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We Claim: 

1. 	A compound selected from Formula I: 
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or stereoisomers, tautomers, or pharmaceutically acceptable .alts thereof, wherein: 

RI  is H, D, F, Cl, CN, -NH2, -NHCH3, -N(CH3)2, -OH 	OCH3, -OCH2CH3, - 

OCH,CH2OH, heteroaryl selected from imidazolyl and pyraz 	yl, heterocyclyl selected from 

oxetanyl and azetidinyl, and C1-C3  alkyl; 

R2, R3  and R4  are independently selected from . , D, F, Cl, -NH2, -NHCH3, -N(CH3)2,  - 

OH, -OCH3, -OCH2CH3, -OCH2CH2OH, and C1  " 3  alkyl; 

R5  is optionally substituted C6-C20 aryl, tv 3-C12 carbocyclyl, C2-C20 heterocyclyl, C1-C20 

heteroaryl, -(C6-C20 aryl)-(C2-C20 heterocy,  yl), -(C1-C20 heteroaryl)-(C2-C2o heterocyclyl), - 

(C1-C20  heteroaryl)-(C1-C6 alkyl), or -( 	-C20 heteroaryl)-C(=O)-(C2-C2o heterocyclyl); 

R6  is H, F, -NH2, -OH, or opti' 	ally substituted C1-C3  alkyl; 

X is S, S(=O), S(=0)2, N, N' , 0, or CR7; 

R7  is independently sele 	-d from H, D, F, Cl, -CH3, -CH2CH3, -CN, -CH2F, -CHF2, - 

CF3, -NH2, -OH, and -OC . 

Y1  and Y2  are ind- iendently selected from CR6  and N; 

Z1, Z2, Z3, and 	are independently selected from C, CR7, and N; 

Z5  is selec e,  from -C(R3)2-, -C(=0)-, -N(R6)-, -C(R3)2C(R3)2-, -C(R3)2C(=O)-, - 

CR3=CR3-, -C' =N-, -N(R6)C(R3)2- , -N(R6)C(R3)2C(R3)2- , and -0C(R3)2C(R3)2- ; 

one o 	1  and Z2, or X and Zi, where X is not S, S(=O), or S(=0)2, forms a five-, six-, or 

seven-me ' Dered aryl, carbocyclyl, heterocyclyl or heteroaryl ring; 

here alkyl, carbocyclyl, heterocyclyl, aryl, and heteroaryl are optionally substituted with 

one r more groups independently selected from D, F, Cl, Br, I, -CH3, -CH2CH3, - 
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CH2CH(CH3)2, -CH2OH, -CH2CH2OH, -C(CH3)20H, -CH(OH)CH(CH3)2, -C(CH3)2CH10 

-CH2CH2S 02CH3, -CH2OP(0)(OH)2, -CN, -CH2F, -CHF2, -CF3, -CO2H, -COCH3, - 

CO2CH3, -CO2C (CH3)3, -COCH(OH)CH3, -CONH2, -CONHCH3, -CON (CH3)2, - 

C(CH3)2CONH2, -NO2, -NH2, -NHCH3, -N(CH3)2, -NHCOCH3, -N(CH3)COCH3  - 

NHS (0)2CH3, -N(CH3)C(CH3)2CONH2, -N(CH3)CH2CH2S (0)2CH3, =0, -OH, 	• CH3, - 

OCH2CH2N(CH3)2, -0P(0)(011)2, -S (0)2N (CH3)2, -SCH3, -CH2OCH3, -S ( I 2CH3, 

cyclopropyl, azetidinyl, 1-methylazetidin-3-yl)oxy, N-methyl-N-oxetan-3- 	amino, azetidin-1- 

ylmethyl, oxetanyl, and morpholino. 

2. The compound of claim 1 selected from Formulas 	-c: 
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3. The col r found of claim 1 selected from Formulas Id-f: 
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4. 	The compound of claim 1 selected fro P Formulas Ig-n: 
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5. 	The compound of claim 1 selected fro 	ormulas Io-t: 
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6. The compound of claim 1 selected from Formulas Iu-z: 
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7. The compound of 	.im 1 where Z1  and Z2  forms a five-, six-, or seven -membered 

aryl, carbocyclyl, heterocyclyl heteroaryl ring, and selected from Formulas Iaa-ap: 
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8. 	The ompound of claim 1 where X and Z1, and X is not S, forms a five-, six-, or 

seven-membere,  aryl, carbocyclyl, heterocyclyl or heteroaryl ring, and selected from Formulas 

Iaq-bf: 
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9. 	T 	compound of claim 1 where the group: 

Ibf 

/Iz2 	---- Z5
) z, 

..-_.-----7:,,,,,,,.N,,
,,,,,, 

 

0 
forms the structures: 

465 



WO 2011/140488 
	

PCT/US2011/035596 

N'''''.  41 	N"----  
/ 	

N\, 
0 

,/ 	N, 

0 

-.15S / 

it 

0 

 q_,,, 
N---  

0 

0 	N.---,.., 
4110 IN  ,.--* 	N.-,./ 

0 

111 N 
• ilk 	N 

N',,is 

• 
N Ilr, N 

•
NON 

,---  
,--- 	N,,

sscs 
 

0 F 0 

Ilk •  N-N)  
,-, 	N 

• 0 
, 

0 

466 



WO 2011/140488 	 PCT/US2011/035596 

N--..,./-k-,,N 	N--..,..,.---- 	 N-.....,/\ NH 
1 \ 	1 	I N 1 	

N,„, N 	
\ 

..,,sss, 	 ,„,sss, 

0 	
sss.
, 

0 

lel 

0 

O.lihin 

/ 	NH / 	NH 
1 	

/ 

N 	ss ....,.
ss 

 N -..,ssss  

0 

where the wavy line indicates the site of attachment. 

10. The compound of claims 1 to 8 wherein R' • 	R3, and R4  are each H. 

11. The compound of claim 1 

and —CF3. 

wherein R 	s selected from F, —CH3, —CH2F, —CHF2, 

12. The compound of claims 1 •• 8 wherein R1  is —CH2OH. 

13. The compound of cl 	s 1 to 8 wherein R3  is F. 

14. The compouno •f claims 1 

and R3  is F. 

to 8 wherein RI  is —CH2OH, R2  and R4  are each H, 

15. The c 	pound of claims 1 

selected from ph- yl and naphthyl. 

16. The compound of claims 1 

to 8 wherein R5  is optionally substituted C6—C20  aryl 

to 8 wherein R5  is optionally substituted C3—C12  

carbocy' yl selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, and cycloheptyl. 
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17. The compound of claims 1 to 8 wherein R5  is optionally substituted C2—C2o 

heterocyclyl selected from oxetanyl, azetidinyl, pyrrolidinyl, tetrahydrofuryl, piperidinyl, 

piperazinyl, morpholinyl, and tetrahydropyranyl. 

18. The compound of claims 1 to 8 wherein R5  is optionally substitute. 	i —C20 

heteroaryl selected from pyrazolyl, pyridinyl, pyrimidinyl, 5-methy1-4,5,6,7- 

tetrahydropyrazolo[1,5-a]pyrazin-2-yl, 5-acetyl-4,5,6,7-tetrahydropyrazolo 	,5-a]pyrazin-2-yl, 

6,7-dihydro-4H-pyrazolo[5,1-c][1,4]oxazin-2-yl, and 1-methyl-5-(5-(4- 	thylpiperazin-l-

yl)pyridin-2-yl. 

19. The compound of claim 18 wherein R5  is substit ed with one or more groups 

selected from F, Cl, —CH3, cyclopropyl, azetidinyl, oxetanyl . nd morpholino. 

20. The compound of claims 1 to 8 wherei 	' 	is selected from the structures: 
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where the wavy line indica 	the site of attachment. 

21. The compoun' of claims 1 to 8 wherein R6  is H. 

22. The co , sound of claim 1 wherein X is S. 

23. , - compound of claim 1 wherein X is N. 

24. The compound of claim 1 wherein X is CR7. 

25. The compound of claim 1 wherein Y1  is CR6  and Y2  is N. 

469 



WO 2011/140488 
	

PCT/US2011/035596 

26. The compound of claim 1 wherein Yi  is N and Y2  is CR6. 

27. The compound of claim 1 wherein Y1  and Y2  are each CR6. 

28. The compound of claim 1 selected from: 

2-(2-methy1-3-(5-(5-methyl-4,5,6,7-tetrahydropyrazolo[1,5-a]pyrazi • 	-ylamino)-6-oxo- 

1,6-dihydropyridazin-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a].  do1-1(2H)-one; 

2-(2-methy1-3-(5-(5-methy1-4,5,6,7-tetrahydropyrazolo[1,5-a] 	razin-2-ylamino)-6-oxo- 

1,6-dihydropyridazin-3-yl)pheny1)-3,4-dihydropyrazino[1,2-a]indo 	1(211)-one; 

4- { 2-Methy1-341-methy1-5-( I 5-methy1-4H,5H,6H,7H-p 	azolo[1,5-a]pyrazin-2- 

yllamino)-6-oxo-1,6-dihydropyridazin-3-yllphenyll-7-thia- 	zatricyclo[6.4.0.02'6]dodeca- 

1(8),2(6),9,11-tetraen-5-one; 

542-(Hydroxymethyl)-3-[1-methy1-6-oxo-5-(p 	midin-4-ylamino)-1,6-dihydropyridin- 

3-yl]pheny1]-8-thia-5-azatricyclo[7.4.0.02'7]trideca- 	9),2(7)-dien-6-one; 

10[2-(Hydroxymethyl)-341-methyl-6- 	• -5-(pyrimidin-4-ylamino)-1,6-dihydropyridin- 

3-yl]pheny1]-4,4-dimethy1-7-thia-10-azatricy 	• [6.4.0.02,6]dodeca-1(8),2(6)-dien-9-one; 

2-(3-(5-(5-cyclopropy1-1H-pyrazol 	-ylamino)-1-methy1-6-oxo-1,6-dihydropyridin-3-y1)- 

2-(hydroxymethyl)pheny1)-3,4,6,7,8,9- 	xahydropyrazino[1,2-a]indo1-1(211)-one; 

2-(2-(hydroxymethyl)-3-(1- 	thy1-5-(5-morpholinopyridin-2-ylamino)-6-oxo-1,6- 

dihydropyridin-3-yl)pheny1)-3,4, • 	,8,9-hexahydropyrazino[1,2-a]indo1-1(21-1)-one; 

2-(3-(5-(5-acety1-4,5,6 	-tetrahydropyrazolo[1,5-a]pyrazin-2-ylamino)-1-methy1-6-oxo- 

1,6-dihydropyridin-3-y1)-2- 	ydroxymethyl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 

1(211)-one; 

2-(2-(hydrox 	ethyl)-3-(1-methy1-6-oxo-5-(pyrimidin-4-ylamino)-1,6-dihydropyridin-3- 

yl)pheny1)-3,4,6,7 	,9-hexahydropyrazino[1,2-a]indo1-1(21-1)-one; 

2-(3-(5- • ,7-dihydro-4H-pyrazolo[5,1-c] [1,4] ox azin-2-ylamino)-1-methy1-6-oxo-1 ,6-

dihydropyn• n-3-y1)-2-(hydroxymethyl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 

1(2H)-o 	; 

5-[2-(Hydroxymethyl)-3-[4-methy1-5-oxo-6-(pyridine-3-ylamino)-4,5-dihydropyrazin-2- 

yl] , 	eny1]-8-thia-5 -azatricyclo[7 .4. 0.02,7] trideca- 1(9),2(7)-dien-6-one; 
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2-(2-(hydroxymethyl)-3-(1-methy1-5-(5-methy1-1H-pyrazol-3-ylamino)-6-oxo-1,6-

dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol-1(2H)-one; 

2-(2-(hydroxymethyl)-3-0 -methy1-5-(5-(4-methylpiperazin-l-y1)pyridine-2-yla 	o)-6- 

oxo-1,6-dihydrop yridin-3-yl)pheny1)-3,4,6,7,8,9-hexahydrop yrazino[1,2-al indol-1(2 	-one; 

2-(3-(6-(1-cyclopropy1-1H-pyrazol-4-ylamino)-4-methy1-5-oxo-4,5-dihydi , • yrazin-2- 

y1)-2-(hydroxymethyl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-alindo1-1(2 	-one; 

545-Fluoro-2-(hydroxymethyl)-341-methy1-6-oxo-5-(pyrimidin-4-y 4mino)-1,6- 

dihydropyridin-3-yllpheny1]-8-thia-5-azatricyclo[7.4.0.02,7]trideca-1(9), 	7)-dien-6-one; 

54346- { [1-(2-Hydroxyethyl)-1H-pyrazol-4-yl]aminol-4-met 	-5-oxo-4,5-

dihydropyrazin-2-y1)-2-(hydroxymethyl)pheny1]-8-thia-5-azatricyc • [7.4.0 .02,7]trideca- 

1(9),2(7)-dien-6-one; 

2-(2-methyl-3-(5- (5 -methy1-4,5,6,7-tetrahydropyrazo 4[1,5-a]pyrazin-2-ylamino)-6-oxo- 

1,6-dihydropyridazin-3-yl)pheny1)-2,3,4,9-tetrahydro- 1H- yrido[3,4-b]indol- l-one; 

2-(2-(hydroxymethyl)-3-(1-methyl-6-oxo-5-(py midin-4-ylamino)-1,6-dihydroppidin-3-

yl)pheny1)-3,4,6,7,8,9-hexahydropyrido[3,4-b]indor in-1(2H)-one; 

5[2-(hydroxymethyl)-3-(5- { [5-(2-hydro 	propan-2-y1)-1-methy1-1H-pyrazol-3- 

yl] amino }-1-methy1-6-oxo-1,6-dihydropyrida 	n-3-yl)pheny1]-8-thia-5-azatricyclo[7.4.0.0 

2,7] trideca-1(9),2(7)-dien-6-one; 

5-[5-fluoro-2-(hydroxymethyl)- 	[4-methy1-5-oxo-6-(1,2,3,4-tetrahydroisoquinolin-6-

ylamino)-4,5-dihydropyrazin-2-yl]p • . nyl] -8-thia-5-azatric yclo [7.4.0.02,7] trideca-1(9),2(7)-dien- 

6-one; 

542- (hydroxymethyl)- -(4-methyl-5-oxo-6-{ [4-(piperidin-4-yl)phenyl]amino1-4,5-

dihydropyrazin-2-yl)pheny -8-thia-5-azatricyclo[7.4.0.02,7]trideca-1(9),2(7)-dien-6-one; 

5-[5-fluoro-2-(h 4 oxymethyl)-3-(4-methyl-6-{ [4-(morpholin-4-yl)phenyl]amino1-5- 

oxo-4,5-dihydropyra 	-2-yl)phenyl] -8-thia-5-azatricyclo [7 .4.0.02,7] trideca-1(9),2(7)-dien-6-

one; 

5-(3-{ 5 	(5-cycloprop y1-1H-pyrazol-3-y1)amino] -1-methy1-6-ox o-1,6-dihydropyridin-3-

yl } -2-(hydr • , ymethyl)pheny1)-8-thia-5 -azatricyclo[7 .4.0.02'7] trideca-1(9),2(7)-dien-6-one; 

5 	-fluoro-2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-

a] ind • -2 yl}pheny1]-1-methy1-3-[(5-methyl-1H-pyrazol-3-yeamino]-1,2-dihydropyridin-2-one; 
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3-[(5-ethyl-1H-pyrazol-3-y1)amino] -542-(hydroxymethyl)-3- { 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-y1 }phenyTh 1-methyl- 1,2-dihydropyris 	- - 

one; 

2-(2-(Hydroxymethyl)-3-(1-methy1-6-oxo-5-(4,5,6,7-tetrahydropyrazolo[1,5-. , I yrazin-2- 

ylamino)-1,6-dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]i 	.ol-1(2H)-

one; 

245 -fluoro-2-(hydroxymeth y1)-3-(4-methy1-6-(4-morpholinophenyl 	no)-5-oxo-4,5- 

dihydropyrazin-2-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 	2H)-one; 

2-(3-(5-(5-(3-hydroxyazetidin-l-yppyridin-2-ylamino)-1-met , -6-oxo-1,6-

dihydroppidin-3-y1)-2-(hydroxymethyl)pheny1)-3,4,6,7,8,9-hexah a ropyrazino[1,2-a]indo1- 

1(2H)-one; 

2-(5-fluoro-2-(h ydroxymeth y1)-3-(4-methy1-5-oxo-6- 	,2,3,4-tetrahydroisoquinolin-6- 

ylamino)-4,5-dihydropyrazin-2-yepheny1)-3,4,6,7,8,9-he . 	ydrop yrazino[1,2-a]indo1-1(2H)- 

one; 

2-(2-(hydroxymethyl)-3-0 -methyl-5-(5-(1- , - thylpiperidin-4-yl)pridin-2-ylamino)-6-

oxo-1,6-dihydropyridin-3-yepheny1)-3,4,6,7,8,9- ex ahydrop yrazino[1,2-a]indo1-1(2H)-one; and 

5-(3-(6,6-Dimethyl-3,4,6,7-tetrahydro . H-cyclopenta[4,5] thieno[2,3-c] pyridine-1(2H)- 

y1)-2-(hydroxymethyl)pheny1)-1-methyl-3 	-ethy1-1H-pyrazol-4-ylamino) pyrazin-2(1H)-one. 

29. 	The compound of cla 	1 selected from: 

2-(2-(hydrox ymethyl )-3-( 	(5-(2-hydroxypropan-2-y1)-1-methy1-1H-pyrazol-3-ylamino)- 

1-methyl-6-oxo-1,6-dihydropy dazin-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 

1(2H)-one; 

5- [2- (hydroxym - 	y1)-3- [6-oxo-5 -(pyrimidin-4-ylamino)-1,6-dihydropyridazin-3- 

yl]pheny1]-8-thia-5 -a 	tricyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-one; 

5-[2-(hydra ymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a] indo1-2- 

yl }pheny1]-3-{ 	-( -hydroxypropan-2-y1)-1-methyl-1H-pyrazol-3-yl] amino I-I-methyl-1,2-

dihydrop ynt n-2-one; 

3 	{ 5-cyclopropy1-4H,5 H,6H,7H-pyrazolo[1,5-a] pyrazin-2-y1} amino)-5-[5-fluoro-2-

(hydr • • ymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a] indo1-2-yl}pheny1]-1- 

me 	y1-1,2-dihydropyridin-2-one; 
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5-(3-{ 5- [(5-cycloprop y1-1H-pyrazol-3-y1)amino] -1-methy1-6-oxo-1,6-dihydropyridin-3 

y1}-5-fluoro-2-(hydroxymethyl)pheny1)-8-thia-5-azatricyclo[7.4.0.02'7]trideca-1(9),2(7)-die , 6-

one; 

5-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{ [5-(oxetan-3-y1)-4f1,5H,6H,7 

pyrazolo [1,5-a]pyrazin-2-yl] amino }-6-oxo-1,6-dihydropyridin-3-yl)phenyll-8-thi. 

azatricyclo[7 .4.0.02'7]tiideca-1(9),2(7)-dien-6-one; 

3-{ [5-(4-ethylpiperazin-l-yl)pyridine-2-yl] amino } -5- [2-(hydroxyme 	y1)-3- [ 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-yl}pheny1]-1-methy 	1,2-dihydropyridin-2- 

one; 

3-{ [4-(3-hydroxy-3-methylazetidin-l-yl)phenyl]amino1-5- 	-(hydroxymethyl)-3- { 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9H-pyrazino [1,2-a] indo1-2-y1} phenyl 	-methy1-1,2-dihydropyrazin-2- 

one; 

3-{ [1-(2-hydroxyethyl)-1H-pyrazol-4-yl] amino 1-5 	2-(hydroxymethyl)-3- { 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-y 	phenyl] -1-methy1-1,2-dihydropyrazin-2- 

one; 

2-(2-(hydroxymethyl)-3-(1-methyl-5-(5- 	thy1-4,5,6,7-tetrahydrothiazolo [5,4-c] pyridin- 

2-ylamino)-6-oxo- 1,6-dihydropyridin-3-yl)p - 	y1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 

1(2H)-one; 

3- [(1,5-dimethy1-1H-pyrazol-3- 	amino]-5-[2-(hydroxymethyl)-3- { 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9H-pyrazi . [1,2-a] indo1-2-y1} phenyl] -1-methy1-1,2-dihydropyridin-2-

one; 

5-[5-fluoro-2-(hydroxy 	ethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2- 

a] indo1-2-yllphenyl] -1-me 	1-3-{ [5-(oxetan-3-y1)-4H,5H,6H,7H-pyrazolo [1,5-a]pyrazin-2- 

yl] amino1-1,2-dihydrop 	din-2-one; 

5- [ 3454 { 5- 	lopropy1-4H,5H,6H,7H-pyrazolo[1,5-a] pyrazin-2-y1} amino)-1-methy1-6- 

oxo-1,6-dihydrop 	din-3-y1]-5-f1uoro-2-(hydroxymethyl)pheny11-8-thia-5-

azatricyclo[7.4 i .02'7]trideca-1 (9),2(7)-dien-6-one; 

5-[2- 	ydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-

yl}pheny -1-methyl-3-{ [4-(piperidin-4-yl)phenyl] amino 1 -1,2-dihydropyrazin-2-one; 
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5-[2-(hydroxymethyl)-3- { 1-oxo- I H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-

yl } phenyl]-1-methyl-34 { 5-methy1-4H,5H,6H,7H-pyrazolo[1,5-a]pyrazin-2-y1} amino)-1,2-

dihydropyridin-2-one; 

6[2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a' do1-2-

yllpheny1]-2-methyl-4-{ 4H,6H,7H-pyrazolo[3,2-c] [1,4] oxazin-2-ylamino }-2,3-

dihydropyridazin-3-one; 

3-[(5-fluoropyridin-2-yl)amino]-5-[2-(hydroxymethyl)-3-( 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-yl}phenyl]-1-methy 1,2-dihydropyridin-2-

one; 

5[5-fluoro-2-(hydroxymethyl)-3-{ I -oxo-1H,2H,3H,4H,6H 	,8H,9H-pyrazino[1,2- 

a]indo1-2-yl}pheny1]-1-methyl-3-{ 4H,6H,7H-pyrazolo[3,2-c] [1 	oxazin-2-ylamino } -1,2-

dihydrop yridin-2-one; 

5- [5-fluoro-2-(hydroxymethyl)-3-(1-methy1-6-oxo 	- { 4H,6H,7H-pyrazolo[3,2- 

c] [1,4] oxazin-2-ylamino } -1,6-dihydropyridin-3-yl)phe 	]-8-thia-5- 

azatricyclo[7.4.0.02'7]nideca-1(9),2(7)-dien-6-one; 

3-{ [5-(azetidin-3-yppyridine-2-yl]amino 	5-[2-(hydroxymethyl)-3- { 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a] • do1-2-y1} pheny1]-1-methy1-1,2-dihydropyridin-2-

one; 

11[2-(hydroxymethyl)-3- [1-me 	y1-6-oxo-5-(pyrimidin-4-ylamino)- I,6-dihydrop yridin- 

3-yflpheny1]-1,8,11-niazatricyclo [7.,  .0.02'7]nideca-2(7),8-dien-10-one; 

5[2-(hydroxymethyl)-34,  methyl-5-oxo-6-(1,2,3,4-tetrahydroisoquinolin-6-ylamino)- 

4,5-dihydropyrazin-2-yl]phen 	-8-thia-5-azatricyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-one; 

5-[2-(hydroxymeth 	-3- [6-oxo-5-(p yrimidin-4-ylamino)-1,6-dihydropyridin-3- 

yl]pheny1]-8-thia-5 -azat 	cyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-one; 

11,11,12,12,1 ,13-hexahydrogenio-5-[2-(hydroxymethyl)-3-(1-methyl-5- { [541- 

methylazetidin-3- 	pyridine-2-yl]amino } -6-oxo-1,6-dihydropyridin-3-yl)pheny1]-8-thia-5-

azatricyclo[7.4 'd .02'7]tiideca-1(9),2(7)-dien-6-one; 

3-( { 	(3,3-difluoroazetidin-1-yl)methy1]-1-methyl-1H-pyrazol-3-yllamino)-5-[2- 

(hydroxy 	ethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-yl}pheny1]-1- 

methy 	1,2-dihydropyridin-2-one; 
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5[2-(hydroxymethyl)-3- { 1-oxo-IH,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indol-2-

yl}phenyl]-3-[(5-methoxy-1H-pyrazol-3-yl)amino]-1-methyl-1,2-dihydropyridin-2-one; 

5-[2-(hydroxymethyl)-3- [1-methyl -6-oxo-5-(5,6,7,8-tetrahydro-1,6-naphthyridin 	- 

ylamino)-1,6-dihydropyridin-3-yl]pheny1]-8-thia-5-azatricyclo[7.4.0.023]trideca-1(9) 	(7)-dien- 

6-one; 

542- (hydroxymethyl)-3- [1-methy1-6-oxo-5-(pyrimidin-4-ylamino)-1,6- , hydropyridin-3-

yl]pheny1]-1,5,8-triazatricyclo[7.4.0.02'7]trideca-2(7),8-dien-6-one; 

3-({ 4-[(2R)-1,4-dimethy1-3-oxopiperazin-2-yl]phenyl I amino)-5- 	-(hydroxymethyl)-3- 

{ I -oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indol-2-y1 }pheny -1-methyl- I ,2-

dihydropyrazin-2-one; 

3-{ [1-(2-hydroxyethyl)-5-methyl-1H-p yrazol-3-yl]amin • -5- [2-(hydroxymethyl)-3- { 1-

oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2- yl } , eny1]-1-methy1-1,2-

dihydropyridin-2-one; 

5[2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H ', 	,7H,8H,9H-pyrazino[1,2-a]indo1-2-

yl}phen yl] -1-meth y1-3-[(2-methylpyrimidin-4-yl)a , no] -1,2-dihydropyridin-2-one; 

3- { [1-(2-hydroxyethyl)-1H-pyrazol-3-yl] 	no )-542-(hydroxymethyl)-3- ( 1-oxo- 

IH,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a].  do1-2-yl} phenyl] -1-methy1-1,2-dihydropyridin-2-

one; 

543- (5- { [5-(azetidin-3-y1)-1H- I, , uzol-3-yl]amino I -1-methy1-6-oxo-1,6-dihydropyridin- 

3-y1)-5-fluoro-2-(hydroxymethyl)ph• 	y1]-8-thia-5-azatricyclo[7.4.0.02'7]trideca-1(9),2(7 )-dien-6- 

one; 

3- { [5-(azetidin-3-yI)-1 , -pyrazol-3-yl]amino I -545-fluoro-2-(hydroxymethyl)-3- { 1-oxo- 

1H,2H,3H,4H,6H,7H,8H,9 	-p yrazino[1,2-a]indo1-2-yl}phenyl]-1-methyl-1,2-dihydropyridin-2- 

one; 

5-[2-(hydrox 	ethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indol-2- 

y1 } phenyl] -1-met 	, -3-(5,6,7,8-tetrahydro-1,6-naphthyridin-2-ylamino)-1,2-dihydropyridin-2-

one; 

10-[ 	(hydroxymethyl)-3- [1-m ethy1-6-oxo-5-(p yrimidin-4-ylamino)-1,6-dihydropyridin- 

3-yl]phe • 	1] -4,4-dimethy1-1,10-diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 
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5-[2-(hydroxymethyl)-3- { I -oxo- I H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-

yl }phenyl] -1-methy1-3- { [5 -(1 -methylazetidin-3-y1)- 1H-pyrazol-3-yl] amino 1-1,2-dihydropy din- 

2-one; 

542-(hydroxymethyl)-3-(1-methy1-6-oxo-5-{ 4H,6H,7H-pyrazolo [3,2-c] [1,4] . azin-2- 

ylamino1- 1,6-dihydropyridin-3-yl)phenyl] -8-thia-5-azatricyclo[7 .4.0.02'7]tridec a- 	' ),2(7)-dien- 

6-one; 

5[2-(hydroxymethyl)-3-(1-methy1-5- { [5-(morpholin-4-ylcarbonyl)p 	adine-2-yl] amino } - 

6-oxo-1,6-dihydropyridin-3-yl)phenyl]-8-thia-5-azatricyclo[7.4.0.023]tri. ca- I (9),2(7 )-dien-6-

one; 

5-[2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9 	-pyrazino[1,2-alindo1-2-

y1 }phenyl] -1-methy1-3- { [5-(morpholin-4-ylcarbonyl)pyridine-2 ,1] amino } -1,2-dihydropyridin- 

2-one; 

542- (hydrox ymethyl)-3- { 1-oxo-IH,2H,3H,4H,6 	H,8H,9H-pyrazino[1,2-a]indo1-2-

yl }phenyl] -1-methyl-3- { [5-(1-methylazetidin-3-yl)pyi . ine-2-yl] amino1-1,2-dihydropyridin-2-

one; 

1042- (hydroxymethyl)-3-(1 -methy1-5- { [ 	(4-methylpiperazin-l-yl)pyridine-2- 

yl] amino } -6-oxo-1,6-dihydropyridin-3-yl)ph 	y1]-4,4-dimethy1-1,10- 

diazatricyclo [6.4.0.02'6] dodeca-2(6),7 -dien ' -one; 

5[2-(hydroxymethyl)-3- { 1-oxo 	H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2- 

yl}pheny1]-1-methyl-3-(1,2,3,4-tetra 	droisoquinolin-6-ylamino)-1,2-dihydropyrazin-2-one; 

10[2-(hydroxymethyl)-3- 	-methy1-6-oxo-5-{ 4H,6H,7H-pyrazolo[3,2-c] [1,4] oxazin-2- 

ylaminol- 1,6-dihydropyridin- 	yl)pheny1]-4,4-dimethyl- 1,10-diazatricyclo[6.4.0 .02'6]dodeca- 

2(6),7-dien-9 -one; 

5-[2-(hydroxym- 	y1)-3- { 1-oxo- IH,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2- 

yl} phenyl] -3- { [5 -( 	- 	oxymethyl)-1 -methyl- 1H-pyrazol-3-yll amino } - I -methyl- 1,2- 

dihydropyridin-2- • e; 

5-[2-(h 	t oxymethyl)-3-(5- { [5-(methoxymethyl)-1-methyl-1 H-pyrazol-3-yl] amino 1- 1 - 

methy1-6- 	-1,6-dihydropyridin-3-yl)phenyll- 8-thia-5-azatricyclo[7 .4.0 .02'7]trideca- 1 (9),2(7)- 

dien-6-o ; 
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5[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo- 1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-

a] indo1-2-y1} phenyl] -3- { [5-(methox ymethyl)- 1 -meth yl- 1H-pyrazol-3-yl] amino } -1-methyl- , 

dihydropyridin-2-one; 

542-(hydroxymethyl)-3-(1-methy1-5- { [5 -(1-methylazetidin-3-yl)p yridine-2-y amino } -6- 

oxo- 1,6-dihydrop yridin-3-yl)phenyl] - 8-thia-5-azatricyclo [7.4.0.02'7]trideca- 1 (9),2 	-dien-6-one; 

6-[2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino 	,2-alindo1-2- 

y1} phenyl] -2-methy1-4-[(5- { [methyl(propan-2-yl)amino] methyl }pyridine-2- 	mino] -2,3-

dihydroppidazin-3-one; 

54345- { [5-(4-ethylpiperazin-l-yl)pyridine-2-yl] amino } - 1 -rne 	y1-6-oxo-1 ,6- 

dihydropyridin-3-y1)-2-(hydroxymethyl)pheny1]-8-thia-5-azatricyc . 7.4.0.02'7]trideca-1 (9)2(7)-

dien-6-one; 

10[5-fluoro-2-(hydroxymethyl)-341-methyl-6-oxo-5 pyrimidin-4-ylamino)- 1,6- 

dihydrop yridin-3-yll phenyl] -4,4-dimethy1-7-thia-10-azati 	yclo [6.4.0.02'6] dodeca- 1 (8),2(6)-dien- 

9-one; 

10[2-(hydroxyrnethyl)-34 1 -methy1-6-oxo- 	4H,6H,7H-pyrazolo[3,2-c] [1 ,4]oxazin-2- 

ylamino } - 1,6-dihydropyridin-3-yl)phenyl] -4,4-d. 	ethy1-7-thia-10-azatricyclo [6.4.0.02'6]dodeca- 

1 (8),2(6)-dien-9-one; 

1042-(hydroxymethyl)-3-[1-methy 6-oxo-5-(pyridine-2-ylamino)-1,6-dihydropyridin-3- 

yl]pheny1]-4,4-dimethy1-7-thia-10-azatr 	yclo [6 .4.0.02'6]dodeca- 1 (8),2(6)-dien-9-one; 

10-(3-{ 5- [(1,5-dimethyl- 1H- , razol-3-yl)amino]- 1-methy1-6-oxo- 1,6-dihydropyridin-3-

yl } -2-(hydroxymethyl)pheny1)-4,A -dimethyl-7-thia- 1 0-azatiicyclo[6 .4.0 .02'6]dodeca- 1 (8),2(6)-

dien-9-one; 

5-[2-(hydroxymeth 	-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indol-2- 

y1 } phenyl] - 1-methy1-3- 	-{ [methyl(propan-2-yl)amino]rnethyl } pyridine-2-yl)amino] - 1,2-

dihydrop yridin-2-on - 

6-[2-(hydra ymethyl)-3- { 1-oxo- 1H,2H,3H,4H,6H,7H,8H,9H-pyrazino [1,2-a] indo1-2- 

yl } phenyl] -4- { 	(methoxymethyl)-1 -methyl- 1 H-pyrazol -3-yl] amino }-2-methyl-2,3-

dihydropyn• . zin-3-one; 

5 	-(hydroxymethyl)-3- { 1-oxo- 1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indo1-2-

yl }ph; y1]-1-methy1-3-({ 5-[4-(oxetan-3-yppiperazin-l-yl]pyridine-2-y1} amino)- 1,2- 

di 	dropyridin-2-one; 
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1045 -fluoro-2-(hydrox ymethyl)-3-[1-methy1-6-oxo-5-(pyrimidin-4-ylamino)- 1,6-

dihydropyridin-3-yl]phenyl] -4,4-dimethy1-1,10-diazatricyclo[6.4.0.024]dodeca-2(6),7-dien- ' 

one; 

104345- { [5 -(4-ethylpiperazin-l-yl)pyridine-2-yl]aminol-1-methyl-6-oxo-1,6 

dihydrop yridin-3-y1)-2-(hydroxymethyl)pheny11-4,4-dimethy1-1,10- 

diazatricyclo [6.4.0.02'6] dodeca-2(6),7-dien-9-one; 

10[5-fluoro-2-(hydroxymethyl)-3-(1-methy1-6-oxo-5-14H,6H,7H-p 	azolo[3,2-

c][1,4]oxazin-2-ylamino1-1,6-dihydropyridin-3-yl)pheny1]-4,4-dimethyl- ,10-

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-6-oxo-5-{4H,, 	,7H-pyrazolo[3,2-

c] [1,4] oxazin-2-ylamino1-1,6-dihydropyridin-3-yl)phenyl]-4,4-• methy1-7-thia-10-

azatricyclo[6.4.0.02'6]dodeca-1(8),2(6)-dien-9-one; 

10- [2- (hydroxymethyl)-3- [4-methy1-5-oxo-6-(pyn 	ne-3-ylamino)-4,5-dihydropyrazin-2- 

yl]pheny11-4,4-dimethy1-7-thia-10-azatricyclo[6.4.0 .02'6  dodeca-1(8),2(6)-dien-9-one; 

1042-(h ydroxymeth yl )-3-(1-meth y1-5- { [5-(4 methylpiperazin-l-yl)pyridine-2-

yl]amino I -6-oxo-1,6-dihydropyridin-3-yl)pheny -4,4-dimethy1-7-thia-10-

azatricyclo[6.4.0.02'6]dodeca-1(8),2(6)-dien-9 • ne; 

5[2-(hydroxymethyl)-3- { 1-oxo-1 	H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2- 

yl) phenyl] - 1-methy1-3-( { 5-[4-(propan- 	yl)piperazin-1-yl]pyridine-2-y1} amino)- 1,2-

dihydropyridin-2-one; 

1043- { 5-[(1,5-dimethy1-1 	-pyrazol-3-yl)amino] -1-methy1-6-oxo- 1,6-dihydropyridin-3-

yl } -5-fluoro-2-(hydroxymethy pheny1)-4,4-dimethyl- 1,10-diazatricyclo[6 .4.0 .02'6]dodeca- 

2(6),7-dien-9-one; 

2-(5-fluoro-2-(h 4 oxymethyl)-3-(1-methy1-5-(5-(4-methylpiperazin- 1-yl)pyridine-2-

ylamino)-6-oxo-1,6- • • ydropyridin-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 

1(2H)-one; 

1045-fl oro-2-(hydroxymethyl)-3-(1-methyl-5- { [5-(4-methylpiperazin-l-yOpyridine-2-

yl]amino 1-6 • xo-1,6-dihydropyridin-3-yl)pheny11-4,4-dimethy1-1,10- 

diazatric 	10 [6.4.0.02'6] dodeca-2(6),7-dien-9-one; 
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5-[5-fluoro-2-(hydroxymethyl)-3-[1-methy1-54 { 5- [(1-methylazetidin-3- yl)oxy]pyridin , 

2-y1} amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl]-8-thia-5-azatricyclo[7.4.0.02'7]trideca- 

1(9),2(7)-dien-6-one; 

3-{ [5-(azetidin-l-ylmethyl)-1-methyl-1H-pyrazol-3-yl]amino }-545-fluoro-2- 

(hydroxymethyl)-3-{ 1 -oxo-1H,2H,3H,4H,6H,7H,8H,9H-p yrazino[1,2-a] indo1-2-y 	pheny11-1-

methyl-1,2-dihydropyridin-2-one; 

3- { [5-(4-ethylpiperazin-1 -yl)pyridine-2-yl] amino } -5- [5-fluoro-2-(hy roxymethyl)-3-{ 1- 

oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino [1,2-a]indo1-2-yl}phenyl]-1- 	• hy1-1,2-

dihydropyridin-2-one; 

5- [5-fluoro-2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H 	H,8H,9H-pyrazino[1,2-

a] indo1-2-yl}phenyl} -1-methy1-3- { [5-(1 -methylpyrrolidin-2-y1) p iridine-2-yl] amino}-1,2-

dihydropyridin-2-one; 

10- [2-(hydroxymethyl)-3- [1-methy1-6-oxo-5-(pyn 	idin-4-ylamino)-1,6-dihydropyridin- 

3-yl]phenyl] -4,4-dimethy1-7-thia-10-azatric yclo[6.4 .0.0 6]dodeca-1(8),2(6),11-then-9-one; 

10[5-fluoro-2-(hydroxymethyl)-3-(1-methy 5-{ [5-(4-methylpiperazin-l-yl)pyri.dine-2-

yl] amino }-6-oxo-1,6-dihydropyridin-3-yl)pheny -4,4-dimethy1-7 -thia-10-

azatricyclo[6.4.0.02'6]dodeca-1 (8),2(6)-dien-9 • ne; 

5[5-fluoro-2-(hydroxymethyl)-3- { -oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2- 

a] indo1-2-yl} phenyl} -1-methy1-3- [(6- 	: 	y1-5,6,7,8-tetrahydro-1,6-naphthyridin-2-yl)amino]- 

1,2-dihydropyridin-2-one; 

5-[2-(hydroxymethyl)-3- 	-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a] indo1-2- 

yl 1pheny1]-1-methyl-3-({ 1-[2- 	ethylamino)ethy1]-1H-pyrazol-3-y1} amino)-1,2-dihydropyridin- 

2-one; 

3- { [5-(3-hydrox 	-methylazetidin-l-yl)pyridine-2-yl] amino }-5-[2-(hydroxymethyl)-3- 

{ 1-oxo-1H,2H,3H,4 	H,7H,8H,9H-pyrazino [1,2-a] indo1-2-yl}pheny1]-1-methyl-1,2-

dihydropyridin-2- ►  e; 

3- [(6- t • 	1-5,6,7,8-tetrahydro-1,6-naphthyridin-2-y0amino]-5-[5-fluoro-2- 

(hydroxyme 	y1)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2-yl} pheny1}-1-

methyl-1 / -dihydropyridin-2-one; 
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5-[2-(hydroxymethyl)-3-[I -methy1-5-( { 544-(oxetan-3-yl)piperazin-l-yllpyridine-2-

yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]pheny11-8-thia-5-azatricyclo[7.4.0.02'7]trideca- 

1(9),2(7)-dien-6-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-(oxetan-3-y1)piperazin-1- 	)pyridine- 

2-ylamino)-6-oxo-1,6-dihydropyridin-3-yepheny1)-3,4,6,7,8,9-hexahydropyrazino 	,2-a]indol- 

1(2H)-one; 

5- [5-fluoro-2-(h ydroxymethyl)-3- [1-methy1-54 { 5- [4- (oxetan-3-yl)p 	e -azin-1-

y1]pyridine-2-yllamino)-6-oxo-1,6-dihydroppidin-3-yllphenyll-8-thia-5-

azatricyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-one; 

2-(5-FIuoro-2-hydroxymethy1-3- [1-methy1-545-(4-methyl-,  perazin- I-y1)-pyridin-2- 

ylaminol -6-oxo-1,6-dihydro-pyridin-3-y1}-pheny1)-3,4,5,6,7 ,8- 	xahydro-2H-

benzo[4,5] thieno[2,3-c]pyridine- l -one; 

5[5-fluoro-2-(hydroxymethyl)-3- { 1 -oxo-1H,2H,3 	,4H,6H,7H,8H,9H-pyrazino[1,2- 

a] indo1-2-yl}phenyl]- I -methy1-3- { [5-(1-methylazetidi • 	-yl)pyridine-2-yl]amino1-1,2-

dihydropyridin-2-one; 

5[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo 	,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2- 

a] indo1-2-yl}phenyl]- I -methy1-3- ( f 4- [1-(oxet 	-3-yl)piperidin-4-yl]phenyllamino)-1,2-

dihydropyrazin-2-one; 

10- [5 -fluoro-2-(hydroxymethyl) 	-(4-methyl-6- [ [4-(1-methylazetidin-3-

yl)phenyl]amino1-5-oxo-4,5-dihydr. • yrazin-2-yl)pheny1]-4,4-dimethy1-1,10- 

diazatricyclo[6.4.0.02'6]dodeca-2 	,7-di en-9-one; 

[(2- { 4,4-dimethy1-9- 	• -7-thia-10-azatricyclo [6.4.0.02'6]dodeca-1(8),2(6)-dien-10-y1} -6- 

[1-methy1-6-oxo-5-(pyrimi . n-4-ylamino)-1,6-dihydropyridin-3-yl]phenyemethoxy]phosphonic 

acid; 

10- {5-fluoro- 	[541 544-(2-fluoroethyl)piperazin-l-yl]pyridine-2-yllamino)-1-methyl-6- 

oxo- I ,6-dihydrop 	idin-3-y1]-2-(hydroxymethyl)pheny11-4,4-dimethy1-7-thia-10-

azatricyclo[6.4 '• .02'6]ciodeca-1 (8),2(6)-dien-9-one; 

5-(3- 5- [(6-ethy1-5 ,6,7,8-tetrahydro-1,6-naphthyridin-2-yDamino] -1-methy1-6-oxo-1,6- 

dihydrop 	'din-3-y11-5-fluoro-2-(hydroxymethyl)pheny1)-8-thia-5-azatricyclo[7.4.0.023]trideca- 

1(9),2 	)-dien-6-one; 
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545 -fluoro-24hydroxymethyl)-341-methyl-5- { [64oxetan-3-y1)-5,6,7,8-tetrahydro-1,6 

naphthyridin-2-yl]amino }-6-oxo-1,6-dihydropyridin-3-yl)phenyll-8-thia-5-

azatricyclo[7.4.0.02'7]bideca-l(9),2(7)-dien-6-one; 

545-fluoro-2-(hydroxymethyl)-341-methyl-6-oxo-5-( { 5- [4-(prop an-2-yl)pip - . zin-l-

yl]pyridine-2-y1} amino)-1,6-dihydrop yridin-3-yl]phenyl] -8-thia-5 -azatricyclo [7.4 , .02'7]trideca- 

1(9),2(7)-dien-6-one; 

545 -Fluoro-24hydroxymethyl)-3 - { 4-methyl-6-[(2-methyl-1,2,3,4-te ahydroisoquinolin- 

6-yDamino]-5-oxo-4,5-dihydropyrazin-2-yllpheny1]-8-thia-5-azatricyclo 	.4.0.02'7]trideca- 

1(9),2(7)-dien-6-one; 

5[5-fluoro-24hydroxymethyl)-3(4-methyl-6-{ [2-(oxetan- 	y1)-1,2,3,4- 

tetrah ydroisoquinolin-6-yl]amino }-5-oxo-4,5-dihydropyrazin-2- 	)pheny1]-8-thia-5-

azatricyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-one; 

5[5-fluoro-2-(hydroxymethyl)-3- { 1-methyl-5-[(6- 	ethy1-5,6,7,8-tetrahydro-1,6- 

naphthyridin-2-yl)amino]-6-oxo-1,6-dihydropyridin-3- 	}phenyl] -8-thia-5-

azatricyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-one; 

10[5-fluoro-24hydroxymethyl)-3-{ 1-me 	y1-5- [(5- { [rnethyl(propan-2- 

yl)amino]methyl }pyridine-2-yeamino]-6-oxo 	,6-dihydropyridin-3-yllpheny1]-4,4-dimethy1- 

1,10-diazatricyclo[6.4.0.02'6]dodeca-2(6),7 	ien-9-one; 

5-[2-(hydroxymethyl)-3- { 1-oxo 	H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2- 

yl } phenyl] -1-methy1-3-[(5-methy1-1 	-pyrazol-3-yDamino]-1,2-dihydropyridin-2-one; 

5-[2-(hydroxymethyl)-3- 	-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2-

yllpheny1]-1-methy1-345,6,7,; tetrahydro-2,6-naphthridin-3-ylamino)-1,2-dihydrop yridin-2-

one; 

3- { [5-(azetidin-3 	1)pyridine-2-yl]amino }-5[2-(hydroxymethyl)-3-{ 1-oxo- 

1H,2H,3H,4H,6H,7 	: H,9H-pyrido[3,4-b]indolizin-2-y1} phenyl] -1-methy1-1,2-dihydropyridin- 

2-one; 

5-[2-(h 	roxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2- 

yl } phenyl] - 	methy1-341,2,3,4-tetrahydroisoquinolin-6-ylamino)-1,2-dihydropyrazin-2-one; 

5 	4hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2-

yl }ph: y1]-1-methy1-3-{ [5-(1-methylpyrrolidin-2-yl)pyridine-2-yl]amino }-1,2-dihydropyridin-2- 

on , 
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10-[3-(5- { [5 -(azetidin- 1-ylmethyl)-1-methyl- 1H-pyrazol-3-yl] aminol- I -methy1-6-oxo- 

1,6-dihydropyridin-3-y1)-5-fluoro-2-(h ydroxymethyl)phenyl] -4,4-dimethy1-1, 10-

diazatricyclo [6.4.0.021 dodeca-2(6),7-dien-9-one; 

5[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazi , • [1,2- 

a] indo1-2-y1} phenyl] - 1-methy1-3-[(2-methyl-2,3 -dihydro-1H-isoindo1-5-yl)amino 	,2-

dihydropyrazin-2-one; 

545-fluoro-2-(hydroxymethyl)-3- { 4-methy1-6- [(2-methy1-2,3 -dihyd . -1H-isoindo1-5- 

yl)amino] -5-oxo-4,5-dihydrop yrazin-2-yllphenyl] -8-thia-5-azatric yclo [7 	.0.023]trideca- 

1(9),2(7)-dien-6-one; 

5-[3-(5-{ [5-(1-ethylazetidin-3-yl)pyridine-2-yl]aminol- I- 	h y1-6-oxo-1,6-

dihydropyridin-3-y1)-5-fluoro-2- (hydroxymethyl)phenyl] -8-thia • -azatricyclo [7.4.0.02'7] trideca- 

1 (9),2(7)-dien-6-one; 

5-[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo- I H,2H,3 	,4H,6H,7H,8H,9H-pyrazino[1,2-

a] indo1-2-yl}phenyl] -1 -methyl- 3-( { 5-methy1-4H,5H,6 • , H-pyrazolo[1,5-a]pyrazin-2-yl} amino)- 

1,2-dihydropyridin-2-one; 

10-[5-fluoro-2-(hydroxymethyl)-3-{ 4-me 	y1-6- [(2-methy1-2,3-dihydro- 1H-isoindo1-5-

yl)amino] -5 -oxo-4 ,5 -dihydropyrazin-2-yll ph - y1]-4,4-dimethy1-7-thia-10-

azatricyclo[6.4.0.016]dodeca-1(8),2(6)-die , 9-one; 

10-[5-fluoro-2-(hydroxymethyl) ' -(1-methyl-5- { [5-(3-methylazetidin-l-yl)pyridine-2- 

yl] amino } -6-oxo-1,6-dihydropyridi 	-yl)phenyl] -4,4-dimethy1-7-thia-10- 

azatricyclo[6.4.0.02'6] dodeca-1 (8) 	(6)-dien-9-one; 

10-[5-fluoro-2-(hydro 	methyl)-341-methy1-5-({ 5-[4-(oxetan-3-yl)piperazin-l- 

yl]pyridine-2-y1} amino)-6- , 	-1,6-dihydropyridin-3-yl]pheny1]-4,4-dimethy1-7-thia-10- 

azatricyclo[6.4.0.02'6]do,  - ca-1(8),2(6)-dien-9-one; 

10-[3- (5- { [5- 	ethylpiperazin-l-yl)p yridine-2-yl] amino } -1-methy1-6-oxo-1,6- 

dihydropyridin-3- 	-5-fluoro-2-(hydroxymethyl)phenyl] -4,4-dimethyl- 1,10- 

di azatricyclo [6 	0.021 dodeca-2(6),7-dien-9-one; 

10-[ 	fluoro-2-(hydroxymethyl)-3-[1-methy1-6-oxo-5-({ 5- [4-(propan-2-yl)piperazin-1- 

yl] pyridi , - -2-y1} amino)- 1,6-dihydropyridin-3-yl] phenyl] -4,4-dimethy1-7-thia- I 0- 

azatri• clo[6.4.0.02'6]dodeca-1(8),2(6)-dien-9-one; 
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1045-fluoro-2-(hydroxymethyl)-3- ( 1-methy1-5- [(6-methy1-5,6,7,8-tetrahydro- 1,6-

naphthyridin-2-yl)amino]-6-oxo- 1,6-dihydropyridin-3-yll }phenyl] -4,4-dimethy1-7-thia- 10-

azatricyclo[6.4.0.024]dodeca-1 (8),2(6)-dien-9-one; 

10-(3-{ 5-[(6-ethy1-5,6,7,8-tetrahydro-1,6-naphthyridin-2-yl)amino] -1-methyl-' -oxo- 1,6-

dihydrop yridin-3-yll -5-fluoro-2-(hydroxymethyl)pheny1)-4,4-dimethy1-7-thia-10-

azatricyclo[6.4.0.02'6]dodeca-1(8),2(6)-dien-9-one; 

5-[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9 	-pyrazino[1,2- 

a]indo1-2-yl}pheny1]-1-methyl-3-{ [5-(1-methylpiperidin-4-yl)pyridine-2- 	] amino1-1,2-

dihydropyridin-2-one; 

10[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{[5-(1-me 	, pyrrolidin-2-yl)pyridine-2- 

yl]amino1-6-oxo-1,6-dihydropyridin-3-yl)phenyl]-4,4-dimethyl 	,10- 

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

10[5-fluoro-2-(hydroxymethyl)-344-methy1-64 { A 	1-(oxetan-3-yppiperidin-4- 

yl]phenyllamino)-5-oxo-4,5-dihydropyrazin-2-yl]phe 	]-4,4-dimethy1-1,10-

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

10-[5-fluoro-2-(hydroxymethyl)-3-[ 1-me 	yl-6-oxo-5-( { 5- [4-(propan-2-yl)piperazin-1- 

yl] p yridine-2-yllamino)- 1,6-dihydropyridin- 	1] phenyl] -4,4-dimethyl- 1,10-

diazatricyclo [6.4.0.024] dodeca-2(6),7-dien i -one; 

10-[5-fluoro-2-(hydroxymethyl) ' -[1-methy1-54 f 5-methy1-4H,5H,6H,7H-pyrazolo[1,5-

a] pyrazin-2-yllamino)-6-oxo- 1,6-d.  I dropyridin-3-yl]pheny1]-4,4-dimethyl-1,10- 

diazatricyclo [6.4.0.02'6]dodeca-2 ,/, ,7-dien-9-one; 

10-[5-fluoro-2-(hydro 	methyl)-3-{ 4-methy1-6- [(2-methy1-1,2,3,4-tetrahydroisoquinolin- 

6-yl)amino]-5-oxo-4,5-dih irop yrazin-2-yllpheny1]-4,4-dimethy1-7-thia-10-

azatricyclo[6.4.0.02'6]do , - ca-1 (8),2(6)-dien-9-one; 

10-(3-{ 6-[(2-. 	y1-1,2,3,4-tetrahydroisoquinolin-6-yl)amino]-4-methyl-5-oxo-4,5- 

dihydropyrazin-2- 	1-5 -fluoro-2-(hydroxymethyl)pheny1)-4,4-dimethyl-7-thia-10-

azatricyclo[6.4 'i .0 6]dodeca-1(8),2(6)-dien-9-one; 

10-[ 	fluoro-2-(hydroxymethyl)-3-(4-methyl-6- { [2-(oxetan-3-y1)-1,2,3,4- 

tetrahydx 	soquinolin-6-yl] amino} -5 -oxo-4,5-dihydropyrazin-2-yl)phenyl]-4,4-dimethyl-7-thia- 

10-az 	cyclo[6.4.0.02'6  n 	 ]dodeca-1(8),2(6)-dien-9-one; 
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3-{ [5-( I -ethylazetidin-3-yl)pyridine-2-yl] amino } -5- [5-fluoro-2-(hydrox ymethyl)-3- { I-

oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indol-2-y1 }pheny1]-1-methyl-1,2-

dihydropyridin-2-one; 

10- [5-fluoro-2-(hydroxymethyl)-341-methy1-5-({ 5- [(1-methylazetidin-3- 

yl)oxy] p yridine-2-yll amino)-6-oxo-1,6-dihydropyridin-3-yl] pheny1]-4,4-dimethyl 	-thia-10-

azatricyclo[6.4.0.02'6]dodeca-1(8),2(6)-dien-9-one; 

10[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5- { [5-(oxetan-3-yl)-4 	H,6H,7H- 

pyrazolo[1,5-a]pyrazin-2-yl]amino I -6-oxo-1,6-dihydropyridin-3-yl)phen 	1-4,4-dimethy1-1,10- 

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

5[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H 	,8H,9H-pyrazino[1,2- 

a] indo1-2-yl} phenyl] -1-methy1-3- ( { 5- [(2R)-1-methylp yrrolidin- 	yl]pyridine-2-yll amino)-1,2-

dihydropyridin-2-one; 

5-[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo- I H,2H,3 	,4H,6H,7H,8H,9H-pyrazino[1,2-

a] indo1-2-y1} phenyl] -1-methy1-3-({ 5- [(2S )-1-methylpy -olidin-2- yl]pyridine-2-yll amino)-1,2-

dihydropyridin-2-one; 

5[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo 	,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-

a] indo1-2-yl} phenyl] -1-methy1-3- { [5-(morph • n-4-yl)p yridine-2-yl] amino } -1,2-dihydropyridin- 

2-one; 

10- [5-fluoro-2-(h ydroxymethyl) ' -( I -methy1-5- { [5-(morpholin-4-yl)pyridine-2- 

yl] amino I -6-oxo-1,6-dihydropyridi 	-yl)phenyl] -4,4-dimethy1-7 -thia-10- 

azatricyclo[6.4.0.02'6]dodeca-1 (8) 	(6)-dien-9-one; 

10-[3- (5- { [5-(1-ethyla 	tidin-3-yl)pyridine-2-yl] amino I -1-methy1-6-oxo-1,6-

dihydropyridin-3-y1)-5-fluo • -2-(hydrox ymethyl)phenyl] -4,4-dimethy1-7-thia-10-

azatricyclo[6.4.0.02'6]do , - a-1(8),2(6)-dien-9-one; 

5-[5-fluoro-2- 	ydroxymethyl)-3- { 1-oxo- I H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2- 

a] indo1-2-yl} phen 	-1-methyl-3-{ [2-(oxetan-3-y1)-1,2,3,4-tetrahydroisoquinolin-6-yl] amino } - 

1,2-dihydropyr . in-2-one; 

5-[2- 	ydroxymethyl)-3-[1-methy1-5-({ 5 -methy1-4H,5H,6H,7H-pyraz olo [1,5-a]pyrazin- 

2-y1} amt • o)-6-oxo-1,6-dihydropyridin-3 -yl] phenyl] -8-thia-5-azatric yclo [7.4.0.02'7] trideca- 

1(9),2 	)-dien-6-one; 

484 



WO 2011/140488 
	

PCT/US2011/035596 

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5- { [5-(1-methylpiperidin-4-yl)pyridine-2 

yl] amino1-6-oxo-1,6-dihydropyridin-3-yl)pheny1]-4,4-dimethy1-1,10- 

diazatricyclo [6.4.0.02'6] dodeca-2(6),7-dien-9-one; 

10-[5-fluoro-2-(hydroxymethyl)-3-{ 1-methyl-5-[(6-methyl-5,6,7,8-tetrahydro 	, - 

naphthyridin-2-yl)amino]-6-oxo-1,6-dihydropyridin-3-yl}pheny1]-4,4-dimethy1-1, I 

diazatricyclo [6.4.0.02'6] dodeca-2(6),7-dien-9-one; 

10-[3-(5- { [5-(1-ethylazetidin-3-yl)pyridine-2-yl]amino1-1-methy1-6- ,xo- ,6- 

dihydropyridin-3-y1)-5-fluoro-2-(hydroxymethyppheny1]-4,4-dimethy1-1 	0-

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

5[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4K6H H,8H,9H-pyrazino[1,2- 

a] indo1-2-yl}phenyl]-3-[(2-methoxypyrimidin-4-yDamino]-1- 	• 	y1-1,2-dihydropyridin-2-one; 

1045-fluoro-2-(hydroxymethyl)-341-methy1-5-({ 5-[ 	(oxetan-3-yppiperidin-4-

yl]pyridine-2-y1} amino)-6-oxo-1,6-dihydropyridin-3-yl]p , - ny1]-4,4-dimethy1-1,10-

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

5[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo-1 	H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-

a] indo1-2-y1}phenyl]-1-methyl-3- ( { 5- [1-(oxetan- , -yl)piperidin-4-yl]pyridine-2-yllamino)-1,2-

dihydropyridin-2-one; 

10-[5-fluoro-2-(hydroxymethyl)-3- 4-methy1-6- [(2-methy1-1,2,3,4-tetrahydroisoquinolin- 

6-yl)amino]-5-oxo-4,5-dihydropyrazin- -yllpheny1]-4,4-dimethy1-1,10- 

diazatricyclo[6.4.0.02'6]dodeca-2(6), 	dien-9-one; 

5[_5-fluoro-2-(hydroxym- 	y1)-3-(1-meth y1-5- { [5-(1-methylpiperidin-4-yl)pyridine-2-

yl]amino1-6-oxo-1,6-dihydro • , ridin-3-yl)phenyl] -8-thia-5-azatricyclo[7.4.0.02'7] trideca- 

1(9),2(7)-dien-6-one; 

5-{ 345-(15-[2-(• nethylamino)ethoxy]pyridine-2-y1 1 amino)-1-methy1-6-oxo-1,6-

dihydropyridin-3-yl] ; -fluoro-2-(hydroxymethyl)pheny11-8-thia-5-azatricyclo[7 .4.0.02'7]trideca- 

1(9),2(7)-dien-6-o e; 

5-[3-(5- 	5-(4-ethylpiperazin-l-yl)pyridine-2-yl]amino1-1-methy1-6-oxo-1,6-

dihydropyn• n-3-y1)-5 -fluoro-2-(hydroxymethyl)phenyl] -8-thia-5 -azatricyclo[7.4.0.02'7]trideca- 

1(9),2(7) 	ien-6-one; 
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1043- { 5-[(5- { [2-(dimethylamino)ethyl](methyDamino }pyridine-2- yeamino]- 1-methyl • - 

oxo- 1,6-dihydropyridin-3-y1} -5-fluoro-2-(hydroxymethyl)pheny1)-4,4-dimethyl-7-thia-10-

azatricyclo[6.4.0.021dodeca- 1 (8),2(6)-dien-9-one; 

1045 -fluoro-2-(hydroxymethyl)-3-(1-methy1-5- { [5-(1-methylazetidin-3-yl)py dine-2- 

yllamino 1-6-oxo- 1,6-dihydropyridin-3-yl)phenyl] -4,4-dimethyl- 1, 10- 

diazatricyclo [6 .4.0.021dodeca-2(6),7-dien-9-one; 

104345- { [5-(4-ethylpiperazin- 1 -yl)pyridine-2-yl] amino I -1-methyl- . oxo-1,6- 

dihydropyridin-3-y1)-5-fluoro-2-(hydroxymethyl)pheny1]-4,4-dimethyl-7 	a-10-

azatricyclo[6.4.0.02'6]dodeca-1 (8),2(6)-dien-9-one; 

10-{ 5-fluoro-345-(1544-(2-fluoroethyl)piperazin-1-yllpyn,  ne-2-yll amino)-1-methy1-6-

oxo- 1,6-dihydropyridin-3-y1]-2-(hydroxymethyl)phenyl} -4,4-di , ethyl- 1, 10-

diazatricyclo[6.4.0.02'6] dodeca-2(6),7-dien-9-one; 

1045 -fluoro-2-(hydroxymethyl)-34 1-methy1-5- { [ 	(morpholin-4-ylmethyl)pyridine-2- 

yl] amino 1-6-oxo-1,6-dihydropyridin-3-yl)phenyl] -4,4- , methyl- 1, 10- 

diazatricyclo[6.4.0.02'6] dodeca-2(6),7-dien-9-one; 

542- (hydroxymethyl)-3- { 1-oxo-1H,2H,3 	,4H,6H,7H,8H,9H-pyrido [3,4-1)] indolizin-2-

yl } phenyl] - 1-methy1-3-{ [5-(4-methylpiperazi , - 1-yl)pyridine-2-yl] amino 1- 1,2-dihydropyridin-2-

one; 

10[5-fluoro-2-(hydroxymethyl) 	-{ 1-methy1-5- [(5-methyl- 1H-pyrazol-3-yDamino] -6- 

oxo- 1,6-dihydropyridin-3-y1} phenyl 	4,4-dimethyl- 1, 10-diazatricyclo[6.4.0.02'6]dodeca-2(6),7-

dien-9-one; 

5-[5-fluoro-2-(hydroxy 	ethyl)-3- { 1-methy1-5-[(5- { [methyl(propan-2- 

yl)amino] methyl }pyridine- 	yflamino] -6-oxo- 1,6-dihydropyridin-3 -yllphenyl] - 8-thia-5-

azatricyclo[7 .4.0.023]tri • - Ca- 1 (9),2(7)-dien-6-one; 

1045 -fluoro- 	(hydroxymethyl)-3-(4-methyl-6- { [4-( 1-methylpiperidin-4- 

yl)phenyl] amino } 	-oxo-4,5-dihydropyrazin-2-yl)phenyl] -4,4-dimethy1-7-thia- 10-

azatricyclo[6.4 'd .02'6]dodeca- 1 (8),2(6)-dien-9-one; 

10-[ 	fluoro-2-(hydroxymethyl)-341-methy1-5-({ 5-methy1-4H,5H,6H,7H-pyrazolo [1,5- 

a] pyrazi 	-yl}amino)-6-oxo- 1,6-dihydropyridin-3-yl] phenyl] -4,4-dimethy1-7-thia- 10-

azatri • clo[6.4.0.02-6]dodeca- 1(8),2(6)-dien-9-one; 
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10[5-fluoro-2-(hydroxymethyl)-3-(1-methy1-5-1[6-(oxetan-3-y1)-5,6,7,8-tetrahydro-1 • 

naphthyridin-2-yl]amino1-6-oxo-1,6-dihydropyridin-3-yl)pheny1]-4,4-dimethy1-7-thia-10-

azatricyclo[6.4.0.02'6]dodeca-1(8),2(6)-dien-9-one; 

515 -fluoro-2-(hydroxymethyl)-3-(4-methy1-6-1 [4-(1-methylpiperidin-4-

yl)phenyl]amino1-5-oxo-4,5-dihydropyrazin-2-yl)phenyl] -8-thia-5-azatricyclo [7 4 • .02'7]trideca- 

1(9),2(7)-dien-6-one; 

5-[5-fluoro-2-(hydroxymethyl)-3-11-oxo-1H,2H,3H,4H,6H,7H,8H,9 	-pyrazino[1,2- 

a]indo1-2-yllphenyll-1-methyl-3-1[4-(1-methylpiperidin-4-yl)phenyl]ain 	o1-1,2-

dihydropyrazin-2-one; 

5[5-fluoro-2-(hydroxymethyl)-3-11-oxo-1H,2H,3H,4H,6H 	,8H,9H-pyrazino[1,2-

a] indo1-2-yllphenyl] -1-methy1-3-[(2-methyl- 1,2,3,4-tetrahydroi • quinolin-6-yl)amino] -1,2-

dihydropyrazin-2-one; 

10-(3- { 5- [(6-ethy1-5,6,7,8-tetrahydro-1,6-naphthy 	01 .11-2-yl)amino]-1-methyl-6-oxo-1,6- 

dihydroppidin-3-y11-5-fluoro-2-(hydroxymethyl)phen 	)-4,4-dimethy1-1,10-

di azatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

10-1345-({5-ethyl-4H,5H,6H,7H-pyrazo • [1,5-a] pyrazin-2-yllamino)-1-methy1-6-oxo- 

1,6-dihydropyridin-3-yl] -5-fluoro-2- (hydroxy 	ethyl)pheny11-4,4-dimethyl- 1,10-

diazatricyclo [6.4.0.02'6]dodeca-2(6),7-dien ' -one; 

543-151(5-1 [2-(dimethylamino - thy]] (methypamino }pyridine-2-yl)amino]-1-methy1-6-

oxo-1,6-dihydropyridin-3-y11-5-fluo • -2-(hydroxymethyl)pheny1)-8-thia-5 - 

azatricyclo[7.4.0.02'7]trideca-1 (9) 	(7)-dien-6-one; 

1045 -fluoro-2-(hydro 	methyl)-3-(1-methy1-5-1[5-(1-methylpyrrolidin-2-yl)pyridine-2- 

yl]amino1-6-oxo-1,6-dihyd • pyridin-3-yl)phenyll -4,4-dimethy1-7 -thia- 10-

azatricyclo[6.4.0.02'6]do• - ca-1 (8),2(6)-dien-9-one; 

5-[5-fluoro-2- 	ydroxymethyl)-3-(1-methy1-5-1[5-(1-methylpyffolidin-2-yppyridine-2- 

yl]amino1-6-oxo- 	6-dihydropyridin-3-yl)phenyl] -8-thia-5-azatricyclo [7.4.0.02'7] trideca- 

1(9),2(7)-dien- r one; 

545- uoro-2-(hydroxymethyl)-3-(1-methy1-5-{ [5-(morpholin-4-yep yridine-2-

yl] amino -6-oxo-1,6-dihydropyridin-3-yl)phenyl] -8-thia-5 -azatricyclo [7 .4.0.023]trideca- 

1(9),2 	)-dien-6-one; 
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1015-fluoro-2-(hydroxymethyl)-341-methy1-5-0 5-[(2S)- 1-methylpyrrolidin-2-

yl]ppidine-2-yllamino)-6-oxo- 1,6-dihydropyridin-3-yllpheny1]-4,4-dimethyl- 1,10-

diazatricyclo[6.4.0.021dodeca-2(6),7-dien-9-one; 

10[5-fluoro-2-(hydroxymethyl)-341-methyl-5-({ 5 -[(2R)- 1-methylp yrrolidin- - 

y1]pyridine-2-yllamino)-6-oxo- 1,6-dihydropyridin-3 -yl]pheny11-4,4-dimethy1-1, 1 1 

diazatricyclo [6.4.0.02'6] dodeca-2(6),7-dien-9-one; 

10[5-fluoro-2-(hydroxymethyl)-3-(1-methy1-5- { [6-(oxetan-3-y1)-5,. 	,8-tetrahydro- 1,6- 

naphthyridin-2-yl]amino 1-6-oxo- 1,6-dihydropyridin-3-yl)phenyl] -4,4-di , - thyl- 1,10-

di azatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

5[5-fluoro-2-(hydroxymethyl)-3- { 1 -oxo-1H,2H,3H,4H,6H H,8K9H-pyrazino[1,2- 

a] indo1-2-yl}pheny11- 1-methy1-3-( { 5- [(1-methylazetidin-3-yl)o 	, pyridine-2-y1} amino)- 1,2-

dihydropyridin-2-one; 

10[5-fluoro-2-(hydroxymethyl)-3-(4-methy1-6- { [4 (1-methylpiperidin-4- 

yl)phenyl]amino } -5-oxo-4,5-dihydropyrazin-2-yl)phe 	]-4,4-dimethyl- 1,10-

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

10-[5-fluoro-2-(hydroxymethyl)-3-(1-me 	y1-5-{ [5 -( 1-methylpiperidin-4-yl)pyridine-2-

yl] amino 1-6-oxo-1,6-dihydropyridin-3-yl)ph - y1]-4,4-dimethy1-7-thia- 10-

azatricyclo[6.4.0.02-6]dodeca- 1 (8),2(6)-die , 9-one; 

10- { 3454 { 5-[2-(dimethylamin . 	thoxy]pyridine-2-yllamino)- 1-methy1-6-oxo- 1,6- 

dihydrop yridin-3-y11-5-fluoro-2-(hy 	oxymethyl)pheny11-4,4-dimethy1-7-thia- 10- 

azatricyclo[6.4.0 .02'6]dodeca- 1 (8) 	(6)-dien-9-one; 

3-({ 5-[2-(dimethylami ►  .)ethoxy]pyridine-2-yl}amino)-545-fluoro-2-(hydroxymethyl)-3- 

{ 1-oxo-1H,2H,3H,4H,6H,7 	,8H,9H-pyrazino[1,2-a]indol-2-y1 }pheny11- 1-methyl- 1,2-

dihydropyridin-2-one; 

1045 -fluoro- 	(hydroxymethyl)-3-(4-methyl-6- { [4-(1-methylazetidin-3- 

yl)phenyl] amino } 	oxo-4,5-dihydropyrazin-2-yl)pheny1]-4,4-dimethyl-7-thia- 10-

azatricyclo[6.4 '..02'6]dodeca- 1 (8),2(6)-dien-9-one; 

10-[ 	fluoro-2-(hydroxymethyl)-3-[1-methyl-5-({ 5 -[ 1-(oxetan-3-yl)piperidin-4-

yl] pyridi , - -2-yllamino)-6-oxo- 1,6-dihydropyridin-3-yl] pheny11-4,4-dimethy1-7-thia- 10-

azatri• clo[6.4.0.02'6]dodeca- 1 (8),2(6)-dien-9-one; 
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10[5-fluoro-2-(hydroxymethyl)-3- { 5- [(2-methoxypyrimidin-4-yl)amino] -1-methy1-6-

oxo-1,6-dihydrop yridin-3-yllpheny1}-4,4-dimethyl-1,10-diazatricyclo[6.4.0.02'6]dodeca-2(6 ,7-

dien-9-one; 

5[2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a' do1-2- 

yl } phenyl] - 1-methy1-3- { [5-(piperazin-1-yl)pyridine-2-yl] amino1-1,2-dihydrop yn a 	-2-one; 

10-(3- { 5- [(1-ethyl-5-methy1-1H-pyrazol-3-y1)amino]-1-methyl-6-oxo-1 . - 

dihydropyridin-3-y11-5-fluoro-2-(hydroxymethyl)pheny1)-4,4-dimethy1-1,10 

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

5[5-fluoro-2-(hydroxymethyl)-3-[1-methy1-5-({5[1-(oxetan- 	yflpiperidin-4- 

yl]pyridine-2-yllamino)-6-oxo-14-dihydropyridin-3-yllpheny11-8- 	ta-5-

azatricyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-one; 

1045-fluoro-2-(hydroxymethyl)-341-methy1-5-({ 54,  (oxetan-3-yl)piperazin-1-

yl]pyridine-2-yllamino)-6-oxo-1,6-dihydropyridin-3-yl]p , - ny1]-4,4-dimethy1-1,10-

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

5[2-(hydroxymethyl)-344-methyl-6-({ 441- 	xetan-3-yl)piperidin-4-yl]phenyllamino)- 

5-oxo-4,5-dihydrop yrazin-2-yll phenyl] -8-thia-5- 	atricyclo[7.4.0.02'7]trideca-1(9),2(7)-dien-6-

one; 

10[2-(hydroxymethyl)-341-methy 6-oxo-5-(pyrimidin-4-ylamino)-1,6- 

dihydropyridazin-3-yl]pheny1]-4,4-dim: 	y1-7-thia-10-azatricyclo[6.4.0.02'6]dodeca-1(8),2(6)-

dien-9-one; 

6[2-(hydroxymethyl)-3- 	-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indo1-2- 

yllpheny1]-2-methy1-4- { [5-(4- 	ethylpiperazin-1-yl)pyridine-2-yl] amino1-2,3-dihydropyridazin- 

3-one; 

5-[5-fluoro-2-(h 4roxymethyl)-3-(1-methy1-5-{ [5-(1-methylpyrrolidin-3-yepyridine-2-

yl]amino1-6-oxo-1,6 iihydropyridin-3-yl)phenyl] -8-thia-5-azatricyclo[7 .4.0.02'7] trideca- 

1(9),2(7)-dien-6-o e; 

5-[2-(h aroxymethyl)-34 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2- 

yllpheny1]- 	methy1-3-{ 4H,6H,7H-pyrazolo[3,2-c] [1,4]oxazin-2-ylamino1-1,2-dihydropyridin- 

2-one; 

489 



WO 2011/140488 
	

PCT/US2011/035596 

3- { [5-(4-ethylpiperazin-1-yl)pyridine-2-yl]amino1-5- [2- (hydroxymethyl)-3- { 1-oxo- 

1 H,2H,3H,4H,6H,7H, 8H,9H-pyrido [3,4-b]indolizin-2-yl}pheny1]-1-methy1-1,2-dihydropyi . in- 

2-one; 

1042-(h ydroxymethyl)-3- [1-methy1-5-( { 5-[4-(oxetan-3-yl)piperazin-l-yl]pyr 	ine-2-

yllamino)-6-oxo-1,6-dihydropyridin-3-yl]pheny1]-4,4-dimethy1-1,10-

diazatricyclo[6.4.0.02'6]dodeca-2(6),7-dien-9-one; 

1042- (h ydroxymethyl)-3- [1-methy1-54 { 544-(oxetan-3-yl)piperazin 	yl] pyridine-2-

yl} amino)-6-oxo-1,6-dihydropyridin-3-yl]pheny1]- 4,4-dimethy1-7-thia-1 P 

azatricyclo[6.4.0.02'6]dodeca-1(8),2(6)-dien-9-one; 

5[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{[5-(2S)-(1- - - thylpyrrolidin-2- 

yl)pyridine-2-yl] amino }-6-oxo-1,6-dihydropyridin-3-yl)phenyl 	: -thia-5-

azatricyclo[7 .4. 0.02'7]trideca-1 (9),2(7)-dien-6-one; 

5[5-fluoro-2-(hydroxymethyl)-3-(1-methy1-5- { [5- 	R)-(1-methylp yrrolidin-2-

yl)pyridine-2-yl] amino1-6-oxo- 1,6-dihydropyridin-3-y pheny1]-8-thia-5-

azatricyclo[7.4.0.017]tiideca-1(9),2(7)-dien-6-one; 

5-[2-(hydroxymethyl)-5-[1-methyl-54 I 4 ' -methylpiperidin-4-yllpyridine-2-yllamino)- 

6-oxo-1,6-dihydropyridin-3-yl]pheny1]-8-thia 	-azatricyclo-[7.4.0.02'7]trideca- I (9),2(7 )-dien-6-

one; 

5-[5-fluoro-2-(hydroxymethyl)- 	{ 1-oxo- I H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2- 

a] indo1-2-yl}phenyl]-1-methyl-3-[(4 	1-methylazetidin-3-yl)phenyl)amino)-1,2-dihydropyrazin- 

2-one; 

10-[2-(hydroxymethyl 	41-methy1-5-({ 5-(oxetan-3-y1)-4H,5H,6H,7H-pyrazolo[1,5- 

a]p yrazin-2-yllamino)-6- 	. -1,6-dihydrop yridin-3-yl]pheny1]-4,4-dimethy1-7-thia-10-

azatricyclo-[6.4.0.02'6]d • . eca-1(8),2(6)-dien-9-one; 

10-[5-fluoro- 	(hydroxymethyl)-3[1-methy1-5-0 5-(oxetan-3-y1)-4H,5H,6H,7H-

pyrazolo[1,5-a]py •, z n-2-yllamino)-6-oxo-1,6-dihydropyridin-3-yllpheny11-4,4-dimethy1-7-thia- 

I 0-azatricyclo- 4.4.0.02'6] dodeca- 1(8),2(6)-dien-9-one; 

3-(1 	5-(oxetan-3-y1)-4H,5H,6H,7H-pyrazolo[1,5-a]pyrazin-2-yllamino1-542- 

(hydroxy 	ethyl)-3-{ I -oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a] indo1-2-yl}pheny1]-1- 

methy 	1,2-dihydropyridin-2-one; 
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5[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-

b]indolizin-2-yl} phenyl] -3- { 1-methyl-5-(N-methyl, N-oxetan-3- ylaminomethyl- 1H-pyrazo 

yl )amino }-1 ,2-dihydropyridin- 2-one; 

1045 -fluoro-2-(h ydroxymethyl)-341-methy1-54 { 1-methyl-5-(N-methyl, N-o - tan-3- 

ylaminomethyl- 1H-pyrazol-3-yl)amino)-6-oxo- 1,6-dihydropyridin-3-yl)pheny1)-4 	-dimethyl- 

1,10-diazatricyclo [6.4.0.02'6]-dodeca-2(6),7-dien-9-one; 

10-[5-fluoro-2-(hydroxymethyl)-3[1-methy1-5-({ 1-methyl-5-(N-me 	yl, N-oxetan-3-

ylaminomethy1-1H-pyrazol-3-yDamino)-6-oxo-1,6-dihydropyridin-3-y1) $ eny1)-4,4-dimeth y1-7-

thia-10-azatricyclo-[6.4.0 .02'6]-dodeca-1(8),2(6)-dien-9-one; 

I 042-(hydroxymethyl)-3-[1-methyl-5-({ 5-[1-methylpipera 	-4-y1lpyridine-2- 

yl } amino)-6-o x o- 1,6-dihydropyridin-3-yllphen yl] -4,4-dimeth yl 	,10-diazatric yclo [6.4.0.02'6]-

dodeca-2 (6),7-dien-9-one; 

5-[5-fluoro-2-(hydroxymeth y1)-5- [1-meth y1-5-( { 1- 	ethyl-5-(N-methyl, N-oxetan-3- 

ylaminomethyl)-1H-pyrazol-3-y1} amino)-6-oxo-1,6-di 	drop yridin-3-yl]phen yl] -8-thia-5 - 

azatricyclo-[7 .4.0. 027]trideca- I (9),2(7)-dien-6-one; 

1042-(h ydrox ymethyl)-3- [1 -meth y1-5 -( { 	[1 -(methylpiperidin-4-yepridine-2- 

yl)amino)-6-oxo- 1,6-dihydrop yridin-3- yephe , 	1)- 4,4-dimeth y1-7-thia- 10-azatricyclo- 

[6.4.0 .02'6]dodeca-1 (8),2(6)-dien-9-one; 

2-(5-fluoro-2-(h ydroxymeth y1)- 	(1-meth y1-5 -(5-(4-methylpiperazin- 1-yl)pyridine-2- 

ylamino)-6-oxo-1,6-dihydroppidin- 	yl)pheny1)-3,4-dihydrop yrazino [1,2-a]indol- 1 (2H)-one; 

5-[5-fluoro-2-(hydroxym- 	y1)-3- {1 -ox o-1H,2H,3 H,4H,6H,7H,8H,9H-pyrazino[1,2- 

a] indo1-2-yl} phenyl] - 1 -methy 	-{ [4-(o xetan-3-yl)piperazin- 1-yl] }phenyl } amino } -1,2-

dihydrop yrazin-2-one; 

5- [5-fluoro-2-(h 4roxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-

a] indo1-2-yl} pheny1]- -methyl-4-{ [4-(oxetan-3-yl)piperazin- 1 -yl] }phenyl } amino } -2,3- 

dihydrop yrazin-3- 	e; 

2-(5-fl 	-2-(h ydro x ymeth y1)-3-(1-meth y1-5 -(5-(4-methylpiperazin- 1-yl)p yridine-2- 

ylamino)-6- , 	-1,6-dihydropyridin-3-yflpheny1)-3,4-dihydro- 2H-[1]benzothiolo [2,3-c] pyridine- 

1-one; 
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5-[5-fluoro-2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-

a] indo1-2-yl} phenyl] -1-methy1-3- ( { 5- [4-(oxetan-3-yl)piperazin-l-yl] p yrazin-2-y1 } amino)-1 / 

dihydropyridin-2-one; 

545 -fluoro-2-(hydroxymethyl)-3- { 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazi , • [1,2- 

a] indo1-2-y1} phenyl] -1-methy1-3- { [4-meth ylpiperazin-l-yl] phen yl] amino } -1,2-di 	, drop yrazin- 

2-one; 

	

2-(5-fluoro-2-(hydroxymeth y1)-3-(1-meth y1-5 -(5-(4-methy1-2-oxopt 	razin-l- 

yl)pyridine-2-ylamino)-6-oxo-1,6-dihydroppidin-3-yl)pheny1)- 3,4,6,7,8 	- 

hexahydropyrazino[1,2-a]indo1-1(2H)-one; 

2-(5-fluoro-2-(methoxymethyl)-3-(1-methyl-5-(5-(4-methy 	perazin-l-yppyridine-2-

ylamino)-6-oxo-1,6-dihydropyridin-3-yl)pheny1)- 3,4,6,7,8,9-he ahydrop yrazino [1,2-a] indol- 

1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5- / (oxetan-3-y1)-piperazin-1-

yl)pridine-2- ylamino)-6-oxo-1,6-dihydropridin-3-y1 4 eny1)-3,4,6,7,8,9-hexahydro-6,9-

methanopyrazino[1,2-a]indo1-1(2H)-one; 

2-(2-(hydroxymethyl)-3-(1-methyl-5-(5- 	-meth y1-1,3,3a,6a-tetrah ydrop yrrolo [3,4- 

c] p yrrol-2- yl)p yridine-2-ylamino)-6-ox o-1,6-,  I ydropyridin-3-yl)pheny1)-3,4,6,7,8,9-hexahydro- 

pyrazino[1,2-a]indol-1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)- 	(1-meth y1-5-(5-(4-methy1-3-fluoromethyl-piperazin-1- 

yl)pridine-2- ylamino)-6-oxo-1,6-di , 	dropyridin-3-yl)phenyl)- 3,4,6,7,8,9 - 

hexahydropyrazino[1,2-a] indol-1 	H)-one; 

2-(5-fluoro-2-(hydroxy 	eth y1)-3-(1-methy1-6-oxo-5-(p yrimidin-4- ylamino)-1,6- 

dihydrop yridin-3- yl)pheny 	3,4,6,7,8,9-hexahydro-6,9-methanopyrazino [1,2-a] indo1-1(2H)-one; 

245 -fluoro-2-(h • pxymethyl)-3-(1-meth y1-5-(5-(4-methy1-1,4-diazepan- 1-ylp yridin-2- 

ylamino)-6-oxo-1,6- • 	ydrop yridin-3-yl)phen y1)- 3,4,6,7,8,9-hex ahydrop yrazino [1,2-a] indol- 

1(2H)-one; 

5-[5-fl 	ro-2-(h ydrox ymeth y1)-3- [1-meth yl -5-( { 5- [4- (oxetan-3-yl)piperazin- I - 

yl]pyridine- 	yl } amino)-6-o xo- 1,6-dihydrop yridin-3- yl] phenyl] -8-thia-4,5 - 

diazatric 	lo [7.4.0.02'7] -trideca-1(9),2(7),3 (4)-trien-6-one; 

492 



WO 2011/140488 
	

PCT/US2011/035596 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-methylpiperazin-l-ylpyridin-2-

ylamino)-6-oxo-1,6-dihydropyridin-3-yflpheny1)- 3,4,6,7,8,9-hexahydro-6,9-

methanopyrazino[1,2-a] indo1-1(2H)-one; 

545 -fluoro-2-(hydroxymethyl)-3- [1-methy1-54 { 5- [4-methylpiperazin-l-yl]py dine-2-

yl } amino)-6-oxo-1,6-dihydropyridin-3-yllphenyl{-8-thia-4,5-diazatricyclo[7.4.0.0-  ]-trideca- 

1(9),2(7),3(4)-trien-6-one; and 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(6-(4-methylpiperazin 	-yl)pyridazin-3- 

ylamino)-6-oxo-1,6-dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9-hexahydrop 	azino[1,2-a]indo1- 

1(2H)-one. 

30. 	The compound of claim 1 selected from: 

2-(5-fluoro-2-(methoxymethyl)-3-(1-methyl-5-(5-(4- • ethylpiperazin-l-yl)pyridin-2-

ylamino)-6-oxo-1,6-dihydropyridin-3-yepheny1)-3,4,6,7, : • -hexahydropyrazino[1,2-a]indo1- 

1(2H)-one; 

4-fluoro-2- (1-meth y1-5- (5-(4-methylpiperaz 	-1-yl)pyridin-2-ylamino)-6-oxo-1,6-

dihydropyridin-3-y1)-6-(1-oxo-3,4,6,7,8,9-hexah i ropyrazino[1,2-a] indo1-2(1H)-yl)benzyl 

acetate; 

2-(5-fluoro-2-(hydroxymethyl)-3-( 	methy1-5-(5-(4-methy1-2-oxopiperazin-l-y1)pyridin- 

2-ylamino)-6-oxo-1,6-dihydropyridin-3 	Opheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 

1(2H)-one; 

2-(5-fluoro-2-(hydroxym- 	y1)-3-(1-methy1-5-(6-(4-(oxetan-3-y1)piperazin-1- 

y1)pyridazin-3-ylamino)-6-ox • 	,6-dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9- 

hexahydropyrazino[1,2-a]i 	of-1(2H)-one; 

44645- (5-fluoro 	-(hydroxymethyl)-3- (1-oxo-3,4,6,7,8,9-hexahydropyrazino[1,2- 

a] indo1-2(1H)-yl)phe , 	1)-1-methy1-2-oxo-1,2-dihydropyridin-3-ylamino)pyridin-3-y1)-1- 

methylpiperazine 	oxide; 

1-(6-(5- .. -fluoro-2-(hydrox ymeth y1)-3-(1-oxo-3,4,6,7,8,9-hexahydropyrazino[1,2- 

a] indo1-2(1 	-yl)pheny1)-1-methyl-2-oxo-1,2-dihydropyridin-3-ylamino)pyridin-3-y1)-4-

methylpi , - razine 1,4-dioxide; 
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245 -fluoro-2- (hydroxymethyl)-3-(4-methy1-6-(6-(4-methylpiperazin-1-yl)pyridin-3-

ylamino)-5-oxo-4,5-dihydropyrazin-2-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]inde 

1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methy1-5-(5-(4-methylmorpholin-2-yl)py din-2- 

ylamino)-6-oxo-1,6-dihydropyridin-3-yepheny1)-3,4,6,7,8,9-hexahydropyrazino [1 	-a]indol- 

1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methy1-5-(5-(9-methyl-3-oxa-7, • - 

diazabicyclo[3.3.1]nonan-7-yl)pyridin-2-ylamino)-6-oxo-1,6-dihydropyi 	n-3-yl)pheny1)- 

3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol-1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-methyl , orpholin-2-yl)ppidin-2- 

ylamino)-6-oxo-1,6-dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9-he 	hydropyrazino[1,2-a]indol- 

1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(4-methyl-6-(6- i (oxetan-3-yl)piperazin-l-yl)pyridin- 

3-ylamino)-5-oxo-4,5-dihydropyrazin-2-yl)pheny1)-3„7,8,9-hexahydropyrazino [1,2-a] indol- 

1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-met 	, -6-oxo-5-(3-(4-(oxetan-3-yl)piperazin-l-

yl)pyrid-6-ylamino)-1,6-dihydropyridin-3-y1) , eny1)-3,4,6,7,8,9-hexahydro-6,9-

methanopyrazino [1,2-a] indo1-1(2H)-one; 

2-(6-fluoro-2-(hydroxymethyl)- 	(1-methy1-5-(5-(4-methylpiperazin-1-yl)pyridin-2- 

ylamino)-6-oxo-1,6-dihydropyridin- 	yepheny1)-3,4,6,7,8,9-hexahydropyrazino [1,2-a] indol- 

1 (2H)-one; 

2-(6-fluoro-2-(hydroxy 	ethyl)-3-(1-methy1-5-(5-(4-(oxetan-3-yl)piperazin-1-yl)pyridin- 

2-ylamino)-6-oxo-1,6-dihy• op ytidin-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino [1,2-a]indol- 

1(2H)-one; 

2-(5-fluoro-2- 	ydroxymethyl)-3-(1-methy1-6-oxo-5-(3-(4-methylpiperazin-1-y1)pyrid-6- 

ylamino)-1,6-dihy,  opyridin-3-yepheny1)-3,4,6,7,8,9-hexahydro-6,9-methanopyrazino [1,2-

a] indo1-1(2H)- • e; 

2-(5- uoro-2-(hydroxymethyl)-3-(1-methy1-5-(5-(6-methyl-2,6-diazaspiro[3.3]heptan-2- 

y1)pyridi , 2-ylamino)-6-oxo-1,6-dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9- 

hexah dropyrazino [1,2-a] indo1-1(2H)-one; 
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3-(5-Fluoro-2-hydroxymethyl-3- [ 1-methyl-5-[6-(4-methyl-piperazin-l-y1)-pyridazin-3 

ylamino]-6-oxo-1,6-dihydro-pyridin-3-yll-pheny1)-6,7,8,9-tetrahydro-3H-benzo[4,5]thieno 	,3- 

d]pyridazin-4-one; 

2-(5 -fluoro-2-(hydroxymeth y1)-3-(1-methy1-6-oxo-5- (3-(4-methylpiperazin-1- 

yl)p yridazin-6-ylamino)-1,6-dihydropyridin-3-yepheny1)-3,4,6,7,8,9-hexahydro-6 	- 

methanopyrazino[1,2-a]indo1-1(2H)-one; 

3-(5-Fluoro-2-hydroxymethyl-3- f 1-methy1-546-(4-oxetan-3-yl-pipe •. zin- l-yl)- 

pyridazin-3-ylarnino] -6-oxo-1,6-dihydro-pyridin-3-y1) -phenyl)-6,7,8,9-t- 	ahydro-3H-

benzo[4,5]thieno[2,3-d]pyridazin-4-one; 

2-(5-Fluoro-2-hydroxymethy1-3-11-methy1-5-[6-(4-oxetan- 	yl-piperazin-l-y1)-

pyridazin-3-ylamino]-6-oxo-1,6-dihydro-pyridin-3-yll-pheny1)- ,4,5,6,7,8-hexahydro-2H-

benzo[4,5]thieno[2,3-c]pyridin-l-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-6-oxo 	-(3-(4-(oxetan-3-yepiperazin-l- 

yl)pyridazin-6-ylamino)-1,6-dihydropyridin-3-yl)phen 	-3,4,6,7,8,9-hexahydro-6,9-

methanopyrazino[1 ,2-a]indo1-1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(5-(5-(' 	ethylpiperazin-1-yl)p yridin-2-ylamino)-6-

oxo-1,6-dihydropyridin-3-yl)pheny1)-3,4,6,7, : • -hexahydropyrazino[1,2-a]indo1-1(2H)-one; 

4-fluoro-2-(1-methyl-5-(5-(4-(oxet 	-3-yl)piperazin-l-yl)pyridin-2-ylamino)-6-oxo-1,6- 

dihydropyridin-3-y1)-6-(1-oxo-3,4,6,7,: ' -hex ahydropyrazino[1,2-a]indo1-2(1H)-yl)benzyl 

acetate; 

2-(5-fluoro-2-(hydroxym - 	y1)-3-(5-(5 -(4-(oxetan-3-yl)piperazin-l-yl)p yridin-2-

ylamino)-6-oxo-1,6-dihydropy din-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol- 

1(2H)-one; 

2- (5-fluoro-2-(h 4roxymethyl)-3-(1-methy1-5-(5-(4-(oxetan-3-yl)piperazin-l-yl)pyridin- 

2-ylamino)-6-oxo-1,. dihydropyridin-3-yl)pheny1)-6,7,8,9-tetrahydro-[1,2,4]triazino[4,5-

a]indol-1(2H)-one 

2-(5-fl 	ro-2-(hydroxymethyl)-3-(1-methy1-5-(5-(4-methylpiperazin-1-y1)pyridin-2- 

ylamino)-6- , 	-1,6-dihydropyridin-3-yl)phenyl)-6,7,8,9-tetrahydro- [1,2,4]triazino [4,5-a]indol- 

1(2H)-o ; 
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245 -fluoro-2-(h ydro x ymeth y1)-3- (1-meth y1-5-(5-(4-(oxetan-3-y1)-1,4-diazepan- I - 

yl)pyridin-2-ylamino)-6-oxo-1,6-dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9-

hexahydropyrazino[1,2-a]indol-1(2H)-one; 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methy1-5-(4-(4-methylpiperazin-l-y1)py 	iin-2- 

ylamino)-6-oxo-1,6-dihydropyridin-3-yl)pheny1)-3,4,6,7,8,9-hexahydropyrazino[l 	-a]indol- 

1(2H)-one; and 

2-(5-Fluoro-2-hydroxymethy1-3- { 1-meth y1-545-(4-oxetan-3-y141,4 	iazepan-l-y1)-

pyridin-2-ylamino} -6-oxo-1,6-dihydro-pyridin-3-y1} -pheny1)-3,4,5,6,7,8- exahydro-2H-

benzo[4,5]thieno[2,3-c]pyridin-l-one. 

31. A pharmaceutical composition comprised of a co 	pound of any one of claims 1 

to 30 and a pharmaceutically acceptable carrier, glidant, dilu: t, or excipient. 

32. The pharmaceutical composition accore 	g to claim 31, further comprising a 

second therapeutic agent. 

33. A process for making a pharm. eutical composition which comprises combining 

a compound of any one of claims 1 to 30 	h a pharmaceutically acceptable carrier. 

34. A method of treating 	disease or disorder which comprises administering a 

therapeutically effective amount . a compound of any one of claims I to 30 to a patient with a 

disease or disorder selected fi e 	immune disorders, cancer, cardiovascular disease, viral 

infection, inflammation, m- abolism/endocrine function disorders and neurological disorders, 

and mediated by Bruton . tyrosine kinase. 

35. Th: Tiethod of claim 34 wherein the disease or disorder is an immune disorder. 

36. The method of claim 35 wherein the disease or disorder is systemic and local 

inflamm 	on, arthritis, inflammation related to immune suppression, organ transplant rejection, 

allerg 	s, ulcerative colitis, Crohn's disease, dermatitis, asthma, systemic lupus erythematosus, 

Sj i z.ren's Syndrome, multiple sclerosis, scleroderma/systemic sclerosis, idiopathic 
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thrombocytopenic purpura (ITP), anti-neutrophil cytoplasmic antibodies (ANCA) vasculitis, 

chronic obstructive pulmonary disease (COPD), psoriasis. 

37. The method of claim 36, wherein the disease is rheumatoid arthritis. 

38. The method of claim 34 wherein the disease or disorder is cance selected from 

breast, ovary, cervix, prostate, testis, genitourinary tract, esophagus, larynx, 	ioblastoma, 

neuroblastoma, stomach, skin, keratoacanthoma, lung, epidermoid carcin' 	a, large cell 

carcinoma, non-small cell lung carcinoma (NSCLC), small cell carcin• 	a, lung 

adenocarcinoma, bone, colon, adenoma, pancreas, adenocarcinom 	yroid, follicular 

carcinoma, undifferentiated carcinoma, papillary carcinoma, se ' noma, melanoma, sarcoma, 

bladder carcinoma, liver carcinoma and biliary passages, kid ►  -y carcinoma, pancreatic, myeloid 

disorders, lymphoma, hairy cells, buccal cavity, naso-pha 'ngeal, pharynx, lip, tongue, mouth, 

small intestine, colon-rectum, large intestine, rectum, b . in and central nervous system, 

Hodgkin's, leukemia, bronchus, thyroid, liver and i 	rahepatic bile duct, hepatocellular, gastric, 

glioma/glioblastoma, endometrial, melanoma, ki• ey and renal pelvis, urinary bladder, uterine 

corpus, uterine cervix, multiple myeloma, ac 	- myelogenous leukemia, chronic myelogenous 

leukemia, lymphocytic leukemia, myeloid -ukemia, oral cavity and pharynx, non-Hodgkin 

lymphoma, melanoma, and villous colo • adenoma. 

39. The method of cla' 	34 further comprising administering an additional 

therapeutic agent selected fro ►  an anti-inflammatory agent, an immunomodulatory agent, 

chemotherapeutic agent, a 	urotropic factor, an agent for treating cardiovascular disease, an 

agent for treating liver d'.ease, an anti-viral agent, an agent for treating blood disorders, an agent 

for treating diabetes, 	d an aizent for treating immunodeficiency disorders. 

40. kit for treating a condition mediated by Bruton's tyrosine kinase, comprising: 

a) 	a first pharmaceutical composition comprising a compound of any one of claims 1 

to 30; an• 

.) 	instructions for use. 
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41. The compound of any one of claims 1 to 30 for use as a medicament in treating 

disease or disorder selected from immune disorders, cancer, cardiovascular disease, viral 

infection, inflammation, metabolism/endocrine function disorders and neurological diso 	ers, 

and mediated by Bruton's tyrosine kinase. 

42. Use of a compound of any one of claims 1 to 30 in the manufact .e of a 

medicament for the treatment of immune disorders, cancer, cardiovascular 	ease, viral 

infection, inflammation, metabolism/endocrine function disorders and ne -ological disorders; 

and wherein the medicament mediates the Bruton's tyrosine kinase. 
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We Claim: 

1. 	A compound selected from Formula I: 

R5 
HNV 

2 	Z5 
4, -:::,7  - 3 

r---. 	
) 2 ''`,..") 

Z.
v_
l 

)(;;;;; ..%\'''''N 
N.„, 

	

l 	6  

	

Y 	1:1 

R2  

R3 	 I 

or stereoisomers, tautomers, or pharmaceutically acceptable salts thereof, wherein: 

R' is H, D, F, Cl, CN, -NH2, -NHCH3, -N(CH3)2, -OH, -OCH3, -OCH2CH3, 

-OCH2CH2OH, heteroaryl selected from imidazolyl and pyrazolyl, heterocyclyl selected from 

oxetanyl and azetidinyl, and C1-C3  alkyl; 

R2, R3  and R4  are independently selected from H, D, F, Cl, -NH2, -NHCH3, -N(CH3)2, 

-OH, -OCH3, -OCH2CH3, -OCH2CH2OH, and C1-C3  alkyl; 

R5  is optionally substituted C6-C20 aryl, C3-C12  carbocyclyl, C2-C20 heterocyclyl, C1-C20 

heteroaryl, -(C6-C2o aryl)-(C2-C20 heterocyclyl), -(C1-C20 heteroaryl)-(C2-C20 heterocyclyl), 

-(C1 -C20  heteroaryl)-(C1 -C6  alkyl), or -(C1-C20 heteroaryl)-C(=O)-(C2-C2o heterocyclyl); 

R6  is H, F, -NH2, -OH, or optionally substituted C1-C3  alkyl; 

X is S, S(.0), S(=0)2, N, NR6, 0, or CR7; 

R7  is independently selected from H, D, F, Cl, -CH3, -CH2CH3, -CN, -CH2F, -CHF2, 

-CF3, -NH2, -OH, and -OCH3; 

Y'  and Y2  are independently selected from CR6  and N; 

ZI , Z2, Z3, and Z4  are independently selected from C, CR7, and N; 

Z5  is -CR3=N-; 

one of Z1  and Z2, or X and Z', where X is not S, S(=O), or S(=0)2, forms a five-, six-, or 

seven-membered aryl, carbocyclyl, heterocyclyl or heteroaryl ring; 

where alkyl, carbocyclyl, heterocyclyl, aryl, and heteroaryl are optionally substituted with 

one or more groups independently selected from D, F, Cl, Br, I, -CH3, -CH2CH3, 

-CH2CH(CH1)2, -CH2OH, -CH2CH2OH, --C(CH3)20H, -CH(OH)CH(CH3)2, -C(CH3)2CH2OH, 

-CH2CH2S02CH3, -CH2OF(0)(OH)2, -CN, -CH2F, -CHF2, -CF3, -CO2H, -COCH3, 

-CO2CH3, -CO2C(CH3)3, -COCH(OH)CH3, -CONH2, -CONHCH3, -CON(CH3)2, 
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-C(CH3)2CONH2, -NO2, -NH2, -NHCH3, -N(CH3)2, -NHCOCH3, -N(CH3)COCH3, 

-NI-18(0)2CH3, -N(Cfi3)C(C113)2CONH2. -N(CH3)CH2C1-liS(0)2CH3, =0, -0H, -OCH3, 

-OCH2CH2N(CH3)21 -01)(0)(01- )2, -S(0)2N(CH3)2, -SCH3, -CH2OCH3, -S(0)2CH3, 

cyclopropyl, azetidinyl, I -methylazetidin-3-yl)oxy, N-methyl-N-oxetan-3-ylamino, azetidin- l- 

ylmethyl, oxetanyl, and morpholino. 

2. The compound of claim 1 selected from Formulas Ia-c: 
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3. The compound of claim 1 selected from Formulas Id-f: 

HN
"R5 	 ,,R5 

HN 

Z5 	 7 2 	,--- Z5 	 -L
...".
..,..0 

,p,.... r-  

	

Z i 	) 

	

\ 	N 

".... 	73 	
Yom"

'  
Z1 	i i 	) 

'S'N- - 	N 	 N, 
S 6 Ai 

 
yli 	R6  

111  101 O  R2  Id 	 R2 II"  Ie 
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4. 	The compound of claim 1 selected from Formulas Ig-n: 
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5. The compound of claim 1 selected from Formulas Io-t: 
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6. 	The compound of claim 1 where Z1  and Z2  forms a five-, six-, or seven- membered aryl, 

carbocyclyl, heterocyclyl or heteroaryl ring, and selected from Formulas Iaa-ap: 
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7. 	The compound of claim 1 where X and Z1, and X is not S, forms a five-, six-, or seven- 

membered aryl, carbocyclyl, heterocyclyl or heteroaryl ring, and selected from Formulas Iaq-bf: 
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. 	The compound of claim 1 where the group: 
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where the wavy line indicates the site of attachment. 

9. The compound of claim 1 to 7 wherein RI, R2, R3, and R4  are each H. 

10. The compound of claim 1 wherein RI  is selected from F, -CH3, -CH2F, -CHF2, and —CF3. 

11. The compound of claim 1 wherein R1  is —CH2OH. 

12. The compound of claim 1 wherein R3  is F. 

13. The compound of claim 1 wherein RI  is —CH2OH, R2  and R4  are each H, and R3  is F. 

14. The compound of claim 1 wherein R5  is optionally substituted C6-C20  aryl selected from 

phenyl and naphthyl. 

15. The compound of claim 1 wherein R5  is optionally substituted C3-C12  carbocyclyl 

selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, and cycloheptyl. 

16. The compound of claim 1 wherein R5  is optionally substituted C2-C20  heterocyclyl 

selected from oxetanyl, azetidinyl, pyrrolidinyl, tetrahydrofuryl, piperidinyl, piperazinyl, 

morpholinyl, and tetrahydropyranyl. 

17. The compound of claim 1 wherein R5  is optionally 

substituted Cr-C20  heteroaryl selected from pyrazolyl, pyridinyl, pyrirnidinyl, 5-methy1-4,5,6,7- 

tetrah ydropyrazolor 1,5-alp yrazi n-2-yl, 5-acetyl-4,5,6,7-tetrah ydropyrazolo[ 1 ,5-a]pyrazin-2-yl, 

6,7-dihydro-4H-pyrazolo[5,1-c][1,4]oxazin-2-yl, and 1-methyl-5-(5-(4-methylpiperazin- 1 - 

yl)pyridin-2-yl. 

18. The compound of claim 17 wherein R5  is substituted with one or more groups selected 

from F, Cl, -CH3, cyclopropyl, azetidinyl, oxetanyl, and morpholino. 
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19. 	The compound of claim 1 wherein R5  is selected from the structures: 
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20. 	The compound of claim 1 wherein R6  is H. 

21. The compound of claim 1 wherein X is S. 

22. The compound of claim 1 wherein X is N. 

23. The compound of claim 1 wherein X is CR7. 

24. The compound of claim 1 wherein Y' is CR6  and Y2  is N. 

25. The compound of claim 1 wherein Y' is N and Y2  is CR6. 

26. The compound of claim 1 wherein Y1  and Y2  are each CR6. 

27. The compound of claim 1 selected from: 

5[5-fluoro-2-(hydroxymethyl)-341-methyl-54 f 514-(oxetan-3-yl)piperazin-l-

yl]pyridine-2-yl}amino)-6-oxo-1,6-dihydropyridin-3-yljphenyl]-8-thia-4,5-

diazatricyclo[7.4.0.02.7]-trideca-1(9),2(7).3(4)-trien-6-one, 

5[5-fluoro-2-(hydroxymethyl)-34 1-methyl-5-( { 5-[4-methylpiperazin-l-yl]pyridine-2-

yl}amino)-6-oxo-1,6-dihydropyridin-3-yllpheny11-8-thia-4,5-diazatricyclo[7.4,0.023]-trideca-

1(9),2(7),3(4)-trien-6-one, 

3-(5-Fluoro-2-hydroxymethy1-3-{ 1-methy1-5-[644-methyl-piperazin-l-y1)-pyridazin-3-

ylamino]-6-oxo-1,6-dihydro-pyridin-3-y1) -pheny1)-6,7,8,9-tetrahydro-3H-benzo[4,5]thieno[2,3-

d]pyridazin-4-one, 

3-(5-Fluoro-2-hydroxymethy1-3- [ I -meth y1-546-(4-oxetan-3-yl-piperazin-l-y1)-

pyridazin-3-ylamino1-6-oxo-1,6-dihydro-pyridin-3-y1) -pheny1)-6,7,8,9-tetrahydro-3H-

benzo[4,5]thieno[2,3-d]pyridazin-4-one, 

2-(5-tluoro-2-(hydroxymethyl)-3-(1-methyl-5-(544-(oxetan-3-yppiperazin-1-ylvyridin- 

2-ylamino)-6-oxo-1,6-dihydropyridin-3-y1)phenyl)-6.7,8,9-tetrahydrot 1.2,4] triazino[4,5-

a]indo1-1(211)-one, and 

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methy1-5-(544-methylpiperazin-1-yl)pyridin-2-

ylarnino)-6-oxo-1,6-dihydropyridin-3-ypphenyl)-6,7,8,9-tetrahydro-[12,4]triazino[4,5-a]indol- 

1(211)-one. 
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28. A pharamceutical composition comprised of a compound of claim 

phaii 	iaceutically acceptable carrier, glidant, diluent, or excipient. 

1 and a 

29. The pharmaceutical composition of claim 28, further comprising a 

agent. 

second therapeutic 

30. A process for making a pharmaceutical composition which comprises combining a 

compound of claim 1 with a pharmaceutically acceptable carrier. 
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