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What is claimed is:

I. A compound according to Formula (I):

1

z R
\N/
RZ
~
N/ R®
)

wherein:

R' is H, -SO(C-Caalkyl), -CO(C)-Caalkyl), or (C,-Cialkyl);

R%is -SOR" or -SO,R?, wherein R? is an optionally substituted (C,-Cs)alkyl,
(C3-C-)cycloalkyl, 4-7 membered heterocycloalkyl, aryl, or heterdaryl group, wherein:

said (C,-Ce)alkyl is optionally substituted by one or tw@ groups each independently
sclected from the group consisting of cyano, hydroxyl, (C1-€s)alkoxy,
(C1-Colalkoxy(C,-Cealkoxy, -COzH, -CO,(C-Cylalkyl, £SO,(C,-Cy alkyl), -CONH,,
-CONH(C,-C4 alkyl), -NHC(=0)(C,-C4 alkyl), -CONAC,-C,4 alkyl)(C;-Cq alkyl),
-N(C;-C4 alkyl(C(=0)(C;-Cy4 alkyl)), -SO;NH,, -S0,NH(C;-C, alkyl), -NHSO,(C,-C4 alkyl),
-SO;N(C;-Cy alkyl)(Ci-Cq alkyl), - N(Ci-Cs4 alky1)(SO,(C,-C;4 alkyl)), amino,
(C,-C4 alkyl)amino-, (C;-C4 alkyl)(C,-C4 alkyl)amino-, C;-Cscycloalkyl, phenyl, 5-6 membered
heteroaryl, 9-10 membered heteroaryl, 4-7/membered heterocycloalkyl and
(phenyl)(C,-C4 alkyl)amino-, wherein s#id C;-Crcycloalkyl, phenyl,
(phenyl)(C;-Cs alkyl)amino-, 5-6 megfbered heteroaryl, 9-10 membered heteroaryl or 4-7
membered heterocycloalkyl is opt#onally substituted by 1-3 groups each independently selected
from the group consisting of hgtogen, -CF;, (C,-Cy)alkyl, hydroxy(C,-Cj)alkyl and
(C-Cy)alkoxy,

said (C3-Cy)cycloglkyl or 4-7 membered heterocycloalkyl is optionally substituted by 1-3
groups each independeAitly selected from the group consisting of halogen, -CF;, hydroxyl, amino,
(C1-Cy alkyl)amino (C-C; alkyl)(C,-C4 alkyl)amino-, (C-Cs)alkyl, phenyl(C,-C,)alkyl-,
hydroxy(C;-Cs)akkyl-, oxo, (C;-Cs)alkoxy, and (C,-Cy)alkoxy(C,-Cy)alkoxy-, and

and wherein said heteroary! is a 5-6 membered heteroaryl or a 9-10 membered heteroaryl,

ang’any of said 4-7 membered heterocycloalkyl contains one heteroatom selected from the group
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consisting of N, O and S, any of said 5-6 membered heteroaryl contains one heteroatom selectgd
from the group consisting of N, O and S and optionally further containing one or two nitrogén

atoms, and any of said 9-10 membered heteroaryl contains one heteroatom selected fro
group consisting of N, O and S and optionally further containing 1, 2 or 3 nitrogen at

R? is halogen, hydroxy, (Ci-Cyalkyl-, (C;-Cy)alkoxy-, halo(C-Cy)alkyl-,
halo(C;-Cy)alkoxy-, (C-Cylalkoxy(C-Ce)alkyl-, halo(C,-Cy)alkoxy(C;-Coalkyk,
(C1-Calalkoxy(C,-Colalkoxy-, halo(Ci-Cyalkoxy(C:-Ce)alkoxy-, hydroxy(C/Cs)alkyl-,
hydroxy(C;-Cs)alkoxy-, cyano(C;-Cy)alkyl-, cyano(Cz-Cs)alkoxy-, or (CsLs)cycloalkoxy-,
wherein the halo(C,-Cy)alkyl-, halo(C;-Cs)alkoxy-, halo(C,-Ca)alkoxy(;-Ce)alkyl-, or
halo(C,-Ca)alkoxy(C,-Cs)alkoxy- contains 2 or 3 halo atoms and whgfrein the (C3-Cg)cycloalkyl
moicty of the (C3-Cs)cycloalkoxy- group, is optionally substituted/by a group selected from the
group consisting of cyano, halo, hydroxyl, (C-Cs)alkoxy and (£ ,-Cs)alkoxy(C2-Cs)alkoxy;

Z is phenyl or aryl(C)-C)alkyl-, substituted by R*, B, R® and R”, whercin:

R is H, halogen, cyano, (C1-Cy)alkyl, halo(C-Csalkyl, (C,-Cs)alkoxy, phenoxy,
phenyl(C;-Cy)alkoxy, hydroxyl, hydroxy(C;-Cs)alkyl-/or aminocarbonyl, wherein the phenyl
moicty of said phenoxy or phenyl(C,-Cj)alkoxy- is fptionally substituted by 1-3 substituents
each independently selected from the group congfsting of halogen, -CF3, (C;-Cy)alkyl and
(Ci-Cy)alkoxy; and

each of R°, R® and R’is independenfy selected from the group consisting of H, hydroxyl,
halogen, -CF3, hydroxy(C;-C4)alkyl, (C£Cy)alkyl and (Cy-C,)alkoxy; or

Z is phenyl substituted by R® R’ and R", wherein:

R® and R? are located on agfacent atoms and taken together with the atoms to which they
are attached form a 5-membered heterocyclic group containing 1, 2 or 3 heteroatoms each
independently selected from the group consisting of N, O and S, which 5-membered heterocyclic
group is substituted by R/

wherein one of K"’ or R is H, halogen, cyano, (C-C4)alkyl, halo(C,-Cs)alkyl,
(Ci-Cy)alkoxy, phenodxy, phenyl(C,-Cs)alkoxy, hydroxyl, hydroxy(C;-C,)alkyl-, or
aminocarbonyl, where the phenyl moiety of said phenoxy or phenyl(C;-C4)alkoxy is optionally
substituted by
-CF3, (Ci-C4)alkyl and (C,-Cyalkoxy; and

thte other of R' or R is H, hydroxyl, halogen, halo(C;-Cyjalkyl, hydroxy(C-Cy)alkyl,

(Ci-CA)alkyl or (C,-Cy)alkoxy; or

-3 substituents cach independently selected from the group consisting of halogen,
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Z is pyrazolyl, having the formula: wherein:

R'? is methyl or trifluoromethy! (-CHz or -CFz);

R" is H, methyl, hydroxymethyl, or trifluoromethyl (-CHz, -CH,OH or ACF);

R is H or (C,-Ca)alkyl; or

R'?and R", taken together with the atoms to which they are attacjed, form a 6 membered
carbocyclic ring or heterocyclic ring substituted by R'® and R'®, wherejfi the heterocyclic ring
contains | nitrogen atom;

wherein R'? and R'® are each independently selected fronythe group consisting of H,
halogen, cyano, (C;-Cq)alkyl, halo(C;-Cy)alkyl, (C,-Cy)alkoxy, phenoxy, phenyl(C;-Cy)alkoxy,
hydroxyl, hydroxy(C;-Cs)alkyl-, and aminocarbonyl, whergin the phenyl moicty of said phenoxy
or phenyl(C;-Cy)alkoxy is optionally substituted by 1-3 gubstituents each independently selected
from the group consisting of halogen, -CF3, (Ci-C4)ajKkyl and (C,-Cy)alkoxy;

provided that the compound is not N-(4-chjoro-2-fluorophenyl)-7-methoxy-6-[(2-
methoxyethyl)sulfinyl]-4-quinolinamine or 3-[[/-bromo-6-(mcthylsulfonyl)-4-quinolinyl]amino]-
4-methyl-phenol;

or a salt thereof.

2. The compound or salt acgdrding to claim 1, wherein Z is phenyl, having the formula:

wherein:

R” is H, by ogen, -CFz, (C-Cy)alkyl or (C-Cq)alkoxy:

R”? is H/halogen, -CFs, (C-Cy)alkyl or (Ci-Cy)alkoxy;

R” igH, halogen, cyano, (C-Ca)alkyl, halo(C;-Cy)alkyl, (Ci-Cs)alkoxy, phenoxy,
phenyl(C£Cy)alkoxy, hydroxyl, hydroxy(C;-Cs)alkyl-, or aminocarbonyl, wherein the phenyl

moicty/of said phenoxy or phenyl(C-Cy)alkoxy- 1s optionally substituted by 1-3 substituents
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independently selected from the group consisting of halogen, -CF3, (C-Cs)alky! and
(C-Cy)alkoxy; and

R™ is hydroxyl, hydroxy(C;-Cq4)alkyl or (Ci-Cy)alkoxy.

3. The compound or salt according to claim I, wherein Z is 3-methoxy-4-ghloro-phenyl
or 2-methyl-5-(hydroxymethyl)-phenyl.

4. The compound or salt according to claim 1, wherein Z is benzgtfhiazolyl, optionally
substituted by lor 2 substituents cach independently selected from the group consisting of

halogen, (C-Cy)alkyl, -CFz and (C;-Cy)alkoxy.
5. The compound or salt according to claim 1, whereiyZ is benzothiazol-6-yl.

6. The compound or salt according to claim 1, whcrein Z is pyrazolyl, R'? is methyl or
trifluoromethyl, R is H, methyl, or trifluoromethyl, gfid R'* is H or methyl.

7. The compound or salt according to clgim 1, wherein Z is pyrazolyl, R and R" are
independently selected from the group consisting of methyl and trifluoromethyl, and R'* is H or

methyl.

8. The compound or salt accgrding to claim 1, wherein Z is pyrazolyl, R'? is methyl, R
is methyl or trifluoromethyl, and B'* is H.
9. The compound or/salt according to claim 1, wherein Z is pyrazolyl, substituted by R'2
and R" wherein R'? and K" are located on adjacent carbon atoms and taken together with the
atoms to which they ay€ attached form a 6 membered carbocyclic ring or heterocyclic ring
substituted by R afid R'O;
wherein X' is H, halogen, cyano, (C,-Cy)alkyl, -CF3, (C;-Cy)alkoxy, phenoxy,
phenyl(C-Cyalkoxy, hydroxyl, hydroxy(Ci-Cs)alkyl-, or aminocarbonyl, wherein the phenyl
moicty of gaid phenoxy or phenyl(C;-Ca)alkoxy is optionally substituted by 1-3 substitucnts cach
independently selected from the group consisting of halogen, -CF3, (C,-Cy)alkyl and
(C1-Zs)alkoxy; and

R' is H, hydroxyl, halogen, -CF3, hydroxy(C;-Cy)alkyl, (C1-Cyalkyl or (C-Cy)alkoxy.
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10. The compound or salt according to claim 1, wherein Z is an optionally substi
indazolyl or pyrazolo[3,4-b]pyridinyl group, where the Z group is optionally substitute
substituents cach independently sclected from the group consisting of chloro, fluoro,

methoxy.

11. The compound or salt according to claim 1, wherein Z is 4-chlopo-1H-indazol-3-yl,
5-chloro-1H-indazol-3-yl, 6-chloro-1H-indazol-3-yl, 7-chloro-1H-indazo)-3-yl, 5-fluoro-1H-
indazol-3-yl, 7-fluoro-1H-indazol-3-yl, 5-,7-difluoro-1H-indazol-3-yl,0,7-difluoro- 1 H-indazol-
3-yl, 5-methoxy-1H-indazol-3-yl or 5-fluoro-1H-pyrazolo[3.4-b]pyAdin-3-yl.

12. The compound or salt according to any one of clajfns 1-11, wherein R' is H.

13. The compound or salt according to any onc gf claims 1-12, wherein R”is -SOR®.

14. The compound or salt according to any’one of claims 1-12, whercin R? is or -SO,R".

15. The compound or salt according £o any one of claims 1-14, wherein R* is
(Ci-Co)alkyl, wherein said (C,-Ce)alkyl is/optionally substituted by lor 2 substituents each
independently selected from the group £onsisting of hydroxyl, (C;-Cy)alkoxy,
(C-Cy)alkoxy(C,-Cy)alkoxy-, aming, (C-C4 alkyl)amino-, (Cy-Cy alkyl)(C;-C4 alkyl)amino-,
(phenyl)(C;-C4 alkyl)amino-, -C@Q,(C,-Cy)alkyl, -CONH,, -SO,(C,-Cs)alkyl, and a
Cs-Cgcycloalkyl, phenyl, 4-6-piembered heterocycloalkyl, 5-6-membered heteroaryl, or
9-10-membered heteroaryl Avhere said Ci-Cscycloalkyl, phenyl, 4-6-membered heterocycloalkyl,
5-6-membered heteroaryf, or 9-10-membered heteroaryl is optionally substituted by 1-3 groups
each independently s¢fected from the group consisting of halogen, -CFz, hydroxyl, amino,

(C1-Cy)alkyl, phenfl(C1-Cy)alkyl-, hydroxy(C -Cy)alkyl- and (C,-Cy)alkoxy.

16.
(C-Cq)alilyl wherein said (Ci-Ca)alkyl is optionally substituted by a substituent sclected from the

¢ compound or salt according to any one of claims 1-14, wherein R" is

group Zonsisting of hydroxyl, (C,-C;)alkoxy, (C;-Cy)alkoxy(C,-C;s)alkoxy-, amino,
3 alkyl)amino-, and (C;-C; alkyl)(C,-C; alkyl)amino-.
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17. The compound or salt according to any one of claims 1-14, whercin R* is
C;-Coeycloalkyl, 4-6-membered heterocycloalkyl, 5-6-membered heteroaryl or phenyl, witerein
said C3-Cecycloalkyl, 4-6-membered heterocycloalkyl, 5-6-membered heteroaryl or phghyl is
optionally substituted by 1-3 groups each independently selected from the group copbisti
halogen, -CF;, hydroxyl, amino, (C,-Cs)alkyl, phenyl(C;-Cs)alkyl-, hydroxy(Ci-¢4)alkyl- and
(C;-Cy)alkoxy.

18. The compound or salt according to any one of claims 1-14, ytherein R* is
Cs-Cocycloalkyl, 4-6-membered heterocycloalkyl, 5-6-membered hetgroaryl or phenyl, wherein:

said Cz:-Cescycloalkyl is optionally substituted by lor 2 subgfituents each independently
selected from the group consisting of hydroxyl, (C,-Cy4)alkyl, (¢-C)alkoxy,
(C1-Cy)alkoxy(C,-Calalkoxy-, amino, (C,-Cs alkyl)amino-, :
(Cy-Cs alkyl)(C,-C; alkyl)amino-,

said 4-6-membered heterocycloalkyl is optionaly substituted by 1 or 2 groups
independently sclected from the group consisting of{C;-Cy)alkyl or benzyl, wherein the 4-6
membered heterocycloalkyl contains onc heterogtom sclected from the group consisting of N, O
and S,

said 5-6-membered heteroaryl is opfionally substituted by (C;-Cq)alkyl or
hydroxy(C,-Cs)alkyl, wherein the 5-6 mémbered heteroaryl contains one heteroatom selected
from the group consisting of N, O and'S or contains one nitrogen atom and a second one
heteroatom selected from the groyp consisting of N, O and S optionally contains additional

heteroatom nitrogen atom, and

said phenyl is optiongily substituted by amino.

19. The compglind or salt according to any on¢ of claims 1-14, wherein R? is
(C1-Cq)alkyl, tetrahydrofuranyl, tetrahydropyranyl or piperidinyl, wherein:

said (C-Z4)alkyl is optionally substituted by a substituent selected from the group
consisting of ffydroxyl, (C;-Cs)alkoxy, (C;-C»)alkoxy(C,-C:)alkoxy-, amino,
(C1-Cs alkyl)amino-, (C;-C; alkyl)(C;-C; alkyl)amino-, and a C:-Cgeycloalkyl (optionally
substituged by (Ci-Cy)alkyl or hydroxy(C-Cy)alkyl), and
said tetrahydrofuranyl, tetrahydropyrany! or piperidinyl is optionally substituted by 1 or 2
grgups independently sclected from the group consisting of halogen, -CF3, hydroxyl, amino,
C1-Cylalkyl, phenyl(C;-Cs)alkyl-, hydroxy(C;-Cy)alkyl- and (C,-Cy)alkoxy.
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20. The compound or salt according to any one of claims 1-14, wherein R" is an
unsubstituted (C;-Cy)alkyl or a (C,-Cj)alkyl substituted by one substituent selected fro

group consisting of hydroxyl, (C;-Cy)alkoxy, and (C,-C;)alkoxy(C,-Cs)alkoxy-.

21. The compound or salt according to any one of claims 1-14, wherei
tetrahydropyranyl, wherein the tetrahydropyranyl group is optionally substitgted by | or 2
independently selected (C,-Cy)alkyl groups.

22. The compound or salt according to any one of claims 1-/4, wherein R" is -CH3,
-CH(CHa),, -C(CHa)3, -CH,CH,0H, -C(CH;),CH,0H, -CH,CHOCH3, tetrahydro-2H-
pyran-4-yl, 2,2-dimethyltetrahydro-2 H-pyran-4-yl, 4-methyltgfrahydro-2 H-pyran-4-yl, (3R,4R)-
3-methyltetrahydro-2 H-pyran-4-yl, or (2R,6S)-2,6-dimethyitetrahydro-2 H-pyran-4-yl.

23. The compound or salt according to any offc of claims 1-22, wherein R” is halogen,
hydroxy, (C,;-Cs)alkyl-, halo(C,-Cs)alkyl-, (C,-Cylalkoxy-, halo(Ci-Cs)alkoxy-,
(C1-Cy)alkoxy(Ci-Ce)alkyl-, (C,-Cy)alkoxy(Cy/Ls)alkoxy-, hydroxy(C;-Cy)alkyl-, or
hydroxy(C,-Ce)alkoxy-.

24. The compound or salt accofding to any one of claims 1-22, wherein R* is halogen,
hydroxy, (C;-Cs)alkyl-, halo(C;-Cy)alkyl-, (Ci-Cz)alkoxy-, (C;-Cs)alkoxy(C;-Cs)alkyl-,
(C-Cy)alkoxy(C,-Cs)alkoxy-, hydroxy(C,-Cs)alkyl-, or hydroxy(C,-C;)alkoxy-.

25. The compoung/or salt according to any one of claims 1-22, wherein R? is chloro,
bromo, methyl, ethyl, tzifluoromethyl, hydroxy, methoxy, difluoromethoxy, cthoxy, or

2-hydroxyethoxy-.

26. THe compound or salt according to any one of claims 1-11, wherein R'isH; R%is
-SOR?, or
(Ci-Cy4
hydpoxyl, (C,-Cz)alkoxy, (Cy-C:)alkoxy(C,-Cz)alkoxy-, amino, (C,-C: alkyl)amino-, and

O,R?, and R* is (C;-Cylalkyl or a 5-6-membered heterocycloalkyl, wherein said

lkyl is optionally substituted by a substituent selected from the group consisting of

1-C; alkyl)(C,-C; alkyl)amino-, and said 5-6-membered heterocycloalkyl is optionally
substituted by 1 or 2 independently selected (C;-Cs)alkyl groups, wherein the 5-6 membered
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heterocycloalkyl group contains 1 heteroatom selected from the group consisting of N, O and
and R’ is halogen, hydroxy, (C,-C3)alkyl-, halo(C)-C)alkyl-, (C)-C3)alkoxy-,

(C-Csalkoxy(C-Cs)alkyl-, (Ci-Cs)alkoxy(C,-Cs)alkoxy-, hydroxy(C;-Cs)alkyl-, or
hydroxy(C»-Cs)alkoxy-.

-CH,CH,OCH,, tetrahydro-2 H-pyran-4-yl, 2,2-dimethyltetrahydro-2 H-pypén-4-yl, 4-
methyltetrahydro-2 A-pyran-4-yl, (3R,4R)-3-methyltetrahydro-2 H-pyrapt4-yl, or (2R,48,65)-2,6-
dimethyltetrahydro-2H-pyran-4-yl; and R* is chloro, bromo, methyl,£thyl, trifluoromethyl,

hydroxy, mecthoxy, difluoromethoxy, cthoxy, or 2-hydroxycthoxy

28. A compound which is:
6-(tert-butylsulfonyl)-N-(4,5-dimethyl- 1 H-pyrazol-3-yl)-#~-methoxyquinolin-4-amine;
N-(4.5-dimethyl- 1 H-pyrazol-3-yl)-7-(mcthyloxy)-6-(tcfrahydro-2 H-pyran-4-ylsulfinyl)-4-

quinolinamine;
6-[(1,1-dimethylethyl)sulfinyl]-N-(4,5-dimethyl/l H-pyrazol-3-yl)-7-(methyloxy)-4-

quinolinamine;
2-((4-((4,5-dimethyl-1H-pyrazol-3-yl)ami

1-ol;

)-7-methoxyquinolin-6-yl)sulfonyl)-2-methylpropan-

N-(4,5-dimethyl-1H-pyrazol-3-yl)-7-phethoxy-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-
aming;

2-((4-((4,5-dimethyl-1 H-pyrazo}f3-yl)amino)-7-methylquinolin-6-yl)sulfonyl)ethanol;

N-(4,5-dimethyl-1H-pyrazol-F-y1)-6-((2,2-dimethyltetrahydro-2 H-pyran-4-yl)sulfonyl)-7-
mcthoxyquinolin-4Aminc;

N-(4,5-dimethyl-1H-p
yl)sulfonyl)qufnolin-4-aming;

N-(4,5-dimethyl-1

N-(4,5-dimethy}/1 H-pyrazol-3-yl)-7-methoxy-6-(((3R,4R)-3-methyltetrahydro-2 H-pyran-4-

zol-3-yl)-7-methoxy-6-((4-methyltetrahydro-2 H-pyran-4-
-pyrazol-3-yl)-7-methoxy-6-((2-methoxycthyl)sulfonyl)quinolin-4-aminc;

yhsulfonyl)quinolin-4-aminc;
N-(4,5-dimCthyl-1H-pyrazol-3-y1)-6-(((2R,6S)-2.6-dimethyltetrahydro-2H-pyran-4-yhsulfonyl)-7-
ethoxyquinolin-4-amine;

-butylsulfonyl)-N-(5-fluoro-1H-pyrazolo[3,4-b]pyridin-3-yl)-7-methoxyquinolin-4-amine;
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N-[4-chloro-3-(methyloxy)phenyl]-6-[(1,1-dimethyl ethyl)sulfonyl]-7-(methyloxy)-4-
quinolinamine;
N-[4-chloro-3-(methyloxy)phenyl]-7-(methyloxy)-6-(tetrahydro-2 H-pyran-4-ylsulfonyl
quinolinamine;
N-1,3-benzothiazol-5-yl-7-(methyloxy)-6-(tetrahydro-2 H-pyran-4-ylsulfonyl)-4-gdinolinamine;
2-{[4-{[4-chloro-3-(methyloxy)phenyl] amino}-7-(methyloxy)-6-quinolinyl]suffonyl}ethanol;
N-(5-fluoro-1 H-indazol-3-yl)-7-(methyloxy)-6-(tetrahydro-2 H-pyran-4-ylsufonyl)-4-
quinolinamine;
2-{[4-[(4,5-dimethyl-1H-pyrazol-3-yl)amino]-7-(methyloxy)-6-quinolifyl]sulfonyl} ethanol;
N-[4-chloro-3-(methyloxy)phenyl]-6-[(1-methylethyl) sulfonyl]-7-(pethyloxy)-4-quinolinamine;
N-1,3-benzothiazol-5-yl-6-[(1-methylethyl) sulfonyl]-7-(methylo,

N-(4,5-dimethyl-1H-pyrazol-3-yl)-6-[(1-methylcthyl) sulfony

y)-4-quinolinaminc;
£7-(methyloxy)-4-quinolinaming;
N-(5-fluoro-1H-indazol-3-y1)-6-[(1-methylethyl) sulfonyl]-7/~(methyloxy)-4-quinolinamine;
2-1{[4-(1,3-benzothiazol-5-ylamino)-7-(methyloxy)-6-quidolinylJsulfonyl} ethanol;
6-(isopropylsulfonyl)-7-methoxy-N-(4-methyl-5-(triflworomethyl)- 1 H-pyrazol-3-yl)quinolin-4-
aming;
6-(tert-butylsulfonyl)-7-methoxy-N-(4-methyl-5Atrifluoromethyl)- 1 H-pyrazol-3-yl)quinolin-4-
amine;
6-(tert-butylsulfonyl)-N-(4,5-dimethyl-1H-
6-(rert-butylsulfonyl)-7-ethoxy-N-(5-flugro-1 H-indazol-3-yl)quinolin-4-amine;
7-chloro-N-(4,5-dimethyl- 1 H-pyrazo)

yrazol-3-yl)-7-ethoxyquinolin-4-amine;

-yD)-6-((tetrahydro-2 H-pyran-4-yl) sulfonyl)quinolin-4-
amine;
N-(4,5-dimethyl-1H-pyrazol-3-

aming;

)-7-methyl-6-((tetrahydro-2 H-pyran-4-yl) sulfonyl)quinolin-4-

7-chloro-N-(5-fluoro- 1 H-ifdazol-3-yl)-6-({tctrahydro-2 H-pyran-4-yl) sulfonyl)quinolin-4-aminc;
N-(5-fluoro-1H-indazol
N-(5-fluoro-1H-inda

-yl)-7-methyl-6-((tetrahydro-2 H-pyran-4-yl) sulfonyl)quinolin-4-amine;
1-3-y1)-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)-7-(trifluoromethyl) quinolin-

6 Atert-butylsulfonyl)-7-ethyl-N-(5-fluoro- 1 H-indazol-3-yl)quinolin-4-amine;

-(5-fluoro-1H-indazol-3-yl)-6-(isopropylsulfonyl)-7-methylquinolin-4-amine;
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N-(4,5-dimethyl-1H-pyrazol-3-yl)-6-(isopropylsulfonyl)-7-methylquinolin-4-amine;
6-(tert-butylsulfonyl)-N-(4,5-dimethyl- 1 H-pyrazol-3-yl)-7-cthylquinolin-4-amine;
7-ethyl-N-(5-fluoro- | H-indazol-3-yl)-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl}quinolin-
N-(4,5-dimethyl-1H-pyrazol-3-yl)-7-cthyl-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)qus

amine;

aming;
6-(tert-butylsulfony!)-N-(7-fluoro- 1 H-indazol-3-yl)-7-methoxyquinglin-4-aminc;
6-(tert-butylsulfonyl)-N-(5,7-difluoro- 1 H-indazol-3-yl)-7-metho¥$quinolin-4-amine;
6-(tert-butylsulfonyl)-N-(6,7-difluoro- 1 H-indazol-3-yl)-7-methoxyquinolin-4-aminc;
6-(tert-butylsulfonyl)-N-(7-chloro-1H-indazol-3-yl)-7-methgxyquinolin-4-amine;
6-(tert-butylsulfonyl)-7-methoxy-N-(5-methoxy-1H-indgZol-3-yl)quinolin-4-amine;
6-(tert-butylsulfony!)-N-(7-fluoro-1 H-indazol-3-yl)-7-fethylquinolin-4-amine;
6-(tert-butylsulfonyl)-N-(5,7-difluoro-1H-indazol-34yl)-7-methylquinolin-4-amine;
6-(tert-butylsulfonyl)-N-(5-methoxy-1H-indazol/3-yl)-7-methylquinolin-4-amine;
6-(tert-butylsulfonyl)-N-(6,7-difluoro-1 H-indgzol-3-yl)-7-methylquinolin-4-amine;
6-(tert-butylsulfonyl)-N~(7-chloro- 1 H-indaZol-3-yl)-7-methylquinolin-4-amine;
7-methoxy-N-(4-methyl-5-(trifluoromethyl)-1 H-pyrazol-3-yl)-6-((tetrahydro-2 H-pyran-4-
yl)sulfonyl)quinolin-4-amine;
N-(3,7-difluoro-1H-indazol-3-yl)-#methoxy-6-((tctrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-
aming;
N-(4-chloro-1H-indazol-3-yl ¥7-methoxy-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-
aminge,
N-(6-chloro-1H-indazo

amine;

N-(6,7-difluoro-1

-yl)-7-methoxy-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-

“indazol-3-yl)-7-methoxy-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-
aming;

7-methoxy-N£(5-methoxy-1H-indazol-3-yl)-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-

N-(5-cfloro-1H-indazol-3-yl)-7-methoxy-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-

amine;

(7-chloro-1H-indazol-3-yl)-7-methoxy-6-((4-methyltetrahydro-2 H-pyran-4-

yDsulfonyl)quinolin-4-amine;
- 103 -




WO 2012/122011 PCT/US2012/027439

N-1,3-benzothiazol-5-yl-6-(methylsulfonyl)-4-quinolinamine;

7-bromo-N-(4,5-dimethyl- 1 H-pyrazol-3-yl)-6-((tetrahydro-2 H-pyran-4-yl)sulfonyl)quinoli
amine;

7-bromo-6-(tert-butylsulfonyl)-N-(4,5-dimethyl-1 H-pyrazol-3-yl)quinolin-4-amine;

7-bromo-N-(4-methyl-5-(trifluoromethyl)-1 H-pyrazol-3-yl)-6-((tetrahydro-2 H-pyr:
yDsulfonyl)quinolin-4-amine;

7-bromo-N-(4,5-dimethyl-1H-pyrazol-3-yl)-6-(isopropylsulfonyl)quinolin-4-:

7-bromo-N-(5-fluoro-1H-indazol-3-yl)-6-(isopropylsulfonyl)quinolin-4-amy

6-~(tert-butylsulfonyl)-7-(difluoromethoxy)-N-(4,5-dimethyl-1 ;

(3-((6-(tert-butylsulfonyl)-7-methoxyquinolin-4-yl)dmino)-4-methyl- 1 H-pyrazol-5-yl)methanol;

yl)sulfonyl)quinolin-4-amine;
N-(5-fluoro-1H-indazol-3-yl)-7-methyl-6-(f4-methyltetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-

4-amine;
N-(4,5-dimethyl-1H-pyrazol-3-yl)-7-¢

yDsulfonyl)quinolin-4-ami

yl-6-((4-methyltetrahydro-2 H-pyran-4-

7-ethyl-N-(5-fluoro- 1 H-indazol-2-yl)-6-((4-methyltetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-4-
armine,

N-(7-chloro- 1 H-indazol-3-y1)-7-methyl-6-((4-methyltetrahydro-2 H-pyran-4-yl)sulfonyl)quinolin-

4-aminc;

or a salt thereof,

29. A copfipound which is 6-(tert-butylsulfonyl)-N-(4,5-dimethyl- 1 H-pyrazol-3-yl)-7-

methoxyquingfin-4-amine or a pharmaceutically acceptable salt thereof,

. A pharmaceutical composition comprising the compound according to any one of
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31. A method inhibiting RIP2 kinase which comprises contacting a cell with the

compound or salt according to any one of claims 1-29.

32. A method of treating a RIP2 kinase-mediated disease or disorder whiclf'comprises
administering a therapeutically effective amount of the compound according to gy one of claims

1-29, or a pharmaceutically acceptable salt thereof, to a human in need thercof.

33. A pharmaceutical composition for the treatment of a RIP2 kihase-mediated discase or
disorder, said composition comprising the compound according to ang one of claims 1-29, or a

pharmaceutically acceptable salt thercof, and a pharmacecutically g€ceptable excipient.

34. A compound according to any one of claims 1-29, or a pharmaccutically acceptable

salt thercof, for use in therapy.

35. A compound according to any one of clfms 1-29, or a pharmaccutically acceptable

salt thereof, for use in the treatment of a RIP2 kinAse-mediated disease or disorder.

36. The use of a compound accordifg to any one of claims 1-29, or a pharmaceutically

acceptable salt thereof, in the manufactuye of a medicament for use in the treatment of a RIP2

kinase-mediated disecase or disorder.
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CLAIMS

1. A compound according to Formula (I):
1
Z R
RZ
AN
~ R3
N M
wherein:

R'is H, -SO,(C;-Cialkyl), -CO(C,-Cjalkyl), or (C;-Cjalkyl);

R?is -SOR® or -SO,R?, wherein R? is an optionally substituted (C;-Cg)alkyl,
(C3-Cy)cycloalkyl, 4-7 membered heterocycloalkyl, aryl, or heteroaryl group, wherein:

said (C;-Ce)alkyl is optionally substituted by one or two groups each independently
selected from the group consisting of cyano, hydroxyl, (C;-Ce)alkoxy,
(C1-Ce)alkoxy(C,-Ce)alkoxy, -CO,H, -CO,(C;-Cy)alkyl, -SO,(C;-C4 alkyl), -CONH,,
-CONH(C,-C4 alkyl), -NHC(=0)(C,;-C; alkyl), -CON(C;-C4 alkyl)(C,-Cy alkyl),
-N(C;-C4 alkyl)(C(=0)(C,-Cy4 alkyl)), -SO,NH,, -SO,NH(C,-C; alkyl), -NHSO,(C;-C4 alkyl),
-SO;N(C1-Cy4 alkyl)(C;-Cy alkyl), - N(C;-Cy4 alkyl)(SO,(Ci-Cy alkyl)), amino,
(C1-C4 alkyl)amino-, (C;-C4 alkyl)(C,-C4 alkyl)amino-, C;-Crcycloalkyl, phenyl, 5-6 membered
heteroaryl, 9-10 membered heteroaryl, 4-7 membered heterocycloalkyl and
(phenyl)(C,-C4 alkyl)amino-, wherein said Cs;-C;cycloalkyl, phenyl,
(phenyl)(C;-C4 alkyl)amino-, 5-6 membered heteroaryl, 9-10 membered heteroaryl or 4-7
membered heterocycloalkyl is optionally substituted by 1-3 groups each independently selected
from the group consisting of halogen, -CF3, (C,-Cg)alkyl, hydroxy(C,-C4)alkyl and
(C;-Cy)alkoxy,

said (C3-Cy)cycloalkyl or 4-7 membered heterocycloalkyl is optionally substituted by 1-3
groups each independently selected from the group consisting of halogen, -CF3, hydroxyl, amino,
(C1-C4 alkyl)amino-, (C;-Cy alkyl)(C;-C4 alkyl)amino-, (C,-Cs)alkyl, phenyl(C;-C4)alkyl-,
hydroxy(Ci-Cg)alkyl-, oxo, (C;-Cs)alkoxy, and (C;-Cs)alkoxy(C,-Cq)alkoxy-, and
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said aryl or heteroaryl is optionally substituted by 1-3 groups each independently selected
from the group consisting of halogen, -CFs, hydroxyl, amino, (C;-C4)alkyl, phenyl(C;-Cy)alkyl-,
hydroxy(C;-Cy)alkyl- and (C;-Cs)alkoxy,

and wherein said heteroaryl is a 5-6 membered heteroaryl or a 9-10 membered heteroaryl,
and any of said 4-7 membered heterocycloalkyl contains one heteroatom selected from the group
consisting of N, O and S, any of said 5-6 membered heteroaryl contains one heteroatom selected
from the group consisting of N, O and S and optionally further containing one or two nitrogen
atoms, and any of said 9-10 membered heteroaryl contains one heteroatom selected from the
group consisting of N, O and S and optionally further containing 1, 2 or 3 nitrogen atoms;

R’ is halogen, hydroxy, (Ci-Cs)alkoxy-, halo(C,-Cy)alkyl-, halo(C,-Cy4)alkoxy-,
(C1-Cy)alkoxy(C;-Ce)alkyl-, halo(C;-Cy)alkoxy(C,-Ce)alkyl-, (Ci-Cyg)alkoxy(C,-Cg)alkoxy-,
halo(C;-C4)alkoxy(C,-Cs)alkoxy-, hydroxy(C,-Cs)alkyl-, hydroxy(C,-Cg)alkoxy-,
cyano(C;-Cy)alkyl-, cyano(C;-Ce)alkoxy-, or (C;3-Cs)cycloalkoxy-, wherein the halo(C;-Cy)alkyl-
, halo(C,-Cy)alkoxy-, halo(C-Cs)alkoxy(C,-Cy)alkyl-, or halo(C,-Cy)alkoxy(C,-Cg)alkoxy-
contains 2 or 3 halo atoms and wherein the (C3-Cg)cycloalkyl moiety of the (C3-Cg)cycloalkoxy-
group, is optionally substituted by a group selected from the group consisting of cyano, halo,
hydroxyl, (C,-C¢)alkoxy and (C,-Cs)alkoxy(C,-Cs)alkoxy;

R™

N

Z is pyrazolyl, having the formula: wherein:

R'? is methyl or trifluoromethyl (-CH; or -CF3);

R" is H, methyl, hydroxymethyl, or trifluoromethyl (-CHj;, -CH,OH or -CF3);

R"“isHor (Cy-Cy)alkyl; or

R'? and R", taken together with the atoms to which they are attached, form a 6
membered carbocyclic ring or heterocyclic ring substituted by R'> and R'®, wherein the
heterocyclic ring contains 1 nitrogen atom,;

wherein R'® and R'® are each independently selected from the group consisting of H,
halogen, cyano, (C;-Cy)alkyl, halo(C;-Cy)alkyl, (C;-Cs)alkoxy, phenoxy, phenyl(C;-C,)alkoxy,
hydroxyl, hydroxy(C;-Cs)alkyl-, and aminocarbonyl, wherein the phenyl moiety of said phenoxy
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or phenyl(C;-Cy)alkoxy is optionally substituted by 1-3 substituents each independently selected
from the group consisting of halogen, -CF;, (C;-Cg)alkyl and (C;-Cy4)alkoxy;

or a salt thereof.

2. The compound or salt according to claim 1, wherein R' is H.
3. The compound or salt according to claim 1, wherein R? is -SO,R®.
4, The compound, or salt thereof, according to claim 1, wherein the salt is a

pharmaceutically acceptable salt of said compound.

5. A compound which is:

N—-NH
l/
O 0 HN
N

Xsm

~
O N

|

or a pharmaceutically acceptable salt thereof.

6. A pharmaceutical composition comprising the compound, or pharmaceutically

acceptable salt thereof, according to claim 4, and a pharmaceutically acceptable excipient.

7. A pharmaceutical composition comprising the compound, or pharmaceutically

acceptable salt thereof, according to claim 5, and a pharmaceutically acceptable excipient.
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