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We Claim:
1. A compound selected from Formula I:
RS
HN
5
Pt B g
zi )
N L zd
\X/ZWN N e
© R? R4
R3 I

or stereoisomers, tautomers, or pharmaceutically acceptablefalts thereof, wherein:

R'is H, D, F, Cl, CN, =NH,, -NHCHj3, -N(CH,),, —OH_/0CH;, -OCH,CH;, —
OCH,CH,OH, heteroaryl selected from imidazolyl and pyrazglyl, heterocyclyl selected from
oxetanyl and azetidinyl, and C;—Cs alkyl;

R? R*and R* are independently selected from B, D, F, Cl, ~NH,, ~NHCH3;, ~N(CHz),, -
OH, —OCHj3;, —OCH,CHj3;, -OCH,CH,0H, and C;—5 alkyl;
R’ is optionally substituted Ce—Cyp aryl, f3—C ., carbocyclyl, Co—Cyg heterocyclyl, C1—Cno
heteroaryl, —(Cs—Cyo aryl)—(Cy—Cxo heterocyghyl), —(C1—Cyo heteroaryl)—(C2—Czo heterocyclyl), —
(C1—Cyo heteroaryl)—(C1—Cs alkyl), or —(Cf—Cyp heteroaryl)—C(=0)—(Cy~Cyp heterocyclyl);

R®is H, F, -NH,, —OH, or optighally substituted C,—C; alkyl;

X is S, $(=0), S(=0), N, N), 0, or CR’;

R’ is independently selegfed from H, D, F, Cl, ~CH3, -CH,CHs;, —~CN, ~CH,F, ~CHF,, —
CF;, -NH,, —OH, and —OC

Y! and Y? are ind endently selected from CR® and N;

7',7°,7°, and

73 is selectegfrom —C(R*),—, —C(=0)-, -N(R®)—, —C(R*),C(R*)—, -C(R*),C(=0)—, -

are independently selected from C, CR’, and N;

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

one #r more groups independently selected from D, F, Cl, Br, I, =CHs;, ~CH,CH3, -
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CH,CH(CHs),, —-CH,OH, -CH,CH,OH, —C(CH;),OH, -CH(OH)CH(CH3),, -C(CH3),CH>0
~CH,CH,S0,CH,, ~CH,0P(O)(OH),, -CN, —-CH,F, -CHF,, —CF;, ~CO,H, -COCHj3, —
CO,CHj;, —CO,C(CH3);, -COCH(OH)CH3, “CONH,, -CONHCH3, “CON(CHas), —
C(CHj3),CONH,, -NO;, -NH,, ~NHCH3, -N(CH3),, -NHCOCH;, -N(CH3)COCH;/~
NHS(0)>CH3, —-N(CH3)C(CH3),CONH;, —-N(CH3)CH2CH,S(0),CH3, =0, —-OH, /OCH3, —

The comgbound of claim 1 selected from Formulas Id-f:
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6. The compound of claim 1 selected from Formulas u-z:
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7. The compound of ¢faim 1 where Z' and Z* forms a five-, six-, or seven-membered

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

seven-memberegfaryl, carbocyclyl, heterocyclyl or heteroaryl ring, and selected from Formulas
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compound of claim 1 where the group:
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where the wavy line indicates the site of attachment.

10.  The compound of claims 1 to 8 wherein R'AR% R’, and R* are each H.

11. The compound of claim 1 wherein RYs selected from F, -CH;, -CH,F, —CHF,,

[2. The compound of claims 1 g6 8 wherein R' is -CH,OH.

s 1 to 8 wherein R*is F.

13. The compound of cly

14, The compound©f claims 1 to 8 wherein R!is —CH,0H, R? and R* are each H,

and R’ is F.

selected from pheAyl and naphthyl.

16. The compound of claims 1 to § wherein R’ is optionally substituted C3—Cj»

carbocygyl selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, and cycloheptyl.
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17.  The compound of claims 1 to 8 wherein R’ is optionally substituted Co—Cao

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

piperazinyl, morpholinyl, and tetrahydropyranyl.
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23. compound of claim 1 wherein X is N.

The compound of claim 1 wherein X is CR’.

The compound of claim 1 wherein Y'is CR® and Y?is N.
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26.  The compound of claim 1 wherein Y' is N and Y* is CR®,
27.  The compound of claim 1 wherein Y' and Y? are each CR®.

28.  The compound of claim 1 selected from:
2-(2-methyl-3-(5-(5-methyl-4,5,6,7-tetrahydropyrazolo[ 1,5-a]pyrazigf2-ylamino)-6-oxo-
1.6-dihydropyridazin-3-yl)phenyl)-3.,4,6,7,8,9-hexahydropyrazino[ 1,2-a]jidol-1(2H)-one;
2-(2-methyl-3-(5-(5-methyl-4,5,6,7-tetrahydropyrazolo[ 1,5-a]p#razin-2-ylamino)-6-oxo-
1,6-dihydropyridazin-3-yl)phenyl)-3,4-dihydropyrazinof[1,2-a]indo}f1(2H)-one;
4-{2-Methyl-3-[1-methyl-5-({5-methyl-4H,5H,6H,7H-pyfazolo[ 1,5-a]pyrazin-2-
yl}amino)-6-oxo-1,6-dihydropyridazin-3-yl]phenyl }-7-thia- zatricyclo[6.4.0.02’6]d0deca—
1(8),2(6),9,11-tetraen-5-one;
5-[2-(Hydroxymethyl)-3-[ 1-methyl-6-oxo-5-(pyfimidin-4-ylamino)-1,6-dihydropyridin-
3-yl]phenyl]-8-thia-5-azatricyclo[7.4.0.0*"|trideca- Y9),2(7)-dien-6-one;
10-[2-(Hydroxymethyl)-3-[ 1-methyl-6-o36-5-(pyrimidin-4-ylamino)-1,6-dihydropyridin-
3-yl]phenyl]-4,4-dimethyl-7-thia-10-azatricycho[6.4.0.02,6]dodeca-1(8),2(6)-dien-9-one;
2-(3-(5-(5-cyclopropyl-1H-pyrazolA-ylamino)- 1 -methyl-6-oxo-1,6-dihydropyridin-3-yl)-
2-(hydroxymethyl)phenyl)-3,4,6,7,8,9-bfxahydropyrazino[ 1,2-a]indol-1(2H)-one;
2-(2-(hydroxymethyl)-3-(1-mthyl-5-(5-morpholinopyridin-2-ylamino)-6-oxo-1,6-
dihydropyridin-3-yl)phenyl)-3,4,6£7,8,9-hexahydropyrazino[1,2-a]indol-1(2H)-one;
2-(3-(5-(5-acetyl-4,5,6 f-tetrahydropyrazolo[ 1,5-a]pyrazin-2-ylamino)- 1-methyl-6-oxo-
1,6-dihydropyridin-3-yl)-2-fhydroxymethyl)phenyl)-3,4,6,7,8,9-hexahydropyrazino[ 1,2-a]indol-
1(2ZH)-one;
2-(2-(hydrox ethyl)—3—(1—methy1-6-oxo—5—(pyrimidin-4-ylamino)—l,6—dihydropyridin-3—
yDphenyl)-3,4,6,7£,9-hexahydropyrazino[ 1,2-a}indol-1(2H)-one;
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2-(2-(hydroxymethyl)-3-(1-methyl-5-(5-methyl- IH-pyrazol-3-ylamino)-6-oxo-1,6-
dihydropyridin-3-yl)phenyl)-3,4,6,7,8,9-hexahydropyrazino[ 1,2-a]indol-1(2H)-one;
2-(2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-methylpiperazin-1-yl)pyridine-2-ylam#no)-6-

5-[5-Fluoro-2-(hydroxymethyl)-3-[ 1-methyl-6-0x0-5-(pyrimidin-4-yJimino)-1,6-
dihydropyridin-3-yl]phenyl]-8-thia-5-azatricyclo[7.4.0.02,7 ]trideca- 1(9),)7)-dien-6-one;

5-[3-(6-{[1-(2-Hydroxyethyl)-1H-pyrazol-4-ylJamino }-4-methf1-5-ox0-4,5-
dihydropyrazin-2-yl)-2-(hydroxymethyl)phenyl]-8-thia-5-azatricyc}p[7.4.0.02,7]trideca-
1(9),2(7)-dien-6-one;

2-(2-methyl-3-(5-(5-methyl-4,5,6,7-tetrahydropyrazo}f[ 1,5-a]pyrazin-2-ylamino)-6-oxo-
1,6-dihydropyridazin-3-yl)phenyl)-2,3.4,9-tetrahydro- 1H4fyrido[3,4-b]indol-1-one;

2-(2-(hydroxymethyl)-3-(1-methyl-6-oxo-5-(py/Amidin-4-ylamino)- 1,6-dihydropyridin-3-
yDphenyl)-3,4,6,7,8,9-hexahydropyrido[3,4-b]indolj£in-1(2H)-one;

5-[2-(hydroxymethyl)-3-(5-{[5-(2-hydroyfpropan-2-yl)-1-methyl-1H-pyrazol-3-
yl]amino }-1-methyl-6-oxo0-1,6-dihydropyridafin-3-yl)phenyl]-8-thia-5-azatricyclo[7.4.0.0
2,7]trideca-1(9),2(7)-dien-6-one;

5-[5-fluoro-2-(hydroxymethyl)-#[4-methyl-5-ox0-6-(1,2,3,4-tetrahydroisoquinolin-6-
ylamino)-4,5-dihydropyrazin-2-yl]ph€nyl]-8-thia-5-azatricyclo[7.4.0.02,7]trideca-1(9),2(7)-dien-
6-one;

5-[2-(hydroxymethyl)-#(4-methyl-5-0x0-6-{[4-(piperidin-4-yl)phenyl]amino }-4,5-
dihydropyrazin-2-yl)phenylf-8-thia-5-azatricyclo[7.4.0.02,7]trideca-1(9),2(7)-dien-6-one;

one;

5-(3-{54(5-cyclopropyl-1H-pyrazol-3-yl)amino]-1-methyl-6-oxo-1,6-dihydropyridin-3-
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3-[(5-ethyl-1H-pyrazol-3-yl)amino]-5-[2-(hydroxymethyl)-3-{ 1-oxo-
1H,2H,3H,4H,6H,7H,8H ,9H-pyrazino[ 1,2-a]indol-2-yl } phenyl]- 1-methyl-1,2-dihydropyrid

one;

one;

1(2H)-one;

2-(5-fluoro-2-(hydroxymethyl)-3-(4-methyl-5-0x0-6-4
ylamino)-4,5-dihydropyrazin-2-yl)phenyl)-3,4,6,7,8,9-hexfhydropyrazino[ 1,2-aJindol-1(2H)-

,2,3,4-tetrahydroisoquinolin-6-

one;
2-(2-(hydroxymethyl)-3-(1-methyl-5-(5-(1-

0x0- 1,6-dihydropyridin-3-yl)phenyl)-3,4,6,7,8,9 iexahydropyrazino[ 1,2-a]indol-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)-

thylpiperidin-4-yl)pyridin-2-ylamino)-6-

yl)-2-(hydroxymethyl)phenyl)-1-methyl-3/1-ethyl-1 H-pyrazol-4-ylamino) pyrazin-2(1H)-one.

29.  The compound of clayh 1 selected from:
2-(2-(hydroxymethyl)-3-(#(5-(2-hydroxypropan-2-yl)-1-methyl-1H-pyrazol-3-ylamino)-
I-methyl-6-0xo0-1,6-dihydropyAidazin-3-yl)phenyl)-3.4,6,7,8,9-hexahydropyrazino[ 1,2-a]indol-
1(2H)-one;
5-[2-(hydroxyme#yl)-3-[6-ox0-5-(pyrimidin-4-ylamino)-1,6-dihydropyridazin-3-
yllphenyl]-8-thia-5-aghtricyclo[7.4.0.0>" |trideca-1(9),2(7)-dien-6-one;
5-[2-(hydrgkymethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
ytiphenyl]-3-{
dihydropyrighn-2-one;
{
ymethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-yl } phenyl]-1-

-(2-hydroxypropan-2-yl)-1-methyl-1H-pyrazol-3-ylJamino }-1-methyl-1,2-

5-cyclopropyl-4H,5H,6H,7H-pyrazolo[1,5-a]pyrazin-2-yl }amino)-5-[5-fluoro-2-

(hydr
mephyl-1,2-dihydropyridin-2-one;
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S-(3-{5-[(§-cyclopropyl- 1H-pyrazol-3-yl)amino]- I -methyl-6-oxo-1,6-dihydropyridin-3
yi}-5 —ﬂuoro—2-(hydroxymethyl)phenyl)—S-thia—S-azatricyclo[7.4.0.02’7]tn'deca—1 (9),2(7)-dieyf6-
one;

5-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{[5-(oxetan-3-yl)-4H,5H,6H,7
pyrazolo[1,5-a]pyrazin-2-ylJamino }-6-0xo0-1,6-dihydropyridin-3-yl)phenyl]-8-thig/-
azatricyclo[7 .4.0.02’7]t11'deca— 1(9),2(7)-dien-6-one;

3-{[5-(4-ethylpiperazin-1-yl)pyridine-2-yljamino}-5-[2-(hydroxymejiyl)-3-{ 1-oxo-
1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-yl } phenyl}- 1 -methy}f1,2-dihydropyridin-2-
one;

3-{[4-(3-hydroxy-3-methylazetidin-1-yhphenyl]amino }-5-[2-(hydroxymethyl)-3-{ 1-oxo0-
1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-yl } phenyl JA-methyl-1,2-dihydropyrazin-2-
one;

3-{[1-(2-hydroxyethyl)-1H-pyrazol-4-yllamino }-3/2-(hydroxymethyl)-3-{ 1-oxo-
1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-yl#phenyl]- 1-methyl-1,2-dihydropyrazin-2-
one;

2-(2-(hydroxymethyl)-3-(1-methyl-5-(5-gfethyl-4,5,6,7-tetrahydrothiazolo[5,4-c]pyridin-
2-ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phghyl)-3,4,6,7,8,9-hexahydropyrazino[1,2-a]indol-
1(2H)-one;

3-[(1,5-dimethyl- 1H-pyrazol-3-y)amino]-5-[2-(hydroxymethyl)-3-{ 1-oxo-
1H,2H,3H,4H,6H,7H,8H,9H-pyrazigh[ 1,2-a]indol-2-yl } phenyl]- I -methyl-1,2-dihydropyridin-2-
one;

5-[5-fluoro-2-(hydrox yhethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-
aJindol-2-yl }phenyl]-1-metyfyl-3-{[5-(oxetan-3-y1)-4H,5H,6H,7H-pyrazolo[ 1,5-a]pyrazin-2-
yl]lamino}-1,2-dihydropyfidin-2-one;

5-{3-[5-({5-cyflopropyl-4H,5H,6H,7H-pyrazolo[1,5-a]pyrazin-2-yl }amino)-1-methyl-6-
oxo-1,6-dihydropyfidin-3-yl]-5-fluoro-2-(hydroxymethyl)phenyl } -8-thia-5-
azatricyclo[7.4 .0%"trideca-1(9),2(7)-dien-6-one;

5-[2fhydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a}indol-2-
yl}pheny/f- 1-methyl-3-{ [4-(piperidin-4-yl)phenylJamino}-1,2-dihydropyrazin-2-one;
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5-[2-(hydroxymethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-aJindol-2-
yl}phenyl]-1-methyl-3-({5-methyl-4H,5H,6H,7H-pyrazolo[ 1,5-a]pyrazin-2-yl }amino)-1,2-
dihydropyridin-2-one;

6-[2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]jidol-2-
yl}phenyl]-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]indol-2-yl} phenyl]- 1-methy}f1,2-dihydropyridin-2-
one;

5-[5-fluoro-2-(hydroxymethyl})-3-{ I-oxo-1H,2H,3H,4H,6 H/H,8H,9H-pyrazino[ 1,2-
alindol-2-yl}phenyl}-1-methyl-3-{4H,6H,7H-pyrazolo[3,2-c][ 1 #loxazin-2-ylamino}-1,2-
dihydropyridin-2-one;

5-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-6-oxo-{4H,6H,7H-pyrazolo[3,2-
c][1,4]oxazin-2-ylamino}-1,6-dihydropyridin-3-yl)pheyyl]-8-thia-5-
azatricyclo[7.4.0.0%"trideca-1(9),2(7)-dien-6-one;

3-{[5-(azetidin-3-yl)pyridine-2-yl]amino J£5-[2-(hydroxymethyl)-3-{ 1-oxo-
1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-aliffdol-2-yl } phenyl]- 1-methyl-1,2-dihydropyridin-2-
one;

11-[2-(hydroxymethyl)-3-[1-mepliyl-6-0xo-5-(pyrimidin-4-ylamino)-1,6-dihydropyridin-
3-yllphenyl]-1,8,11-triazatricyclo[7.400.0*"Jtrideca-2(7),8-dien-10-one;

5-[2-(hydroxymethyl)-3-[#methyl-5-0x0-6-(1,2,3,4-tetrahydroisoquinolin-6-ylamino)-
4,5-dihydropyrazin-2-yl]pheny]-8-thia-5-azatricyclo[7.4.0.0*"]trideca- 1(9),2(7)-dien-6-one;

5-[2-(hydroxymethy)-3-[6-0x0-5-(pyrimidin-4-ylamino)-1,6-dihydropyridin-3-
yllphenyl]-8-thia-5-azatygyclo[7.4.0.0>" Jtrideca-1(9),2(7)-dien-6-one;

11,11,12,12,1§]13-hexahydrogenio-5-[2-(hydroxymethyl)-3-(1-methyl-5-{ [5-(1-
methylazetidin-3- yf)pyridine-2-yl]amino }-6-oxo-1,6-dihydropyridin-3-yl)phenyl]-8-thia-5-
azatricyclo[7.4 4.0% trideca-1(9),2(7)-dien-6-one;

3-({ #1(3,3-difluoroazetidin-1-yl)methyl]-1-methyl- 1H-pyrazol-3-yl }amino)-5-[2-
(hydroxyphiethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-yl } phenyl]-1-
methy#1,2-dihydropyridin-2-one;

474




WO 2011/140488 PCT/US2011/035596

5-[2-(hydroxymethyl)-3-{ 1-oxo-1H,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-oxo0-5-(5,6,7,8-tetrahydro-1,6-naphthyridin
ylamino)-1,6-dihydropyridin-3-yl]phenyl]-8-thia-5-azatricyclo[7 4.0.0*"Jtrideca-1(9) Z(7)-dien-
6-one;

5-[2-(hydroxymethyl)-3-[1-methyl-6-0x0-5-(pyrimidin-4-ylamino)-1,6-ghhydropyridin-3-
yl]phenyl]-1,5,8-triazatricyclo[7.4.0 .0*7trideca-2(7),8-dien-6-one;

3-({4-[(2R)-1,4-dimethyl-3-oxopiperazin-2-yl]phenyl } amino)-5-[£-(hydroxymethyl)-3-
{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ | ,2-a]indol-2-yl } pheny}i- 1 -methyl-1,2-
dihydropyrazin-2-one;

3-{[1-(2-hydroxyethyl)-5-methyl-1H-pyrazol-3-yl]Jaming/-5-[2-(hydroxymethyl)-3-{1-
oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-aindol-2-yl }henyl]-1-methyl-1,2-
dihydropyridin-2-one;

5-[2-(hydroxymethyl)-3-{1-oxo-1H,2H,3H,4H #H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
yl}phenyl]-1-methyl-3-[(2-methylpyrimidin-4-yl)an#ino]-1,2-dihydropyridin-2-one;

3-{[1-(2-hydroxyethyl)-1H-pyrazol-3-yl]#nino }-5-[ 2-(hydroxymethyl)-3-{ 1-oxo-
1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]ifdol-2-yl } phenyl]- 1-methyl-1,2-dihydropyridin-2-
one;

5-[3-(5-{[5-(azetidin-3-yl)- |H-pfrazol-3-yl]Jamino }- I-methyl-6-oxo0-1,6-dihydropyridin-
3-yD)-5-fluoro-2-(hydroxymethyl)phefiyl]-8-thia-5-azatricyclo[7 4. 0.0*"trideca-1(9),2(7)-dien-6-
one;

3-{[5-(azetidin-3-yl)- 1JA-pyrazol-3-yljJamino }-5-[5-fluoro-2-(hydroxymethyl)-3-{ I -oxo-
1H,2H,3H,4H,6H,7H,8H ,9}f-pyrazino{1,2-a]indol-2-yl } phenyl]- 1-methyl-1,2-dihydropyridin-2-
one;

5-[2-(hydrox -3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
yl}phenyl]- 1-methfl-3-(5,6,7,8-tetrahydro- 1,6-naphthyridin-2-ylamino)-1,2-dihydropyridin-2-
one;

10-[#(hydroxymethyl)-3-[ I-methyl-6-0x0-5-(pyrimidin-4-ylamino)-1,6-dihydropyridin-
3-yl]pheyk1]-4,4-dimethyl-1,1 O—diazatricyclo[6.4.0.02’6]d0deca—2(6),7-dien—9-one;

475




WO 2011/140488 PCT/US2011/035596

5-[2-(hydroxymethyl)-3-{1-oxo-1H,2H,3H.,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
yl}phenyl]-1-methyl-3-{ [5-(1-methylazetidin-3-yl)- 1H-pyrazol-3-ylJamino }-1,2-dihydropyyfdin-
2-one;

5-[2-(hydroxymethyl)-3-(1-methyl-6-ox0-5-{4H,6H,7H-pyrazolo[3,2-c][1,4]gfazin-2-
ylamino }-1,6-dihydropyridin-3-yl)phenyl]-8-thia-5-azatricyclo[ 7.4.0.0* " Jtrideca- 1/9),2(7)-dien-
6-one;

5-[2-(hydroxymethyl)-3-(1-methyl-5- {[5-(morpholin-4-ylcarbonyl)pyridine-2-ylJamino } -
6-oxo-1,6-dihydropyridin-3-yl)phenyl]-8-thia-5-azatricyclo[7 4.0.0%"trigfca-1(9),2(7)-dien-6-
one;

5-[2-(hydroxymethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9/i-pyrazino[ 1,2-a]indol-2-
yl}phenyl]-1-methyl-3-{[S5-(morpholin-4-ylcarbonyl)pyridine-241]amino }-1,2-dihydropyridin-
2-one;

5-[2-(hydroxymethyl)-3-{1-oxo-1H,2H,3H,4H,6 H/H,8H,9H-pyrazino[ 1,2-a]indol-2-
yl}phenyl]-1-methyl-3-{[5-(1-methylazetidin-3-yl)pyrifine-2-yl]Jamino }-1,2-dihydropyridin-2-
one;

10-[2-(hydroxymethyl)-3-(1-methyl-5-{ [)f(4-methylpiperazin-1-yl)pyridine-2-
yl]amino }-6-oxo0-1,6-dihydropyridin-3-yl)phefyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’6]dodeca—2(6),7—dien -one;

5-[2-(hydroxymethyl)-3-{ 1-oxoAH,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
yl}phenyl]-1-methyl-3-(1,2,3,4-tetrajfydroisoquinolin-6-ylamino)-1,2-dihydropyrazin-2-one;

10-[2-(hydroxymethyl)-3-#1 -methyl-6-oxo-5-{4H,6H,7H-pyrazolo[3,2-c][1,4]oxazin-2-
ylamino}-1,6-dihydropyridin-J#yl)phenyl]-4,4-dimethyl-1,10-diazatricyclo[6.4.0 .0*]dodeca-
2(6),7-dien-9-one;

5-[2-(hydroxymegyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a}indol-2-
yl}phenyl]-3-{[5-(mefhoxymethyl)-1-methyl- IH-pyrazol-3-ylJamino } - 1-methyl-1,2-
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5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-
alindol-2-yl}phenyl]-3-{[S-(methoxymethyl)-1-methyl- 1H-pyrazol-3-ylJamino }-1-methyl-
dihydropyridin-2-one;

dihydropyridazin-3-one;
5-[3-(5-{[5-(4-ethylpiperazin-1-yl)pyridine-2-ylJamino}- I -mejfyl-6-oxo-1,6-
dihydropyridin-3-yl)-2-(hydroxymethyl)phenyl]-8-thia-5-azatricycf[ 7.4.0.0° Jtrideca-1(9),2(7)-
dien-6-one;
10-[5-fluoro-2-(hydroxymethyl)-3-[ I-methyl-6-oxo-3Apyrimidin-4-ylamino)-1,6-
dihydropyridin-3-yl]phenyl]-4,4-dimethyl-7-thia-10-azatr} yclo[6.4.0.02’6] dodeca-1(8),2(6)-dien-
9-one;
10-[2-(hydroxymethyl)-3-(1-methyl-6-oxo-3£4 4H,6H,7H-pyrazolo[3,2-c][ 1,4]oxazin-2-
ylamino }-1,6-dihydropyridin-3-yl)phenyl]-4,4-djfnethyl-7-thia-10-azatricyclo[6 4.0.0*°)dodeca-
1(8),2(6)-dien-9-one;
10-[2-(hydroxymethyl)-3-[ 1-methy}f6-ox0-5-(pyridine-2-ylamino)-1,6-dihydropyridin-3-
yl]phenyl]-4,4-dimethyl-7-thia-10-azatry yclo[6.4.0.02’6]dodeca— 1(8),2(6)-dien-9-one;
10-(3-{5-[(1,5-dimethyl-1H-
yl}-2-(hydroxymethyl)phenyl)-4,4#dimethyl-7-thia-1 0-azatricyclo[6.4.0.0*]dodeca-1(8),2(6)-

razol-3-yl)amino]-1-methyl-6-oxo0-1,6-dihydropyridin-3-

dien-9-one;
5-[2-(hydroxymethy#)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-

yl}phenyl]-1-methyl-3-[#5-{[methyl(propan-2-yl)amino]methyl } pyridine-2-yl)amino]-1,2-

dihydropyridin-2-on
6-[2-(hydr

yl}phenyl]-4-{

dihydropyrigazin-3-one;

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

yl}phghyl]-1-methyl-3-({5-[4-(oxetan-3-yl)piperazin- 1-yl]pyridine-2-yl }amino)-1,2-

ymethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
-(methoxymethyl)-1-methyl-1H-pyrazol-3-ylJamino }-2-methyl-2,3-

dropyridin-2-one;
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10-[5-fluoro-2-(hydroxymethyl)-3-[1-methyl-6-ox0-5-(pyrimidin-4-ylamino)-1,6-
dihydropyridin-3-yl]phenyl]-4,4-dimethyl-1,10-diazatricyclo[6.4.0.0*®Jdodeca-2(6),7-dien-
one;

10-[3-(5-{[5-(4-ethylpiperazin-1-yl)pyridine-2-ylJamino }-1-methyl-6-ox0-1,6
dihydropyridin-3-yl)-2-(hydroxymethyl)phenyl]-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-methyl-6-ox0-5- {4H,6H,7H-pyfazolo[3,2-
c][1,4]oxazin-2-ylamino }-1,6-dihydropyridin-3-yl)phenyl]-4,4-dimethyl-
diazatn'cyclo[6.4.0.()2’6]dodeca—2(6),7—dien—9—one;

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-6-oxo-5-{ 4H g, 7H-pyrazolof3,2-
c][1,4]oxazin-2-ylamino}-1,6-dihydropyridin-3-yl)phenyl]-4,4-gfmethyl-7-thia-10-
azatricyclo[6.4.0.02’6]dodeca— 1(8),2(6)-dien-9-one;

10-[2-(hydroxymethyl)-3-[4-methyl-5-0x0-6-(pyrigine-3-ylamino)-4,5-dihydropyrazin-2-
yl]phenyl]-4,4-dimethyl-7-thia- lO-azatricyclo[6.4.0.02’ dodeca-1(8),2(6)-dien-9-one;

10-[2-(hydroxymethyl)-3-(1-methyl-5-{[5-(4fmethylpiperazin-1-yl)pyridine-2-
yl]Jamino}-6-ox0-1,6-dihydropyridin-3-yl)pheny}#-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.0z’é]dodeca- 1(8),2(6)-dien-940ne;

5-[2-(hydroxymethyl)-3-{ 1-oxo-1H/2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
yl}phenyl]- 1-methyl-3-({ 5-[4-(propan-)§£yl)piperazin- 1-yl]pyridine-2-yl }amino)-1,2-
dihydropyridin-2-one;

10-[5-flforo-2-(hydroxymethyl)-3-(1-methyl-5-{ [5-(4-methylpiperazin-1-yl)pyridine-2-
yllamino }-6/xo0-1,6-dihydropyridin-3-yl)phenyl]-4,4-dimethyl-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-[ I-methyl-5-({ 5-[(1-methylazetidin-3-yl)oxy]pyridin
2-yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl] —8-thia—5—azat1icyclo[7.4.0.02’7]trideca—
1(9),2(7)-dien-6-one;

3-{[5-(azetidin-1-ylmethyl)-1-methyl-1H-pyrazol-3-yljamino }-5-[5-fluoro-2-
(hydroxymethyl)-3-{1-oxo0-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-y}fphenyl]-1-
methyl-1,2-dihydropyridin-2-one;

3-{[5-(4-ethylpiperazin-1-yl)pyridine-2-ylJamino }-5-[5-fluoro-2-(hy#roxymethyl)-3-{ 1-
oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-ajindol-2-yl } phenyl]-1-mgfthyl-1,2-
dihydropyridin-2-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H/H,8H,9H-pyrazino{ 1,2-
aJindol-2-yl}phenyl]-1-methyl-3-{[5-(1-methylpyrrolidin-2-yl)p#ridine-2-yl]amino}-1,2-
dihydropyridin-2-one;

10-[2-(hydroxymethyl)-3-[ 1-methyl-6-oxo-5-(pyrifidin-4-ylamino)-1,6-dihydropyridin-
3-yl]phenyl]-4,4-dimethyl-7-thia-10-azatricyclo[6.4.0.0/" |dodeca-1(8),2(6), 1 1 -trien-9-one;

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methy}fS-{[5-(4-methylpiperazin-1-yl)pyridine-2-
yllamino }-6-oxo-1,6-dihydropyridin-3-yl)pheny}#-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.0%%1dodeca-1(8),2(6)-dien-98ne;

5-[5-fluoro-2-(hydroxymethyl)-3-{ ffoxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-
a]indol-2-yl}phenyl]- 1-methyl-3-[(6-mgfhyl-5,6,7,8-tetrahydro- 1,6-naphthyridin-2-yl)amino]-
1,2-dihydropyridin-2-one;

5-[2-(hydroxymethyl)-3-{f-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-
yl}phenyl]-1-methyl-3-({ I-[2-#nethylamino)ethyl]-1H-pyrazol-3-yl }amino)-1,2-dihydropyridin-
2-one;

3-{[5-(3-hydroxyf3-methylazetidin-1-yl)pyridine-2-ylJamino }-5-[2-(hydroxymethyl)-3-
{1-oxo-1H,2H,3H,45/6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-yl } phenyl]-1-methyl-1,2-

(hydroxymeghyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-aJindol-2-yl } phenyl]-1-
methyl- 1 2Z-dihydropyridin-2-one;
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5-[2-(hydroxymethyl)-3-[ 1-methyl-5-({ 5-[4-(oxetan-3-yl)piperazin-1-yl]pyridine-2-
yl }amino)-6-0xo0-1,6-dihydropyridin-3-yl]phenyl]-8-thia-5 —azatn'cyclo[7.4.0.02’7]t1‘ideca—
1(9),2(7)-dien-6-one;

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-(oxetan-3-yl)piperazin-1-yl)pyridine-
2-ylamino)-6-o0xo0- 1,6-dihydropyridin-3-yl)phenyl)-3,4,6,7,8,9-hexahydropyrazinofl,2-alindol-
1(2ZH)-one;

5-[5-fluoro-2-(hydroxymethyl)-3-[1-methyl-5-({ 5-[4- (oxetan-3-yl)pifferazin-1-
yl}pyridine-2-yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl]-8-thia-5,
azatricyclo[?.4.0.02’7]trideca—I (9),2(7)-dien-6-one;

2-(5-Fluoro-2-hydroxymethyl-3-{ 1-methyl-5-[5-(4-methyl-gAperazin-1-yl)-pyridin-2-
ylamino]-6-oxo0-1,6-dihydro-pyridin-3-yl}-phenyl)-3,4,5,6,7,8-hfxahydro-2H-
benzo[4,5]thieno[2,3-c]pyridine-1-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3A,4H,6H,7H,8H,9H-pyrazino[ 1,2-
alindol-2-yl}phenyl]-1-methyl-3-{[5-(1-methylazetidigf3-yl)pyridine-2-yl]amino}-1,2-
dihydropyridin-2-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxoAH,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-
alindol-2-yl }phenyl]-1-methyl-3-({4-[1-(oxetgh-3-yl)piperidin-4-yl]phenyl }amino)-1,2-
dihydropyrazin-2-one;

10-[5-fluoro-2-(hydroxymethyl)/3-(4-methyl-6-{[4-(1-methylazetidin-3-
yl)phenyl]amino}-5-oxo0-4,5-dihydrgfyrazin-2-yl)phenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.0*°]dodeca-2(g#),7-dien-9-one;

[(2-{4,4-dimethyl-9-0x#-7-thia- 1O—azatm'cyclo[6.4.0.02’6]dodeca— 1(8),2(6)-dien-10-y1}-6-
[1-methyl-6-0x0-5-(pyrimighn-4-ylamino)-1,6-dihydropyridin-3-yl]phenyl)methoxy]phosphonic

azatricyclo[6.4 .Oz’ﬁ]dodeca-] (8),2(6)-dien-9-one;

5-(3A5-[(6-ethyl-5,6,7,8-tetrahydro- 1,6-naphthyridin-2-yl)amino]-1-methyl-6-oxo-1,6-
dihydropgfidin-3-yl}-5-fluoro-2-(hydroxymethyl)phenyl)-8-thia-5-azatricyclo[7.4.0.0>"trideca-
1(9).,2¢/)-dien-6-one;
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5-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{[6-(oxetan-3-y1)-5,6,7,8-tetrahydro- 1,6
naphthyridin-2-ylJamino }-6-oxo-1,6-dihydropyridin-3-yl)phenyl]-8-thia-5-
azatricyclo[7.4.0.0%"trideca-1(9),2(7)-dien-6-one;

| 5-[5-fluoro-2-(hydroxymethyl)-3-[ I-methyl-6-ox0-5-({5-[4-(propan-2-yl)pip

azatricyclo[7.4.0.02’7]tn'deca- 1(9),2(7)-dien-6-one;
5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-methyl-5-[(6/hethyl-5,6,7,8-tetrahydro-1,6-
naphthyridin-2-yl)amino]-6-oxo-1,6-dihydropyridin-3-#1} phenyl]-8-thia-5-
azatricyclo[7 4.0.0*"Jtrideca-1(9),2(7)-dien-6-one;
10-[5-fluoro-2-(hydroxymethyl)-3-{ 1-meghyl-5-[(5-{[methyl(propan-2-
yl)amino]methyl } pyridine-2-yl)amino]-6-oxo/l ,6-dihydropyridin-3-yl } phenyl]-4,4-dimethyl-
1, 1O-diazatricyclo[6.4.0.02’6] dodeca-2(6),7
5-[2-(hydroxymethyl)-3-{ l-oxoAH,2H,3H,4H.,6H,7H,8H,9H-pyrido[3,4-blindolizin-2-

ien-9-one;

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

5-[2-(hydroxymethyl)-3-{#-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2-
yl}phenyl]-1-methyl-3-(5,6,7,%#tetrahydro-2,6-naphthyridin-3-ylamino)-1,2-dihydropyridin-2-
one;

3-{[5-(azetidin-3A1)pyridine-2-ylJamino }-5-[2-(hydroxymethyl)-3-{ 1-oxo-

481




WO 2011/140488 PCT/US2011/035596

10-[3-(5-{[5-(azetidin-1-ylmethyl)- 1-methyl- 1H-pyrazol-3-yl]Jamino }- -methyl-6-oxo,
1,6-dihydropyridin-3-yl)-5-fluoro-2-(hydroxymethyl)phenyl]-4,4-dimethyl-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,7H,8H,9H-pyrazigb[ 1,2-
a]indol-2-yl }phenyl]-1-methyl-3-[(2-methyl-2,3-dihydro-1H-isoindol-5-yl)amino]/,2-
dihydropyrazin-2-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{4-methyl-6-[(2-methyl-2,3-dihyd#-1H-isoindol-5-
yl)amino]-5-ox0-4,5-dihydropyrazin-2-yl } phenyl]-8-thia-5-azatricyclo[7 10.0>"trideca-
1(9),2(7)-dien-6-one;

5-[3-(5-{[5-(1-ethylazetidin-3-yl)pyridine-2-yljamino }-1-myfthyl-6-ox0-1,6-
dihydropyridin-3-yl)-5-fluoro-2-(hydroxymethyl)phenyl]-8-thia#-azatricyclo[7.4.0.0> Jtrideca-
1(9),2(7)-dien-6-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3L,4H,6H,7H,8H,9H-pyrazino[ 1,2-
a}indol-2-yl}phenyl]-1-methyl-3-({ 5-methyl-4H,5H,6Ef,7H-pyrazolo[ 1,5-a]pyrazin-2-yl }amino)-
1,2-dihydropyridin-2-one;

10-[5-fluoro-2-(hydroxymethyl)-3-{4-mefhyl-6-[(2-methyl-2,3-dihydro- 1 H-isoindol-5-
ylamino]-5-0x0-4,5-dihydropyrazin-2-yl } phefiyl]-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.02’6]d0deca— 1(8),2(6)-dieyf9-one;

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

azatricyclo[6.4.0.02’6]dodeca—1 (8)£(6)-dien-9-one;
10-[5-fluoro-2-(hydroxg#methyl)-3-[ -methyl-5-({ 5-[4-(oxetan-3-yl)piperazin-1-
yllpyridine-2-yl}amino)-6-gko-1,6-dihydropyridin-3-yl]phenyl]-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.0*%|dogbca-1(8),2(6)-dien-9-one;
10-[3-(5-{[5-(A-ethylpiperazin-1-yl)pyridine-2-yl]amino }- I -methyl-6-oxo-1,6-
dihydropyridin-3-yf)-5-fluoro-2-(hydroxymethyl)phenyl]-4,4-dimethyl-1,10-
diazatricyclo[6 £.0.0%®]dodeca-2(6),7-dien-9-one;
10-[$#fluoro-2-(hydroxymethyl)-3-[ 1-methyl-6-0x0-5-({ 5-[4-(propan-2-yl)piperazin-1-
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10-[5-fluoro-2-(thydroxymethyl)-3-{ 1-methyl-5-[(6-methyl-5,6,7,8-tetrahydro- 1,6~
naphthyridin-2-yl)amino]}-6-oxo-1,6-dihydropyridin-3-yl } phenyl}-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.02’6]dodeca—1 (8),2(6)-dien-9-one;

10-(3-{5-[(6-ethyl-5,6,7,8-tetrahydro- 1,6-naphthyridin-2-yl)amino]- 1-methyl-#-oxo-1,6-
dihydropyridin-3-yl}-5-fluoro-2-(hydroxymethyl)phenyl)-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.02’6]d0deca- 1(8),2(6)-dien-9-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6H,7H,8H,9A-pyrazino[ 1,2-
a}indol-2-yl}phenyl}-1-methyl-3-{[5-(1-methylpiperidin-4-yl)pyridine-2-#l]Jamino}-1,2-
dihydropyridin-2-one;

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{[5-(1-methflpyrrolidin-2-yl)pyridine-2-
yl]amino}-6-oxo-1,6-dihydropyridin-3-yl)phenyl]-4,4-dimethylA£,10-
diazatricyclo[6.4.O.02’6]dodeca—2(6),7—dien—9—one;

10-[5-fluoro-2-(hydroxymethyl)-3-[4-methyl-6-({ /[ | -(oxetan-3-yl)piperidin-4-
yl]phenyl}amino)-5-o0x0-4,5-dihydropyrazin-2-yl]phen#l1]-4,4-dimethyl-1,10-
diazatricycl0[6.4.0.02’6] dodeca-2(6),7-dien-9-one;

10-[5-fluoro-2-(hydroxymethyl)-3-[ 1-mefyl-6-oxo-5-({ 5-[4-(propan-2-yl)piperazin-1-
yl]pyridine-2-yl }amino)-1,6-dihydropyridin-3/yl]phenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’6]dodeca—2(6),7-dien -one;

10-[5-fluoro-2-(hydroxymethyl)/3-[ 1-methyl-5-({ 5-methyl-4H,5H,6H,7H-pyrazolo[1,5-
a]pyrazin-2-yl }amino)-6-oxo-1,6-dibfdropyridin-3-yljphenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.0%°]dodeca-2(#), 7-dien-9-one;

10-[5-fluoro-2-(hydrox#methyl)-3-{4-methyl-6-[(2-methyl-1,2,3,4-tetrahydroisoquinolin-
6-yl)amino]-5-0x0-4,5-dihyAropyrazin-2-yl }phenyl}-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.02’6]do ca-1(8),2(6)-dien-9-one;

10-(3-{6-[(2-gfnyl-1,2,3,4-tetrahydroisoquinolin-6-yl)amino]-4-methyl-5-ox0-4,5-
dihydropyrazin-2-f1}-5-fluoro-2-(hydroxymethyl)phenyl)-4,4-dimethyl-7-thia-10-
azatricyclo[6.4 .Oz’é]dodeca-l(8),2(6)—dien—9-one;

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

10-az n'cyclo[6.4.0.02’6]d0deca- 1(8),2(6)-dien-9-one;
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3-{[5-(1-ethylazetidin-3-yl)pyridine-2-ylJamino }-5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-
oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[1,2-a]indol-2-yl}phenyl]- -methyl-1,2-
dihydropyridin-2-one;

10-[5-fluoro-2-(hydroxymethyl)-3-[1-methyl-5-({ 5-[(1-methylazetidin-3-
yloxy]pyridine-2-yl }amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl]-4,4-dimethyl//-thia-10-
azatricyclo[6.4.0.0%%Jdodeca-1(8),2(6)-dien-9-one;

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{[5-(oxetan-3-yl)-4H/AH,6H, 7H-
pyrazolo[1,5-a]pyrazin-2-yl]Jamino }-6-oxo-1,6-dihydropyridin-3-yl)phengl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’6]dodeca-2(6),7-dien-9—one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ I-oxo-1H,2H,3H,4H,6H,
aJindol-2-yl}phenyl]-1-methyl-3-({ 5-[(2R)-1-methylpyrrolidin-

,8H,9H-pyrazinof1,2-
yl]pyridine-2-yl }amino)-1,2-
dihydropyridin-2-one;
5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3}A,4H,6H,7H,8H,9H-pyrazino[ 1,2-
aJindol-2-yl}phenyl]-1-methyl-3-({ 5-[(2S)-1-methylpyfolidin-2-yl]pyridine-2-yl }amino)-1,2-
dihydropyridin-2-one;
5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxoAH,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-
aJindol-2-yl }phenyl]-1-methyl-3-{[5-(morphgfin-4-yl)pyridine-2-ylJamino }-1,2-dihydropyridin-
2-one;

10-[5-fluoro-2-(hydroxymethyl)/A-(1-methyl-5-{[5-(morpholin-4-yl)pyridine-2-

2-yl }amigo)-6-oxo- 1,6-dihydropyridin-3-yl]phenyl]-8-thia-5 -azatricyclo[7.4.0.0%"]trideca-
1(9),2¢4/)-dien-6-one;
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10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5- {[5-(1-methylpiperidin-4-yl)pyridine-2,
yllamino}-6-oxo-1,6-dihydropyridin-3-yl)phenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’6] dodeca-2(6),7-dien-9-one;

10-[5-fluoro-2-(hydroxymethyl)-3-{ I-methyl-5-[(6-methyl-5,6,7,8-tetrahydroA,6-
naphthyridin-2-yl)amino]-6-oxo- 1,6-dihydropyridin-3-yl } phenyl]-4,4-dimethyl- 1, JO-
diazatricyclo[6,4.0.02’6] dodeca-2(6),7-dien-9-one;

10-[3-(5-{[5-(1-ethylazetidin-3-yl)pyridine-2-yl}Jamino }-1-methyl-6-fxo-1,6-
dihydropyridin-3-yl)-5-fluoro-2-(hydroxymethyl)phenyl]-4,4-dimethyl- 1 £0-
diazatricyclo[é.4.0.02’6]dodeca-2(6),7—dien—9—one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H,4H,6HAH,8H,9H-pyrazinof 1,2~
a]indol-2-yl }phenyl]-3-[(2-methoxypyrimidin-4-yl)amino]-1-mgfhyl-1,2-dihydropyridin-2-one;

10-[5-fluoro-2-(hydroxymethyl)-3-[ I-methyl-5-({ 5-[ f(oxetan-3-yl)piperidin-4-
yl]pyridine-2-yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]pjnyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.0%%]dodeca-2(6),7-dien-9-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo- 1H£2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-
a]indol-2-yl}phenyl}- 1-methyl-3-({5-[1-(oxetan-#~yl)piperidin-4-yl]pyridine-2-yl }amino)-1,2-
dihydropyridin-2-one;

10-[5-fluoro-2-(hydroxymethyl)-3-#4-methyl-6-[(2-methyl-1,2,3,4-tetrahydroisoquinolin-
6-yl)amino]-5-ox0-4,5-dihydropyrazin- -yl }phenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’(’]dodeca-2(6), dien-9-one;

5-[5-fluoro-2-(hydroxymeghyl)-3-(1-methyl-5-{[5-(1-methylpiperidin-4-yl)pyridine-2-
ylJamino }-6-oxo-1,6-dihydropfidin-3-yl)phenyl]-8-thia-5-azatricyclo[7.4.0.0*" Jtrideca-
1(9),2(7)-dien-6-one;

5-{3-[5-({5-[2-(gfmethylamino)ethoxy]pyridine-2-yl }amino)- I -methyl-6-oxo-1,6-
dihydropyridin-3-yl]-Z fluoro-2-(hydroxymethyl)phenyl }-8-thia-5-azatricyclo[7.4.0.0* ]trideca-
1(9),2(7)-dien-6-opfe;

5-[3-(5-A15-(4-ethylpiperazin-1-yl)pyridine-2-yl]Jamino }-1-methyl-6-oxo-1,6-
dihydropyrighn-3-yl)-5-fluoro-2-(hydroxymethyl)phenyl] -8-thia—5-azatricyclo[7.4.0.02’7]trideca-
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10-(3-{5-[(5-{[2-(dimethylamino)ethyl](methyl)amino } pyridine-2-yl)amino]-1-methyl
oxo-1,6-dihydropyridin-3-yl }-5-fluoro-2-(hydroxymethyl)phenyl)-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.0z’ﬁ]dodeca— 1(8),2(6)-dien-9-one;

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{ [5-(1-methylazetidin-3-yl)pypdine-2-
ylJamino }-6-oxo0-1,6-dihydropyridin-3-yl)phenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’6] dodeca-2(6),7-dien-9-one;

10-[3-(5-{[5-(4-ethylpiperazin-1-yl)pyridine-2-yl]lamino } - 1-methyl-foxo-1,6-
dihydropyridin-3-yl)-5-fluoro-2-(hydroxymethyl)phenyl]-4,4-dimethyl-7 #hia-10-
azatricyclo[6.4.0.0%°]dodeca-1(8),2(6)-dien-9-one;

10-{5-fluoro-3-[5-({ 5-[4-(2-fluoroethyl)piperazin- 1 -yl]pyrighne-2-yl }amino)-1-methyl-6-
oxo-1,6-dihydropyridin-3-yl]-2-(hydroxymethyl)phenyl}-4,4-digethyl-1,10-
diazatricyclo[6.4.0.02’6]dodeca—2(6),7-dien—9—one;

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5- { [pf(morpholin-4-ylmethyl)pyridine-2-
ylJamino }-6-oxo0-1,6-dihydropyridin-3-yl)phenyl]-4,4-gimethyl-1,10-
diazatricyclo[6.4.0.02’6]dodeca—2(6),7-dien-9-one;

5-[2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3)4,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2-
yl}phenyl]-1-methyl-3-{[5-(4-methylpiperazig 1 -yl)pyridine-2-ylJamino}-1,2-dihydropyridin-2-
one;

10-[5-fluoro-2-(hydroxymethyl)/3-{ 1-methyl-5-[(5-methyl-1H-pyrazol-3-yl)amino]-6-
oxo-1,6-dihydropyridin-3-yl } phenylJf4,4-dimethyl-1,10-diazatricyclo[6.4.0 .0*°]dodeca-2(6),7-
dien-9-one;

5-[5-fluoro-2-(hydroxyphethyl)-3-{ l-methyl-5-[(5-{ [methyl(propan-2-
yl)amino]methyl } pyridine-§£fyl)amino]-6-oxo-1,6-dihydropyridin-3-yl } phenyl]-8-thia-35-
azatricyclo[7.4.0.02’7]tri ca-1(9),2(7)-dien-6-one;

10-[5-fluoro-Y(hydroxymethyl)-3-(4-methyl-6- { [4-(1-methylpiperidin-4-
yl)phenyllamino } #-ox0-4,5-dihydropyrazin-2-yl)phenyl]-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-methyl-4H,5H,6H,7H-pyrazolo[ L,5-
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10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{[6-(oxetan-3-y1)-5,6,7,8-tetrahydro-1,
naphthyridin-2-yl]Jamino }-6-oxo0-1,6-dihydropyridin-3-yl)phenyl]-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.0z‘é]dodeca—1 (8),2(6)-dien-9-one;

5-[5-fluoro-2-(hydroxymethyl)-3-(4-methyl-6-{ [4-(1-methylpiperidin-4-
yDphenyl]amino }-5-ox0-4,5-dihydropyrazin-2-yl)phenyl]-8-thia-5-azatricyclo[7 .4 .0*"trideca-
1(9),2(7)-dien-6-one;

5-[5-fluoro-2-(hydroxymethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H.9
aJindol-2-yl}phenyl]-1-methyl-3-{[4-(1-methylpiperidin-4-yl)phenylJamjfio }-1,2-

-pyrazino[1,2-

dihydropyrazin-2-one;
5-[5-fluoro-2-(hydroxymethyl)-3-{ f-oxo-1H,2H,3H,4H,6H
a]indol-2-yl}phenyl]-1-methyl-3-[(2-methyl-1,2,3,4-tetrahydroi

,8H,9H-pyrazinof 1,2~
quinolin-6-yl)amino]-1,2-
dihydropyrazin-2-one;
10-(3-{5-[(6-ethyl-5,6,7,8-tetrahydro- 1,6-naphthyyy
dihydropyridin-3-yl}-5-fluoro-2-(hydroxymethyl)phengl)-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.0%]dodeca-2(6),7-dien-9-one;
10-{3-[5-({5-ethyl-4H,5H,6H,7H-pyrazo}6[1,5-a]pyrazin-2-yl }amino)- 1-methyl-6-oxo-
1,6-dihydropyridin-3-yl]-5-fluoro-2-(hydroxyfiethyl)phenyl }-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.0%]dodeca-2(6),7-dien
5-(3-{5-[(5-{[2-(dimethylamino)fthyl](methyl)amino } pyridine-2-yl)amino]- 1 -methyl-6-
oxo0-1,6-dihydropyridin-3-yl }-5-fluo
azatricyclo[7.4.0.0% trideca-1(9)&(7)-dien-6-one;
10-[5-fluoro-2-(hydroxgmethyl)-3-(1-methyl-5-{[5-(1-methylpyrrolidin-2-yl)pyridine-2-
yllamino }-6-0x0-1,6-dihydgbpyridin-3-yl)phenyl]-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.02’6]d0 ca-1(8),2(6)-dien-9-one;

in-2-yl)amino]-1-methyl-6-o0xo-1,6-

-one;

-2-(hydroxymethyl)phenyl)-8-thia-5-

1(9),2¢/)-dien-6-one;
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10-[5-fluoro-2-(hydroxymethyl)-3-[ 1-methyl-5-({ 5-[(2S)- 1-methylpyrrolidin-2-
yllpyridine-2-yl}amino)-6-oxo-1,6-dihydropyridin-3-yljphenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.OZ’G]dodeca—2(6),7—dien—9—one;

10-[5-fluoro-2-(hydroxymethyl)-3-[ 1-methyl-5-({ 5-[(2R)-1-methylpyrrolidinZ-
yl]pyridine-2-yl }amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl]-4,4-dimethyl-1,1
diazatricyclo[6.4.0.02’6]dodeca—2(6),7—dien-9—one;

10-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{ [6-(oxetan-3-y1)-5,647,8-tetrahydro-1,6-
naphthyridin-2-ylJamino }-6-oxo-1,6-dihydropyridin-3-yl)phenyl]-4,4-digg#ethyl-1,10-
diazatricyclo[6.4.0.0z’é]dodeca-2(6),7-dien-9—one;

5-[5-fluoro-2-(hydroxymethyl)-3-{ {-oxo-1H,2H,3H,4H,6H/H,8H,9H-pyrazinof 1,2-
a]indol-2-yl}phenyl]-1-methyl-3-({5-[(1-methylazetidin-3-yl)oxf|pyridine-2-yl }amino)-1,2-
dihydropyridin-2-one;

10-[5-fluoro-2-(hydroxymethyl)-3-(4-methyl-6-{ [4£(1-methylpiperidin-4-
yDphenyl]amino }-5-oxo0-4,5-dihydropyrazin-2-yl)phen#l]-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-meyyl-5-{[5-(1-methylpiperidin-4-yl)pyridine-2-
yl]amino }-6-0x0-1,6-dihydropyridin-3-yl)phefyl]-4,4-dimethyl-7-thia-10-
azatricyclo[6.4.0.0%°]dodeca-1(8),2(6)-diepf9-one;

10-{3-[5-({5-[2-(dimethylamingffethoxy]pyridine-2-yl }amino)- 1 -methyl-6-oxo-1,6-
dihydropyridin-3-yl}-5-fluoro-2-(hygfoxymethyl)phenyl }-4,4-dimethyl-7-thia- 10-
azatricyclo[6.4.0.0%°]dodeca- 1 (8)£(6)-dien-9-one;

3-({5-[2-(dimethylamigb)ethoxy]pyridine-2-yl }amino)-5-[5-fluoro-2-(hydroxymethyl)-3-
{1-oxo0-1H,2H,3H,4H,6H,7)A,8H,9H-pyrazino[ 1,2-a]indol-2-yl } phenyl]-1-methyl-1,2-

dihydropyridin-2-one;
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10-[5-fluoro-2-(hydroxymethyl)-3-{5-[(2-methoxypyrimidin-4-yl)amino]-1-methyl-6-
oxo-1,6-dihydropyridin-3-yl} phenyl]-4,4-dimethyl-1, 1O-diazatricyclo[6.4.0.02’6]dodeca-2(6 7-

dien-9-one;

diazatricyclo[6.4.0.02’(’]dodeca—2(6),7-dien—9—one;
5-[5-fluoro-2-(hydroxymethyl)-3-[1-methyl-5-({5-[1-(oxetan-Jfyl)piperidin-4-
yl]pyridine-2-yl }amino)-6-oxo-1,6-dihydropyridin-3-yljphenyl]-8-fita-5-
azatricyclo[7.4.0.0*"trideca-1(9),2(7)-dien-6-one;
10-[5-fluoro-2-(hydroxymethyl)-3-[1-methyl-5-({ 5-[4f(oxetan-3-yl)piperazin-1-
yl]pyridine-2-yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]pjenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’6]dodeca-2(6),7-dien-9—one;
5-[2-(hydroxymethyl)-3-[4-methyl-6-({4-[ 1 foxetan-3-yl)piperidin-4-yl]phenyl }amino)-
5-0x0-4,5-dihydropyrazin-2-yl]phenyl]-8-thia-5-#atricyclo[7.4.0.0*"]trideca-1(9),2(7)-dien-6-
one;
10-[2-(hydroxymethyl)-3-[ 1-methy}f6-ox0-5-(pyrimidin-4-ylamino)-1,6-
dihydropyridazin-3-yl]phenyl]-4,4-dimgfhyl-7-thia- 10-azatricyclo[6.4.0.0*%]dodeca- 1(8),2(6)-
dien-9-one;
6-[2-(hydroxymethyl)-3-
yl}phenyl]-2-methyl-4-{[5-(4-phethylpiperazin-1-yl)pyridine-2-yl]Jamino }-2,3-dihydropyridazin-

-~oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a]indol-2-

3-one;

yl}phenyl]- Jfmethyl-3-{4H,6H,7H-pyrazolo[3,2-c][ 1,4]oxazin-2-ylamino }-1,2-dihydropyridin-
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3-{[5-(4-ethylpiperazin-1-yl)pyridine-2-ylJamino }-5-[2-(hydroxymethyl)-3-{ I-oxo-
1H,2H,3H,4H,6H,7H,8H,9H-pyrido[3,4-b]indolizin-2-yl } phenyl]-1-methyl-1,2-dihydropyrjdi
2-one;

10-[2-(hydroxymethyl)-3-[ 1-methyl-5-({5-[4-(oxetan-3-yl)piperazin-1-yl]pyrj
yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl]-4,4-dimethyl-1,10-
diazatricyclo[6.4.0.02’6]dodeca—2(6),7—dien—9-one;

azatricyclo[7.4.0.0% trideca-1(9),2(7)-dien-6-one;
5-[5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-{ [S£2R)-(1-methylpyrrolidin-2-
yDpyridine-2-ylJamino }-6-oxo-1,6-dihydropyridin-3-yJphenyl]-8-thia-5-
azatricyclo[7.4.0.02’7]t11'deca—l (9),2(7)-dien-6-one;
5-[2-(hydroxymethyl)-5-[ 1 -methyl-5-({4
6-0x0-1,6-dihydropyridin-3-yl]phenyl]-8-thiaf-azatricyclo-[7.4.0.0>"Jtrideca- 1(9),2(7)-dien-6-

-methylpiperidin-4-yl]pyridine-2-yl } amino)-

one;
5-[5-fluoro-2-(hydroxymethyl)-
aJindol-2-yl}phenyl]- 1-methyl-3-[(4/A1-methylazetidin-3-yl)phenyl)amino)-1,2-dihydropyrazin-

{ l-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-

(hydroxyphiethyl)-3-{1-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrazino[ 1,2-a)indol-2-yl } phenyl]-1-
methy)f1,2-dihydropyridin-2-one;
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5-[5-fluoro-2-(hydroxymethyl)-3-{ I-oxo-1H,2H,3H,4H,6H,7H,8H,9H-pyrido[ 3,4-
blindolizin-2-yl}phenyl]-3-{ 1-methyl-5-(N-methyl, N-oxetan-3-ylaminomethyl-1H-pyrazo
yhamino}-1,2-dihydropyridin-2-one;

10-[5-tluoro-2-(hydroxymethyl)-3-[1-methyl-5-({ I-methyl-5-(N-methyl, N-o

azatricyclo-[7.4.0.02’7]t1’ideca-1 (9),2(7)-dien-6-one;
10-[2-(hydroxymethyl)-3-[ 1-methyl-5-({ /[ 1 -(methylpiperidin-4-yl)pyridine-2-
ylDamino)-6-oxo-1,6-dihydropyridin-3-yl)phegyl)- 4,4-dimethyl-7-thia-10-azatricyclo-
[6.4.0.0*%]dodeca-1(8),2(6)-dien-9-one;
2-(5-fluoro-2-(hydroxymethyl)-
yl)phenyl)-3,4-dihydropyrazino[1,2-a}indol- 1(2H)-one;

(1-methyl-5-(5-(4-methylpiperazin- 1-yl)pyridine-2-
ylamino)-6-oxo0-1,6-dihydropyridin-
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5-[5-fluoro-2-(hydroxymethyl)-3-{ 1-oxo-1H,2H,3H.,4H,6H,7H,8H,9H-pyrazino[ 1,2-
alindol-2-yl}phenyl]-1-methyl-3-({5-[4-(oxetan-3-yl)piperazin-1-yl]pyrazin-2-yl Jamino)-1
dihydropyridin-2-one;

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

hexahydropyrazinof1,2-alindol-1(2H)-one;
2-(5-fluoro-2-(methox ymethyl)-3-(1-methyl-5-(5-(4-methylfiperazin-1-yl)pyridine-2-
ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)- 3,4,6,7,8,9-heffahydropyrazino[1,2-a}indol-
1(2H)-one;
2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(#(oxetan-3-yl)-piperazin-1-
yl)pyridine-2-ylamino)-6-oxo-1,6-dihydropyridin-3-yl)}#henyl)-3,4,6,7,8,9-hexahydro-6,9-
methanopyrazino[1,2-a]indol-1(2H)-one;
2-(2-(hydroxymethyl)-3-(1-methyl-5-(5-(Fmethyl-1,3,3a,6a-tetrahydropyrrolo[3,4-
c]pyrrol-2-yl)pyridine-2-ylamino)-6-oxo-1,6-ghhydropyridin-3-yl)phenyl)-3,4,6,7,8,9-hexahydro-

pyrazino[1,2-aJindol-1(2H)-one;

yl]pyridine-#yl }amino)-6-oxo- 1,6-dihydropyridin-3-yl]phenyl]-8-thia-4,5-

diazatricyf10[7.4.0.0%"]-trideca-1(9),2(7),3(4)-trien-6-one;
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2-(5-fluoro-2-(thydroxymethyl)-3-(1-methyl-5-(5-(4-methylpiperazin- 1-ylpyridin-2-
ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)- 3,4,6,7,8,9-hexahydro-6,9-
methanopyrazino[ 1,2-a]indol-1(2H)-one;

5-[5-fluoro-2-(hydroxymethyl)-3-[1-methyl-5-({5-[4-methylpiperazin-1-yl]pyAdine-2-
yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl]-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/l -yl)pyridazin-3-
ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)-3.4,6,7,8,9-hexahydropyfazino[ 1,2-a}indol-
1(2H)-one.

30.  The compound of claim 1 selected from:

2-(5-fluoro-2-(methoxymethyl)-3-(1-methyl-5-(5-(4-ghethylpiperazin- [ -yl)pyridin-2-
ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)-3.,4,6,7,86-hexahydropyrazino[ 1,2-a]indol-
1(2H)-one;

4-fluoro-2-(1-methyl-5-(5-(4-methylpiperazjf- 1-yl)pyridin-2-ylamino)-6-oxo-1,6-
dihydropyridin-3-yl)-6-(1-ox0-3,4,6,7,8,9-hexahyfiropyrazino[ 1,2-a}indol-2(1H)-yl)benzyl
acetate;

2-(5-fluoro-2-(hydroxymethyl)-3-(Jfmethyl-5-(5-(4-methyl-2-oxopiperazin-1-yl)pyridin-
2-ylamino)-6-oxo-1,6-dihydropyridin-341)phenyl)-3,4,6,7,8,9-hexahydropyrazino[ | ,2-a]indol-
1(2H)-one;

2-(5-fluoro-2-(hydroxymeghyl)-3-(1-methyl-5-(6-(4-(oxetan-3-yl)piperazin-1-
yDpyridazin-3-ylamino)-6-ox¢/1,6-dihydropyridin-3-yl)phenyl)-3,4,6,7,8,9-
hexahydropyrazino[1,2-a]ipflol-1(2H)-one;

4-(6-(5-(5-fluorof2-(hydroxymethyl)-3-(1-0x0-3,4,6,7,8,9-hexahydropyrazino[ 1,2-
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2-(5-fluoro-2-(hydroxymethyl)-3-(4-methyl-6-(6-(4-methylpiperazin- 1-yl)pyridin-3-
ylamino)-5-oxo-4,5-dihydropyrazin-2-yl)phenyl)-3,4,6,7,8,9-hexahydropyrazino[ 1,2-alindg#f
1(2H)-one;
2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-methylmorpholin-2-yl)pypAdin-2-
ylamino)-6-oxo0-1,6-dihydropyridin-3-yl)phenyl)-3.4,6,7,8,9-hexahydropyrazino[ 1 /£-a]indol-
1(2ZH)-one;
2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(9-methyl-3-oxa-7.9*
diazabicyclo[3.3.1]nonan-7-yl)pyridin-2-ylamino)-6-oxo- 1,6-dihydropyrifin-3-yl)phenyl)-
3.4,6,7,8,9-hexahydropyrazino[ 1,2-a}Jindol-1(2H)-one;
2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-methylghorpholin-2-yl)pyridin-2-
ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)-3,4,6,7,8,9-heghhydropyrazino[ 1,2-aJindol-
1(2H)-one;
2-(5-fluoro-2-(hydroxymethyl)-3-(4-methyl-6-(6-(#(oxetan-3-yl)piperazin- | -yl)pyridin-
3-ylamino)-5-oxo-4,5-dihydropyrazin-2-yl)phenyl)-3,44,7,8,9-hexahydropyrazino[ 1,2-a]indol-
1(2H)-one;
2-(5-fluoro-2-(hydroxymethyl)-3-(1-met
yl)pyrid-6-ylamino)- 1,6-dihydropyridin-3-yl)ghenyl)-3.4,6,7,8,9-hexahydro-6,9-

-6-0x0-5-(3-(4-(oxetan-3-yl)piperazin-1-

methanopyrazinof1,2-a]indol-1(2H)-one;
2-(6-fluoro-2-(hydroxymethyl)-#(1-methyl-5-(5-(4-methylpiperazin- 1-yl)pyridin-2-
ylamino)-6-oxo-1,6-dihydropyridin-#yl)phenyl)-3,4,6,7,8,9-hexahydropyrazino[ 1,2-a]indol-
1(2H)-one;
2-(6-fluoro-2-(hydroxyfethyl)-3-(1-methyl-5-(5-(4-(oxetan-3-yl)piperazin-1-yl)pyridin-

2-ylamino)-6-oxo-1,6-dihygfopyridin-3-yl)phenyl)-3,4,6,7,8,9-hexahydropyrazino[ 1,2-a}indol-

hexahydropyrazino[1,2-ajindol-1(2H)-one;
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3-(5-Fluoro-2-hydroxymethyl-3-{ 1-methyl-5-[6-(4-methyl-piperazin-1-yl)-pyridazin-3
ylamino]-6-oxo-1,6-dihydro-pyridin-3-yl }-phenyl)-6,7,8,9-tetrahydro-3H-benzo[4,5]thieno},3-
d]pyridazin-4-one;

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-6-0x0-5-(3-(4-methylpiperazin-1,
yDpyridazin-6-ylamino)-1,6-dihydropyridin-3-yl)phenyl)-3,4,6,7,8,9-hexahydro-6£-
methanopyrazinof1,2-a]indol-1(2H)-one;

3-(5-Fluoro-2-hydroxymethyl-3-{ 1-methyl-5-[6-(4-oxetan-3-yl-pipegdzin- 1 -yl)-
pyridazin-3-ylamino]-6-oxo-1,6-dihydro-pyridin-3-yl }-phenyl)-6,7,8,9-teffahydro-3H-
benzo[4,5]thienof2,3-d]pyridazin-4-one;

2-(5-Fluoro-2-hydroxymethyl-3-{ 1 -methyl-5-[6-(4-oxetan-}#yl-piperazin-1-yI)-
pyridazin-3-ylamino]-6-oxo-1,6-dihydro-pyridin-3-yl}-phenyl)-#4,5,6,7,8-hexahydro-2H-
benzo[4,5]thieno[2,3-c]pyridin-1-one;

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-6-oxo-(3-(4-(oxetan-3-yl)piperazin-1-
yDpyridazin-6-ylamino)-1,6-dihydropyridin-3-yl)phenyf)-3,4,6,7,8,9-hexahydro-6,9-
methanopyrazino[1,2-a]indol-1(2H)-one;

2-(5-fluoro-2-(hydroxymethyl)-3-(5-(5-(4fmethylpiperazin-1-yl)pyridin-2-ylamino)-6-
0x0-1,6-dihydropyridin-3-yl)phenyl)-3,4,6,7,§9-hexahydropyrazino[ 1,2-alindol- 1(2H)-one;

4-fluoro-2-(1-methyl-5-(5-(4-(oxetgh-3-yl)piperazin-1-yl)pyridin-2-ylamino)-6-oxo-1,6-
dihydropyridin-3-yl)-6-(1-ox0-3,4,6,7,8/-hexahydropyrazino[ 1,2-alindol-2(1H)-yl)benzyl
acetate;

2-(5-fluoro-2-(hydroxymeghyl)-3-(5-(5-(4-(oxetan-3-yl)piperazin-1-yl)pyridin-2-
ylamino)-6-oxo-1,6-dihydropyAdin-3-yl)phenyl)-3.4,6,7,8,9-hexahydropyrazino[ 1,2-a]indol-
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2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-(oxetan-3-yl)-1,4-diazepan- 1 -
yDpyridin-2-ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)-3,4,6,7,8,9-
hexahydropyrazino[1,2-a]indol-1(2H)-one;

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

1(2H)-one; and

2-(5-Fluoro-2-hydroxymethyl-3-{ I-methyl-5-[5-(4-oxetan-3-yl-[1,4]fiazepan-1-yl)-
pyridin-2-ylamino]-6-oxo-1,6-dihydro-pyridin-3-yl }-phenyl)-3,4,5,6,7,8-fexahydro-2H-
benzo[4,5]thieno[2,3-c]pyridin-1-one.

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

to 30 and a pharmaceutically acceptable carrier, glidant, dilught, or excipient.

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

second therapeutic agent.

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

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

34. A method of treating #disease or disorder which comprises administering a
therapeutically effective amount gf a compound of any one of claims 1 to 30 to a patient with a
disease or disorder selected frgfm immune disorders, cancer, cardiovascular disease, viral
infection, inflammation, mefabolism/endocrine function disorders and neurological disorders,

and mediated by Bruton £ tyrosine kinase.

35. The/method 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
inflammg#ion, arthritis, inflammation related to immune suppression, organ transplant rejection,
allergifs, ulcerative colitis, Crohn’s disease, dermatitis, asthma, systemic lupus erythematosus,
j§€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 cancey/selected from
breast, ovary, cervix, prostate, testis, genitourinary tract, esophagus, larynx, flioblastoma,
neuroblastoma, stomach, skin, keratoacanthoma, lung, epidermoid carcingfna, large cell
carcinoma, non-small cell lung carcinoma (NSCLC), small cell carcingfna, lung
adenocarcinoma, bone, colon, adenoma, pancreas, adenocarcinom yroid, follicular
carcinoma, undifferentiated carcinoma, papillary carcinoma, segfinoma, melanoma, sarcoma,
bladder carcinoma, liver carcinoma and biliary passages, kidy€y carcinoma, pancreatic, myeloid
disorders, lymphoma, hairy cells, buccal cavity, naso-phagfngeal, pharynx, lip, tongue, mouth,
small intestine, colon-rectum, large intestine, rectum, bpfin and central nervous system,
Hodgkin’s, leukemia, bronchus, thyroid, liver and igfrahepatic bile duct, hepatocellular, gastric,
glioma/glioblastoma, endometrial, melanoma, kighey and renal pelvis, urinary bladder, uterine
corpus, uterine cervix, multiple myeloma, acg€ myelogenous leukemia, chronic myelogenous
leukemia, lymphocytic leukemia, myeloid Jfukemia, oral cavity and pharynx, non-Hodgkin

lymphoma, melanoma, and villous colof adenoma.

39. The method of clajn 34 further comprising administering an additional
therapeutic agent selected frong/an anti-inflammatory agent, an immunomodulatory agent,
chemotherapeutic agent, a gfurotropic factor, an agent for treating cardiovascular disease, an
agent for treating liver djfease, an anti-viral agent, an agent for treating blood disorders, an agent

for treating diabetes, ghd an agent for treating immunodeficiency disorders.

kit for treating a condition mediated by Bruton’s tyrosine kinase, comprising:

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

instructions for use.
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41. The compound of any one of claims | 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 disoifers,

and mediated by Bruton’s tyrosine kinase.

42.  Use of a compound of any one of claims 1 to 30 in the manufactyfre of a
medicament for the treatment of immune disorders, cancer, cardiovascular djffease, viral

infection, inflammation, metabolism/endocrine function disorders and neyfological disorders;

and wherein the medicament mediates the Bruton’s tyrosine kinase.




We Claim:

1. A compound selected from Formula I:

RS
HN

L\ S ©

%/ ﬁ;\LY Mpe

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

R'is H, D, F, Cl, CN, =NH,, -NHCH;, ~N(CH,),, ~OH, ~OCHj3, -OCH,CHs,
—0OCH,CH,O0H, heteroaryl selected from imidazolyl and pyrazolyl, heterocyclyl selected from
oxetanyl and azetidinyl, and C,~C; alkyl;

R% R*and R* are independently selected from H, D, F, Cl, ~NH,, -NHCH3, —N(CH3),,
-0OH, -OCH3, ~OCH>CH3, ~OCH2CH>OH, and C~Cj3 alkyl;

R’ is optionally substituted Cs—Csyp aryl, C3—C; carbocyclyl, Ca—Cao heterocyelyl, C—Cxg
heteroaryl, —(Cs—Cxo aryl)—(C,—Cao heterocyclyl), —(C—Cao heteroaryl)—(C,—Co heterocyclyl),
—(C—Cyp heteroaryl)—(C—C; alkyl), or ~(C1—~Cy heteroaryl)—C(=0)~(Cy~Cy heterocyclyl);

R is H, F, -NH,, —OH, or optionally substituted C,—C; alkyl;

Xis S, $(=0), $(=0)2, N, NR®, O, or CR";

R'is independently selected from H, D, F, Cl, -CH3, ~CH,CH3, =CN, =CH,F, -CHF>,
~CFs, =NH;, —“OH, and ~OCHj;

Y' and Y? are independently selected from CR® and N;

Z' 7% 7} and Z* are independently selected from C, CR’, and N;

7’ is —-CR>=N-;

one of Z' and Z2, or X and Z', where X is not S, S(=0), or S(=0)a, 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, ~CH,, -CH>CH3,
—CH,CH(CH3);, -CH,0H, —CH,CH,0OH, —C(CH3),OH, -CH(OH)YCH(CH3):, ~C(CH;).CH,0OH,
~CH,CH»S0,CH;, ~CH,0P(O)OH), -CN, —CH;F, ~CHF,, —CF;, ~CO:H, -COCH3,
~CO,CHjz, ~COC(CH;)3, ~COCH(OH)CH 3, ~CONH;, ~CONHCHj;, ~CON(CHa),,
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—C(CH3)2CONH;, -NO;, -NH;, -NHCH3, -N(CH3),, -NHCOCH;3, =N(CH;3)COCH3,
~NHS(0),CH3, =N(CH3)C(CH;),CONH,, -N(CH3)CH,CH,S(0),CHs, =0, ~OH, ~OCHs,
—OCH,CH;N(CH3),, —OP(O)(OH),, —=S(0):N(CH3),, =SCHj3, ~CH,0CHj3, ~S(0),CH3,
cyclopropyl, azetidinyl, 1-methylazetidin-3-yl)oxy, N-methyl-N-oxetan-3-ylamino, azetidin-1-

ylmethyl, oxetanyl, and morpholino.

2. The compound of claim 1 selected from Formulas Ia-c:
RS
HN/RS HN
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3. The compound of claim 1 selected from Formulas Id-f:
RS R®
HN” HN
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0 R2 Rd ld RZ R4 Ie
R3 R®
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4. The compound of claim 1 selected from Formulas Ig-n:
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5.

5
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The compound of claim 1 selected from Formulas lo-t:
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6. The compound of claim 1 where Z' and Z* forms a five-, six-, or seven- membered aryl,

carbocyclyl, heterocyclyl or heteroaryl ring, and selected from Formulas laa-ap:
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7. The compound of claim 1 where X and 7', 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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where the wavy line indicates the site of attachment.

9. The compound of claim 1 to 7 wherein R', R?, R, and R* are each H.

10. The compound of claim 1 wherein R!is selected from F, -CH3, -CH,F, -CHF,, and —CF;.

i1. The compound of claim 1 wherein R' is -CH,OH.

12. The compound of claim 1 wherein R® is F.

13. The compound of claim 1 wherein R!is -CH,OH, R? and R* are each H, and R® is F.

14. The compound of claim 1 wherein R’ is optionally substituted Cg-Cyy aryl selected from

phenyl and naphthyl.

15. The compound of claim 1 wherein R’ is optionally substituted C;-C), carbocyclyl
selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, and cycloheptyl.

16. The compound of claim 1 wherein R’ is optionally substituted C,-Cy heterocyclyl
selected from oxetanyl, azetidinyl, pyrrolidinyl, tetrahydrofuryl, piperidinyl, piperazinyl,
morpholinyl, and tetrahydropyranyl.

17. The compound of claim 1 wherein R’ is optionally

substituted C;~Cyq heteroaryl selected from pyrazolyl, pyridinyl, pyrimidinyl, 5-methyl-4,5,6,7-
tetrahydropyrazolo[ 1,5-a]pyrazin-2-yl, 5-acetyl-4,5,6,7-tetrahydropyrazolof | ,5-a]pyrazin-2-yl,
6,7-dihydro-4H-pyrazolo[5.1-c][ | 4]Joxazin-2-yl, and 1-methyl-5-(5-(4-methylpiperazin-1-
yDpyridin-2-yl.

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

from F, Cl, -CHj, cyclopropyl, azetidinyl, oxetanyl, and morpholino.
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19. The compound of claim 1 wherein R’ is selected from the structures:

where the wavy line indicates the site of attachment.
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20. The compound of claim 1 wherein R®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 CR’.

24, The compound of claim 1 wherein Y' is CR® and Y?is N.
25. The compound of claim 1 wherein Y' is N and Y? is CR®.
26. The compound of claim 1 wherein Y' and Y? are each CR®.

27. The compound of claim 1 selected from:

5-[5-fluoro-2-(hydroxymethyl)-3-[ 1-methyl-5-({ 5-[4-(oxetan-3-yl)piperazin-1-
yllpyridine-2-yl }amino)-6-oxo- 1,6-dihydropyridin-3-yl]phenyl]-8-thia-4,5-
diazatricyclo[7.4.0.0%"]-trideca- 1(9),2(7).3(4)-trien-6-one,

5-[5-fluoro-2-(hydroxymethyl)-3-[ 1-methyl-5-({ 5-[4-methylpiperazin- 1 -yl ]pyridine-2-
yl}amino)-6-oxo-1,6-dihydropyridin-3-yl]phenyl]-8-thia-4,5-diazatricyclo[7.4.0.0*" - trideca-
1(9),2(7),3(4)-trien-6-one,

3-(5-Fluoro-2-hydroxymethyl-3-{ 1-methyl-5-[6-(4-methyl-piperazin-1-yl)-pyridazin-3-
ylamino]-6-oxo-1,6-dihydro-pyridin-3-yl }-phenyl)-6,7,8,9-tetrahydro-3H-benzo[4,5]thieno[ 2,3-
d]pyridazin-4-one,

3-(5-Fluoro-2-hydroxymethyl-3-{ 1-methyl-5-[6-(4-oxetan-3-yl-piperazin- 1 -yl)-
pyridazin-3-ylamino}-6-oxo-1,6-dihydro-pyridin-3-yl }-phenyl)-6,7,8,9-tetrahydro-3H-
benzo[4,5]thieno[2,3-d]pyridazin-4-one,

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-(oxetan-3-yl)piperazin- | -yl)pyridin-

2-ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)-6.7.8,9-tetrahydro-[ 1,2,4]triazino[4,5-
a}indol-1(2H)-one, and

2-(5-fluoro-2-(hydroxymethyl)-3-(1-methyl-5-(5-(4-methylpiperazin- 1 -yl )pyridin-2-
ylamino)-6-oxo-1,6-dihydropyridin-3-yl)phenyl)-6,7,8,9-tetrahydro-[ 1,2 4]triazino[4,5-a]indol-
1(2H)-one.
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28. A pharamceutical composition comprised of a compound of claim 1 and a

pharmaceutically acceptable carrier, glidant, diluent, or excipient.

29. The pharmaceutical composition of claim 28, further comprising a second therapeutic
agent.
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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