544-(4-acetyl-piperazin-1-ylmethyl)-benzoylamino]-2-pyridin-4- yl-thiazole-4-carboxylic acid amide
"A28" 644-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-phenyll- hexanoic acid "A29"
5-(4-piperidWXIaeh§Tbenzoylamino)-2-pyridin-4-yl-thiazole- 88 4-carbd¥Aid SHItPARTRNE "A30"
544-(I=acetyt-piperidin-4-yimethyl)-benzoylamino]-2-pyridin-4-yl- thiazole-4-carboxylic acid anjde
"A31" 5-{44(2-dimethylamino-ethylamino)-methyll-benzoylamino}-2- pyridin-4-yl-thiazole-4-cafboxylic
acid amide "A32" 544-(4-methylcarbamoyl-buty1)&#nzoylamino]-2-pyridin-4-yl- thiazole-4-garboxylic
acid amide "A33" 5-{4-[(2-methoxy-ethylamino)-methyg-benzoylaminol-2-pyridin-
4-yl-thiazole-4-carboxylic acid amide "A34" Patent Claims
544-(4-methyl-piperazine-1-carbonyl)-benzoylamino]-2-pyridin-

1. Compounds of the formula |

X
0
R1/E:§\N)LR
H

in which

X denotes H, CONH, or CN,

Y denotes NH, N-Me, S or O,

R denotes Ar or Het,

R’ denotes phenyl, furyl, thienyl, pyryOlyl, imidazolyl, pyrazolyl, oxazolyl,

isoxazolyl, thiazolyl, pyridyl, pyimidyl, pyridazinyl, indolyl, isoindolyl,
benzimidazolyl, indazolyl, quinolyl, 1,3-benzodioxolyl,
benzothiophenyl, benzofyranyl, imidazopyridy! or furo[3,2-b]pyridyl,
each of which is unsubgtituted or mono- or disubstituted by Hal, A,
OR®, CN, COOA, CQOH, CON(R®), and/or NR>COA,
Ar denotes phenyl, bjphenyl or naphtyl, each of which is unsubstituted
or mono-, di- orfrisubstituted by Hal, A, Het', (CH,),Het?,
(CH2)nOR>, (ZH2)aN(R>)2, NO2, CN, (CH2)sCOOR?®, (CH2)sCON(R®),,
CONH(CH$){NHCOOA', CON[R*(CH2),Het'], NR>’COA, NHCOOA,
NR>SOAA, COR>, SO,Het?, SO.N(R®), and/or S(O)pA,
Het denojes furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl,
isgkazolyl, thiazolyl, pyridyl, pyrimidinyl, triazolyl, tetrazolyl,
iadiazole, pyridazinyl, pyrazinyl, indolyl, isoindolyl, benzimidazolyl,
indazolyl, quinolyl, 1,3-benzodioxolyl, benzothiophenyl, benzofuranyl
or imidazopyridyl, each of which is unsubstituted or mono-, di- or
trisubstituted by A, COA, (CHp)pHet', (CH2),Het?, OH, OA, OAr, Hal,
(CH2)oN(R®)2, NO2, CN, (CH5),COOR?®, (CH2),CON(R®)2, NR>COA,
(CHz),COHet? and/or (CHz),phenyl,
denotes furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl,
isoxazolyl, thiazolyl, pyridyl, pyrimidinyl, triazolyl, tetrazolyl,
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4-yl-thiazole-4-carboxylic acid amide "A35"
544-(5-dimethylcarbamoyl-pentyl)-benzoylamino]-2-pyridin-4-yl- thiazole-4-carboxylic acid amide
"A36" 5-(4-MErPH3IM18N)Imethyl-benzoylamino)-2-pyridin-4-yl-thiazole- 4-cBEIMGHE HB&AMide "A37"
5-[4-(@-methyt-piperazin-1-yimethyl)-benzoyfaminoj-2-pyridin-4="yt-thiazote-4-carboxyiic acid amige
"A38" 2-pyridin-4-y1-5-(4-pyrrolidin-1-ylmethyl-benzoylamino)-thiazole- 4-carboxylic acid amide/"/A39"
445-(4-Carbamoy1-2-pyridin-4-yl-thiazol-5-ylcarbafi®y1)-pyridin- 2-y1]-piperazine-1-carboxyli¢’acid
tert-butyl ester "A40" 5-(4-dimethylaminomethyl-benzoylamino)-2-pyridin-4-yl- thiazole-4-cayboxylic
acid amide "A41" 5-(3,4-dimethagiyzbrn poyidaring)-Bymaicin-dagktbfazbiends cadubsyititeaiosd amide

A4z mono-, di- or trisubstituted by A, OH, OA, Hal, CN and/or
(CH,),COOR’,

Het? denotes dihydropyrrolyl, pyrrolidinyl, tetrahydroimidazolyl
dihydropyrazolyl, tetrahydropyrazolyl, dihydropyridyl,
tetrahydropyridyl, piperidinyl, morpholinyl, hexahydrdpyridazinyl,
hexahydropyrimidinyl, [1,3]dioxolanyl, piperaziny)/ each of which is
unsubstituted or monosubstituted by OH, COQA', CON(R®),, COA
and/or A,

A denotes unbranched or branched alkyl having 1-6 C atoms, in which
1-7 H atoms may be replaced by F,

A denotes unbranched or branched adkyl having 1-10 C atoms, in
which one or two non-adjacent @H and/or CH, groups may be
replaced by N, O, S atoms and/or by —-CH=CH- groups and/or in
addition 1-7 H atoms may Je replaced by F,

R® denotes H or unbranched or branched alkyl having 1-6 C atoms, in
which 1-7 H atoms may be replaced by F,

Hal denotes F, Cl, Br of |,

n denotes 0, 1,2,8,4 or 5,
p denotes 0, 1 gr 2,

q denotes 1,2, 3 or 4,

and pharmaceutically/usable salts, tautomers and stereocisomers thereof, including

mixtures thereof inAll ratios.

2.  Compoyhds according to Claim 1, in which

R! denotes phenyl, furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl,
isoxazolyl, thiazolyl, pyridyl or pyrimidyl, each of which is
unsubstituted or mono- or disubstituted by A, OR® and/or CN,

and pharmaceutically usable salts, tautomers and stereocisomers thereof, including

ixtures thereof in all ratios.

3. Compounds according to Claim 1 or 2, in which
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5-[(1H-pyrazole 4 carbonyl)-amino]-2-pyridin-4-yl-thiazole-4- carboxyl ic acid amide "A43"
N-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-y1)-6-morpholin-4-yl- nicotinamide "A44"
5-[(1-piperid L8482 -1H-pyrazole-4-carbonyl)-amino]-2- pyridin-4-yl-tR{aF&RRUF8F8 9%y lic acid
amide "A45" N-(4-cyano-2-pyridin-4-yl- thlazol 5-y1)-4- (4 methyl plperazm 1- 89 ylmethyl) -benzamide
"A46" 5-(4-morpholin-4-yimethy-benzeyiamine)-2-pytidin4=ythiazote=4-carboxylicacidamige "A47"
5-(4-pentyl-benzoylamino)-2-pyridin-4-yl-thiazole-Béarboxylic acid amide "A48"
5-(4-hexyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-carboxylic acid amide "A49"

Ar denotes phenyl, which is unsubstituted or mono-, di- or trisubstijited

by A, Hal, (CH.),Het?, (CH2),OR?®, (CH2)aN(R®),, (CH,),COOR®
and/or (CH2),CON(R>),,
and pharmaceutically usable salts, tautomers and stereocisomers thergof, including
mixtures thereof in all ratios.

4.  Compounds according to one or more of Claims 1-3, in which

Het denotes furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl,
isoxazolyl, thiazolyl, pyridyl, pyrimidinyl, triagolyl, tetrazolyl,
thiadiazole, each of which is unsubstituted or mono-, di- or trisub-
stituted by A, (CHz)pHet', (CHa)pHet?, OH, OA, OAr, Hal and/or
(CH,),COOR’,

and pharmaceutically usable salts, tautomers agid stereocisomers thereof, including

mixtures thereof in all ratios.

5. Compounds according to one or mbre of Claims 1-4, in which

Het' denotes pyridyl, which igunsubstituted or monosubstituted by A,

and pharmaceutically usable salis, fautomers and stereocisomers thereof, including
mixtures thereof in all ratios.

6. Compounds according’to one or more of Claims 1-5, in which

Het? denotes pyrolidinyl, piperidinyl, morpholinyl or piperazinyl, each of
which is yhsubstituted or monosubstituted by OH, COOA', CON(R)z,
COA agnd/or A,

and pharmaceutigally usable salts, tautomers and stereocisomers thereof, including

mixtures thereof in all ratios.

7.  Compounds according to one or more of Claims 1-6, in which

A denotes unbranched or branched alkyl having 1-8 C atoms, in which
one or two non-adjacent CH and/or CH, groups may be replaced by
N and/or O atoms and/or in addition 1-7 H atoms may be replaced by
F,



Darren
Line

Darren
Line

Darren
Line


5-{344-(4-methyl-piperazin-1-y1)-phenylFureido}-2-pyridin-4-yl- thiazole-4-carboxylic acid amide "A50"
544-(4-carbamoyl-butyl)-benzoylamino]-2-pyridin-4-yl-thiazole- 4-carboxylic acid amide "A51"
N-(4-carbanty 2O220i8TA-4-yl-thiazol-5-y1)-2-(4-chloro-phenoxy)- nicotinarfifdE UA2922/033200
N-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-y1)-2-phenoxy- nicotinamide "A53"
5-111-(6-methyl-pyridin-2-y1)-1H-imidazole-4-carbonylFamino}-2- pyridin-4-yl-thiazole-4-carboxylic
acidamide "A54™ 2-(2,6-dimethyl-pyridin-4-y1)-5484-methyl-piperazin-1-
ylmethyl)-benzoylaminol-thiazole-4-carboxylic acid amide "A55"
5-(4-methylbenzagthpriaohapytitctiny4syhitheazole -facripexyimacidrédidomers thereof, including
5-benzoylamino-2-pyridin:4-yl-thiazgle-4-carboxylic acid amide "A57"

5-{[4-(dimethy|an’fi'rll%é{j %ﬁ?g%ﬁﬁr?r%%%!géﬁdin-4-0-1,3-thiazo|e- 4-carboxamide

8. Compounds according to one or more of Claims 1-7, in which

X denotes H, CONH; or CN,
R denotes Ar or Het,
R! denotes phenyl, furyl, thienyl, pyrrolyl, imidazolyl, pyrgZolyl, oxazolyl,

isoxazolyl, thiazolyl, pyridyl or pyrimidyl, each of which is
unsubstituted or mono- or disubstituted by A, ORX” and/or CN,

Ar denotes phenyl, which is unsubstituted or mo#Ao-, di- or trisubstituted
by A, Hal, (CHz),Het?, (CH,),OR>, (CHz).N(R®)2, (CH2),COOR®
and/or (CH2),CON(R®),,

Het denotes furyl, thienyl, pyrrolyl, imidagolyl, pyrazolyl, oxazolyl,

isoxazolyl, thiazolyl, pyridyl, pyrimidinyl, triazolyl, tetrazolyl,
thiadiazole, each of which is upsubstituted or mono-, di- or trisub-
stituted by A, (CHy),Het', (GH2) Het?, OH, OA, OAr, Hal and/or

(CH2),COOR?®,

Het' denotes pyridyl, whiclYis unsubstituted or monosubstituted by A,

Het? denotes pyrrolidinyy, piperidinyl, morpholinyl or piperazinyl, each of
which is unsubstituted or monosubstituted by OH, COOA', CON(R)z,
COA and/or

A denotes yhbranched or branched alkyl having 1-6 C atoms, in which

1-7 H Atoms may be replaced by F,

A denbtes unbranched or branched alkyl having 1-8 C atoms, in which
he or two non-adjacent CH and/or CH, groups may be replaced by
N and/or O atoms and/or in addition 1-7 H atoms may be replaced by

F,

denotes H or unbranched or branched alkyl having 1-6 C atoms, in
which 1-7 H atoms may be replaced by F,

denotes F, CI, Br or |,

denotes 0, 1,2, 3,4 0or 5,

denotes 0, 1 or 2,
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"A58" 5-[(4-aminobenzoyl)amino]-2-pyridin-4-0-1,3-thiazole-4- carboxamide "A59"

5-{[(1-methyl-1H-pyrrol-2-yOcarbonyllamino}-2-pyridin-4-y1-1,3- thiazOle-4-carboxamide "A60"
5-(2-furoylaMP @128 dIn-4-y1-1,3-thiazole-4-carboxamide "A61"

PCT/US2012/033200

2-pyridin-4-y1-5-[(1H-pyrrol-2-ylcarbonyl)amino]-1,3-thiazole-4- carboxamide "A62"

2-pyridin- -4-y1- 5 [(2 thlenylcarbonyl)amlno] -1,3- thlazole 4- WO 2012/161879PCT/U82012/033200 90

"AB4" 5- (3-furoylam|no)-2-pyr|d|n-4-y1-1,3-th|azole-4-carboxam|de
and pharmaceutically usable salts, tautomers and stereoisomers thereof, inclu

mixtures thereof in all ratios.

9. Compounds according to Claim 1, selected from the group

compound

nr.

name /

IIA1 1]

5-(3,4-dimethoxy-benzoylamino)-2-phenyl-thjazole-4-carboxylic
acid amide

llA2ll

5-[(3,4-dimethoxybenzoyl)amino]-2-pyfid-3-yl-1,3-thiazole-4-
carboxami

llA3ll

4-[4-(4-carbamoy|-2-pyridin-4-jll?(azol-5-y|carbamoy|)-benzyl]-

piperazine-1-carboxyl€ acid tert.-butyl ester

llA4ll

5-[4-(4-methyl-piperazin-1-ylghethyl)-benzoylamino]-2-pyridin-4-
yl-thiazole-4-carboxylic acid amide

llA5ll

2-(2-chloro-pyridin-4-y)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylaming]-thiazole-4-carboxylic acid amide

llA6ll

2-(2-fluoro-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

llA7ll

5-[4-(4-methyl-piperazin-1-yImethyl)-benzoylamino]-2-(2-methyl-
ridin-4-yl)-thiazole-4-carboxylic acid amide

llA8ll

5-[444-methyl-piperazin-1-ylmethyl)-benzoylamino]-2-(2-
trifjuoromethyl-pyridin-4-yl)-thiazole-4-carboxylic acid amide

llA9ll

-(2-cyano-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"A1 V

2-(4-fluoro-phenyl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

P

2-(4-methanesulfonyl-phenyl)-5-[4-(4-methyl-piperazin-1-
ylmethyl)-benzoylamino]-thiazole-4-carboxylic acid amide

/ IIA1 2"

4-{4-carbamoyl-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazol-2-yl}-benzoic acid methyl ester

IIA1 3"

2-(4-methoxy-phenyl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
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"AB5" 2-pyridin-4-y1-5-[(3-thienylcarbonyl)amino]-1,3-thiazole-4- carboxamide and pharmaceutically
usable salts, tautomers and stereoisomers thereof, including mixtures thereof in all ratios. 10.Process
for the prep¥¥atidm2dPédihpounds of the formula | according to Claims 1-9 aifelfitieBattally usable
salts, tautomers and stereoisomers thereof, characterised in that a)a compound of the formula Il in

R-CO-LIIl in which R has the meaning indicated in&laim1 and L denotes CI, Br, | or a free

rmula Il
r reactively

functionally modified OH group, 91 b)that it is liberated from one of its functional derivaties by

treatment with ¢

A solvolysing (
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nd 10)

"A19" 2-(3-fluoro-pyridin-4-yl)-5-[4-f4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thieyo/ke/-4-carboxylic acid amide

"A20" 2-(3-chloro-pyridin-4-yl)#5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamin9}-t/r:azole-4-carboxylic acid amide

"A21" 2-(3-methoxy-pyridjn-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoy%:o]-thiazole-4-carboxy|ic acid amide

"A22" 2-(3-methyl-pYyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
be?g;amino]-thiazole-4-carboxy|ic acid amide

"A23" 4-[4-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-benzyl]-

/A piperidine-1-carboxylic acid amide
"A24"

5-(4-piperazin-1-ylmethyl-benzoylamino)-2-pyridin-4-yl-thiazole-
4-carboxylic acid amide

"A25"/

(" 5-[4-(4-dimethylcarbamoyl-butyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide

f

5-[4-(1-methyl-piperidin-4-yImethyl)-benzoylamino]-2-pyridin-4-
yl-thiazole-4-carboxylic acid amide

/ IIA27II

5-[4-(4-acetyl-piperazin-1-ylmethyl)-benzoylamino]-2-pyridin-4-
yl-thiazole-4-carboxylic acid amide

"A28" 6-[4-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-phenyl]-
hexanoic acid
"A29" 5-(4-piperidin-4-ylmethyl-benzoylamino)-2-pyridin-4-yl-thiazole-
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14. Compounds of the formula | according to Claim 1-9 and/or physiologically acceptable salts,
tautomers and stereoisomers thereof for the use for the treatment of tumours, where a therapeutically
effective anW¥@R0/26¢8hpound of the formula | is administered in combinaRloR UnA124hAHErapy and
a compound from the group 1) oestrogen receptor modulator, 2) androgen receptor modulator, 3)

retinoid receptor modulator, 4) cyiotoxic agent, 5) antiproliferative agent, 6) 92 prenyl-p
transferase inhibitor, 7) HMG-CoA reductase inhibf8r, 8) HIV protease inhibitor, 9) revers
transcriptase inhibitor and 10) further angiogenesis inhibitors.

i}e)A
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pyridin-4-yl-thiazole-4-carboxylic acid agide

OQ5’-{&-[(2-dimethylamino-ethylamino)-methyl]-ben;oz'(amino}-2-

IIA32II

5-[4-(4-methylcarbamoyl-butyl)-benzoylamingj-2-pyridin-4-yl-
thiazole-4-carboxylic acid amyide

IIA33II

5-{4-[(2-methoxy-ethylamino)-methyl]-bepzoylamino}-2-pyridin-
4-yl-thiazole-4-carboxylic Acid amide

IIA34II

5-[4-(4-methyl-piperazine-1-carbony}t)-benzoylamino]-2-pyridin-
4-yl-thiazole-4-carboxylic acid amide

llA35ll

5-[4-(5-dimethylcarbamoyl-penl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-cagrboxylic acid amide

IIA36"

5-(4-morpholin-4-ylmethyl-benzoylamino)-2-pyridin-4-yl-thiazole-
4-c4rboxylic acid amide

IIA37II

5-[4-(4-methyl-pipergzin-1-ylmethyl)-benzoylamino]-2-pyridin-4-
yl-tilazole-4-carboxylic acid amide

IIA38"

2-pyridin-4-yl-5/44-pyrrolidin-1-yImethyl-benzoylamino)-thiazole-
4-carboxylic acid amide

llA39ll

4-[5-(4-Carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-pyridin-
-yl]-piperazine-1-carboxylic acid tert-butyl ester

llA4oll

5A4-dimethylaminomethyl-benzoylamino)-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide

IIA41 1]

5-(3,4-dimethoxy-benzoylamino)-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide

7/

5-[(1H-pyrazole-4-carbonyl)-amino]-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide

ye

N-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-yl)-6-morpholin-4-yl-

hicotinamide

llA44ll

5-[(1-piperidin-4-ylmethyl-1H-pyrazole-4-carbonyl)-amino]-2-
pyridin-4-yl-thiazole-4-carboxylic acid amide

llA45ll

N-(4-cyano-2-pyridin-4-yl-thiazol-5-yl)-4-(4-methyl-piperazin-1-
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y Leu Lys Lys Gu kg Leu Leu Asp Asp Ar g His Asp Ser Gy Leu 1 510 15 Asp Ser [VWLys Asp OuGu

20 <210>2 <211>23 <212>
WO 2012/161879 PCT/US2012/033200

89

ylmethyl)-benzamide /
"A46" 5-(4-morpho|in-4-y|methy|-benzoylamino)-2-pyridin-4-yl-70le-

4-carboxylic acid amide

"A47" 5-(4-pentyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-cArboxylic
acid amide

"A48" 5-(4-hexyl-benzoylamino)-2-pyridin-4-yl-thiazolg-4-carboxylic
acid amide /

"A49" 5-{3-[4-(4-methyl-piperazin-1-yl)-phenyl]-urgido}-2-pyridin-4-yl-
thiazole-4-carboxylic acid/amide

"A50" 5-[4-(4-carbamoyl-butyl)-benzoylaming]-2-pyridin-4-yl-thiazole-
4-carboxylic acigd amide

"A51" N-(4-carbamoyl-2-pyridin-4-yl-thigZol-5-yl)-2-(4-chloro-phenoxy)-
nicotinamide

"A52" N-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-yl)-2-phenoxy-
icotinamide

"A53" 5-{[1-(6-methyl-pyridin-2-yl)-1H-imidazole-4-carbonyl]-amino}-2-
pyridin-4-yK¥thiazole-4-carboxylic acid amide

"A54" 2-(2,6-dimethyl-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-
yImethyI)-b%ylamino]-thiazole-4-carboxylic acid amide
"A55" 5-(4-methyldenzoylamino)-2-pyridin-4-yl-thiazole-4-carboxylic
acid
"A56" 5-benzgylamino-2-pyridin-4-yl-thiazole-4-carboxylic acid amide

"A57" 5-{[4Adimethylamino)benzoyllamino}-2-pyridin-4-yl-1,3-thiazole-
4-carboxamide

"A58" 5-[(4-aminobenzoyl)amino]-2-pyridin-4-yl-1,3-thiazole-4-
carboxamide
" 7 5-{[(1-methyl-1H-pyrrol-2-yl)carbonyl]Jamino}-2-pyridin-4-yl-1,3-

thiazole-4-carboxamide

/A60" 5-(2-furoylamino)-2-pyridin-4-yl-1,3-thiazole-4-carboxamide

"AB1" 2-pyridin-4-yl-5-[(1 H-pyrrol-2-ylcarbonyl)amino]-1,3-thiazole-4-

carboxamide

"AB2" 2-pyridin-4-yl-5-[(2-thienylcarbonyl)amino]-1,3-thiazole-4-



Darren
Line

Darren
Line

Darren
Line


PRT <213> Artifi ci alSequence <220> <223> Biot i nyl at edTANK- bi ndi ngki nase1(TBK1)
substrate <400>2 Ala Lys Pro Lys 0y Asn Lys Asp Tyr His Leu Gn Thr Cys Cys Gy 151015 Ser
Leu Ala Tyr\ﬂ\ﬂ‘;ZRgZAﬁ]é?O PCT/US2012/033200

90

carboxamide
/

"AB3" 5-[(1 H-pyrazol-3-ylcarbonyl)amino]-2-pyridin-4-yl-1 ,3-thiazol7/

carboxamide

"A64" 5-(3-furoylamino)-2-pyridin-4-yl-1 ,3-thiazo|e-4-carboxeyﬁide
"AB5" 2-pyridin-4-yl-5-[(3-thienylcarbonyl)amino]-1,3-thiaz0le-4-
carboxamide

and pharmaceutically usable salts, tautomers and stereoisorpiers thereof, including
mixtures thereof in all ratios.

10. Process for the preparation of compounds of the formula | according to

Claims 1-9 and pharmaceutically usable salts, tagtomers and stereocisomers
thereof, characterised in that

a) a compound of the formula Il

in which X, Y and R' hAve the meanings indicated in Claim 1,

is reacted with g/compound of formula Il|

CO-L 1

in which R has the meaning indicated in Claim1 and
L denotes Cl, Br, | or a free or reactively functionally modified OH group,
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b) that it is liberated from one of its functional derivatives by treatment
a solvolysing or hydrogenolysing agent,

and/or
a base or acid of the formula | is converted into one of its salts.

11.  Medicaments comprising at least one compound of the formula | according to
Claim 1-9 and/or pharmaceutically usable salts, tautomers/and stereocisomers
thereof, including mixtures thereof in all ratios, and optiohally excipients and/or
adjuvants.

12. Compounds according to Claim 1-9 and pharmaceutically usable salts, tauto-
mers and stereoisomers thereof, including mixtures thereof in all ratios, for the use
for the treatment of cancer, septic shock, Primary open Angle Glaucoma (POAG),
hyperplasia, rheumatoid arthritis, psoriasfs, artherosclerosis, retinopathy,
osteoarthritis, endometriosis, chronic jfflammation, and/or neurodegenerative
diseases.

13.  Compounds of the formuja | according to Claim 1-9 and/or physiologically
acceptable salts, tautomers and stereocisomers thereof for the use for the
treatment of tumours, whgre a therapeutically effective amount of a compound of
the formula | is adminigtered in combination with a compound from the group 1)
oestrogen receptor modulator, 2) androgen receptor modulator, 3) retinoid
receptor modulatof, 4) cytotoxic agent, 5) antiproliferative agent, 6) prenyl-protein
itor, 7) HMG-CoA reductase inhibitor, 8) HIV protease inhibitor, 9)

riptase inhibitor and 10) further angiogenesis inhibitors.

transferase inhj

reverse tran

14. CoMmpounds of the formula | according to Claim 1-9 and/or physiologically
accepitable salts, tautomers and sterecisomers thereof for the use for the
tredtment of tumours, where a therapeutically effective amount of a compound of
e formula | is administered in combination with radiotherapy and a compound
from the group 1) oestrogen receptor modulator, 2) androgen receptor modulator,
3) retinoid receptor modulator, 4) cytotoxic agent, 5) antiproliferative agent, 6)



Darren
Line

Darren
Line

Darren
Line


WO 2012/161879 PCT/US2012/033200

92

prenyl-protein transferase inhibitor, 7) HMG-CoA reductase inhibitor, 8) HIV
protease inhibitor, 9) reverse transcriptase inhibitor and 10) further angiogenesis

inhibitors.
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1. A compound of formula I

wherein:

X
Y
R
Rl

Ar

Het

Het!

Het?

denotes CONHp,
denotes S,
denotes Ar or Het,
denotes phenyl

denotes phenyl, biphenyl or naphtyl, each of which is unsubstituted or
mono-, di- or trisubstituted by Hal, A, Het!, (CHz2)nHet?, (CH2):OR®,
(CH2)aN(R®)2, NO2, CN, (CH2),COOR?®, (CH2)a.CON(R®)2,

CONH(CH2)qNHCOOA!, CON[R®(CHa)aHet!], NR*COA, NHCOOA,

NR®SO.A, COR®, SO;Het?, SO;N(R®)2 or S(O)pA,

denotes furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl, isoxazolyl,
thiazolyl, pyridyl, pyrimidinyl, triazolyl, tetrazolyl, thiadiazole, pyridazinyl,
pyrazinyl, indolyl, isoindolyl, benzimidazolyl, indazolyl, quinolyl, 1,3-
benzodioxolyl, benzothiophenyl, benzofuranyl or imidazopyridyl, each of
which is unsubstituted or mono-, di- or trisubstituted by A, COA,
(CH2)pHet?, (CH2)pHet?, OH, OA, OAr, Hal, (CH2)pN(R®)2, NO2, CN,
(CH2)p,COOR?, (CH2),CON(R®)2, NR°COA, (CH2),COHet? or
(CHz)pphenyl,

denotes pyridyl, which is unsubstitued or monosubstituted by A,

denotes pyrrolidinyl, piperidinyl, morpholinyl or piperazinyl, each of which
is unsubstitued or monosubstituted by OH, COOA', CON(R®),, COA or A,
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A denotes unbranched or branched alkyl having 1-6 C atoms, in which 1-7 H
atoms may be replaced by F,

A denotes unbranched or branched alkyl having 1-10 C atoms, in which one or
two non-adjacent CH and/or CH> groups may be replaced by N, O, S atoms
and/or by —CH=CH- groups and/or in addition 1-7 H atoms may be replaced

by F,

R® denotes H or unbranched or branched alkyl having 1-6 C atoms, in which

1-7 H atoms may be replaced by F,

Hal denotes F, Cl, Bror I,

n denotes 0, 1, 2, 3, 4 or 5,
p denotes 0, 1 or 2,

q denotes 1, 2, 3 or 4,

and pharmaceutically usable salts, tautomers and stereoisomers thereof

2. The compound of claim 1, wherein:
Ar denotes phenyl, which is unsubstituted or mono-, di- or trisubstituted by A,
Hal, (CH2)nHet?, (CH2)nOR®, (CH2)aN(R®)2, (CH2)nCOOR® or

(CH2)nCON(R®),,

and pharmaceutically usable salts, tautomers and stereoisomers thereof

3. The compound of claim 1, wherein:

Het denotes furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl, isoxazolyl,
thiazolyl, pyridyl, pyrimidinyl, triazolyl, tetrazolyl, thiadiazole, each of
which is unsubstituted or mono-, di- or trisubstituted by A, (CH2)pHet?,
(CH2)pHet?, OH, OA, OAr, Hal or (CH,),COOR®,

and pharmaceutically usable salts, tautomers and stereoisomers thereof
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4. The compound of claim 2, wherein:

Het denotes furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl, isoxazolyl,
thiazolyl, pyridyl, pyrimidinyl, triazolyl, tetrazolyl, thiadiazole, each of
which is unsubstituted or mono-, di- or trisubstituted by A, (CH2),Het!,
(CH2)pHet?, OH, OA, OAr, Hal or (CH,),COOR®,

and pharmaceutically usable salts, tautomers and stereoisomers thereof.

5. The compound of claim 1, wherein:

Het! denotes pyridyl, which is unsubstituted or monosubstituted by A,

and pharmaceutically usable salts, tautomers and stereoisomers thereof.

6. The compound of claim 2, in which:

Het! denotes pyridyl, which is unsubstituted or monosubstituted by A,

and pharmaceutically usable salts, tautomers and stereoisomers thereof.

7. The compound of claim 1, in which:

Het? denotes pyrrolidinyl, piperidinyl, morpholinyl or piperazinyl, each of which
is unsubstituted or monosubstituted by OH, COOA", CON(R®)2, COA or A,

and pharmaceutically usable salts, tautomers and sterecisomers thereof.

8. The compound of claim 2, in which:

Het? denotes pyrrolidinyl, piperidinyl, morpholinyl or piperazinyl, each of which
is unsubstituted or monosubstituted by OH, COOA', CON(R®),, COA or A,
and pharmaceutically usable salts, tautomers and sterecisomers thereof.

9. The compound of claim 3, in which:

Het? denotes pyrrolidinyl, piperidinyl, morpholinyl or piperazinyl, each of which
is unsubstituted or monosubstituted by OH, COOA', CON(R®),, COA or A,

and pharmaceutically usable salts, tautomers and stereoisomers thereof.

10. The compound of claim 1, in which:
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A denotes unbranched or branched alkyl having 1-8 C atoms, in which one or
two non-adjacent CH and/or CH> groups may be replaced by N or O atoms
or in addition 1-7 H atoms may be replaced by F,

and pharmaceutically usable salts, tautomers and sterecisomers thereof.

11. The compound of claim 2, in which:

A denotes unbranched or branched alkyl having 1-8 C atoms, in which one or
two non-adjacent CH and/or CH. groups may be replaced by N or O atoms
or in addition 1-7 H atoms may be replaced by F,

and pharmaceutically usable salts, tautomers and stereoisomers thereof.

12. The compound of claim 3, in which:

A denotes unbranched or branched alkyl having 1-8 C atoms, in which one or
two non-adjacent CH and/or CH> groups may be replaced by N or O atoms
or in addition 1-7 H atoms may be replaced by F,

and pharmaceutically usable salts, tautomers and sterecisomers thereof.

13. A compound selected from the group consisting of:
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Compound name
No.
"Al" 5-(3,4-dimethoxy-benzoylamino)-2-phenyl-thiazole-4-carboxylic acid
amide
"A2" 5-[(3,4-dimethoxybenzoyl)amino]-2-pyrid-3-yl-1,3-thiazole-4-
carboxamide
"A3" 4-[4-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-benzyl]-
piperazine-1-carboxylic acid tert.-butyl ester
"A4" 5-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide

"A5" 2-(2-chloro-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"AG" 2-(2-fluoro-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"AT" 5-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-2-(2-methyl-

pyridin-4-yl)-thiazole-4-carboxylic acid amide
"A8" 5-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-2-(2-
trifluoromethyl-pyridin-4-yl)-thiazole-4-carboxylic acid amide

"A9" 2-(2-cyano-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"Al0" 2-(4-fluoro-phenyl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"Al11" 2-(4-methanesulfonyl-phenyl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"Al2" 4-{4-carbamoyl-5-[4-(4-methyl-piperazin-1-ylmethyl)-

benzoylamino]-thiazol-2-yl}-benzoic acid methyl ester

"A13" 2-(4-methoxy-phenyl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"Al4" 5-[4-(4-methyl-piperazin-1-ylmethyl)-phenylamino]-2-pyridin-4-yl-

thiazole-4-carboxylic acid amide
"Al5" 4-(4-methyl-piperazin-1-ylmethyl)-N-(2-pyridin-4-yl-thiazol-5-yl)-

benzamide
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"Al6" 2-(2,6-dimethyl-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide
"ALT" 5-[4-(4-Methyl-piperazin-1-ylmethyl)-benzoylamino]-2-(3-
trifluoromethyl-pyridin-4-yl)-thiazole-4-carboxylic acid amide
"Al18" 2-(3-bromo-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide
"Al19" 2-(3-fluoro-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide
"A20" 2-(3-chloro-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide
"A21" 2-(3-methoxy-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide
"A22" 2-(3-methyl-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide
"A23" 4-[4-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-benzyl]-
piperidine-1-carboxylic acid amide
"A24" 5-(4-piperazin-1-ylmethyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide
"A25" 5-[4-(4-dimethylcarbamoyl-butyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A26" 5-[4-(1-methyl-piperidin-4-ylmethyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A2T7" 5-[4-(4-acetyl-piperazin-1-ylmethyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A28" 6-[4-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-phenyl]-
hexanoic acid
"A29" 5-(4-piperidin-4-ylmethyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide
"A30" 5-[4-(1-acetyl-piperidin-4-ylmethyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A31" 5-{4-[(2-dimethylamino-ethylamino)-methyl]-benzoylamino}-2-

pyridin-4-yl-thiazole-4-carboxylic acid amide
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"A32" 5-[4-(4-methylcarbamoyl-butyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A33" 5-{4-[(2-methoxy-ethylamino)-methyl]-benzoylamino}-2-pyridin-4-
yl-thiazole-4-carboxylic acid amide
"A34" 5-[4-(4-methyl-piperazine-1-carbonyl)-benzoylamino]-2-pyridin-4-
yl-thiazole-4-carboxylic acid amide
"A35" 5-[4-(5-dimethylcarbamoyl-pentyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A36" 5-(4-morpholin-4-ylmethyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide
"A37" 5-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A38" 2-pyridin-4-yl-5-(4-pyrrolidin-1-ylmethyl-benzoylamino)-thiazole-4-
carboxylic acid amide
"A39" 4-[5-(4-Carbamoyl-2-pyridin-4-yl-thiazol-5-ylcarbamoyl)-pyridin-2-
yl]-piperazine-1-carboxylic acid tert-butyl ester
"A40" 5-(4-dimethylaminomethyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide
"A41" 5-(3,4-dimethoxy-benzoylamino)-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide
"A42" 5-[(1H-pyrazole-4-carbonyl)-amino]-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide
"A43" N-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-yl)-6-morpholin-4-yl-
nicotinamide
"Ad44" 5-[(1-piperidin-4-ylmethyl-1H-pyrazole-4-carbonyl)-amino]-2-
pyridin-4-yl-thiazole-4-carboxylic acid amide
"A45" N-(4-cyano-2-pyridin-4-yl-thiazol-5-yl)-4-(4-methyl-piperazin-1-
ylmethyl)-benzamide
"A46" 5-(4-morpholin-4-ylmethyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide
"A4T" 5-(4-pentyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-carboxylic acid

amide
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"A48" 5-(4-hexyl-benzoylamino)-2-pyridin-4-yl-thiazole-4-carboxylic acid
amide
"A49" 5-{3-[4-(4-methyl-piperazin-1-yl)-phenyl]-ureido}-2-pyridin-4-yl-
thiazole-4-carboxylic acid amide
"A50" 5-[4-(4-carbamoyl-butyl)-benzoylamino]-2-pyridin-4-yl-thiazole-4-
carboxylic acid amide

"Ab51" N-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-yl)-2-(4-chloro-phenoxy)-
nicotinamide

"A52" N-(4-carbamoyl-2-pyridin-4-yl-thiazol-5-yl)-2-phenoxy-nicotinamide

"A53" 5-{[1-(6-methyl-pyridin-2-yl)-1H-imidazole-4-carbonyl]-amino}-2-

pyridin-4-yl-thiazole-4-carboxylic acid amide
"A54" 2-(2,6-dimethyl-pyridin-4-yl)-5-[4-(4-methyl-piperazin-1-ylmethyl)-
benzoylamino]-thiazole-4-carboxylic acid amide

"Ab55" 5-(4-methylbenzoylamino)-2-pyridin-4-yl-thiazole-4-carboxylic acid

"Ab56" 5-benzoylamino-2-pyridin-4-yl-thiazole-4-carboxylic acid amide

"AS57" 5-{[4-(dimethylamino)benzoyl]amino}-2-pyridin-4-yl-1,3-thiazole-4-
carboxamide

"Ab58" 5-[(4-aminobenzoyl)amino]-2-pyridin-4-yl-1,3-thiazole-4-
carboxamide

"A59" 5-{[(1-methyl-1H-pyrrol-2-yl)carbonyl]amino}-2-pyridin-4-yl-1,3-

thiazole-4-carboxamide

"A60" 5-(2-furoylamino)-2-pyridin-4-yl-1,3-thiazole-4-carboxamide

"A61" 2-pyridin-4-yl-5-[(1H-pyrrol-2-ylcarbonyl)amino]-1,3-thiazole-4-
carboxamide

"AB62" 2-pyridin-4-yl-5-[(2-thienylcarbonyl)amino]-1,3-thiazole-4-
carboxamide

"A63" 5-[(1H-pyrazol-3-ylcarbonyl)amino]-2-pyridin-4-yl-1,3-thiazole-4-
carboxamide

"A64" 5-(3-furoylamino)-2-pyridin-4-yl-1,3-thiazole-4-carboxamide and

"ABS" 2-pyridin-4-yl-5-[(3-thienylcarbonyl)amino]-1,3-thiazole-4-
carboxamide

and pharmaceutically usable salts, tautomers and sterecisomers thereof.
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14. A medicament comprising: i) a compound of the formula I according to claim 1 and ii)

pharmaceutically usable salts, tautomers and stereoisomers thereof.
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