
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,
Huntington's disease, epilepsia, cerebral ischemia, haemorrhagic stroke,
neonatal  ischemia and hypoxia, subarachnoid haemorrhage, traumatic
brain injury, brain  damage following cardiac arrest, and for the treatment
of depression and psychosis  disorders. 15 Background of the invention
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 adenosine is mediated by
specific receptors, which belong to the family of G protein coupled
receptors. Four adenosine receptors have been cloned and characterized,
A1,  A2A, A$ and A3 (Fredhohn et al, 1994, Pharnaac. Rev., 46,
143-156). The main  intracellular signaling pathways involve the formation
of cAMP, with Al and A3  receptors causing inhibition of adenylate cyclase
and A2A and A2n receptors activating  25 it (Olah et al, Pharacol. 17ier.,
2000, 85, 55-75). All of the adenosine receptors have been located in the
CNS (Impagnatiello et al,  2000, Einerg. Ther. Targets, 4, 635-644; Rosin
et al, 1998, J. Con:p. Neural., 401,  163-186). The receptor of interest
here, A2A, is predominantly found in. dopamine-rich 30 areas, such as the
basal ganglia components; the striatum and the globus pallidus, in
various mammalians, including humans. The basal ganglia, with the
striatum as a  central component, are involved in integration of cortical,
thalamic and limbic 2  



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 motor behaviour by modulating the
neurotransmission of GABA,  dopamine, acetylcholine and glutamate in
various ways. Currently, the interactions  between A2A and D2 receptors,
and especially the actions of 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
with the  D2 receptors, causing a decrease in affinity of the D2 receptors
for dopamin upon  stimulation. Thus, A2A antagonists may be capable of
enhancing the effect of  endogenous dopamine as well as clinically used
dopamine agonists and increase the 15 time-period of dopaminergic drug
response. (For details and Refs therein see e.g:  Richardson et al, 1997,
Trends Pharntiacol. Sci., 18, 338-344; Svenningson et al,  Prog.
Neurobiol., 1999, 59, 355-396; Foxe et al, 2001, Parkinson's Dis, Adv.,
86,.345-353). 20 Selective A2A 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 Pharnzacol. Sci., 18,
338-344; Ribeiro et al, 2003, Prog. Neurobiol., 68, 377-392; Ongini et al,
2001, I1  Farrnaco, 56, 87-90; Wardas, 2003, Polish J. Pharmacology, 54,
313-326). 25 The close interaction of D2 and A2A receptors can be clearly
exemplified in models of  catalepsy, where D2 receptor antagonists as
well as A2A receptor agonists induce  catalepsy, which is counteracted by
A2A receptor antagonists and D2 receptor agonists,  respectively (see
Svenningson or al, Prog. Neurobiol., 1999, 59, 355-396 and Refs  30
therein). Promising anti-parkinsonian effects of A2A receptor antagonists
have currently been  



reported by many investigators. 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-[(lE)-2-(3,4-dimethoxyphenyl)ethenyl]-1,3-diethyl-3,7-dihydro-
7-methyl-lH-purine-2,6-dione), enhance contralateral rotations, elicited by
a  subtreshold dose of levodopa, in unilateral 6-OHDA
(6-hydroxydopamine) lesioned 5 mice and rats (See Ongini et al, 2001,
Drug Dev. Res., 52, 379-386 and refs therein).  Furthermore, KW-6002
significantly improves motor impairment induced in non- human primates
by MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine), without  causing
dyskinesias, that is commonly described for long-term treatment with the
dopamine agonist L-dopa (Kanda et al, 1998, Ann. Neural., 43 (4), 507-
513; Grondin 10 et al, 1999, Neurology, 52 (1), 1673-1677; Kanda et al,
2000, Exp. Neurol, 162, 321- 327). Thus, A2A receptor antagonists show
great potential as future chugs for long-term  medication of PD patients,
since they do not only reverse the motor impairment but  is also can slow
down or stop the progress of the disease by promoting cell survival.
Neuroprotective effects by A2A receptor antagonists have recently been
reported in in  vivo and in vitro models of different neurodegenerative
diseases (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
models like in MPTP treated mice and 6-OHDA-lesioned rats. Here,
KW-6002 prevented functional loss of dopaminergic nerve terminals in the
striatum  as well as prevented gliosis normally induced around
degenerating neurons (Ikeda et  at, 2002, J. Neurochem., 80, 262-270;
Hirsch et al, 1999, Adv. Neural., 80, 9-18; 25 Kanda et al, 2000, Ann.
Neurology, 43 (4), 507-513, Lundblad et al. J Neurochern.  2003, 84(6),
1398-410). Similar results have been obtained in experimental models of
Huntington's disease (ED). In rat HD models quinolinic acid or kainate
induced  lesions were reduced after using adenosine A2A receptor
antagonists, with a decrease  in striatal cell loss and motor changes
(Reggio et al, Brain Res. 831 (1-2), 12 June 



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 neonatal hypoxic ischemia  and
transient focal ischemia (Bona E. et al, Neuropharneacology, 1997, 36(9),
1327- 38; Chen JF. et al, J Neurosci, 1999, 19(21), 9192-200) and from
3NP  (3-nitropropionic acid) induced, presynaptic, neurotoxic glutamate
release (Blum D. S at al, J. Neurosci, 2003, 23 (12), 5361-9). The
protective effect of AZA antagonists  against neurodegeneration by
glutamate release have aliready been shown in a rat  model of ischemic
damage to the cerebral cortex (Simpson RE, JNeurochern, 1992,  58(5),
1683-90 and O'Regan MH. et at, Brain Res, 1992, 582(1), 22-6). 10
Protection by AZA antagonists has also been reported in primary
astrocytes, in a rat  model of bFGF induced astrogliosis, an amyloid beta
peptide 25-35 induced  neurotoxicity in cerebral granule cells (CGCs) and
model of QA induced neuronal cell  death in rat organotypic slice cultures
(Brambilla R. et al. Glia. 2003 Aug;43(2):190- 4; Dall'Igna OP. et al. Br J
Pharmacol. 2003 Apr; 138(7):1207-9; Tebano MT,. or al.  15 Eur J
Pharmacol. 2002 Aug 30;450(3):253-7) Collectively, A2A receptor
antagonists can efficiently protect different neurons from  various forms of
insult induced neurodegeneration (Abbracchio MP, Cattabeni F,  Brain
adenosine... Ann NY Acad Sci 1999 890: 79-92; Ongini E. et al Adenosine
20 A2A receptors and neuroprotection 1997, 825: 30-48). Adenosine and
its analogues induce "depressant-like" effects in animal models of
psychiatric disorders (Minor of at, 1994, Behav Neurosci 108: 265-276;
Woodson et  al., 1998, Behav Neurosci 112: 399-409). Moreover, these
behavioural deficits were 25 found to be reversed by adenosine A2A
receptor antagonists (Minor et at, 2001, Behav  Brain Res 120: 230-212).
Further studies have shown that treatment with adenosine or
2-chloroadenosine increased immobility time in the mouse forced
swimming test,  



another animal model of depression generally considered reliable (Porsolt
et al., 1977,  Arch Int 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 mice  were found to be less
sensitive to "depressant" challenges than their wildtype  littermates (El
Yacoubi et al., 2001, Br J Pharnzacol 134: 68-77). Consistent with this
data, the A2A receptor antagonists SCH58261 and KW6002 reduced the
total 5 immobility time in the mouse tail suspension test (El Yacoubi et al.,
2001, Br J  Pharmacol 134: 68-77). The antagonists SCH58261 and
ZM241385 4-(2-[7-amino-
2-(2-furyl)[1,2,4]triazolo[2,3-a][1,3,5]triazin-5-ylamino]-ethyl)phenol were
also  found to reduce immobility when administered to mice previously
screened for having  high immobility time, while SCH58261 reduced
immobility of mice that were 10 selectively bred for their "helplessness" in
this model (El Yacoubi et al., 2001, Br J  Pharmacol 134: 68-77). Studies
using A2A knockout mice suggest that these animals show a blunted
response  to psychostimulants such as amphetamine and cocaine,
despite the fact that their  15 expression and binding affinities of D I and
D2 receptors are unaffected (Chen et al., 2000, Neurosci 97:195-204).
Moreover, inactivation of A2A receptors has been shown  to selectively
attenuate amphetamine-induced behavioural sensitisation (Chen et al.,
2003, Neuropsychopharmacol 28: 1086-1095). In addition, A2A knockout
mice show  reduced startle and PPI 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 A2A
receptors with a selective antagonist completely  abolished pre-pulse
imbibition (PPI) (Nagel et al., 2003, Synapse 49: 279-286).
Psychostimulants, such as MK-801 and amphetamine failed to disrupt
startle and PPI  



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 possess antidepressant and/or
antipsychotic 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. 6  Certain compounds of formula I wherein R' is
i-propyl are disclosed in  W02000026202 as being useful treating
proliferative disorders associated with an  altered cell dependent Icinase
activity. 5 Two compounds of formula I wherein R2 is hydroxy are
disclosed in DESSS120 as  antituberculosis agents. Thus, A2A receptor
antagonists show great potential as future drugs for long teen  medication
of PD patients, since they do not only reverse the motor impairment but  1
o also can slow down or stop the progress of the disease by promoting
cell survival. Hence, there is a desire for novel A2A receptor antagonists.
Summary of the Invention 15 Disclosed herein are compounds that are
antagonists at the AzA receptor.  Accordingly, in one aspect, there is
provided the use of compounds of formula I  ~-N 0 P4 Pr I> [  5 N H RtjAR'
l.,  20 R' wherein R' and Rs are independently hydrogen, Ci_6-alkyl D.
halogen; 



R'-R' are independently selected from the m-oup consisting of hydrogen,
halogen,  25 cyano, OH, lv`fI,, 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-
l-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 and R5 together are X-(CH2)r,-Y, wherein X and Y independently are
selected  5 from the group consisting of CHZ, and NH and 0, n is 1, 2 or 3,
and R2 and R3 are as  defined above; A is *NRs-C0, *C0-NR9, *NR$-CS
or *CS-NR9 in which Rs and R9 are  independently selected from the
group consisting of hydrogen and CI-6-alkyl, or Rs  10 together with R3
are C2-5-alkyiene or CH2CH2O wherein the oxygen is attached to the
phenylring, and the * indicates the atom that is attached to the phenyl ring;
and R~ is selected from the group consisting of Ci-E-alkyl, aryl, heteroaryl,
aryl- C1-6-allyl, heteroaryl-CI-6-alkyl, Cis-cycioallryi,
C3_$-cycloallcyl-Cj-6-allcyl,  15 C1-6-alkoxy, aryl-Cl ~,-alkoxy,
heteroayl-C1.6-alkoxy, Ct-6-alicylamino, 2,3-dihydrobenzo [i,4]dioxin-2-yl
or adamantan-l-yi-methyl wherein each alkyl and cycloallcyl. may be
optionally substituted with one or more halogen, cyano, hydroxy, oxo, or C
6-alkoxy  and each aryl may be Optionally substituted with one or more
halogen, cyano,  hydroxy, nitro, C1-6-alkyl, C;.6-alkoxy, C-6-acyl,
Ct_6-acyloxy, or a group Z-(CHz)n,-W, Wherein Z and 'W are attached to
two adiacent carbon atoms and independently are selected from the croup
consisting of CH2, NH and 0, and m is 1, 2 or 3, provided that when Rr is
attached to  nitrogen, then Rr is not C; e-al-xoxy, aryl-C1-6-allcoxy,
heteroaryl-CI-6-alkoxy,  C1 -alkylamino, aryl-Ci-6-allcylarnino,
heteroarvl-Ct-6-alkylamino or di-(C;-c-allcyl)- amino; and pharmaceutic
ally 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 I as
defined above provided that if A is 'NR'-CO, and R''6 and R' all are
hydrogen,  then R7 is not thiophen-2-yl; 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 are hydrogen, R3 is.iodine and  R' is i-propyl then R7 is not methyl; and
provided that if A is *NR-CO, Rt R3-6 and Rs all are hydrogen and r`2 is
15 hydroxy then R' is not methyl or ethoxy. 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 R7-C and R8 all are
hydrogen, then R' is  not selected from the group consisting of CI_4-alkyl,
pentan-3-yl, trifluoromethyl, pyrimidyl,  furan-2yl, thiopen-2yl, substituted
or unsubstituted phenyl or substituted or unsubstituted  benzyl: and
provided that if A is *MTR'-CO, R2-6 and Rs all are hydrogen, and R' is
i-propyl  then R' is not methyl or beuzyl; 25 and provided that if A is
*NR8-C0, R2, R'-' and R8 all are hydrogen, R3 is iodine and  R' is i-propyl
then R' is not methyl; and provided that if A is *I '-CO, R`, R'-' and R' all
are hydrogen and R2 is  3o hydroxy then R' is not methyl or ethoxy; and
provided that H -k is 'NR'-CO, R2, R4-' and R' all are hydrogen, R2 is nitro
and  R' is methyl then R' is not hydrogen or methyl. 9  and provided that if
A is *CO-NR9, Rl, R6 and R5 all are hydrogen, and Rt is thiazol-2-y  then
R2-5 are not all hydrogen or all fluor; 



and provided fnat if A is *CO-NR, R` 5 and R9 all are hydrogen, and R6 is
methyl, then RI  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 formula I  RE \ o R H K'\\A R wherein R'
is selected from the group consisting of hydrogen, methyl and halogen;
R6 is selected from the group consisting of hydrogen. C~-6-a;kv; and
halogen: R -R5 are independently selected from the group consisting of
hydrogen, halogen,  cyan, NH_, C-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-alicoi;y. C.6-alkvlamino and ar5;l- C,.6-alkylamino
wherein each alkyl. alkoxy or aryl may Inc optionally substituted with  one
or more halogen, cvano, C;.6-alkyl, CS _6-allcoxy. or C.6-alkoxy-C,-alkox
or R" and R together are X (CH; ,,-Y, wherein y and Y independently are
selected  from the group consisting of CIi_.. and l ;' and C, a is or l_ and
R- and R are as  defined above; 10 A is *NR`-CO, "`CO->\'R. "'ivRs-CS or
"`CS-NRL in which r^.` and h" are  independently selected from the group
consisting o= hydrogen, and &-l-all'-VI. or Rt 10  together with R' are
C,.t-allylene or CH2CH2O wherein the oxygen is attached to the
phenylrins, and. the * indicates the atom that is attached to the phenyl
ring; t5 and R7 is selected from the group consisting of C,,_a-alkyl, aryl,
heteroaryl, aryl- C-6-alkyl, heteroaryl-C;b alkyl, Cs-s-cycl.oa11.y1,
C-s-cycloallyl-C; o-allryl,  C 6-alkoxy, aryl-C; 3-alkoxy,
heteroaryl-Cl-6-alkoxy, C1-s-aiylamino,  2,3-dihydrobenzo[1,4jdioxin-2-yl
and adaxnantan-l-yl-methyl wherein each ah yl and 



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-acy1, C;-6-acyloxy. or a  group Z-(CH2),n Vd, wherein Z
and W are attached to two adjacent carbon atoms and  independently are
selected from the m oup consisting of C1-l. N-H and O. and in is 1.2 25 or
3, provided that. when R' is attached to nitrogen, then Rr is not
C-6-alkoxy, aryi- C;.6-alkoxy, heteroaryl-Ci-6-alkoxy, C;-6-alicylamino,
aryl-C-6-ahrylarnino. hetero- aryi. C.6-aikylamino or
di-(C1-6-alkyl)-angina; and provided that if A is *NRR-CO, and R'-6 and
Ra all are hydrogen, then Rr is not  30 selected from the group consisting
of C;-,-alkyl, perlan-3-yl, trifluorornafml- pyrnnidyl. furan-2-yi. thiopheL
2-yl. substituted or unsubstituted phenyl or substituted  or unsubstituted
benzyl; and provided that if ,,k is *CO-NR9, R'. R6 and Rs all are
hydrogen. and R' is thiazol- . y1, then R- are not a, il hydrogen or all flour;
and provided that if A is *CO-ARC, R'-' and R9 all are hydrogen- and R6 is
methyl,  s than R~ may not be hydrogen if R' is 4-methyl-thiazoi-2-vi and
R' may not be methyl  if R' is 4.5-dimethyl-thiazol-2-yl; or a
pharmaceutically acceptable addition salt thereof. (11  In yet a further
aspect, embodiments of the disclosure relate to a compound selected
from the  group consisting of. 4-Butyrylamino-N-thi azoi-2-yl-benzamide,
rac-3-methoxy-4-(3-methyl-4-oxo-oentanoyiamino)-N-thiazoL2-yi-benzami
de,  rac-4-(3-methyl-pentanoyi amino)-N-thiazol-2 -yi-benzamide,
4-hexanoylamino-3-methyl-N-thiazol-2-yl-benzamide,
4-(2-cycloheptyl-acetyiamino)-N-thiazol-2-yl-benzamide,
rac-3-methoxy-4-(3 -methyl-p entanoylatuino}-ld-fltii azoi -? -yl-'n enzami d
e,  4-(2-cycloheptyl-acetyiam no}-3-methoxy-N-thiazol-2-yl-benzamide,  



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-cyclohexv1-acetytamino}-N-thiazo;-2-vi-benzamide,  ac-4-(3-bicyclo)?
?.1]ilept-?-yi-acetylamino}-Na7 ol-2-vl-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]-
z+l-propionylamino) ,neth4-N-thiazol-;-yl-benzamide,  4-(3-hvdrm:y-
mefn}+1-butyryiamino)-3-methoxy-N-thiazol-2-yl-benzamide
4-(4-fiuoro-benzoylam no}-3-methoxy-N-tvazol-2-yi-benzamide
4-benzoyiamino-N-thiazol-_-yl=uenzamide;  thiophene-3-carmxyiie acid
[4-(h azol ylca bamoyl}-phenyl]-an ide,  4'thiazol-?-t'1 4 amide.
N-thiazol-3-yl-^, ~3-thiophe:,- yl-ace vlaminoj-b e, zam de, 4-(3 -cycl on
entyI -acetyl amin o)-3-methyl-A -fni azoi-2-yi-h enzani de,  4-'. ,3-dilIletl
loutyryl amino l-N-thi azoi-2-y' -benzamide, L2  4-(3,3
-dimethyl-butyrylamino)-3 -methyl-N-thi azol-2-yl-benzamide,  4-(3
,3-dimethyl=butyrylamino)-2 -methoxy-N-thiazol-2-yl-benzamide,
3"hloro-4-(3-methyl-butyryl amino)-N-thiazol-2-yl-benzamide,
bromo-4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(3-methyl-butyryiamino)-N-thiazol-2-yl-'benzamide;
3-bromo-4-(3-methyl-butyryl amino)-N-thiazol-2-yl-benzamide,
4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yi-benzamide,
3-methyl-4-(3-methyl-butyryl anaino)-N-thiazol -2-yl-benzamide,
3-chloro-4-(cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide,  3
-chloro-4-(2-methyl-b enzoyl amino)-N-thiazol-2-yl-b enzamidc, 



3 -bromo-4-(cyclopentanccarbonyl-amino)-N-thiazol-2-yl-benzamide,
4-(cyclop entanecarbonyl -amino)-N-thiazol-2-y1-benzamide,
4-(cyc1opentanecarbon)l-amino)-3-methyl-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid [2-broino-4-(thiazol-'--ylcafDamovI -phenyl'
4-isobutyrylamino-2-methmry-N-thiazol-2-yi-be-izainide,
8-(3,3-dimethyl-butyrylamino)-2,3-dihydro-benzo[1,4]dioxine-5-carboxylic
acid thiazol- 2-ylamide, 3-bromo-4-butyrylamino-N-tlvazol-2-yl-benzamide,
2-methoxy-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
rac-2-methoxy-4-(2-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(cyclopentanecarbonyl-amino)-2-methoxy-N-thiazol-2-yi=benzamide,
3-bromo-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,
3-chloro-4-(3,3-dimethyl -butyryl amino)-N-thi azol-2-yl-benzamide,
4-(2-cyclopentyl-acetyiamino)-2-propoxy-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylan-iino)-2-propoxy-N-thiazol-2-yl-benzamide,
4-(2-cyclopentyl-acetylamino)-3-fluoro-N-thiazol-2-yl-benzamide,
4-(3-meth)l 'outyr3lamino)-2-propoxy-N-thiazol-2-yl-benzamide,
3-fiuoro-4-(3-methyi-butyrylamino)-N-thiazol-2-yl-benzamide,
4-butyrylamino-3-fiuoro-N-thiazol-2-yl-benzamide,
4-butyryiamino-2-propoxy-N-th4azol-2-yl-benzamide, 13
cycloheptanecarboxylic acid
(2-fluoro-4-(thiazoi-2-ylcarbamoyl)-phenyl]-amide,
4-(cyclopentanecarbonyl-amino)-3-fluoro-N-tlv azol-2-yl-benzamide, 4-(3,3
-dimethyl-butyrylamino)-2-(2-methoxy- ethoxy)-N-thiazoi-2-yl-benzamide,
3-fluoro-4-(3-methyl-benzoylainino)-N-thiazol-2-yi-benzamide,
rac-3-fluoro-N-thiazoi-2-yi-4-(3,5,5-trimethyl -hex anoylamino)-benzamide,
4-(2-,
yelopenty1-a.cetylamino)-2-(2-methoxy-ethoxy)-ALthiazoi-2-yl-benzamide,
4-(2-methyl-benzoyl)-3,4-dihydro-2H-benzo[ 1,4]oxazine-7-carboxylic acid
thiazol-2-yl- 



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-chloro-2-methoxy-4-(3-methyl-butyrylamino)-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
thiazol-2-ylamide,  5-chloro-2-methoxy-4-(2-methyl
-benzoylamino)-A=thiazoi-2-yl-benzaride,  1-(3-metnyi-butyryl)-1,2;
3,4-tetrahydro-quinoline-6-carboxylic acid thiazol-2-ylamide,
1-(3,3-dimethyl -butyryl)-2,3-dihydro-1F_r-indoie-5-carooxylic acid
thiazol-2-ylamide,  4-[(3,3-dimethyl=outyryl)-methyl-amino]-Nr
thiazoi-2-yl-benzamide,  4-[(2-cyclopentyl-acetyl)-propyl-amino]-N-thi
azol-2-yl-benzamide,
2-(2-methoxy-ethoxy)-4-(3-methyl-butyrylannino)-N-thiazoi-2-yl-benzamid
e,
rac-2-propoxy-N-thiazoi-2-y1-4-(3.5,5-trimethyl-hexanoyiamino)-benzamid
e,  rac-N-thiazoi-2-y1-4-(3,5,5-trimeth)l-hexanoylamino)-benzamide,
4-(3-cyclopentyl-propionylamino)-N-thiazol-2-yl-benzamide,
4-(2-cyclopentyl-acetylamino)-3-methoxy-N-thiazoi-2-yl-benzamide,
cycloheptanecarboxylic acid
[2-methyl-4-(thiazol-2-ylcarbamoyi)-phenyl]-amide,
3-methoxy-4-(3-phenyl-propionylamino)-N-thiazoi-2-yl-benzamide,
cycloheptanecarboxylic acid
[2-chloro-4-(thiazoi-2-yicarbamoyi)-phenyl]-amide,
4-[2-(3-methoxy-phenyl)-acetyIamino]-3-methyl-]'V-thiazoi-2-yl-benzamide
,  3-bromo-4-(2-cyclopentyl-acetyiamino)-N-thiazoi 2-yl-benzamide,
4-butyrylamino-3-chloro-N-thiazoi-2-yl-benzamide. 14
5-chloro-4-(2-cyclopentyl-acetylamino)-2-methoxy-N-thiazol-2-yl-benzamid
e,
5-chloro-4-(cyclopentanecarbonyl-amino)-2-methoxy-N-thiazol-2-yl-benza
mide,
4-(cyclonexanecar'oonyl-amino)-2-methoxy-N-thiazol-2-yl-benzamide,
2-methoxy-4-(4-methoxy-b enzoylamino)-N-thi azol-2-yl-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-yl-benzamide,
4-(2-chloro-benzoylamino)-3-methyl-N-thiazol-2-yl-benzamide,  4-(2,5
di-chloro-benzoylamino)-3-methyl-N-thiazo1-2-yl-benzamide,
4-(2-chloro-benzoylamino)-2-methoxy-N-thiazol-2-yl-benzamide,
4-(2-ethyl-butyrylamino)-2-methoxy-N-thiazol-2-yl-benzamide,
2-methoxy-4-(2-methyl-b enzo ylamino)-N-thiazol-2-yl-benzamide,
3-methyl-4-(3-phenyl-propionylamino)-N-thiazol-2-yi-benzamide,
4-(3,3-dirnethyl-butyryiamino)-3-methoxy-N-thiazol-2-yl-benzamide,
rac-3-methyl-Ntly azol-2-y1-4-(3,5,5-trimethyl-hexanoylamino)-benzamide,
rac-2,3-dihydro-benzo[1,4]dioxine-2-carboxylic acid
[2-methoxy-4-(thiazol-2-yl- earbamoyl)-phenyl]-amide,
4-(2.2-dimethyl-propionyiamino)-3-methoxy-A -thiazol-2-)l-benzamide,
2-methoxy-4-(4-methyl-benzoylamino)-N-thiazol-2-yl-benzaride,
thiophene-2-carboxylic acid
[3-methoxy-4-(thiazol-2-ylcarbamoyl)-phenyl]-alnide,
4-(3-methoxy-benzoylamino)-N-thiazol-2-yl-benzamide,
8-(2-cyclopent)l-acetylamino)-2,3-dihydro-'oenzo[1, 4]dioxine-5-carboxyic
acid thiazol-2- ylamide,
6-(2-cyclopentyl-acetylamino)-biphenyl-3-carboxylic acid
thiazol-2-ylamide,
4-(2-cyclopentyl-acet)lamino)-3-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzam
ide  4-(3 ,3-dimethyl-butyrylamino)-2-fluoro-N-'thiazol-2-yl-benzamide,
2-chloro-4-(2-methyl-benzoylamino)-N-tniazol-2-yl-benzamide,
4-(2-fluoro-benzoylamino)--N-thiazol-2-yi-benzamide,
4-(2-methoxy-benzoylamino)-N-thiazol-2-yl-benzamide,  HPn7nih1ti nnh
Pna_7-r ar1nnvvlin an;A F~_m Rthvl_d-' rmn.,r?_. fl,.arn ~,.n....11 ..no,...ll
,..";Ao 15  



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-butyrv1
amino)-benzamide,
N-(5-chloro-thiazol-2-y1_}-4-(2-cyclonropyl-acetyiamino}-beazamide,
4-butyrylamino-N415-chi oro-thiazol-2-yl)-be=amid
4-benzoylamino-N-(5-chi oro-thiazol-2-yl)-berizarnide,
3-fluoro-N-thiazol-2-y1-4-(4,4,4-td
luoro-3-meth3/1-butyrylamino)-benzamide,
4(3,3-dimethyl-butyrylamino}-N-thiazol-2-y1-3-trifluorame~oxy-benzamide,
4-3 3-dimethyl-outyrylamino)-3-methoaymetbyl-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-but5aylamino)-3-propoxy-iv-thiazol-?-yl-benzantiide,
3-chloro-4-(3,3-d methyl-butyrylam no}-5-methyl-N-thiazol?-yl-benzamide,
4-(3,3-dimethyl=outyrylamino}-3,5-difluoro-~-d azol-2-yl-ben amide.
4-(3,3-d methyl-butyrylamino}-3,5-dimethyl-N-thiazol-2-yl_-ben amide,
4-(3,3-d methy buty ylam no)-N-thiazol-2-}~1-3- r fluoromethvl-benzanvde,
3-chloro-4-(3,3-dimethyl-butyrylamino)-N-ttziazol-2-yl-5-triiluorometl2y~
'oenzamide,  R~-(?,?-dimethyl-propyl}-Rr'-thiazo;-2-yl-terephr~'~aimnide,
3 ,5-dichl oro-443 3-dim effiVII -butvrvlarnino)-N. -- hiazol-2-vi=o
enzamide,  a_(3-tern-butyl-v eido}- '-hiazol-_-yi-benzam de, and !~-(h
azol-_-ylcarbamoyl phenyh oarba ui acid 2.2-dimethyl-propyl ester. In still
a 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,
haemorrhaaic stroke, neonatal ischemia and hypoxia, subarachnoid
haemorrhage, traumatic  brain injury, brain damage following cardiac
arrest, depression and psychosis disorders. The compounds can be ,4
receptors antagonists heaving a human _a?p, 'bind -.r ai:1 ay  (K1) of 5 al\
or less, t1^olcaliy of I gM or less, preferably o 550 nMi or 16  less, more
preferred of 200 nM or less, even more preferred of 50 nM or less and
most  



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,
neonatal iscihemia and hypoxia, subarachnoid haemorrhage, traumatic
brain injury,  brain damage following cardiac arrest, and for the treatment
of depression and psychosis  disorders. In a more particular embodiment
the present invention relates to use of such compounds  for the
manufacture of a medicament for the treatment of Parkinson's Disease. In
a particular embodiment the present invention relates to such compounds
wherein A is  *NRs-CO or *CO-NR9, more particularly *NTR9-CO. in
another particular embodiment the present invention relates to such
compounds wherein  Rr is selected from the group consisting o Ci_y-alkyl,
preferably C;-5-alkyl and even more  preferred C4_s-alkyl which is
branched at the (3-position, Cs-~-cyclo 17  alkyl-methyl, C3.8-cyclatkyl,
methylphenyl, methoxybenzyl and thiophen-2-yl-methyl,  wherein each
alkyl or cycloalkyl maybe unsubstituted or substituted with oxo. In another
particular embodiment the present invention relates to such compounds  5
wherein R8 is hydrogen. In another particular embodiment the present
invention relates to such compounds  wherein R~ is hydrogen. 10 In
another 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 or chloro, preferably hydrogen. 15 In yet another particular
embodiment the present invention relates to such compounds  



wherein R-5 are independently selected from the group consisting of
hydrogen,  halogen, CI-6-alkyl, preferably methyl, C1 -alkoxy and
C1.6-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 more particular embodiment the present
invention relates to such  compounds wherein R3 and R5 are
independently selected from the group consisting  of hydrogen, halogen,
C1-6-alkyl, preferably methyl, Ct.5-alkoxy, preferably methoxy,  and
C-v-alkoxy-Ct-S-alkoxy, preferably 2-methoxy-ethoxy, trifluoromethyl and
trifluoromethoxy. 30 Particular compounds of the invention are
compounds 1-133 as disclosed in the  examples. 18  The compounds of
the general formula I may 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
racemates unless otherwise  indicated. 5 The term CI.6-alkyl refers to a
branched or unbranched 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
similarly  to branched or unbranched alkyl group having from one to eight
carbon atoms  10 inclusive. 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,
bromo or iodo. 



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-CI.6-alkyl- carbonyl group. 20 The terms CI-6-alkoxy,
C3_s-cyeloalkyl-C1 -alkyl, aryl-C1 -alkyl, heteroaryl- CI.6-alkyl, CI
6-allcylamino, Ct_6-allcylcarbonyl, and the like, designate such groups in
which the CI-6-alkyl, aryl, heteroaryl and the Cis-cycloallcyl group are as
defined  above. 25 The term aryl refers to a carbocyclic aromatic group,
such as phenyl or naphthyl, in  particular phenyl. The term heteroaryl
refers to 5-membered monocyclic rings such as 1H-tetrazolyl,  30
3H-1,2,3-oxathiazolyl, 3H-1,2,4-oxathiazolyl, 3H-1,2,5-oxathiazolyl,
1,3,2-oxa- thiazolyl, 1,3,4-oxathiazolyl, 1,4,2-oxathiazolyl,
3H-1,2,4-dioxazolyl,  1,3,2-dioxazolyl, 1,4,2-dioxazolyl,
3H-1,2,3-dithiazolyl, 3H-1,2,4-dithiazolyl,  1,3,2-dithiazolyl,
1,4,2-dithiazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,5-oxa 19
diazolyl, 1,3,4-oxadiazolyl, 1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl,
1,2,5-thiadiazolyl,  1,3,4-thiadiazolyl, 1H-1,2,3-triazolyl, 1H-1,2,4-triazolyl,
isoxazolyl, oxazolyl,  isothiazolyl, thiazolyl, 1H-imid zolyl, 1H-pyrazolyl,
1H-pyrrolyl, furanyl, thienyl,  1H-pentazole; 6-membered monocyclic rings
such as 1,2,3-oxathiazinyl, 1,2,4-axa 5 thiazinyl, 1,2,5-oxathi.azinyl,
4H-1,3,5-oxathiazinyl, 1,4,2-oxathiazinyl, 1,4,3-oxa- thiazinyl,
1,2,3-dioxazinyl, 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-dithiazinyl, 4H-i,3,2-dithiazinyl, .
4H-1,3,5-dithiazinyl, 1,4,2-dithiazinyl,  2H-1.5,2-dithiazinyl,
2H-1,2,3-oxadiazinyl, 2H-1,2,4-oxadiazinyl, 2H-1,2,5-oxa lo diazinyl,
2H-1,2,6-oxadiazinyl, 2H-1,3,4-oxadiazinyl, 2H-1,3,5-oxadiazinyl,
2H-1,2,3-thiadiazinyl, 2H-1,2,4-thiadiazinyl, 2H-1,2,5-thiadiazinyl,
2H-1,2,6-thia- diazinyl, 2H-1,3,4-thiadiazinyl, 2H-1,3,5-thiadiazinyl,
1,2,3-triazinyl, 1,2,4-triazinyl,  



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-benzisoxazolyl, 2,1-benzisoxazolyl, benzoxazonyl,
1,2-benz- isothiazolyl, 2,1-benzisothiazolyI, benzothiazolyl,
1H-benzimidazolyl, 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-benzodihiolyl, 1H-indolyl,
2H-isoindolyl, benzofuranyl, isobenzofuranyl, 1-benzothienyl,
2-benzothienyl,  1H-2,1-benzoxazinyl, 1H-2,3-benzoxazinyl,
2H-1,2-benzoxazinyl, 2H-1,3-benz- oxazinyl, 2H-1,4-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,
2H-3,1-benzothiazinyl, cinnolinyl, phtalazinyl, quinazolinyl, quinoxalinyl,
isoquinolyl, quinolyl, 1H-2-benzopyranyl, 2H-1-benzopyranyl,
1H-2-benzothio- pyranyl or 231-benzothiopyranyl. 30 The term rac means
raceme. The acid addition salts of the compounds of the invention are
pharmaceutically  acceptable salts formed with non-toxic acids. Exemplary
of such organic salts are  those with maleic, fumaric, benzoic, ascorbic,
succinic, oxalic, bis-methylenesalicylic, 20  methanesulfonic,
ethanedisulfonic, acetic, propionic, tartaric, salicylic, citric,  gluconic, lactic,
malic, mandelic, cinnamic, citraconic, aspartic, stearic, palmitic,  itaconic,
glycolic, p-aminobenzoic, glutamic, benzenesulfonic and theophylline
acetic  acids, as well as the 8-halotheophyllines, for example
8-bromotheophylline. 5 Exemplary of such inorganic salts are those with
hydrochloric, hydrobromic, sulfuric,  sulfarnic, phosphoric and nitric acids.
The pharmaceutical compositions of this invention, or those which are
manufactured  in accordance with this invention, may be administered by
any suitable route, for  



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 range of about 0.05 - 500 mg, and most
preferably about 0.1 to 50 mg of the active compound of the invention. 20
The compounds of the invention are prepared by the following general
methods:  a) Coupling of a compound with formula II Rs R  O R / '` S N 11
H R NHRa 25 R wherein R' - R$ is as described above, with a carboxylic
acid R7-COON or carboxylic  acid chloride R7-000l, wherein R7 is as
defined above. 21  The coupling of compounds of formula II with
carboxylic acids R'-COON is  performed by standard procedures
knowledgeable to chemists skilled in the art. This  includes coupling in the
presence of a uronium salt coupling reagent and 5 diisopropyethylamine
(DIPEA), at temperatures between 20-80 C, in a suitable polar  or apolar
solvent such as NMP or 1,2-dichloroethane, or coupling of starting
materials  of formula II with carboxylic acid chlorides R7-COCI in the
presence of a suitable  base such as pyridine at temperatures between
20-60 C in a suitable solvent such as  1,2-dichloroethane 



10 b) Condensation of a compound with formula II with isocyanates
R7-NCO wherein  R7 is as defined above The coupling of compounds of
formula II 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 II with a chlorofonnate R7-OCOCI  20 wherein RC
is as defined above. The coupling of compounds of formula II with
chloroformates R7-OOOCI is  performed by standard procedures
knowledgeable to chemists skilled in the art. This  includes condensation
at temperatures between 20-80 C in a suitable polar or apolar  solvent
such as NMP or 1,2-dichloroethane in the presence of a suitable base,
such as  25 triethylamine. d) Coupling of a compound with formula III 22
R 6 \\ R' O R\ R5  S N i 111  H R COOH R3  wherein R'-R6 is as
described above, with an amine HN(R9)R7, wherein R~ and R7 is  as
defined above. 5 The coupling of compounds of formula III with amines
HN(R9)R' is performed by  standard procedures knowledgeable to
chemists skilled in the art. This includes  coupling in the presence of a
uronium salt coupling reagent and diisopropyethylamine  (DIPEA), at
temperatures between 20-80 C, in a suitable polar or apolar solvent such
as NMP or 1,2-dichloroethane. 



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 presence of a suitable base such as
pyridine, at a suitable  temperature between 20-60 C. The products were
then reduced to the corresponding  anilines by procedures known to
chemists skilled in the art, such as catalytic  hydrogenation using
hydrogen and a suitable catalyst such as 5% Pd/C in a suitable 20 solvent
such as ethanol; or reduction using a suitable metal reagent such as
SnC12 or  Zn(s) and a suitable acid such as HCl, at a suitable
temperature such as room  temperature and in a suitable solvent such as
acetic acid or ethanol. Alternatively,  starting materials of formula H were
prepared by reaction of suitably substituted N- protected 4-amino benzoic
acids by chlorination of the carboxylic acid, and coupling 25 with suitably
substituted 2-amino thiazoles, under the same conditions as described
above, followed by deprotection of the amino functionality under suitable
conditions,  such as acidolysis. Alternatively, suitably substituted 4-amino
benzoic acids were 23  coupled with suitably substituted 2-amino thiazoles
in the presence of a carbodiimide  coupling reagent such as
1-(3-dimethylaminopropyl)-3-ethyl-carbodiimide  hydrochloride in the
presence of a suitable additive such as 1-hydroxybenzotriazole in  a
suitable solvent such as 1,2-dichloroethane in the presence of a suitable
base such as 5 DIPEA, at a suitable temperature between 20-60 C.
Compounds of formula III were prepared according to standard
procedures known to  chemists skilled in the art as outlined below. ,
Suitably substituted methyl  4-chlorocarbonylbenzoates were either
commercially available or prepared by 10 chlorination of the
corresponding carboxylic acids with oxalylchloride or sulfonyl  chloride,
and were coupled with 2-amino thiazole in a suitable solvent such as  



1,2-dichloroethane in the presence of a suitable base such as pyridine, at
a suitable  temperature between 20-60 C. The products were then
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 methods: (method A): on a PE  Sciex
API 1SOEX instrument equipped with an IonSpray source and a
Shimadzu LC- 8A/SLC-10A LC system. Column: 30 X 4.6 mm Waters
Symmetry C18 column with  15 un particle size; solventsystem: A =
water/trifluoroacetic 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
ElectroSpray source, a  Micromass Waters MUX-2488 UV-detector, a
Sedex 754 4-channels LT-ELS- detector, a CTC Analytics HTS-PAL
autosampler equipped with 4 injection valves, 3o and 4 Waters 1525
Binary HPLC pumps. Column: 30 X 4.6 mm Waters Symmetry  C18
column with 3.5 m particle size; solventsystem: A = water/trifluoroacetic
acid  (100:0.05) and B = water/acetonitrileltrifluoroacefic 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. 24  Purity was determined by integration of the UV
(254 nm) and ELSD traces. The  retention times (RT) are expressed in
minutes. 5 'H NMR spectra were recorded at 500.13 MHz on a Broker
Avance DRX500  instrument or at 250.13 MHz on a Bruker AC 250
instrument. Deuterated dimethyl  sulfoxide (99.8%D) was used as solvent.
TMS was used as internal reference  standard. Chemical shift values are
expressed in ppm. The following abbreviations are  used for multiplicity of
NMR signals: s = singlet, d = doublet, t = triplet, q = quartet, 



10 qui = quintet, h = heptet, dd = double doublet, dt = double triplet, dq =
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-Amino-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
wise to a suspension  of 4-nitro benzoic acid chloride (150 mmnol) in
1,2-dichloroethane (500 mL) and 25 stirred at 60 C over night. The
reaction mixture was cooled and filtered. The filtrate  was washed with
1,2-dichloroethane and dried in vacuo. Yield: 96% lH NMR (Dc-DMSO):
7.33 (d, 1H); 7.60 (d, lIi); 8.26-8.41 (4H); 12.96 (br s, IH). 30
4-Nitro-N-thiazol-2-yl-benzamide (28 mmol) was suspended in abs. EtOH
(400 mL)  and ethyl acetate (200 mL) and glacial acetic acid (50 mL) was
added followed by  10% Pd/C (0.5 g). The mixture was hydrogenated for
72h at 3 bar H2. The  hydrogenation mixture was filtered, and the solvent
was removed under reduced  pressure. The crude product was added
NaHCO1 (sat.) and ethyl acetate, the 25  remaining solid fraction was
removed by filtration and dried in vacuo. The liquid  phases were
separated, the organics were washed with brine, dried over M.-S04,
filtered and evaporated to yield a solid. The solid fractions were pure
product and  were combined. 5 Yield: 83% (80% overall). 1H NMR
(D6-DMSO): 5.93 (s, 2H); 6.50 (d, 2H); 7.18 (d, 1H); 7.49 (d, 111); 7.84 (d,
2H); 12.05 (br s, 1H). 



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 lh, the solvent
was removed by  evaporation under reduced pressure, and the reaction
mixture was re-dissolved in 15 1,2-dichloroethane (400 mL). A suspension
of 2-amino thiazole (83 mmol) and  pyridine (83 mmol) in
1,2-dichloroethane (100 mL) was added portion wise. The  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
mL) and  NaHCO3 (sat.) (500 mL)_ The solids were removed by filtration
(pure product) and 20 the liquid phases were separated. The organic
phase was washed with NaHCO3 (sat.),  dried over MgSO4, filtered and
evaporated. The crude was re-crystallized from ethyl  acetate and the
product fractions were combined. Yield: 76%. 1H NMR (D6-DMSO): 2.58
(s, 3H); 7.33 (d, 1H); 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
suspended in abs. EtOH  (200 mL) and ethyl acetate (100 mL) and glacial
acetic acid (10 mL) was added  followed by 10% PdJC (1 g). The mixture
was hydrogenated over night at 3 bar H2. 30 The hydrogenation mixture
was filtered and the solvent was removed under reduced  pressure. The
crude product was added NaHCO3 (sat.) and ethyl acetate, the  remaining
solid fraction was removed by filtration and dried in vacuo. The liquid
phases were separated, the organics were washed with brine, dried over
MgSO4, 26  filtered and evaporated to yield a solid. The solid fractions
were product and were  combined. Yield: 95% (72% overall). 1H NMR
(D6-DMSO): 2.09 (s, 311); 5.71 (s, 2H); 6.63 (d, 1H); 7.17 (d, IH); 7.39 (d,



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-yI-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 Yield: 34% 1H NMR (D6-DMSO): 6.02 (s, 21-1); 6.59 (d, 2H); 7.53 (s,
111); 7.83 (d, 2H); 12.29  (br s, 1H). 4-Amino-N-(5 -methyl-thiazo l-2-yl)-b
enzamide:  25 Yield: 16% 1H NMR (D6-DMSO): 2.35 (d, 311); 5.90 (s,
2H); 6.57 (d, 21T; 7.15 (d, 1H); 7.81 (d,  211); 11.83 (s, 1I-I).
4-Amino-2-ehloro-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 SnC12 in HCI
(cone.). The reaction was stirred  at room temperature over night, then
poured onto ice and neutralized with NaOH. The  aqueous phase was
extracted with ethyl acetate, the organics were combined, dried 27  over
MgS04, filtered and evaporated. The crude product was purified by flash
chromatography on silica using a gradient of ethyl acetate in heptane.
Yield: 46% (overall) 1H NMR (D6-DMSO): 5.95 (s, 2H); 6.52 (m, IH); 6.65
(d, 1H); 7.23 (d, 111); 7.36 (d,  5 1H); 7.50 (d, 1H); 12.18 (s, 1H). 



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 lh 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 (16 mmol) and  pyridine (16 mmol) in
1,2-dichloroethane (20 mL) was added portion wise. The 15 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 (100
mL) and  NaHCO3 (sat.) (100 mL). The liquid phases were separated and
the aqueous phase  was extracted with ethyl acetate. The combined
organic phases were washed with  water, dried over MgSO4, filtered and
evaporated. The crude product was purified by  20 flash chromatography
on silica using gradient elution (heptane/ethyl acetate). Yield: 25%.
4-Acetylamino-2-methyl-N-tbiazol-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 dried in vacuo. Yield: 13% (3% overall) 1H NMR (D6-DMSO):
2.35 (s, 3H); 5.66 (br s, 2H); 6.36-6.46 (2H); 7.17 (d, 1H);  7.42 (d, 1H);
7.48 (d, 1H). 30 4-Amino-3-fluoro-N-thiazol-2-yl-benzarnide:
4-Nitro-3-fluoro-benzoic acid (535 mmol) was dissolved in toluene (500
mL) and  THE (75 mL). SOC12 (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 28  residue was re-dissolved in
1,2-dichloroethane. This solution was added dropwise to a  suspension of
2-amino-thiazole (480 mmol) and DIPEA (370 mmol) in  l,2-dichloroethane
(IL) with mechanical stirring, while the temperature was kept at  



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 mL) and ethyl acetate (30 mL), glacial
acetic acid (5 mL) and 10 % Pd/C (300 mg)  was added, and the mixture
was hydrogenated for 12 days under 3 bar H2- The  reaction mixture was
filtered and evaporated, and re-dissolved in ethyl acetate (100 15 nrL) and
NaHCO3 (sat., 60 mL). The aqueous phase was adjusted to basic pH with
NaOH (1M) and the phases were separated. The organic phase was
washed with  brine, dried over MgSO4, filtered and evaporated. Yield:
85% (30% overall) 1H NMR (D6-DMSO): 6.00 (s, 2H); 6.80 (t, 111); 7.21
(d, 1H); 7.51 (d, 1H); 7.74 (m,  20 1H); 7.81 (m, 111); 12.19 (s, 1H). The
following compounds were prepared analogously:
4-Amino-2-fluoro-N-thiazol-2-yl-b enzamide: Yield: 16% 25 1H NMR
(D6-DMSO): 6.19 (s, 2H); 6.35 (m, 1H); 6.43 (tn, 11-1); 7.21 (d, 1H); 7.48-
7.55 (211); 11.64 (br, 1H). 4-Amino-N-(4,
5-dimethyl-thiazol-2-yl)-benzamide:  4-tert-Butoxycarbonylamino-benzoic
acid (6.3 mmol) and 1-hydroxybenzotriazole  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 (15.4 mmol) was added followed by
4,5-dunenthyl-2-amino-thiazole  hydrochloride (9.1 mmol). The resulting
solution was stirred at ambient temperature 29  



over night, then the reaction mixture was washed extensively with AcOH
(aq., pH  -3), dried over MgSO4, 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-DMSO): 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
acid (1:1) for 10 min.,  followed by evaporation of the solvent. The residue
was taken up in dichloromethane,  and extracted with NaOH (0,1M). The
formed precipitate was the product, and was  removed by filtration,
washed with water and dried. 15 4-Methylainino-N-tbiazol-2-yl-benzamide:
4-Amino-benzoic acid ethyl ester (60.5 mmol) was dissolved in
1,2-dichloroethane  (100 mL), and a catalytic amount of 4-(N,
N-dimethylamino) pyridine was added  followed by acetic acid anhydride
(66.6 mmol) in 1,2-dichloroethane (15 mL). The  reaction mixture was
stirred at room temperature for 24h, then the solvent was 20 evaporated
and the residue was re-dissolved in ethyl acetate (200 niL) and extracted
with HCl (0.1M) x2, Na2CO3 (aq., sat.) x2, H2O and brine. The organic
phase was  dried over MgSO4, filtered and evaporated. Yield: 90% 1H
NMR (Ds-DMSO): 1.31 (t, 3H); 2.09 (s, 3H); 4.28 (q, 2H); 7.72 (d, 2H);
7.90 (d,  25 2H); 10.28 (s, 1H). 4-Acetylamino-benzoic acid ethyl ester
(54.5 mmol) was dissolved in THE (100 mL),  and potassium tert-butoxide
(54.5 mmol) was added followed by methyl iodide (60  mmol). The
reaction mixture was stirred at room temperature for lh, then the solvent
30 was evaporated. The crude product was used in the next reaction
without further  purification.. 30  



Crude 4-(Acetyl-methyl-amino)-benzoic acid ethyl ester was refluxed over
night in  conc. HCl (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 (q, 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). DIPEA (13.2 mmol), 1-(3-dimet
ylaminopropyl) 3-ethyl-carbodiimide hydrochloride (13.2 mznol),
1-hydroxybenzotriazole (13.2  mmol) and 2-aminothiazole (13.2 nmol) was
added, and the reaction mixture was  stirred at 40 C for 72h. HCI (2M)
(13.2 nunol) was added followed by water (20  mL), upon which a solid
precipitated. This was removed by filtration, washed with  15 water and
dried in vacua Yield: 32% (22% overall) 1H NMR (D6-DMSO): 2.75 (s,
311); 3.93 (br, 111); 6.59 (d, 2H); 7.19 (d, 111); 7.51 (d,  111); 7.92 (d,
2H); 12.12 (br s, 1H). 20 4-Propylamino-N-thiazol-2-yl-benzamide:
4-Amino-N-thiazol-2-yl-benzamide (2.28 mmol) was suspended in THE
(10 mL) and  propanal (3.42 mmol) was added followed by glacial acetic
acid (4.2 mmol) and  NaBH(OAc)3 (4.56 mmol). The mixture was stirred at
room temperature over night.  More NaBH(OAc)3 (2.28 mmol) was added
and stirring continued 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 NaHCO3 (sat.) (40 mL) (pH of the aqueous
phase was adjusted to 11). The phases were separated and the aqueous
phase was  extracted with ethyl acetate. The combined organic extracts
were washed with brine,  dried over MgS04, filtered and evaporated. The
crude product was re-crystallized  30 from EtOH. Yield: 36% 



1H NMR (D6-DMSO): 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 added 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
purified by flash chromatography on silica using gradient elution
(heptane/ethyl  10 acetate). Yield: 11 % III NMR (D6-DMSO): 0.98 (t, 3H);
1.78 (m, 21-1); 4.21 (t, 2H); 7.32 (d 1H); 7.55 (d,  1H); 7.86-7.93 (3H). 15
4-Nitro-2-propoxy-N-thiazol-2-yl-benzamide (0.8 mmol) was suspended in
EtOH (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 112 for 3 days. The reaction  mixture was filtered and evaporated,
re-dissolved in ethyl acetate, and extracted with  NaHCO3 (sat.). The
organics were dried over MgSO4, filtered and evaporated to yield  20 the
product. Yield: 96% (10% overall) 1H NMR (D6-DMSO): 0.98 (t, 3H); 1.77
(m, 211); 4.21 (t, 21j); 7.32 (d, 1H); 7.55 (d,  1H); 7.86-7.96 (3H); 12.25 (br
s, 1H). 25 The following compounds were prepared analogously:
4-Amino-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzamide:  Yield: 16% 1H
NMR (D6-DMSO): 3.32 (s, 3H); 3.74 (t, 2H); 4.44 (t, 2H); 7.33 (d, 111);
7.56 (d,  30 11-1); 7.92-8.01 (3H); 12.14 (s, 1H). 



4-Amino-3-(2-methoxy-ethoxy)-N-thiazol-2-yl-b enzamide:  Yield: 20% 32
III NMR (D6-DMSO): 3.35 (s, 31-1); 3.72 (t, 2FI); 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 methyl ester (21.6 mmol) was saponified in
EtOH (25  ml) and NaOH (IM, 25 ml) at reflux for 2h. The organic solvent
was evaporated and  pH adjusted to 4. The product was removed by
filtration, washed with water and dried  in vacuo, 15 Yield: 92% 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). 4-Amino-3-chloro-benzoic acid (19.8 mmol) was dissolved in
DMF (10 mL) and  20 1,2-dichloroethane (80 mL). DIPEA (19.8 mmol),
1-(3-dimethylaminopropyl)- 3-ethyl-carbodiimide hydrochloride (19.8
mmol), 1-hydroxybenzotriazole (19.8  mmol) and 2-aminothiazole (19.8
mmol) was added, and the reaction mixture was  stirred at 60 C over
night. The volume was reduced in vacuo, and water (60 mL) was  added.
The mixture was extracted with ethyl acetate, the organic phase was
washed 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%
overall) IH NMR (D6-DMSO): 6.19 (s, 2H); 6.83 (d, IH); 7.21 (d, 1H); 7.52
(d, 1H); 7.83 (dd,  30 IH); 8.07 (d, 1H), 12.24 (br s, 1H). 



4-Amino-3-bromo-N-thiazol-2-yl-benzamide: 33  4-Amino-benzoic acid
(100 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-DMSO): 6.10 (s, 2H); 6.78 (d, 1H); 7.63 (dd, 1H); 7.89
(d, 1H); 12.39  (br s, 1H). 4-Amino-3-bromo-benzoic acid (18.5 mmol) was
dissolved in DMF (10 mL) and  10 1,2-dichloroethane (80 mL). DIPEA
(18.5 mmol), l-(3-dimethylaminopropyl)- 3-ethyl-carbodiimide
hydrochloride (18.5 mmol), 1-hydroxybenzotriazole (18.5  mmol) and
2-aminothiazole (18.5 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 15 with NH4C1 (aq., sat.), dried over MgSO4,
filtered and evaporated. The crude product  was purified by flash
chromatography on silica using gradient elution (heptanelethyl  acetate).
Yield: 33% (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,
11-1). 4-Amino-5-chloro-2-methoxy-N-thiazol-2-yl-benzamide:
4-Amino-5-chloro-2-methoxy-benzoic acid (19.8 mmol) ) was dissolved in
DMF (10  mL) and 1,2-dichloroethane (80 mL). DIPEA (19.8 mmol),
I-(3-dimethylamino 25 propyl)-3-ethyl-carbodiimide hydrochloride (19.8
mmol), 1-hydroxybenzotriazole  (19.8 nnnol) and 2-amino thiazole (19.8
nnnol) was added and the reaction mixture  was stirred at 60 C over night.
The volume was reduced in vacuo, and water (60 mL)  was added. The
mixture was extracted with ethyl acetate, the organic phase was  washed
with NH4CI (aq., sat.), dried over MgSO4, filtered and evaporated. The
crude  



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); 7.21  (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-yl-3-trifluoromethoxy-benzamide:
Yield: 71% 15 LC/MS (m/z) 304 (MH+); RT = 2.3 (method A); purity (UV,
ELSD): 64%; 98%.  4-Amino-3-chloro-5-methyl-N-thiazol-2-yl-benzamide:
Yield: 1.1% LCIMS (m/z) 268 (MH+); RT = 2.2 (method A); purity (UV,
ELSD): 97%; 99%.  20 4-Amino-3, 5-dimethyl-N-thiazol-2-yl-benzamide:
Yield: 69% LCJMS (m/z) 248 (MH+); RT = 1.8 (method A); purity (UV,
ELSD): 85%; 99%.  25
4-Amino-N-thiazol-2-yl-3-trifluoromethyl-benzamide: The starting material:
4-amino-3-trifluoromethyl-benzoic acid was prepared according  to
literature procedures: Kruger et al. Arzneim.Forsch.; 34; 1la; 1984;
1612-1624.  Yield: 14% 30
4-Amino-3-chloro-N-thiazol-2-yl-5-trifluoromethyl-benzamide: The starting
material: 4-amino-3-chloro-5-trifluoromethyl-benzoic acid was prepared  



according to literature procedures: Kruger et al. Arzneim.Forsch.; 34; Ila;
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 ethylene glycol dimethyl ether (50 mL)
and water (40 m?) under an Argon  atmosphere for 18h.The dark mixture
was diluted with water (200 mL) and extracted 10 with ethyl acetate. The
organic phase was dried over Na2CO3, filtered and evaporated  to yield a
brown oil, which was triturated with water. The crude product precipitated
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)
and water  (150 mL), and KMn04 (239 mmol) was added portion wise over
a period of one hour.  The mixture was refluxed for 5h. The reaction
mixture was cooled, and MnO2 was  filtered off. HCl (conc.) was added to
the filtrate until the product precipitated, the  20 product was removed by
filtration, washed with water and dried in vacuo. Yield: 85% lH NMR
(D5-DMSO): 7.37-8.39 (8H). 5-Nitro-biphenyl-2-carboxylic acid (25 mmol)
was suspended in 1,2-dichloroethane  25 (100 mL) and two drops of DMF
was added followed by drop wise addition of  oxalylchloride (2M solution
in dichloromethane) (40 mmol). The mixture turned  homogeneous and
was stirred at ambient temperature for lh. Evaporated to dryness,  then
re-dissolved in 1,2-dichloroethane (20 mL) and added to a suspension of
2-amino  thiazole (25 mmoi) and pyridine (30 mmol) in 1,2-dichloroethane
(50 mL). Stirred 



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% 11I 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 turned homogenous after a few
minutes, and stirring was continued for 24h.  The reaction mixture was
filtered and evaporated to dryness, then water (200 mL) was  added. The
crude product was removed by filtration, washed with water and dried. 10
Yield: 89% (53% overall) 1H NMR (D6-DMSO): 5.71 (s, 21-1); 6.55 (m,
2H); 7.12 (d, 111); 7.20-7.41 (7H);  11.52 (br s, 111).
6-Amino-biphenyl-3-carboxylic acid thiazol-2-ylamide: 15 4-Amino-benzoic
acid (100 nnnol) was dissolved in DNT (100 mL) and N-bromo
succinimide (100 mmol) was added portion wise. The orange reaction
mixture was  stirred over night at ambient temperature, then poured into
water. The product was  collected by filtration and re-crystallized from
McOH. Yield: 65% 20 1H NMR (D6-DMSO): 6.09 (s, 211); 6.81 (d, 1H);
7.13 (dd, 1H); 7.89 (d, 111); 12.37  (br, 111). 4-Amino-3-bromo-benzoic
acid (65 mmol), phenyl boronic acid (70 mmol),  Pd(PPh3)2C12 (3.2
nnnol) and K?CO3 (140 mmol) was combined in a flask and  25 refluxed
in a mixture of ethylene glycol dimethyl ether (75 niL) and water (75 mL)
under an argon atmosphere for 18h.The organic solvent was removed in
vacuo and pH  was adjusted to 4. The crude product was removed by
filtration, re-dissolved in ethyl  acetate, and passed through a silica plug to
remove any Pd-residues. The filtrate was  



evaporated to dryness and re-crystallized from ethyl acetate/heptane to
give off-white  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 stirred at 50 C S over night. The
volume was reduced in vacuo, and water (60 mL) was added. The
mixture was extracted with ethyl acetate, the organic phase was washed
with NTH4C1  (aq., sat.), dried over MgS04, filtered and evaporated. The
crude product was purified  by flash chromatography on silica using
gradient elution (ethyl acetate/heptane).  Yield: 26% (8% overall) 1o NMR
(Do-DMSO): 5.64 (s, 2H); 6.82 (d, IM; 7.19 (d, 111); 7.34-7.53 (611); 7.83
(d,  1H); 7.88 (d, 1H); 12.21 (s, 111). 2,3-Dihydro-IH-indole-5-carboxylic
acid thiazol-2-ylamide:  2,3-Dihydro-IH-indole-5-carboxylic acid (12.4
mmol) was dissolved in DMF (5 mL)  15 and 1,2-dichloroethane (40 mL).
DIPEA (12.4 mmol), l-(3-dimethylaminopropyl) 3-ethyl-carbodiimide
hydrochloride (12.4 mmol), 1-hydroxybenzotriazole (12.4  mmol) and
2-aminothiazole (12.4 mmol) was added. Stirred at 50 C for 48h. HCl
(2M) (12.4 mmol) was added to the reaction mixture followed by water (30
mL). This  gave a heavy precipitation which was removed by filtration. The
solid was washed  20 with water and 1,2-dichloroethane and dried. Yield:
56% III NMR (D6-DMSO): 6.60 (s, 1H); 7.26 (d, 1H); 7.44-7.54 (211); 7.56
(d, IH); 7.86  (d, lH); 8.45 (s, IH); 11.51 (br s, IH). 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 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 70:301 as eluent. 38  Yield: 32% (18%
overall) 1H NMR `D6-DMSO): 2.98 (t, 211); 3.57 (t, 2H); 6.35 (br s, 1H);
6.48 (d, 1H); 7.17  (d, 1H); 7.49 (d, 1H); 7.75-7.82 (3H); 12.02 (br s, 1H). 5
1,2,3,4-Tetrahydro-quinoline-6-carboxylic acid thiazol-2-ylamide:
1,2,3,4-Tetrahydro-quinoline (100 mmol) was dissolved in
1,2-dichloroethane (100  mL) and acetic anhydride (102 mrnol) was
added. Stirred at room temperature for 4h,  then the solvent was removed
by evaporation and the residue was dissolved in ethyl  acetate and water.
The aqueous phase was neutralized with NaOH (2M), the organics  10
were separated, dried over MgSO4, filtered and evaporated. The crude
was used directly in the next reaction Crude
1-(3,4-dihydro-2H-quinolin-1-yl)-ethanone was dissolved in DMF (60 n-L),
and N-bromo succininride (100 mmol) was added portion wise. Stirred at
room  15 temperature for 3h, then the reaction mixture was poured into
water (150 mL) and extracted with ethyl acetate. The organic phase was
washed with NH4C1 (sat.), dried  over MgSO4, filtered and evaporated.
Yield: 96% lH NMR (D6-DMSO): 1.85 (m, 2H); 2.16 (s, 3H); 2.70 (m,
21-1); 3.66 (m, 2H); 7.25- 20 7.60 (3H).
1-(6-Bromo-3,4-dihydro-2H-quinolin-l-yl)-ethanone (96 mmol) was
dissolved in  DMF (60 mL) and CuCN (200 mmol) was added. The
reaction mixture was refluxed  for 18h, then cooled and poured into water
(400 mL). Aq. NH3 (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% IH NMR (D6-DMSO): 1.78 (m, 2H); 2.67 (m,
2H); 3.23 (m, 2I-I); 6.43 (d, 1H); 7.41- 7.47 (2H). 30 mlz: 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 water  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);
6.48  5 (d, 1H); 7.45-7.50 (2H). 1,2,3,4-Tetrahydro-quinoline-6-carboxylic
acid (17 mmol) was dissolved in DMF  (5mL) and 1,2-dichloroethane (15
mL) was added, followed by DIFHA (17 mmoL),
1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (17 nunol),
i0 1-hydroxybenzotriazole (17 mmol) and 2-aminothiazole (17 mmol).
Stirred at 60 C  for 96h, 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
over MgSO4, filtered and evaporated. The crude product was  purified by
flash chromatography on silica with gradient (heptane/ethyl acetate)  15
elution. Yield: 10% (3% overall) 1H NMR. (D6-DMSO): 1.80 (m, 2M; 2.70
(in, 211); 3.24 (m, 2H); 6.46 (d, 111); 6.56  (s, 111); 7.16 (d, 1H); 7.49 (d,
1H); 7.65-7.72 (2H). 20 3,4-Dihydro-2H-benzo[1,4]oxazine-7-carboxyfic
acid thiazol-2-ylamide:  3-Hydroxy-4-nitro-benzoic acid (100 nunol) was
refluxed in HCI (6M) (90 mL) and  MeOH (160 mL) over night, the mixture
was cooled and poured into water (500 ml,).  



The product was removed by filtration, washed with water and dried. The
crude product was used directly in the next reaction.  25 Crude
3-hydroxy-4-nitro-benzoic acid methyl ester and triphenylphosphine (100
mmol) was dissolved in dry THE (120 mL) and cooled to 0 C. Di-ethyl-azo-
dicarboxylate (110 mmol) was added followed by 2-chloroethanol (110
mmol). The  reaction mixture was allowed to come to room temperature
and was stirred at this 30 temperature over night. The solvent was
removed by evaporation and the residue was  re-dissolved in MeOH (80
mL), and water (20 mL). The product precipitated. and was  removed by
filtration, washed with water and dried. Yield : 60% 40  IH NMR
(D6-DMSO): 3.91 (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 mmol) was suspended in  5 abs. EtOH (200 mL), and ethyl
acetate (100 mL), glacial acetic acid (10 mL) and 10%  Pd/C (1 g) was
added. The mixture was hydrogenated under 3 bar H2 for 3 days. The
reaction mixture was filtered and evaporated. The crude product was used
directly in the next reaction. 10 4-Amino-3-(2-chloro-ethoxy)-benzoic acid
methyl ester (58 mmol) was dissolved in  DMF (150 mL) and K2CO3 (60
mmol) was added. Stirred at 100C for 4 days. The  reaction mixture was
poured into water (500 mL) and extracted with ethyl acetate.  The organic
phases were washed with NH4C1 (sat.), dried over MgSO4, filtered and
evaporated. The crude product was used directly in the next reaction. 15
3,4-Dihydro-2H-benzo[1,4]oxazine-7-carboxylic acid methyl ester (52
mmol) was  dissolved in McOH (20 mL) and NaOH (2M) (20 mL) and
stirred at 60 C for 48h.  The organic solvent was removed by evaporation,
and the aqueous phase acidified  with HC1 (4M), The organic products
separated as an oil, and were extracted with 



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 % lH 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-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (16 mmol),
30 1-hydroxybenzotriazole (16 mmol) and 2-aminothiazole (16 mmol).
Stirred at 60 C  for 96h, then HCl (16 mmol) and water (20 mL) was
added, The organic solvent was  removed by evaporation, and the
aqueous phase was extracted with ethyl acetate. The 41  product
precipitated and was filtered, washed with water and dried. The crude
product  was re-crystallized from EtOH/water. Yield: 40% (6% overall) 1H
NMR (D6-DMSO): 3.58 (t, 2H); 4.35 (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
iazol-2-yl-terephthalamic acid: 2-Amino tbiazole (21 mmol) and pyridine
(21 nunol) were suspended in  1,2-dichloroethane (100 mL) and a
suspension of methyl 4-clilorocarbonylbenzoate  to (25 mmol) in
1,2-dichloroethane (300 mL) was added portion wise. Stirred at 50 C over
night, then the solvent was removed under reduced pressure. The
remaining  solids were re-suspended in ethyl acetate and NaHCO3 (sat.)
and then filtered, washed  with ethyl acetate and dried in vacua. Yield: 79
% 15 1H NMR (D6-DMSO): 3.90 (s, 3H); 7.31 (d, 111); 7.59 (d, 1H); 8.09
(d, 21-1); 8,20 (d,  211); 12.83 (br s, 11-1). N-Thiazol-2-yl-terephthalamic
acid methyl ester (16 mmol) was dissolved in THP  



(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 HCl (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 suspended in 1,2- dichloroethane (60 mL)
and pyridine (4.7 mmol) was added. A suspension of 4-nitro  3o benzoic
acid chloride (43.8 mmol) in 1,2-dichloroethane (150 mL). The reaction
mixture was stirred at 50C over night. The reaction mixture was cooled to
room  temperature ant washed with NaHCO3 (sat) (100 rL), water (100
mL) and NaCI (100 42  mL). The solvent was removed by evaporation
under reduced. pressure. The crude  product was recrystallised form
EtOH. Yield: 29% 'H-NMR (D6-DMSO): 7.65 (s, 11-17; 8.3 (d, 2H); 8.4 (d,
2H); 13.25 (br, 1H).  5 N-(5-Chloro-thiazol-2-y1)-4-nitro-benzamide (12.9
mmol) was suspended in MeOH  (40 mL) and glacial acetic acid (40 mL),
and Zn (s) (51.5 mmol) was added. The  mixture was stirred at 70C for
48h. The reaction mixture was evaporated to dryness.  Water (200 mL)
and concentrated hydrochloric acid (5mL) were added. The mixture 1o
was filtered and the solvent was removed by evaporation. The crude
product was  recrystallised from EtOHiwater. Yield: 54% 'H-NMR
(Do-DMSO): 6.04 (s, 21-1); 6.6 (d, 211); 7.5 (s, 11-1); 7.85 (d, 211); 12.4
(br).  15 4-Amino-3-methoxymethyl-N-thiazol-2-yl-benzamide:
3-Bromomethyl-4-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
McOH, 0.77 mL) was  added slowly at 0C. The reaction mixture was
stirred lh at 0C, 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); 3.9 (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 added. The reaction mixture was stirred  at 25C overnight. pH was
adjusted with HC1 to pH = 3. 3-Methoxymethyl-4-nitro- 30 benzoic acid
was filtered off and washed with water. Yield: 45% 'H-NMR (D6-DMSO):
3.4 (s, 3H); 4.8 (s, 211); 8.05 (d, 1H); 8.51 (d, 111); 8.75 (s,  1H1. 43-
3-Methoxymethyl-4-nitro-benzoic acid (1.6 mmol) was suspended in 1,2-
dichloroethane (10 mL) and dimethylformamide (DMF) (0.1 mL) under an
argon  atmosphere. Oxalylchloride (2M in dichloromethane, 1.3 mL) was
added slowly to 5 the stirred suspension. After stirring at room
temperature for lh, the solvent was  removed by evaporation under
reduced pressure, and the reaction mixture was re- dissolved in
1,2-dichloroethane (7 mL). A suspension of 2-amino thiazole (1.3 mmol)
and pyridine (0.13 mmol) in 1,2-dichloroethane (5 mL) was added portion
wise. The  reaction mixture was stirred at 50 C for 48h. The solvent was
removed under reduced 10 pressure. The crude was re-crystallized from
EtOlllwater. The product contained  small amounts of starting material.
Used without further purification. LC/MS (m/z) 294 (MH+); RT = 2.4
(method A); purity (UV, ELSD): 74%; 92%.
3-Methoxymethyl-4-nitro-N-thiazol-2-yl-benzamide (0.88 mmol) was
suspended in  



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, 311); 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
Preparation of the compounds of the invention  Examples 1:
4-Butyrylamino-N-thiazol-2-yl-b enzamide 30 200 sL of a 0.43 M stock
solution of butanoic acid in DMF containing 6 mmol  DIPEA per mmol
butanoic acid was mixed with 100 L of a 0.86 M stock solution of
O-(7-azabenzotriazole-l-yl)-N,N,N',N'-tetramethyluronium
hexafluorophosphate  (HATU) in DMF. The mixture was allowed to react
for 10 min. at ambient 44  temperature, then 100 ltL of a 0.43 M stock
solution of 4-amino-N-thiazol-2-yl- benzamide in DMF was added. The
resulting mixture was incubated for 18h at  ambient temperature.
Purification was performed by preparative HPLC-MS. IH NMR
(D6-DMSO): 0.92 (t, 3H); 1.63 (m, 2H); 2.34 (t, 211); 7.26 (d, IH); 7.55 (d,
5 1H); 7.74 (d, 2H); 8.06 (d, 2H); 10.20 (s, 1H); 12.47 (br s, 1H). LC/MS
(mlz) 290 (Mll); RT = 2.12 (method B); purity (UV, ELSD): 98%, 100%.
The following compounds were prepared analogously: 10 2:
rac-3-Methoxy-4-(3-methyl-4-oxo-pentanoylamino)-Tr
thiazol-2-yl-benzamide  LC/MS (m/z) 362 (MH+); RT = 2,06 (method A);
purity (UV, ELSD): 75%; 95%.  3: rac-4-(3-Methyl-pentanoylam
no)-N-thiazol-2-yl-benzamide LC/MS (m/z) 318 (MH+); RT = 2,45 (method
A); purity (UV, ELSD): 100%; 94%.  15 



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-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 389 (MH+); RT = 3,17 (method A); purity (UV, ELSD): 80%;
83%.  8:
rac-4-[2-(2-Oxo-cyclopentyl)-acetylamino]-N-thiazol-2-yl-benzamide
LGMS (m/z) 344 (MB+); RT = 2,08 (method A); purity (UV, ELSD): 84%;
91%.  30 9: 4-Hexanoylamino-3 -methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 348 (MH+); RT = 2,77 (method A); purity (UV, ELSD): 80%;
100%. 45  10: 3 -Methyl-4-(4-phenyl-butyrylamino)-N-thiazol
2-yl-benzamide LC/MS (m/z) 380 (MH+); RT = 2,70 (method A); purity
(UV, ELSD): 98%; 100%.  11:
4-(2-Cyclohexyl-acetylamino)-N-thiazol-2-yl-benzauide 5 LC/MS (m/z) 344
(MH+); RT = 2,71 (method A); purity (UV, ELSD): 100%; 91%.  12:
rac-4-(2-Bicyclo[2.2.1]hept-2-yl-acetylamino)-N-thiazol-2-yI-benzamide
LC/MS (m/z) 356 (iviri+); RT = 2,78 (method A); purity (UV, ELSD): 97%;
93%. 10 13: 4-(3,3-Dimethyl-butyrylamino)-N-(4,
5-dimethyl-thiazol-2-yl)-benzamide  LC/MS (miz) 346 (MH+); RT = 2,59
(method A); purity (UV, ELSD): 99%; 100%.  14:
4-(2-Adamantan-1-yl-acetylamino)-N-thiazol-2-yl-benzanide LC/MS (m/z)
397 (MH+); RT = 3,12 (method A); purity (UV, ELSD): 80%; 96%.  15 15:
4-(3-B enzo [ 1, 3 ] dioxol-5 -yl-propionylamino)-3 -methyl-N-thi azo
1-2-y1-b enzanide  LC/MS (m/z) 410 (MH+); RT = 2,44 (method A); purity
(UV, ELSD): 87%; 98%.  16:
4-(3-Hydroxy-3-methyl-butyrylamino)-3-methoxy-N-thiazol-2-yi-benzamide
20 LC/MS (m/z) 350 (MH+); RT = 1,90 (method A); purity (UV, ELSD):
96%; 88%.  



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 (method A); purity (UV, ELSD): 99%;
91%. 46  21: N-Thiazol-2-y1-4-(2-thiophen-3-yl-acetylamino)-beuzamide
LGMS (m/z) 344 (MH+); RT = 2,28 (method A); purity (UV, ELSD): 94%;
85%.  22: 4-(2-Cyclopentyl-ac
etylamino)-3-methyl-N-thiazol-2-yI-benzamide 5 200 L of a 0.2 M stock
solution of 4-amino-3-rnethyl-N-tbiazol-2-yl-benzamide in
1,2-dichloroethane/DMF, containing 1.2 mmol pyridine per nrmol
4-anon-3-methyl- N-thiazol-2-yl-benzamide, was added 0.05 mmol of
cyclopentyl-acetyl chloride. The  reaction mixture was incubated at
ambient temperature for 2h. Purification was  performed by preparative
HPLC-MS. 10 IH NMR (D6-DMSO): 1.23 (m, 2H); 1.53 (m, 2H); 1.63 (in,
211); 1.78 (m, 211); 2.25  (in, 1H); 2.40 (d, 2H); 2.90 (s, 3H); 7.27 (d,
111); 7.56 (d, 1H); 7.68 (d, 1H); 7.90 (dd,  111); 7.98 (d, 1H); 9.38 (s, 1H);
12.49 (br). LC/MS (m/z) 344 (MEt); RT = 2.66 (method A); purity (UV,
ELSD): 95%, 98%.  15 The following compounds were prepared
analogously: 23: 4-(3,3-Dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 318 (MH+); RT = 2,54 (method A); purity (UV, ELSD): 99%;
99%.  20 24:
4-(3,3-Dimethryl-butyrylamino)-3-methyl-N-thiazol-2-yl-benzamide LC/MS
(m/z) 332 (MH+); RT = 2,44 (method A); purity (UV, ELSD): 97%; 100%.
25: 4-(3.3-Dimethyl-butyrylamino)-2-methoxy-N-thiazol-2-yl-benzamide
LC/MS (mlz) 348 (MH+); 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 (IvlH+); 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
LC/MS (m/z) 330 (MH+); RT = 2,42 (method A); purity (DV, ELSD): 99%;
100%.  31: 3-T.Methy1-4-(3-
uueti7,yl-butyryiamino)-lv=thi.azoi-2-yI-benzamide LC/MS (m/z) 318
(MH+); RT = 2,24 (method A); purity (UV, ELSD): 100%; 97%.  10 32:
3-Chloro-4-(cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide
LC/MS (m/z) 351 (MH+); RT = 2,73 (method A); purity (DV, ELSD): 100%;
100%.  33: 3 -Cliloro-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide
15 LCIMS (m/z) 373 (MH+); RT = 2,81 (method A); purity (UV, ELSD):
89%; 100%.  34:
3-Bromo-4-(cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide
LC/MS (mfz) 395 (MH+); RT = 2,79 (method A); purity (UV, ELSD): 99%;
99%.  20 35:4-(Cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide
LGMS (m/z) 316 (MH+); RT = 2,32 (method A); purity (UV, ELSD): 97%;
100%.  36:
4-(Cyclopentanecarbonyl-amino)-3-methyl-N-thiazol-2-yl-benzamide
LC/MS (mlz) 330 (MH+); RT = 2,34 (method A); purity (UV, ELSD): 100%;
97%.  25 37: Cycloheptanecarboxylic acid
[2-bromo-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide  LGMS (mlz) 423
(MH+); RT = 3,20 (method A); purity (UV, ELSD): 90%; 99%.  38:
4-Isobutyrylamino-2-methoxy-N-thiazol-2-yl-benzamide 



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 l-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-butyrylamino)-N-thiazol-2-yl-benzamide LC/MS
(m/z) 334 (MH+); RT = 2,44 (method A); purity (UV, ELSD): 100%; 95%.
42: Cycloheptanecarboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide
to LC/MS (m/z) 344 (MH+); RT = 2,71 (method A); purity (UV, ELSD):
98%; 100%.  43: rac-2-Methoxy-4-(2-methyl-butyrylamino)-AT
thiazol-2-yi-benzamide LC/MS (mlz) 334 (MH+); RT = 2,40 (method A);
purity (UV, ELSD): 98%; 98%.  15
44:4-(Cyclopentanecarbonyl-amino)-2-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 346 (MH+); RT = 2,52 (method A); purity (UV, ELSD): 100%;
95%.  45: 3-Bromo-4-(2-methyl-benzoylamino)-AT -thiazol-2-yl-benzamide
LC/MS (m/z) 417 (MH+); RT = 2,86 (method A); purity (UV, ELSD): 96%;
100%.  20 46: 3
-Chioro-4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzamide LC/MS
(m/z) 353 (MH+); RT = 2,82 (method A); purity (UV, ELSD): 95%; 97%.
47: 4-(2-Cyclopentyl-acetylamino)-2-propoxy-N-thiazol-2-yl-benzanude 25
LC/MS (m/z) 389 (MH+); RT = 3,32 (method A); purity (UV, ELSD): 87%;
100%.  48: 4-(3,3 -D imethyl-butyrylamino)-2-propoxy-N-thiazo l-2-yl-b
enzamide 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 (mlz) 348 (1vIH+); RT = 2,75 (method A); purity (UV, ELSD): 98%;
100%.  50: 4-(3-Methyl-butyrylamino)-2-propoxy-N-thiazol-2-yl-b
enzamide 49  



LC/MS (miz) 362 (MH+); RT = 3,02 (method A); purity (UV, ELSD): 87%;
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-benzoylamino)-N-thiazol-2-yl-benzamide  LGMS
(m!z) 356 (Mll+); RT = 2,57 (method A); purity (UV, ELSD): 95%; 100%.
15 55: Cycloheptanecarboxylic acid
[2-fluoro-4-(thiazol-2-ylcarbarnoyl)-phenyl]-amide  LCIMS (mlz) 362
(MH+); RT = 2,90 (method A); purity (UV, ELSD): 88%; 99%.  56:
4-(Cyclopentanecarbonyl-amino)-3-fluoro-N-thiazol-2-yl-benzamide
LC/MS (m/z) 334 (MF1+); RT = 2,53 (method A); purity (UV, ELSD):
100%; 100%.  20 57:
4-(3,3-DimethyI-butyrylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benza
mide  LC/MS (mlz) 392 (MH+); RT = 2,85 (method A); purity (UV, ELSD):
97%; 100%.
58:3-Fluoro-4-(3-methyl-benzoylanuno)-N-thiazol-2-yl-benzamide 25
LGMS (mlz) 356 (MH+); RT = 2,69 (method A); purity (UV, ELSD): 94%;
100%.  59:
rac-3-Fluoro-N-thiazol-2-yl-4-(3,5,5-trimethyl-hexanoylamino)-benzamide
LC/MS (m/z) 378 (MH+); RT = 3,25 (method A); purity (UV, ELSD): 99%;
100%. 30
60:4-(2-Cyclopentyl-acetylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-ben
zamide  LC/MS (m/z) 405 (MH+); RT = 2,97 (method A); purity (UV,
ELSD): 95%; 100%. 50  61: 4-(2-Methyl-benzoyl)-3,4-dihydro-2H-benzo[
1,4]oxazine-7-carboxylic acid  thiazol-2-ylamide LC/MS (m/z) 380 (MH+);
RT = 2,65 (method A); purity (UV, ELSD): 96%; 100%.  5 62:
4-(3,3-Dimethyl-butyrylamino)-3-fluoro-N-thiazol-2-yl-benzamide LC/MS
(miz) 336 (MH+); RT = 2,74 (method A); purity (DV, ELSD): 94%; 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 (method A); purity (UV, ELSD): 98%;
100%.  66: 5-Chloro-2-methoxy-4-(3
-methyl-butyrylamino)-N-thiazol-2-yl-benzaaiide  LC/MS (m/z) 369 (MH+);
RT = 2,93 (method A); purity (UV, ELSD): 97%; 100%. 20
67:4-(2-methyl-benzoylamino)-N-(5-methyl-thiazol-2-yl)-benzamide LC MS
(mlz) 352 (ME+); 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 LC/MS (m/z) 358 (MH+); RT = 2,80 (method A);
purity (UV, ELSD): 97%; 95%.  69:
5-Chloro-2-methoxy-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide
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-quinoline-6-carboxylic
acid thiazol-2- ylamide LC/MS (m/z) 344 (MH+); RT = 2,58 (method A);
purity (UV, ELSD): 99%; 98%. 51  71:
1-(3,3-Dmethyl-butyryl)-2,3-dihydro-lH-indole-5-carboxylic acid thiazol-2-
ylam de LC/MS (m/z) 344 (MR+); RT = 2,79 (method A); purity (UV,
ELSD): 99%; 97%.  5 72:
4-[(3,3-Dimethyl-butyryl)-methyl-amino]-N-thiazol-2-yl-benzamide LC/MS
(m/z) 332 (MH+); RT = 2,62 (method A); purity (UV, ELSD): 92%; 92%.
73: 4-[(2-Cyclopentyl-acetyl)-propyl-ammo]-N-thiazol-2-yl-benzamide
LC/MS (m/z) 373 (MH+); RT = 2,99 (method B); purity (UV, ELSD): 97%;
100%.  10 74:
2-(2-Methoxy-ethoxy)-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide



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 (method A); purity (DV, ELSD): 98%; 100%.
20 77: 4-(3-Cyclopentyl-propionylamino)-N-thiazol-2-yl-benzamide LC/MS
(m/z) 344 (MH+); RT = 2,79 (method A); purity (UV, ELSD): 99%; 100%.
78: 4-(2-CyclopentyI-acetylamino)-3-methoxy-N-thiazol-2-yl-benzamide
LC/MS (m/z) 360 (MH+); RT = 2,79 (method A); purity (UV, ELSD): 100%;
100%.  25 79: Cycloheptanecarboxylic acid
[2-methyl-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide  LC/MS (m/z) 358
(M1l+); RT = 2,72 (method A); purity (UV, ELSD): 100%; 93%.  80:
3-Methoxy-4-(3-phenyl-propionylamino)-N-thiazol-2-yl-benzamide 3o
LCIMS (m/z) 382 (MH+); RT = 2,72 (method A); purity (UV, ELSD): 100%;
100%.  81: Cycloheptanecarboxylic acid
[2-chloro-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide  LC/MS (m/z) 379
(MH+): RT = 3.14 (method A): nuritv (UV. ELSD): 84%: 94%. 52  82:
4-[2-(3-Methoxy-phenyl)-acetylamino]-3-methyl-N-thiazol-2-yl-b enzamide
LC/MS (mlz) 382 (MH+); RT = 2,39 (method A); purity (UV, ELSD): 94%;
100%. 5
83:3-Bromo-4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yl-benzamide
LC/MS (mlz) 409 (IvM+); RT = 2,95 (method A); purity (UV, ELSD): 97%;
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 85:
5-Chloro-4-(2-cyclopentyl-acetylamino)-2-methoxy-N-thiazol-2-yl-benzami
de  LC/MS (m/z) 395 (MH+); RT = 3,27 (method A); purity (UV, ELSD):
99%; 100%.  86:
5-Chloro-4-(cyclopentanecarbonyl-amino)-2-methoxy-N-thiazol-2-yl-benza
mide 15 LGMS (m/z) 381 (MH+); RT = 3,09 (method A); purity (UV,
ELSD): 99%; 100%.  87:
4-(Cyclohexanecarbonyl-amino)-2-methoxy-N-thiazol-2-yl-b enzamide 



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-thiophen-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 3o
LC/MS (m/z) 365 (MH+); RT = 2,92 (method A); purity (UV, ELSD): 98%;
97%.  92: 4-(4-Methoxy-benzoylamino)-3 -methyl-N-thiazol-2-yl-benzami
de LC/MS (mlz) 368 (MH+): RT = 2.35 (method A): nuritv (UV. ELSD):
98%: 100%. 53  93: 4-Butyrylamino-3-methyl-N-th azol-2-yl-benzamide
LC/MS (m/z) 304 (MH+); RT = 2,02 (method A); purity (UV, ELSD): 100%;
100%.  5
94:4-(2-Chloro-benzoylamino)-3-methyl-N-thiazol-2-yl-benzamide LC/MS
(m)z) 373 (MH+); RT = 2,43 (method A); purity (UV, ELSD): 95%; 100%.
95: 4-(2,5 Di-chioro-benzoylarnino)-3-methyl-N-thiazol-2-yl-benzamide
LC/MS (m/z) 407 (MH+); RT = 2,75 (method A); purity (UV, ELSD): 96%;
100%.  10 96: 4-(2-Chloro-b
enzoylamino)-2-methoxy-N-thiazol-2-yl-benzamide LC/MS (miz) 389
(MH+); RT = 2,56 (method A); purity (UV, ELSD): 99%; 100%.  97:
4(2-Ethyl-butyrylamiuo)-2-methoxy-N-thiazol-2-yl-benzamide 15 LC/MS
(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
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-yl-benzamide LC/MS
(m/z) 366 (MH+); RT = 2,50 (method A); purity (CV, ELSD): 98%; 100%.
100: 4-(3,3-Dimethyl-butyrylamino)-3-methoxy-N-thiazol-2-yl-b enzamide 



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-nrooionvlamino)-3-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
enzoylamino)-N-thiazol-2-yl-benzamide LCIMS (mlz) 368 (MH+); RT =
2,74 (method A); purity (UV, ELSD): 98%; 99%.  5 105:
Thiophene-2-carboxylic acid
[3-methoxy-4-(thiazol-2-ylcarbamoyl)-phenyl]- amide LC/MS (m/z) 360
(MH+); RT = 2,46 (method A); purity (UV, ELSD): 99%; 100%.  10 106:
4-(3-Methoxy-benzoylamino)-N-thiazol-2-yl-benzamide LCIMS (mlz) 354
(NRi+); RT = 2,40 (method A); purity (UV, ELSD): 98%; 100%.  107:
8-(2-Cyclopentyl-acetylamino)-2,3-dihydro-benzo[1,4]dioxine-5-carboxylic
acid  thiazol-2-ylamide 15 LCIMS (mlz) 388 (NITS+); RT = 2,78 (method
A); purity (UV, ELSD): 99%; 100%.  1.08:
6-(2-Cyclopentyl-acetylamino)-biphenyl-3-carboxylic acid
thiazol-2-ylamide  LC/MS (miz) 407 (MH+); RT = 3,08 (method A); purity
(UV, ELSD): 94%; 100%. 20 109:
4-(2-Cyclopentyl-acetylamino)-3-(2-methoay-ethoxy)-N-thiazol-2-yl-benza
mide  LC/MS (m/z) 405 (MIS+); RT = 2,74 (method A); purity (UV, ELSD):
86%; 96%.  110:
4-(3,3-Dimethyl-butyrylamino)-2-fluoro-N-thiazol-2-yl-benzamide LGMS
(mlz) 336 (NM+); RT = 2,66 (method A); purity (UV, ELSD): 97%; 98%,
25 III: 2-Clrloro-4-(2-methyl-b enzoylamino)-N-thiazol-2-yl-benzamide 



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 3o
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
Q r,.,J7\ 224 (MH+L RT = 258 (method A): Durity (CV, ELSD): 96%; 97%.
5 5 114: Benzo[b]thiophene-2-carboxylic acid
[2-methyl-4-(thiazol-2-ylcarbamoyl)- phenyl]-amide LC/MS (mlz) 394
(MH+); RT = 2,77 (method A); purity (UV, ELSD): 100%; 99%.  5 115:
5-(3,3-Dimethyl-butyrylamino)-biphenyl-2-carboxylic acid thiazol-2-ylamide
LC/MS (m/z) 395 (MH+); RT = 2,87 (method A); purity (UV, ELSD): 98%;
100%.  116:
N-(5-Chloro-thiazol-2-yl)-4-(3,3-dimethyl-butyrylamino)-benzamide: 10
LC/MS (m/z) 352 (MH+); RT = 3,1 (method A); purity (UV, ELSD): 100%;
100%.  117:
N-(5-Chloro-thiazol-2-yl)-4-(3-methyl-butyrylamino)-benzamide: LC/MS
(m/z) 338 (MH+); RT = 2,9 (method A); purity (UV, ELSD): 95%; 98%.  15
118: N-(5-Chloro-thiazol-2-yl)-4-(2-cyclopropyl-acetylamino)-benzamide:
LC/MS (m/z) 336 (MH+); RT = 2,7 (method A); purity (LTV, ELSD): 88%;
97%.  119: 4-Butyrylamino-N-(5-chloro-thiazol-2-yl)-benzamide: LGMS
(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 enzamide: LC/MS (m/z)
358 (MH+); RT = 2,9 (method A); purity (UV, ELSD): 97%; 99%.  121:
3-Fluoro-N-thiazol-2-yl-4-(4,4,4-trifluoro-3-methyl-butyrylamino)-benzamid
e:  25 LC/MS (m/z) 376 (MH+); RT = 2,7 (method A); purity (UV, ELSD):
97%; 72%. 122:
4-(3,3-Dimethyl-butyrylamino)-N-thiazol-2-yl-3-trifluoromethoxy-benzamid
e:  LC/MS (m/z) 402 (MH+); 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 (NII3+); RT =
2.6 (method A); purity (UV, ELSD): 86%; 99%.  



124: 4-(3,3-Dimethyl-butyl ylamino)-3-propoxy-N-thiazol-2-yl-b eiizamide:
56  LC/MS (m/z) 376 (1vlt +); 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.
126: 4-(3,3-Dimethyl-butyrylaniino)-3 ,5-difluoro-N-thiazol-2-yl-b
enzamide:  LC/MS (m/z) 354.0 (Ivffd+); RT = 2,5 (method A); purity (UV,
ELSD): 91 "/; 99%.  127: 4-(3
,3-Dimetnyi-bntyrylamino)-3.5-dirnethyl-N-thiazol-2-yi-b enzamide: is
LC/MS (mlz) 345.9 (MBII ); RT = 2.5 (method A); purity (UV, ELSD): 95%;
99%.  128: 4-(3
,3-Dimethyi-butyryiamino)-N-thiazol-2-yl-3-trifluorometnyl-b enzamide:
LCM1S (m/z) 386.2 (MH4-); RT = 2,9 (method A); purity (UV, ELSD):
95%; 99%. 20 129: 3-Chioro-4-(3,3-dimethyi-butyryianuno)-N-thiazol-2-yl-
5-trifluoromethyi- benzamide: LC/MS (mlz) 420.3 (ME-); RT = 2,9 (method
A); purity (UV, ELSD): 95%; 98%.  130:
N-(2,2-Dimethyl-propyl)-N-thiazoi-2-yl-terephthaiamide 25 R~
Thiazol-2-yl-terephthalamie acid (2 mmol) was dissolved in
1.2-diculoroehane (10  mL) and DMr (0.5 mL), DIPEA (2 mmol),
1-(3-dimethylaminoprop)rl)-3-ethyl- carbodiimide hydrochloride (2 mmol),
1-hydroxybenzotriazole (2 mmol) and  2,2-dimethyl-propylamine (2.4
mmol) was added. Stirred over night at room  temperature, then 2.4 mmoi
ECI (2M) was added along with water (3 mL). The 30 reaction mixture was
filtered, the precipitate re-dissolved in ethyl acetate and  ,,4411 T;.,(lA
f~T,ri n,-~ori m;Pr TIaCCI,. , ITP,-erl ann evannraivl. 57  Yield: 16% 



1H NMR (De-DMSO): 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. dried in vacua, 10 Yield: 55% 1H NMR
(D6-DMSO): 1.02 (t, 91-1); 2.22 (s, 2H); 7.71 (d, 2H); 7.88 (d, 2H); 10.09
(s,  113); 12.68 (br, 1H). 4-(3,3-Dimetlryl-butyrylamino)-benzoic acid (2
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. Another 8.5 mmol N-chlorosuccinimide was added, the  reaction
mixture was then stirred over night at 50 C. Another 4.3 mmol N-chloro-
succinimide was added, stirring was continued at 50 C for 2h. This was
repeated 5  times. Water (30 mL) was added, the formed preciptate was
filtered off, washed with  20 water and dried in vacua. Yield: 82% IH NMR
(D6-DMSO): 1.07 (s, 9H); 2.26 (s, 2H); 7.95 (s, 2H); 9.91 (s, 1H).
3,5-Dichloro-4-(3,3-dimethyl-butyrylamino)-benzoic acid (1.7 mmol) was
suspended  25 in 1,2-dichloroethane (15 nL) and DMF (150 L) under an
argon atmosphere. Oxalylchloride (2M in dichloromethane, 1.02 mL) was
added slowly to the stirred  suspension. After stirring at room temperature
for 1h the solvent was removed by  evaporation under reduced pressure,
and the reaction mixture was re-dissolved in  1,2-dichloroethane (15 mL).
A suspension of 2-amino thiazole (1.7 mmol) and 30 pyridine (1.7 mmol)
in 1,2-dichloroethane (5 mL) was added portion wise. The  reaction
mixture was stirred at 50 C over night. The reaction mixture evaporated
and  re-dissolved in ethyl acetate, then washed with NaOH (0.IM). The
organic phase was 58  



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. to Yield: 11% LCJMS (n1/z) 372 (MW);
RT = 2.21 (method A); purity (UV, ELSD): 95%, 98%.  133:
[4-(Thiazol-2-ylcarbamoyl)-phenyl)-carbamic acid 2,2-dimethyl-propyl
ester  4-Amino-N-thiazol-2-yl-benzamide (0.46 mmol) was suspended in
1,2-dichloroethane 15 (5mL) and DIPEA (2.3 mmol) and
2,2-dimethylpropyl chloroformate (0.46 mmol)  was added. The reaction
mixture was stirred at 50 C for 24h and 70 C for 24h. The  crude mixture
was evaporated to dryness and purified by preparative FIPLC-MS.  Yield:
28% 1H NMR (D6-DMSO): 0.96 (s, 9H); 3.84 (s, 2H); 7.26 (d, 111); 7.55
(d, 111); 7.62 (d,  20 2H); 8.06 (d, 2H); 10.00 (s, 1H); 12.44 (br, 111).
Pharmacological Testing The compounds of the invention were tested
according to the following methods:  25 A2A efficacy assays Cloning of
the human cDNA encoding the Ala receptor. eDNA was obtained by
random primed reverse transcription of human fetal brain  30 RNA
(Clonetech). A subsequent polymerase chain reaction (PCR) was
performed  using the eDNA as template and the oligonucleotides
TTTACGCGTGGCCATGCCCATCATGGGCTCCTC and  T-rmrmAaA
aTr,annsrAr.`t't"CTGCTC`C:ATC' as primers for the amplification. 59  



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
presence of either 5 mg/ml or 10mg/ml G418. to CHO cells transfected
with AlA receptors as described above were grown in F12  nutrient
mixture (kaighs modification, Life technologies) with 10% FCS, 1%
glutamin  and 1% penicillin/streptomycin and 1 mg/mL G418. 24 h prior to
assay performance, 10000 cells/well were seeded in costar 96-well plates
15 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 times in 37 C pre-equilibrated  PBS and incubated (on shaker)
with 10 L of a suspension of acceptor beads and 20 10L of a solution of
test compound or standard compound (0-10 M) in darkness for  30 min at
25 C before addition of 30 l of a suspension of donor beads and further
incubation 60-120 min in darkness. The plates were analysed according to
manufacturers instruction (Alpha screen, Perkin Elmer (Packard
Biosciense)). 25 The acceptor beads were suspended in a stimulation
buffer (5 mM HEPES, 0.1 %  BSA in Hanks balanced salt pH 7.4 w/o
phenol red (Gibco). The donor beads were  suspended in a lysis buffer
(the stimulation buffer with 0,3% Tween 20 and  biotinylated cAMP)
according to manufacturers instruction (Alpha screen, Perkin
Elmer(Pachard Biosciense)). 30 The data were fitted with non-linear
regression, and IC50 and IC; values were  calculated from the equations:
60  



IC50 = ([ I ]/ (100/(100-%1NH))/(1+([ag]/EC5o)  and K; =
ICso/(1-[ag])ECso), 5 where [ I ] 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  XbaI and subcloned into the pFASTBAC2 vector cut with Xbal
and BssHII. The  15 inserts were recombined into the baculo vector using
the Bac-to-Bac(c) system (Invitrogen). The generation and isolation of
baculo virus was performed as described  by the distributor (Invitrogen).
High Five cells (Invitrogen) was grown at 27C in  suspension to a density
of 1*106 and infected with a MOT of 0.5. The cells are  harvested 72 h
post infection and membranes prepared. 20 High five cells expressing
A2A receptors were homogenized in 50 mM tris-buffer pH  7.4 in an ultra
Turrax homogenisator. The membranes were diluted to a concentration  of
0.6 mg/ml and 2U Adenosine deaminase (Roche)/mI membrane
suspension was  added. The solution was preincubated 30 min at 37 C
before use. 25 AZA binding analysis: Binding assay was performed in 96
well flat bottom plate and initiated by mixing 10.6  g protein/well with
solutions of standard compounds or test compounds (final  concentrations
0-10 M) and 1 nM final concentration of 3H-ZM241385 (81036 from 30
Tocris). All test compounds were diluted in 50 nM trisbuffer from
DMSO-stocks (2  mM or 10 mM). The reactions (final volume = 200 L)
were incubated for 30 min at  25 C and washed on Unifilter-GFB with
water. The filters were dried 20 min (37 C) 



61  before addition of 35 l 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
: IC5o = ([ I ]/ (100/(lo0-%INI3))/(1+([L]/KD)  and Ki = IC5o/(1-[L]/KD),  10
where [ I ] 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
invention may be prepared by conventional  20 methods in the art. For
example: Tablets may be prepared by mixing the active ingredient with
ordinary  adjuvants and/or diluents and subsequently compressing the
mixture in a conventional  tabletting machine. Examples of adjuvants or
diluents comprise: Corn starch, potato 25 starch, talcum, magnesium
stearate, gelatine, lactose, gums, and the like. Any other  adjuvants or
additives usually used for such purposes such as colourings, flavourings,
preservatives etc. may be used provided that they are compatible with the
active  ingredients. 30 Solutions for injections may be prepared by
dissolving the active ingredient and  possible additives in a part of the
solvent for injection, preferably sterile water,  adjusting the solution to the
desired volume, sterilising the solution and filling it in 62  suitable
ampoules or vials. Any suitable additive conventionally used in the art may
be added, such as tonicity agents, preservatives, antioxidants, etc. 



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 1.8 mg  Microcrystalline cellulose 14.4
mg  Croscannellose Sodium Type A 1.8 mg  Magnesium stearate 0.63 mg
25 3) Syrup containing per millilitre: Compound 1 25 mg  Sorbitol 500 mg
Hydroxypropylcellulose 15 mg  Glycerol 50 mg 30 Methyl-paraben 1 mg
Propyl-paraben 0.1 mg  Ethanol 0.005 ML  Flavour 0.05 mg 63  



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 formula I  R6 R  S N H Rc / 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-cycloalkyl, C3.g-cycloalkyl-Cj-6-alk 1. C;
-6-aikoxy, aryl-C;.6-alkoxy, C1.6-alkyl- amino and aryl-C1-6-alkylan2ino
wherein each alkyl, alkoxy or aryl may be optionally  substituted with one
or more halogen, cyano, C-6-alkyl, Cl_6-aikoxy, or Ci.6-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
and 0, n is 1, 2 or 3, and R2 and R' are as  defined above; 



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 CH2CH2O 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-CI.6-alkyl, C3-8-cycloal.kyl, C,_8-cycloaikyl-C.~-alleyl,
C-6-alkoxy, aryl-C1_6-alkoxy, heteroa-l'1-C1-6-aikoxy, C~.6-alkylanino.
2,3-dihvdrobenzo[i.4]dioxin-2-yl and adarnantan-l-%I-methyl wherein each
alkyl and 65  cycloalkyl may be optionally substituted with one or more
halogen, cyan, hydroxy,  oxo, or C_6-alkoxy, and each 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
independently are selected from the group consisting of CH2, NH and 0,
and m is 1, 2  or 3, provided that when R7 is attached to nitrogen, then R7
is not Cj.r-alkoxy, aryl- C3.6-alkoxy, heteroaryl-CI.6-alkoxy,
CI.6-alkylamino, aryl-C;_6-alkylamino, hetero- aryl-C1 6-alkylamino or
di-(Cj.6-alkyl)-amino; 10 or a pharmaceutically acceptable addition salt
thereof; for the manufacture of a medicament for treatment of a disease
where an A2A-receptor  is implicated. 15 2. The use according to claim 1,
wherein the disease is selected from the group  consisting of Parkinson s
Disease, Alzheimer's Disease, Huntington's disease,  epilepsia, cerebral
ischemia, haemorrhagic stroke, neonatal ischemia and hypoxia,
subarachnoid haemorrhage, traumatic brain injury, brain damage following
cardiac  arrest, 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 I -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, 3o methylphenyl, methoxybenzyl
and thiophen-2-yl-methyl, wherein each alkyl or  cycloalkyl maybe
unsubstituted or substituted with oxo. 7. The use according to any of
claims 1-6, wherein Rs is hydrogen. 66  8. The use according to any of
claims 1-7, 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 use according to any of claims 1-10, wherein R_5 are
independently  1o selected from the group consisting of hydrogen,
halogen, C1.6-alkyl, preferably  methyl, C1.6-a koxy and
CI-6-alkoxy-C1.6-alkoxy, preferably 2-methoxy-ethoxy. 12. The use
according to claim 11, wherein R2 and R4 are independently selected
from the group consisting of hydrogen, Cr-6-alkoxy and
Cry-alkoxy-C1-6-alkoxy,  15 preferably 2-methoxy-ethoxy. 13. The use
according to claim 11 or 12, wherein Rr and Rs are independently
selected from the group consisting of hydrogen, halogen, C-6-alkyl,
preferably  methyl, C;-6-alkoxy, 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
compound is selected from the  group consisting of:
4-Butyrylamino-]\I-thiazol-2-yi-benzamide,  25
rac-3-methoxy-4-(3-methyl-4-oxo-pertazoylamino)-N-thiazol-2-yl-benzami
de,  rac-4-(3-methyl-pentaioylamino)-N-thiazol-2-yi-benzanzide,
4-hexanoylam no-3-methyl-N-thiazol-2-yl-benzan de,
4-(2-cyeioheptyl-acetylamino}-N-thiazol-2-yl-benzanide,  



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-yl-acetylamino)-Tlthiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylamino)-N-(4,5-dimethyl-thiazol-2-yl)-benzamide,
4-(2-adamantan-l-vl-acetylamino)-NJ thiazol-2-yl-benzaanide, 5
4-(3-beano[1,3]dioxol-5-yi-propionylaniino)-3-methyl-N-thiazol-2-yl-benza
mide,  4-(3-hydroxy-3-methyl-butyrylamino)
'D-methoxy-N-thiazol-2-yl-benzamide,
4-(4-fluoro-benzoylaanino)-3-methoxy-N-thiazol-2-yl-benzamide,
4-benzoylamino-N-thiazol-2-yi-benzamide,  thiophene-3-carboxylic acid
[4-(thiazol-2-ylcarbamoyl)-phenyl]-amide, 10
Rr-thiazol-2-yi-4-(2-o-toly?-aeetylam no). benzamide,
N-thiazol-2-y1-4-(2-thiophen-3-yl-acetylamino)-benzamide,
4-(2-cyclopeutyl-acetylamino)-3-methyl-N-'thiazol =-yl-benzamide,
4-(3,3-dimethyi-butyrylamino)-N-thiazol-2-vl-benzamide,
4-(3,3-dunetizyl-butyrylamino)-3-methyl-N-thiazol-2-yl-benzamide, 15
4-(3,3-dimethyl-butveylarnino)-2-methoxy-N-thiazol-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-(3-methyl-butyrylamino)-N-thiazol-2-y1-benzamide,
3-bromo-4-(3-methyl-butyrylamino)-N-thiazol-2-vl-benzamde,  20
4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yl-benzamide,
3-methyl-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
3-ehloro-4-(cyclopentanecabonyl-amino)-N-thiazol-2-yl-benzamide,  3-chi
oro-4-(2-methyl-benzovlamino)-N-thiazol-2-yl-benzamide,  



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-dihydro-benzo[1.4]dioxine-5-carboxylic
acid  30 thiazol-2-vlamid.c, 3-bromo-4-butyrylamino-N-
hiazol-2-yl-benzamide,
2-methoxy-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide, 68
cycloheptaneearboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
rac-2-methoxy-4-(2-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(cyclopentanecarbonyl-amino)-2-methoxy-N-thiazol-2-yl-benzamide,
3-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-(2-cyclopentyl-acetylarnino)-2-propoxy-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyrylamino)-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-fluoro-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide.  4-bu yrylam
ne 3-fluoro-N-thiazol-2-yl benzamide,
4-butyrylamino-2-propoxy-N-thiazol-2-yl-benzamide,
3-fl.uoro-4-(2-methyl-benzoylarnino)-N-thiazol-2-yl-benzamid.e,
cycloheptanecarboxylie acid
[2-fluoro-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,  is
4-(cyclopentanecarbonyl-amino)-3-fluoro-N-thiazol-2-yl-benzamide,
4-(3,3-dimethyl-butyylamhio)-2-(2-methox)l-ethoxy-N-thiazol-2-yl-benzami
de,  3-fluoro-4-(3-methy1-benzov1amino)-N-thiazol-2-yl-benzamide,
ra.c-3-fiuoro-N-thiazol-2-yi-4-(3.5,5-timethyl-hexanoylamino)-benzamide,
4-(2-cyclopentyl-acetylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benzari
de, 



20 4-(2-methyl-benzoyl)-3,4-dihydro-2I-l-benzo[l.4]oxazine-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-dimethyl-but3aylamino)-N-(5-methyl-thiazol-2-yl)-benzamide,
5-chloro-2-methoxy-4-(3-methyl-but5~ylarnino)-N-thiazol-2-yl-benzamide,
4-(2-methyl-benzoylamino)-N-(5-methyl-thiazol-2-yl)-benzamide. 33-dime
hyl-butyryl)- l2.3 4-tetrahydro-quinoline-6 carboxylic acid thiazol-2-yl- arni
de, 30 5-chloro
2-methoxy-4-(2-methyl-benzoylamino)-N-thiazol-2-y.-benzamide.
1-(3-metnyl-butyryl)-l ?,3,4-tetrahvdro-quinoline-6-carboxylic acid
thiazol-2-yi- amide, i
-(3.3-dimethyl-butyryl)-2.3-dihydro-lH-indole-5-carboxylic acid
thiazol-2-ylamide. 69
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-y1-b
enzanide,
rac-2-propoxy-N-thiazol-2-vI-4-(3.5.5-trirnethyl-hexanoylamino)-benzamid
e, 5 rac-N-thiazol-2-y1-4-(3,5.5-timethyl-hexanoylamino)-benzamide,
4-(3-cyclopentyl-propionylamino)-N-thiazol-2-vl-benzamide,
4-(2-cyclopentyl-acetylamino)-3-methoxy-N-thiazol-2-yl-benzamide,
cycioheptaneearboxylic acid
[2-methyl-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
3-methoxy-4-(3-phenyl-propionylanino)-N thiazol-2-vl-benzamide, 10
cycloheptanecarboxylic acid
[2-chloro-4-(thiazol-2-ylcarbamoyi)-phenyl]-amide,
4-[2-(3-methoxy-phenyl)-acetylamino} 3-methyl-N-thiazol-2-y1-benzamide.
3-bromo-4-(2-cyclopentyl-acetyarnino)-AC-thiazol-2-vl-benzaniide,
4-butyrylamino-3-chioro-N-thiazol-2-vl-benzamide,
5-chloro-4-(2-cyclopentyl-acetylamino)-2-methoxy-N-
hiazol-2-yl-benzamide, 



15
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-thiophen-2-y1-acetylanino)-benzamide,  20
3-chloro-4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yl-benzamide,
4-(4-methox;7-benzoylamino)-3-rnethvl-N-thiazol-2-yl-benzamide.
4-butyrylamino-3-methyl-A'-thiazol-2-vi-benzamide,
4-(2-chloro-benzovianino)-3-n7ethyl-N-thiazol-2-yl-benzamide,  4-(2.5
di-chloro-benzovlamino)-3-rnethvl-N-thiazol-2-yl-benzamide,  25
4-(2-chloro-benzoylanino)--2-methoxy-N-thiazol-2-yl-benzamide,
4-(2-ethy1-butyrylamino)-)-methoxy-N-thiazol-2-yl-benzamide,
2-methoxy-4-(2-methy1-benzoylam no)- /-thiazol _-yl-benzande,  3-methyl
4-(3-phenyl-propionylanimo)-A%-tn azol-2-yl-benzamide,
4-(3,3-dimethyl-but~nyiamino)-3-methoxy-N-thiazol-2-vl-benzamide, 30
rac-3-methyl-N-thiazol-25.5-timethyl-hexanoylamino)-benzamide,
rac-2,3-dihydro-benzo[1.4]dioxine-2-carboxylic acid
[2-methoxy-4-(thiazol-2-yl- carbamoyl)-phenyl]-amide,
4-(2'-dimeflryl-propiom+iamino)-3-methoxy-N-thiazol-2-vl-benzamide, 70
2-methoxy-4-(4-methyl-benzoylamino)-N-thiazol-2-yl-benzamide,
thiophene-2-carboxylic acid
[3-methoxy-4-(thiazol-2-ylcarbamoyl)-phenyl]-amid e,
4-(3-methoxy-benzoylamino)-N-thiazol-2-yl-benzamide,
8-(2-eyclopcntyl-acetylamino)-2,3-dihydro-benzo[1,4]dioxine-5-carboxylic
acid  5 thiazol-2-ylamide,
6-(2-cyclopentyl-acetylamino)-biphenyl-3-carboxylic acid
thiazol-2-ylamide,
4-(2-cyclopentyl-acetylamino)-3-(2-methoxy-ethoxy)-N-thiazol-2-yl-benza
mide  4-(3,3-dimethyl-butyrylamino)-2-fluoro-ATthiazol-2-yl-benzamide,
2-chloro-4-(2-methyl-benzoylamino)-N-thiazol-2-yI-benzamide, 



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]]- amide, 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-butyrylamhlo)-benzamide,
N-(5-chloro-thiazol-2-yl)-4-(2-cyclopropyl-acetylamino)-benzamide,
4-butyrviamino-N-(5-chloro-thiazol-2-yl)-benzamide,
4-benzoylamino-A,'-(5-chloro-thiazol-2-yl)-benzami.de, 20
3-fluoro-N-thiazol-2-y1-4-(4.4.4-trifluoro-3-methyl-butyrylamino)-benzamid
e,  4-(33-dim ethyl -butyrylam
no)-N-thiazol_-2-y1-3-trifluoromethoxy-benzatide,
4-(3.3-dimethyl-butyrylaniino) methoxymethy;
-NNN-thiazol-2-yi-benzamide,
4-(3.3-dimethyl-buTyrylamino)-3-propoxy-N-thiazol-2-yl-benzamide,
3-chloro-4-(33-dimetlryi-butyrylamino)-5-methyl-N-thiazol-2-y1-benzamide,
25 4-(3,3-dimethyl-butyrylaniino)-3,5-difluoro-N-thiazol-2-yl-benzamide,
4-(3.3-dimethyl-butyrylamhzo)-3,5-d methyl-N-thiazol-2-yi-benzamide,
4-(3,3-dimethyl-butyrylainino)-N-thiazol-2-y1-3-trifluoromethyl-benzamide,
3-chloro-4-(3,3-di
nethvi-butyrylamino)-N-thiazol-2-yl-5-trifluoromethyl-benzamide,  A'42_21
-dimethyl-propyl)-N'-thiazol-2-yl-terephthalamide, 30
3,5-dichloro-4-(3.3-dimethyl-butyrylamino)-N-thiazol-2-y1-benzamide,
4-(3-terv-buty1-ureido)-N-thiazol-2-yl-benzainide.and
[4-(thiazol-2-ylcarbamoyl)-phenyl]-carbamic acid 22-dimethyl-propyl ester.
71  15. The use of any of claims 1-14, wherein the compound is an A2A
receptor  antagonist having a human A2A binding affinity (K;) of 200 nM or
less. 16. The use of any of claims 1-15, wherein the compound is not in
the form of a  5 salt of said compound. 17; A pharmaceutical composition
comprising a compound of formula I according  



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', R3-6 and Rs all are hydrogen and R2 is
hydroxy then R7 is not methyl or ethoxy. 20 18. A compound of formula ;
R6 R  RCS N H 2~A  3  where R is selected from the group consist in of
hydrogen, methyl and hal ogee;  25 R6 is selected from the group
consisting of hydrogen. C1_6-alkyl and halogen; 72  R2-R3 are
independently selected from the group consisting of hydrogen, halogen,
cyan, NH2, C_6-alkyl, ary1, aryl-C,-6-allcyl, heteroaryl-CI-6-allcyl, C3-
cycioalkyl,  C3-s-cycloalkyl-C1-6-alkyl, Ci_6-alkoxy, aryl-C 6-alkoxy, C;
6-alkylamino and aryl- C1-6-alkylamino wherein each alkyl, alkoxy or aryl
may be optionally substituted with 5 one or more halogen, cyan,
C1.6-alkyl, C,_6-alkoxy, or C 6-alkoxy-C;-6-alkoxy; or R` and R' together
are X-(CH2)"-Y, wherein X and Y independently are selected  from the
group consisting of CH2, and NH and O, n is 1, 2 or J. and R2 and R3 are
as  defined above; 10 A is *NRs-CO, *CO-NR9, *NR'-CS or *CS-NR9 in
which R8 and R9 are  



independently selected from the group consisting of hydrogen and
C-6-allcyl, or R8  together with R3 are Cz_3-alkylene or CH2CH2O
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,
heteroaryl-C-6-alkyl, C3-6-cycloalkyL C-8-cycloalkyi-C_6-alkyl
C,-6-allcoxy, aryl-C7_6-alkoxy, heteroaryl-C-6-allcoxy, C] 6-alkylamino,
2.3-dihydrobenzorl,4]dioxin-2-yl and adarnantan-l-yl-methyl wherein each
alkyl and 20 cycloalkyi may be optionally substituted with one or more
halogen. cyano, hydroxy,  oxo, or C1.9-alkoxy, and each aryl may be
optionally substituted with one or more  halogen, cyano, hydroxy. nitro,
C-6-alkyl, C-6-alkoxy, C.6-acyl, C-6-acyloxy, or a  group Z-(CH2),, W,
wherein Z and w are attached to two adjacent carbon atoms and
independently are selected from the group consisting of CH2, NH and 0,
and rn is 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,
Ci-6-alkylamino, aryl-C;-6-alkylamino. hetero- arvl-Cr-6-alkylamino or
di-(C-b-alkyl)-amino; and provided that if A is *NRs-CO, and R' 6 and RE
all are hydrogen, then R3 is not  30 selected from the group consisting of
Cr_4-allcyl, pentan 3-yl, trifluoromethyl,  pyrimidyl. furan-2-yl,
thiophen-2-yl, substituted or unsubstituted phenyl or substituted  or
unsubstituted benzyL 73  and provided that if A is *CO-NR9, R', R6 and
R9 all are hydrogen, and R 7 is thiazol- 2-yl, then Rare not all hydrogen or
all flour; and provided that if 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
4.5-dimethyl-thiazol-2-yl; or a pharmaceutically acceptable addition salt
thereof. 10 19. The compound of claim 18, wherein A is *NR8-CO. 20.
The compound of claim 18 or 19, wherein R' is selected from the group  



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 selected from the group  consisting of:
25 4-Butyrylamino-N-thiazol-2-yl-benzamide,
rac-3-methoxv-4-(3-methyl-4-oxo-pentanoylamino}-A'-thiazol-2-yl-benzami
de,  rac-4-(3-methyl-pentanoylaimino)-N-thiazol_-2-yl-benzamide,
4-hexanoylamino-3-methy1-N-thiazol-2-yrl-benzamide,
4-(2-cyeloheptyl-acetvlamino)-N-thiazol-2-yl-benzamide,  30
rac-3-methoxv-4-(3-methyl-neutanoyiamino}-A=-fiziawi-2-yl-benzamide,
4-(2 cyeloheptyl-acetylamino)-3-methoxv-N-thiazol-2-yl-benzamide,
rac-4-[2-(2-oxo-cyclopentyl)-acetylamino]-N-thiazol-2-yl-benzamide
4-hexanoylamino-3-methoxv-N-thiazol-2-yl-benzamide, 74
3-methyl-4-(4-phenyl-butyrylarnino)-N-th azol-2-yl-benzamide,
4-(2-cyclohexyl-acetylamino)--N-thiazol-2-yl-benzamide,
rae-4-(2-bicvclo[2.2.1]hept-2-yl-acetylamino)-N-thiazol-2-yi-benzamide,
4-(3,3-dimethyl-butyrylamino)-N-(4,5-dim ethyl-thiazol-2-yl)-benzamidc, 5
4-(2-adamantan-l-yl-acetylamino)-N-thiazol-2-yl-benzamide,
4-(3-benzo[1,3]dioxol-5-yl-propionylamino)-3-methyl
N-thiazol-2-yl-benzamide,
4-(3-hydroxy-3-methyl-butyrylamino)-3-methoxy-N-thiazol-2-yl-benzamide,
4-(4-fluoro-benzoylamino)-3-methoxy-N-thiazol-2-yl-benzaride,
4-benzoylamino-N'-thiazol-2-yl-benzamide, 



0 thiophene-3-carboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
N-thiazol-2-yi-4-(2-o-tolyl-acetylainino)-benzamide,
N-thiazol-2-yI-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-methyl-N-thiazol-2-yl-benzamide,
4-(33-dimethyl-butyrviamino)-2-methoxy-N-thiazol-2-yl-benzamide,
3-ehloro 4-(3-methyl-butyrylaanino)-N-th azol-2-yl-benzamide, 3
-bromo-4-(3,2 -dimethyl-butyryl amino)-N-thiazol-2-yl-benzamide,
4-(3-methyl-butyrylamino)-N'-thiazol-2-yl-benzamide1  20
3-bromo-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(2-cyciopentyl-acetylamino)-N-thiazol-2-y1-benzamide,
3-methyl-4-(3-methvi-butyrylamino)-N-thiazol-2-vl-benzamide,
3-chloro-4-(cyclopentanecarbonyl-amino)-N-thiazol-2-y1-benzamide,
3-chloro-4-(2-methyl-benzoylamino)-N-thiazol-2-yl-benzamide, 25
3-bromo-4-(cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide,
4-(cyclopentanecarbonyl-amino)-N-thiazol-2-yl-benzamide,
4-(cyclopentanecarbonyl-ainino)-3-methyl-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid
[2-bromo-4-(thazol-2-ylcarbarnoyl)-phenyl]-amide.
4-isobutyryiamino-2-methoxy-N-thiazol-2-yl-benzamide. 30
8-(,.'D-dimethyl-butyrylamino)-2,3-dihydro-benzo[1,4]dioxine-5-carboxylic
acid  thiazol-2-ylamide, bromo-4-butyr5vlamino-N-thiazol-2-yl-benzamide.
2-methoxy-4-(3-methyl-butyryiamino)-N-thiazol-2-yl-benzamide. 75
cycloheptanecarboxylic acid [4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
rac-2-methoxy-4-(2-methyl-butyrylamino)-N-thiazol-2-yl-benzamide,
4-(cyclopentanecarbonyl-anvno)-2-methoxy-N-thiazol-2-yl-benzamide,
3-bromo-4-(2-methyl-benzoylamino)-A/ thiazol-2-y1-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-yI-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 -benzamide,
4-butyrylamino-2-propoxy-N-thiazol-2-yl-benzamide,
3-fluoro-4-(2-methyl-benzoylamino)-A'-thiazol-2-yl-benzainide,
cycloheptanecarboxylic acid
[2-fluoro-4-(thiazol--2-ylcarbamoyl)-phenyl]-amide,  15
4-(cyclopentaneearbonyl-amino)-3-fluoro-N-thiazol-2-yl-henzarnide, 4-(3
3-dnnetbyl-butyrylamino)-2-(2-methoxy-ethoxy)-A~-thiazol-2-yi-benzamide
,  3-fluoro-4-(3-meth)7l-benzoylamino)-N-thiazol-2-yl-benzamide,
rac-3-fluoro-N-thiazol-2-vl-4-(3,5,5-trinlethyl-hexanoylamino)-benzamide,
4-(2-cyclopentyl-acetylamino)-2-(2-methoxy-ethoxy)-N-thiazol-2-yl-benza
mide, 20
4-(2-methyl-benzoyl)-3,4-dihydro-2H-benzo[1,4]oxazine-7-carboxylic acid
thiazol- 2-ylamide,
4-(3,3-dimethyl-butyrylamino)-3-fluoro-N-thiazol-2-yl-benzande,
4-(3,3-dimethyl-butyrylamino)-2-methyl-N-thiazol-2-yi-benzamide,
5-cihloro-4-(3,3-dimethyl-butyrylamino)-2-methoxy-N-thiazol-2-yl-benzami
de, 25 4-(3 -d methyl-butyrylamhlo)-N-(5-me hyl- hiazol-2-Vl)-benzam de,
5-chl.oro-2-methoxyy-4-(3-methyl-butyrylamino)-N-thiazol-2-yl-benzarnide,
4-(2-methyl-benzoylamino)-N-(5-methyl-thiazol-2-yl)-benzamide,
1-(3.3-dimethyl-butyryl)-1 2,3,4-tetrahvdro-quinoline-6-carboxylic acid
thiazol-2-yl- amide, 30
5-chloro-2-methoxy-4-(2-methyl-benzoyiarnino)-N-thiazol-2-yl-benzamide.
1-(3-methyl-butyryl)-l2.3.4-tetrahydro-quinoline-6-carboxylic acid
thiazol-2-yl- amide.
1-(3.3-dimethyl-butyryl)-2,3-dihydro-ill-indoie-5-carboxylic acid
thiazol-2-ylamide. 



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-acetylammo)-3-methoxy-N-thiazol-2-yl-benzamide,
cycloheptanecarboxylic acid
[2-methyl-4-(thiazol-2-ylcarbanio)7l)-phenyl]-amide,
3-methoxy-4-(3-phenyl-propionylamino)-N-th azol-2-yl-benzanz de, io
cycloheptanecarboxylic acid
[2-chloro-4-(thiazol-2-vlcarbamo3,l)-phenyl]-amide,
4-[2-(3-methoxy-phenyl'}-aeetylaniino]-3-methyl-A thiazol-2-7 l-benzanide,
3-bromo-4-(2-cyclopentyl-acetylamino)-N-thiazol-2-yl-benzanzide,
4-butytylamino-3-chloro-N-thiazol-2-yl-benzamide,
5-chloro-4-(2-cyclopentyl-acztylamino)-2-methoxy-N-thiazol-2-y]-benzamid
e,  15 5-ch oro-4-(cyclopentanecarbonyi-amino)-2-nee*Boxy-AT
1iiazoi-2-vl-benzamide
4-(cyclohexanecarbonyl-amino)-2-methoxy-N-thiazol-2-3d-benzamide,
2-methoxy-4-(4-methoxy-benzovlamino)-l~'-thiazol-2-vl-benzamide.
3-methoxy-4-phenylacetylamino-,?'thiazol-2-yl-benzamide,
3-methyl-N-thiazol-2-y1-4-(2-thiophen-2-yl-acetylainino)-benzamide, 20
3-chloro-4-(2-cyclopentyl-acetyiamino)-N-thiazol-2-vl-benzamide
4-(4-methoxy-benzoylamino)-3-methyl-N-thiazol-2-yl-benzamide,
4-butyrylama~o-3-methyl-A'-thiazol-2-vl-benzamide,
4-(2-chloro-benzoviamino)-3-methyl-N-thiazol-2-yl-benzanzide,  4-(2.5
di-chloro-benzoylamino)-3-methyl-A`-tliiazol-'-vl-benzamide, 25
42-chloro-benzoylamino)-2-methoxy-N-thiazol-2-yl-benzamide,
4-(2-ethyl-bu yylamino}-2-methoxy-N- hiazol v]-benzamid
methoxy-4-(2-methyl-benzoylamino)-A-thiazol-2-vi-benzamide, 



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)-N-thiazol-2-yl-benzamide,
thiophenc-2-carboxylic acid
[3-methoxy-4-(thiazol-2-ylcarbamoyl)-phenyl]-amide,
4-(3-methoxy-benzoylamino)-N-thiazol-2-y1-benzamide,
S-(2-cyclopentyl-acetylamino)-2,3-dibydro-benzo[1,4]dioxine-5-carboxylic
acid  5 thiazol-2-ylamide,
6-(2-cyclopentyl-acetylaniino)-biphenyl-3-carboxylic acid
thiazol-2-ylamide,
4-(2-cyclopentyl-ace,tytamino)-3-(2-methoxy-ethoxy)-N-thiazol-2-yi-benza
mide  4-(3,3-dimethyl-butyrylamino)-2-fluoro-N-thiazol-2-yl-benzande,
2-chloro-4-(2-methyl-benzoylarnino)-N-thiazol-2-yl-benzamide, 10
4-(2-fluoro-benzoylarnino)-N-thiazol-2-yl-benzamide,
4-(2-methox37-benzoylatnino)-]tr thiazol 2-yi-benzamide,
benzo[b]thiophene-2-carboxylic acid
[2-methyl-4-(thiazol-2-vlcaoamoyl)-phenyi]- amide.
5-(3.3-dimethyl-butyrylamino)-biphenyl-2-carboxylic acid
thiazol-2-ylamide,  15
N-(5-chloro-thiazol-2-yl)-4-(3,3-dimeth)7l-butyrylamino)-benzamide,
N-(5-chioro-thiazol-2-yl)-4-(3-methyl-butyrylamino)-benzamide,
N-(5-chloro-thiazol-2-yl)-4-(2-cyclopropyl-acety1anio)-benzamide,
4-butyryia ino-N-(5-chloro-thiazol-2-yl)-benzamde,
4-benzoylamino-N-(5-chloro-thiazol-2-yl)-benzamide, 20
3-fluoro-N-thiazol-2-y1-4-(4.4,4-trifluoro-3-methyl=outyrylaninc))-benzamid
e,  4-(3
3-dimethyl-butyrylamino)-N-thiazol-2-yl-3-trifluoromethoxy-benzamide,
4-(3,3-dimethyl-butyry]amino)-3-methoxymethyl-N-thiazol-2-yl-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,
IJ-(2.2-dimethyl-propyl)-N`-thiazol-2-y1-terephthalamide, 30
3,5-dichloro-4-(3.3-dimethyl-butyr37lamino)-N-thiazol-2-yl-benzamide,
4-(3-tent-butyl-ureido)-N-thiazol-2-yl-benzamide. and [4-(thiazol-2- 4ca
banoyl)-phenyl]-carbamic acid 2 2-dimethyl_-propyl ester. 78  24. The
compound of any of claims 18-23, wherein the compound is an A2A
receptor antagonist having a human A2A binding affinity (K;) of 200 nivI or
less. 25. The compound of claim 24, wherein the compound is an A2A
receptor  antagonist having a human A2A binding affinity (K;) of 50 nM or
less. 26. The compound of claim 18, wherein the compound is selected
from the group  consisting of.
4-(3,3-dimethyl-butyrylamino)-N-thiazol-2-yl-benzaniide:  0
4-(3.3-diii-iethyl-butyrylamino)-3-methyl-N-fl2iazo1-2-yl-benzamide;
4-(3,3-d me hyl-butyrylam no)-3=fluoro-N-tlvazol-2-yl-benzarmde;
3,5-dichloro-4-(3,3-dimethyl-butyrylamino)-hl-thiazol-2-yl-benzamide; and
4-(3.3-dimethyl-butyrylamino)-3,5-difluoro-N-th.iazol-2-vl-benzarnide. 15
27. The compound of any of claims 18-26, wherein the compound is not in
the  form of a salt of said compound. 28. A compound as defined in any of
claims 18-26 for use in medicine. 20 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. 




