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CLAIMS

What is claimed is:

1. A compound of Formula (I):

Formula (T)

wherein: (a) when R' is H and X is NRZR? or NR'R?, then
Y is NHR® and
Z is selected from H, halogen, C,-Cs alkyfl, C,-Cq4 alkynyl, aryl, heteroaryl, or C3-Cg
cycloalkyl, wherein the alkyl, cycloalkfl, aryl, alkynyl or heteroaryl is optionally

substituted with halo, alkyl, or cyanof wherein:

R? and R?, taken together fvith the nitrogen atom to which they are bonded form:

| _ i) a 3-8 membergd saturated or partially saturated monocyclic group
having no hetefoatom other than the nitrogen atom to which R? and R® are
bonded, whefein said 3-8 membered saturated or partially saturated

monocyclig/ group is independently substituted at one or more carbon

whafein each n is independently 1, 2, or 3 and the aryl is optionally
stituted with halo; or

f1) an 8-10 membered bicyclic aryl group having 0-5 heteroatoms
independently selected from nitrogen, oxygen, sulfur, sulfoxide, or

sulfone;
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cach R? is independently selected from H, C;-Cs alkyl, C5-Cfalkynyl, C,-Cg alkyl
cyano, Cp-Cq alkyl sulfone, C3-Cq cycloalkyl sulfone, Cy-Cf sulfonamide, C3-Cg
cycloalkyl, C3-Cy heterocycloalkyl, aryl, aryl(C;-Ce) alkyf, or heteroaryl, wherein
the alkyl, alkynyl, alkylcyano, alkylsulfone, sulfonamidl, cycloalkyl,

heterocycloalkyl, aryl, arylalkyl, or heteroaryl is optighally substituted with R*’;
R is C(O)R”, COOR’, C(OYNRR?, or S(O),R’, fvherein n is 1 or 2;

R is selected from H, C1-Cy alkyl, or hydroxy/C 1—C6).a1ky1;

R’ is aryl(C,-Cs)alkyl, wherein the aryl grefup is independently substituted at one

or more carbon atoms with 1-3 R!!, wheyfin R'! is independently selected from

OR’, NRR®, NR°COR’, or NR’S(O), B, wherein nis 1 or 2;

R s selected from Cy-Cg alkyl, C;
C3-Cg heterocycloalkyl, C4-Cs cy oalkenyl, aryl, ary}(C;-C¢)alkyl, or heteroaryl,

¢ alkenyl, C3-C¢ alkynyl, C3-Cq4 cycloalkyl,
wherein the heterocycloalkyl, afyl, or heteroaryl is optionally substituted, wherein
the heterocycloalkyl, aryl, or Jeteroaryl of R® is optionally substituted with an
aryl selected from the groupfconsisting of:

i) a 5-6 membered monocyclic aryl group;

iii) An 8-10 membered unsaturated or partially unsaturated bicyclic
agll group having 0-5 heteroatoms independently selected from
itrogen, oxygen, sulfur, sulfoxide, or sulfone; and

iv) an 8-10 membered unsaturated or partially unsaturated bicyclic

aryl group having a carbonyl, carboxamide, or sulfoxamide; or

he heterocycloalkyl, aryl, or heteroaryl of R® is optionally substituted at
one or more carbon atoms with R'?, wherein each R" is independently

selected from C,-Cq alkyl, CF3, OCF3, S(O)y(C;-Cy)alkyl, halo(C;-
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Cy)alkyl, C,-Cg alkenyl, C3-Cg alkynyl, C3-Cg cycloalkyl, C3-Cg
heterocycloalkyl, C4-Cg cycloalkenyl, aryl, aryl (C-&¢)alkyl, heteroaryl,
halo, haloalkyl, SR, OR"?, OC(O)R", NR"R", NR"R™, COOR", NO,,
CN, C(O)R™, C(O)C(O)R"?, C(ONRR®, S(O)R", S(0).NR"R", or
NRR'S, wherein each n is independently 1 or Z and the alkyl, alkenyl,
alkynyl, cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl, arylalkyl,
haloalkyl, or heteroaryl is optionally substithted with R,

wherein the aryl and heteroaryl of R'? is ifdependently selected from:

i) a 5-6 membered monocyclic gfyl group;

ii) an 8-10 membered bicyclicfaryl group having 0-5 heteroatoms
independently selectefl from nitrogen, oxygen, sulfur,
sulfoxide or sulfon

iii) an 8-10 membered ungaturated or partially unsaturated bicyclic
aryl group haviglg 0-5 heteroatoms independently nitrogen,
oxygen, sulfuyf sulfoxide or sulfone; or

iv) an 8-10 membergd unsaturated or partially unsaturated bicyplic

aryl grouphaving a carbonyl, carboxamide, or

cach R is indei:en ntly selected from H, C;-C¢ alkyl, C,-Cs alkenyl, Cs-
Ce alkynyl, C,-Cs Alkyl cyanb, C,-Cg alkyl sulfone, Cp-Cy sulfonamide,
Cs3-Cg cycloalky), C3-Cg heterocycloalkyl, Cy4-Cg cycloalkenyl, aryl, |
aryl(C,-Ce alkl, haloalky!l or heteroaryl, wherein the alkyl, alkenyl,
alkynyl, alkyf cyano, alky! sulfone, alkyl sulfonamide, cycloalkyl,
heterocyclgalkyl, cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl is

optionally substituted with R*;
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1) a 3-8 membered saturated or partially saturatgd monocyclic
group, wherein the 3-8 membered saturated of partially saturated
monocyclic group is optionally substituted With R?>;

ii) an 8-12 membered saturated or partiallf saturated bicyclic
group, wherein the 8-12 membered satufated or partially saturated
bicyclic group is optionally substituted with R*;

iii) a 3-8 membered saturated or parjflally saturated monocyclic
group having 1-3 heteroatoms selefted from nitrogen, oxygen,
sulfur, sulfone or sulfoxide, wheyein the 3-8 membered saturated
or partially saturated monocycjic group having 1-2 heteroatoms is
optionally substituted with RF® or R™; or

iv) a 8-12 membered saturgled or partially saturated bicyclic group
having 1-3 heteroatoms sglected from nitrogen, oxygen, sulfur,
-sulfone, sulfoxide, whefein the 8-12 membered saturated or

partially saturated bicgclic group having 1-3 heteroatoms is

optionally substitutdd with R" or R,

R'7 {5 selected from aryf{C,-Cg)alkyl, aryl, or heteroaryl, wherein Vthe aryl, or the
heteroaryl is substitutdd at one or more carbon atoms with at least one R?' and 0-2 R*
and the aryl group of said aryl(C;-Cq)alkyl is optionally substituted with halo;.

R s indepehdently sclected from OH, CFg, OCF;, O-aryl, or NRR'®:

R% is ingependently H, C,-Cg alkyl, CF3, OCF3, S(0)y(Cy-Cq)alkyl, halo(Ci-
Cyalkyl, C,-Cg alkenyl, Cy-Cg alkynyl, C5-Cg cycloalkyl, C3-Cg heterocycloalkyl,
C4-C/ cycloalkenyl, aryl, aryl(C;-Ce)alkyl, heteroaryl, halo, SR"™, OR",
OCfo)R"®, NRVRP, NRPR™, COOR", NO,, CN, C(O)R", C(O)C(O)RP,
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C(O)NRPRP, $(0),R", S(O),NR"R"?, NRPC(O)NR"R"?, NRBC(O)R",
NRB(COORB), NRBS(O),,RB,or NRPR! wherein each n i independently 1 or
2 and wherein the alkyl, alkenyl, alkynyl, cycloalkyl, hetergcycloalkyl

cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl is optionally substituted with

R is selected from C;-Cg alkyl, C,-Cg alkenyl, Cs-f¢ alkynyl, C;5-Cq4 cycloalkyl,
ryl(C-Co)alkyl, hydroxy(Cs-
Ce)alkyl, amino(Cy-Ce)alkyl, haloalkyl, or heterparyl, wherein the alkyl, alkenyl,

C5-Cs heterocycloalkyl, Cy4-Cg cycloalkenyl, aryl,

alkynyl, cycloalkyl, heterocycloalkyl, cycloallfenyl, aryl, arylalkyl, haloalkyl, or
heteroaryl is optionally substituted with R*:
cach RY is independently selected from f1-Cg alkyl, C,-Cs alkenyl, C;3-Cs
alkynyl, hydroxy(C,-Cg)alkyl, amino((J-Ce)alkyl, C,-Cs alkyl cyano, C,-Cg alkyl
sulfone, C,-Cq sulfonamide, C3-Cy cytloalkyl, C3-Cg heterocycloélkyl, C4-Cs
cycloalkenyl, aryl, aryl(Cy-Ce)alky), haloalkyl, or heteroaryl, wherein the alkyl,
alkenyl, alkynyl, alky! cyano, alkflsutfone, sulfonamide, cycloalkyl,
heterocycloalkyl, cycloalkenyl, fryl, arylalkyl, haloalkyl, or heteroaryl is
o‘ptionally substituted with R’
R™ is C(O)R'" COOR'®, LOINRR' or S(0),R", wherein n is 1 or 2;

each R? is independefly selected from hydroxy, hydroxy(C;-Ce)alkyl, Ci-Cs
alkyl, C;-Cg alkenyl fC3-Cg alkynyl, C3-Cecycloalkyl, C3-Cg heterocycloalkyl, Cy-
Cs cycloalkenyl, agyl(C;-Ce)alkyl, aryl, halo, haloalkyl, oxo, oxime, CF3, SR,
OCTs, ORP, OCfO)CH,RP, NRPR", NRPR™, NHC(O)R", (CH,),NR"*R",
COOR", CN, ¢(0)R", C(0)CF3, CONRR'S, CONHa, S(0),R", S(O),NR"”R",
or NRPR'C, yherein each n is independently 1 or 2 and the heterocycloalkyl is

optionally gibstituted with C;-Cs alkyl; and

(c) when R! isH;, then

X is N}, or
Y is NHR®

HR®,
r Ré, and
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Zis H, halogen, C,-C3 alkyl, C,-C4 alkynyl, aryl, heteroaryl, or C;-Cgfcycloalkyl,
wherein the alkyl, cycloalkyl, aryl, alkynyl, or heteroaryl is optionally substituted with

halo, alkyl, or cyano, or

a pharmaceutically acceptable salt thereof.

The compound of Claim 1, wherein R' is H and X is NR*RY,
The compound of Claim 1, wherein R' is H and X is NR/R’.

The compound of Claim 2, wherein NR?R® is a 3-8 mgfnbered saturated or partially
saturated monocyclic group having no heteroatom ogher than the nitrogen atom to which
R* and R? are bonded, wherein said 3-8 memberedfaturated or partially saturated
monocyclic group is independently substituted atfone or more carbon atoms with 1-2 R’
and optionally substituted at one or more carbofi atoms with 0-4 R®, wherein R is
hydroxy, heterocycloalkyl, or NRR’ and R® § hydroxy(C,-Cg)alkyl, aryl, COOR®,
(CIH,),NRR’, or (CH,),NRR'®, wherein egch n is independently 1, 2, or 3 and the aryl is

optionally substituted with halo.

The compound of Claim 2, wherein N R? is selected from an 8-10 membered bicyclic
aryl group having 0-5 heteroatoms independently selected from nitrogen, oxygen, sulfur,

sulfoxide, or sulfone.

The compound of Claim 4, wheifin the 3-8 membered saturated or partially saturated

monocyclic group is substitutefd with hydroxy or amine.

The compound of Claim 6, fvherein the 3-8 membered saturated or partially saturated
monocyclic group is azetifline, piperidine or pyrrolidine, wherein the azetidine, piperidine
or pyrrolidine is indepeydently substituted with 1-3 hydroxy or amino group and
optionally and indepe/dently substituted with hydroxymethyl at the one or more carbon

atoms.

The compound ofClaim 3, wherein R* is selected from H, C,-Cg alkyl, or hydroxy(C;-
Ce) alkyl and Rf is aryl(C;-Cs)alkyl, wherein the aryl group of aryl(C,-Cs)alkyl of R®is
independently/substituted at the one or more carbon atoms with 1-3 R wherein R' is

independenyly selected from OR’, NR°R?, NR’COR’, or NR9S(O)nR9, whereinn is 1 or 2.
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The compound of Claim 4, wherein R’ is independently selected from/MH, C,-Cq alkyl, Co-

Cs alkenyl, C3-Cg alkynyl, C»-C alkyl cyano, C,-Cg alkyl sulfone, CA-Cq alkyl sulfone,
C5-Cs cycloalkyl sulfone, C,-Cg sulfonamide, C3-Cg cycloalkyl, C#Cjy heterocycloalkyl,
C4-Cs cycloalkenyl, aryl, aryl(C,-Cg)alkyl, haloalkyl, or heteroagfl, wherein the alkyl,
alkenyl, alkynyi, alkyl cyano, alkyl sulfone, sulfonamide, cyclgfalkyl, heterocycloalkyl,

cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl is optiofally substituted with R*’.
The compound of Claim 2, wherein Y is NHR®.

The compound of Claim 10, wherein R® is selected froph Ci-Cs alkyl, C,-Cg alkenyl, Cs-
Cs alkynyl, C3-Cg cycloalkyl, C3-Cs heterocycloalkyl /C4-Cg cycloalkenyl, aryl, aryl(C;-
Ce)alkyl, or heteroaryl, wherein the alkyl, alkenyl, glkynyl, cycloalkyl, heterocycloalkyl,

cycloalkenyl, aryl, arylalkyl, haloalkyl, or heterogfyl is optionally substituted with R” 2

The compound of Claim 11, wherein the aryl RS is an optionally substituted aryl
. Y

selected from the group consisting of:

i) a 5-6 membered monocyclic aryl group;

i) an 8-10 membered bi clic aryl group having 0-5 heteroatoms

independently g€lected from nitrogen, oxygen, sulfur, sulfoxide, or
sulfone;

iii) an 8-10 membeyed unsaturated or partially unsaturated bicyclic aryl
group havfng 0-5 heteroatoms independently selected from
nitrogenf oxygen, sulfur, sulfoxide or sulfone; and

iv) an 8-10 m nbered unsaturated or partially unsaturated bicyclic aryl

group having a carbonyl, carboxamide, or sulfoxamide.

The compound of Claigh 12, wherein the aryl of R® is optionally substituted at one or

more carbon atoms with R'2, wherein each R' is independently selected from C;-Cg

alkyl, OCFs, CF3, J(0),(C;-Cyalkyl, halo(C,-Cyalkyl, Cy-Cs alkenyl, C3-Cg alkynyl, Cs-

Cg cycloalkyl, C;

heteroaryl, halo/haloalkyl, SR, ORP, OC(O)R"?, NR**R", NR"’R", COOR", NO»,

(0)C(O)RP, C(ONRPR'?, S(0),R*?, S(0),NR"R", or NR"R'®,

¢ heterocycloalkyl, C4-Cg cycloalkenyl, aryl, aryl C;-Cq alkyl,

wherein eaci n is independently 1 or 2; and wherein the alkyl, alkenyl, alkynyl,
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cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl, arylatkyl, haloalkyl; fheteroaryl is

optionally substituted with R%.

The compound of Claim 13, wherein R'? is independently selectefl from C,-Cg alkyl,

CF3, OCF3, S(0)n(C;-Cy)alkyl, halo(Ci-Cs)alkyl, Cy-Cg alkenylf C,-Cg alkynyl, C3-Cs
cycloalkyl, C3-Cg heterocycloalkyl, Cy-Cg cycloalkenyl, aryl, Aryl(C,-Ce)alkyl,

heteroaryl, halo, SR*?, OR'?, OC(O)R", NRP’R", NR"*R JCOOR"®, NO,, CN, C(O)R",
C(O)NR"R", $(0),R"?, S(0),NR"R", or NR"*R'S, whegkin each n is independently 1 or

The compound of Claim 14, wherein R'? is an aryl afd the aryl is independently selected

from:

i) a 5-6 membered monocyclic ayyl group;

ii) an 8-10 membered bicyclic gryl group having 0-5 heteroatoms
independently selected from nitrogen, oxygen, sulfur, sulfoxide, or
sulfone;

ii1) an 8-10 membered ungaturated or partially unsaturated bicyclic aryl
group having 0-§ heteroatoms independently nitrogen, oxygen,
sulfur, sulfoxigle, or sulfone; or

iv) an 8-10 membergd unsaturated or partially unsaturated bicyclic aryl

group havifig a carboxamide, or sulfoxamide.

The compound of Claim 14, yherein R'? is SR'®, OR"™, OC(O)R"”, NR"R"?, NRRY,
COOR, CN, C(O)R®, C(GHNRR", S(0),R"?, S(0).NRR"?, or NR"*R'®, wherein
cach R is independently Selected from H, C;-Cy alkyl, C,-Cs alkenyl, C,-Cg alkynyl, Cs-
Cs alkylcyano, Cz-Cg alifyl sulfone, C-Cs sulfonamide, Cs-Cg cycloalkyl, C4-Cg
heterocycloalkyl, Cq4-(Js cycloalkenyl, aryl, alkoxy, aryl(C;-Cs)alkyl, haloalkyl, or
heteroaryl and R ig/C(O)R'3, COOR'3, C(ONRPRY, SO,NRPRY, or S(O),R ",
wherein n is 1 or 2/and the alkyl, alkenyl, alkynyl, alkyl cyano, alkyl sulfone, alkyl
sulfonamide, cydloalkyl, heterocycloalkyl, cycloalkenyl, aryl, alkoxy, arylalkyl,

haloalkyl, or hgfteroaryl is optionally substituted with R%.

The compoynd Claim 16, wherein R is NR"R'.
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The compound Claim 17, wherein R and Rm, taken together with th¢ nitrogen atom to
which they are bonded, form:
1) a 3-8 membered saturated or partially saturated monocyglic group, wherein the
3-8 membered saturated or partially saturated mojiocyclic group is
optionally substituted with R*;
ii) an 8-12 membered saturated or partially saturated picyclic group, wherein the
8-12 membered saturated or partially saturajed bicyclic group is optionally
substituted with R*’;
iii) a 3-8 membered saturated or partially saturafed monocyclic group having 1-3
heteroatoms selected from nitrogen, oxyygen, sulfur, sulfone or sulfoxide,
wherein the 3-8 membered saturated fr partially saturated monocyclic
group having 1-2 heteroatoms is opftionally substituted with R7 or R or
iv) an 8-12 membered saturated or partiglly saturated bicyclic group having 1-3
heteroatoms selected from nitrgfgen, oxygen, sulfur, sulfone, sulfoxide,
wherein the 8-12 membered shturated or partially saturated bicyclic group
having 1-3 heteroatoms is gftionally substituted with R" or R".
The compound of Claim 11, wherein R/ is the optionally substituted 5-6 membered

monocyclic aryl group or 9-10 membfred bicyclic aryl group.

The compound of Claim 19, whergfn the optionally substituted 5-6 membered
monocyclic aryl group is phenyl And 9-10 membered bicyclic aryl group is naphtyl,

quinolinyl, indazoyl, indolyl, of dihydrobenzodioxynyl.

The compoﬁnd of Claim 20,/Mvherein the phenyl group is optionally substituted with 1-4

groups selected from the gfoup consisting of methyl, methoxy, methylsulfone, amino,

hydroxy, CI's, OCF3, halp, phenyl, phenoxy, piperazinyl, and morpholino.

The compound of Clajm 1, wherein Z is H, halo, C;-Cj alkyl, alkyny! or phenyl.
The compound of £laim 1, wherein R' is H and Y is NHRY or R,
The compound ¢f Claim 23, wherein X is NHR'® or OR™®,

The compouyd of Claim 23, wherein X is NRPRY.
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The compound of Claim 23, wherein X is NRPR%.
The compound of Claim 23, wherein X is NRPR'S,

The compound of Claim 23, wherein R is aryl(C,-Cg)alkyl, aryl or heteroaryl, whercin
the aryl or the heteroaryl of R'7 is substituted at two or more cArbon atoms with at least
one R* and 0-2 Rzz) wherein R?! is independently selected ffom OH, CF3, OCF3, O-aryl,
or NRPR' and R? is independently selected from H, C;-(s alkyl, CF3, OCF; S(0)n(C;-
Cy)alkyl, halo(C 1-Cyalkyl, C-Cs alkenyl, C3-Cq alkynylf C3-C¢ cycloalkyl, C3-Cs
heterocycloalkyl, C4-Cs cycloalkenyl, aryl, aryl C;-Cq kyl,. heteroaryl, halo, haloalkyl,
SR, OR", OC(O)R", NRPR?, NRPR", COORP, N0, CN, C(O)R", C(O)C(O)R",
C(O)NR]3 R, S(0).R", S(O)HNR]3 R*, or NRPR'Y wherein each n is independently 1 or
2; and wherein the alkyl, alkenyl, alkynyl, cycloafkyl, heterocycloalkyl, cycloalkenyl,
aryl, arylalkyl, haloalkyl, heteroarylalkyl, or heferoaryl is optionally substituted with R? ;

and wherein the aryl group of said aryl(C,-Cgfalkyl is optionally substituted with halo.

The compound of Claim 28, wherein the afyl of O-aryl is independently selected from:
i) a 5-6 membered monogyclic aryl group;
ii) an 8-10 membered bjCyclic aryl group having 0-5 heteroatoms
independently selected from nitrogen, oxygen, sulfur, sulfoxide or sulfone;
iii) an 8-10 membergd unsaturated or partially unsaturated bicyclic aryl
group having 0-5 Heteroatoms independently nitrogen, oxygen, sulfur,
sulfoxide or sulfgne; or
iv) an 8-10 mefbered unsaturated or partially unsaturated bicyclic aryl

group havingfa carboxamide or sulfoxamide.

The compound of Claim#£28, wherein the aryl of R'7is a 5-6 membered monocyclic aryl
group substituted with At least one group selected from CF3, OCF3, O-aryl, or NRR'® at

the one or more carbghn atoms.

The compound of Llaim 30, wherein the monocyclic aryl group is phenyl substituted
with at least onefgroup selected from CF3, OCF3, O-aryl, or NRR'S at the one or more

carbon atoms.
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The compound of Claim 27, wherein NR'*R'® is morpholino, piperazifiyl,
homopiperazinyl, thiomorpholino, piperidinyl, or pyrrolidinyl, wheiin the piperazinyl,
homopiperazinyl, piperidinyl, or pyrrolidinyl is optionally substityled at one or more

carbon atoms with 1, 2 or 3 R* or at one nitrogen atom with R"*/or R™.

The compound of Claim 24, wherein R'? is selected from C1£ g alkyl, C3—C6 alkenyl, Cs-
Ce alkynyl, C3-Cg cycloalkyl, C5-Cg heterocycloalkyl, C4-Cf cycloalkenyl, aryl, aryl(C,-
Ce)alkyl, haloalkyl or heteroaryl, wherein the alkyl, alkenfl, alkynyl, cycloalkyl,
heterocycloalkyl, cycloalkenyl, aryl, arylalkyl, haloalkyf, or heteroaryl is optionally

substituted with R%.

The compound of Claim 33, wherein R"™ is C1-Cq #flkyl optionally substituted with one or

more aryl, alkyl, halo, R*® or R*, wherein cach 3is independently CF3, OCF;, SR,

OR"?, NRPR", $(0),NR”R", $(0),R", or NI"’R"®, each of n being indépendently 1or

2 and wherein each R* is selected from a 5-§membered monocyclic group having 1-3
heteroatoms, an 8-12 membered bicyclic grpup having 1-5 heteroatoms, or an 11-14
membered tricyclic group having 1-8 hetgroatoms, wherein said heteroatoms of R* are
independently oxygen, nitrogen, or sulfjfr, wherein R%is optionally substituted with R

or R™,

The compound of Claim 34, wherefn zero, one, two, three or four atoms of R* are

optionally and independently subftituted with R,

The compound of Claim 34, wherein the aryl is optionally and independently substituted
at one or more carbon atomg/with 1-3 R"', wherein R'" is independently selected from

OR’, NR'R?, NR°COR’, of NR’S(0),R’, wherein n is 1 or 2.

The compound of Clainh 34, wherein the C;-Cyg alkyl is C,-C4 alkyl optionally substituted
with 1-3 groups sclecfed from the group consisting of amino, hydroxy, phenyl, benzyl,

and morpholino.

The compound of Claim 33, wherein R'8 is C5-Cg alkeny! optionally substituted with one
or more, aryl, gtkyl, halo, R® or R*, wherein each RZis independently selected from
CFs, OCF5, SR'3, OR™?, NRR", S(O),NR"’R', S(O),R", or NR"*R'®, whercin each n is

independenfly 1 or 2, and wherein each R* is independently selected from: a 5-8
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membered monocyclic group having 1-3 heteroatoms; an 8-12 membefed bicyclic having
1-5 heteroatoms; or an 11-14 membered tricyclic group having 1-8 hfteroatoms, wherein
said heteroatoms of R* is independently selected from oxygen, niffogen or sulfur, and

wherein R* is optionally substituted with R' or R".

The compound of Claim 38, wherein zero, one, two, three or four atoms of R** are

optionally and independently substituted with R"3,

The compound of Claim 33, wherein R'® is C3-Cg cycloallf/] optionally substituted with
? s independently selected from

CF3, OCTF3, SR™, OR", NR"R", (CH,),NRPR", S(Of,NR"R", S(0),R", or NRP’R!,

one or more, aryl, alkyl, halo, R* or R*; wherein each

wherein each n is independently 1 or 2; and wherein£ach R* is independently selected
from a 5-8 membered monocyclic group having 1-# heteroatoms, an 8-12 membered
bicyclic group having 1-5 heteroatoms, or an 11-f4 membered tricyclic groﬁp having 1-8
heteroatoms, wherein said heteroatoms of R* i independently selected from oxygen,

nitrogen or sulfur, and wherein R* is optionafly substituted with R™ or R™,

The compound of Claim 40, wherein zero fone, two, three or four atoms of R*are

optionally and independently substituted/with R,

The compound of Cléim 25, wherein R'® is C3-Cg cycloalkyl optionally substituted with

one or more aryl, alkyl, halo, RP, of R*.

The compound of Claim 33, wiferein R'¥is C3-Cq heterocycloalkyl, wherein the C3-Cg
heterocycloalkyl is a 5-7 mephbered monocycle having a heteroatom, wherein said
heteroatom is independentlf selected from oxygen, nitrogen, sulfur, or sulfone; wherein

the nitrogen atom is optighally substituted with R"”.

The compound of Clajn 43, wherein the monocycle is optionally substituted morpholine,

tetrahydrofuran, thighorpholine, piperazine or homopiperazine.

The compound of Claim 25, wherein RYis independently selected from C;-Cy alkyl, Co-

Cg alkenyl, C3-4 alkynyl, hydroxy(C,-Cg)alkyl, amino(C,-Ce)alkyl, C,-Cg alkyl cyano,

" Cy-Cy alkyl syfifone, Cy-Cg sulfonamide, C3-Cg cycloalkyl, Cs-Cg heterocycloalkyl, Cy-Co

cycloalkenyf, aryl, aryl(C,-Ce)alkyl, haloalkyl, or heteroaryl.
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46. The compound of Claim 26, wherein R' is independently selected figm hydroxy(C,-
Cg)alkyl, amino(C,-Ce)alkyl, C,-Cs alkyl cyano, C,-Cg alkyl sulfonef C,-Cg sulfonamide,
C;3-Cg cycloalkyl, or C4-Cg heterocycloalkyl.

47.  The compound of Claim 26, wherein R? is selected from C(O)R", COOR,
C(O)NR'R™, or S(O),R", wherein n is 1 or 2.

48.  The compound of Claim 27, wherein R*> and R' of NR'*I'®, taken together with the

nitrogen atom to which they are bonded, form:

i) a 3-8 membered saturated or partially saturgled monocyclic group, wherein the
3-8 membered saturated or partially faturated monocyclic group is
optionally substituted with R? :

11) an 8-12 membered saturated or partiafly saturated bicyclic group, wherein the
8-12 membered saturated or pajftially saturated bicyclic group is optionally
substituted with R*;

iii) a 3-8 membered saturated or paftially saturated monocyclic group having 1-3
heteroatoms selected fronf nitrogen, oxygen, sulfur, sulfone or sulfoxide,
wherein the 3-8 membeped saturated or partially saturated monocyclic
group having 1-2 hetefoatoms is optionally substituted with R2 or R™; or

iv) an 8-12 membered saturfted or partially saturated bicyclic group having 1-3
heteroatoms selectgd from nitrogen, oxygen, sulfur, sulfone, sulfoxide,
wherein the 8-12/membered saturated or partially saturated bicyclic group

having 1-3 hetgroatoms is optionally substituted with R" or R™

49. The compound of Claim 4¢, wherein NRR'®is the 4-6 membered saturated monocyclic

group optionally and indgpendently substituted at one or more carbon atoms with 1-4 R>.
50.  The compound of Clgfm 49, wherein the aryl group of R*’ is selected from:

i) ap-6 membered monocyclic aryl group;
iiyan 8-10 membered bicyclic aryl group having 0-5 heteroatoms

/ndependently selected from nitrogen, oxygen, sulfur, sulfoxide or

sulfone;
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iii) an 8-10 membered unsaturated or partially unsaturgfed bicyclic aryl
group having 0-5 heteroatoms independently selected from nitrogen,

oxygen, sulfur, sulfoxide, or sulfone; or
iv) an 8-10 membered unsaturated or partially ungaturated bicyclic aryl

group having a carbonyl, carboxamide, or sulfogamide.,

The compound of Claim 48, wherein NR'R'® is a 5-8 mempered saturated heterocyclic
group having 1-2 heteroatoms selected from nitrogen, oxygen, sulfur, sulfone, or
sulfoxide, wherein said 5-8 membered saturated heterocfclic group is optionally
substituted with hydroxy, amino, C-Cg alkyl, or pheng! at one or more carbon atoms or

nitrogen atoms.

The compound of Claim 49, wherein the 4-6 meghbered saturated monocyclic group is
selected from piperidine or pyrrolidine optionalfy substituted with 1-4 gl‘dups selected

from hydroxy, amino, C;-Cg alkyl, hydroxy((/}-Ce)alkyl, amino(Cy-Cg)alkyl, or phenyl.

The compound of Claim 51, wherein the 5/8 membered saturated heterocyclic group is
selected from morpholine, thiomorpholigle, piperazine or homopiperazine optionally
substituted with 1-4 groups selected fr¢gm hydroxy, amino, C;-Cs alkyl and phenyl,

wherein each C;-Cg alkyl is optionallf substituted with one or more amino, or hydroxy.

The compound of Claim 51, whergin the 1-2 heteroatoms are nitrogen and nitrogen atoms
are independently substituted with C;-Cs alkyl, C(O) C;-Cs alkyl, or S(0);C;-Cj alkyl,

wherein the alkyl is optionally/and independently substituted with amino or hydroxy.

The compound of Claim 1,Mvherein R'is methyl, X is selected from NH; or NHR®, and

Y is selected from R® or
A compound selected from:

4-(3,5-dimethoxyplfenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3,-d]pyrimidin-
6(6 H)-one,

4-(3,5-dimethgxyphenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)

pyrido[4,3dpyrimidin-5(6H)-one;
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2-(4-aminopiperidin-1-y1)-4-(3,5 —diméthoxyphenylamino)pyrido (4,3-flpyrimidin-5(6 H)-

one hydrochloride;

4-(3,5-dimethoxyphenylamino)-2-(4-morpholinopiperidin-1-yl)pfrido[4,3-d]pyrimidin-
5(6H)-one;

methyl 1-(4-(3,5-dimethoxypheny! amino)-5-ox0-5,6-dihydfopyrido[4,3-d|pyrimidin-2-
yl)-4-hydroxy piperidine-4-carboxylate;

2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromethyl)pheglylamino)pyrido[4,3-d]

pyrimidine-5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl1)-4-(3-(trifluorometffyl)phenylamino)pyrido[4,3-d]
pyrimidin-5(6/)-one hydrochloride; '

(S)-2-(pyrrolidin-3-ylamino)-4-(4-trifluoromgthylamino)pyrido[4,3-d]pyrimidin-5(6.H)-

one;

2-((1R,4R)-4-aminocyclohexyl amino)-4~(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]
pyrimidin-5(6 H)-one;

2-(2-morpholinoethoxy)-4-(3-(triflyforo methyl)phenylamino) pyrido[4,3-dJpyrimidin-
5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

2-(4-methylpiperazin-1-y})-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-d]pyrimidin-

2-(3,4-dihydroisoquifiolin-2(1 H)-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
dlpyrimidin-5(6 H)fone;

(R)-2-(3-hydroxfpyrrolidin-1-y1)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5f6 H)-one;

2-(piperidifi-1-y1)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6/1)-one;
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2-(4-aminopiperidin-1-y1)-4-(3~(trifluoro methyl)phenylamino)pyridef4,3-d|pyrimidin-
5(6H)-one hydrochloride;

2-(4-hydroxypiperidin-1-y1)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-d|pyrimidin-
5(6H)-one;

2-(4-(2-hydroxyethyl)piperazin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido{4,3-
dlpyrimidin-5(6H)-one;

N-(2-((5-ox0-4-(3~(trifluoromethyl) phenylamino)-5,6-flihydropyrido[4,3-d|pyrimidin-2-

ylamino)methyl)phenyl)methanesulfonamide;

(S)-2-(3-hydroxypyrrolidin-1-y1)-4-(3-(trifluoromgthyl)phenylamino)pyrido[4,3-
* d]pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-y1)-4-(4-(trifluoro methyl)phenylamino)pyridof4,3-d]pyrimidin-
5(6H)-one hydrochloride;

N-(1-(5-ox0-4-(4-(trifluoromethyl) phenflamino)-5,6-dihydropyrido[4,3-d]pyrimidin-2-

yDpiperidin-4-yl)cyclopropanesulfonagnide;

2-(piperidin-4-ylamino)-4-(4-(triflupromethyl)phenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

(S)-2-(3-aminopyrrolidin-1-yl)f4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
dipyrimidin-5(6H)-one hydrgehloride;

2-morpholino-4-(4-(triflugromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6./1)-one;

2-((1 R ,4R)-4-hydroxy
dlpyrimidin-S(6H)-offe;

clohexylamino)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-

2-(4-oxopiperidin -yl)—4-(3—(triﬂuoromethyl)phenylalnino)pyrido[4,3—d]pyrimidin-
S(6H)-one;

2-(3,4-dihydy 1'soquino]i11-2(]]{)-}-;1)—4-(4—(t1'iﬂuoromethyl)phenylamino)pyrido[4,3-
d]pyrimidig-5(6H)-one;
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2-(3-(3-(trifluoromethyl)phenyl)-6,7-dihydro-[1,2,3 Jtriazolo[1,5-a]pyyazin-5(4 H)-yl)-4-
(4-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6 H)-ong

2-(cyclopropylamino)-4-(4-(trifluoromethyl)phenylamino)pyridof4,3-d|pyrimidin-5(6 H)-

one;

2-(cyclopentylamino)-4-(4-(trifluoromethyl)phenylamino)pytido[4,3-d}pyrimidin-5(6 H)-

one;

(R)-2-(pyrrolidin-3-ylamino)-4-(4-(trifluoromethyl)phefylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

2—(3-(triﬂuoromethyl)-S,6-dihydr0—[1,2,4]friazolo ,3-a|pyrazin-7(8H)-y1)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrighidin-5(6.H)-one;

2-(benzylamino)-4-(4-(trifluoromethyl)phenyjamino)pyrido[4,3-d)pyrimidin-5(6 H)-one;

2-(benzyl(methyl)amino)-4-(4-(trifluorom hyhphenylamino)pyrido[4,3-d]pyrimidin-
S5(6H)-one;

(S$)-2-(1-(4-fluorophenyl)ethylamino)#A-(4-(trifluoromethyl)phenylamino)pyrido(4,3-
dlpyrimidin-5(65)-one;

2-((tetrahydro-2 H-pyran-4-yl)ymefhylamino)-4-(4-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-p (6 H)-one;

2-(4-fluorobenzylamino)-4-#-(trifluoromethyl)phenylamino)pyrido[4,3-d}pyrimidin-
5(6H)-one;

2-(piperidin-4-ylmethyjfamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
dlpyrimidin-5(6 H)-oyfe hydrochloride;

2-(tetrahydro-2H- yran-4—ylamino)-4—(4—(triﬂuoromethyDpheny]amino)pyrido[4,3—

2-(1,4-diazep n—I—yi)-4-(4—(t1‘iﬂuor;)xnethyl)phenylamino)pyrido[4,3-d]pyrimidin—S(6H)—

one hydroclfloride;
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2-(thiazolidin-3-yl)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-d]phrimidin-5(6 H)-

one;

N-(2-((5-ox0-4-(4-(trifluoromethyl)phenylamino)-5,6-dihydropyrfdo|4,3-dlpyrimidin-2-

ylamino)methyl)phenyl)methanesulfonamide;

(5)-2-(1-cyclohexylethylamino)-4-(4-(trifluoromethyl)phenyfamino)pyrido[4,3-
dlpyrimidin-5(6H)-one;

2-(cyclohexylamino)-4-(4-(trifluoromethyl)phenylaming)pyrido[4,3-d|pyrimidin-5(6 H)-

one;

(R)-2-(1-methylpyrrolidin-3-ylamino)-4-(4-(iriflugfomethyl)phenylamino)pyrido[4,3-
dlpyrimidin-5(6 H)-one;

(R)-2-(1-isopropylpyrrolidin-3-ylamino)-4-(4{trifluoromethyl}phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-((1-methylpiperidin-4-yl)methylamino)t4-(4-(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1-isopropylpiperidin-4-yl)methyfamino)-4-(4-(trifluoromethyl)phenyl

2-(4-((dimethylamino)methyl)pfperidin-1-yl)-4-(4-(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6)-one;

2-(4-methylthiazol-2-ylanyno)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6/{)-one;

(S)-2-(1-(methylsulfofiyl)pyrrolidin-3-ylamino)-4-(4-(trifluoromethyl)phenyl

amino)pyrido[4,3-dfpyrimidin-5(6H)-one;

7

2-(4-(2-hydroxygthyl)piperazin-1-y1)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
dlpyrimidin-5(p H)-one;
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2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-(trifluoromethyl)phenylamifio)pyrido[4,3-
dlpyrimidin-5(6H)-one;

ethyl 1-(5-ox0-4-(4-(trifluoromethyl)phenylamino)-5,6-dihydropyrido[4,3-d]pyrimidin-2-
yl)piperidine-4-carboxylate;

2-(4-(4-(2-hydroxyethyl)piperazine-1-carbonyl)piperidin-
methyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-(4-(hydroxymethyl)piperidine-1-carbonyl)piperidif-1-yl)-4-(4-(trifluoro
methyl)phenylamino)pyrido[4,3-d|pyrimidin-5(6./)-ofe;

2-((1S,2R)-2-aminocyclohexylamino)-4-(3-(trifluofomethyl)phenylamino)pyrido[4,3-
dpyrimidin-5(6H)-one;

2-((1S,25)-2-aminocyclohexylamino)-4-(3-(irj
d|pyrimidin-5(6/)-one;

uoromethyl)phenylamino)pyrido[4,3-

2-((1R,28)-2-aminocyclohexylamino)-4-f2-(trifluoromethyl)phenylamino)pyrido[4,3-

dlpyrimidin-5(6H)-one;

2-((1 R, 2R)-2-aminocyclohexylaming)-4-(2-(trifluoromethyl)phenylamino)pyrido[4,3-

dlpyrimidin-5(6H)-one;

2-((1 R, 4R)-4-aminocyclohexyl
dlpyrimidin-5(6H)-one;

ino)-4-(2-(trifluoromethyl)phenylamino)pyrido[4,3-

2-(4-cthylpiperazin-1-y1)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d|pyrimidin-
S(6H)-one;

2-(2-morpholinoethylfmino)-4-(3 (trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-
S5(6H)-one;

2-(3-aminocyclofiexylamino)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-

d]pyrimidin-5(pf)-one;
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2-(4-(methylsulfonyl)piperazin-1-y1)-4-(3 -(tx‘iﬂuoromethy})phenylam' 10)pyrido[4,3-
dpyrimidin-5(6H)-one;

2-(morpholinoamino)-4-(3-(trifluoromethyl)phenylamino)pyridof4,3-d]pyrimidin-5(6.H)-

one;

2-(4-acetylpiperazin-1-yl)-4-(3-(trifluoro methyl)phenylamifo)pyrido[4,3-d]pyrimidin-
5(6H)-one;

(R)-2-(2-hydroxy-1-phenylethylamino)-4-(3-(trifluoronfethyl)phenylaminopyrido[4,3-
d]pyrimidin-5(6H)-one;

(8)-2-(2-hydroxy-1-phenylethylamino)-4-(3-(triflybromethyl)phenylaminopyrido[4,3-
dlpyrimidin-5(6 H)-one;

(R)-2-(1-hydroxy-3-phenylpropan-2-ylamino ) 4-(3-(trifluoromethyl)phenyl
amino)pyrido[4,3-d|pyrimidin-5(6H)-one;

(S)-2-(1-hydroxy-3-phenylpropan-2-yl aghino)-4-(3-(trifluoromethyl)phenyl
amino)pyrido[4,3-djpyrimidin-5(6 H)-gfe;

1-(5-0x0-4-(3-(trifluoromethyl)pherfyl amino)-5,6-dihydropyrido[4,3-d]pyrimidin-2-

yhpiperidine-4-carboxamide;

(R)-2,2,2-trifluoro-N-(1-(5-ox¢f4-(3-(trifluoromethyl)phenylamino)-5,6- -
dihydropyrido[4,3-d]pyrimidfn-2-y)pyrrolidin-3-yl)acetamide;

2-(4-(4-chlorophenyl)-4-hfydroxy piperidin-1-yl}-4-(3-(trifluoromethyl)
phenylamino)pyrido[4,¥#d]pyrimidin-5(6H)-one;

2-((18,25)-2-(phenylfulfonyl)cyclohexyl amino)-4-(3-(trifluoromethyl)phenyl
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2-(4-sulfonylpyrido)-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-#]pyrimidin-5(6 H)-

one;

2-(4-morpholinopiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamjfho)pyrido[4,3-
d]pyrimidin-5(6H)-one;

N-((1R,25)-2-(5-0x0-4-(3-(trifluoro methyl)phenylamino)-§[6-dihydropyrido{4,3-

dlpyrimidin-2-ylamino)cyclohexyl) acetamide;

N-((1R,4R)-4~(5-0x0-4-(3-(trifluoro methyl)phenylamifho)-5,6-dihydropyrido[4,3-

dlpyrimidin-2-ylamino)cyclohexyl) acetamide;

2-((1R,2R)-2-(dimethylamino)cyclohexyl amino)A-(3-(trifluoromethyl)phenyl

amino)pyrido[4,3-d]pyrimidin-5(6 /)-one;

2-(4-aminopiperidin-1-y1)-4-(3-bromophenylimino)pyrido[4,3-d]pyrimidin-5(6H)-one
hydrochloride;

4-(3-bromophenylamino)-2-(4-hydroxygperidin-1-yDpyrido[4,3-d]pyrimidin-5(6.£)-one;

2-(4-aminopiperidin-1-yl)-4-(3-brompphenylamino)pyrido[4,3-dJpyrimidin-5(6/7)-one

hydrochloride;

4-(3-bromophenylamino)-2-(4-(dimethylamino)piperidin-1-yDpyrido[4,3-d]pyrimidin-

5(6H)-one;

(S)-4-(3-bromophenylaming)-2-(4-(1 -hydroxypropan-2-ylamino)piperidin-1-yl)
pyrido[4,3-d|pyrimidin-5f6/7)-one;

(R)-2-(4-(3-aminopyrrblidin-1-yl) piperidin-1 —.yl)-4~(3-bromophenyl amino)pyrido[4,3-
d]pyrimidin-5(6H)-ohe hydrochloride;

(R)-2-(3-aminopyfrolidin-1-yl)-4-(3-bromophenylamino)pyrido[4,3-d]pyrimidin-5(6.H)-

one hydrochlori

4-(3-bromopfienylamino)-2-(3-hydroxypiperidin-1-yhpyrido[4,3-d]pyrimidin-5(6.H)-onc;
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(R)-2-(3-aminopyrrolidin-1-yl)-4-(4-bromophenylamino)pyrido[4,3- pyrimidin-S(6F)-

one hydrochloride;

(5)-2-(3~-aminopyrrolidin-1-yl)-4-(4-bromophenylamino)pyrido{#,3-d]pyrimidin-5(6 H)-

one hydrochloride;
4-(4-bromophenylamino)-2-(4-hydroxypiperidin-1-ypyridp{4,3-d|pyrimidin-5(6 H)-one;

2-(4-aminopiperidin-1-yl)-4-(4-bromophenylamino)pyrido[4,3-d]pyrimidin-5(6 H)-one
hydrochloride;

hydrochloride;
2-(4-hydroxypiperidin-1-yl)-4-(m-tofyl amino)pyrido[4,3-d]pyrimidin-5(6/1)-one;

2-((1R,2R)-2-aminocyclohexylamfino)-4-(3,5-bis(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6.7)-ghe;

(2-((1R, 25)-2-aminocyclohgkylamino)-4-(3~(trifluoromethyl)phenylamino)pyrido[4,3-
d|pyrimidin-5(6H)-one wijh (2-((1S, 2R)-2-aminocyclohexylamino)-4-(3-
(trifluoromethyl) phenylgmino) pyrido[4,3-d|pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromegthyl)phenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-
dlpyrimidin-5(6 H)-gne; '

4-(3,5-bis(triflugfomethyl)phenylamino)-2-morpholinopyrido{4,3-d|pyrimidin-5(6£7)-

one;

4-(3,5 bis(tyffluoromethyl)phenyl amino)-2-((1r,4r)-4-hydroxycyclohexyl
amino)pyyido[4.3-d|pyrimidin-5(6H)-one;
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2-(2-aminobenzylamino)-4-(3,5-bis(trifluoromethyl)phenylamino)pyrfdo[4,3-
d]pyrimidin-5(6H)-one;

4-(3,5-bis(tritluoromethyl)phenylamino)-2-(4-methylpiperazin-1 £yl pyrido[4,3-d)
pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(3,5-bis(trifluoromethyl)phenylamino)pyrido[4,3-
dipyrimidin-5(6/)-one hydrochloride;

(8)-4-(3,5-bis(trifluoromethyl)phenylamino)-2-(pyrrolidin-3-ylamino)pyrido [4,3-
dlpyrimidin-5(6 H)-one hydrochloride;

4—(3,5-bis(ll‘iﬂuoromethy]v)pheny]amino)-'2-(piperi in-4-ylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

4-(3,5-bis(triﬂuoromethyl)phenylamino)-2-(l. methylpiperidin-4-ylamino)pyrido [4,3-
dlpyrimidin-5(6 H)-one;

(S)-4-(3,5-bis(trifluoromethyl) phenyl anhino)-2-(1-methylpyrrolidin-3-ylamino)
pyrido[4,3-dpyrimidin-S(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylarfino)-2-(4-(dimethylamino)piperidin-1-yhpyrido[4,3-
dlpyrimidin-5(6 H)-onc;

4-(3,5-bis(trifluoromethyl)phegylamino)-2-(4-(hydroxymethyl)piperidin-1-yl)

pyrido[4,3-d]pyrimidin-S(6Hj-one;

4-(3,5-bis(trifluoromethylfphenylamino)-2-(4-(2-hydroxyethyl)piperazin-1-yl)

pyrido[4,3-d}pyrimidin-p(6/)-one;

(R)-4-(3,5-bis(trifluofomethyl)phenyl amino)-2-(3-hydroxypyrrolidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)4one;

4-(3,5-bis(triflugromethyl)phenylamino)-2-(3-hydroxyazetidin-1-yl)pyrido[4,3-
djpyrimidin-5¢6H)-one; ’
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4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-(2-hydroxyethyl)piperidin-1-y1)
pyrido[4,3-d]pyrimidin-5(6/)-one;

N-((1r,47)-4-(4-(3,5-bis(trifluoromethyl) phenylamino)-5-oxo-5,¢-dihydropyrido [4,3-

d]pyrimidin-2-ylamino)cyclohexyl) acetamide;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(3-oxopiperazin -yl)pyrido[4,3-d]pyrimidin-
5(611)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(piperazin-fyDpyrido[4,3-d]pyrimidin-

S(6H)-one hydrochloride;

methyl 1-(4-(3,5-bis(trifluoromethyl)phenylamino)-5-0x0-5,6-dihydropyrido[4,3-

dpyrimidin-2-yl)-4-hydroxy piperidine-4-carboyylate;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4fhydroxy-4-(hydroxymethyl)piperidin-1-
yDpyrido[4,3-d]pyrimidin-5(6/)-one;

2-((1R, 4R)-4-aminocyclohexylamino)-4 (3,5-bis(triﬂuoromefhyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6 H)-one;

4-(3,5-bis(trifluoromethyl)phenylanfino)-2-(4-(hydroxyimino)piperidin-1-yl)pyrido[4,3-
dlpyrimidin-5(6H)-one;

(S)-4-(phenoxyphenylamino)-2f(pyrrolidin-3-ylamino)pyrido[4,3-d]pyrimidin-5(6 H)-one

hydrochloride;

2-(4-hydoxypiperidin- 1 -yl)f-4(4-(methylsulfonyl)phenylamino)pyrido[4,3d]pyrimidin-
S(6H)-one;

N-(2-((4-(4-(methylsyflfonyl)phenylamino)-5-oxo-5,6-dihydropyrido{4,3-d]pyrimidin-2-

ylamino)methyl)ph nyl)methanesulfonamide;

2-(4-hydroxypipfridin-1-y1)-4-(4-(methyl sulfonyl)phenylamino)pyrido{4,3-d]|pyrimidin-
S5(6H)-one;
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4—(4-(methylsulfonyl)phenylamino)-2—(4;mOIpholinopiperidin—1 -yDpyrido[4,3-d}
pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(3-(methyl sulfonyl)phenylamino)pyrido(4,3-d]pyrimidin-
'5(6H)-one;

N-(2-((4-(4-(methylsulfonyl)phenylamino)-5-oxo0-5,6-dihydgfopyrido[4,3-d]pyrimidin-2-

yl amino)methyl)phenyl)cyclopropane sulfonamide;

N-methyl-N-(2-((4-(4-(methylsulfonyl)phenylamino)-5fox0-5,6-dihydropyrido[4,3-

d]pyrimidin-2-ylamino)methyl)phenyl)cyclopropanesfilfonamide;

(S)-2-(3-aminopyrrolidin-1-yl)-4-(4-(methylsulfongl)phenylamino)pyrido|4,3-d)
pyrimidin-5(6H)-one; |

2-(4-hydroxypiperidin-1-yl)-4-(4-morpholinoghenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

4-(4-(4-acetylpiperazin-1-yl)phenylaming)-2-(4-(hydroxymethyl)piperidin-1-
yDpyrido[4,3-d]pyrimidin-5(6H)-one;

(S)-4-(4-morpholinophenylamino)-24(pyrrolidin-3-ylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

2-(4-(hydroxymethyl)piperidinfl -y1)-4-(4-sulfonylphenylamino)pyrido[4,3-d]pyrimidin-
5(6f1)-onge; v

4-(4-(4-acetylpiperazin-1-f1)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-
yDpyrido[4,3-d]pyrimidih-5(6H)-one;

2-(4-(hydroxymethylYpiperidin-1-yl)-4-(4-morpholinophenylamino)pyrido{4,3-
dlpyrimidin-5(6H)-pne;

4-(4-(5-ox0-2-(plperidin-4-ylmethyl amino)-5,6-dihydropyrido(4,3-d]pyrimidin-4-
ylamino)phenyl) morpholine 4-oxide hydrochloride;
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4—(4—morpho1inopheny1amino)-2—(piperidinf4~ylmethylémino)pyrido ,3-d]pyrimidin-
5(6H)-one hydrochloride;

N-methyl-N-(2-((4-(4-morpholinophenylamino)-5-0x0-5,6-dihydfopyrido[4,3-
d]pyrimidin-2-ylamino)methyl)phenyl)cyclopropanesulfonami

o

N-(2-((4-(4-morpholinophenylamino)-5-oxo-5,6-dihydropyyfdo[4,3-d|pyrimidin-2-

ylamino)methyl)phenyl)cyclopropanesulfonamide;

N-(2-((4-(4-morpholinophenylamino)-5-0x0-5,6-dihydyopyrido[4,3-d]pyrimidin-2-

ylamino) methyl)phenyl)methanesulfonamide;

2-(2-aminobenzylamino)-4-(4-morpholinophenylafmino)pyrido[4,3-d]pyrimidin-5(6 H)-

one;

2-((1R,2R)-2-aminocyclohexylamino)-4-(4-mprpholinophenylamino)pyrido[4,3-
djpyrimidin-5(6 H)-one;

2-((1R,2S)-2-aminocyclohexylamino)-4-##-morpholinophenylamino)pyrido[4,3-
dlpyrimidin-5(6H)-one;

2-((1R,2R)-2-aminocyclohexylaming)-4-(benzo[d][1,3]dioxol-5-ylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(8,4,5-triemthoxyphenylamino)pyrido[4,3d]pyrimidin-
5(6f)-one;

* 2-(4-hydroxypiperidin-1-y})-4-(4-methoxy-3-(trifluromethyl)phenylamino)pyrido[4,3d]
pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-y1)-4-(4-methoxy-3-(trifluromethyl)phenylamino)
pyrido[4,3d] pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(4-methoxy-3-(trifluromethyl)
phenylamino)pgrido(4,3d]pyrimidin-5(6H)-one;
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2-(4-hydroxypiperidin-I-yl)-4-(3-methoxy-5-(trifluromethyl)phenylaghino)pyrido[4,3d)
pyrimidin-5(6 H)-one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-(trifluromethyl)phenylamino)
pyrido[4,3d] pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3-methofky-5-(trifluromethyl)phenyl
amino)pyrido{4,3d]pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-y1)-4-(3,4 —trimethokyphenylamino)pyrido
[4,3d]pyrimidin-5(6H)-one;

4-(3,5-dimethylphenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)pyrido[4,3-
d] pyrimidin-5(6H)-one;

4-(4-chloro-3-methoxyphenylamino)-2-(4-hygroxypiperidin-1-yl)pyrido[4,3-d]pyrimidin-
S(6H)-one;

2—(4—hydroxypiperidin—1—yl)-4—(3-metho -5-(trifluoromethyl)phenylamino)pyrido(4,3-d]
pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-ylf-4-(3-methoxy-5-(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6H)-on

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-(trifluoromethyl)phenyl
amino)pyrido{4,3-d|pyrimidip-5(6H)-one;

4-(4-chloro-3-(trifluoromefhy!)phenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-d]
pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluofomethyl)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-yljpyrido
[4,3-d]pyrimidin-5(HH)-one;

4-(4-chloro-3-(tgffluoromethyl)phenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-
I-yDpyrido[4,¥d|pyrimidin-5(6/{)-one
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4-(3-chloro-5-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-(hydros
1-yDpyrido[4,3-d|pyrimidin-5(6 H)-one;

methyl)piperidin-

4-(3-bromo-5-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-
1-yDpyrido[4,3-dlpyrimidin-5(6 H)-one;

4-(4-chloro-3-(trifluoromethoxy)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin—1—yl)pyrido[4,3—a’]pyrimidin-5( I)-one;

2-(4-hydroxypiperidine-1-yl)-6-methyl-4-(3-(trifluoronfethyl)phenylamino)pyrido[4,3-
dlpyrimidin-5(6H)-one;

6-methyl-4-(phenylamino)-2-(3-(trifluoromethyl)
5(6H)-one;

enylamino)pyrido{4,3-d]pyrimidin-

methyl 4-(6-methyl-2-morpholino-5-0x0-5,6-flihydropyrido[4,3-d]pyrimidin-4-ylamino)

benzoate;

6-methyl-2-(methylamino)-4-(4-(piperazfne-1-carbonyl)phenylamino)pyrido[4,3-
dlpyrimidin-5(6H)-one hydrochloride;

methyl 4-(6-methyl-2-(methylaming/)-5-0x0-5,6-dihydropyrido[4,3-d]pyrimidin-4-

ylamino) benzoate;
2-amino-6-methyl-4-(phenylanfino)pyrido[4,3-d] pyrimidin-5(6/)-one;
4-(4-fluorobenzylamino)-6-fnethyl-2-(methylamino)pyrido{4,3-d|pyrimidin-5(6H)-one;
6-methyl-2-(methylamin )—4-(pheﬁylamino)pyrido[4,3—d]pyrimidin-S(éH)—onc; |

2-(4-methoxybenzylagino)-6-methyl-4-(phenyl amino)pyrido[4,3-d|pyrimidin-5(6/)-

one;

2-(4-hydroxycycjohexylamino)-6-methyl-4-(phenylamino)pyrido[4,3-d}pyrimidin-5(6 )-

one;

4-(4-methoxfpheny!)-6-methyl-2-(methylamino)pyrido[4,3-d|pyrimidin-5(6 H)-one;
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2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-methoxyphenyl)pyrido[4,3-#]pyrimidin-5(6 H)-

one;

4-(4-methoxyphenyl)-6-methyl-2-(methylamino)pyrido[4,3-dlpyyimidin-5(6H)-one;

4-(4-aminophenyl)-6-methyl-2-(methylamino)pyrido[4,3-d]pyfimidin-5(6H)-one

hydrochloride;

1-(4-fluorophenyl)-3-(4-(6-methyl-2-(methylamino)-5-ox6-5,6-dihydropyrido [4,3-

dpyrimidin-4-yDphenyurea;

8-bromo-2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluorofhethyl)phenylamino)pyrido [4,3-
dlpyrimidin-5(6f1)-one; |

8-bromo-2-(4-hydroxy-4-(thydroxymethyl) pipe din-l—yl)-4—(4—methoxy-3>-(triﬂuo
romethyl) phenylamino)pyrido[4,3-d]pyrimidh-5(6H)-one; |

8-chloro-2-(4-hydroxypiperidin-1-yl)-4-(3ftrifluoromethyl)phenylamino)pyrido[4,3-d|
pyrimidin-5(6H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymephyl)piperidin-1-yl)-4-(3-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6 1

(R)-2-(3-aminopyrrolidin-1-yl)-8 foromo-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-

dl pyrimidin-5(6 H)-one hydrocjiloride;

(R)-2—(3—aminopyrrolidin—l 1)-8-bromo-4-(4-bromo-3-methylphenylamino)pyrido[4,3-

d] pyrimidin-5(6 H)-one hyflrochloride;

8-bromo-2-(4-hydroxyplperidin-1-yl)-4-(3-(trifluoromethyl) phenylamino)pyrido [4,3-
d]pyrimidin-5(6H)-~0 .

8-bromo-2-(4-hydgdxy-4-(hydroxymethyhpiperidin-1 -yl)r—4-(4-methoxy~3—(triﬂuo

romethyl) pheny}amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

8-chloro-2-(4 1ydroxypiperidin-l-);1)—4—(3—(triﬂuoromethy])phenylamino)pyrido[4,3-d]
pyrimidin-5¢6H)-one;
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8-bromo-2—(4-hydroxy-4-(hydroxymethyl)piperidin—1-yl)—4-(3—(triﬂuo omethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6/7)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(3-(trifluoromethyl)phfnylamino)pyrido[4,3-
d) pyrimidin-5(6 H)-one hydrochloride;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-bromo-3-methflphenylamino)pyrido[4,3-d]
pyrimidin-5(6H)-one hydrochloride;

8-bromo-2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromejhyl)phenylamino)pyrido 4,3~
d]pyrimidin-5(6 H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl)piperidig-1-yl)-4-(4-methoxy-3-(trifluo

pyrimidin-5(6 H)-one;

2-(4-hydroxypiperidin-1-y1)-4-(3-methoxfy-5-(trifluoromethyl)phenylamino)pyrido[4,3-
d)pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-ylf:4-(3-methoxy-5-(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6H)-on¢f

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-d]
pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-
yDpyrido[4,3-d|pyrimidin-5(6/7)-one;

4-(4-chloro-3-methoyvphenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl) -
pyrido[4,3-d]pyrimfdin-5(6/1)-one; '

2-(4-hydroxy-4-fhydroxymethyl)piperidin--yl)-4-(3-methoxy-5-(trifluoromethyl)phenyl
amino)pyrido|A,3-d|pyrimidin-5(6H)-one;
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4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-(hydro methyl)i)iperidin-
1-yl) pyrido[4,3-d]pyrimidin-5(6 H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethy!) piperidin-1-y1)-4-(3-(frifluoromethyl)phenyl
amino)pyrido[4,3-d] pyrimidin-5(6 H)-one;

4-(3,4-dimethoxyphenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-d|pyrimidin-
S{(6H)-one;

4-(3-bromo-4-methoxyphenylamino)-2-(4-hydroxypipgtidin-1-yl)pyrido[4,3-d]
pyrimidin-5(6H)-one;

(R)-2-(3-aminopyrrotidin-1-yl)-8-bromo-4-(4-phefoxyphenylamino)pyrido[4,3-d]
pyrimidin-5(6 H)-one hydrochloride;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(4-phenoxyphenyl
amino)pyrido[4,3-d]pyrimidin-5(6 H)-one;

4-(3,4-dimethoxyphenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-
yDpyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3-bromo-4-methoxyphenylaming/)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-
yDpyrido[4,3-d]pyrimidin-5(6 H)-pne;

2-(4-aminopiperidin-1-yl)-8-bypmo-4-(4-phenoxyphenylamino)pyrido[4,3-d]pyrimidin-
5(6 H)-one hydrochloride;

(R)-2-(3-aminopyrrolidint -yl)-8-iodo-4-(4-phenoxyphenylamino)pyrido[4,3-d]
pyrimidin-5(6H)-onc hyflrochloride;

4—(4-chloro-3—(ﬁ'iﬂu romethyl)phenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-
1-yD)-8-iodopyridol#,3-d]pyrimidin-5(6./1)-one;

4-(4-chloro-3-(tfifluoromethyl)phenylamino)-2-(4-hydroxypiperidin-1-yl)-8-
iodopyrido[4,7-d] pyrimidin-5(6/1)-one;
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(R)-2-(3-aminopyirolidin-1 —yl)-8—bromo-4—(4—chlo'ro-3 -(trifluoromet!
phenylamino)pyrido[4,3-d] pyrimidin-5(6 H)-one hydrochloride;

2-(4-hydroxypiperidin-1-yl)-8-iodo-4-(4-(trifluoromethyl)phenylhmino)pyrido[4,3-d]
pyrimidin-5(6 H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(4-morpholino-3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(¢H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-methoxy/3-(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6H)-one hydrochloride;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-chlofo-3-(trifluoromethoxy)phenylamino)
pyrido[4,3-d] pyrimidin-5(6 H)-one hydrochloridg;

4-(4-chloro-3-(trifluoromethoxy)phenylaming)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6/)-one;

4-(3-bromo-5-(irifluoromethyl)phenylamfino)-2-(4-hydroxypiperidin-1-yhpyrido[4,3-d]
pyrimidin-5(6H)-one;

(R)-6-(3-aminopyrrolidin-1-yl)-4-ioflo-8-(4-(trifluoromethyl)phenylamino)isoquinolin-
1(2H)-one hydrochloride;

(R)-6-(3-aminopyrrolidin-1-yl}f4-bromo-8-(4-(trifluoromethyl)phenylamino)isoquinolin-
1(2H)-one hydrochloride;

(S)-6-(3-aminopyrrolidin-f-yl)-4-bromo-8-(4-(trifluoromethyl)phenylamino)isoquinolin-

s
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4-(3H-indol-2 —ylaminb)-Q-(4-hydroxypiperi din-1-yD)pyrido[4,3-d]pyrimidin-5(6 H)-one;

or

2-(4-hydroxypiperidin-1-yl)-4-(4-phenoxyphenylamino)-8-phenylpyrido[4,3-d)
pyrimidin-5(6 H)-one.

A 1someric compound of Claim 1.

A pharmaceutical formulation comprising a compound of Claim 1 in combination with a

pharmaceutically acceptable carrier, diluent or excipie

A method of treating a protein kinase-mediated disefse in a subject in need thereof,
comprising administering to said subject a therapepitically effective amount of a
compound of Claim 1 or a pharmaceutically accgptable salt thereof, wherein said protein
kinase-mediated disease is selected from the gyoup of consisting of asthma, chronic
obstructive pulmonary disease (COPD), adulf respiratory distress syndrome (ARDS),
ulcerative colitis, Crohn’s disease, bronchifs, dermatitis, allergic rhinitis, psoriasis,
scleroderma, urticaria, bullous disorders,£ollagenoses, contact dermatitis eczema,
Kawasaki Diseése, rosacea, Sjogren-Lafsso Syndrome, rheumatoid arthritis, multiple
sclerosis, inflammatory bowel syndrofne, HIV associated diseases, lupus, lymphoma,
osteosarcoma, melanoma, breast caylcer, renal cancer, prostate cancer, colorectal cancer,
thyroid cancer, ovarian cancer, paficreatic cancer, neuronal cancer, lung cancer, uterine
cancer, gastrointestinal cancer, £lzheimer’s disease, Parkinson’s disease, osteoporosis,
osteopenia, osteomalacia, ostepfibrosis, Paget’s disease, diabetes, blood vessel
proliferative disorders, oculgh diseases, cardiovascular disease, restenosis, fibrosis,
atherosclerosis, arrhythmig/ angina, myocardial ischemia, myocardial infarction, cardiac
or vascular aneurysm, vgbculitis, stroke, peripheral obstructive arteriopathy, reperfusion
injury following ischenflia of an organ or a tissue, endotoxic, surgical or traumatic shock,
hypertension, valvulgh heart disease, heart failure, abnormal blood pressure,
Vésoconstriction, viscular abnormality, transplant rejection and infectious diseases

including viral anfl fungal infections.

The method offClaim 59, wherein said compound of Claim 1 is administered singly or in

ith one or more additional therapeutic agents.
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62,

63.
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65.

66.
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~ The method of Claim 60, wherein said compound of Claim 1 is adminfstered via

intravenous administration, subcutaneous administration, inhalation foral administration,
rectal administration, parenteral, intravitreal administration, intramfuscular administration,
intranasal administration, dermal administration, topical adminisfration, otic

administration, ophthalmic administration, buccal administratign, tracheal administration,

bronchial administration, or sublingual administration.

A method of inhibiting SYK, PYK2, FAK, ZAP70, PIMI/FLT3, RET, JAK2, JAK3,
LRRK2, LRRK2(G20198S), ALK,‘ AURKA, AXL, BMPR2, CSFIR, INK1, INK2, JNK3,
KIT, KIT(D816V), LKB1, MLK1, PAK4, PDGF RB, LK4, RSK2, SNARK, SRPK3,
TAK1, or TYK2 signaling in a subject in need therepf, comprising administering to said

subject an effective amount of a compound of Claj

A method of inhibiting growth of cancer cells, gomprising contacting the cancer cells

with a compound of Claim 1 or a pharmaceutfcally acceptable salt thereof.

A method of treating cancer in a subject ifneed thereof, comprising administering to the
subject an effective amount of a compoyhd of Claim 1 or a pharmaceutically acceptable

salt thereof.

The method of treating cancer in ClAim 64, wherein said cancer is leukemia, lung cancer,
colon.cancer, CNS cancer, melangma, ovarian cancer, renal cancer, prostate cancer, or

breast cancer.

The method of treating cancgl in Claim 65, wherein said compound is selected from the
group consisting of:
2-(4-hydroxypiperidin-1-41)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]
pyrimidine-5(6 {)-one;
(S)-2-(pyrrolidin-3-ylAmino)-4-(4-trifluoromethylamino)pyrido[4,3-d]pyrimidin-5(6 11)-
one; /
(S)-4-(4-morpholifiophenylamino)-2-(pyrrolidin-3-ylamino)pyrido[4,3-d] pyrimidin-
5(6F)-one hydrgchloride;
2-(4-(hydroxyfethyl)piperidin-1-yl)-4-(4-sulfonylphenylamino)pyrido[4,3-d] pyrimidin-

5(6H)-one; gnd
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68.
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70.

71.
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2-(4-(hydroxymethyl)piperidin-1-y1)-4-(4-morpholinophenylamino)pytido[4,3-
dlpyrimidin-5(6H)-one. |

A method of treating neurodegenerative disease in a subject in nefd thereof, comprising
administering to the subject an effective amount of a compound/of Claim 1 or a

pharmaceutically acceptable salt thereof.

The method of treating neurodegenerative disease in Clairf 67, wherein said disease is

Parkinson’s disease or Alzheimer’s disease.

The method of treating neurodegenerative disease in flaim 6.7, wherein said compound is
selected from:
2-(4-hydroxypiperidin-1-y1)-4-(3-(trifluoromethylfphenylamino)pyrido(4,3-d]
pyrimidine-5(6/)-one; or

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4 Aydroxypiperidin-1-yl)pyrido[4,3-d]
pyrimidin-5(6H)-one. '

A method of treating inflammatory diseafe in a subject in need thereof, comprising
administering to the subject an effectivf amount of a compound of Claim 1 or a

phalmaceutically acceptable salt thergof.

The method of treating inflammatgry disease in Claim 70, wherein said inflammatory
disease is asthma, chronic obstryCtive pulmonary disease (COPD), adult respiratory
distress syndrome (ARDs), ulglrative colitis, Crohn’s disease, bronchitis, dermatitis,
allergic rhinitis, psorasis, sclfroderma, urticaria, rheumatoid arthritis, multiple sclerosis,

or cancer.

The method of treating fnflammatory disease in Claim 71, wherein said compound is
selected from:
2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido{4,3-d]

pyrimidine-5(6/{)fone; or

2-(4-hydroxy-4f(hydroxymethyl)piperidin-1-yl)-4-(4-methoxy-3-(trifluromethyl)
phenylamino pyrido[4;3a’]pyrim]:d*in—S(6H)-one.
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CLAIMS

A compound of Formula (1):

Formula (1)

wherein: (a) when Rt is H and X is NR?R3 or NR*R®, then
Y is NHR® and
Z is selected from H, halogen, C1-Cs alkyl, C2-C4 alkynyl, aryl, heteroaryl, or
Cs-Cs cycloalkyl, wherein the alkyl, cycloalkyl, aryl, alkynyl or heteroaryl is

optionally substituted with halo, alkyl, or cyano; wherein:

R? and R3, taken together with the nitrogen atom to which they are
bonded form:
i) a 3-8 membered saturated or partially saturated monocyclic
group having no heteroatom other than the nitrogen atom to
which R? and R2 are bonded, wherein said 3-8 membered
saturated or partially saturated monocyclic group is
independently substituted at one or more carbon atoms with 1-
2 R” and optionally substituted at one or more carbon atoms
with 0-4 R8, wherein R’ is hydroxy, heterocycloalkyl, or NR°R?
and R& is hydroxy(Ci-Cs)alkyl, aryl, COOR?, (CH2)nNR°R?®, or
(CH2)nNR®R°, wherein each n is independently 1, 2, or 3 and
the aryl is optionally substituted with halo; or
i) an 8-10 membered bicyclic aryl group having 0-5
heteroatoms independently selected from nitrogen, oxygen,

sulfur, sulfoxide, or sulfone;
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each R?is independently selected from H, C1-Cs alkyl, C3-Cs alkynyl,
C2-Cs alkyl cyano, C2-Ce alkyl sulfone, C3-Cs cycloalkyl sulfone, C2-Cs
sulfonamide, C3-Cs cycloalkyl, C3-Cs heterocycloalkyl, aryl, aryl(Ca-
Cs) alkyl, or heteroaryl, wherein the alkyl, alkynyl, alkylcyano,
alkylsulfone, sulfonamide, cycloalkyl, heterocycloalkyl, aryl, arylalkyl,

or heteroaryl is optionally substituted with R2>;

R10 is C(O)R?, COOR?, C(O)NR°®R?, or S(O)nR®, wherein nis 1 or 2;

R*is selected from H, C1-Cs alkyl, or hydroxy(C1-Cs)alkyl;

RS is aryl(C1-Cz)alkyl, wherein the aryl group is independently
substituted at one or more carbon atoms with 1-3 R, wherein R is
independently selected from OR®, NR°R®, NR°COR?, or NR°S(O)nR?®,

whereinnis 1 or 2;

R® is selected from C1-Cs alkyl, C2-Cs alkenyl, C3-Cs alkynyl, C3-Cs
cycloalkyl, C3-Cs heterocycloalkyl, Cs-Ce cycloalkenyl, aryl, aryl(Ci-Cs
)alkyl, or heteroaryl, wherein the heterocycloalkyl, aryl, or heteroaryl
is optionally substituted, wherein the heterocycloalkyl, aryl, or
heteroaryl of R® is optionally substituted with an aryl selected from the
group consisting of:

i) a 5-6 membered monocyclic aryl group;

i) an 8-10 membered bicyclic aryl group having 0-5

heteroatoms independently selected from nitrogen,

oxygen, sulfur, sulfoxide, or sulfone;

iii) an 8-10 membered unsaturated or partially

unsaturated bicyclic aryl group having 0-5 heteroatoms

independently selected from nitrogen, oxygen, sulfur,

sulfoxide, or sulfone; and
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iv) an 8-10 membered unsaturated or partially
unsaturated bicyclic aryl group having a carbonyl,

carboxamide, or sulfoxamide; or

the heterocycloalkyl, aryl, or heteroaryl of R® is optionally
substituted at one or more carbon atoms with R'?, wherein
each R is independently selected from Ci1-Cs alkyl, CFs,
OCFs3, S(O)n(C1-Ca)alkyl, halo(Ci-Cas)alkyl, C2-Cs alkenyl, Cs-
Cs alkynyl, C3-Cs cycloalkyl, C3-Cs heterocycloalkyl, Cs-Cs
cycloalkenyl, aryl, aryl (C1-Cs)alkyl, heteroaryl, halo, haloalkyl,
SR, OR3, OC(O)RE, NRERE3 NR3R COOR?*3, NO2, CN,
C(O)R®3, C(O)C(O)R*3, C(O)NRR1!3, S(O)nR*3, S(O)nNR3R13,
or NR'R16, wherein each n is independently 1 or 2 and the
alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl,
cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl is optionally
substituted with R?®,

wherein the aryl and heteroaryl of R? is independently
selected from:

i) a 5-6 membered monocyclic aryl group;

i) an 8-10 membered bicyclic aryl group having 0-5
heteroatoms independently selected from
nitrogen, oxygen, sulfur, sulfoxide or sulfone;

iii) an 8-10 membered unsaturated or partially
unsaturated bicyclic aryl group having 0-5
heteroatoms independently nitrogen, oxygen,
sulfur, sulfoxide or sulfone; or

iv) an 8-10 membered unsaturated or partially
unsaturated bicyclic aryl group having a

carbonyl, carboxamide, or sulfoxamide;

each RE is independently selected from H, C1-Cs alkyl, C2-Cs
alkenyl, C3-Cs alkynyl, C2-Cs alkyl cyano, C2-Cs alkyl sulfone,
C2-Cs sulfonamide, C3-Ce cycloalkyl, C3-Cs heterocycloalkyl,
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Ca-Cs cycloalkenyl, aryl, aryl(C1-Cs )alkyl, haloalkyl or
heteroaryl, wherein the alkyl, alkenyl, alkynyl, alkyl cyano, alkyl
sulfone, alkyl sulfonamide, cycloalkyl, heterocycloalkyl,
cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl is optionally
substituted with R?5;

R is C(O)R!3, COOR!3, C(O)NR3R3, SO2NR3RS3, or
S(O)nR*3, wherein niis 1 or 2;

R and R, taken together with the nitrogen atom to which they are

bonded, form:
i) a 3-8 membered saturated or partially saturated
monocyclic group, wherein the 3-8 membered saturated
or partially saturated monocyclic group is optionally
substituted with R?%;
i) an 8-12 membered saturated or partially saturated
bicyclic group, wherein the 8-12 membered saturated or
partially saturated bicyclic group is optionally substituted
with R?5;
iii) a 3-8 membered saturated or partially saturated
monocyclic group having 1-3 heteroatoms selected from
nitrogen, oxygen, sulfur, sulfone or sulfoxide, wherein
the 3-8 membered saturated or partially saturated
monocyclic group having 1-2 heteroatoms is optionally
substituted with R*3 or R; or
iv) a 8-12 membered saturated or partially saturated
bicyclic group having 1-3 heteroatoms selected from
nitrogen, oxygen, sulfur, sulfone, sulfoxide, wherein the
8-12 membered saturated or partially saturated bicyclic
group having 1-3 heteroatoms is optionally substituted

with R13 or R14;

(b) when Rt is H and Y is NHRY? or R, then
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X is OR®, NHR!® NR°R16, NR'®R° or NR1°R?%; and
Z is H, halogen, Ci1-Cs alkyl, C2-Ca alkynyl, aryl, heteroaryl, or Cs-Cs
cycloalkyl, wherein the alkyl, alkynyl, cycloalkyl, aryl, or heteroaryl is

optionally substituted with halo, alkyl, or cyano, wherein:

R is selected from aryl(C1-Cs)alkyl, aryl, or heteroaryl, wherein the aryl,
or the heteroaryl is substituted at one or more carbon atoms with at least
one R?! and 0-2 R?? and the aryl group of said aryl(C1-Ce)alkyl is

optionally substituted with halo;

R2?! is independently selected from OH, CFs, OCFs, O-aryl, or
NRlSRlG;

R??2 is independently H, C1-Cs alkyl, CF3, OCF3, S(O)n(C1-Ca)alkyl,
halo(Ci-Ca)alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Cs-Cs cycloalkyl, C3-Cs
heterocycloalkyl, C4-Ce cycloalkenyl, aryl, aryl(Ci-Cs)alkyl, heteroaryl,
halo, SR13, OR13, OC(O)R!3, NR13R13, NR13R14 COOR?3, NO2, CN,
C(O)R*3, C(O)C(O)R?®3, C(O)NRER3, S(O)nR™, S(O)nNRER™3,
NRBC(O)NR3R!3, NRI3C(O)R®3, NRB3(COOR?®3), NR¥S(O)nR3,0r
NR°R*6 wherein each n is independently 1 or 2 and wherein the
alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl,
arylalkyl, haloalkyl, or heteroaryl is optionally substituted with R?;

R8 is selected from C1-Cs alkyl, C2-Cs alkenyl, C3-Cs alkynyl, C3-Cs
cycloalkyl, C3-Cs heterocycloalkyl, C4-Ce cycloalkenyl, aryl, aryl(Ci-
Ce)alkyl, hydroxy(C2-Cs)alkyl, amino(C2-Cs)alkyl, haloalkyl, or
heteroaryl, wherein the alkyl, alkenyl, alkynyl, cycloalkyl,
heterocycloalkyl, cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl

is optionally substituted with R?5;

each R is independently selected from C1-Cs alkyl, C2-Cs alkenyl,
C3-Cs alkynyl, hydroxy(C2-Cs)alkyl, amino(C2-Cs)alkyl, C2-Cs alkyl
cyano, C2-Cs alkyl sulfone, C2-Cs sulfonamide, Cs3-Ces cycloalkyl, Cs-
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Cs heterocycloalkyl, C4-Ce cycloalkenyl, aryl, aryl(Ci-Ces)alkyl,
haloalkyl, or heteroaryl, wherein the alkyl, alkenyl, alkynyl, alkyl
cyano, alkylsulfone, sulfonamide, cycloalkyl, heterocycloalkyl,
cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl is optionally
substituted with R?5;

R?0 is C(O)R'® COOR??, C(O)NR*®R?1% or S(O)nR?*?, wherein nis 1 or
2

each R? is independently selected from hydroxy, hydroxy(Cz-
Cs)alkyl, C1-Cs alkyl, C2-Cs alkenyl, C3-Cs alkynyl, C3-Cscycloalkyl,
C3-Cs heterocycloalkyl, Cs-Ce cycloalkenyl, aryl(Ci-Cs)alkyl, aryl,
halo, haloalkyl, oxo, oxime, CF3, SR*3, OCF3, OR'3, OC(O)CH2R*3,
NR3R13, NR3R4 NHC(O)R!3, ,(CH2)nNR}3R!3, COOR®3, CN,
C(O)R3, C(O)CF3, CONRSR6, CONH2, S(O)nR13, S(O)nNR3R3, or
NRR*6 wherein each n is independently 1 or 2 and the

heterocycloalkyl is optionally substituted with C1-Cs alkyl; and

(c) when Rt is CHs, then

X is NH2 or NHRS,

Y is NHR® or R®, and

Z is H, halogen, C1-Cs alkyl, C2-C4 alkynyl, aryl, heteroaryl, or C3-Cs
cycloalkyl, wherein the alkyl, cycloalkyl, aryl, alkynyl, or heteroaryl is

optionally substituted with halo, alkyl, or cyano, or

a pharmaceutically acceptable salt thereof;

wherein each heterocycloalkyl is independently a 3 to 8 membered ring
having 1 to 3 heteroatoms in the ring selected from N, O, S, sulfone or
sulfoxide.

The compound of Claim 1, wherein R? is H and X is NR?R3.

The compound of Claim 1, wherein R is H and X is NR*R®.
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The compound of Claim 2, wherein NR?R? is a 3-8 membered saturated or
partially saturated monocyclic group having no heteroatom other than the
nitrogen atom to which R? and R?® are bonded, wherein said 3-8 membered
saturated or partially saturated monocyclic group is independently
substituted at one or more carbon atoms with 1-2 R” and optionally
substituted at one or more carbon atoms with 0-4 R8, wherein R is hydroxy,
heterocycloalkyl, or NR°R® and R is hydroxy(C1-Cs)alkyl, aryl, COOR?®,
(CH2)nNR®R®, or (CH2)nNR°R°, wherein each n is independently 1, 2, or 3
and the aryl is optionally substituted with halo.

The compound of Claim 2, wherein NR?R3 is selected from an 8-10
membered bicyclic aryl group having 0-5 heteroatoms independently

selected from nitrogen, oxygen, sulfur, sulfoxide, or sulfone.

The compound of Claim 4, wherein the 3-8 membered saturated or partially
saturated monocyclic group is substituted with hydroxy or amine.

The compound of Claim 6, wherein the 3-8 membered saturated or partially
saturated monocyclic group is azetidine, piperidine or pyrrolidine, wherein
the azetidine, piperidine or pyrrolidine is independently substituted with 1-3
hydroxy or amino group and optionally and independently substituted with

hydroxymethyl at the one or more carbon atoms.

The compound of Claim 3, wherein R* is selected from H, C1-Cs alkyl, or
hydroxy(C1-Cs) alkyl and R® is aryl(C1-Cz)alkyl, wherein the aryl group of
aryl(Ci-Cs)alkyl of R® is independently substituted at the one or more carbon
atoms with 1-3 R*?, wherein R!! is independently selected from OR®, NR°R?®,
NR°COR?, or NR?S(O)nR?, wherein nis 1 or 2.

The compound of Claim 4, wherein R? is independently selected from H, Ci-
Cs alkyl, C2-Cs alkenyl, C3-Cs alkynyl, C2-Cs alkyl cyano, C2-Cs alkyl sulfone,
Cs-Cs alkyl sulfone, C3-Cs cycloalkyl sulfone, C2-Ce sulfonamide, C3-Cs
cycloalkyl, Cs-Cs heterocycloalkyl, Cs-Cs cycloalkenyl, aryl, aryl(Ci-Ce)alkyl,
haloalkyl, or heteroaryl, wherein the alkyl, alkenyl, alkynyl, alkyl cyano, alkyl
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sulfone, sulfonamide, cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl,

arylalkyl, haloalkyl, or heteroaryl is optionally substituted with R?.
10.  The compound of Claim 2, wherein Y is NHRS.

11. The compound of Claim 10, wherein R® is selected from C1-Cs alkyl, C2-Cs
alkenyl, C3-Cs alkynyl, C3-Cs cycloalkyl, C3-Cs heterocycloalkyl, Cs-Ce
cycloalkenyl, aryl, aryl(C1-Cs)alkyl, or heteroaryl, wherein the alkyl, alkenyl,
alkynyl, cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl, arylalkyl, haloalkyl, or

heteroaryl is optionally substituted with R?°,

12.  The compound of Claim 11, wherein the aryl of R is an optionally

substituted aryl selected from the group consisting of:

i) a 5-6 membered monocyclic aryl group;

i) an 8-10 membered bicyclic aryl group having 0-5
heteroatoms independently selected from nitrogen,
oxygen, sulfur, sulfoxide, or sulfone;

iii) an 8-10 membered unsaturated or partially unsaturated
bicyclic aryl group having 0-5 heteroatoms
independently selected from nitrogen, oxygen, sulfur,
sulfoxide or sulfone; and

iv) an 8-10 membered unsaturated or partially unsaturated
bicyclic aryl group having a carbonyl, carboxamide, or

sulfoxamide.

13.  The compound of Claim 12, wherein the aryl of R® is optionally substituted at
one or more carbon atoms with R*2, wherein each R'? is independently
selected from Ci1-Ce alkyl, OCF3s, CF3, S(O)n(C1-Ca)alkyl, halo(C1-Ca)alkyl,
C2-Cs alkenyl, C3-Ces alkynyl, C3-Cs cycloalkyl, C3-Cs heterocycloalkyl, Cs-Ce
cycloalkenyl, aryl, aryl C1-Cs alkyl, heteroaryl, halo, haloalkyl, SR13, OR*3,
OC(O)R*3, NRER!3, NRER4 COOR!3, NO2, CN, C(O)R*3, C(O)C(O)R*,
C(O)NR™3R13, S(O)nR13, S(O)nNR?3R3, or NR*®R*®, wherein each n is
independently 1 or 2; and wherein the alkyl, alkenyl, alkynyl, cycloalkyl,
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heterocycloalkyl, cycloalkenyl, aryl, arylalkyl, haloalkyl, or heteroaryl is
optionally substituted with R?°.

The compound of Claim 13, wherein R*? is independently selected from Ci-
Ce alkyl, CF3, OCF3, S(O)n(C1-C4)alkyl, halo(C1-Cs)alkyl, C2-Cs alkenyl, Co-
Cs alkynyl, C3-Cs cycloalkyl, Cs-Cs heterocycloalkyl, C4-Cs cycloalkenyl, aryl,
aryl(Ci-Cs)alkyl, heteroaryl, halo, SR*3, OR*3, OC(O)R*3, NR13R13, NR13R14,
COOR!3, NOz, CN, C(O)R3, C(O)NR3R13, S(O)nR13, S(O):NR3R3, or
NR!°R16, wherein each n is independently 1 or 2.

The compound of Claim 14, wherein R*? is an aryl and the aryl is

independently selected from:

i) a 5-6 membered monocyclic aryl group;

i) an 8-10 membered bicyclic aryl group having 0-5
heteroatoms independently selected from nitrogen,
oxygen, sulfur, sulfoxide, or sulfone;

iii) an 8-10 membered unsaturated or partially unsaturated
bicyclic aryl group having 0-5 heteroatoms
independently nitrogen, oxygen, sulfur, sulfoxide, or
sulfone; or

iv) an 8-10 membered unsaturated or partially unsaturated
bicyclic aryl group having a carboxamide, or

sulfoxamide.

The compound of Claim 14, wherein R*? is SR13, OR®3, OC(O)R!3, NR¥R%3,
NR3RM COORZ, CN, C(O)R%, C(O)NRIR3, S(O)nR!3, S(O)nNRR3, or
NRR6 wherein each R is independently selected from H, C1-Cs alkyl,
C2-Cs alkenyl, C2-Cs alkynyl, C2-Cs alkylcyano, C2-Ce alkyl sulfone, C2-Cs
sulfonamide, Cs-Cs cycloalkyl, Cs-Cs heterocycloalkyl, Cs-Ce cycloalkenyl,
aryl, alkoxy, aryl(C1-Ce)alkyl, haloalkyl, or heteroaryl and R'# is C(O)R?3,
COOR?®, C(O)NR3R3 SO2NR¥R?3, or S(O)nR*3, wherein nis 1 or 2 and

the alkyl, alkenyl, alkynyl, alkyl cyano, alkyl sulfone, alkyl sulfonamide,
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cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl, alkoxy, arylalkyl, haloalkyl, or

heteroaryl is optionally substituted with R2°,

The compound Claim 16, wherein R'? is NR'°R16,

The compound Claim 17, wherein R*® and R, taken together with the
nitrogen atom to which they are bonded, form:

i) a 3-8 membered saturated or partially saturated monocyclic group,
wherein the 3-8 membered saturated or partially saturated
monocyclic group is optionally substituted with R?>;

i) an 8-12 membered saturated or partially saturated bicyclic group,
wherein the 8-12 membered saturated or partially saturated
bicyclic group is optionally substituted with R?>;

iii) a 3-8 membered saturated or partially saturated monocyclic group
having 1-3 heteroatoms selected from nitrogen, oxygen, sulfur,
sulfone or sulfoxide, wherein the 3-8 membered saturated or
partially saturated monocyclic group having 1-2 heteroatoms is
optionally substituted with R*3 or R4; or

iv) an 8-12 membered saturated or partially saturated bicyclic group
having 1-3 heteroatoms selected from nitrogen, oxygen, sulfur,
sulfone, sulfoxide, wherein the 8-12 membered saturated or
partially saturated bicyclic group having 1-3 heteroatoms is

optionally substituted with R*3 or R4,

The compound of Claim 11, wherein R is the optionally substituted 5-6

membered monocyclic aryl group or 9-10 membered bicyclic aryl group.

The compound of Claim 19, wherein the optionally substituted 5-6
membered monocyclic aryl group is phenyl and 9-10 membered bicyclic aryl

group is naphtyl, quinolinyl, indazoyl, indolyl, or dihydrobenzodioxynyl.

The compound of Claim 20, wherein the phenyl group is optionally
substituted with 1-4 groups selected from the group consisting of methyl,
methoxy, methylsulfone, amino, hydroxy, CFs, OCFs3, halo, phenyl, phenoxy,
piperazinyl, and morpholino.
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The compound of Claim 1, wherein Z is H, halo, C1-Cs alkyl, alkynyl or
phenyl.

The compound of Claim 1, wherein R is H and Y is NHRY’ or RY’,
The compound of Claim 23, wherein X is NHR*® or OR*2,

The compound of Claim 23, wherein X is NR18R™®,

The compound of Claim 23, wherein X is NR1°R?0,

The compound of Claim 23, wherein X is NR1°R16,

The compound of Claim 23, wherein R is aryl(C1-Ce)alkyl, aryl or
heteroaryl, wherein the aryl or the heteroaryl of R’ is substituted at two or
more carbon atoms with at least one R?! and 0-2 R??, wherein R?! is
independently selected from OH, CF3, OCF3, O-aryl, or NR'®R16 and R?? is
independently selected from H, C1-Cs alkyl, CF3, OCF3, S(O)n(C1-Ca)alkyl,
halo(C1-Ca)alkyl, C2-Cs alkenyl, C3-Cs alkynyl, C3-Cs cycloalkyl, C3-Cs
heterocycloalkyl, C4-Ce cycloalkenyl, aryl, aryl C1-Ces alkyl, heteroaryl, halo,
haloalkyl, SR*3, OR*3, OC(O)R®, NR1R3, NR13R* COOR?3, NO2, CN,
C(O)R®, C(O)C(O)R*3, C(O)NR3R13, S(O)nR™3, S(O)nNRRE3, or NR¥®R1,
wherein each n is independently 1 or 2; and wherein the alkyl, alkenyl,
alkynyl, cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl, arylalkyl, haloalkyl,
heteroarylalkyl, or heteroaryl is optionally substituted with R?>; and wherein

the aryl group of said aryl(Ci-Ce)alkyl is optionally substituted with halo.

The compound of Claim 28, wherein the aryl of O-aryl is independently
selected from:
i) a 5-6 membered monocyclic aryl group;
i) an 8-10 membered bicyclic aryl group having 0-5
heteroatoms independently selected from nitrogen, oxygen,

sulfur, sulfoxide or sulfone;
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iii) an 8-10 membered unsaturated or partially unsaturated
bicyclic aryl group having 0-5 heteroatoms independently
nitrogen, oxygen, sulfur, sulfoxide or sulfone; or

iv) an 8-10 membered unsaturated or partially unsaturated

bicyclic aryl group having a carboxamide or sulfoxamide.

The compound of Claim 28, wherein the aryl of R’ is a 5-6 membered
monocyclic aryl group substituted with at least one group selected from CFs,
OCFs3, O-aryl, or NR®R6 at the one or more carbon atoms.

The compound of Claim 30, wherein the monocyclic aryl group is phenyl
substituted with at least one group selected from CFs, OCF3s, O-aryl, or
NR!°R1¢ at the one or more carbon atoms.

The compound of Claim 27, wherein NR°R¢ is morpholino, piperazinyl,
homopiperazinyl, thiomorpholino, piperidinyl, or pyrrolidinyl, wherein the
piperazinyl, homopiperazinyl, piperidinyl, or pyrrolidinyl is optionally
substituted at one or more carbon atoms with 1, 2 or 3 R?° or at one nitrogen

atom with R13 or R14,

The compound of Claim 24, wherein R is selected from C1-Ce alkyl, C3-Cs
alkenyl, C3-Cs alkynyl, C3-Cs cycloalkyl, C3-Cs heterocycloalkyl, Cs-Ce
cycloalkenyl, aryl, aryl(Ci-Cs)alkyl, haloalkyl or heteroaryl, wherein the alkyl,
alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, cycloalkenyl, aryl, arylalkyl,
haloalkyl, or heteroaryl is optionally substituted with R?°.

The compound of Claim 33, wherein R is C1-Cs alkyl optionally substituted
with one or more aryl, alkyl, halo, R?% or R?4, wherein each R%3is
independently CFs, OCF3, SR, OR!3, NR3R13, S(O)nNR*3R13, S(O)nR™3, or
NR°R*6 each of n being independently 1 or 2 and wherein each R?* is
selected from a 5-8 membered monocyclic group having 1-3 heteroatoms,
an 8-12 membered bicyclic group having 1-5 heteroatoms, or an 11-14

membered tricyclic group having 1-8 heteroatoms, wherein said
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heteroatoms of R?* are independently oxygen, nitrogen, or sulfur, wherein

R?4is optionally substituted with R*3 or R14,

The compound of Claim 34, wherein zero, one, two, three or four atoms of
R?* are optionally and independently substituted with R3.

The compound of Claim 34, wherein the aryl is optionally and independently
substituted at one or more carbon atoms with 1-3 R, wherein R is
independently selected from OR®, NR°R®, NR°COR?, or NR°S(O)nR?®,

whereinnis 1 or 2.

The compound of Claim 34, wherein the C1-Cs alkyl is C2-C4 alkyl optionally
substituted with 1-3 groups selected from the group consisting of amino,

hydroxy, phenyl, benzyl, and morpholino.

The compound of Claim 33, wherein R is C3-Ce alkenyl optionally
substituted with one or more, aryl, alkyl, halo, R?3, or R?*, wherein each R%®
is independently selected from CFs, OCF3, SR, OR'3, NR13R?3,
S(O)nNRR!3, S(O)nR?*3, or NR®R1¢, wherein each n is independently 1 or
2, and wherein each R?* is independently selected from: a 5-8 membered
monocyclic group having 1-3 heteroatoms; an 8-12 membered bicyclic
having 1-5 heteroatoms; or an 11-14 membered tricyclic group having 1-8
heteroatoms, wherein said heteroatoms of R?* is independently selected
from oxygen, nitrogen or sulfur, and wherein R?* is optionally substituted
with R*3 or R,

The compound of Claim 38, wherein zero, one, two, three or four atoms of
R?* are optionally and independently substituted with R*3.

The compound of Claim 33, wherein R*is C3-Ce cycloalkyl optionally
substituted with one or more, aryl, alkyl, halo, R?® or R?*; wherein each R?3
is independently selected from CF3, OCFs, SR'3, OR!3, NR13R13,
(CH2)nNR3R13, S(O)nNR3R13, S(O)nR?*3, or NR¥®R*, wherein each n is
independently 1 or 2; and wherein each R?* is independently selected from

a 5-8 membered monocyclic group having 1-3 heteroatoms, an 8-12
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membered bicyclic group having 1-5 heteroatoms, or an 11-14 membered
tricyclic group having 1-8 heteroatoms, wherein said heteroatoms of R?* is
independently selected from oxygen, nitrogen or sulfur, and wherein R?* is

optionally substituted with R13 or R4,

The compound of Claim 40, wherein zero, one, two, three or four atoms of

R2* are optionally and independently substituted with R*3,

The compound of Claim 25, wherein R*is Cs-Cs cycloalkyl optionally

substituted with one or more aryl, alkyl, halo, R?3, or R?4.

The compound of Claim 33, wherein R® is C3-Csg heterocycloalkyl, wherein
the C3-Cs heterocycloalkyl is a 5-7 membered monocycle having a
heteroatom, wherein said heteroatom is independently selected from
oxygen, nitrogen, sulfur, or sulfone; wherein the nitrogen atom is optionally
substituted with R19,

The compound of Claim 43, wherein the monocycle is optionally substituted

morpholine, tetrahydrofuran, thiomorpholine, piperazine or homopiperazine.

The compound of Claim 25, wherein R is independently selected from Cai-
Cs alkyl, C2-Ces alkenyl, C3-Cs alkynyl, hydroxy(C2-Ces)alkyl, amino(C2-
Ce)alkyl, C2-Cs alkyl cyano, C2-Cs alkyl sulfone, C2-Cs sulfonamide, C3-Ce
cycloalkyl, Cs-Cs heterocycloalkyl, C4-Cs cycloalkenyl, aryl, aryl(Ci-Cs)alkyl,

haloalkyl, or heteroaryl.

The compound of Claim 26, wherein R is independently selected from
hydroxy(C2-Ces)alkyl, amino(C2-Cs)alkyl, C2-Cs alkyl cyano, C2-Cs alkyl

sulfone, C2-Cs sulfonamide, C3-Cs cycloalkyl, or C4-Cs heterocycloalkyl.

The compound of Claim 26, wherein R? is selected from C(O)R*°, COOR??,
C(O)NR™®R19, or S(O)nR*°, wherein nis 1 or 2.

The compound of Claim 27, wherein R*® and R1® of NR'°R'¢, taken together

with the nitrogen atom to which they are bonded, form:
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i) a 3-8 membered saturated or partially saturated monocyclic group,
wherein the 3-8 membered saturated or partially saturated
monocyclic group is optionally substituted with R?>;

i) an 8-12 membered saturated or partially saturated bicyclic group,
wherein the 8-12 membered saturated or partially saturated
bicyclic group is optionally substituted with R?>;

iii) a 3-8 membered saturated or partially saturated monocyclic group
having 1-3 heteroatoms selected from nitrogen, oxygen, sulfur,
sulfone or sulfoxide, wherein the 3-8 membered saturated or
partially saturated monocyclic group having 1-2 heteroatoms is
optionally substituted with R*3 or R4; or

iv) an 8-12 membered saturated or partially saturated bicyclic group
having 1-3 heteroatoms selected from nitrogen, oxygen, sulfur,
sulfone, sulfoxide, wherein the 8-12 membered saturated or
partially saturated bicyclic group having 1-3 heteroatoms is

optionally substituted with R13 or R4,

The compound of Claim 48, wherein NR'°R'¢ s the 4-6 membered saturated
monocyclic group optionally and independently substituted at one or more

carbon atoms with 1-4 R?,
The compound of Claim 49, wherein the aryl group of R? is selected from:

i) a 5-6 membered monocyclic aryl group;

i) an 8-10 membered bicyclic aryl group having 0-5
heteroatoms independently selected from nitrogen, oxygen,
sulfur, sulfoxide or sulfone;

iii) an 8-10 membered unsaturated or partially unsaturated
bicyclic aryl group having 0-5 heteroatoms independently
selected from nitrogen, oxygen, sulfur, sulfoxide, or sulfone; or
iv) an 8-10 membered unsaturated or partially unsaturated
bicyclic aryl group having a carbonyl, carboxamide, or

sulfoxamide.
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51. The compound of Claim 48, wherein NR'°R16 is a 5-8 membered saturated
heterocyclic group having 1-2 heteroatoms selected from nitrogen, oxygen,
sulfur, sulfone, or sulfoxide, wherein said 5-8 membered saturated
heterocyclic group is optionally substituted with hydroxy, amino, C1-Cs alkyl,

or phenyl at one or more carbon atoms or nitrogen atoms.

52. The compound of Claim 49, wherein the 4-6 membered saturated
monocyclic group is selected from piperidine or pyrrolidine optionally
substituted with 1-4 groups selected from hydroxy, amino, C1-Cs alkyl,

hydroxy(Ci1-Cs)alkyl, amino(C1-Cs)alkyl, or phenyl.

53. The compound of Claim 51, wherein the 5-8 membered saturated
heterocyclic group is selected from morpholine, thiomorpholine, piperazine
or homopiperazine optionally substituted with 1-4 groups selected from
hydroxy, amino, Ci1-Cs alkyl and phenyl, wherein each Ci-Cs alkyl is

optionally substituted with one or more amino, or hydroxy.

54.  The compound of Claim 51, wherein the 1-2 heteroatoms are nitrogen and
nitrogen atoms are independently substituted with C1-Cs alkyl, C(O) C1-C3
alkyl, or S(0O)2C1-Cs alkyl, wherein the alkyl is optionally and independently
substituted with amino or hydroxy.

55.  The compound of Claim 1, wherein R is methyl, X is selected from NHz or
NHRS®, and Y is selected from R® or NHRS.

56. A compound or salt of claim 1, wherein the compound or salt is selected

from the group consisting of:

4-(3,5-dimethoxyphenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3,-
d]pyrimidin-6(6H)-one;

4-(3,5-dimethoxyphenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)
pyrido[4,3d]pyrimidin-5(6H)-one;
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2-(4-aminopiperidin-1-yl)-4-(3,5-dimethoxyphenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

4-(3,5-dimethoxyphenylamino)-2-(4-morpholinopiperidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

methyl 1-(4-(3,5-dimethoxyphenyl amino)-5-oxo-5,6-dihydropyrido[4,3-
d]pyrimidin-2-yl)-4-hydroxy piperidine-4-carboxylate;

2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]
pyrimidine-5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]
pyrimidin-5(6H)-one hydrochloride;

(S)-2-(pyrrolidin-3-ylamino)-4-(4-trifluoromethylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-((1R,4R)-4-aminocyclohexyl amino)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;

2-(2-morpholinoethoxy)-4-(3-(trifluoro methyl)phenylamino) pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

2-(4-methylpiperazin-1-yl)-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(3,4-dihydroisoquinolin-2(1H)-yl)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

(R)-2-(3-hydroxypyrrolidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;
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2-(piperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

2-(4-hydroxypiperidin-1-yl)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-(2-hydroxyethyl)piperazin-1-yl)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

N-(2-((5-ox0-4-(3-(trifluoromethyl) phenylamino)-5,6-dihydropyrido[4,3-
d]pyrimidin-2-ylamino)methyl)phenyl)methanesulfonamide;

(S)-2-(3-hydroxypyrrolidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(4-(trifluoro methyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

N-(1-(5-0x0-4-(4-(trifluoromethyl) phenylamino)-5,6-dihydropyrido[4,3-
d]pyrimidin-2-yl)piperidin-4-yl)cyclopropanesulfonamide;

2-(piperidin-4-ylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

(S)-2-(3-aminopyrrolidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

2-morpholino-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-((1R,4R)-4-hydroxycyclohexylamino)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;
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2-(4-oxopiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(3,4-dihydroisoquinolin-2(1H)-yl)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(3-(3-(trifluoromethyl)phenyl)-6,7-dihydro-[1,2,3]triazolo[1,5-a]pyrazin-
5(4H)-yl)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-

one;

2-(cyclopropylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(cyclopentylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

(R)-2-(pyrrolidin-3-ylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

2-(3-(trifluoromethyl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(benzylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-(benzyl(methyl)amino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

(S)-2-(1-(4-fluorophenyl)ethylamino)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((tetrahydro-2H-pyran-4-yl)methylamino)-4-(4-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-fluorobenzylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;
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2-(piperidin-4-ylmethylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

2-(tetrahydro-2H-pyran-4-ylamino)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(1,4-diazepan-1-yl)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

2-(thiazolidin-3-yl)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

N-(2-((5-ox0-4-(4-(trifluoromethyl)phenylamino)-5,6-dihydropyrido[4,3-
d]pyrimidin-2-ylamino)methyl)phenyl)methanesulfonamide;

(S)-2-(1-cyclohexylethylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(cyclohexylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

(R)-2-(1-methylpyrrolidin-3-ylamino)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

(R)-2-(1-isopropylpyrrolidin-3-ylamino)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1-methylpiperidin-4-yl)methylamino)-4-(4-(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1-isopropylpiperidin-4-yl)methylamino)-4-(4-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-((dimethylamino)methyl)piperidin-1-yl)-4-(4-
(trifluoromethyl)phenylamino) pyrido[4,3-d]pyrimidin-5(6H)-one;
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2-(4-methylthiazol-2-ylamino)-4-(4-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

(S)-2-(1-(methylsulfonyl)pyrrolidin-3-ylamino)-4-(4-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-(2-hydroxyethyl)piperazin-1-yl)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

ethyl 1-(5-oxo-4-(4-(trifluoromethyl)phenylamino)-5,6-dihydropyrido[4,3-
d]pyrimidin-2-yl)piperidine-4-carboxylate;

2-(4-(4-(2-hydroxyethyl)piperazine-1-carbonyl)piperidin-1-yl)-4-(4-(trifluoro
methyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-(4-(hydroxymethyl)piperidine-1-carbonyl)piperidin-1-yl)-4-(4-(trifluoro
methyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1S,2R)-2-aminocyclohexylamino)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1S,2S)-2-aminocyclohexylamino)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1R,2S)-2-aminocyclohexylamino)-4-(2-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1R,2R)-2-aminocyclohexylamino)-4-(2-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1R,4R)-4-aminocyclohexylamino)-4-(2-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;
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2-(4-ethylpiperazin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(2-morpholinoethylamino)-4-(3(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(3-aminocyclohexylamino)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-(methylsulfonyl)piperazin-1-yl)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(morpholinoamino)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-acetylpiperazin-1-yl)-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

(R)-2-(2-hydroxy-1-phenylethylamino)-4-(3-
(trifluoromethyl)phenylaminopyrido[4,3-d]pyrimidin-5(6H)-one;

(S)-2-(2-hydroxy-1-phenylethylamino)-4-(3-
(trifluoromethyl)phenylaminopyrido[4,3-d]pyrimidin-5(6H)-one;

(R)-2-(1-hydroxy-3-phenylpropan-2-ylamino)-4-(3-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

(S)-2-(1-hydroxy-3-phenylpropan-2-yl amino)-4-(3-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

1-(5-ox0-4-(3-(trifluoromethyl)phenyl amino)-5,6-dihydropyrido[4,3-
d]pyrimidin-2-yl)piperidine-4-carboxamide;

(R)-2,2,2-trifluoro-N-(1-(5-ox0-4-(3-(trifluoromethyl)phenylamino)-5,6-
dihydropyrido[4,3-d]pyrimidin-2-yl)pyrrolidin-3-yl)acetamide;
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2-(4-(4-chlorophenyl)-4-hydroxy piperidin-1-yl)-4-(3-(trifluoromethyl)
phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1S,2S)-2-(phenylsulfonyl)cyclohexyl amino)-4-(3-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1S,2R)-2-aminocyclohexylamino)-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-thiomorpholino-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-(4-sulfonylpyrido)-4-(3-(trifluoro methyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-morpholinopiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

N-((1R,2S)-2-(5-0x0-4-(3-(trifluoro methyl)phenylamino)-5,6-
dihydropyrido[4,3-d]pyrimidin-2-ylamino)cyclohexyl) acetamide;

N-((1R,4R)-4-(5-0x0-4-(3-(trifluoro methyl)phenylamino)-5,6-
dihydropyrido[4,3-d]pyrimidin-2-ylamino)cyclohexyl) acetamide;

2-((1R,2R)-2-(dimethylamino)cyclohexyl amino)-4-(3-(trifluoromethyl)phenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(3-bromophenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

4-(3-bromophenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(3-bromophenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;
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4-(3-bromophenylamino)-2-(4-(dimethylamino)piperidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

(S)-4-(3-bromophenylamino)-2-(4-(1-hydroxypropan-2-ylamino)piperidin-1-
yl) pyrido[4,3-d]pyrimidin-5(6H)-one;

(R)-2-(4-(3-aminopyrrolidin-1-yl) piperidin-1-yl)-4-(3-bromophenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one hydrochloride;

(R)-2-(3-aminopyrrolidin-1-yl)-4-(3-bromophenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

4-(3-bromophenylamino)-2-(3-hydroxypiperidin-1-yl)pyrido[4,3-d]pyrimidin-
5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-4-(4-bromophenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

(S)-2-(3-aminopyrrolidin-1-yl)-4-(4-bromophenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

4-(4-bromophenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(4-bromophenylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

(S)-4-(3-bromophenylamino)-2-(4-(1-hydroxypropan-2-ylamino)piperidin-1-
yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3-bromophenylamino)-2-(4-(dimethylamino)piperidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(m-tolylamino)pyrido[4,3-d]pyrimidin-5(6H)-one
hydrochloride;
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2-(4-hydroxypiperidin-1-yl)-4-(m-tolyl amino)pyrido[4,3-d]pyrimidin-5(6H)-

one;

2-((1R,2R)-2-aminocyclohexylamino)-4-(3,5-bis(trifluoromethyl)phenylamino)
pyrido[4,3-d]pyrimidin-5(6H)-one;

(2-((AR, 2S)-2-aminocyclohexylamino)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one with (2-((1S,
2R)-2-aminocyclohexylamino)-4-(3-(trifluoromethyl) phenylamino)
pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-hydroxypiperidin-1-
yhpyrido[4,3- d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-morpholinopyrido[4,3-d]pyrimidin-
5(6H)-one;

4-(3,5 bis(trifluoromethyl)phenyl amino)-2-((1r,4r)-4-hydroxycyclohexyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(2-aminobenzylamino)-4-(3,5-bis(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-methylpiperazin-1-yl)pyrido[4,3-
d] pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-yl)-4-(3,5-bis(trifluoromethyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

(S)-4-(3,5-bis(trifluoromethyl)phenylamino)-2-(pyrrolidin-3-ylamino)pyrido
[4,3-d]pyrimidin-5(6H)-one hydrochloride;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(piperidin-4-ylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;
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4-(3,5-bis(trifluoromethyl)phenylamino)-2-(1-methylpiperidin-4-
ylamino)pyrido [4,3-d]pyrimidin-5(6H)-one;

(S)-4-(3,5-bis(trifluoromethyl) phenyl amino)-2-(1-methylpyrrolidin-3-ylamino)
pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-(dimethylamino)piperidin-1-
yhpyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-yl)
pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-(2-hydroxyethyl)piperazin-1-yl)
pyrido[4,3-d]pyrimidin-5(6H)-one;

(R)-4-(3,5-bis(trifluoromethyl)phenyl amino)-2-(3-hydroxypyrrolidin-1-
yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(3-hydroxyazetidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-(2-hydroxyethyl)piperidin-1-yl)
pyrido[4,3-d]pyrimidin-5(6H)-one;

N-((1r,4r)-4-(4-(3,5-bis(trifluoromethyl) phenylamino)-5-0xo-5,6-
dihydropyrido [4,3-d]pyrimidin-2-ylamino)cyclohexyl) acetamide;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(3-oxopiperazin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(piperazin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

methyl 1-(4-(3,5-bis(trifluoromethyl)phenylamino)-5-oxo-5,6-
dihydropyrido[4,3-d]pyrimidin-2-yl)-4-hydroxy piperidine-4-carboxylate;
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4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1R, 4R)-4-aminocyclohexylamino)-4-(3,5-
bis(trifluoromethyl)phenylamino) pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3,5-bis(trifluoromethyl)phenylamino)-2-(4-(hydroxyimino)piperidin-1-
yhpyrido[4,3-d]pyrimidin-5(6H)-one;

(S)-4-(phenoxyphenylamino)-2-(pyrrolidin-3-ylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one hydrochloride;

2-(4-hydoxypiperidin-1-yl)-4(4-
(methylsulfonyl)phenylamino)pyrido[4,3d]pyrimidin-5(6H)-one;

N-(2-((4-(4-(methylsulfonyl)phenylamino)-5-o0xo-5,6-dihydropyrido[4,3-
d]pyrimidin-2-ylamino)methyl)phenyl)methanesulfonamide;

2-(4-hydroxypiperidin-1-yl)-4-(4-(methyl sulfonyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(4-(methylsulfonyl)phenylamino)-2-(4-morpholinopiperidin-1-yl)pyrido[4,3-
d] pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(3-(methyl sulfonyl)phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

N-(2-((4-(4-(methylsulfonyl)phenylamino)-5-o0xo-5,6-dihydropyrido[4,3-

d]pyrimidin-2-yl amino)methyl)phenyl)cyclopropane sulfonamide;

N-methyl-N-(2-((4-(4-(methylsulfonyl)phenylamino)-5-oxo-5,6-
dihydropyrido[4,3-d]pyrimidin-2-

ylamino)methyl)phenyl)cyclopropanesulfonamide;

(S)-2-(3-aminopyrrolidin-1-yl)-4-(4-(methylsulfonyl)phenylamino)pyrido[4,3-d]
pyrimidin-5(6H)-one;
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2-(4-hydroxypiperidin-1-yl)-4-(4-morpholinophenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(4-(4-acetylpiperazin-1-yl)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-
yhpyrido[4,3-d]pyrimidin-5(6H)-one;

(S)-4-(4-morpholinophenylamino)-2-(pyrrolidin-3-ylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-sulfonylphenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(4-(4-acetylpiperazin-1-yl)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-
yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-morpholinophenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(4-(5-oxo0-2-(piperidin-4-ylmethyl amino)-5,6-dihydropyrido[4,3-d]pyrimidin-
4-ylamino)phenyl) morpholine 4-oxide hydrochloride;

4-(4-morpholinophenylamino)-2-(piperidin-4-ylmethylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

N-methyl-N-(2-((4-(4-morpholinophenylamino)-5-oxo-5,6-dihydropyrido[4,3-

d]pyrimidin-2-ylamino)methyl)phenyl)cyclopropanesulfonamide;

N-(2-((4-(4-morpholinophenylamino)-5-oxo-5,6-dihydropyrido[4,3-
d]pyrimidin-2-ylamino)methyl)phenyl)cyclopropanesulfonamide;

N-(2-((4-(4-morpholinophenylamino)-5-oxo-5,6-dihydropyrido[4,3-
d]pyrimidin-2-ylamino) methyl)phenyl)methanesulfonamide;

2-(2-aminobenzylamino)-4-(4-morpholinophenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;
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2-((1R,2R)-2-aminocyclohexylamino)-4-(4-
morpholinophenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1R,2S)-2-aminocyclohexylamino)-4-(4-
morpholinophenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-((1R,2R)-2-aminocyclohexylamino)-4-(benzo[d][1,3]dioxol-5-
ylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(3,4,5-
triemthoxyphenylamino)pyrido[4,3d]pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(4-methoxy-3-
(trifluromethyl)phenylamino)pyrido[4,3d] pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-methoxy-3-
(trifluromethyl)phenylamino) pyrido[4,3d] pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(4-methoxy-3-(trifluromethyl)
phenylamino)pyrido[4,3d]pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(3-methoxy-5-
(trifluromethyl)phenylamino)pyrido[4,3d] pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-
(trifluromethyl)phenylamino) pyrido[4,3d] pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-
(trifluromethyl)phenyl amino)pyrido[4,3d]pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3,4,5-
trimethoxyphenylamino)pyrido [4,3d]pyrimidin-5(6H)-one;

4-(3,5-dimethylphenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-
yh)pyrido[4,3-d] pyrimidin-5(6H)-one;
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4-(4-chloro-3-methoxyphenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(3-methoxy-5-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-
(trifluoromethyl)phenylamino) pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-
(trifluoromethyl)phenyl amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxypiperidin-1-
yl)pyrido[4,3-d] pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-
yhpyrido [4,3-d]pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl)pyrido[4,3-d]pyrimidin-5(6H)-one

4-(3-chloro-5-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3-bromo-5-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethoxy)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-hydroxypiperidine-1-yl)-6-methyl-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

6-methyl-4-(phenylamino)-2-(3-(trifluoromethyl) phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;
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methyl 4-(6-methyl-2-morpholino-5-0x0-5,6-dihydropyrido[4,3-d]pyrimidin-4-

ylamino) benzoate;

6-methyl-2-(methylamino)-4-(4-(piperazine-1-
carbonyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one hydrochloride;

methyl 4-(6-methyl-2-(methylamino)-5-o0xo-5,6-dihydropyrido[4,3-

d]pyrimidin-4-ylamino) benzoate;
2-amino-6-methyl-4-(phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;

4-(4-fluorobenzylamino)-6-methyl-2-(methylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

6-methyl-2-(methylamino)-4-(phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-methoxybenzylamino)-6-methyl-4-(phenyl amino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-(4-hydroxycyclohexylamino)-6-methyl-4-(phenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(4-methoxyphenyl)-6-methyl-2-(methylamino)pyrido[4,3-d]pyrimidin-5(6H)-

one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-methoxyphenyl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(4-methoxyphenyl)-6-methyl-2-(methylamino)pyrido[4,3-d]pyrimidin-5(6H)-

one,;

4-(4-aminophenyl)-6-methyl-2-(methylamino)pyrido[4,3-d]pyrimidin-5(6H)-

one hydrochloride;

1-(4-fluorophenyl)-3-(4-(6-methyl-2-(methylamino)-5-oxo-5,6-dihydropyrido
[4,3-d]pyrimidin-4-yl)phenyl)urea;
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8-bromo-2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido
[4,3-d]pyrimidin-5(6H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl) piperidin-1-yl)-4-(4-methoxy-3-
(trifluoromethyl) phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

8-chloro-2-(4-hydroxypiperidin-1-yl)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3-
(trifluoromethyl)phenyl amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one
hydrochloride;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-bromo-3-
methylphenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one hydrochloride;

8-bromo-2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromethyl)
phenylamino)pyrido [4,3-d]pyrimidin-5(6H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(4-methoxy-3-
(trifluoromethyl) phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

8-chloro-2-(4-hydroxypiperidin-1-yl)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3-
(trifluoromethyl)phenyl amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one
hydrochloride;
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(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-bromo-3-
methylphenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one hydrochloride;

8-bromo-2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido
[4,3-d]pyrimidin-5(6H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(4-methoxy-3-
(trifluoromethyl) phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

8-chloro-2-(4-hydroxypiperidin-1-yl)-4-(3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(3-methoxy-5-
(trifluoromethyl)phenylamino)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-
(trifluoromethyl)phenylamino) pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxypiperidin-1-
yhpyrido[4,3-d] pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-(hydroxymethyl)piperidin-1-
yhpyrido[4,3-d]pyrimidin-5(6H)-one;

4-(4-chloro-3-methoxyphenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl) pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(3-methoxy-5-
(trifluoromethyl)phenyl amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl) pyrido[4,3-d]pyrimidin-5(6H)-one;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl) piperidin-1-yl)-4-(3-
(trifluoromethyl)phenyl amino)pyrido[4,3-d] pyrimidin-5(6H)-one;
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4-(3,4-dimethoxyphenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-
d]pyrimidin-5(6H)-one;

4-(3-bromo-4-methoxyphenylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-d]
pyrimidin-5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-
phenoxyphenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one hydrochloride;

8-bromo-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-yl)-4-(4-phenoxyphenyl
amino)pyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3,4-dimethoxyphenylamino)-2-(4-hydroxy-4-(hydroxymethyl)piperidin-1-
yhpyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3-bromo-4-methoxyphenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-aminopiperidin-1-yl)-8-bromo-4-(4-phenoxyphenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one hydrochloride;

(R)-2-(3-aminopyrrolidin-1-yl)-8-iodo-4-(4-phenoxyphenylamino)pyrido[4,3-d]
pyrimidin-5(6H)-one hydrochloride;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxy-4-
(hydroxymethyl)piperidin-1-yl)-8-iodopyrido[4,3-d]pyrimidin-5(6H)-one;

4-(4-chloro-3-(trifluoromethyl)phenylamino)-2-(4-hydroxypiperidin-1-yl)-8-
iodopyrido[4,3-d] pyrimidin-5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-chloro-3-(trifluoromethyl)
phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one hydrochloride;

2-(4-hydroxypiperidin-1-yl)-8-iodo-4-(4-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;
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2-(4-hydroxypiperidin-1-yl)-4-(4-morpholino-3-
(trifluoromethyl)phenylamino)pyrido[4,3-d] pyrimidin-5(6H)-one;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-methoxy-3-
(trifluoromethyl)phenylamino) pyrido[4,3-d]pyrimidin-5(6H)-one
hydrochloride;

(R)-2-(3-aminopyrrolidin-1-yl)-8-bromo-4-(4-chloro-3-
(trifluoromethoxy)phenylamino) pyrido[4,3-d] pyrimidin-5(6H)-one
hydrochloride;

4-(4-chloro-3-(trifluoromethoxy)phenylamino)-2-(4-hydroxypiperidin-1-
yhpyrido[4,3-d]pyrimidin-5(6H)-one;

4-(3-bromo-5-(trifluoromethyl)phenylamino)-2-(4-hydroxypiperidin-1-
yhpyrido[4,3-d] pyrimidin-5(6H)-one;

(R)-6-(3-aminopyrrolidin-1-yl)-4-iodo-8-(4-

(trifluoromethyl)phenylamino)isoquinolin-1(2H)-one hydrochloride;

(R)-6-(3-aminopyrrolidin-1-yl)-4-bromo-8-(4-
(trifluoromethyl)phenylamino)isoquinolin-1(2H)-one hydrochloride;

(S)-6-(3-aminopyrrolidin-1-yl)-4-bromo-8-(4-
(trifluoromethyl)phenylamino)isoquinolin-1(2H)-one hydrochloride;

4-(2,3-dihydrobenzo[b][1,4]dioxin-6-ylamino)-2-(4-hydroxypiperidin-1-
yl)pyrido[4,3-d]pyrimidin-5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(naphthalen-2-ylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;

2-(4-hydroxypiperidin-1-yl)-4-(quinolin-5-ylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;
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4-(3H-indol-2-ylamino)-2-(4-hydroxypiperidin-1-yl)pyrido[4,3-d]pyrimidin-
5(6H)-one; and

2-(4-hydroxypiperidin-1-yl)-4-(4-phenoxyphenylamino)-8-phenylpyrido[4,3-d]
pyrimidin-5(6H)-one;

or a pharmaceutically acceptable salt thereof.

A pharmaceutical formulation comprising a compound of Claim 1, or a
pharmaceutically acceptable salt thereof, in combination with a

pharmaceutically acceptable carrier, diluent or excipient.

A method of treating a protein kinase-mediated disease in a subject in need
thereof, comprising administering to said subject a therapeutically effective
amount of a compound of Claim 1 or a pharmaceutically acceptable salt
thereof, wherein said protein kinase-mediated disease is selected from the
group of consisting of psoriasis, rheumatoid arthritis, lymphoma,
osteosarcoma, melanoma, breast cancer, renal cancer, prostate cancer,
colorectal cancer, thyroid cancer, ovarian cancer, pancreatic cancer,

neuronal cancer, lung cancer, uterine cancer, and gastrointestinal cancer.

The method of Claim 59, wherein said compound of Claim 1 is administered

singly or in combination with one or more additional therapeutic agents.

The method of Claim 60, wherein said compound or salt is administered via
intravenous administration, subcutaneous administration, inhalation, oral
administration, rectal administration, parenteral, intravitreal administration,
intramuscular administration, intranasal administration, dermal
administration, topical administration, otic administration, ophthalmic
administration, buccal administration, tracheal administration, bronchial

administration, or sublingual administration.

A method of inhibiting growth of cancer cells, comprising contacting the
cancer cells with a compound of Claim 1 or a pharmaceutically acceptable

salt thereof, wherein the cancer cells are cells from a cancer selected from
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acute lymphoblastic leukemia, acute promyelocytic leukemia, acute myeloid
leukemia, chronic myelogenous leukemia, lung cancer, colon cancer, brain
cancer, melanoma, ovarian cancer, renal cancer, prostate cancer, or breast

cancer.

A method of treating cancer in a subject in need thereof, comprising
administering to the subject an effective amount of a compound of Claim 1
or a pharmaceutically acceptable salt thereof, wherein said cancer is acute
lymphoblastic leukemia, acute promyelocytic leukemia, chronic
myelogenous leukemia, lung cancer, colon cancer, brain cancer, melanoma,

ovarian cancer, renal cancer, prostate cancer, or breast cancer.

The method of claim 64, wherein said compound is selected from the group
consisting of:
2-(4-hydroxypiperidin-1-yl)-4-(3-(trifluoromethyl)phenylamino)pyrido[4,3-d]
pyrimidine-5(6H)-one;
(S)-2-(pyrrolidin-3-ylamino)-4-(4-trifluoromethylamino)pyrido[4,3-d]pyrimidin-
5(6H)-one;
(S)-4-(4-morpholinophenylamino)-2-(pyrrolidin-3-ylamino)pyrido[4,3-d]
pyrimidin-5(6H)-one hydrochloride;
2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-sulfonylphenylamino)pyrido[4,3-d]
pyrimidin-5(6H)-one; and
2-(4-(hydroxymethyl)piperidin-1-yl)-4-(4-morpholinophenylamino)pyrido[4,3-
d]pyrimidin-5(6H)-one.



