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THE CLAIMS

What is claimed is:

1. A compound of Formula I or a pharmaceutically acceptable salt:

R, X o
Rg N)TY
L
Ry EJ\N
R4
I

wherein,

X is absent, O, S, or NRyg; Ryg is H or C;alkyl;

Y is halogen, OH, NHs, CN, N3, NO,, or Cigalkyl;

Z1is 0, S, NRag, or CRoR»;; and each Rag or Ry, is independently H, halogen, C; ¢ alkyl, or
C,.¢alkoxy;

Ry is hydroxy, N(R3)}Ro). N(Rg(CH2)N(R#)(R9), N(Rg)(R9)CO(Ry), N(R)CO(R9), C(O)Rs,
C(O)OR3, C(O)NHa2, C(O)NH(Rg). C(OIN(Rg)(Rg). alkyl, haloalkyl, aryl, arylalkyl. alkoxy,
heteroaryl, heterocyclic, or carbocyclic; each Rg and Ry is independently H, hydroxy, alkyl,

alkenyl, heterocyclic, cycloalkyl, or carbocyclic;
R, is H, halogen, or C| 4 alkyl; or

R; and R, together with the atoms to which they are attached form a 5- to 7-member
heterocyclic ring comprising 1 - 3 hetero atoms independently selected from P, N, O or S;

R3is H, halogen, or a 5 or 6 member heterocyclic ring comprising 1 or 2 N atoms; or

R, and R; together form 5- to 12-membered heterocyclic ring comprising 1, 2. 3 or 4 hetero
atoms independently selected from N, or O;

Ry is H, Ciealkoxy, Cssalkenyloxy, Csecycloalkyloxy, halogen, -O-heterocyclic,
heterocyclic, or ~NR24(CH2)pNR24Ros; and Pis 0, 1, 2, or 3, and each Ry or Ras is independently H,
halogen, C,¢alkyl, or C,¢alkoxy;

Rs is H, F, Cy.galkyl, haloalkyl which may be optionally substituted with Cj.alkoxy, -NH,,
-NHCH;, -NCH3CH3, -NHOH, C,.¢alkyl, halogen, or a bond, Cy.¢alkoxy which may be optionally
substituted with Cyealkoxy, -NHa, -NHCH3;, -NCH3CH3, -NHOH, Csalkyl, halogen, or a bond,
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cycloalkyloxy, -NRisC(O)YCH2),CR7=CR zR s which may be optionally substituted with
Cygalkoxy. -NH;, -NHCHj;, -NCH;3CHj, -NHOH, Cy galkyl, halogen, or a bond,
-NR;5C(O)}CH2),OCHR 7R ;3 which may be optionally substituted with C).¢alkoxy, -NHa,
-NHCH;, -NCH3CH3, -NHOH, C,.4alkyl, halogen, or a bond,
-NR ;5C(O}(CH2)aCR17(CH2)wCHR 18R 19, -NR1sC(OXCH2),CR17=CH(CH,)nuNR 3R 19 which may
be optionally substituted with C_salkoxy, -NH,, -NHCHj,, -NCH3;CHj, -NHOH, C_galkyl, halogen,
or a bond, -NRsC(O)YCR 17(CH2)nNR15(CH2).NR¢R 19 which may be optionally substituted with
Cygalkoxy, -NH,, -NHCH,, -NCH;,CHa3, -NHOH, C, galkyl, halogen, or a bond,
-NR;sC(OX}CH2),CHR 7R 13 which may be optionally substituted with C).galkoxy, -NH;, -NHCH3,
-NCH;3CHj3;, -NHOH, C,_galkyl. halogen, or a bond, -NR |sC(O}CHa).CR 7(CH2),CHR 3R 10, Or
Rz
'NR15C(°XGH2)ng(CH2)mCHR18R?9; or Rsis a 5 or 6 member heterocyclic ring containing 1, 2 or 3
hetero atoms independently selected from N or O; and each Rys, Ry7, Ryg or Ry is independently
absent, -H, ~OH, -NHa,, halogen, alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, cycloalkenyl,

cycloalkynyl, aryl, heteroalkyl, heterocyclic, a bond, or hetercaryl; and eachmornis

independently 0. 1, 2, or 3;
Ry is H, halogen, C,galkyl, C;jealkoxy, Cs.¢alkenyloxy, Cs.scycloalkyloxy,
-OC(OIN(R10)(R11), -NRjoC(O)OR . -NR2C(O)YCR23=CRoRyy,

Ras

1}
“NR3,C(0)CR3(CH2)CHR 1oR 1}, NR1sCONCH2IC(CHAMCHR8R1 | _NR 2, C(O)CR25=CR 1o(CH2):R 1,
-NR22C(O)YCR23(CH2){NR 1o{ CH2)NR 19R 1. or -NR3:C(O)(CH,):CR23=CH(CH2)[NRgRq; or R7 is

a 5 or 6 member heterocyclic ring comprising 1, 2 or 3 hetero atoms independently selected from
N or O; and each Rjg, Ry, R22 or Ra3 is independently H, alkyl, alkenyl, alkynyl, and heteroalkyl,
heterocyclic, cycloalkyl, cycloalkyloxy; heteroalkyl or a bond, each of which may be optionally
substituted with Cygalkyl, alkoxy, heterocyclic, cycloalkyl, cycloatkyloxy, heteroalkyl or a bond;
or Rjg and Ry, together with the atoms to which they are attached, combine to form a 3-, 4-, 5- or
6-membered heterocyclic ring; and each s or t is independently 0, 1, 2, or 3;

R combines with R; to form a 6 member heterocyclic ring optionally substituted with
hydroxy, alkyl, alkenyl, heterocyclic, cycloalkyl, -ORy3, -C(O)R 2, -NR2R 3, or carbocyclic, or
Ry is H, halogen, -CN, -NO,, cycloalkyl, heteroalkyl, heterocyclic, heterocyclic-CO-alkyl,
heterocyclic-CQO-alkenyl, heteroaryl ; -Rj2, -ORys, -O-NRpaRys, -NRj3Rj3. -NRj3-NR2R13,
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-NRiz-ORy3, -CIOIGRy;.  -OC{O¥GR3, -NRpClOIGR . -SCIOWGR3.  -NRpC{(=8)YGR 3,
“OC(=5)0Rys. -Cl=8)GRs, -YUENR)GR 1, -GC(=N-OR2)GR3. -GC(=N-NR 2R 1:)GR 3.
SGPE=OWGR KGR ), -NRppSOR 3, -S{O)R 13, -SONRpR 3, -NR'SONR 2R, -OCH:)R e
which may be optionally substitated with Crsalkyl, Cygalkenyl, Cagalknyl, haloalkyl, halogen,
alkoxy, -NHa2, ~NCHsCHs, or ~NHCHa, -O(CH=).NR 2R s which may be optionally substituted
with C.galkyl, Caaalkenyl, Crealknyl, haloalkyl, halogen, alkoxy, -NHz, -NCH;CH,, or -NHCH;,
~NR2(CH2)NR 2R3 which may be optionally substituted with O L galkyl, Cigalkenyl, Cagalknyl,
haloalkyl, halogen, alkoxy, -NH;, -NCH;CH;, or -NHCH;, -NR»{(CH;)R 3 which may be
optionally substituted with Cealkyl, Crgalkenyl. Cagalknyl, haloalkyl, halogen, alkoxy, -NHa,
~NCH;CH3, or ~-NHCH;, -{CHy),NR ;R (3 which may be optionally substituted with Cjgalkyl,
Casalkenyl, Crealknyl, haloalkyl, halogen, alkoxy, -NHa -NCHaCHa or -NHCH,, or
-CH2O(CH, 3 NR 2R3 which may be optionally substituied with C;_salkyl, Cagalkenyl, Cagalknyl,
haloalkyl, halogen, slkoxy, -NHz, -NCH3iCHa, or -NHCH;; or

VAR
‘%‘”ALJAT“RM )

each G is. independently, a bond. -O-, -8-, or -NRs and each Ry, Rz or Rys is
independently H, alkyl. alkenyl, alkynyl. cyclealkyl. cycloalkenyl, cycloalkynyl, aryl, heterpalkyl,
heterocyclic or heteroary;

ris0, L2, 0r 3;

each A; or A, is, independently, CH or N; and Ryy is alkyl, alkoxy, alkenyl, alkynyl,
cycloalkyl, cycloaikenﬂ, cycloalkynyl, aryl, heteroalkyl. heterocyelic or heteroaryl.

2. The compound of claim 1, ;ﬂhiﬂfﬂiﬂ Y is halogen, methyl, or methyl substituted with
halogen.

3. The compound of claim I or 2, wherein Y 15 CL, or CFa.

4. The compound of any of claims -3, wherein X is NRjq.

5. The compoond of any of claims 1-4, wherein Z is O, or CH,.

6.  The compound of any of claims -5, wherein each Ry combines withRytoforma 6
member heterocyclic ring optionally substituted with hydroxy. alkyl, alkenyl, heterocyelic,
cycloalkyl, ~-OR g, -C{OIR 2, -NR 2R 3. or carbocyclic; or Rg is -O(CH2 LR 5, -O(CH2:NR ;3R 13,
-NR A CH)NR 2R3, -NR i CH2) R 3, -«(CH2)NR 2R3, or -CHOCH 3 NR ;R 15, each of which
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may be optionally substituted with Cygalkyl, Cagatkenyl, Crgalknyl, haloalkyl, halogen, alkoxy,
-WNH;, ~-NCH3CHj, or -NHCH;.

7. The compound of any of claims 1-6, wherein each Rz, Ry, or Rys is independently H,
{Cr.e)alkyl, (Caglalkenyl, (Cogloycloalkyl, (Cagthetervalkyl, or (Cs.grheterocyelic,

8. The compound of any of claims 1-7, wherein each Rsis independently -OH, -OEt, -NH;,
-NHCH;, -NCH5CHs, -H, -F,

A o d AN 7 Y :
,.OK . BD_CN% N R“%‘ . —N N.CN,%, . N K-ﬁd ) _— E""’ ,
O <D OO ~OO 2O

*

+Om 4O t-Onmr, 10w +0m . +0
P o O O irCve K O
_.5614@‘ wNCN*—;,{A :N—Cﬂ'-}i‘s ﬂO—CM ¢ GC?‘% .

o

O, O 2O - C}ﬁﬂ; Hﬁkc*‘%‘-

1 X I
%N\’?kje ‘}x.n\j \gp" 3{0 \ “ﬁ-"&"‘«, 'y xi*\,, MJ'L“«.’ i!-‘l,’_O‘x, :‘E‘QA’
. Rj 3 a. , \
”(UD . *‘}VE) O\?{', %O\C\NH, %O\G“m ‘?“oﬁE; }L?IF, 2O

‘3{0’-‘/’\?” ‘;i"-./q*w.f’“‘-?"’

. fwﬁ kﬂwf@ ot

9.  The compoeund of any of claims I-8, wherein R; and R; are both hydrogen.

10. The compound of any of claims 1-9, wherein Ry is hydroxy. N(Rgi{Ro}. alkyl. alkoxy,
or haloalkyl.

11. The compound of any of claims 1-10, wherein cach Ry and Ry is independently H,
hydroxy, Cyealkyl, Cosalkenyl.

12. The compound of any of claims 1-11, wherein each Rq or Rq is independently methyl,

or vinyl
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13. The compound of any of claims 1-10, wherein each Ry and Re is independently
heterocyelic, eveloalkyl, or carbocyclic,
14. The compound of any of claims 1-13, wherein each Ry is independently -OH, -OEt,

~-NHOH., -NH:. -NHCH;, -NCH:CHs, -NHCH,CH,NCH3CH,. -NHCH,CH:OH., -CH,CHa,

vt '%ﬂ@b < AT Ly X‘Ox
o . vt O O HOm L 20
PO O rOn L O #0OR

an ﬁ TR
N ‘O T Ay
“‘E‘N’“ \CW , y‘% \?/ , or M

15. The compound of any one of claims 1-14, wherein Ry is hydrogen, Crealkoxy. Cag
alkenyloxy, Cis cycloalkyloxy, halogen, -O-heterocyclic, heterocyclic, or —NRa CHaJeNRyRoss
and P is 1, or 2, each Ray or Ras is independently Cygalkyl, Cjgalkoxy, -NHOH, -NHz. NHCH;,
NCH3CH;, or halogen.

16. The compound of any one of claims 1-15, wherein R4 is hiydrogen, F, -OCHs, vkiﬂ—(y

O L ey
g ?*a"xfj 1

, OF
17. The compound of any of claims 1-16, wherein, Rs is H, haloalkyl, Cisalkoxy,

i . ) ) 'NRECCO}(%)nﬁCCH:hWRuR;Q,
-NRsClOKCH 2 CR y=CR gR 19, -NE 1 sC(OHCH),OCHR 4R 5,

-NR ;sC{ONCH2),CR (7=CH(CH2)uNR 13R 1. -NR15sC{OYCR 7(CH2), NR 15(CH: ) NR15R 19, OF
-NRsC(O}CH2)CHR 7R 15, each of which may be optionally substituted with Cy_salkoxy, -NH;,
-NHCH;, -NCH;CH,, -NHOH, C,_salkyl. halogen, or a bond; and each Rys, Rj7, Rigor Ryg is
independently absent, -H, Cy gatkyl, alkenyl, Cygalkoxy, -NHOH, -NH;, -NHCH;, -NCHi:CH-, 2

hond, or Oy gheterocyclic: and each m or n is independently O, 1, or 2.

84



18. The compound of any of cluims 1-17, wherein, Ry is H, methyl, methyl substitwted by

& .
g v » : i
M adme AT A ) A Ay

halogen, methoxy, ©

5 'Nj\/‘n
s 5‘“’&“/*

"B or
19.  The compound of any of claims 1-18, wherein, Ry is H, Crealkyl,

5 -NRoC{OCR»=CR aR 11, ~“NR2:2C(OICR2{CHa L OCHR 10R 1, -NR2C{OYCRa3=CR s0(CHa )Ry,
~NRpC{OIC R CHA W NR (( CHa ), NR R 1, 0r -NRaC{OWCH ) CRyy=CH{CH, ) NR ;gR . and
each Ria. Rig, R or Ros is independently H, alkyl, alkenyl, heterocyelie, cycloalkyl, eyeloalkyloxy.
heternalkyl or a bond, each of which may be optionally substituted with Cy_galkyl, alkoxy,
heterocyclic, eycloalkyl, eycloalkyloxy, heteroalkyl or a bond; and cach s or tis independently 0, 1,

10 or2.

200 The compownd of any of claims 1-19, wherein, Ry is H, Cyealkyl,

Y ﬁaﬁ% *“‘mi”’l\ *’"ﬁjﬁr\ 7 *aj\rf"%:‘s g ”‘jYQ
}"‘uj\’m"@, "‘{”in’“ ’s"“""l"“‘ g”%f() e 71”‘ e s

. oF

15 21. The compound of any one of claims 1-20, wherein the compound is of Formula 1L

R, ©
=

R, \Qf‘\f
b

20 Formia 11
22. The compound of claim 21, wherein X is NH.

23. The compound of claim 21 or 22, wherein Y is Cl, CH; or CFs.

85



10

15

20

25

30

24, The compound of claim ], wherein the compommd is

ethyl 2-(2-(S5-chloro-2-(4-(d-(dimethylaminoipiperidin- 1-¥1)- Fmethox yphenylaming)
pyrimidin-4-ylamino)phenyl)- 2-oxoacetate;

2-(2-{ 3-chloro-2-{4-(4-{dimethylamino)piperidin- 1-y1)-2-methoxyphenylamino)pyrimidi
n-4-ylaminoiphenyly-2-oxoacetic acid;

2-2-{5-chloro-2-{4-{(4-(dimethylamino)piperidin- 1-yI}-2-methoxyphen ylamino)pyrimidi
n-4-viaminoiphenyl-N-hydroxy-2-oxoacetamide;

2-(2-{53-chloro-2-(4-(4-(dimethylamino)piperidin- 1 -y1)-2-methox yphenylamino)pyrimidi
n-4-ylaminoiphenyl}-2-oxoacetamide;

ethyl 2-(2-(5-chloro-2-(4-{4-(dimethylamino)piperidin- 1 -yl }-2-methoxyphenylamino}
pyrimidin-4-ylammnoiphenylacrylate;

2-(2-{{5-chloro-2-{{ 2-methox y-4-(4-methylpiperazin- I-yl)phenyDarmsino)pyiimidin-4-ylja
mina)phenyl)-2-oxoacetamide;

2-(2-((2-({4-(4-acetylpiperazin- 1-y13-2 -methox yphenyDamino}-5-chloropyrimidin-4-yBa
minojphenyl)-2-oxocacetamide;

2-(2-((3-chloro-2-{(2-isopropox y-3-methyl-4-(piperidin-4-y)phenyl faminojpyrimidin-4-
yllaminojphenyl}-2-oxoacetamide;

Z-(2-{(S5-chloro-2-{(4-((1-(2-fluorocthylazetidin-3-yl Jamino)-2-methox yphenyluminop
yrimidin-4-ylaminoiphenyl}-2-oxoacetamide;

2-{2-{{2-{(2-methoxy-4-(4-methylpiperazin- T-yDphenylamino)-5-(trifluoromethyDpyrim
idin-4-ylamino)phenyl)-2-oxoacetamide;

222+ (4-(d-acetylpiperarin- 1-yl}-2-methoxyphenyDamino}-3-(trifluoromethylpyrimi
din-4-yljaminoyphenyl)-2-oxoacelamide;

2-(2H(2-((2-isopropoxy-5-methyl-4-(piperidin-d-yljphenylamino}-5-(irifluoromethylipy
rimidin-4-vljamino)phenyl}-2-oxoacetamide:

2-2-{2-((A-(( 1 -(2-Nuoroethylazetidin-3-y amino)-2-methoxyphenylanino)-5-{ rifluor
omethylipyrimidin-4-ylaminojphenyl)-2-oxoacetamide;

2-(2-((2((4-(4-(dimethylaminojpiperidin- 1 -yl}-2-methox yphenyl Jamino)-5-(triflnoromet
hylypyrimidin-4-yljsmino)phenyl-2-oxoacetamide;

2-(2-{(2-{{(4-{4-{dimethylamino jpiperidine 1-y1)-2-methoxyphenyl jJaming)-5-(frifluoromet
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hylypyrimidin-4-yDamino)phenyl)-2-oxoacetic acid:

24 2-{(5-chloro-2-{{4-(4-{dimethylamino)piperidin- 1-yi)-Z-methax yphenyDamino)pyrimi
din-4-ylamino)phenyl}-N-methyl-2-ox pacetarmide;

2-(2-{(5-chloro-2-((4-{4-{dimethylaminoipiperidin-1-vi}-2-methoxyphenylaminoypyrimi
din-4-yllaminoiphenyl}-N,N-dimethyl-2-oxoscetamide;

1-(2-{{3-chloro-2-{{4-{d-{dimethylamino)piperidin- 1 -y1)}-2-methexyphenylamine Jpyrimi
din-4-yljaminojphenyl}-2-morpholinoethane-1,2-dione:

2-{2-{{5-chloro-2<((4-(4-(dimethylamino)piperidin-1-v1}-2-methox yphenyl jamine ypyrimi
din-4-yljaminoyphenyl}-N-(2-{dimethylaminojethyl-2-oxoacetamide,

2{2-((5~chloro-2-({2-methoxy-4-(4-(methylaminopiperidin-1- yDphenyDamino)pyrimidi
n-d-yDamino)phenyl}-N-{2-hydrox yethyli-2-oxoacetamide;

1-{2-{(5-chloro-2-{4-{4-{dimethylaminopiperidin- -yl }-2-methoxyphenyl Jamine pyrimi
din-4-ylamino)phenyl)-3-methylbutane-1,2-dione;

1-(2-{{5-chloro-2-({4-(4-(dimethylamino)piperidin- 1-v1)-2-methoxypheayDamino)pyrimi
din-4-yljaminciphenylpropane-1,.2-dione;

1-(2-({5-chloro-2-{{(4-(4-(dimethylamino)piperidin- 1 -yl }- 2-methoxyphenyl yamino ypyrimi
din-4-yvl}sminojphenyl}-3-{dimethylamino)propane- 1 2-dione;

N-{azetidin-3-yl}-2-(2-{(5-chloro-2-({4-(4-(dimethylaminepiperidin- 1-yD-2-methoxyphe
aylyaminopyrimidin-4- yDamino)phenyl}-2-oxoacetamide:;

2-2-{( 5-chloro-2-({4-(4-{dimethylamino)piperidin-1-yl - Z-methox yphenyDamino)pyrimi
din-d-yDaminoiphenyl-N-cyclopropyl-2-oxoacetamide;

2-2-{(5-chloro-2-({(4-{4-(dimethylamino)piperidin- 1-¥1}-2-methoxyphenylJamino)pyrimi
din-d-yllamino)phenyl}-2-oxo-N-{pyrrolidin-3-yljacctamide;

2-(2-{{ 5-chloro-2-((4-{4-(dimethylamino)piperidin- 1 -y1)-2-methox yphenyl Jamine)pyrimi
din-4-yljaminoiphenyl}-2-oxo-N-(piperidin-4-vhacetamide;

2-(2-((5-chloro-2-((4-(4-{dimethylanmdno)piperidin- 1-y1)-2-methoxyphenyamino)pyrimi
din-4-vljaminojphenyllacrylamide;

2(2-((5-chloro-2-{{4-(4-{dimethylamino)piperidin- 1 -y1)-2-methoxyphenylJamino}pyrimi
din-d-yljamino)phenyljacrylic acid;

2-(2-{{5-chloro-2-{{ 2-methox y-4-{4-methylpiperazin- L-yliphenyDaminojpyrimidin-4-yija
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minojphenylacrylamide;

2 2-((5-chloro-2-{( 2-methoxy-4-(4-methylpiperavin- 1 -yDphenyDaminolpyrimidin-d-ya
minojphenylacrylic acid;

2-{2-{(5-chlore-2-{{4-{{1-{2-TluoroethyDazetidin- 3-yDamino)-2-methoxyphenyllamina)p
yrimidin-4-yljaminojphenylacrylamide;

2-(2-{(5-chloro-2-(t4-({1-{2-luorcethyDaretidin-3-yDamino}-2-methoxyphenyllaminoip
yrimidin-4-yljamino)phenylacrylic acid:

2-02-{{ 5-chloro-2-({2-methoxy-4-{ 1-methylpiperidin-4-ylphenyl)aminoipyrimidin-4-yha
mingiphenylacrylamide;

2-(2-{{5-chlaro-2-( 2-methoxy-4-( L-methylpiperidin-4-yl jphenylamino)pyrimidin-4-yha
minephenyhacrylic acid:

2-(2-{{5-chloro-2-{{2-methoxy-4-(piperidin-4-ylipheny Damino)pyrimidin-4-yDaminojph
enylacrylamide;

2-(2-{{5-chloro-2-({2-methoxy-4-{piperidin-4-yhphenyDaminolpyrimidin-d-yljamino)ph
enyhacrylic acid;

2-2-((3~chloro-2-({4-(4-fluoropiperidin- 1 -y1}-2-methoxyphenyllamino)pyrimidin-4-yDa
minojphenyljacrylamide;

2-(2<((5-chloro-2-{(2-methoxy-4-(4-methoxypiperidin- 1-ylphenyl jamino)pyrimidin-4-yl
Jaminoyphenyllacrylamide;

N-¢3-5-chloro-4-(2-(2-{dimethylamine)-2-ox oacetylphenylamino)pynimidin-2-ylamino)
phenylacrylamide;

N-(3-{5-chloro-4-(2-(2-{dimethylamino}-2-ax cacetylphenylamino)pyrimidin-2-ylamine)
-4-methoxyphenyti-2-(morphalinomethybacrylamide;

1-(2-(2-(4-(4-acetylpiperazin- 1-y1)-2-methox yphenylamino)-5-chloropyrimidin-4-ylamin
oiphenyi)-2-morpholincethane-1,2-dione;

1-(2-(2-(2-methoxy-4-{4-methylpiperazin- |-yl phenylamino)}-3-{trif luoromethyl)pyrimidi
n-4-ylaminojphenyl}-2-morpholinoethane- 1.2-dione;

1-(2-{$-chloro-2-(2-methoxy-4-(4-methylpiperazin- 1 -yliphenylamine pyrimidin-4-ylami
nojphenyl}-2-morpholinoethane-1,2-dione;

1-(2A 2-(4-{4-{dimethylaminopiperidin- 1-y1)-2-methox yphenylamino)-3-(trifleoromethyl

88



10

15

20

25

30

ypyrimidin-4-ylaminojphenyl }-2-morpholinoethane-1.2-dione;
2-(2-(5-chloro-2-(2-methoxy-4-(4-methvlpiperazin-1-ylphenylamino)pyrimidin-d-ylami
nojphenyl)-N N-dimethyl-2-oxoacetamide;
2-{2-{5-chloro-2-(2-methoxy-4-(4-methylpiperazin-1-yljphenylamino)pyrimidin-4-ylami
nojpheayl}-N-methyl-2-oxoacetamide;
2-(2+{5-chloro-2-(2-methoxy-4-morpholirophenylamino)pyrimidip-4-vlaminojphenyl)-N
M-dimethyl-2-oxoacetamide;
2+(2+(5~chloro-2-(2-methoxy-4-(4-methylpiperazin- -yl )phenylaminojpyrimidin-4-ylami
noiphenyl Necyclopropyl-2-oxoacelamide;
2-(2(2-{4-(4-acetylpiperazin- L-yl)-2-methoxyphenylaming)-S-chloropyrimidin-4-ylamin
ojphenyli-N-cyclopropyl-2-oxoscetamide;
- 2+(2+{ 3-chloro-2-{ 2-miethoxy-4-morpholinophenylaminopyrimidin-4-ylaminophenyl)-N
-cyclopropyl-2-oxcacetamide;
2-{2-(5-chloro-2-{2-methoxy-4-{d-propionylpiperazin- 1-ylphenylaminojpyeimidin-4-vla
mino)phenyl)-N,N-dimethyl-2-oxcacetamide;
2-(2-(2-{4-(4-acetylpiperazin- 1 -y1)-2-methoxyphenylamino)-3-chioropyrimidin-4-ylamin
ojphenyl)-N N-dimethyl-2-oxoacetamide;
2+(2-(5-chloro-2-(2-methoxy-4-{4-propionylpiperazin-1-yl)phenylaminopyrimidin-4-yla
minojphenyl)-N-methyl-2-oxoacetamide;
N-{1-geryloylazetidin-3-y1)-2-(2-{ 5-chlore-2-(2-methox y-4-(4-methylpiperazin- I-yl) phen
ylamino)pyrimidin-4-ylamino)phenyl)-2-oxoacetamide;
N-{1-actyloylpipesidin-4-y1}-2-(2-(5-chloro-2-(2-methoxy-4-{4-methylpiperazin-1-yliphe
nylamino)pyrimidin-4-ylaminojphenyt-2-oxoacetamide:
N-{3+5-chloro-4-(2-(2-{methylamino)-2-oxoacetyliphenylamino)pyrimidin-2-yvlamino)p
henyhacrylamide;
N-(3-{4-(2-(2-amino-2-oxpacctyl)phenylumino}-5-{trifluoromethyl )pyrimidin-2-ylaming)
phenyl)acrylamide;
N-(1-acryloylpiperidin-4-y1}-2{ 2-(5-chlore-2-(4-fluorp-3-methox yphenylamino)pyrimidi
n-4-ylamineiphenyl)-2-oxcacetamide;

22+ 3-chloro-2-( 3-methoxy-4-(4-methylpiperazin- 1 -yl )phenylamino)pyrimidin-d-ylami
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na)phenyl)-N-methyl- 2-oxoacetamide;

2-(2-{5-chloro-2-(3-methoxy-4-{4-methylpiperazin- 1 -yDphenylaminoipyrimidin-4-ylami
nojphenyl}-N N-dimethyl-2-oxnacetamide;

2-{2-(5-chloro-2-(4-fluoro-3-methox yphen ylamino)pyrimidin-4-ylaminoyphenyl)-N.N-di
methyl-2-oxoacetamide;

2-(2-{5-chloro-2-{4-fluoro-3-methox yphenvlamino)pyrimidin-4- ylamino)phenyl)-N-meth
yl-2-oxoacetamide;

N-(5-{5-chloro-4-(2-(2-(methylamino)-2-oxoacetyliphenylamino)pyrimidin-2-ylamino}-2
-methoxyphenyhacrylamide;

N{5<5-chloro-4-(2-(2-(dimethylamino)- 2-oxoacetyljphenylamioo jpyrimidin-2-ylamino)
~2-methoxyphenybacrylamide;

N-5-{5-chloro-4-(2-{2-{dimethylamino}-2-oxeacetylphenylamino)pyrimidin-2-ylamino}
-2-fluoro-4-methax yphenylyacrylamide;

N-{3-(5-chloro-4-(2-(2-(dimethylaminc)-2-ox oacetyliphenylamino ypyrimidin-2-ylaming)
-4-methoxyphenylbacrylamide;

N-(5-{3-chloro-4-{2-{2-(methvlamino)-2-oxoacetyl Jphenyiamino)pyrimidin-2-yvlamino -4
-fluoro-2-methoxyphenylacrylamide;

N-{5-(5-chloro-4-(2-(2-(dimethylamine)}- 2-ox cacetyphenylamino)pyrimidin-2-ylamino]
4-flaoro-2-methoxyphenyljacrylamide;

{E)-N-(3-(5-chloro-4-{2-(2-{dimethylamina)-2-oxoacetyliphen yiamino)pyrimidin-2-ylam
ino)-d-methoxyphenylibut-2-enamide;

N~(3-{ 5-chloro-4-{2-(2-(dimethylamino}-2-oxoacetyljphenylamino)pyrimidin-2-ylaming)
-4-methoxyphenyl)-3-methylbut-2-enamide;

{E3-N-(3-(5-chloro-4-2-(2-(dimethylamino }-2-0xoacetyDphenylamino)pyrimidin-2-ylam
ino}-4-methoxyphenyl)-4-{piperidin-1-yl)but-2-cnamide;

N-(3-{5-chloro-4-(2-(2-(dimethylamino}-2-oxouacetyliphenvlamino)pyrimidin-2-ylamino}
-4-methoxyphenyl}-2-(piperidin- 1-yimethylJacrylamide;

N-{5-{5-chloro-4-{2-2-{dimethylamino}-2-oxoacetyl)phenylamino)pyrimidin-2-ylamino)
A-methoxy-2-(4-methylpiperazin-1-ylphenyDacrylamide;

N-{3-{5-chloro-4-(2-{ 2-(methylamino)-2-oxcacetyljphenylamino)pyrimidin-2-ylamino -4
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-methoxy-2-(4-methylpiperszin- 1-y])phenyhacrylamide;

N(3{5-chloro-4-{2-(2-(2-{dimethylamine jethylaming)-2-oxoacety) )phenylamine) pyrinmi
din-2-vlaminoiphenyhacrylamide;

N-{3-{5-chloro-4-(2-(2-(2-(dimethylamino jethylamino)-2-oxoacetylyphenviamino ) pyrimi
din-2-ylamino)-4-methoxyphenyljacrylamide;

N-{3-(5-chloro-4-(2-(2-{dimethylamino}-2-oxoscetyphenviaminopyrimidin-2-ylamino)
-4-methoxyphenyD-2-{(dimethylaminoymethylacrylamide;

(E¥-N-(3-(5-chloro-4-( 2-( 2-{dimethylamino)- 2-oxoacetyDphenylamino)pyrimidin-2-ylam
ino}-4-methoxyphenyl-4-morpholinobut-2-enamide;

(E}N-(3-(5-chlovo-4-(2-{ 2-{shmethylamino)- 2-oxoacetyDphenyvlamino)pyrimidin-2-ylam
inc)-4-methoxyphenyl)-4-(dimethylamino)but-2-epamide;

N-(5-{ 5-chlora-4-{2-(2-{methylamino)-2-oxoacetyyphenylamino)pyrimidin-2-ylamino}-2
-(2-{dimethylamino)ethoxy)-4-methox yphenyDacrylamide;

N-(5-{5-chloro-4-(2-(2-{dimethylamino}-2-ox cacetyl lpheavlaminopyrimidin- 2-ylamino)
-2-(2-(dimethylamino)ethoxy }-4-methoxyphenyljacrylamide;

N-(5-(5-chloro-4-(2-(2-{dimethylamine)}-2-oxoacetylphenylaminopyrimidin-2-ylamino)
-4-methox y-2-(3-morpholinopropoxyiphenylJacrylamide;

N-(5{ 5-chloro-4-{2-(2-{methylamine)- 3-oxoucetv)phenylamino)pyrimidin- 2-viaminag -4
smethoxy-2-(3-morphaolinopropox yiphenyvl yacrylamide;

Nef 3-(5-chloro-4-{2-( 2-morpholing-2-ox cacetyl jphenylamino)pyrimidin-2-ylamino-4-m
ethoxyphenylacrylamide;

N-(5-{5-chlora-4-(2-(2-(2-(dimethylaminajethylamine)}-2-oxoacetyljphenylamino jpyrimi
din-2-ylamino)-2-methoxyphenyljacrylamyide;

2-2-42-{4-acryloyl-3, 4-dihydro-2H-benzo| bl 1 4loxazin-6-vlamino)-5-chloropyrimidin-4
-ylamino}phenyll-N N-dimethyl-2-oxoacetamide;

2-2-(2-(4-(4-acryloylpiperazin- | -y13-2-methoxyphenylamine - 3-chloropyrimidin-4-ylam
inoiphenyl}-N N-dimethyl-2-oxoacetamide;

N-{3-{3-chloro-4-(2-(2-{(4-methylpiperazin- |- yl)- 2-oxoacetyl jphenylamino)pyrimidin-2-y
lamino)-4-methoxyphenylyacrylamide;

N-(3-(5-chloro-4-(2-(2-maorpholino-2-oxcacetyl phenylaminojpyrimidin-2-ylamino jphen
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yl}acrylamide;

N-(3-(F-chloro-4-{2-(2-(4-methylpiperazin- 1-yli-2-oxoacetyphenylamino)pyrimidin-2-y
lamino)phenyhacrylamide:;

N-{5-(3-chloro-4-(2-(2-morpholino-2-oxoacetyljphenyvlamino)pyrimidin-2-ylamino)-2-m
ethoxyphenyllacrylamide;

N-{5-{5-chloro-4-(2-(2-(4-methylpiperazin-1-y1)-2-oxoacetyliphenylamino)pyrimidin-2-y
lamino)-2-methoxyphenyllacrylamide:

2-(2-(2-(4-{4-acetylpiperazin- [-yl)-3-methox yphenylaming)-5-chloropyrimidin-4-ylamin
aiphenyl}-N N-dimethyl-2-oxoacetamide;

2-(aziridin- 1 -yimethyl }-N-(3-(S-chloro-4-(2-(2-{dimethylamino}-2-oxoacetyl)phenylamin
olpyrimidin-2-ylamino}-4-methox yphenylacrylamide;

2-(azetidin- -ylmethyl-N-{3-(5-chloro-4-(2-(2-{dimethylamino)-2-ox oacetylphenylami
nojpyrimidin-2-ylamino)-4-methoxyphenylacrylamide;

N-{3-(5-chloro-4-(2-{2-{dimethylaming)-2-oxoacetyDphenvlamino)pyrimidin-2-ylamino)
-4-methox yphenyl)-2-(pyrrolidin-1-vimethyhacrylamide;

N-£5-(5-chloro-4-{2-(2-{dimethylaming}-2-oxoacetylphenylamino)pyrimidin-2-ylamino)
-4-methoxy-3-(2-morpholincethoxyiphenyDacrylamide;

N-{5-{5-chloro-4-(2-(2-(dimethylamine)-2-oxcacetylphenvlamino)pyrimidin-2-ylamino)
«2-({2-(dimethylaminoethyl {methylyaminoiphenyllacrylamide;

N-(3-(4-(2-(2-{dimethylamino)-2-oxoacetyliphenylaming - S-methylpyrimidin-2-ylamino
F4-methoxyphenyl)-2-{{dimethylaminoimethyDacrylamide;

N-(5-{4-(2-(2-{dimethylamino)-2-o0xoacetyl)phenylamina-5-methylpyrimidin-2-ylamino
F2-methoxyphenybDacrylamide;

N-(5-{5-chloro-4-(2-(2-{(2-{dimethylamino)ethy] ¥ meihyllamino)-2-oxcacetyl Jphenylami
no)pyrimidin-2-ylamino)-2-methox yphenylyacrylamide;

N-(5+{5-chloro-4-(2-(2-(dimethylamino}-2-oxcacety])phenylamino)pyrimidin-2-ylaming)
-2-(2-{dimethylaminojethoxy)phenyl)-3-methoxypropanamide;

N-{5-(5-chloro-4-(2-(Z-(dimethylamino)-2-oxvacetyl phenylamino)pyrimidin-2-ylamino)
2-cyelopropoxyphenylacrylamide;

N-(5-{5-chloro-4-(2-(2-(dimethylamino}-2-oxoacetyl jphenylamine)pyrimidin-2-ylamino)
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<2-{eyelopentyloxyiphenvlacrylamide;
~2-{1-methylpyrrolidin-3-yloxyiphenyhacrylamide;
N-(5-{5-chloro-4-(2-(2-{dimethylamine)-2-oxecacetyDphenylaminoipyrimidin-2-ylamine)
-2-(4-{dimethylaminojcvelohexyloxyphenybacrylamide;
N-(2-{azetidin-3-yloxy)-5-(5-chloro-4-(2-(2-(dimethylamino)-2-oxoacetyl )phenylamino)
pyrimidin-2-ylaminojphenyljacrylamide;
N<(5(5-chloro-4-(2-(2-«(dimethylaming}-2-oxcacetyDphenylamino)pyrimidin-2-ylamino)
2-{1-methylazetidin-3-vloxyiphenyDacrylamide;
N-{5-(5-chloro-4-(2-(2-(dimethylaming)-2-oxvacetyDphenylamino)pyrimidin-2-ylamino)
-2-morpholinophenyljacrylamide;
N-{5-{5-chlore-4-(2-(2-(dimethylamino)-2-oxoacetyphenylamino)pyrimidin-2-ylamino)
-2-{4-methylpiperazin- 1-yl)phenylacrylamide;
N-{3-{ 5-chloro-d-{2-(2-(dimethylamino)-2-oxoacetyUphenvlaminoipyrimidin-2-ylamino)
phenyl)-2-(morpholinomethyhacrylamide;
N-(3-(5-chloro-4-(2-(2-{dimethylamino)-2-oxoacetyliphenylamino)pyrimidin-2-ylamino)
phenyl)-2-(piperidin-1-yimethylacrylamide;
{E}-N-(3-{5-chloro-4-(2-(2-{dimethylamino}-2-oxoacetylDphenylamino) pyrimidin-2-ylam
ino)phenyl}-4-(dimethylaminobut-2-enamide;
N-{5-{5-chloro-4-(2-(2-{dimethylamino)-2-oxeacetyliphenylamino)pyrimidin-2-ylamino)
-2-(2-(dimethylaminojethox yiphenyDacrylamide;
N-{5-(5-chloro-4-(2-(2-(dimethylamino}-2-oxcacetyljphenylamino)pyrimidin-2-ylamino)
-2-{diftnoromethoxy jphenyliacrylamide;
2-(245-chloro-2-{3-methoxy-4-morpholinophenylamino)pyrimidin-4-ylamino)phenyl)-N
N-dimethyl-2-oxoacetamide;
2-{2(5-chioro-2-(4-(4-(dimethylamino)piperidin- 1 -yD-3-methox yphenvlamino)pyrimidi
n-4-ylaminojphenyl}-N.N-dimethyl-2-oxoacetamide;
2-{2-(5-chloro-2-{4-(4-methylpiperazin- 1-yDphenylamino}pynimidin-4-ylamino)phenyh-
N N-dimethyl-2-ox0acetamide;

N-{5-{5-chloro-4-(2-(2-{dimethylamine)-2-oxoacetyDphenylamino)pyrimidin-2-ylamina)
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2-(2-(dimethylaminojethox yiphenyl)propionamide;
{E>-N-(5-(5-chloro-4-(2-{ 2-(dimethylamino)-2-oxoacetyliphenylaminoipyrimidin-2-ylam
ina)-2-(4-methylpiperazin-1-yliphenyl)-3-(dimethylaminoJacrylsmide;
MN-{5-{3-chloro-4-(2-(2-(dimethylamino}-2-oxoacetylphenylamino )pyrimidin-2-ylamino)
-2-propoxyphenylacrylamide; |
N-{3+(5-chloro-4-(2-(2«(dimethylamino}-2-oxoacetylphenylaminoypyrimidin-2-ylamino)
-2-fluorophenyl)-3-morpholinopropanamide;
N-{5-(5-chloro-4-(2-(2-(dimethylamino)-2-oxoacetylphenylamino)pyrimidin-2-ylamino)
-2-(tetrahydrofuran-3-yloxyiphenylacrylamide;
N-{3-{S-chloro-4-(2-(2-(dimethylamino)-2-oxoacetyDphenylaminopyrimidin-2-ylamino)

phenyl}-2-({(2-(dimethylaminojethyl}{methyDamino)methylacrylamide;

N-(3-(5-chloro-4-(2-(2-{dimethylamino)-2-oxoacetylphenylamino)pyrimidin-2-ylamino)
~d-methoxyphenyl}-2-(((2-(dimethylaminolethyl K methylJamino)methylacrylamide;

N-{3-{5-chloro-4-(2-(2-{{2-(dimethylamino)ethyl} methylJamino)-2-oxcacetyl jphenylami
nojpyrimidin-2-ylamino)-4-methoxyphenyDacrylamide;

N-{3-(3-chloro-4-{2-(2-{dimethylaminc}-2-oxoacetyDphenviaminojpyrimidin-2-ylamino)
-2-{4-methylpiperazin-1-yl)phenyl)-2-{piperidin- 1 -yImethyljacrylamide;

N-{5-(5-chloro-4-{2-(2-(dimethylamino - 2-oxoacetylphenylaminopyrimidin-2-ylamino
2-morpholinophenyl)-2-(piperidin-1-ylmethyljacryvlamide;

2+(2-(5-chloro-2-(3-methox y-4-(4-methylpiperazin- 1 -ylphenylamino)pyrimidin-4-ylami
noiphenyl}-N N-diethyl-2-oxoacetamide;

N-(3-{ 5-chioro-4-(2-(2-{diethylamino}-2-oxoacety)phenylamino)pyrimidia-2-ylamino -4
-methoxyphenybacrylamide;

N-{5-{5-chloro-4-(2-(2-{dicthylamino)-2-oxoacetyl)phenylamino)pyrimidin-2-ylamino)-2
-methoxyphenyhacrylamide;

N-(3+(5-chioro-4-(2-(2-<{dimethylamino}-2-oxoacetylphenylaminoypyrimidin-2-ylamino)
-5-{triflyoromethyliphenyllacryvlamide;

N-(3-(5-chloro-4-(2-{2-{dimethylamine}- 2-oxcacetyDphenylaminoipyrimidin-2-ylamino)
- ((Z-(dimethylaminoyethyl)(methylaminojphenylacrylamide;

N-{3-(5-chloro-4-(2-(2-{dimethylaming)-2-oxoacetyDphenylamino)pyrimidin-2 -ylamino)
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4-{4-methylpiperazin- 1-ylphenylacrylamde;
N-(3-(5-chloro-4-(2-(2-(dimethylamino}-2-ox cacetyphenylaminojpyrimidin- 2-ylamino)
4-(letrahydrofuran-3-vloxy)phenylacrylamide;
N-{3-{5-chioro-4-{2-(2-(dimethylamino)-2-oxoacetyliphenylamino)pyrimidin-2-ylamino)
2-{{2-{dimethylamino)ethoxyymethylphenyllacrylamide;
N-{5-(5-chloro-4-{2-(2-{dimethylamino}-2-oxcacetyDphenylamino)pyrimidin-2-ylamine)
2-((2-(dimethylaminoethox yymethyl-4-methox yphenyljacrylamide;
N-{5-{5-chloro-4-(2-(2-(dimethylamino)-2-oxoacetyphen vlaming jpyrimidin-2-ylamino)
2-((dimethylamino)methylyphenylacrylamide;
WN-{5-{5-chloro-4-(2-(2-(dimethylamino}-2-oxoacetylphenylamino jpyrimidin-2-ylamino)
“2-{{dimethylaminoimethyl}-4-methoxyphenyDacrylamide;
N-(5-{5-chloro-4-(2-(2-{dimethylamina}-2-oxcacetylyphenylamino)pyrimidin-2-ylamino)
-2-({4-methylpiperazin-1-yhmethybphenylacrylamide;
N-{5-(5-chloro-4-{2-(2-(dimethylamino}-2-oxoacetyDphenylaminoypyrimidin-2-ylaming)
-d-methoxy-2-{{4-methylpiperazin- 1-yDmethyDphenyDacrylamide;
N-{5-{5-chloro-4-{2-{2-(dimethylamino}-2-oxoacetyDphenylaminopyrimidin-2-ylamino)
-2-(1-methylpiperidin-4-ylphenyl jacrylamide:
N-(55-chloro-4-(2-(2-(dimethylamino)-2-oxoacetyDphenylaminejpyrimidin-2-ylamino)
~4-methox y-2-{ 1-methylpiperidin-4-yDphenylacrylamide;
2-(2~{8-chloro-2-( 3-methoxy-4-{ Lmethylpiperidin-4-yDphenylamino)pyrimidin-4-ylami
noiphenyl}-N.N-dimethyl-2-oxoacetamide;
2-2-(2-(4-{1-acerylpiperidin-4-y1}- 3-methoxyphenylamino}-5-chlorapyrimidin-4-ylamin
ojphenyl)-N,N-dimethyl-2-oxoacetamide;
N-(5-{5-chloro-4-(2-(2-(dimethylamino}-2-oxcacetyDphenlaminopyrimidin-2-ylamino)
-2-(2-(dimethylaminojethyliphenyljacrylamide;
N-{5-(5-chloro-4-(2-(2-(dimethylamino}-2-oxoacetyDphenylaminopyrimidin-2-ylamino)
-2-(3-(dimethylamino)propyliphenybacrylamide;
2-(2-(5~chloro-2-(4-(1-isopropylpiperidin-4-yI)}- 3-methox yphenylaminolpyrimidin-4-yla
mina)phenyl)-N,N-dimethyl-2-oxoacetamide;

2-{2-(5-chlora-2-{2-isopropoxy-5S-methyl-4-{ piperidin-4-yl)phenylamino)pyrimidin-4-yla
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mino)phenyl)-N,N-dimethyl-2-oxoacetamide.

25. A pharmaceutical composition comprising a compound of any of claims 1-24 and
a pharmaceutically acceptable excipient.

26. The pharmaceutical composition according to claim 25, wherein, the said
compound is in a weight ratio to the said excipient within the range from about 0.0001 to about
10.

27. Use of a pharmaceutical composition of claim 25 or 26 or a compound of any of
claims 1-24 for the preparation of a medicament for the treatment or prevention of, or for
delaying or preventing onset or progression in, cancer or cancer metastasis by inhibiting a
kinase selected from one or more of EGFR, ALK or ALK fusion proteins.

28. The use of claim 27, wherein the EGFR is a mutant EGFR; the cancer is EGFR-
driven cancer, and the EGFR-driven cancer is characterized by the presence of one or more
mutations selected from: (i) L858R, (ii) T790M, (iii) both L858R and T790M, (iv)
delE746_A750, or (v) both delE746_A750 and T790M.

29. The use of claim 28, wherein the EGFR-driven cancer is a non-small cell lung
cancer, glioblastoma, pancreatic cancer, head and neck cancer, breast cancer, colorectal cancer,
epithelial cancer, ovarian cancer, prostate cancer, or an adenocarcinoma.

30. The use of claim 29, wherein the head and neck cancer is head and neck squamous
cell carcinoma.

31. The use of any of claims 27-30 for treatment of a human.
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