benzamida

LOMS (m/z) 373 (MHES); RT = 2,60 (method A); purity (UV, ELSD): 90%; 97%.

112: 4a(2-F1u0m~benzoy1anﬁno)—N~t¥ﬂazoi—2~yi»benzamide
30 LOCMS (mvz) 342 (ME+); RT = 2,34 (method AY; purity (UV, BLSD}: 97%; 100%.

113 4«-(2—Mat}mxy—banzoylamino}N—ﬁLiazol—EﬁyIubenzamide
T AR frmio) 254 (MTRY: RT = 2,58 (method AY: purity (UV, ELSD): 96%; 97%.



124: 4-(3,3-Dimethyl-butyl ylamino)-3-propoxy-N-thiazol-2-yl-b eiizamide:
56 LC/MS (m/z) 376 (1vit +); RT = 3.3 (method A); purity (n T. ELSD):
99%; 97%. 125:
3-Chioro-4-(3,3-dimethyi-butyrylamino)-5-methyl-N-thiazol-2-vi-benzamide
: 5 4-Amino-3-chloro-5-methyl-N-thiazol-2-yl-benzamide (0.06 mmol) was
dissolved in 1,2-dichloroethane (0.75 mL). Pyridine (5-8 uL) and
3,3-Dimethyl-butyryl chloride (10L) were added. The reaction mixture was
heated to 130C for 2h by microwave. Irradiation. The product was filtered
off and dried. LC/MS (m/z) 366.1 (MH+); RT = 2.6 (method A); purity (Utr,
ELSD): 98%; 99%. The following compounds were prepared analogously.

126t 4-(BS:DimSibyhdoetypdniing) - SaGddifinienetithiazolk R2yibarbamoyl)-
ﬁqggy%emkg/MS (m/z) 354.0 (Ivffd+); RT = 2,5 (method A); purity (UV,

L’D(f(#&r% 1. 99%. 127: 4-(3

3 BRI G 2 dTr RN iz B LY TSRy aliofiefe 9495.

> LC/MS (mlz) 345.9 (MBIl ); RT = 2.5 (method A); purity (UV, ELSD): 95%;
3 pimen B NS S T e e
R S e BB Bty o o Sy
95%; 99%. 20 129: 3-Chioro-4-(3,3-dimethyi-butyryianuno)-N- thlazol 2-yl-

5- tmmmqsn@ﬁh% m@éﬁm@m {%Q/Jéﬂl%fﬁﬂ])@\ﬂ%@lmm-a@ 9 (method
&%éf?‘lg a?)%iyl -thla’z mflgﬁé%ﬁﬁfﬁ‘é%&&%ﬁoo% 160%.

Thlazol 2-yl-terephthalamie acid (2 mmol) was dissolved in

1.2rphicvigsashanariddimidand Q&Mﬁ%@tﬁhh&ﬂ?ﬁ&z@n@éﬂo')

AR T ot i MR prRSBATE (0

mmol) was added. Stirred over night at room temperature, then 2.4 mmoi
15 ECIi@ W) (asiadderlalang witl waliephhhdeFhei36) iragiinn.mixture was

e R R Tl

119: 4~Butyryiamino-N~(5-chloro—t}ﬁaiol—2~y1}—benzamide:
- LC/MS (m/z) 324 (MH+); RT = 2,7 (method A); purity (UV, BLSD): 99%,; 99%.
20

120: 4-Benzoylamino-N-(5-chloro-thiazol-2-yl)-benzamide:
LC/MS (m/z) 358 (MH-+); RT = 2,9 (method A); purity (UV, BLSD): 97%:; 99%,

121: 3-Fluoro-N-thiazol-2-yi-4-(4,4 4-triflnoro-3-methyl-butyrylamino)-benzamide:
25 LC/MS (m/z) 376 (MB+); RT =2,7 (method AY; purity (UV, ELSD}: 97%; 72%.

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

30 123: 4-(3,3-Dimethyl-butyrylamino)-3-methoxymethyl-N-thiazol-2-yl-benzamide:
- LC/MS (m/z) 362 (MH+); RT = 2.6 (method AY; purity (UV, ELSDY: 86%; 99%.

124: 4-(3,3-Dimethyi-butyrylamine)-3-propoxy-N-thiazol-2-yl-berizamide:



1H NMR (De-DMSO0): 0.92 (s, 911); 3:13 (d, 211); 7.30 (d, IH); 7.58 (d,
11-1); 7.98 (d, 211); 8.16 (d 2H); 8.52 (t, 1H); 12.76 (br s, 111). 5 131: 3,
5-Dichloro-4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide
4-Amino benzoic acid (36 mmol) was suspended in 1,2-dichloroethane.
Pyridine (44 mmol) was added followed by drop wise addition of
3,3-dimethyl-butyryl chloride (44 mmoi). The mixture was stirred over
night at ambient temperature, and then filtered. The solids were washed
with 1,2-dichloroethane and. dried3 vacua, 10 Yield: 55% 1H NMR

6-DMSO): 1. 91-1); 2. , 2H); 7.71 (d, 2H);.7.88 dd _ZHD; 10.09
R S S e R B o

mmol) was dissolved in.DMF (5 mL), 15 N-chlorosuccinimide (8.5 nunol)
was added portion wise. The reaction mixture was stirred at 40 C over

night. Anather 8,5 mo N-chlor succ'nimige s added, the reaction
TP B D RNt S L BT REero-
syctinimidevias- aduey}-Stiftimpwas domtrosd Gt B0ngrfr s Fhisiveasn

repeated . dimesvater (36 mt)vassadded, thesfesmed nracinfatawas
filtered off, washed with 20 water and dried in vacua. Yield: 82% IH NMR

. (é@ww 999 (sTlpieasting (@R 785 [§ais)iog .@QOFS, fj?H)Z_h by microwave

15

20

- 30

3ib=Bitvervmtardime thytrbd hmdamine)-benzoic acid (1.7 mmol) was
suspRRdED Aoy h@HQBC@@@%&%(&é%,L)J&%? PMR:A15Q Lk inder, an

argon atmosphere. Oxalylchloride (2M in dichloromethane, 1.02 mL) was
added slowly to the stirred suspension. After stirring at room temperature
fober fo e ias aspraneds Fesrsaverhtsy sowinzoration 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 30 pyridine (1.7 mmol)
in 2O -tiéhdrsetivahe s AR ad- adHderpottiShafise Y T zfEattion
Mixtukeswas stirtechatisq Lrever nighthcEhe reastigumixtsre evaparated
and re-dissolved in ethyl acetate, then washed with NaOH (0.IM). The

organic phase was 58 ) . _
127 4-(3,3-Dimethyi-butyrylamino}-3,5-dirnethyl-IN-thiazol-2-yi-benzamide:

LO/MS (m/z) 345.9 (ME+); RT = 2.5 (method A); purity (UV, ELSD): 95%; 99%.

128 4-{3,3-Dimethyl-butyryiamine-N-{hiazol-2-y1-3-trifluoromethyl-benzamide:
LOMS (m/z) 386.2 (ME+); RT =29 {method Aj; purity (UV, BLSD}: 95%; 99%.

129 3-Chloro-4-(3,3-dimethyi-butyryiamine-N-thiazoel-2-yl-5-rifinoromstnyl-
benzamide:

LOMMS (m/z) 420.3 (ME+); RT = 2,9 {method A); purity (UV, BLSD}: 95%; 98%.

130; N-(2,2-Dimethyl-propyl-N'-thiazol-Z-yl-terephthalamide

N-Thiazol-2-vi-terephthalamic acid {2 mmol) was dissolved in [ .2-dichioroethane (10
mi) and DMF (0.5 mLl). DIPEA (2 mmol), 1-(3-dimethylaminopropyi)-3-ethyi-
carbodiimide hydrochloride (2 mmol}, 1-hydroxybenzotriazole (2 mumol} and
2, 2-dimethyl-propyviamine (2.4 mmol) was added Stired over might at toom
temperature, then 2.4 mmeol HC! (2M) was added along with water (3 ml} The
reaction mixture was fltered, the precipitaie re-dissolved in ethyl acetate and

bt st WalYI N dAmed aver Mol Altered and evanorarad



Yield: 7% (3% overall) 1H NMR (D6-DMSO): 1.08 (s, 91-1); 2.27 (s, 2H);
7.31 (d, 111); 7.58 (d, 1H); 8.20 (s, IR); 9.92 (s, 111); 12.87 (br s, 1H). 5
132: 4-(3-tert-Butyl-ureido)-N-thiazol-2-yl-benzamide
4-Amino-N-thiazol-2-yl-benzamide (0.46 mmol) was suspended in
1,2-dichloroethane (5 mL) and 2-isocyanato-2-methyl-propane (2.3 mmol)
was added. The reaction mixture was heated at 140 C by microwave
irradiation for 3.5 h. The reaction mixture was evaporated to dryness and
purified by preparative IIPLC-MS. té ¥ield: 11% LCIMS (nl/z) 372 (MW);
RT = 2.21 (method A); purity (UV, ELSD): 95%, 98%. 133:
[4-ETHiz6¥2-yIcarbamoyl)-phenyl)-carbamic acid 2,2-dimethyl-propyl

ester %@aﬁmmmwmz%yban @zw@@ﬁg 4%@%&%?&89&?%@ 0
2%% El ﬁ?fp%y?gﬁ r%)tlna%% 4é$&m§l) Wasl)addcéd The reaction

mixture was stirred at 50 C for 24h and 70 C for 24h. The crude mixture
5 Wags evapORIeddO.HyNESE B0 Y IQQJQMW%BQMW bl GMS. Yield:

28olHN 0,96 (s, 9H 7.26 (d, 111)755
R N éﬁﬂr%‘ia Py
Ph*am@&c‘apé @é%ﬂ%&ﬂwgmmdmnm ﬁé@wmé Teirimticiny N pe stéetide
aceerdingoly tr@f@ﬂmm'd gfmmdis@v&%&g% z@%@éﬁ@&ﬁ?@é&&!@d@bﬁg Ben
yr C gncodin et €4 C égore tained by
rancﬂnr%lafcl)rri}iney’x 'r%év%rse transcrlgt%%%d FiE RS ‘%%?ﬁ”éffﬁﬂm
10(CI‘6W§%e%?‘?}’ A subsequent polymerase chain reaction (PCR) was

penfanngs (DsDYE® A asiemplaleand he@lispnuelectides, 10.00 s,
TTT@C@%&BT@ CATGCCCATCATGGGCTCCTC and T-rmrmAaA
aTr,annsrAr. tt GCTC C:ATC' as primers for the amplification. 59

4-(3,3-Dimethyl-butyrylamino)-benzoic acid (2 mmol) was dissolved in DMF (5 mL),
15 N-chlorosuccimimide (8.5 mmol) was added portion wise. The reaction mixtore was
stirred at 40 °C over night. Another 8.5 mmol N-chlorosuccinimide was added, the
reaction mixture was then stirred over might at 50 °C. Anofhier 4.3 mmol N-chloro-
succinimide was added, stirting was continued at 50 °C for 2h. This was repeated 5

times. Water (30 ml) was added, the formed preciptate was filiered off, washed with

20 water and dded in vacuo.
Yield: 82%
TH NMR (Ds-DMSO): 1.07 (s, 9H); 2.26 (5, 2H); 7.95 (s, 2H); 9.91 {s, 1H).

3,5-Dichlero-4-(3,3-dimethyl-butyrylamino)-benzoic acid (1.7 mmol) was suspended
25 in 1,2-dichloroethane (15 ml) and DMF (150 pL) under an argon atmosphere.
Oxalylehloride (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
30 pyndine (1.7 mmeol) 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

P L. D Y e T Fauk PR R I I 4 1 i
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The amplification was performed using Phi polymerase (Stratagene, in
accordance with the manufactures recommendation) with an annealing
temperature of 54C. The reaction mixture was analyzed by an agarose
gel electrophoresis and a band of 1.2 kb was excised and the DNA
eluded, The eluded DNA was digested with the restriction 5 enzymes
Maui and Xbal and ligated into a vector, pClneo, cut with the same
enzymes. DNA was isolated and sequenced. CHO cells was transfected
with the pClneo clone expressing the A2, receptor and cells with- stable
integration of the plasmids were isolated after 2-3 weeks growth in the
prédante BhenrierB mg/ml or 10mg/ml G418. to CHO cells transfected
Withélik recapiers ns desgribec abaye weregrowiEn FI2 (Gulient2o s,
Ixtu aighs ification, Life technologies) with 10% FCS, 1%
;}l%ré]e?é gin%q)}"%pen|crif|’|(r%?s?)t'reptomycin and 1 mg/mL G418. 24 h prior to
assay performance, 10000 cells/well were seeded in costar 96-well plates
1530 media withowt@Eb 1 810i60180%confiuidace. The cells were
stimulated. with NEGA (00-9498, final.concantialion.43.nM)caesaending

to about 80% agonist efficacy. The cell media was remgA/edd d the‘%ells
wisHEd S¥neEa Fie Bracbimmae 4 P B RNd TREBaESd (Ch Shaker)
withx&@eLvaf astspangicn of agceptorbeads:diatdcR0fA0E-dita Stutiertiof
test compound or stan - indarknessdor 30 min at
PR eé’é"d‘ﬁ’f’g%gé‘? f%é%‘ %?%%%%%%ﬁ%g d rc%%l? ﬁ%% bead?fgld further
in&ipéitidf*60-120 min in darkness. The plates were analysed according to
MaOWACHIETS/NGUBECHRT (Al sehedr) Prenkin Elvh & fPackd 8%
Biosciense)). 25 The acceptor beads were suspended in a stimulation
buffer (5 mM HEPES, 0.1 % BSA in Hanks balanc%g sgltlpH 7.? \é%o
phERbI SR oy crRE R A0S RETE° AL sendBa T 3 Ty Rls Butrer
(the stimsaticn-biifer veitha 0804 Ak semodOvans:sbiode intedr €ANpmythane

acr%%&%g‘&&%%w@%t%ﬂai%H@?}i@ﬁn@mﬂ%ﬁmmd?&ﬂm (0.46 mmol)
Elmer(Pachard Biosciense)). 30 The data we effit & Wigtihy{)m@'}ci;?%ﬂ[ The
regiessitn. AhtrresoLRaiEe VAGE idle ca#cﬁ’fa edTrom the equations:

60crude mixtare was evaporated to dryness and purified by preparative HPLC-MS.
Yield: 28%
1H NMR. (De-DMSO): 0.96 (s, 9H); 3.84 (s, 2H); 7.26 (d, 1H); 7.55{d, 1H); 7.62 {d,
211); 8.06 (d, 2HD); 10:00 (s, TH); 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.

¢DNA was obtained by random primed reverse transcription of buman fetal brain

30 RNA (Clonetech). A subsequent polymerase chain reaction (PCR) was performed

using the cDNA as ternplate and the oligonucieotides
TTTACGCGTGGCCATGCCCATCATGGGCTCCTC and

TR A SR A AT A CHIACACTOOTOHOTOCATC as nrimers for the amplification.
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IC50 = ([ 1]/ (100/(100-%1NH))/(1+([ag]/EC50) and K; =
ICso/(1-[ag])ECso0), 5 where [ | ] is the inhibitor concentration, [ag] is the
assay agonist concentration and EC50 is the agonist concentration
required for half maximal effect. AZA binding assay: Membrane
preparafions for AZA binding anatysis: 10 Expression in insect cells The
human Ala encoding DNA were excised from the pCineo constructs by
Mlul and Xbal and subcloned into the pFASTBAC?2 vector cut with Xbal
and BssHII. The 15 inserts were regepmbined into the baculo vector using
the Bac-to-Bac(c) system (Invitrogen). The generation and isolation of

badwl e Was PeiBrHiat s gescribaty by aee distrberes: (hvireyers

o 1106 At infocted th. & MOT o 0.2 The cele are haniesiad T2
of 1*106 and infected it of 0.5. The cells are harvest

A R A e o DS A AU TR R - B
A2y eceistorsd/ier ®HombigehiZeel dmB0 RINAHessligrsiep Mtz Bamesinidiorn
T st mmrmﬁh%mngQme@dﬂmhw;ﬁdﬁammm . of
0. ml and 2U Adenosine inase (Roc ml m ra
S S R T e
beforese. hs Az AERRINY A sl sTatBitidiagHegaiowas Herrbirmatdt oo
welkflatdaeitors platesanshinitiatec-Rysrix g6 gaprotaindwelhwithis.
solutions of standard compounds or test compounds (final concentrations
0-10 M) and 1 nM final concentration of 3H-ZM241385 (81036 from 30
ToeHSs) cAllF tuatsdesiip it S wereaifited ifrSoibad therufterngan m F12
DMG=stooksrécapt efcdficaiy, Titeisaactiana)(fingl Moluras, 12 @0anin

Weargdi > Q%E?ﬁﬁ%&@ﬁo@%ﬁ%ﬂ%ﬁ QM gygisg]ed on Unifilter-GFB with

water. The filters were dried 20 min (37 C)

24 h prior to assay performance, 10000 cells/well were seeded in costar 96-well plates
in media without G418 to 60-80% confluence. The cells were stimulated with NECA
{00-9498, final concentration 75 nM) corresponding to about 80% agonist efficacy.

The cell media was removed and the cells washed 3 fimes m 37 °C pre-equilibrated
PBS and incubated (on shaker) with .10 ul of a suspension of acceptor beads and
1001 of a solution of fest compound or standard comﬁouad {0-10 uM) in darkmess for
30 min at 25 *C before addition of 30 pl of a suspension of donor beads and further
incubation 60-120 min in darkmess. 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 m Hanks baianced salt pH 7.4 w/o pheno! red (Gibeo). The donor beads were
suspended in a lysis buffer (the stimulation buffer with 0,3% Tween 20 and
piotinylaied cAMP) according to manufacturers imstruction (Alpba screen, Perkin
Elmer (Pachard Biosciense)). .

30

The data were fitted with non-linear regression, and ICs and K; values were

calculated from the cquations:
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61 before addition of 35 | Microscient-0 or Optiphase supermix and
counting in a Trilux counter for 1 min. The data were fitted with non-linear
regression, and IC50 and K; values were 5 calculated from the equations
- 1C50 = ([ 1)/ (100/(100-%INI3))/(1+([L]/KD) and Ki = 1C50/(1-[L]/KD), 10
where [ | ] is the inhibitor concentration, and [L] and KD are concentration
and dissociation equilibrium constant of the radiotracer, respectively. The
exemplified compounds 1-119 of the invention are A2A receptors
antagonists 15 having a human A2A binding affinity (Ki) of 530 nM or
less. Formulation Examples The pharmaceutical formulations of the
inCention a4 pPerBrEd by deal/BRtional 20 methods in the art. For
example: Tablets may be prepared by mixing the active ingredient with
ordinar ?é?fs and/or diluents and subsequently compressing the
nﬁ&ﬂﬂ'g E‘:%\jnves tlonal tabletting machine. Examples of adjuvants or
diluents comprise: Corn starch, potato 25 starch, talcum, magnesium
st&ggpggl ggl@I%?gﬁiﬁ%msﬁ@egumn@ag]maﬂmsa&agUMemmm A antsor
additives usually used for.suc rings, flavourings,
pt%g@r\%f VS (t:ccr)ﬁ%af %J?Jnsléa%%g\)/%srgc% 1'?hi%a&tll;%1r1?<1§31/%aﬁrge%%::ompatlble with the
active mgredlents. 30 Solutions for injections may be prepared by
digsplvipgiibasestive ingredient and possible additives in a part of the
solvent for injection, preferably sterile water, adjusting the solution to the
desired volume, sterlllsm the solutlon and filling it in 62 suitable

arybni e RTeRa e BREREdiRE Eonventionally used in the art may
be added, such as ton|C|ty agents, preservatives, antioxidants, etc.

Expression in jusect cells

The human Ag, encoding DNA were excised from the pClneo constructs by Miul and k
Yhal and subcloned into the pFASTBAC2 vector cut with Xbal and BssHII. The
inserts were recombined into the baculo vector using the Bac-to-Bac® system
(Invitrogen). The generation and isolation of bacuio virus was performed as described
by the distributor (Invitrogen). High Five cells (Invitrogen) was grown at 27°C in
suspension to a density of 1¥10° and infected with a2 MOI of 0.5. The cells are

harvested 72 h post infection and membranes prepared.

High five celis expressing Agy receplors were hormogenized in 50 mM tris-buffer pH
7.4 in ap ultra Turrax homogenisator. The membranes were diluted to 2 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.

Aoy binding analysis:

Binding assay was performed in 96 well flat bottom plate and initiated by mixing 10.6
ug protein/well with soluiions of standard compounds or fest compounds (fnal
concentrations 0-10 uM) and 1 nM final concentration of *H-ZM241385 (R1036 from
Tocris). All test compounds were diluted in 50 nM trisbuffer from DMSO-stocks (2
mM or 16 mM). The reactions (final volume = 200 pL) were incubated for 30 min at
25 °C* and washed on Unifilter-GF/B with water. 'The filters were dried 20 min {37 °C}
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Typical examples of recipes for the formulation of the invention are as
follows: 5 1) Tablets containing 5.0 mg of a compound of the invention
calculated as the free base: Compound 1 5.0 mg Lactose 60 mg Maize
starch 30 mg 10 Hydroxypropylcellulose 2.4 mg Microcrystalline cellulose
19.2 mg Croscarmellose Sodium Type A 2.4 mg Magnesium stearate
0.84 mg 15 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 23.5 mg 20 Povidone 48 mg Microcrystalline cellulose 14.4
mg Croscannellose Sodium Type A 1.8 mg Magnesium stearate 0.63 mg
250808y rdpittemntdiAm g ipEiamitilite ! Cortptndsl s2bermir BotbitohHa0img
Hyeraxyprapyesltiulgse 15 mg Glycerol 50 mg 30 Methyl-paraben 1 mg
Propyl-paraben 0.1 mg Ethanol 0.005 ML Flavour 0.05 mg 63

The data were fitted with non-linear regression, and ICsy and K values wers

caiculated from the equations :

ICs0 = (L1 ¥ (200/(100-%INE))Y/ (I+([LVE )
and

K= ICs0/(1-[LYEKp),

where [ 1] is the inhibitor concentration, and [L] and Kp are concentration and

dissociation equilibrium constant of the radiotracer, respectively.

The exemplified compounds 1-119 of the invention are Ass recepiors antagonists

having a human Aja binding affinity (K;) of 530 nM or less,

Formulation Examples

The pharmacentical 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 adjuvanis mé diluents comprise: Corn starch, p()tz'.it()
starch, talcum, magnesinm stearate, gelatine, lactose, gums, and the like. Any other
“adjuvants or additives usually used for such purposes such as colourings, flavourings,

preservatives ete. 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 pard of the solvent for injection, preferably sterile water,

adjusting the solution to the desired volume, sterilising the solution and filling it in



Saccharin sodium 0.5 mg Water ad 1 mL 5 4) Solution for injection
containing per millilitre: Compound 1 0.5 mg Sorbitol 5.1 mg Acetic Acid
0.05 mg Saccharin sodium 0.5 mg 10 Water ad 1 mL 64 CLAIMS 1. Use
of a compound of formulal R6R SNHRc/A R' -1'R wherein R1
and R6 are independently hydrogen. C-6-alkyl or halogen; R2-R' are
independently selected from the group consisting of hydrogen, halogen,
]0 cyan, OH, N14-,, nitro, C1.6-alkyl, aryl, aryl-C1-6-alkyl,
heteroaryl-C15-alkyl, C3-g-cycloalkyk C3.g-cycloalkyl-Cj-6-alk 1. C;
-6-aikoxy, aryl-C;.6-alkoxy, C1.6-alkyl- amino and aryl-C1-6-alkylan2ino
whettehte eswiewtkydr slkoxyoor sirpbinayidievo ptionalfipnsibstitdiediwith ong
Or {NQighakagen «6YaM0xfenb; plkyindiSsalkaxyiah Cle-alkoxy- C-Q
aikoxy; is or R' and R' together are X-(CH2)n-Y, wherein X and Y
independently are selected from the group consisting of CH2, and NH
anvoien yaoplago8reaingsRe BadoRyd i asoidbfimodntibowes;as follows:

D Tablets contaiming 5.0 mg of a compound of the invention calculated as the
free base: ‘
Compound 1 50mg
Lactose 60 mg
Maize starch 30 mg
Hydroxypropylceliulose 24mg
Microcrystalline celiuloss 192 mg
Croscarmellose Sodium Type A 2.4 mg
Magne‘sium stearate 0.84mg

2) Tablets containing 0.5 mg of a compound of the invention calculated as
the free base: '
Compound 1 0.5 mg
Lactose 469 mg
Maize starch 23.5 mg
Povidone 1.8 mg
Microcrystaliine celinlose 144 mg
Croscarmellose Sodium Type A 1.8 mg
Magnesium stearate 0.63 mg

3) Syrup containing per millilitre:
Compound 1 25 mg
Sorbitol 300 mg
Hydroxypropylcelluliose 15mg
G«lycerél 50 mg
Methyl-paraben Img
Propyl-paraben ¢.1mg
Ethanol 0.005 mL

Flavour .05 me
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20 A is *NR8-CO, *CO-NR9. *NR8-CS or *CS-NR9 in which R8 and R9
are independently selected from the group consisting of hydrogen and
C-,-alkyl, or R8 together with R' are C2-3-alkylene or CH2CH20O wherein
the oxygen is attached to the phenyiring, and the * indicates the atom that
is attached to the phenyl ring; 25 and R' is selected from the group
consisting of C_8-alkyl. aryl, heteroaryl, aryl- C-6-alkyl,
heteroayl-Cl.6-alkyl, C3-8-cycloal.kyl, C,_8-cycloaikyl-C.~-alleyl,
C-6-alkoxy, aryl-C1_6-alkoxy, hetegga-I'1-C1-6-aikoxy, C~.6-alkylanino.
2,3-dihvdrobenzoli.4]dioxin-2-yl and adarnantan-I-%I-methyl wherein each
alkyl and 682cyerBairgiray be optionally suistiftfed with one or more
halogen, cyamehydroxy, oxo, or C_6-alkoxygangieach aryl may be
optionally substituted with one or more halogen, cyano, hydroxy, nitro,
C1_6-alkyl, C7.6-alkoxy, C1 6-acyl C1.6-acyloxy, or a group Z-(CH,),-W,
wherein-Z and W are attached to two adjacent carbon atoms and 5
indgpendentynsre eleptetframdhagretpitansisting of CH2, NH and O,
and mis 1,2 or 3, provided that when R7 is gi{gched to nitrogen, then R7
is not Cj.r-alkoxy, -aryl- C3.6-alkoxy, heteroaryl-Cl.6-alkoxy,
CI.6-a|kylar$ﬁﬁ‘?ﬂ°éryl-c;_6-a|ky|amino, heter -'hF%Cl 6-alkylamino or
di-(Cj.6-alkyyaimuad 10 or a pharmaceutically»aaeeptable addition salt
thereof; for ¢he.manufactyre of a medicamengferfreatment of a disease
where an A2A-receptor is implicated. 15 2. The use according to claim 1,
wherein the"d&8ase is selected from the grf)lﬁp1 1(’:%hsisting 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, depression and psychosis disorders. 20 3. The use
according to claim 2, wherein the disease is Parkinson's disease. 4. The
use according to any of claims | -S, wherein A is *NRs-CO or *CO-NRs.
25 5. The use according to claim 4. wherein A is *NRS-CO.



6. The use according to any of claims 1-5, wherein R' is selected from the
group consisting of C7_g-alkyl, preferably C3_8-alkyl and even more
preferred C4_g-alkyl which is branched at the R-position,
03_s-cycloallryl-methyl. C-, s-cycloalkyl, 30 methylphenyl, methoxybenzyl
and thiophen-2-yl-methyl, wherein each alkyl or cycloalkyl maybe
unsubstituted or substituted with oxo44. The use according to any of
claims 1-6, wherein Rs is hydrogen. 66 8. The use according to any of
cl&ifrstyt , Wherein R9 is hydrogen, 9. The use according to any of
claims 1-8, wherein R6 is hydrogen. 5 10. The use according to any of
claims 1-9, wherein R' is_ hydrogen, methyl or chloro, preferably hydrogen.
It. The ljj_géeao @o?ﬁ?ﬁ%e%%ﬂ%ggf’%%%s 1-10, wherein R_5 are
independently 1o selected from the group consisting of hydrogen,
halog{gn, Cl.6-alkyl, preferably methyl, C1.6-a koxy and '

Cl-6-alkoxy-C1.6-alkoxy, preferably 2-methoxy-ethoxy. 12. The use
accord')qg claimi11, wherein R2 and R4 are independently selected
from cofisisting.of higdrogen, Cr-6-alkoxy and

according to ctdim r 12.wherein Rr and,Rs are independently

selected from the%roup Fonsi§‘ting of hydrogen, halogen, C-6-alkyl,
preferably methyl, C;-6ftkoxy, preferably methoxy.
C1-6-alkoxy-C,-6-alkoxy, preferably 2- 20 methoxy-ethoxy, trifluoromethyl
and trifluoromethoxy. 14. The use according to claim 1, wherein said
comtpeting isseletied fram:-Hiengraup CeRsIStingivf or halogen;

. 4-Butyrylamino-)\I-thiazol-2-yi-benzamide, 25
rac-3-methoxy-4-(3-methyl-4-oxo-pertazoylamino)-N-thiazol-2-yl-benzami
deR Fac-4<{ 3ahgtindepantaitadarhino)- Nrthinzob- 20yishenzanizigeogen, halogen,
4- o] 0:3-methyl-N-thiazol-2-yl-benzan de,,. A

' 4-?2%-%%%0 %{gtﬁﬁé%’etﬁg%n?}ﬁﬁ%&z%ﬁ%’-yﬁ@én@‘a‘h? g heeroary-Cy e-alic,
Cig-cycloaliyl. Cig-cycloalkyl-Cie-alkyl, Cyg-alkoxy, aryl-Cig-alkoxy, Cig-alkyl-

Cry-alko%—ClH\é-alkoEy, 15 preferably 2-methoxy-ethoxy. 13. The use

amino and aryl-C; ¢-alkylamino wherein each alkyl, alkoxy or aryl may be optionally
substituted with one or more halogen, cyano, Crs-alicyl, Che-alkoxy, or Cg-alkoxy-

Cyg-alkoxy:

4 5 . . .
or R" and R together are X-(CHa),-Y, wherein X and Y independently are selectad
from the group cousisting of CHa. and NH and O, nis 1, 2 or 3, and R? and R” are as

defined above;

20 A is *NR%-CQ, *CO-NR®, *NR'-CS or *CS-NR® in which R® and R® are
independenﬂy selected from the group consisting of hydrogen and Cjg-alkyl, or R®
together with R® are Crs-alkylene or CH2CH,QO wherein the oxveen is attached to the
phenylring, and the * indicates the atom that is attached to the phenyi ring;

25 and R’ is selected from the group consisting of Cjg-alkyl, arvl, beteroaryl. aryl-
Cygalkyl, heteroaryl-C;.¢-alkvl, Cs-g-cyeloalkyl, Cag-cycloalky!-Ci ¢-alkvl,
Cie-alkoxy, arvl-Cy_g-alkoxy, hetercarvl-C,¢-alkoxy, Crg-alkylammo,

2.3-dihydrobenzo[1,4}dioxin-2-yl and adamantan-1-yl-methyl wherein each alkv] and



rac-3-methoxy-4-(3-methyl-pentanoylamino)-N-thiazol-2-yl-benzamide, 30
4-(2-cyciohepryi-acetylamino)-3-methoxy-N-thiazol-2-yl-benzanide,
rac-4-[2-(2-oxo-cvciopentyl)-acetylannino]-N-thiazol-2-yl-benzamide,
4-hexanoylamino-3-methoxy-N-thiazol-2-yl-benzamide,
3-methyl-4=(4-phenyl-butyndanino)-N-thiazol-2-yl-benzamide, 67
4-(2-cyclohexyl-acetylamino)-Nrthiazol-2-yl-benzamide,
rac-4-(2-bieyclo[2.l]kept-2-yI- acetylamf’r?o) Tlthiazol-2-yl-benzamide,

4-(3, 3relimathvk bty aﬁamom&ﬁléadmt%tm%;}@hxizQﬁn@md Svdroxy,

4-(2-adamantan-I-vl-acetylamino)-NJ thiazol-2-yl-benzaanide, 5
4-(3%Bedhb[ 13|l ory5e W@nﬁﬁ@@&iﬁ@%ﬁwuﬁwﬁwowﬁwb@malwh

ml@@ioéa{Scwgaozsyda:membbgi;ymh@m'r@)6 alkoxy, Cyg-acyl, Cre-acyloxy, or a
'D-methqg y N-thiazol-2-yl-benzamide,

4-(FAtore 8&%&@%&%&%@&%@%@@%&8@ Jiowfizermigarbon atoms and
54 bmﬂzmﬂ&mnmhlsth@mﬂ%m hengzanp@a;%mgben:efsacarhxm(yjmamd is 1,2
hIaZOI 2 phen El]dacrgl htlovep th
hiaz §y| 4 _aedtylam no). berzami cf
N tﬁi&z@h@wl Hﬁ(@%‘fﬁfirﬁeﬁrﬁ&wsfac@tylﬁﬁmman)'-kbaenzamide;raﬁxwammo_. hetero-
4- (%JQ}’@OP%%XMH%%W @p) gnggﬁtgﬁzﬂﬂ} 'thiazol =-yl-benzamide,
4-(3,3- dlmethyl butyrylamlno) N-thiazol-2-vl-benzamide,
4-(3,3-dunetizyl-butyrylamino)-3-methyl-N-thiazol-2-yl-benzamide, 15
104-(33zGimethyhuieylasning)2umethoxyrNxthiazol-2-yl-benzamide,
3-chloro-4-(3-m ethyl- butyryia ino)-N-th azol-2-yl-benzamide,
3-bromo-4-(3,3-dim ethyl -butyrylammo)-N-thiazol-2-yl-benzamid
4-(FamirthiebutyrylareinopNithiesol fa-yleherzaniigd@iscase where an A ,-receptor
3-bromo- 4 3-methyl-butyrylamino)-N-thiazol-2-vl-benzamde, 20
4- (i cyé;fopen yl-acetylamino)-N-thiazol-2-yl-benzamide,
3-methyl-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
1 ey Glome AN PO AR eeleaay! DCnEAm s W oy

oro-4-(2-methyl-benzovlamino)-N-thiazol-2-yl-benzami
consisting of Parkinson's Disease, Alzheimer’s Disease, Huntington's disease,

n R’ is not C 1g-alkoxy, arvl-

epilepsia, cerebral ischemia, haemorrhagic stroke, neonaial ischemia and hvpoxia,
subarachnoid haemorrhage, traumatic brain injury, brain damage following cardiac

arrest, depression and psychosis disorders.

20

3. The use according to claim 2, wherein the disease is Parkinson’s disease.

4. The use according to any of claims 1-3, wherein A is *NR®-CO or *CO-NR®,
25 5 The use according to claim 4, wherein A is *NR*-CO.

6. The use according to any of claims 1-5, wherein R’ is selected from the group
consisting of Cig-allyl, preferably Csg-alky! and even more preferred Cyg-alkyl
which 15 branched at the f-position. Cig-cvcloalkyvl-methyl. Cig-cveloalkyl,
30 methylphenyl, methoxybenzy!l and thiophen-2-yi-methyl, wherein each alkyl or

cycleallkvl may be unsubstituted or substituted with oxo.

7. The use according to any of claims 1-6, wherein RY is hvdrogen.



3-bronco-4-(cyclopentanecarbonvi-amino)-N-thiazol-2-vl-benzamide, 25
4-(cyclopentaiiecarbonvi-amino)-N-fliiazol-2-yl-benzaniide,
4-(cyclopentanecarbonyl-amino)-3-methyl-, At-thiazol-2-yh-benzamide,
cycloheptanecarboxylic acid
[2-bromo-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
4-isobutyrylamino-?-m.thoxy-N-thiazol-2-yl-benzaniide,
8-(3.3-dirnethvl-hutyarvlamino)-2.3-dihfdro-benzo[1.4]dioxine-5-carboxylic
acid 30 thiazol-2-vlamid.c, 3-bromo-4-butyrylamino-N-
hiazol-2-yl-benzamide,
2-nethox¥i4-(8: methyisbutyrylamina):N-thiazok2ylfenzammides 68
cycloheptaneearboxylic acid [4-(thiazal-2-ylcarbamoyl)-phenyl]-amide,
rac-2-methoxy-4-(2-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(8yclop8htarre carbuinyd-amino)f2inmath bxy -Mathiazdf-2-idbenaamide,
s3-bromo-4-(2-methyl-benzoylamino)-N thiazol-2-yl-benzamide, 5
3-chloro-4-(3,3-dim .ethyl -butyrylamino)-N-thiazol-2-yl-benzamide,
4-(2eyclopEntyk-acetyidaifoNe-propexsN thiassrsy Rpénkadnden. methyl or
4-(3@%{7}%@&@51@@{]@&;{]o)-2-propoxy-N-thiazol-2-yl-benzaniide,
4-(2-cyclopentyl-acetylamhno)-3-fluoro-N-thiazol-2-yl-benzamide,
4-(3-metlryl-butyrylarino)-2-propoxy-N-thiazol-2-yl-benzamide. 10
3-fludro-49Be raathyd:brdiyiylamine ) JN-thiazol:21yl-benzamice’ 4-buyybananiy
e lose. Ol ety
3-flivetndd { 2-misthryldpeizoytérmive)-N-shiazel 2 eftsbeiyZamitheyv-cthoxy.
cycloheptanecarboxylie acid
[2-fluoro-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide, is
4-(KRelopehitanecaroRiZamine)i fludfoeNithfaZol Ry labemsapaidently selected
- 4-(Gndlimethyhbuindashio)s?- (e methoxl-ethexysNsthiazol-2nylhenzami .
de, 3-ﬂuoro_—gl-(3-methy1-benzov1amino)-N-thiazol-z-yl-benzamide, ’
e, cPERISHS-NIBRIAPE1- 842 (3.5, 5-timethyl-hexanoylamino)-benzamide,
4-(2-cyclopentyl-acetylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzari
de

"13.  The use according to claim 11 or 12, wherein R’ and R’ are independentiy

selected from the group comsisting of hydrogen, halogen, C,-alkyl, preferably

methyl, C;g-alkoxy, preferably methorxy, Cie-alkoxy-Ce-alkoxy, preferably 2-

20 methoxy-ethoxy, triflucromethyl and trifluoromethoxy,

14, The use according to claim 1, wherein said compound is selected from the
group consisting of:
4-Butyrylamino-N-thiazol-2-yil-benzamide,

25 rac-3-methoxy-4-(3-methyl-4-oxo-pentancoylamine)-N-thiazol-2-vl-benzamide,
rac-4-(3-methyl-pentanoylamine)-N-thiazol-2 -vi-benzamide,
4-hexanoviamino-3-methyi-N-thiazol-2-vl-benzamide,
4-(2-cycicheptyl-acetylamino)-N-thiazol-2-vi-benzamide,
rac-3-methoxy-4-(3-methyl-pentanovliamino )~ N-thiazol-2-yl-benzamide,

30 4-(Z-cycloheptyi-acetylamino)-3-methoxy-N-thiazol-2-yl-benzamide,
ra.c-4—[2-(2-ommcyciopemy}}-acetylamiﬁo]«]\fwthiazol-’i-yi-benzamide,
4-hexanoylamino-3-methoxy-N-thiazol-2-yil-benzamide,

3-methyl-4<{4-phenyi-butyrviamino)-N-thiazol-2-yl-benzamide,



20 4-(2-methyl-benzoyl)-3,4-dihydro-2I-l-benzo[l.4]Joxazine-7-carboxylic
acid thiazol- 2-ylamide,
4-(3.3-dimethy:-butyrylamino)-3-fluoro-N-thiazol-2-yl-benzamide, 4-(3,3-d
methyl-but)rylamino)-2-mefliyl-N-thiazol-2-yl-benzamide,
5-chloro-4-(33-dimethyl-butyylamino}-2
-methoxy-N-thiazol-2-yl-benzamide, 25
4 -(3.3- dlmethyl but3aylam|no) N-(5- n‘i"e7thyl thiazol-2-yl)-benzamide,
%2 %Olwe'g\fhox - 3: yl-but ~le}5 ino)-N-thiazol-2-yl-benzamide,
4-( &th Xenza‘c?y mfﬁ% 1%8 hy’r eé]zzgfpi@w) benzamide. 33-dime
hykouty (A deB - ﬁelﬂhbmdlaﬁlqwmlmi@papﬁﬂxwg_aﬂ%dimz@&ez yl- arni
de | :
2- rﬁthm@ﬁg [ZZFl r?%tw ] ane oj\l Hine 1ﬁhﬁ11|§%13f5§_ TR T
1- (%-@réﬁarwﬁblﬁyﬁyb)Hw?&{Mét@h’\\fdb@mJmoi H@-I@immoxyllc acid
thiazal2ayls @mjd@xhi. 5-vi-propionylamino)- 3-methvl-N-thiazol- —yl benzamide,

-(3.3- dlmethyl buty [)-2.3-dihydro-IH-in oIe 5- carboxyllc acid
thlﬁZ@r@f%%ﬁldél %g - Dutyrviammo} -3-methoxy-N-thiazoi-2-yl-benzamide,

4 [@343ﬂlmethwzk@ytmmﬁdpemy{mmmhmmaz?i :Beyl-Renzamide,
S cIo é%énﬁg‘)‘gft)f opyl am| lN -thiazol-2-yl-benzamide,

2 ( me%ﬂ yrylamlno) N-thiazol-2-y1-b

enznidens-3-carboxylic acid [4- (ﬂnazo -2-vicarbamoyl-phenyl]-amide,

o FaCx2apr |azo 2-VI-4-(3.5.5+ ul irneth I hexanoylamlno) benzamld
T2RIOROXYN-thiaz

e 5 rac-N- tﬁl)ézo 2 ?/104- ?%%%Pr‘ﬁ%? Ieheig{noylamlno) benzamide,

4-(AlsierspentytsropionyraminbyctiiazohPovibendamide,
4-(2: mmwama@mm&)%@mwﬂgmazglgeg/gapﬁgzam.de

cycioh eptaneearboxylic acid

[2-fibthy A 2RO S A OV ey oapsr de.

3- m%emQwﬂcﬁ&rpﬁﬁﬂw‘@{Qﬁk@nyxl@éim)\l\hﬁﬁ%ﬂ'-@-Blm%ﬂ%éé!‘ide, 10
cyclohept ne bgoxyll _
o N L Ao e enzanic.
4-[2{3imethoxy=phehyhracetylaminoh3=methyl- bbﬁhzimabz -yl-benzamide.

+bronad @ ovciapeniyasehiamonAC iaol 2 vihenzanie

-butyry amino-3-c oro- -thiazo I-benzamide
5-cHtotorgtipiayetopentyladetiarine)l 2o mathoss:-N-
hiazols2:yl-henzamidepuyryiamine-N-thiazol-2 -yl-benzamide,

20 4-(2-cyclopentyi-acetylamino}-N-thiazol-2-vi-benzamide,

L

3-methyl-4-(3-methyl-butyrylamine)-N-thiazol-2-yl-benzamide,
3-chloro-4-(cyclopentanecarbonyl-amino }-N-thiazol-2-vi-benzamide,
3-chioro-4-(2-methyl-benzoviamino}-N-thiazol-2-vl-benzamide,
3-bromo-4-{cyclopentanecarbonyl-amino }-N-thiazol-2-yl-benzamide,

25 4-(cyclopentanecarbonyl-amino)-N-thiazol-2-vl-benzamide,
4-(cyclopentanecarbonyi-amino)-3-methyl-N-thiazol-2-vl-bhenzamide,
cycloheptanecarboxyiic acid [2-bromo-4-(thiazol-2-vlcarbamoyi}-phenyl]-amide,
4-isobutyrylamino-2-methoxy-N-thiazol-2-yl-benzamide,
8-(3.3-dimethyl-butyrylamine)-2,3-dihydro-benzo| 1,4 )dioxine-3-carboxyiic acid

30 thiazol-2-viamide,
3-bromo-4-butyrvlamino-N-thiazol-2-yl-benzamide,

Z-methoxy-4-(3-methyl-butyrvliamino)-N-thiazol-2-vl-benzamide,



5-chloro-4-(cyclopentanecarbonyl-amino)-2-methoxy-N-thiazol-2-vI-benza
mide, 4-(cyclohexanecarbonyl-a-Wino}-2-methoxy
_N-thiazol-2-vl-benzamide,
2-methoxy-4-(4-methoxy-benzoylamino)-N-thiazol-2-vl-benzamide,
3-methoxy-4-phenylace vlamino-N-thiazol-2-yl-benzamide,
3-methyl-N-tniazol-2-y1-4-(2-thiopheh2-y1-acetylanino)-benzamide, 20

2—%bL@gaaﬁfé%&axeL&%@%;@%%wm&%2%&%&%%@:}45%%@;9&{;i ie,

(4-methox;7-benZoylamino)-3-rnethv

-thiaz enzamide.

A-Bdtytyraiimo-3-rastsyiAbthiavieiinoi-pefzernidey ! -benzamide,
4-(2-ehlore-henzavirninal:3:plethul:thiazel:2y-benzamide; . 4-(2.5

di-chloro-benzovlamino)-3-rnethvl-N-thiazol-2-yl-berizamide, 2
4-(Z AR e RS AT G R Y AR Btk N A28 R Azamide,
5 4-(2-athyl-butyrylaming)n-methaxsNithiazel:2-y-benzamide,

2-m
4-(3

ethoxy-4-(2-methy1-benzgylam r]g)-J:thiazoI _:-yl-benzanade, 3-methyl
R SRS R FIRTAE) ATS AR S5O S Ben A -

£proj

4-(3;3-didethy @Wkﬁnﬁmﬂﬁnﬁp@m@)&%ma&dﬁ@l%dzhﬁmm ide, 30
racimel hiszg Zoo ety hexanovlamnol bergamice

rac-2,3-dihydro

enzo oxine-2-carboxylic ac

[2-fhetesyaithiader®ag)- ooy tipheryl-drideamids.
104-(Z-glimeficyi-propiamiiaming):3-methoxy-N:-thiazol:2-yl-benzamide, 70
2-methoxy-4-(4-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,
thiop NEHE DT BRI i azol-2-y1-benzamide,
[3-methaxydifthiazelnycarbamoyl)sphenyl-amid e,
4-(3-methoxy-benzoylaming)-N-thiazol-2-yl-benzamide,
oo i

8-(2-eyeiope

VARSI G2 S diRirE ben o] 14 THsne-5-carboxylic

acidySdpzob2sptamiidecid [2-flucro-4-(thiazol-2-yicarbamoyl)-phenylj-amide,

15
t

& (2 e e AR SATINRL PRSI ARG el e,

1azo

amiae,

A-(Z-tyStopetityl-dustyiammine )-3<2ombthosypethio-NithiaZe hyi-benka
mide.rd-43.3-dimethvi-butyrylamine)-2ifluoro-Afthiazol:2;yl-benzamide,

2-chloro-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,

rac-3-fluoro-N-thiazol-2-yi-4-(3.5,5rimethyl-hexanoviamino)-benzamide,
4-(2-cyclopentyl-acetylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide,
4-(2-methyl-benzoyl)-3 4-dihydro-2H-benzo[ 1 ,4)oxazine-7-carboxylic acid thiazol-
2-ylamide,

4-(3.3-dimethyl-butyrylamino)-3~fluore-N-thiazol-2-vl-benzamide,
4-(3.3-dimethyl-butyrylamino }-2-methyl-N-thiazol-2-vl-benzamide,
S-chloro-4-(3,3-dimethyi-butyrylamino)-2 ~-methoxy-N-thiazol-2-vl-benzamide,
4-(3.3-dimethyl-butyrylamino )-N-(S-meth vl-thiazol-2-yl}-benzamide,
S-chloro-2-methoxy-4-(3~methyl-butyrylamino}-N-thiazol-2-vi-benzamide,
4-(2-methyl-benzoylamino }-N-(S-methyl-thiazol-2-yl}-benzamide.
1-(3,3-dimethyl-butyryl)-1,2.3 4-tetrahydro-quinoline-6-carbosylic acid thiazol-2-yl-
amide,

5-chloro-2-methoxy-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,
1-(3-methyl-butyryl}-1.2.3 4-tetranydro-quinoline-6-carboxviic  acid thiazolm,?,ﬁ-
amide,

1-(3.3-dimethyl-butyryl)-2.3-dihydro- 1 H-indole-5-carboxylic acid thiazol-2-yviamide.



do 4-(2-fluoro-benzoylamino)-_N-thiazol-2-yl-benzainide,
4-(2-methoxy-benzoylaniino)-N-thiazol-2-yi-benzamide,
benzo[b]thiophene-2-carboxylic acid
[2-methyl-4-(thiazol-2-ylcarbamoyi)-pheny]]- amlde 5-(3
3-dimethyl-butyryiamino)-biphenyl-2-carboxylic acid thiazol-2-ylamide, 15
N-(5-chloro-thiazol-2-yl)-4-(3,3- dhnethyl butyrylamino)-benzamide,
N-(5-chloro-thiazol-2-,y1)-4-(3-methyl® l?utyrylamhlo) benzamide,

N={Fechloranthiozeln2ry)-ARo Lyl ORYIrRGCRIVIBIMING) - heRzamide,

4-butyrviamino-N-(5-chloro-thiazol-2- él) -benzamide,

4-Behz Y AHnTAD. p@@f‘(@%m% PTDR-D N Ase hz AR eatse,

3- ﬂuorm@ﬂmrazm@zyyw&(ﬂew}mmmxmgimmmwiﬁmm@mﬂ@zamid
(33- d|m e ‘
no) ﬁlré) 0 V'g yHi %%Jdré@ﬁetﬁ&i}l AN ﬁaﬂoylammo) -benzamide,
5 4- (Bﬂﬁﬂﬂnaﬁyl—bhfy(ylanm)amgihmxymsﬂlammo}—benzamjde:

“NNN-thiazolieoyi-benzamide., vmiazol-2-v1-b
4- (3{\11, dlmeghyr ba'l%:ylamlnosjf% ptrc}S%?(y I\?Ithlglzzaflé-y’l benzamide,

3-Chloros4o@atdiretinans ity ryiasiine)-S ety l-Rathhareinzidel -benzamide,

254 Sn3relimethydsRutyryianiingl:3 LadifiuerorN-thigzal:2-yl-henzamide,
4- (fs% dlmethyl butyrylamhgﬂo) 3,5-d gethyl N-thiazol-2- ylﬂbenzamlde =

4-C3 ISRy LB T BT R R o B8Rt BFsFBHRS-benzamide,
10 3- Qh@djﬁeﬂtﬁﬁﬁaﬁlowhc acid [2-chloro-4-(thiazol-2-ylcarbamoyvl)-phenylj-amide,

nethy- Iamln -N-thiazgl-2- I5tr|fly « nzamide, A;42 21
-d|%n st I pro OXP) i Vl%\zag?tq tBrepHiha %gudé %ﬁ?'a'ﬁabenmm}d

3 S%Jdﬁﬁ(dmimré-@f(@@@@mtwmmnwa}mntdl)absbtmafzaaleﬁzgmbenzamlde,
A-(Bery: QHI% ‘%H%WBL%S 1-2- bel{‘z%%lndge and

[4-(thiazal-2-ylcarb amoy phenyl[- “carbamic acid 22- -dimethyl-propyl ester.
71> 1hlorhd s o ansyiph eleinrerane 42 vivebeir theldemmbothtsszami AR A

15 receptar-antagonisthaving a-human HA2A:hinding affinity; (K., 9f.200. Al or

less. 16. The use of any of claims 1-15, wherein'the compound is not in

the FORHA DR S B A WP SAI RO MpBEHES 17 A SRarATACRHHEAN Edmposition
comnpiiging-acompatng ebforulai@ceordiigl-2-vi-benzamide,

3-methoxy-4-phenylacetylamino-N-thiazol-2-vi-benzamide,
J-methyl-N-thiazol-2-y1-4-(2-thiophen-2-yi-acetylamino -benzamide,

20 3-chlore-4-(2-cyclopentyl-acetylamino}-N-thiazol-2-yl-benzamide,
4-{4-methoxy-benzoylamino)-3-methyl-N-thiazol-2-yl-benzamide,
4-but}«'ryiam.ino-3—methyi~}\=’-zhiazol-2-yl-benzamide:
4-(2-chloro-benzoylamino)-3-methyl-V-thiazol-2-yl-benzamide,

4-(2.5 di-chloro-benzoylamine }-3-methyl- N-thiazol-2-vl-benzamide,

25 4-{2-chloro-benzoviamino)-2-methoxy-N-thiazol-2-yl-benzamide,
4-(2-ethyl-butyrylamino)-2-methoxy-N-thiazol-2-vl-benzamide,
2-methoxy-4-(2-methyl-benzovlamino)-N-thiazol-2-yl-benzamide,
3-methyl-4-(3-phenyl-propionylaminoi-N-thiazol-2-vl-benzamide,
4-(3,3-dimethyl-butyrylamino }-3-methoxy-N-thiazol-2-vl-benzamide,

30 rac-3-methyl-N-thiazol-2-yl-4-(3 5 S-trimethyi-hexanoylamino)-benzamide,
rac-2.3-dihydro-benzo[1.4ldioxine-2-carboxylic  acid  [2-methoxy-4-(thiazol-2-yl-
carbamoy!}-phenyll-amide,

4-(2.2-dimethyl-propicnyiamino }-3-methoxv-N-thiazol-2-vi-benzamide,



to any of claims 1-16 provided that if A is "NR8-CO, and R1-6 and Rs all
are hydrogen, then R7 is notthiophen-2-yl; 10 and provided that if A is
*NR8-CO, R2-6 and R5 all are hydrogen, and R' is i-propyl then R7 is not
methyl or benzyl; and provided that if A is *NR$-CO, R2, R4"6 and R8 all
are hydrogen, R3 is iodine and 15 R'is i-propyl then R' is not methyl, and
provided that if A is *NR8-CO, R', R3-@and Rs all are hydrogen and R2 is
hydroxy then R7 is not methyl or ethoxy. 20 18. A compound of formula ;

R6.R tC$u 2~%\_ ?bwher? R.is slgj%}cgted fro C;tbhe gro.Hp consist in of
hydrBGeR methylSHe RaT Goea™ 38 R 4 €Rleacted fFEAiHE group
cotisigting el -hydrogen 2G4 | Bratkyl-and- halagen -2 R2:R3 /are:n vl l-amide,
independently, %I %tefd fro tht?l.%rggp cpgsistingdof hydrogen, halogen,

& -N- vl NYQE,
cyarjﬁ,lje NUIEFSITO X_z)é )}i,a‘glrl)rllfr?ary " Z -aﬁcyl?lhzg%léroearyl-cI-6-a||cy|, C3-
cycidatkyt os3usleyeipaikiicC 1-5alkicCheszal kaiyicamd-C Gratkoky, C;  acid

5 6-alkylaming and.aryl- C1-6-alkylamino wherein each alkyl, alkoxy or aryl
mag\{/sbe optionally substituted with 5 one or more halo%éenéa%an, '
C1% ATk CBIARENOPC BRIRBRY R aRBsyr Ra4ard Reteigéther
aresXx(leH2pNiywherainnhand Y indapendently arersalected: fomuthe.
groy%cﬂogsis%%gg C%ﬁ‘%ﬂgg and O, n isﬁgl,)Z or J. and R2 and R3 are
as “defned Shove 56" LEHCHRNRY HNEEE B *CS-NR in
whithiR8ahd?Rane-benzoviamine)-N-thiazol-2-yl-benzamide, '

10 4-(2-fluoro-benzoylamino -N-thiazol-2-yl-benzamide,

4-(2-methoxy-benzovlamino}-N-thiazol-2-vi-benzamide,
“benzolb]thiophene-2-carboxylic acid [2-methyl-4-(thiazol-2-ylcarbamoyl}-phenyl]-

amide,

33, 3-dimethyl-butyrylamino)-biphenyl-2 —carboxylic acid thiazol-2-ylamide,

15 N-(3-chloro-thiazol-2-y1)-4-(3,3~dimethyl-butyrylamino-benzamide,
N-{3-chloro-thiazol-2-vi)-4-(3-methyl-buryrylamino)-benzamide,
N-(5-chloro-thiazol-2-y1)-4-(2-cyclopropyl-acetylamino -benzamide,
A-butyrviamino-N-(5-chloro-thiazol-2-vl)-benzamide,
4-benzoylamine-N-(5-chloro-thiazel-2-yl)-benzamide,

20 3-fluorc-N-thiazol-2-vl-4-(4.4 4-trifluoro- 3-methyl-butvrylamine -benzamide,
4-(3,3-dimethyl-butyrylamino}-N-thiazel-2-vi-3-trifluoromethoxv-benzamide,
4-(3,3-dimethyl-butyrylamino)-3-methoxymethyl-N-thiazol-2-vl-benzamide,
4-(3.3-dimethyl-butyryvlamino}-3-propoxy -N-thiazol-2-yl-benzamide,
3-chloro-4-(3 3-dimethyl-butyrylamino)-5 -methyl-N-thiazol-2-vl-benzamide,

25 4e(3.3-dimethyl-butyrylamino)-3,3-difluoro-N-thiazol-2-yi-benzamide,
4-(3.3-dimethyl-butyrylamine)-3.5-dimeth vi-N-thiazol-2-vi-benzamide,
4-(3,3-dimethyl-butyrylamino}-N-thiazol-2-v1-3-trifluoromethyl-benzamide,
3-chioro-4-(3.3-dimethyl-butyrylamino)-N-thiazoi-2-yl-S-rifluoromethyl-benzamide,

N-(2.2-dmmethyl-propyl)-N'-thiazol-2-yl-terephthalamide,

(5]
fan]

3.5-dichloro-4-(3 3-dimethyl-butyrylamino)-N-thiazo!-2-yi-benzamide,
4-{3-terr-butyvi-ureido)-N-thiazol-2-vl-benzamide, and

[4-(thiazol-2-vicarbamoyl -phenyl]-carbamic acid 2.2-dimethyl-propyl ester,



independently selected from the group consisting of hydrogen and
C-6-allcyl, or R8 together with R3 are Cz_3-alkylene or CH2CH20
wherein the oxygen is attached to the phenylring, and the * indicates the
atom that is attached to the phenyl ring, li and R3 is selected from the

- group consisting of C,_g-alkyl, aryl, heteroaryl, ary- Cl-6-allcyl,

" all are hydrogen,_then R3 is not 30 selected from

10

15

heteroaryl-C-6-alkyl, C3-6-cycloalkyL C-8-cycloalkyi-C_6-alkyl
C,-6-allcoxy, aryl-C7_6-alkoxy, heterZ)%lryI-C-6-aIIcoxy, C] 6-alkylamino,
2.3=dihydrahenzor 4ldigxin:2:ul @ﬂqa\%@éﬂtﬂ&"%gﬁggﬁw Lwhe & ?eacce%mr
alkyl and 20 cycloalkyi may be optionally substituted with one or miore
hABGEHLE YNGRV B, A@xé}féﬁ@ Hiteidy) ahedleadh argsmay be
optionally substituted with one or more halogen, cyano, hydroxy. nitro,
C;f-alky C-6-alkoxy, C.6-acyl, C-6-acyloxy, or a group Z-(CH2),, W,
wH&rein Z'AHF 0 R ot HEH th twd BjAe R BB A olh &% el the form of 2
indepefdehthyraresélected from the group consisting of CH2, NH and O,
and rnis 1, 2 25 or 3, provided that when Rr is attached to nitrogen, then
R'is not C1-6-alkoxy. arvl- C,_6-allcoxy, heteroaryl-Cr-6-allcoxy,
Cid6-alkytaphiraeryliGl-Gatkydaminonieient: ark@rG:-alkilamine lafccording
dEhalytramine gnd-pigdiegngt L AJSIHRS- GO A R BANERE .
the group consisting of
crhvlagey Sentans 35 ttisisromethyl, pyrimidyl. furan-2-yl,
thiophen-2-yl, substituted or unsubstituted phenyl or substituted or
unsupstituted benzyL 73 and provided that if A is *CO-NRS9, R', R6 and
RI AT FATUBTE, A R 7 15 thidzo BBy R AR AVETREERIPP droferPsry!
all fleriR "andoprosigedithahif A is *CO-NR9, R'-' and R9 all are hydrogen,
and R6 is methyl, 5 then R' may not be hydrogen if Rt is
4-methyl-thiazol-2-yl and R' may not be methyl if R7 is
4 Sfipreth§d<tiiar ol-2-yl OR&-PRafnadButically atcepiakie addition el and
thefﬁe%fi—ﬂn%ﬂxgﬂyﬂef{.cqm{%?ﬂ{%%% claim 18, wherein A is *NR8-CO. 20.

The compound of claim 18 or 19, wherein R’ is selected from the group

and provided that if A is *NR®-CO, R', R*® and R® all are hydrogen and R™ is

hvdroxy then R’ is not methyl or ethoxy,

20 18, A compound of formula I
RG
N— o R
JN
i 5
R S f\‘j !E \3
oo i
R/\/\ A/R i
L
wherein R' is selected from the group consisting of hvdrogen, methy! and halogen;
25

R’ Is selected from the group consisting of hydrogen, C)-alkyl and halogen;



consisting of C3-s-alkyl, C3_s-eycloalkyi-methyl, C3_9-cycloallcyl,
methylphenyl, methoxybenzyl and thiophen-2-yl-methyl, wherein each
alkyl or cyeloalkyl may be 15 unsubstituted or substituted with oxo. 21.
The compound of claim 20, wherein R7 is a C4-s-alkyl which is branched
at the p-position. 20 22. The compound of any of claims 18-21, wherein
R1 6 and R8 9 is as defined in any of claims 7-13. 23. The compound of
claim 18, wherein the compound is séfected from the group consisting of:

2%@%&?&3}4&9&%&@@é@k@aywﬁnm% consisting of I

0o haloo
rac-3-methoxv-4-(3-méthyl-4-oxo-pentandylamino tTnazoF%1 e][%enzél)l"“naln

dey¥He- M{B rﬁe&?ﬁ%én@éﬁﬁoﬂﬁirﬁmﬁkﬁh eipto agﬂy{:beﬁﬁfaim@e g-cycioalkyl,

4-hexanaylanmine-3-methyd - yaﬁﬁﬁ%ohg\/y&béeﬂﬁw'd@ c-alkylamino and aryl-
4-(2-cyeloheptyl-ace tv amlnnaéu -thiazol-2-yl- “benzamide, 33
it

rat 3PN HRBRY A BB FRA A A TEY BT ALY R WRDY Hbe Fiaifided. with

5 A-(Acyelaheptybasetyamino). Jimetboxahbthiazat-2-vlibenzamigdeosx .
rac-4-[2-(2-oxo-cyclopentyl)-acetylamino]-N-thiazol-2-yl-benzamide
4-hexanoylamino-3-methoxv-N-thiazol-2-yl-benzamide, 74

3-methytad-fa-plretng: butyylGtineY:N-thrazok2ayk be nzamigesnt v are selected

4- [ N-t [-benzamide, ., 2
rag% 4I(E>(/§1 IC\(/?SF ?g :éL/ g‘p@% aébéztﬁ rﬁﬁ)g})ﬁthgglok ylagcér}ﬁzam e, , are as

4-@Beiriietrgl-butyrylamino)-N-(4,5-dim ethyl-thiazol-2-yl)-benzamidc, 5
10 4-(2-adamantan-I-yl-acetylamino)-N-thiazol-2-yl-benzamide,

4-(3-benzo[1,3]dioxol-5-yl-propionylamino)-3-methyl
N(tzP'llaliollﬁg/8 @nzaﬁ%@g Y P QyCS or )’”CSNh"ym which R® and R® are

4-([Bhyeioxy:3-wwetivd-buyriaming -HmethaxyN-thiazal -2yl benzamide. ;!
j b%:é%%;?éﬁber}gﬂ%etgjégo L:%lrylfgglo r%-é\hg%wole%e%g tl%%%(%gglem 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 Cig-alkyl, aryl, hetercaryl, arvi-
Cigraliyl,  heteroaryl-Cg-alkyl,  Csg-cveloalkyl, Cag-eveloaliyi-C)galkyl,
Ci.e-alkoxy, aryl-Cy_s-alkoxy, heteroaryl-Cy.¢-alkoxy, Cjgrallyviamno,
2,3-dihydrebenzoll.41dioxin-2-y] and adamantan-i-vl-methyl wherein each alkv! and
20 cycloalicyl may be optionally substituted with one or more halogen, cyano, hvdroxy,
oxo, or Cys-alkoxy, and each ary! may be optionally substituted with one or more
halogen, cyane, hydroxy. nitro, Cye-alkyl, C,¢-alkoxy, Cyg-acyl. C)q-acyloxy, or a
group Z-{CHjy)-W, wherein Z and W are attached to two adjacent carbon atoms and

mdependently are selected from the group consisting of CH;, NHand O, and mis 1,2

12
i

5 or 3. provided that when R’ is attached to nitrogen, then R’ is not C¢-alkoxy. arvl-
Cire-alkoxy, heteroaryl-Ci¢-alkoxy, Cig-alkylamino, arvi-Cie-alkylamino, hetero-

aryl-C,¢-alkylamino or di-(Cy¢-alkvl)-amino:

and provided that if A is *NRS—CO, and R and R all are hvdrogen, then R’ is not
30 selected from the group consisting of C,-alkyl, pentan-3-vl, trifluoromethyl.
pyrimidyl, furan-2-vl, thiophen-2-yl, substituted or unsubstituted phenyl or substituted

or unsubstituted benzyl;



0 thiophene-3-carboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
N-thiazol-2-yi-4-(2-o-tolyl-acetylainino)-benzamide,
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-butyrylarnino)-N-thiazol-2-yl-benzamide, 15
4-(3.3-dimethyl-butyrylamino)-3-metq -N-thiazol-2-yl-benzamide,
4-(33-dimethyl-butyrviamino)-2-methoxy-N-thiazol-2-yl-benzamide,

3-ehloro 4-(3-methyl-but inQ):N:th azal-2-yl-benzamide, 3 _,
o s N 55 Phcigsgms X is tiaoo:
A-(3-vhettylHutyryrandid)doghiazok2Ebenzamidel 20
3-bromo-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(2-cyciopentyl-acetylamino)-N-thiazol-2-y1-benzamide, :
3-rABtHygifed ettty iamiine BNtz 812 21y ktseztingice and R® is methyl,

5 3-chlare4r(syglopemtanecar MS’E‘@&E@)@&M&%@E&%{@WW@&@ methyl
3-chl 50.-4-(2-,methy1I-benzo¥lam|no)-N-th|azoI-2-yI-benzam|de, 25
3-bYomot 4:(e YRS htaRE AT BONnyl-amino)-N-thiazol-2-yl-benzamide,

4-(cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide,

4-(cyclopentanecarbonyl-ainino)-3-methyl-N-thiazol-2-yl-benzamide,
cyc(% I% gg ang%%lr%coax%ﬁté/%e Ité]ble gcﬁ:htmn alt'%‘meleofz. .
[2-bromo-4-(thazol-2-ylcarbarnoyl)-phenyl]-amide. '

4-ispputyryigming-2-methoxy-N-thiazol-2-yl-be '?e. 30
0 : ) A 13 -
! 8-(,.'D-dimethyl-t?fjtyryla@r%?é(})l?-wz%%ﬁ% %bk-(bénggﬁig dioxine-5-carboxylic

acid thiazol-2-ylamide, bromo-4-butyr5viamino-N-thiazol-2-yl-benzamide.

2-mathoxyr(S-methvl-Batyryiamino)l-N<hiazol:2: i-benzamide. 15, e group

cycloheptanecarboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,

rac P HEHBxy 4-fo-iethyI-batyry RtiKS)-Netidzof- 2« yvsorbatnidacthylphenyl
4-(ayelopentanecath anyhamno)-Z.ea8thoxy:N-thiazal-2:yl-Benzamige] may be
. _;3-brom%-4-£%écrino%tg}g-benzdo%lamino)-A/ thiazol-2-y1-benzamide,

unsubstit stifute 1t 0Xx0.

21. The compound of claim 20, wherein R7 is a Cg-alkyl which is branched at the

B-position,

20 22, The compound of any of claims 18-21, wherein R and R* is as defined in

any of claims 7-13,

23, he compound of claim 18, wherein the compound is selected from the group
consisting of:

25 4-Butyrylamino-N-thiazol-2-vi-benzamide,
rac-3-methoxy-4-(3-methyl-4-oxo-pentanoylaminoe }-N-thiazol-2-vl-benzamide,
rac-4-(3-methyl-pentanoylamino}-N-thiazol-2-vi-benzamide,
4-hexanoylamino-3-methyl-N-thiazol-2-vi-benzamide,
£-{2-cycloheptyl-acetylamino -N-thiazel-2-yl-benzamide,

30 rac-3-methoxy-4-(3-methyl-pentanoylamino - N-thiazol-2-yl-benzamide,
4-(2-cycloheptyl-acetylamino)-3-methoxy-N-thiazol-2-yl-benzamide,
rac-4-[2-(2-oxo-cyvelopentyl }-acetyiamino |-M-thiazol-2-vi-benzamide,

4-hexanoylamino-3-methoxy-N-thiazol-2 -vi:benzamide,



5 3-chloro-4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(2-cyclopentyl-acetylamino)-2-propoxy _7V1-thiazol-2-yl-benzamide,
4-(3.3-dimethyl-butyrylamino)-2-propoxy-N-thiazol-2-yl-benzamide,
4-(2-cyclopentyl-acetyiamino)-3-fluoro-Nthiazol-2-yl-benzamide,
4-(3-methyl-butyrylamino)-2-propoxy-N-thiazol-2-yl-benzamide, 10
3-fluoro-4-(3-methyl-butyrylanino)-N-thiazol-2-yl-benzamide, 4 -butyryl
amino 3 -fluoro-N-thiazol - 2 -yl -bervzamide, '

tyryla thlazo I-benza
3- fIJUOQ(r%}ﬁq [qumg qb%ﬁgg?/ LRRGR ﬁ ggf—%%en%%ﬁmde
cyddﬁep’té@i@@a}bgmyh@mmd N-thiazol-2~vi-benzamide,
[2- ﬂyprép(él?g hv%@_ 22TM 8@&9%%}\»@4}% Iiwga% 122 —V -benzamide,

4-(cy clopentaneearbonyr-amlno )-3-fluoro-N-thiazol-2-yl-henzarnide, 4-(3

3- d?nﬁé@oélnbfiﬁw VAERHeRRE 2 Mok ethioxyeac!= ﬂ'l?é)zb@mﬂl@énzamlde

5, 3afluosedrlSzmeth) d-henzoylamingN;thiazel2-ylhenzamide,
rac-3- flg1 ro-N-thiazol-2-vl-4-(3,5,5- tr|nIethyI-hexanoyIammo)\ benzamide,

4- (56500 Ry SR R B P2 AT B Ry - REfH R Zo R D A R

mldﬁE(QEvdroxy-~—methv1—butv1 viamino}-3-methoxy-N-thiazol-2-yl-benzamide,

+Cmefbenzol 3 Ahvse 2t enroll Alpazne Tisarbooic acid

thiaz
4- (33}@@@&@1@&@&%&%@@)@@%&& thiazol-2-yl-benzande,

1A-Grdsgimethylhutyrylamine)-grmsthvl-Nrthiazol-2 o reenrand

5-cihloro-4-(3,3-dimethyl-butyrylamino)-2- metho ﬁ benzami
de, P8haai-d methyl-Butiryraniae)oN-Smerhge hiazol-2- VI) -benzam de,

5-ch.ara-2imethaxyysfyEmethylhutyilamingl:N-niazol-2-yl-benzamide,
4-(2-methyl-benzoylamino)-N- (5 methyl-thiazol-2-yl)-benzamide,

1- (fiﬂﬁ%&?ﬁy‘ﬁ%hi’ﬁ%aﬁ@ ABFEVAS ot e EaPBeRylic acid

thIaZQBZ %Eﬁﬁmtd%u@@vialmno} N-thiazol-2-yl ben/amlde

o c t;o s2:me ho> (gamethyJ -be nzqylag no)- ;azol -2-yl-benzamide.

- (3 methy et%v ‘K‘%Y‘ AR B G InGTHE - &@Wd cid

th|a2d|32uy!lx-rram;de>ummammo)—”wmelhoxg -N 1hlazo I-2-vl-benzamide,
SsEmetvEung,Selxelndoje Deahope.acd

thlazol 2-ylamide.
3-bromo-4-(3.3-dimethyl-butyrylamino}-NV-thiazol-2-vl-benzamide,
4-(5-methyl-butyrylamino)-N-thiazoi-2-vi-benzamide,

20 3-bromo-4-(3-methyl-butyrylamino}-N-thiazol-2-yl-benzamide,
4-(2-cyclopentyl-acetviamino ;-N-thiazol-2-yl-benzamide,
3-methyl-4d-(G-methyi-butyrylamino)-N-thiazol-2-vi-benzamide,
3-chlore-4-{cyclopentanecarbonyl-amino }-N-thiazol-2-yl-benzamide,

3-chlore-4-(2-methyi-benzoylamino -AN-thiazol-2-yi-benzamide,

o
Ly

3-bromo-4-(cyclopentanecarbonyl-amine )-N-thiazol-2-vl-benzamide,
4-(cvelopentanecarbonyl-amino)-N-thiazol-2-vl-benzamide,
4-(cyclopentanscarbonyl-amino}-3-methyi-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid [2-bromo-4-(thiazol-2-ylecarbamoyi)-phenyll-amide,
4-isobutyrylamino-2-methoxy-N-thiazol-2 -yi-benzamide,

30 8-(3.3-dimethyl-butyrylamino)-2,3-dihydro-benzol 1,4}dioxine-5-carboxylic
thiazol-2-viamide,

3-bromo-4-butyrvlamine-N-thiazo!-2-vl-benzamide,

2-methoxy-4-(3-methvyi-butyrylamino)-N-thiazol-2- \1 -bepnzamide,



76 4-[(3,3-dimethyl-butyryl)-methyl-amino]-N-thiazol-2-yl-benzamide,
4-[(2-cyclopentyl-acetyl)-propyl-amino]-N-thiazol-2-yl-benzamide,
2-(2-methoxy-ethoxy)-4-(3-methyl-butyrylamino)-N-thiazol-2-y-benzanzide

rac-2-propoxy-N-thiazol-2-y1-4-(3,5,5-timethyl-hexanoylamino)-benzamide
, 5 rac-N-thiazol-2-yl-4-(3,5,5-trimetlryl-hexanoylamino)-benzanzide,
4-(3-cyclopentyl-propionylamino)-N-thiaZol-2-yl-benzamide,

4-(2-cyclopentyl-acetylamm ) -3- methoxy N-thiazol-2-yl-benzamide,
cycldit ?‘&%@’ i< AR 4 {thiazol-2-¥lcarbamoyl)-phenylj-amide.

[2-metHylddthiazol2ryldaribanio) s plaenyhamite i -benzamide,

gyr:lég tho cvé@%ﬁeengar%car %cvarg m(r}]w@{lpﬁlzﬁloy\l thﬂ%%igclﬂ% Xh%%?l%gg} g F_"’ 10

[2- Cﬁ*bT@Mﬁi&Z@@Nkﬁ&ﬂD&hm&d) bhhrgd@-lalmﬂbgmzam]de

¢ PAmethonphemiaseivaningl:-3-me n; Olifigt -benzanide,
3-bromo-4-(2-cyclopentyl-acety| amino)- N |aon 3-yl-benzanzide,

4-bUtyHy AT IBYERISHD AN M a2 dvlzpyr»bé\ﬁaﬁx@e——v -benzamide,

5-chiorosda(d-anplopentylacaytamineR methoxy-NithiazalZ:y]-benzamid
e, 15 5-ch oro-4- clopentanecarbon)<| amino)-2- nee*Box -AT
1“asz nzc\}plﬁgngé{ﬁ]ﬂaﬂé}uammo) 3-fluoro-N-thiazol-2-yl-benzamide,

4- (cyxc[e@mygﬁmbgammm@}ogmmqmﬂ&rmﬂzm&aﬁqc@enzamide,
methox 4-me h benzovl I~ -t 2-vl-benzamide.

é met%x;%oféhé%%/gcety 1Pf%fjrlloﬂ rq\nazo I%{% 5?3}85

3-mettyrihiazol: Zﬂyaiym-(\Ztm[rwpI@epﬂ@eyizamdylalnlno) benzamide, 20

3-chl 4; op! acet no)-Nethi -vl-benzamide
4-(4- %@%o&%%ézo@%ﬁogéﬂ?n{%hyl I\l\llkfhlazc?ll C.g -yl-benzamide,

A-butyiaras-c-Breathitoreriaseh 2 vbbenranidesnzamide,
4-(2-ehlora-henzaviamino)3:methylNthiazoli2-whbenzanaide,. 4:(2.2:ia..

di-chloro-benzoylamino)-3-methyl-A’-tliiazol-'-vl-benzamide, 75

12 CHISFEARER 2 B RIG) 22 o It s By R bd s araTa s s-
4-(2- ethygmmaﬂamma}-amm@m_%undmmlegﬂzbmzmﬁm -2-yl-benzamide,

meth(gZ%/ﬁél;é rpeth \tf)lebenz v arpr{{x]}%%_ﬁ‘ _%Igzz 2 bggga%%rgelde
mc-S-ﬂuoro-}\f—thxazo‘;—}y‘x—4~(3,3?3-mmethyl_—hexanoylammo)—benzamide,
4-(2-cyclopentyl-acetylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yi-benzamide,

20 4-(Z-methyl-benzoyl}-3,4-dihydre-2H-benzol | 4loxazine-7-carboxylic acid thiazol-
Z2-vlamide,
4-(3,3-dimethyl-butyrylamine)-3-fluore-N-thiazol-2-vl-benzamide,
4-(3,3~dimethyl-butyrylamino}-2-methyl-N-thiazol-2-yl-benzamide,

5—c11lom-4-(3.3—dimethvl-burvwlamino)~2—m.ethoxxr-J\f-thiazol—}\fbbenzamide:

o
tr

A-(3 3-dimethyl-buryrylamino }-N-(S-methvi-thiazol-2-vl)-benzamide,
5—ch}oro—;-methox;-‘-4—(a-methyi-butyrylammo)—J\f-ﬂuazol-}yl—be.nzamide,
4-(2-methyl-benzoyvlamino - N-(5-methyl-thiazol-2-yl-benzamide,
1-(3.3-dimethyl-butyryi)-1,2.3 4-tetrahvdro-quineline-6-carboxylic acid thiazol-2-yl-
amide,

30 S-chloro-2Z-methoxy-4-(2-methyl-benzovlamino}-N-thiazol-2-yl-benzamide,
1-(3-methyl-butyryl)-1.2,3 4-tetrahydro-guinoline-¢-carboxylic  acid  thiazol-2-vi-
amide,

1-(3.3-dimethyl-butyryl)-2,3-dihydro-1 H-indole-3-carboxylic acid thiazol-2-vlamide.,



3-methvi-4-(3-phenyl-propionylamino)-N-thiazol-2-yl-benzanzide
4-(3.3-dimethyl-butyrylanzino)-3-methoxy-N-thiazol-2-yl-benzanzide, 30
rac-3-methyl-~-thiazol-2-yi-4-(3.5,5=[ziuzethyl-hexanoylanzino)-benzamid
e. rac-2,3-dihvdro-benzo[1,4]dioxine-2-earbox7 1 ic acid
[2-methoxy-4-(thiazol-2-vl- carbamoyl)-phenyl]-amide.
4-(2,2-dimethvi-propionylamino)-3-methoxy-N-tiziazol-2-ai-benzanzide, 77
2-methoxy-4-(4-methyl-benzoylamino)ZR-thiazol-2-yl-benzamide,

th|o enc-2-c

[3- rheth o>£<§f/ﬂ %ﬁ%ﬁ%ﬁ ﬁ/fﬁﬁ%é%ﬁﬂpfh ST Amidbenzamide,

4- (3-ﬁiéthdmydnammyia]j%m@yﬁ\iathiﬁrzpj@ﬂykben&&fl%ﬂ@amzdb

S rrapenace e LR el e 2 ca e e
6- (Zaéycl@}p@ﬁy{%@@%ﬂ@ﬂlmbf*-ﬁﬁphéﬂyh%aﬁB@Xﬂlw\é:mdno}—benzamlde.

thigzpl:2-ylamide .
5 T vi-4-(3.5, 5-trimethyl-h I -be
4-(2- cyclopentyl ace tytamlrrllg)leswz r%}‘ezL %&;Hélt 3x%/311ﬁn%|a20l 2-yi-benza

mide{4sEs! Spaﬂ%mypwg}?»p}miﬁbjmmbmmbﬁﬁmﬁz-yl benzande,

2-chlore-dit2emethykhenzaylarningN-thiazol:2ry-benzamide, 10
4-(2- I#S%ﬁo benzoglarnlno) N-thiazol-2-yl-benzamide

4- (f BYA7He ﬂ%’;ﬁaﬁﬂﬁnbyl]i?tmﬂa%vﬁéyi@béﬁ%%a@evi -phenyl]-amide,

ben%o[h]thmph@wghﬂm&qb@mh@l@@u@lo} N-thiazol- 7—\!1 benzamide,

J2-met #hla ol-2-vilcaoama % f )
LR o oGy A b e 2 -amice
thia%]lgayj@iﬁh@g -ph8nylj-acetylamino-3-rmethyi-N-thiazol-2-yl-benzamide,

N-(3-¢hlgro-thia 4- fl:putyrylamino)-benzamide,
N-(5- chlorégmrtﬁlaggélﬁ -é%th %e%nﬂgftﬂﬁégﬁtyry a%rémnd ?&%@g}#}de

N-(S-CHISRORiag o= )9$(ﬁ1@9@]wbé'bﬂné@@t9&amo) benzamide,

4 bmwwa%(@&ﬂs&%& thiazals?syl)-Denzamde; ;iqy o1 2-vl-benzamide,
4- enz C>i/{Fa)tm|no -N-(5-chloro-thiazol- é{%l )-benzamide, 20

13 flucto- Ntk 5%iféwﬁaa%&faomrﬁia =3- ety aisAenind RreAidnid

e, 4-{3yciohexanecarbonyl-amino}-2-methoxy-N-thiazol-2-yl-benzamide,
3-dimethyl- bqwblamm%) N-thiazol- ’ﬁéé ;\ trlfluorom thoxy-benzamide,

4-(3,3- - dimethyl-butyry[amino)-3-methoxy Mty |%%F1§-§%-benzam|de

3-methoxy-4-phenvlacetviamino-N thlazol-”»vi bpn?amme
3-methyl-N-thiazoi-2-y]-4-(2-thiophen-2-yl-acerylamino -benzamide,
20 3-chloro-4-(2-cyclopentyl-acetylamine}-N-thiazol-2-yi-benzamide,
4-(4-methoxy-benzoylamino)-3-methyl-N-thiazol-2-yl-benzamide,
4-butyrvlamine-3-methyl-N-thiazol-2-vi-benzamide,
4-(2-chloro-benzoylamino}-3-methyl-N-thiazol-2-yl-benzamide,
4-(2.5 di-chiom—benzoylamino)w?a~methy'i—}\f-thiazol—l-yl—ben.zamide,
25 4~(2-chloro-benzoylamine)-2-methoxy-N-thiazol-2-vl-benzamide,
4-(2-ethyl-butyrylamino}-2-methoxy-N-thiazol-2-vl-benzamide,
2-methoxy-4-(2-methyl-benzoylamino)-N-thiazol-2-vi-benzamide,
3-methyi-4-(3-phenyl-propionylamino -N-thiazol-2-yl-benzamide,
4-(3.3-dimethyl-butyrylamino)-3-methox v-N-thiazol-2-yl-benzamide,

30 rac-3-methyl-N-thiazol-2-yi-4-(3 3. 5-trimethyl- 1e>;anovlanuno\ benzamide,

rac-2,3-dihydro-benzo[l.4]dioxine-2-carboxylic  acid  [2- methoxv-4-(thiazol-2-vl-

carbamovlj-phenyl}-amide,

4-(2.2-dimethyl-propionylamino)-3-methoxy-N-thiazol-2-vi-benzamide,



4-(3.3-dimethyl-butyrylamino)-3-propoxy-N-thiazol 2-y]-benzamide,
3-chloro-4-(3 3-dimethyl-butyrylamino)-5-methyl-N-thiazol 2-yl-benzamide,
25 4-(3,3-dimethyl-butyrylanulo)-3,5-difiuoro-N-thiazol-2-yi-benzamide,
4-(33-dimethyl-butveylamino)-3.5-dimethyl-N-thiazol-2-yi-benzamide,
4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-3-trifluoromethyl-benzamide,
3-chloro-4-(3.3-dimethyl-butyryianlino)-N-thiazol_
2-yl-5-uifluoromethyl-benzamide,

13-(2.2-dimethyl-propy! -Iﬂ‘-thi zol-2:-y1-terephthalamide, 30

3,5-dict 8?‘335[:E§_.1§?§i¥r|%)'eb[h%ﬁ% §9Hrﬁ1ﬁ¥8f P—i&%@f—@?’l%enzamide,
4-(BatepitsherBieuterid)e NethigzoleRwylbénzamid e -aina Mr(thinzol-2y 4aaide,
banom)- W mic acid 2 2-dimethyl_-propyl ester. 78 24. The
co%&&gﬁgo )g]r?)gl%? ggﬁrﬁ?%}gﬁaﬁm%r}% ?ﬁga%lg%pound is an A2A
recéplotvantagoriseiaiingg e RulmihyARAbNbinding siffinitg -(Ksrob 2Otk nivl orcid

slesgy;i2, bhe compound of claim 24, wherein the compound is an A2A
receptor antagonist having a human AZ2A binding affinity (K;) of 50 nM or
les$ GV FHE TBBEIRATOPe IR ey WhE kA tHEE d6ih ot is:éeredted
from-the gnepm consistingQf-3-(2-methoxy-ethoxy - N-thiazol-2-yi-benzamide

4-(3,3:dimethyl-butyrylamino)-N-thiazol-2-yl-benzaniide: 0
o TR SO RO S et X R DG s amide;
4-(23tdomet igkbutyylan aiod:Bmi uord:N-tvazol-z-yldagnzarmde;

3,5-dichioro-4-(3,3-dimethyl-butyrylamino)-hl-thiazol-2-yl-benzamide; and
104-(3%% dﬁ%&%&% q%l/ g}ﬁhm}é)l){-%%%%iﬂl}?)r%%%%?i%%ol-2-v|-benzarnide. 15
27. Fhereohpodrit ol knyof dlaiheszdgl 26; wheneiddhe compound is not in

the Jarny o2 sallpt said compound; 28. Agemoqund as-defingd in.anv,of
claims 15&@6 %%use in medicine. 20 29, Use of anomboGnd ag) ér%iﬁggl}%\ny”
anyaéﬁlé%ims 18-27 for the preparation of a medicament for the treatment

of Pﬁl(Ki_,BScQﬂf&]Qiﬁﬁﬁf@@ylamino}—biphenyi—ﬁ~carboxylic acid thiazol-2-ylamide,

15 Ne{5-chloro-thiazol-2-y1}-4-(3,3-dimethyl-butyrvlamino)-benzamide,
N-(5-chioro-thiazol-2-v1)-4-(3-methyi-butyrviamino -benzamide,
N-(3-chloro-thiazol-2-ylj-4~(2-cvclopropyt-acetvlamine -benzamide,
4-butyrylamino-N-(S-chloro-thiazol-2-vl)-benzamide,
4-benzoylamino-N-(5-chloro-thiazol-2-v]}-benzamide,
5-fluore-N-thiazol-2-yl-4-(4,4 4-trifluore-3-methyl-butyryiamino }-benzamide,
4-(3,3-dimethyl-butyrylamine}-N-thiazol-2-v1-3-triflucromethoxy-benzamide,
4-(3.3-dimethyl-butyrylamino}-3-methoxymethyl-N-thiazol-2-yi-benzamide,
4-(3.3-dimethyl-butyrylamino)-3-propoxy-N-thiazol-2-yl-benzamide.
3-chloro-4-(3 3-dimethyl-butyrylamino)- 5 -methyl-N-thiazol-2-vl-benzamide,
15 4-(3.3~dimethyl-butyrylaminoe)-3, 5-difluore-N-thiazol-2-vl-benzamide,
4-(3.3-dimethyl-butyrylamino)-3.5-dimethyl-N-thiazol-2-yl-benzamide.
4-(3,3-dimethyl-butyrylamino }-N-thiazol- 2-y1-3-mifluoromethyl-benzamide,
3-chloro-4-(3.3-dimethyl-butyrylamino)-N-thiazol-2-vl-3-trifluoromethyl-benzamide,
N-(2.2-dimethyl-propyi}-N'-thiazol-2-vi-terephthalamide,
30 3.5-dichloro-4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-vl-benzamide,
4-(3-rert-butyl-ureido-N-thiazol-2-vl-benzamide, and

|4-(thiazol-2-ylcarbamoyl}-phenvil-carbamic acid 2.2-dimethyl-propyl ester.
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24, The compound of any of claims 18-23, wherein the compound is an A,

receplor antagonist having a human A, binding affinity (K;) of 200 oM or less.

25, The compound of claim 24, wherein the compound is an Aag receptor

antagomst having 2 human Ay, binding affanity (K)) of 50 nM or Jess.

The compound of claim 18, wherein the compound is selected from the group
consisting of:

4~(3,3-dimethyl-butyrylamino)-N-thiazol-2 -yl-benzamide:

403 3 -dimethyl-butyrylamine)-3-methyl-N-thiazol-2-yl-benzamide;
4~(3,3-dimethyl-butyrylamino)-3-fluore-N-thiazol-2-yl-benzamide;
3.5-dichloro-4-(3 3-dimethyi-butyrylamino -N-thiazol-2-vl-benzamide: and
4-(3.3-dimethyl-butyrylamino)-3,5-diftuoro-N-thiazol-2-y1-benzamide.

27. The compound of any of claims 18-26, wherein the compound is not in the

form of a salt of said compound.

A compound as defined in any of claims 18-26 for use in medicine.

29. - Use of a compound as defined in any of claims 18-27 for the preparation of a

medicament for the treatment of Parkinson’s disease.



