


























12b 

 

two adjacent R207 form a 5- or 6-membered unsaturated or partially saturated ring 

containing carbon atoms and optionally containing 1 or 2 heteroatoms selected from O, 

S or N, wherein the ring is unsubstituted or substituted with 1 to 4 substituents 5 

independently selected from the group consisting of halogen, OH, oxo, C1-4-alkyl and 

fluoro-C1-4-alkyl;  

R208 is independently selected from H, halogen, CN, C1-6-alkyl, fluoro-C1-6-alkyl, C1-4-

alkylene-OH, C1-4-alkylene-O-C1-3-alkyl, C1-4-alkylene-O-fluoro-C1-3-alkyl, OH, O-C1-6-

alkyl, O-fluoro-C1-6-alkyl and C3-10-cycloalkyl, 10 

wherein alkylene is unsubstituted or substituted with 1 to 3 substituents selected 

from F and cycloalkyl is unsubstituted or substituted with 1 to 3 substituents 

independently selected from the group consisting of F, C1-3-alkyl and fluoro-C1-3-

alkyl; 

R211 is independently selected from H, C1-6-alkyl, C0-6-alkylene-C3-10-cycloalkyl and C0-6-15 

alkylene-C3-10-heterocycloalkyl, 

wherein alkyl, alkylene, cycloalkyl and heterocycloalkyl is unsubstituted or substituted 

with 1 to 6 substituents independently selected from the group consisting of halogen, 

CN, OH, oxo, C1-3-alkyl, halo-C1-3-alkyl, O-C1-3-alkyl, O-halo-C1-3-alkyl, NH2, NH(C1-3-

alkyl), N(C1-3-alkyl)2, C3-6-heterocycloalkyl, C3-6-cycloalkyl and SO2-C1-3-alkyl, 20 

wherein cycloalkyl and heterocycloalkyl is unsubstituted or substituted with 1 to 3 

substituents independently selected from the group consisting of F, OH, oxo, CH3 

and CF3; 

R212 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl and C3-6-cycloalkyl;  

 x is independently selected from 0, 1 and 2.  25 
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In another aspect, there is provided a compound represented by Formula (1) or Formula (1') 

 

an enantiomer, diastereomer, tautomer, N-oxide, solvate, formulation and pharmaceutically 

acceptable salt thereof, wherein 5 
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R1 and R2 are independently selected from H, C1-10-alkyl, C2-10-alkenyl, C2-10-alkynyl, C3-10-

cycloalkyl, C3-10-heterocycloalkyl, C1-10-alkylene-C3-10-cycloalkyl, C1-10-alkylene-C3-10-

heterocycloalkyl, C1-10-alkylene-(5-membered heteroaryl) and SO2-C1-10-alkyl, wherein alkyl, 5 

alkenyl, alkynyl, alkylene, cycloalkyl, heterocycloalkyl and heteroaryl is unsubstituted or 

substituted with 1 to 7 substituents independently selected from the group consisting of oxo, 

CN, OR11, O-C2-6-alkylene-OR11, C1-6-alkyl, halo-C1-6-alkyl, halogen, CO2R
11, CONR11R12, 

CONR11SO2R
11, COR11, SOxR

11, SO3H, SO2NR11R12, NR11COR11, NR11SO2R
11, NR11-CO-

NR11R12, NR11-SO2-NR11R12, C3-10-cycloalkyl, O-C3-10-cycloalkyl, C3-10-heterocycloalkyl, O-C3-10 

10-heterocycloalkyl and NR11R12;  

or R1 and R2 when taken together with the nitrogen to which they are attached complete a 3- 

to 8-membered ring containing carbon atoms and optionally containing 1 or 2 heteroatoms 

selected from O, S or N, wherein the ring is unsubstituted or substituted with 1 to 4 

substituents independently selected from the group consisting of halogen, oxo, CN, OR11, 15 

SOxR
11, SO3H, NR11SO2R

11, SO2NR11R12, C0-6-alkylene-CO2R
11, CONR11R12, CONR11SO2R

11, 

COR11, NR11-CO-R11, NR11-CO-NR11R12, NR11-SO2-NR11R12, NR11R12, C1-6-alkyl, halo-C1-6-

alkyl, hydroxy-C1-6-alkyl, C3-8-cycloalkyl, O-C3-8-cycloalkyl, C3-8-heterocycloalkyl and O-C3-8-

heterocycloalkyl, 

wherein cycloalkyl and heterocycloalkyl are unsubstituted or substituted with 1 to 4 20 

substituents independently selected from the group consisting of halogen, C1-3-alkyl, 

halo-C1-3-alkyl, OH, O-C1-3-alkyl, O-halo-C1-3-alkyl, SO2-C1-3-alkyl, COOH and oxo; 

R3 is a 6-10 membered mono- or bicyclic aryl or a 5-14 membered mono-, bi- or tricyclic 

heteroaryl containing 1 to 5 heteroatoms independently selected from the group consisting of 

N, O and S, 25 

wherein aryl and heteroaryl is unsubstituted or substituted with 1 to 5 substituents 

independently selected from the group consisting of halogen, C1-6-alkyl, C1-6-alkenyl, C1-

6-alkynyl, halo-C1-6-alkyl, OH, O-C1-6-alkyl, O-halo-C1-6-alkyl, C0-6-alkylene-C3-10-

cycloalkyl, C0-6-alkylene-C3-10-heterocycloalkyl, C0-6-alkylene-(5- or 6-membered 

heteroaryl), C1-6-alkylene-O-R31, C0-6-alkylene-CN, C0-6-alkylene-N(R31)2, C0-6-alkylene-30 

O-C3-10-cycloalkyl, O-C1-6-alkylene-O-R31, C0-6-alkylene-O-C3-10-heterocycloalkyl, C0-6-

alkylene-COOR31, C0-6-alkylene-C(O)R31, C0-6-alkylene-C(O)N(R31)2, C0-6-alkylene-

N(R31)C(O)R31, C0-6-alkylene-SO-R31, C0-6-alkylene-SO2-R
31, C0-6-alkylene-SO2-N(R31)2, 

C0-6-alkylene-N(R31)SO2-R
31, C0-6-alkylene-SO2-C3-10-heterocycloalkyl and C0-6-alkylene-

SO2-C3-10-heterocycloalkyl, 35 
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wherein alkyl, alkenyl, alkynyl, alkylene, cycloalkyl, heterocycloalkyl and the 5- or 

6-membered heteroaryl is optionally substituted by 1 to 4 substituents 

independently selected from the group consisting of halogen, CN, C1-3-alkyl, halo-5 

C1-3-alkyl, OH, oxo, =N-OR32, O-C1-6-alkyl, O-halo-C1-3-alkyl, N(R31)2, COOH, 

CON(R31)2, NR31-COR31, C3-10-cycloalkyl, C3-10-heterocycloalkyl, 6-10-membered 

mono- or bicyclic aryl and 6-10-membered mono- or bicyclic heteroaryl, 

or wherein two adjacent substituents complete a 3- to 8-membered saturated or partially 

unsaturated ring containing carbon atoms and optionally containing 1 to 3 heteroatoms 10 

selected from O, S, N, SO, SO2 or NR31, wherein the ring is unsubstituted or substituted 

with 1 to 7 substituents independently selected from the group consisting of halogen, C1-

6-alkyl, halo-C1-6-alkyl, C3-6-cycloalkyl, C3-6-heterocycloalkyl, oxo, =N-OR32, OH, O-C1-6-

alkyl and O-halo-C1-6-alkyl; 

R4 is selected from (CR8R9)R40, (C=O)R40, OR40, NR41R40, SOy-R
7 and C3-6-cycloalkyl, which is 15 

spirocyclic fused with R40, 

wherein cycloalkyl is unsubstituted or substituted with 1 to 4 substituents independently 

selected from the group consisting of F, CH3 and CF3; 

R7 is selected from C3-10-cycloalkyl and C3-10-heterocycloalkyl, 

wherein cycloalkyl and heterocycloalkyl are unsubstituted or substituted with 1 to 3 20 

substituents independently selected from the group consisting of halogen, OH, oxo, O-

C1-6-alkyl, O-halo-C1-6-alkyl, C1-6-alkyl, halo-C1-6-alkyl, cycloalkyl and heterocycloalkyl; 

R8 and R9 are independently selected from H, F, C1-3-alkyl, halo-C1-3-alkyl, OH, O-C1-3-alkyl 

and O-halo-C1-3-alkyl; 

R11 is independently selected from H, C1-6-alkyl, C0-6-alkylene-C3-10-cycloalkyl and C0-6-25 

alkylene-C3-10-heterocycloalkyl, 

wherein alkyl, alkylene, cycloalkyl and heterocycloalkyl is unsubstituted or substituted 

with 1 to 6 substituents selected from the group consisting of halogen, CN, OH, oxo, C1-

3-alkyl, halo-C1-3-alkyl, O-C1-3-alkyl, O-halo-C1-3-alkyl, NH2, NH(C1-3-alkyl), N(C1-3-alkyl)2, 

C3-6-heterocycloalkyl, C3-6-cycloalkyl and SO2-C1-3-alkyl, 30 

wherein cycloalkyl and heterocycloalkyl is unsubstituted or substituted with 1 to 3 

substituents independently selected from the group consisting of F, OH, oxo, CH3 

and CF3; 
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wherein alkyl, alkylene, cycloalkyl, heterocycloalkyl, aryl and heteroaryl is 

unsubstituted or substituted with 1 to 6 substituents independently selected from the 

group consisting of oxo, halogen, CN, C1-6-alkyl, halo-C1-6-alkyl, C3-6-cycloalkyl, C3-6-

heterocycloalkyl, OR212, CO2R
212, CONR212R212 and COR212; and 

wherein optionally one CH2 unit in alkyl or alkylene can be replaced by O, SOx, NH or 

N(C1-3-alkyl); 

R204 is  

, wherein 

R205 and R206 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl, C0-6-alkylene-

C3-8-cycloalkyl, C0-6-alkylene-C3-8-heterocycloalkyl, 5- or 6-membered heteroaryl and 6-

membered aryl, wherein alkyl, alkylene, cycloalkyl, heterocycloalkyl, aryl and 

heteroaryl are unsubstituted or substituted with 1 to 6 substituents independently 

selected from the group consisting of halogen, CN, OH, oxo, C1-3-alkyl, halo-C1-3-alkyl, 

O-C1-3-alkyl, O-halo-C1-3-alkyl and SO2-C1-3-alkyl, NR211R212, CO2R
212 and 

CONR211R212;  

and optionally wherein R205 and R206 when taken together with the nitrogen to which 

they are attached complete a 3- to 8-membered ring containing carbon atoms and 

optionally containing 1 or 2 heteroatoms selected from O, S or N, wherein the ring is 

unsubstituted or substituted with 1 to 4 substituents independently selected from the 

group consisting of fluoro, OH, oxo, C1-4-alkyl and halo-C1-4-alkyl;  

R207 is independently selected from N and CR208; or 

two adjacent R207 form a 5- or 6-membered unsaturated or partially saturated ring 

containing carbon atoms and optionally containing 1 or 2 heteroatoms selected from 

O, S or N, wherein the ring is unsubstituted or substituted with 1 to 4 substituents 

independently selected from the group consisting of halogen, OH, oxo, C1-4-alkyl and 

fluoro-C1-4-alkyl;  

R208 is independently selected from H, halogen, CN, C1-6-alkyl, fluoro-C1-6-alkyl, C1-4-

alkylene-OH, C1-4-alkylene-O-C1-3-alkyl, C1-4-alkylene-O-fluoro-C1-3-alkyl, OH, O-C1-6-

alkyl, O-fluoro-C1-6-alkyl and C3-10-cycloalkyl, 

wherein alkylene is unsubstituted or substituted with 1 to 3 substituents selected 

from F and cycloalkyl is unsubstituted or substituted with 1 to 3 substituents 

independently selected from the group consisting of F, C1-3-alkyl and fluoro-C1-3-

alkyl; 
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R211 is independently selected from H, C1-6-alkyl, C0-6-alkylene-C3-10-cycloalkyl and C0-6-

alkylene-C3-10-heterocycloalkyl, 

wherein alkyl, alkylene, cycloalkyl and heterocycloalkyl is unsubstituted or substituted 

with 1 to 6 substituents independently selected from the group consisting of halogen, 

CN, OH, oxo, C1-3-alkyl, halo-C1-3-alkyl, O-C1-3-alkyl, O-halo-C1-3-alkyl, NH2, NH(C1-3-

alkyl), N(C1-3-alkyl)2, C3-6-heterocycloalkyl, C3-6-cycloalkyl and SO2-C1-3-alkyl, 

wherein cycloalkyl and heterocycloalkyl is unsubstituted or substituted with 1 to 

3 substituents independently selected from the group consisting of F, OH, oxo, 

CH3 and CF3; 

R212 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl and C3-6-cycloalkyl;  

x is independently selected from 0, 1 and 2. 

2. The compound according to claim 1 wherein 

R201 is selected from H, C1-10-alkyl, C3-10-cycloalkyl, C3-10-heterocycloalkyl, C1-10-alkylene-C3-

10-cycloalkyl, C1-10-alkylene-C3-10-heterocycloalkyl, C1-10-alkylene-(5-membered heteroaryl), 

C1-10-alkylene-(6-membered aryl), C1-10-alkylene-(6-membered heteroaryl) and SO2-C1-10-

alkyl, wherein alkyl, alkenyl, alkynyl, alkylene, cycloalkyl, heterocycloalkyl, aryl and 

heteroaryl is unsubstituted or substituted with 1 to 7 substituents independently selected 

from the group consisting of oxo, CN, OR211, O-C2-6-alkylene-OR211, C1-6-alkyl, halo-C1-6-

alkyl, halogen, CO2R
211, CONR211R212, CONR211SO2R

211, COR211, SOxR
211, SO3H, 

SO2NR211R212, NR211COR211, NR211SO2R
211, NR211-CO-NR211R212, NR211-SO2-NR211R212, C3-

10-cycloalkyl, O-C3-10-cycloalkyl, C3-10-heterocycloalkyl, O-C3-10-heterocycloalkyl and 

NR211R212;  

R202 is selected from H, C1-6-alkyl, halo-C1-6-alkyl and hydroxy-C1-6-alkyl; 

or R201 and R202 when taken together with the nitrogen to which they are attached complete 

a 3- to 8-membered ring containing carbon atoms and optionally containing 1 or 2 

heteroatoms selected from O, S or N, wherein the ring is unsubstituted or substituted with 1 

to 4 substituents independently selected from the group consisting of halogen, oxo, CN, 

OR211, SOxR
211, SO3H, NR211SO2R

211, SO2NR211R212, C0-6-alkylene-CO2R
211, CONR211R212, 

CONR211SO2R
211, COR211, NR211-CO-R211, NR211-CO-NR211R212, NR211-SO2-NR211R212, 

NR211R212, C1-6-alkyl, halo-C1-6-alkyl, hydroxy-C1-6-alkyl, C3-8-cycloalkyl, O-C3-8-cycloalkyl, C3-

8-heterocycloalkyl and O-C3-8-heterocycloalkyl, 
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wherein cycloalkyl and heterocycloalkyl are unsubstituted or substituted with 1 to 4 

substituents independently selected from the group consisting of halogen, C1-3-alkyl, 

halo-C1-3-alkyl, OH, O-C1-3-alkyl, O-halo-C1-3-alkyl, SO2-C1-3-alkyl, COOH and oxo. 

 

3. The compound according to any of claims 1 to 2 wherein NR201R202 is selected from 

NHMe, NHEt, NHiPr, NHtBu, NHCH2CONH2, NHCH2CONMe2, NHCH2CH2OH, 

NHCH2CH2OMe, NHCH2CH2SO2Me, NHCH2CH2SO2NH2, NH(CH2)3OH, NH(CH2)3OMe, 

NH(CH2)4OH, NH(CH2)4OMe, NH(CH2)5OH, NH(CH2)2CO2H, NH(CH2)3CO2H, 

NH(CH2)4CO2H, NH(CH2)5CO2H, NHCH2CH(CF3)OH, NHCH2C(Me)(CF3)OH, 

NHCH2CMe2OH, NHCH2CH2CMe2OH, NHCH2CMe2NHCH2CF3, NHCH(Me)CMe2OH, 

NHCH2CMe2OMe, NHCH2CMe2CO2H, NHCH2CMe2CONHMe, NHCH2CMe2CONMe2, 

NHCH2CMe2NHSO2Me, NH(CH2)3SOMe, NH(CH2)5SO2Me, NH(CH2)5SO2NH2, 

NH(CH2)3NHSO2Me, NH(CH2)2O(CH2)2OH, NHCH2CHMeOH, NH(CH2)5SOMe, 

NH(CH2)3SO2Me, NHC(CH2OH)3, NHCH2CH(OH)CH2OH, N(CH2CH2OH)2, , 

, , , , , , 

, , , , , 

, , , , , , 

, , , , , , , 

, , , , , , 

, , , , , , , 

, , 

HN

O

, , , , 
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, , , , , , , 

,  and . 

 

4. The compound according to any of claims 1 to 3 wherein NR201R202 is selected from 

 

, , , , , , 

, , , ,  and . 

 

5. The compound according to any of claims 1 to 4 wherein R204 is selected from 

, 

wherein all R207 are CR208 or one R207 is N and the three other R207 are CR208; or  

wherein  is selected from  

, , , , ,  

and ,  

wherein the additional ring is unsubstituted or substituted with 1 to 4 substituents 

independently selected from the group consisting of halogen, OH, oxo, C1-4-alkyl and 

fluoro-C1-4-alkyl. 
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, , , , 

 and ,  

wherein 

R205 and R206 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl, C0-6-alkylene-C3-8-

cycloalkyl, C0-6-alkylene-C3-8-heterocycloalkyl, 5- or 6-membered heteroaryl and 6-

membered aryl, wherein alkyl, alkylene, cycloalkyl, heterocycloalkyl, aryl and heteroaryl are 

unsubstituted or substituted with 1 to 6 substituents independently selected from the group 

consisting of halogen, CN, OH, oxo, C1-3-alkyl, halo-C1-3-alkyl, O-C1-3-alkyl, O-halo-C1-3-alkyl, 

SO2-C1-3-alkyl, NR211R212, CO2R
212 and CONR211R212;  

and optionally wherein R205 and R206 when taken together with the nitrogen to which they are 

attached complete a 3- to 8-membered ring containing carbon atoms and optionally 

containing 1 or 2 heteroatoms selected from O, S or N, wherein the ring is unsubstituted or 

substituted with 1 to 4 substituents independently selected from the group consisting of 

fluoro, OH, oxo, C1-4-alkyl and halo-C1-4-alkyl. 

7. The compound according to any of claims 1 to 6 wherein NR205R206 is selected from 

, , 

N

H

, , 

N

H

, , N

H

CF3, 

N

H

CF3

, 

N

H

CF3

, , 
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N

H

CF3

, 

N

H

CF3 , 

N

H

F
, 

N

H

CF3
, , 

N

H
O
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N

H
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N

H
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N

H

OH
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N

H

O
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N

H
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10. A compound represented by Formula (1) or Formula (1') 

 

 

an enantiomer, diastereomer, tautomer, N-oxide, solvate, formulation and pharmaceutically 

acceptable salt thereof, wherein 

R1 and R2 are independently selected from H, C1-10-alkyl, C2-10-alkenyl, C2-10-alkynyl, C3-10-

cycloalkyl, C3-10-heterocycloalkyl, C1-10-alkylene-C3-10-cycloalkyl, C1-10-alkylene-C3-10-

heterocycloalkyl, C1-10-alkylene-(5-membered heteroaryl) and SO2-C1-10-alkyl, wherein alkyl, 

alkenyl, alkynyl, alkylene, cycloalkyl, heterocycloalkyl and heteroaryl is unsubstituted or 

substituted with 1 to 7 substituents independently selected from the group consisting of oxo, 

CN, OR11, O-C2-6-alkylene-OR11, C1-6-alkyl, halo-C1-6-alkyl, halogen, CO2R
11, CONR11R12, 

CONR11SO2R
11, COR11, SOxR

11, SO3H, SO2NR11R12, NR11COR11, NR11SO2R
11, NR11-CO-

NR11R12, NR11-SO2-NR11R12, C3-10-cycloalkyl, O-C3-10-cycloalkyl, C3-10-heterocycloalkyl, O-C3-

10-heterocycloalkyl and NR11R12;  

or R1 and R2 when taken together with the nitrogen to which they are attached complete a 3- 

to 8-membered ring containing carbon atoms and optionally containing 1 or 2 heteroatoms 

selected from O, S or N, wherein the ring is unsubstituted or substituted with 1 to 4 

substituents independently selected from the group consisting of halogen, oxo, CN, OR11, 

SOxR
11, SO3H, NR11SO2R

11, SO2NR11R12, C0-6-alkylene-CO2R
11, CONR11R12, 

CONR11SO2R
11, COR11, NR11-CO-R11, NR11-CO-NR11R12, NR11-SO2-NR11R12, NR11R12, C1-6-

alkyl, halo-C1-6- 
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alkyl, hydroxy-C1-6-alkyl, C3-8-cycloalkyl, O-C3-8-cycloalkyl, C3-8-heterocycloalkyl and O-C3-8-

heterocycloalkyl, 

wherein cycloalkyl and heterocycloalkyl are unsubstituted or substituted with 1 to 4 

substituents independently selected from the group consisting of halogen, C1-3-alkyl, 

halo-C1-3-alkyl, OH, O-C1-3-alkyl, O-halo-C1-3-alkyl, SO2-C1-3-alkyl, COOH and oxo; 

R3 is a 6-10 membered mono- or bicyclic aryl or a 5-14 membered mono-, bi- or tricyclic 

heteroaryl containing 1 to 5 heteroatoms independently selected from the group consisting of 

N, O and S, 

wherein aryl and heteroaryl is unsubstituted or substituted with 1 to 5 substituents 

independently selected from the group consisting of halogen, C1-6-alkyl, C1-6-alkenyl, 

C1-6-alkynyl, halo-C1-6-alkyl, OH, O-C1-6-alkyl, O-halo-C1-6-alkyl, C0-6-alkylene-C3-10-

cycloalkyl, C0-6-alkylene-C3-10-heterocycloalkyl, C0-6-alkylene-(5- or 6-membered 

heteroaryl), C1-6-alkylene-O-R31, C0-6-alkylene-CN, C0-6-alkylene-N(R31)2, C0-6-alkylene-

O-C3-10-cycloalkyl, O-C1-6-alkylene-O-R31, C0-6-alkylene-O-C3-10-heterocycloalkyl, C0-6-

alkylene-COOR31, C0-6-alkylene-C(O)R31, C0-6-alkylene-C(O)N(R31)2, C0-6-alkylene-

N(R31)C(O)R31, C0-6-alkylene-SO-R31, C0-6-alkylene-SO2-R
31, C0-6-alkylene-SO2-N(R31)2, 

C0-6-alkylene-N(R31)SO2-R
31, C0-6-alkylene-SO2-C3-10-heterocycloalkyl and C0-6-

alkylene-SO2-C3-10-heterocycloalkyl, 

wherein alkyl, alkenyl, alkynyl, alkylene, cycloalkyl, heterocycloalkyl and the 5- or 

6-membered heteroaryl is optionally substituted by 1 to 4 substituents 

independently selected from the group consisting of halogen, CN, C1-3-alkyl, 

halo-C1-3-alkyl, OH, oxo, =N-OR32, O-C1-6-alkyl, O-halo-C1-3-alkyl, N(R31)2, COOH, 

CON(R31)2, NR31-COR31, C3-10-cycloalkyl, C3-10-heterocycloalkyl, 6-10-membered 

mono- or bicyclic aryl and 6-10-membered mono- or bicyclic heteroaryl, 

or wherein two adjacent substituents complete a 3- to 8-membered saturated or 

partially unsaturated ring containing carbon atoms and optionally containing 1 to 3 

heteroatoms selected from O, S, N, SO, SO2 or NR31, wherein the ring is unsubstituted 

or substituted with 1 to 7 substituents independently selected from the group 

consisting of halogen, C1-6-alkyl, halo-C1-6-alkyl, C3-6-cycloalkyl, C3-6-heterocycloalkyl, 

oxo, =N-OR32, OH, O-C1-6-alkyl and O-halo-C1-6-alkyl; 

R4 is selected from (CR8R9)R40, (C=O)R40, OR40, NR41R40, SOy-R
7 and C3-6-cycloalkyl, which 

is spirocyclic fused with R40, 

wherein cycloalkyl is unsubstituted or substituted with 1 to 4 substituents 

independently selected from the group consisting of F, CH3 and CF3; 

R7 is selected from C3-10-cycloalkyl and C3-10-heterocycloalkyl, 
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wherein cycloalkyl and heterocycloalkyl are unsubstituted or substituted with 1 to 3 

substituents independently selected from the group consisting of halogen, OH, oxo, O-

C1-6-alkyl, O-halo-C1-6-alkyl, C1-6-alkyl, halo-C1-6-alkyl, cycloalkyl and heterocycloalkyl; 

R8 and R9 are independently selected from H, F, C1-3-alkyl, halo-C1-3-alkyl, OH, O-C1-3-alkyl 

and O-halo-C1-3-alkyl; 

R11 is independently selected from H, C1-6-alkyl, C0-6-alkylene-C3-10-cycloalkyl and C0-6-

alkylene-C3-10-heterocycloalkyl, 

wherein alkyl, alkylene, cycloalkyl and heterocycloalkyl is unsubstituted or substituted 

with 1 to 6 substituents selected from the group consisting of halogen, CN, OH, oxo, 

C1-3-alkyl, halo-C1-3-alkyl, O-C1-3-alkyl, O-halo-C1-3-alkyl, NH2, NH(C1-3-alkyl), N(C1-3-

alkyl)2, C3-6-heterocycloalkyl, C3-6-cycloalkyl and SO2-C1-3-alkyl, 

wherein cycloalkyl and heterocycloalkyl is unsubstituted or substituted with 1 to 3 

substituents independently selected from the group consisting of F, OH, oxo, 

CH3 and CF3; 

R12 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl and C3-6-cycloalkyl;  

R31 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl, C0-6-alkylene-C3-8-cycloalkyl, 

C0-6-alkylene-C3-8-heterocycloalkyl, 5- or 6-membered heteroaryl and 6-membered aryl, 

wherein alkyl, alkylene, cycloalkyl, heterocycloalkyl, aryl and heteroaryl are unsubstituted or 

substituted with 1 to 6 substituents independently selected from the group consisting of 

halogen, CN, OH, oxo, =N-OR32, C1-3-alkyl, halo-C1-3-alkyl, O-C1-3-alkyl, O-halo-C1-3-alkyl and 

SO2-C1-3-alkyl; 

and optionally wherein two R31 when taken together with the nitrogen to which they are 

attached complete a 3- to 8-membered ring containing carbon atoms and optionally 

containing 1 or 2 heteroatoms selected from O, S or N, wherein the ring is unsubstituted or 

substituted with 1 to 4 substituents independently selected from the group consisting of 

fluoro, OH, oxo, C1-4-alkyl and halo-C1-4-alkyl;  

R32 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl and C3-6-cycloalkyl;  

R40 is C3-10-cycloalkyl, which is unsubstituted or substituted with 1 to 5 substituents 

independently selected from the group consisting of halogen, OH, oxo, O-C1-6-alkyl, O-halo-

C1-6-alkyl, C1-6-alkyl, halo-C1-6-alkyl, C3-8-cycloalkyl and C3-8-heterocycloalkyl; 

R41 is selected from H, C1-6-alkyl, C3-6-cycloalkyl and C3-6-heterocycloalkyl, 

wherein alkyl, cycloalkyl and heterocycloalkyl is unsubstituted or substituted with 1 to 3 

substituents selected from the group consisting of OH, oxo, CN, halogen, O-C1-6-alkyl, 

O-halo-C1-6-alkyl, C3-6-heterocycloalkyl and C3-6-cycloalkyl; 

x and y are independently selected from 0, 1 and 2;  
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W is selected from C or S=O;  

with the proviso that for R3 the 5-14 membered mono-, bi- or tricyclic heteroaryl containing 

ring is not 

, , , , , ,  or a 

5-membered aromatic heterocyclic group containing at least one oxygen atom. 

 

11. The compound according to claim 10 wherein W is C. 

 

12. The compound according to any of claims 10 to 11 wherein  

R4 is selected from (CR8R9)R40, (C=O)R40 and OR40; 

R8 is selected from H, F, CH3, CF3 and O- CH3; 

R9 is selected from H, F and CH3; 

R40 is C3-8-cycloalkyl, which is unsubstituted or substituted with 1 to 3 substituents 

independently selected from the group consisting of fluoro, CH3 and CF3.  

13. The compound according to any of claims 10 to 12 wherein 

R1 is selected from H, C1-10-alkyl, C3-10-cycloalkyl, C3-10-heterocycloalkyl, C1-10-alkylene-C3-10-

cycloalkyl, C1-10-alkylene-C3-10-heterocycloalkyl and C1-10-alkylene-(5-membered heteroaryl), 

wherein alkyl, alkenyl, alkynyl, alkylene, cycloalkyl and heterocycloalkyl is unsubstituted or 

substituted with 1 to 7 substituents independently selected from the group consisting of oxo, 

CN, OR11, O-C2-6-alkylene-OR11, C1-6-alkyl, halo-C1-6-alkyl, halogen, CO2R
11, CONR11R12, 

CONR11SO2R
11, COR11, SOxR

11, SO3H, SO2NR11R12, NR11COR11, NR11SO2R
11, NR11-CO-

NR11R12, NR11-SO2-NR11R12, C3-10-cycloalkyl, O-C3-10-cycloalkyl, C3-10-heterocycloalkyl, O-C3-

10-heterocycloalkyl and NR11R12;  

R2 is selected from H, C1-6-alkyl, halo-C1-6-alkyl and hydroxy-C1-6-alkyl; 

or R1 and R2 when taken together with the nitrogen to which they are attached complete a 3- 

to 8-membered ring containing carbon atoms and optionally containing 1 or 2 heteroatoms 

selected from O, S or N, wherein the ring is unsubstituted or substituted with 1 to 4 

substituents independently selected from the group consisting of halogen, oxo, CN, OR11, 

SOxR
11, SO3H, NR11SO2R

11, SO2NR11R12, C0-6-alkylene-CO2R
11, CONR11R12, 

CONR11SO2R
11, COR11, NR11-CO-R11, NR11-CO-NR11R12, NR11-SO2-NR11R12, NR11R12, C1-6-

alkyl, halo-C1-6- 
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alkyl, hydroxy-C1-6-alkyl, C3-8-cycloalkyl, O-C3-8-cycloalkyl, C3-8-heterocycloalkyl and O-C3-8-

heterocycloalkyl, 

wherein cycloalkyl and heterocycloalkyl are unsubstituted or substituted with 1 to 4 

substituents independently selected from the group consisting of halogen, C1-3-alkyl, 

halo-C1-3-alkyl, OH, O-C1-3-alkyl, O-halo-C1-3-alkyl, SO2-C1-3-alkyl, COOH and oxo. 

 

14. The compound according to any of claims 10 to 13 wherein NR1R2 is selected from 

NHMe, NHEt, NHiPr, NHtBu, NHCH2CONH2, NHCH2CONMe2, NHCH2CH2OH, 

NHCH2CH2OMe, NHCH2CH2SO2Me, NHCH2CH2SO2NH2, NH(CH2)3OH, NH(CH2)3OMe, 

NH(CH2)4OH, NH(CH2)4OMe, NH(CH2)5OH, NH(CH2)2CO2H, NH(CH2)3CO2H, 

NH(CH2)4CO2H, NH(CH2)5CO2H, NHCH2CH(CF3)OH, NHCH2C(Me)(CF3)OH, 

NHCH2CMe2OH, NHCH2CH2CMe2OH, NHCH2CMe2NHCH2CF3, NHCH(Me)CMe2OH, 

NHCH2CMe2OMe, NHCH2CMe2CO2H, NHCH2CMe2CONHMe, NHCH2CMe2CONMe2, 

NHCH2CMe2NHSO2Me, NH(CH2)3SOMe, NH(CH2)5SO2Me, NH(CH2)5SO2NH2, 

NH(CH2)3NHSO2Me, NH(CH2)2O(CH2)2OH, NHCH2CHMeOH, NH(CH2)5SOMe, 

NH(CH2)3SO2Me, NHC(CH2OH)3, NHCH2CH(OH)CH2OH, N(CH2CH2OH)2, , 

, , , , , , 

, , , , , 

, , , , , , 

, , , , , , , 

, , , , , , 

, , , , , , , 

, , 

HN

O

, , , , 

, , , , , ,  
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, , , , ,  and 

. 

 

15. The compound according to any of claims 10 to 14 wherein  

R3 is a 6-10 membered mono- or bicyclic aryl or a 5-10 membered mono- or bicyclic 

heteroaryl containing 1 to 4 heteroatoms independently selected from the group consisting of 

N, O and S 

wherein aryl and heteroaryl are unsubstituted or substituted with 1 to 5 substituents 

independently selected from the group consisting of halogen, CN, C1-6-alkyl, halo-C1-6-

alkyl, OH, O-C1-6-alkyl, O-halo-C1-6-alkyl, C0-6-alkylene-C3-10-cycloalkyl, C0-6-alkylene-O-

C3-10-cycloalkyl, C0-6-alkylene-C3-10-heterocycloalkyl, C0-6-alkylene-COOR31, C0-6-

alkylene-C(O)R31, C0-6-alkylene-C(O)N(R31)2, C0-6-alkylene-SO2-N(R31)2, C0-6-alkylene-

SO2-R
31, C0-6-alkylene-(5-membered heteroaryl), C0-6-alkylene-(6-membered 

heteroaryl), 

wherein alkyl, alkylene, cycloalkyl, heterocycloalkyl and heteroaryl are 

unsubstituted or substituted by 1 to 3 substituents independently selected from 

the group consisting of halogen, OH, oxo, =N-OR32, N(R31)2, O-C1-6-alkyl; COOH, 

CON(R31)2, CN, NR31-COR31, C3-10-cycloalkyl, C3-10-heterocycloalkyl, 6-10-

membered mono- or bicyclic aryl and 6-10-membered mono- or bicyclic 

heteroaryl,  

or wherein two adjacent substituents may complete a 3- to 8-membered saturated or 

partially unsaturated ring containing carbon atoms and optionally containing 1 to 3 

members selected from O, S, SO, SO2 or NR31, wherein the ring is unsubstituted or 

substituted with 1 to 4 substituents independently selected from halogen, oxo, =N-

OR32, OH, O-C1-6-alkyl, O-halo-C1-6-alkyl, C1-6-alkyl, C3-6-cycloalkyl and halo-C1-6-alkyl. 

 

16. The compound according to any of claim 10 to 15 wherein R3 is selected from  
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 ,  ,  ,  ,  ,  , 

 ,  ,  ,  ,  , 

 ,  ,  and , 

wherein  

R33 is independently selected from H, halogen, CN, C1-6-alkyl, fluoro-C1-6-alkyl, C1-4-alkylene-

OH, C1-4-alkylene-O-C1-3-alkyl, C1-4-alkylene-O-fluoro-C1-3-alkyl, OH, O-C1-6-alkyl, O-fluoro-

C1-6-alkyl, NH-C1-6-alkyl, NH-fluoro-C1-6-alkyl, C3-10-cycloalkyl, 

wherein alkylene is unsubstituted or substituted with 1 to 3 substituents selected from 

F and cycloalkyl is unsubstituted or substituted with 1 to 3 substituents independently 

selected from F, C1-3-alkyl and fluoro-C1-3-alkyl;  

R34 are independently selected from H, halogen, CN, C1-6-alkyl, fluoro-C1-6-alkyl, C1-4-

alkylene-OH, C1-4-alkylene-O-C1-3-alkyl, C1-4-alkylene-O-fluoro-C1-3-alkyl, OH, O-C1-6-alkyl, O-

fluoro-C1-6-alkyl, NH-C1-6-alkyl, NH-fluoro-C1-6-alkyl, C3-10-cycloalkyl, C0-6-alkylene-C3-10-

heterocycloalkyl, 5-membered heteroaryl, 6-membered heteroaryl, C(O)N(R37)2 and 

SO2N(R37)2, 

wherein alkylene is unsubstituted or substituted with 1 to 3 substituents selected from 

F and cycloalkyl, heterocycloalkyl and heteroaryl is unsubstituted or substituted with 1 

to 3 substituents independently selected from F, C1-3-alkyl, fluoro-C1-3-alkyl, OH, O-C1-

3-alkyl, fluoro-O-C1-3-alkyl; 

R35 is selected from halogen, C1-6-alkyl, halo-C1-6-alkyl, C3-6-cycloalkyl, C3-6-heterocycloalkyl, 

oxo, OH, O-C1-6-alkyl and O-halo-C1-6-alkyl;  

R36 is selected from C1-6-alkyl, fluoro-C1-6-alkyl, C(O)N(R37)2, SO2N(R37)2; 

R37 is independently selected from H, C1-6-alkyl, halo-C1-6-alkyl, C0-4-alkylene-C3-6-cycloalkyl, 

C0-4-alkylene-C3-6-heterocycloalkyl, wherein alkyl and alkylene is unsubstituted or substituted 

with 1 to 4 substituents selected from halogen, OH, O-C1-3-alkyl, CN, CONH2; and cycloalkyl 

or heterocycloalkyl is unsubstituted or substituted with 1 to 3 substituents independently 

selected from F, CN, OH, oxo, C1-3-alkyl and fluoro-C1-3-alkyl; 

or wherein two R37 when taken together with the nitrogen to which they are attached 

complete a 3- to 8-membered ring containing carbon atoms and optionally containing 1 or 2  

  



 

 

 

238 

 

heteroatoms selected from O, S or N, wherein the ring is unsubstituted or substituted with 1 

to 4 substituents independently selected from fluoro, OH, oxo, C1-4-alkyl and halo-C1-4-alkyl;  

R38 is selected from H, C1-3-alkyl and fluoro-C1-3-alkyl; 

X is an annelated saturated heterocycle selected from the group consisting of 

, , , , , (R35)n

N
R38

O
, 

 and ; 

Y is an annelated 5- or 6-membered carbocycle, an annelated 6-membered aryl or an 

annelated 6-membered heteroaryl containing 1 to 2 nitrogen atoms, wherein the carbocycle, 

aryl or heteroaryl is unsubstituted or substituted with 1 to 3 substituents selected from 

halogen, C1-3-alkyl and fluoro-C1-3-alkyl;  

Z is an annelated 6-membered cycle forming a heteroaryl containing 1 to 2 nitrogen atoms, 

wherein the heteroaryl is unsubstituted or substituted with 1 to 3 substituents selected from 

fluoro, C1-3-alkyl and fluoro-C1-3-alkyl; 

n is selected from 1 to 4. 

17. The compound according to any of claims 10 to 16 wherein R3 is selected from 

, , , , , , , , 

, , , . , , , 

, , , , , , 

, , , , ,  
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, 

N

S

O

O

HN CF3

, , , , 

, , , , , 

, , ,  and

S

O

O

HN CF3

.  

 

18. The compound according to any of claims 10 to 17 represented by Formula (1).  

 

19. The compound according to any of claims 10 to 18, wherein the compound is selected 

from 

N

S

O

N
H

O

HO

, , , 

N

S

O

N
H

S

NH

O
O

O

HO

, , ,  
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