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_ R!is selected from H, halo, CN,
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CLAIMS

What is claimed is:

1. A compound of Formula (I):
NjR1

2
R \N/KN/ v

R4
Fo

wherein:
Xis CH or N;

1-Cro alkyl or halo(C;—C4)a1]cy1, wherein C-Cyy
alkyl, or halo(C;-Cy)alky! is opfionally substituted; '

R? is aryl, cycloalkyl, arylajkyl, or heterocyclyl, wherein the aryl, cycloalkyl,
axy]alkvl or heterocycelylfs optlonally and independently substituted at one or more

> or RSa groups; and wherein aryl and heterocycly! having

carbon atoms with 1-4
one or more nitrogen Atoms is optionally and independently substituted at one or

more m;trogen atomg with 1-4 R® or R* groups;
R? is independeyfly halo, CN, or R; and

R is selected from (CHa),OH, (CH,),.NR'R'™, C(O)NHR, C(OYNR"'R'?, C(O)OR',
C(OIR’, CIONRR?, C(OINRR?, (CHL).NR'R’, (CH2).,NR'R?, (CH),CN,
(CHWSH, (CHDWS(0)R’, or (CH,),S(0).NR'R’, wherein each n is independently

1 or2; .

wherein:
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_haioalkyl, aryl, heteroaryl, or
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Each R’ is independently selected from halo, CF'5, SR, OR”, OC(O)R’,
O(CH),NR'R, O(CH2).NRMRY, O(CH),R7, ACH,).C(ONR R,
O(CH,),C(O)NR'R”, NR’R”, NR'R®, NHC(O)NH,, C(O)OR, NO,, CN,
C(O)R, 0S0,CH3, S(0),R’, S(O).NR'R”, NR’C(O)NR'R’, NR’C(O)R’,
NR'C(O)OR”, NR'S(0).R7, or NR'R'?, wherein each n is independently 1

or2;

Each R**is independently selected frgm amino, halo, hydroxy, C;-Cjy alkyl,
Cy-Cypalkenyl, C3-Cyyp alkynyl, Cs-¢ocycloalkyl, Cs-Cigeycloalkenyl, alkoxy,
haloalkyl, aryl, heteroaryl, or hetefocyclyl, wherein the C-Cyq alkyl, Cy-
Cyealkenyl, C3-Cjo alkynyl, Cs-¢i2cycloalkyl, Cs-Ciocycloalkenyl, alkoxy,
cterocyclyl is optionally and independently |
substituted with 1 to 3 group§ selected from halo, hydroxy, alkyl, R", or R,
Each R® is iﬁdependenu R’, C(O)CH,CN, C(O)R”, C(O)OR’, COx(Cy-
Caalkyl), C(ONR'R”, FO,NR'R” or SOR7; |

Each R® is indeper/dently hydroxy, Ci-Cyp alkyl, C2-Cyg alkenyl, C3-Cio

alkynyl, C3-Cy; ¢fcloalkyl, Cs-Cig cycloalkenyl, haloalkyl, wherein each R

V group is optiondlly and independently substituted with 1-3 groups selected

hajoalkyl, heteroaryl, or heterocyclyl is oplionally and independently
shbstituted with 1-4 groups selected from aryl, cycloalkyl, heteroaryl, -

heterocyclyl, alkyl, halo, amino, hydroxy, R’ or R'
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Each R? is independently C(O)R7, C(OYOR”, C(OYWR'R’, or S(O)R’,

whereinnis 1 or2;

Each R’ is independently CF3, SR, OR", NR/R’, NR''R'?, C(O)NR'R’,
C(OWNR"R'?, S(O)NR'R, or S(O)R7, w

or?2;

erein each n is independently 1

Each R' is C(O)O(Cy-Co)alkyl, or hafo(C-Cayalkyl; and

R'' and R'?, taken together with tife nitrogen atom to which they are bonded

form: 7

1) a 3-8 membered saturated of partially saturated ring having no heteroatom
other than the nitrogen/atom to which R and R'? are bonded, wherein
said 3-8 membered sgturated or partially saturated ring is optionally -
and independently fubstituted with 1-4 groups selected from R or R*
at one or more sybstitutable carbon atoms;

i1) a 5-8 membered sfturated or partially saturated ring having 1-3
heteroatoms, /n addition to the nitrogen atom to which R and R are
bonded, whirein said 1-3 heteroatoms are independently selected from
nitrogen, gxygen, sultur, sulfone or sulfoxide, and wherein said 5-8
membeigd saturated or partially saturated ring having 1-3 heteroatoms
is optipnally and independently substituted with 1-4 groups selected
from/R® or R* at one or more substitutable carbon atoms.and at one or
mgfre substitutable nitrogen atoms with R or R

iii) a 910 membered saturated or partially saturated bicyclic ring having no

heteroatom other than the nitrogen atom to which R and R** are

bonded, wherein said 9-10 membered saturated or partially saturated

bicyclic ring having no heteroatom is optionally substituted with 1-4

groups independently selected from R or R* at onc or more

substitutable carbon atoms;



iv) a 9-10 membered saturated or partially saturatdd bicyclic ring having 1-5

' heteroatoms, in addition to the nitrogen at nﬁ to which R'' and R'? are
bonded, wherein said heteroatoms are independently selected from
nitrogen, oxygen, sulfur, sulfoxide, sulfone, carboxamide or
sulfoxamide; or A

v) a 6-14 membered saturated or partially saturated bridged ring having 1-3
heteroatoms in addition to the nitfogen atom to which R’ and R* are
bonded, wherein said 1-3 hetergatoms are independently selected from
nitrogen, oxygen, sulfur, sulf ne, or sulfoxide, and wherein said 6-14
membered saturated or partjally saturated bridged ring having 1-3
heteroatoms is optionally And independently substituted with 1-4
groups selected from R3or R> at ane or more substitutable carbon

atoms and at one or mfre substitutable nitrogen atoms with R® or R®;

or a pharmaceutically acceptablf salt thereof.

him 1, wherein R? is an aryl selected from: a 5-6
membered monocyclic aryl group having 0-3 heteroatoms independently
selected from nigfogen, oxygen, or sulfur; an 8-10 membered bicyelic aryt

~f group having (£5 heteroatoms independently sclected from nitrogen, oxygen,
sulfur, sulfoxide, or sulfone; an 8-10 membered partially saturated bicyclic

aryl group Jiaving 0-5 heteroatoms independently selected from nitrogen,

oxygen, shifur, sulfoxide, or sulfone; or an 8-10 membered partially

" saturatefl bicyclic aryl group having a carboxamide or sulfoxamide.

3. Thefcompound of Claim 2, wherein R? is a 5-6 membered monocyclic aryl

h

ulfur optionally and independently substituted with 1-4 R® or R* groupsf

ing 0-3 heteroatoms independently selected from nitrogen, oxygen, or

The compound of Claim 3, wherein the 5-6 membered monocyclic aryl is

phenyl or pyrimidinyl optionally and independently substituted with 1, 2, or
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3 groups selected from methyl, ethyl, phenyl, isopfophyl, methoxy,
~hydroxyethoxy, CF3, OCgHs, OCH,CH,NR"'R'Y OCH,CH,NR'R’,

OCH,CsHs, OCH,C(ONR'R'?, OCH,C(O)NR'R, 0S0,ClH5, SO,CH;,

SO,NHCHS;, or NRYR'Z,

5. The compound of Claim 2, wherein R? igfan 8-10 membered bicyclic aryl
group having 0-5 heteroatoms independently selected from nitrogen, oxygen,
sulfur, sulfoxide, or sulfone, whercinfhe 8-10 membered bicyclic aryl group
is selected from indolyl, indazolyl, penzothiophenyl, benzothiazolyl,

benzofuranyl, naphthyl, or quinolfnyl optionally and independently

substituted with 1, 2, or 3 grouj
halo, CFs, OCT3, or SO,CHs¢

atom, wheréin alkyl, aryl, oyheteroaryl is optionaily substituted with

selected from alkyl, aryl, heteroaryl, alkoxy,

the substitutable carbon atoms or nitrogen

hydroxy, amino, or sulfong.

2, wherein R? is an 8-10 membered partially
saturated bicyclic arjfl group having 0-5 heteroatoms independently selected
from nitrogen, oxygen, sulfur, sulfoxide, or sulfone, wherein the 8-10
membered partigfly saturated bicyclic aryl group has a phenyl ring fused to a
non-aromatic gArbocyclic or heterocyclic ring optionally and independently
substituted with 1, 2, or 3 groups selected from alkyl, aryl, heteroéu'yl, alkoxy,
halo, CF3,
8-10 me

" fused tgfa non-aromatic carbocyclic or heterocyclic ring is selected from

CF3, or SO,Cl1;3 at the substitutable carbon atoms, wherein the

ered partially saturated bicyelic aryl group having a phenyl ring
dihydjoindenyl, tetrahydronaphthyl, or dihydrobenzodioxinyl.

The compound of C]ahn 1, wherein R* is C(O)OR” and R is independently
s C]"Ci() alkyl, C-Cp alkenyl, or C3-Cyg alkynyl, wherein the group '
represented by R is optionally and independently substituted with 1-4
groups selected from hydroxy, halo, amino, aryl, cycloalkyl, heterocyclyl,

alkyl, R?, or R".
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13.
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The compound of Claim 7, wherein R’ is C-Cyoflkyl, optionally substituted
with halo, hydroxy, amino, C-Cq alkyl, C;~Cg Alkoxy, C;-Cg alkylamino, or
di C;-Cg alkylamino.

The compound of Claim 8, wherein R'is , F, Cl, Br, CF3, or CHj.

The compound of Claim 8, wherein B is selected from H, cyclopropyl,
isopropyl, furanyl, methyl, CF3, or ghenyl.

The compound of Claim 1, whefein R*is C(O)NHR” and R” is H, C,-Cyo
alkyl, Cy-Cyp alkenyl, C3-Cyq
aryl, haloalkyl, heteroaryl ofheterocyclyl, wherein the C,-Cyg alkyl, Co-Cig

kynyl, C3-C), cycloalkyl, Cs-Cia cycloalkenyl,
alkenyl, C5-Cyp alkynyl, C4-Cio cyclbalkyl, Cs-Ci2 cycloalkenyl, aryl,
haloalkyl, heteroaryl or fleterocyclyl is optionally and independently
substituted with 1-4 gibups selected from, halo, amino, aryl, cycloalkyl,
heterocyclyl, alkyl, I, or R,

The compound of Claim 11, wherein R’ is an aryl, wherein the aryl is phenyl
optionally and fndependently substituted with 1, 2, or 3 groups selected from

methyl, methfxy, CFs, or SO,CH;s.

und of Claim 11, wherein R7 is C;-Co alkyl, wherein the Ci-Ciy

*alkyl is Hptionally substituted with 1-3 groups selected from amino, halo,

hydrofy, phenyl, C,-Cqalkyl, Cy-Cg alkoxy, C;-Cg alkylamino, or diCy-Ce

alkyfamino.
The compound of Claim 11, wherein R'isH, F, Cl, Br, CF3,0r CHs.

The compound of Claim 11, wherein R* is selected from H, methyl,

cyclopropyl, isopropyl, furanyl, CFs, or phenyl.
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16. The compound of Claim 1, wherein R? is C(OYYR''R'? and R'" and R?,
taken together with the nitrogen atom to whiclf they are bonded form:

1) a 3-8 membered saturated or partiaily saturated ring having no
heteroatom other than the nitrogen atom to which R'! and R'? are
bonded, wherein said 3-8 meghbered saturated or partially
saturated ring is optionally #nd independently substituted with 1-4
groups selected from R® of R* at one or more substitutable

carbon atoms; .
ii) a 5-8 membered saturated or partially saturated ring having 1-3

heteroatoms, in addifion to the nitrogen atom to which R'' and

R'?are bonded, wiferein said 1-3 heteroatoms are independently

selected from niffogen, oXygen, sulfur, sulfone or sulfoxide, and

wherein said 5/8 membéred saturated or partially saturated ring
having 1-3 hfteroatoms is optionally and independently

ith 1-4 groups selected from R or R at one or more

le carbon atoms and at one or more substitu’table
nitrogefl atoms with RS or R®,

i) a 9-10

- having no heteroatom other than the nitrogen atom to which R

embered saturated or partially saturated bicyclic ring

arfd R' are bonded, wherein said 9-10 membered ring saturated

r pariial]y saturated bicyclic ring having no heteroatom is

optionally substituted with 1-4 groups indepe.ndentiy selected

from R® or R* at one or more substitutable carbon atoms; or

v) a 9-10 membered saturated or partially saturated bicyclic ring
having 1-5 heteroatoms, in addition to the nitrogen atom to which
R and R'? are bonded, whercin said heteroatoms are
independently selected from nitrogen, oxygen, sulfur, sulfoxide,

sulfone, carboxamide or sulfoxamide.
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22.
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The compound of Claim 16, wherein R' and R'Z,‘ aken together with the

nitrogen atom to which they are bonded form a 3£8 membered saturated or

partially saturated ring having no heteroatom ofher than the nitrogen atom to
which R!! and R'? are bonded, wherein said 7-8 membered ring is optionally
and independently substituted with 1-4 gropps selected from R® or R> at one

or more substitutable carbon atoms.

The compound of Claim 17, wherein faid 3-8 membered saturated or
partially saturated ring having no heferoatom other than the nitrogen atom to
which R" and R are bonded is a

membered ring is azetidinyl, pyyrolidynyl, or piperidyny! optionally and

4-6 membered ring, wherein the 4-6

independently substituted with/1-4 groups selected from R® or R**at one or

more substitutable tarbon atpms.

The compound of Claim/1 8, wherein said R or R* is hydroxy, CH,OI,
CH,CH,OH, NH,, NHR”, NHCOR”, NHC(O)NHR’, or NR'R’.

The compound of ¢laim 19, wherein R' is 1, F, CI, Br, CF3, or CHj.

The corhpound bf Claim 19, wherein R? is selected from H, methyl,

cyclopropyl, fsopropyl, furanyl, CFs, or phenyl.

The compbund of Claim 1, wherein R is (CH,),NR'R?, and R is

- indepernflently f—I, C1-Cyalkyl, Cy_'—Cmalkenyl, C3-Cypalkynyl, Cs-

Cicyfloalkyl, Cs-Cy, cycloalkenyl, aryl, haloatkyl, heteroaryl, or
hetefocyclyl, wherein the Cy-Cypalkyl, Co-Ciealkenyl, C3-Cjpalkynyl, Cs-
Cyeycloalkyl, Cs-Ciacycloalkenyl, aryl, haloalkyl, heteroaryl, or
eterocyclyl is optionally and independently substituted with 1-4 groups

selected from hydroxyl, halo, amino, aryl, cycloalkyl, heterocyclyl, or alkyl.

The compound of Claim 22, wherein R7is independently H or Cy-Cypalkyl.
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26.

27.
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The compound of Claim 23, wherein R7isC 1-C ofﬂkyl optionally substituied

with phenyl.
The compound of Claim 24, wherein R is 1, F, Cl, Br, CFs, or CHs.

The compound of Claim 25, wherein Rf is selected from H, methyl,

cyclopropyl, isopropyl, furanyl, CF3, pr phenyl.

R* is (CH,),NR''R'?, and R and R'2,

taken together with the nitrogenfatom to which they are bonded form:

The compound of Claim 1, wherej

1) a 3-8 membered saturgled or partially saturated ring having no
heteroatom otherfthan the nitrogen atom to which R™ and R* are
bonded, wherejh said 3-8 membered saturated or partially

saturated ringfis optionally and independently substituted with 1-4

groups selegted from R® or R*® at one or more substitutable

carbon at ins;

ii) a 5-8 mempered saturated or partially saturated ring having 1-3

sejected from nitrogen, oxygen, sulfur, sulfone or sulfoxide, and
iherein said 5-8 membered saturated or partially saturated ring
[having 1-3 heteroatoms is optionally and independently '
substituted with 1-4 groups selected from R or R** at one or more
substitutable carbon atoms and at one or more substitutable
nitrogen atoms with R® or R®,
i)y a 9-10 membered saturated or partially saturated bicychic ring
having no heteroatom other than the nitrogen atom to which R"
and R'? are bonded, wherein said 9-10 membered saturated or

partially saturated bicyclic ring having no heleroatom is
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28.

29.

optionally substituted with 1-4 groups Independently selected
from R or R* at one or more substititable carbon atoms;
iv) a 9-10 membered saturated or partial)y saturated bicyclic ring
having 1-5 heteroatoms, in additipn to the nitrogen atom to which
R and R'? are bonded, whereifi said heteroatoms are
independently selected from ylitrogen, oxygen, sulfur, sulfoxide,
sulfone, carboxamide or sulfoxamide; or
v) a 6-14 membered saturated gf partially saturated bridged ring having
1-3 heteroatoms in addifion to the nitrogen atom to which R'! and
R'? are bonded, whergin said 1-3 heteroatoms are independently
selected from nitrogn, oxygen, sulfur, sulfone, or sulfoxide, and
wherein said 6-14/membered saturated or partially saturated
bridged ring haying 1-3 heteroatoms is optionally and
independentlyfubstituted with 1-4 groups selected from R’ or R
at one or mofe substitutable carbon atoms and at one or more

substitutabfe nitrogen atoms with R® or R®",

The compound oflaim 27, wherein R'' and R"?, taken together with the
nitrogen atom tgfwhich they are bonded form a 3-8 membered saturated or
partially satuigled ring having no heteroatom other than the nitrogen atom to
which R'" apld R' are bonded, wherein said 3-8 membered ring is optionally
and indepefidently substituted with 1-4 groups selected from R or R*® at one
or more gubstitutable carbon atoms,
The gompound of Claim 28, wherein the 3-8 membered saturated or partially
satyfrated ring is a 4-6 membered ring selected from azetidinyl, pyrrolidinyl,
of piperidinyl optionally and independently substituted with 1-2 groups
elected from hydroxy, halo, OC(O)R’, CH,OH, CH,CH,OH, NH,, NR'R7,
NHC(O)NHR”, NHSO,R", C(O)OR", or C(O)NHR” at one or more

substitutable carbon atoms.
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The compound of Claim 27, wherein R'" and R'2, faken together with the
nitrogen atom to which they arc bonded form a §8 membered saturated or
partially saturated ring having 1-3 heteroatomy/ in addition to the nitrogen
atom to which R'! and R'? are bonded, wherghn said 1-3 heteroatoms are
independently selected from nitrogen, oxyglen, sulfur, sulfone, or sulfoxide,
and wherein said 5-8 membered saturated or partially saturated ring having
1-3 heteroatoms is optionally and indeplendently substituted with 1-4 groups
substitutable carbon atoms and at one

with R®or R®,

selected from R® or R** at one or mor,
or more substitutable nitrogen aton
The compound of Claim 30, whtrein the 5-8 membered ring is morpholino,
thiomorpholino, piperazinyl of homopiperazinyl, wherein piperazinyl or |
homopiperazinyl is optionalfy and independently substituted with hydroxy,
Cy-Cyo alkyl , CHL,CH,OH C(O)R, C(ONHR?, SO,R?, SO,NHR or
C(O)OR at the nitrogen/atom.

The compound of Cjaim 27, wherein R'! and R'?, taken together with the
nitrogen atom to which they are bonded form a 9-10 membered saturated or
partially saturateft bicyclic ring having no heteroatom other than the nitrogen

1

atom to which R'! and R'? are bonded, wherein said 9-10 membered

saturated or pfrtially saturated bicyclic ring is optionally substituted with 1-4
groups indgpendently selected from R® or R* at one or more substitutable -

carbon atpms.

" The cogfipound of Claim 32, wherein R'! and R'?, taken together with the

nitrogn atom to which they arc bonded form tetrahydroisoquinoline.

TWe compound of Claim 33, wherein R'is H, ¥, Cl, Br, CF3 or CHa.

/ The compound of Claim 33, wherein R? is selected from H, methyl,

cyclopropyl, isopfopyl, furanyi, Cls, or phenyl.
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38.

39.

40.
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- 110 -
The compound of Claim 27, wherein R'' and R'? ftaken together with the
nitrogen atom to which they are bonded form a f-14 membered saturated or
partially saturated bridged ring having 1-3 heifroatoms in addition to the
nitrogen atom to which R and R'? are bongd, wherein said 1-3
heteroatoms are independently selected frgfm nitrogen, oxygen, sulfur,
sulfone, or sulfoxide, and wherein said 614 membered saturated or partially
saturated bridged ring having 1-3 heteyoatoms is optionally and
independently substituted with 1-4 gfoups selected from R or R*® at one or
more substitutable carbon atoms ayld at one or moré substitutable nitrogen
atoms with R% or R,

The compound of Claim 36, pvherein the 6-14 membered saturated or
partially saturated bridged fing héving 1-3 heteroatoms in addition to the
'and R are bonded, is 2,5-

diazabicyclo[2.2.1]hephnyl optionally and independently substituted with 1~

nitrogen atom to which
4 groups selected fro R3 or R* at one or more substitutable carbon atoms..
“laim 36, wherein R' is H, F, Cl, Br, CF;3 or CHs.

of Claim 37, wherein R is selected from H, methyl,

“cyclopropyl/isopropyl, furanyt, CF3, or phenyl.

A compghind selected from:

metiyl 1-(5&11@111)4—2»(3,4,5-trimethoxyphenylamino)pyrimidin—4—y])-1 H-

pyfrole-3-carboxylate;

ethyl 1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-3-methyl-/ H-

pyrazole~d-carboxylate;

1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-3-methyl-/ H-pyrazole-4-

carboxylic acid;
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(1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimydin-4-y1)-3-methyl-7 H-
pyrazol-4-yD)methanol;

(1-(2-(3,5-dimethylphenylamino)pyrimidin#-yl)-3-methyl-/ H-pyrazol-4-

yl)methanol;

(1-(2-(3,5-dimethylphenylamino)-5-flybropyrimidin-4-y}l)- I H-pyrazol-4-

ylmethanol;

(1-(2-(3,5-dimethoxyphenylaming)-5-fluoro pyrimidin-4-yi)-/ H-pyrazol-4-

yl)methanol;

(1-(2-(3,5-dimethoxyphenylgimino)-5-fluoropyrimidin-4-y1)-3-methyl- / H-

pyrazbl—4~yl)methanol ;
(1-(2-(3,5-dimethy! ph ylamino)pyrimidin—4-y1)-1 H-pyrrol-3-yhmethanol;

(1-(2~(2,3-dihydro-1 1-inden-5-ylamino)pyrimidin-4-yl)-1 H-pyrrol-3-
ylmethanol;

(1~(2-(3,5-dimefhyl-4-(2-(pyrrolidin-1-yDethoxy)phenylamino)pyrimidin-
4-y1)-4-methyf-1H-pyrrol-3-yl)methanol;

(1-2-(3,5-flimethyl-4-phenoxyphenylamino)pyrimidin-4-y1)-4-methyl-7 H-

| pyrrol-3-4)methanol;

(1-(23,5-dimethylphenylamino)-5-fluoropyrimidin-4-yi)- 7/ //-pyrrol-3-

yDfethanol;

£ -(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-4-methyl-/ H-
pyrrol-3-yhmethanol;

2-(4-(5-fluoro-4-(3-(hydroxymethyl)-4-methyl-1 H-pyrrol-1-yDpyrimidin-

2-ylamino)-2,6-dimethylphenoxy)ethanol;
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(1-(2-(3,5-dimethoxyphenylamino)-S-fluoropyrijmidin-4-yl)-4-methyl- 1 H-

pyrrol-3-yDmethanol;

(1-(2-(3,5-bis(trifluoromethyl)phenylaming)-S-fluoropyrimidin-4-yl1)-4-

methyl-1 H-pyrrol-3-yl)methanol,

~ (1-(5-fluoro-2-(naphthalene-2-ylaming)pyrimidin-4-yl)-4-methyl-7 H-
pyrrol-3-yDmethanol;

(1-(5-chloro-2-(3,4,5-trimethoxyghenylamino)pyrimidin-4-yl)-4-methyl-
1H-pyrrol-3-yDmethanol; ' :

(4—cyclopropyl-] -(5- methylf2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-
yl)-1 H-pyrrol-3-yDmethan

(4-methyl-1-(5-methyl, -(3,4,5 —triﬁlethoxypheny] amino)pyrimidin-4-yl)-
1 H-pyrrol-3-yl)ymethahol;

2-(4-(4-(3-(hydroy '

" pyrimidin-2-ylaphino)-2,6-dimethoxyphenoxy)ethanol;

1 methyD)-4-methyl- 7 H-pyrrol-1-yl)-5-methyl

2-(4-(4-(4-(3 fhydroxylmethyl)-4-methyl- 1 H-pyrrol-1-yl)-5-methyl
ylamino)-2-methylphenyl)piperazin-1-yl)ethanol;

(S)-1-(4-L4-(3-(hydroxylmethyl)-4-methyl-] H-pyrrol-1-y1)-5-methyl
pyrimi in-Z—ylamino)-Z—melhylphenyl)pyrrolidin-3—01;

(1-(p-fluoro-2-(4-(methylsulfonyl)phenylamino)pyrimidin-4-yl)-4-methyl-

1ffl-pyrrol-3-yl)methanol;

(1-(2-(3,5-dimethyiphenylamino)-S5-(trifluoromcthyDpyrimidin-4-yl)-4-
methyl-1 H-pyrrol-3-yDmethanol; '

(1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-4-phenyl-7 H-
pyirol-3-yhmethanol;
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(1-(5-fluoro-2-(3,4,5-trimethoxyphenylamino)pytimidin-4-yl)-4-(furan-3-

yh)-1H-pyrrol-3-yDmethanol;

1-(2-(3,5-dimethylphenylamino)pyrimidin-#-y1)-N-(2-hydrox yethyl)-N, 3~
dimethyl-/ H-pyrazole-4-carboxamide;

1-(2-(3,5-dimethylphenylamino)pyrimpdin-4-y1)-N, N-bis(2-hydroxyethyl)-
3-methyl-1 H-pyrazole-4-carboxami '

(S$)-(1-(2~(3,5-dimethylphenylamifio)pyrimidin-4-yl)-3-methyl-/ H-pyrazol-
4-yH(3-hydroxypyrrolidin-1-yl)hethanone; A

‘('R)~(1 -(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-3-methyl-7 H-
pyrazol-4-y1)(3-hydroxypyfrolidin-1-yl)methanone;

N-(2-aminoethyl)-1-(2-
(triflvoromethyl)-/ H-

,5-dimethylphenylamino)pyrimidin-4-yl1)-3-

yrazole-4-carboxamide;

1-(2-(3,5-dimethoxfyphenylamino)-5-fluoropyrimidin-4-y1)-N-(3,5-
~ dimethyl phenyl)f! H-pyrazole-4-carboxamide;

(1-(2-(3,5-dimfthoxyphenylamino)-5-fluoropyrimidin-4-y1)- 1 H-pyrazol-4-

K)-(1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-y1)-3-methyl-
/H-pyrazol-4-yl)(3-hydroxypyrrolidin-1-y)methanone;

2-((1-(2~(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-3-methyl-/ -

pyrazol-4-yl)methylamino)ethanol;
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2-(4-((4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-
yb)-1 H-pyrrol-3-yDmethylpiperazin-1-yl)ethapol;

(R)-l»((l-(2~(3,S—dimethylphenylamiﬁo)py midin-4-yl)-4-methyl-1H-

1-((4-cyclopropyl-1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-/ H-
pyrrol-3-yDmethylazetidin-3-ol;

4-(4-((benzylamino)methyl)-3-mgthyl-7 H-pyrazol-1-yl)-N-(3,5-
dimethylphenyl)pyrimidin-2-anfine;

,5-dimethylphenylamino)pyrimidin-4-yl)-4-methyl-1 /-
ethyl)pyrrolidine-3-carboxylic acid;

R)-1-((¥-(2-(3,5-dimethyl-4-phenoxyphenylamino)pyrimidin-4-yl)-4-
methy)f/ H-pyrrol-3-yDmethyl)pyrrolidin-3-ol,

(RN -(1-((1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-4-methy!- 1 H-
pyrrol-3-vDmethyDpyrrolidin-3-ylurea;

1-((4-methyl-1-(2-(2-methylbiphenyl-4-ylamino)pyrimidin-4-yl)- 7 /-
pytrol-3-ylymethyl)azetidin-3-ol; A
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1-((1-(2-(2,3-dihydro-/ H-inden-5-ylamino)pyrighidin-4-yl)-4-methyl-/ H-
pyrrol-3-yl)methyl)azetidin-3-011-((4-methyl-f-(2-(1-methyl-1H-indol-5-
ylamino)pyrimidin-4-yl)-7 H-pyrrol-3-yDmepnyazetidin-3-ol;

(R)-1-((4-methyl-1-(2-(1-methyl-7/1-indof-5-ylamino)pyrimidin-4-y1)- 1 H-

pyrrol-3-yDmethyl) pyrrolidin-3-ol;

4-(3-((4,4-difluoropiperidin-1-yhmephyl)-4-methyl-7 H-pyrrol-1-yl)-N-(3,5-
dimethylphenyl)pyrimidin-2-aming,

(R)-2-(4-(4-(4-((3-hydroxypyrr

imethylphenoxy)-1-morpholinoethanone;

idin-1-yl)methyl)-3-methyl-J H-pyrazol-1-
yDpyrimidin-2-ylamino)-2,6-

2-(4-(4-(4~((3-hydroxyazeyfdin-1-yD)methyl)-3-mcthyl-7 H-pyrazol-1-
yDpyrimidin-2-ylamino)/2,6-dimethylphenoxy)-1-morpholinoethanone;

N-(3,5-dimethylphen )—5—ﬂp101'o—4—(3—methyl-4-(pyn'o]idin~l ~ylmethyl)-

1H-pyrazol-1-yDpyyimidin-2-amine;

- N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-(pyrrolidin-1-ylmethyl)-

1 H-pyrazol-1-yh)pyrimidin-2-amine;

- (S)-2-((1-(2 3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-3-methyl-

1H-pyrazgl-4-yhmethyl amino)propan-1-ol,

'c-lo_propylamino)méthyl)-3-methyl-] H-pyrazol-1-y1)-N-(3,5-

dimejhylphenyl)-5-fluoropyrimidin-2-amine;

4-f4-((cyclohexylamino)methy!)-3-methyl-] H-pyrazol-1-y1)-N-(3,5-

imethylphenyl)-5-fluoropyrimidin-2-amine;

N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-(piperidin-1-ylmethyl)-
1H-pyrazol-1-y)pyrimidin-2-amine;,
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N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-fmorpholinomethyl)-1 71-

pyrazol-1-yDpyrimidin-2-amine;

N~(3,5-dimethylphenyl)-5-fluoro-4-(3-methgl-4-((phenylamino)methyl)-

1H-pyrazol-1-yD)pyrimidin-2-amine;

4-(4-((3,4-dihydroisoquinolin-2(/ H)-y}jmethyl)-3-methyl- 1 H-pyrazol-1-
y1)-N-(3,5-dimethyl pheny!)-5-fluoropyrimidin-2-amine;

1)-3-methyl-1 H-pyrazol-1-y1)-N-(3,5-

[din-2-amine;

N'-((1-(2-(3,5-dimethylphen amino)-5-fluoropyrimidin-4-y1)-3-methyl-
1H—pyrazol-4-yl)methyl)ei ane-1,2-diamine;

N-(3,5-dimethylphenyl) —ﬂuoro-4{4—((4-ﬂuorophc;:nethylamino)methyl)—

3-methyl-/H-pyrazol-f-yh)pyrimidin-2-amine;

N-(3,5-dimethylph¢nyl)-5-fluoro-4-(3-methyl-4-((pyridin-4-
* ylmethylamino)mfethyl)- / H-pyrazol-1-yhpyrimidin-2-amine;

(S)-1-((1-(2«
_ 1H-pyrazol-#-ylmethyl)pyrrolidin-3-ol;

S-dimethylphenylamino)-S-fluoropyrimidin-4-yl)-3-methyl-

(R)-1-((1 A2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-3-methyl-
1 H-pyrzol-4-yhmethyl)pyrrolidin-3-ol;

1-((J-(2-(3.5-dimeth ylphcnylamino)—S—ﬂuoropyrimidi11—4—y1)-3 -methyl-1H-
azo]—4-yI)méthyl)piperidin—4~ol;

IV-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-(piperidin-1-ylmethyl)-

1H-pyrrol-1-yDpyrimidin-2-amine;

1-((3-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-
y)-/ H-pyrazol-4-yDmethylazetidin-3-ol; '
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2-((1-(2~(3,5-dimethylphenylamino)-S-fluoropypmidin-4-yl)-3-methyl-7 H-
pyrazol-4-yD)methyl amino)ethanot;

4-(4-((benzylamino)methyl)-3-methyl-/ H-

dimethylpheny))-5-fluoropyrimidin-2-amgne;

N-(3,5-dimethylphenyl)-5-fluoro-4-(3 methyl-4-((4-methylpiperazin-1-
yDmethyl)-/ H-pyrazol-1-yDpyrimidfn-2-amine;

4-(4-((dimethylamino)methyl)-3-methyl- 1 H-pyrazol-1-yl)-N-(3,5-

dimethylphenyl)-5-fluoropyrimfdin-2-amine;

N—(3,S-dime-thylphenyl)—S-ﬂ oro-4-(3-methyl-4-((piperidin-4-ylamino)

methyl)-1 H-pyrazol-1-yDylyrimidin-2-amine trihydrochloride;

N-(3,5-dimethylphenyl, L5-fluoro-4-(3-(3-sulfonylpyrrolidin-1-ylmethyl)-

1H-pyrrol-1-yl)pyrimfdin-2-amine;

pfrrol-3-ymethyl)azetidin-3-ol;

(R)-2-(4-(5-fluoro-4-(3-((3-hydroxypyrrolidin- 1 -yl)methyl)-4-methyl- 1 H-
pyrrol-1-yDpyrimidin-2-ylamino)-2,6-dimethylphenoxy)-1-

morpholinoethanone;
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3-(4-((4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-
yl)-1 H-pyrrol-3-yl)methyl)piperazin-1-yl)-3-okopropanenitrile;

(R)-4-(3-((3-aminopyrrolidin-1-y[)methyl)-A-methyl-/ H-pyrrol-1-yl)-N-
(3,5-dimethylphenyl)-5-fluoropyrimidin-Z-amine;

- 1-((1-(5-fluoro-2-(naphthalen-2-ylamifo)pyrimidin-4-yl)-4-methyl- 1 H-
pyrrol-3-yhmethylyazetidin-3-ol; '

1-((1-(2-(4-(benzyloxy)-3,5-dimefnoxyphenylamino)-5-methylpyrimidin-
4-yD-1 H-pyrrol-3-yl)methylazgtidin-3-0l;

"(R)—4-(5—ﬂuor0-4-(3—((3—hyd oxypyrrolidin-1-ylmethyl)-4-methyl-1H-
pyrrol-1-yDpyrimidin-2-ylgdmino)-2,6-dimethylphenyl methanesulfonate;

(R)-1-((1-(5-fluoro-2-(4f(2-hydroxyethoxy)-3,5-
dimethylphenylamino)pyrimidin-4-y1)-4-methyl- ] H-pyrrol-3-
yDmethyDpyrroliding3-ol;

" 1-((4-methyl-1-(§-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-

y1)-1 H-pyrrol-3£yDmethyl)azetidin-3-ol;

. 1-((4-methy}1-(5-methyl-2-(3.4,5-trimethoxyphenylamino)pyrimidin-4-
- yD)-1H-pyyfol-3-yl)methylazetidin-3-yl acetate;

thyl-1 -(5~meihy] -2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-
if-pyrrol-3-yl)methyl)azetidin-3-y! pivalate;

4-cyclopropyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-
-y1)-1 H-pyrrol-3-yDmethylazelidin-3-al;

1-((4-methyl-1-(5-methyl-2-(3.4,5-trimethoxyphenylamino)pyrimidin-4-

yh)- 1 H-pyrrol-3-yDmethyhurea;
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4-(3-((1,4-diazepan-1-yDmethyl)-4-methyl- 1 H-plyrrol-1-y1)-5-methyl-N-

(3,4,5-trimethoxyphenyl)pyrimidin-2-amine trjhydrochloride;

(S)-1-((1-(2-(3,5-dimethylphenylamino)-5-ffuoropyrimidin-4-y1)-4-methyl-

‘1 H-pyrrol-3-yl)methyl) pyrrolidin-3-ol;

2,2-dimethyl-1-(4-((4-methyl-1-(5-meghyl-2-(3,4,5-
trimethoxyphenylamino)pyrimidin-4fyl)-1 H-pyrrol-3-yl)methyl)-1,4-

diazepan-1-yl)propan-1-one;

($-1-((1-(2-(3,5-dimethylphenylamino)-S-fluoropyrimidin-4-yl)-4-methyl-

- 1H-pyrrol-3-yhmethyl)pyrroliflin-3-ol;

(8)-2-((1-(2-(3,5-dim
1 H-pyrrol-3-yDmetlfylamino)propan-1-ol;

1ylph¢nylamino)—S-fluoropyrimidin—4-yl)—4-methyl—

" 4-(3-((benzylamifio)methy!)-4-methyl-1 H-pyrrol-1-y1)-N-(3,5-

'dimethoxyphe '1)-5-fluoro pyrimidin-2-amine;,

- (R)-1-((1-(2£3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-yl)-4-

methyl-7 Hfpyrrol-3-yl)methyl}pyrrolidin-3-ol;

4-(3-((¢fmethylamino)methyl)-4-(furan-3-yl)-/ H-pyrrol-1-yi)-5-fluoro-N-
(3,4,5ftrimethoxyphenyl)pyrimidin-2-amine;

1-({1-(2-(3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-y1)-4-methyl-
IfH-pyrrol-3-yl)methyl) piperidin-4-ol;

N-(3,5-dimethoxyphenyl)-4-(3-((dimethylamino)methyl)-4-methyl-7 H-

pyrrol-1-y1)-5-luoropyrimidin-2-amine;
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(R)-1-((1-(5-fluoro-2-(3-(trifluoromethyl)phenyjimino)pyrimidin-4-y1)-4-
methyl-1 H-pyrrol-3-yl)methyl)pyrrolidin-3-ol

1-((1-(5-fluoro-2-(3-(trifluoromethyl)phen
methyl-/ H-pyrrol-3-yl) methyl)piperidin-A-ol;

Aamino)pyrimidin-4-yl)-4-

2-(4-((1-(5-chloro-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)-4-
methyl-1H-pyrrol-3-yhmethyl)piperfzin-1-yhethanol;

1-((1-(5-chloro-2-~(3,4,5-trimethoyyphenylamino)pyrimidin-4-yl)-4-
methyl-1H-pyrrol-3-yDmethylgzetidin-3-ol;

' 1’.-((1 -(5-chloro-2-(4-(2-hydrgxyethoxy)-3,5-

dimethylphenylamino)pyrifnidin-4-yl)-4-methyl-1 H-pyirol-3-
yl)methyl)azetidin-3-ol;

4-(3-((dimethylaminoyfmethyl)-4-methyl-7 H-pyrrol-1-yl)-N-(3,5-

dimethylphenyl)-5-phethylpyrimidin-2-amine;

" 4-(3-((dimethylaghino)methyl)-4-methyl-1 H-pyrrol-1-y1)-N-(3,5-

2-(4-((Y-(2-(4-(4-(2-hydroxyethyl)piperazin-1-y1)-3-methylphenylamino)-
5-me S/lpyrimidin-4—yl)—4-methy1-] H-pyrrol-3-yDmethyl)piperazin-1-
yDethanol; '

L((1-(2-(4-(2-hydroxyethoxy)-3,5-dimethylphenylamino)-5-
methylpyrimidin-4-yl)-4-methyl- ] H-pyrrol-3-yhmethyl)-N-methyl-1,4- ’

diazepane- 1 -carboxamide;
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4-((1-(2-(4-(2-hydroxycthoxy)-3,5-dimethylphepylamine)-5-
mcthylpyrimidin-4-yl)-4-methyl-J H-pyrrol-3-yl)methyl)-1,4-diazepane-1-

carboxamide;

1-((4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-
y1)-1 H-pyrrol-3-yDmethyl)piperidin-4-of; »

(1-((4-methyl-1-(5-methyl-2-(3,4,5- methoxyphenylémino)pyrimidin—4—
y)-1H-pyrrol-3-yDmethyDpiperidig-4-y)methanol;

1-((1-(2-(3,5-dimethyl-4-(2(pyr
methylpyrimidin-4-yl)-4-methf1-7 H-pyrrol-3-ylymethyl) azetidin-3-ol;

lidin-1-yl)ethoxy)phenylamino)-5-

2-(4-(4-(3-((dimethylaminghmethyl)-4-methyl-1 H-pyrrol-1-yl)-5-
methylpyrimidin-2-ylamiho)-2,6-dimethylphenoxy)ethanol,

~(2-hydroxyethoxy)-3,5-
Ypyrimidin-4-yl)-4-methyl-/ H-pyrrol-3-

(RA-((1-2-(3,5-dimethylphenyl amino)-5-(trifluoromethyl) pyrimidin-4-
ylf-4-methyl-7 H-pyrrol-3-yl)methyl)pyrrolidin-3-ol;

1-({1-(5-fluoro-2-(3,4,5-trimecthoxyphenylamino)pyrimidin-4-yl)-4-(furan-
3-y)-1 H-pyrrol-3-yljmethylazetidin-3-ol;

4-(3-((dimethylamino)methyl)-4-phenyl-/ H-pyrrol-1-yD)-N-(3,5-

dimethylphenyl)-5-tfluoropyrimidin-2-amine;
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(R)-1-((1-(2~(3,5-dimethylphenylamino)-5-fluordpyrimidin-4-yl)-4-phenyl-
1H-pyrrol-3-yhmethyl)pyrrolidin-3-ol; '

N-(3,5-bis(rifluoromethyl)phenyl)-4-(3-((dfmethylamino)methyl)-4-

methyl-J H-pyrrol-1-yl)-5-fluoropyrimidiy-2-amine;

(R):1 '((,] -(2-(3,5-bis(trifluoromethyl)phenylamino)-5-fluoropyrimidin-4-

yh)-4-methyl- 1 H-pyrrol-3-yDmethyhpyrrolidin-3-ol;

1-((1-(2-(3,5-bis(trifluoromethyl)phenylamino)-5-fluoropyrimidin-4-yl)-4-
methyl-7 H-pyrrol-3-yhmethyDfiperidin-4-ol;

' 4-(3 -((dimethylamino)methyf)-1 H-pyrrol-1 ~yl)-N~(3;S—dimethylphenyl)-S-

fluoropyrimidin-2-amine;

(R)-1-((1-(2-(3,5-dimet ylphenylamino)-5-fluoropyrimidin-4-yl)-1 /-
pyrrol-3-yDmethyDp: quidin-3~ol_;

4-(3-(2,5-diazabicfclo]2.2.1Theptan-2-ylimethyl)-4-methyl- I H-pyrrol-1-yl)-

5-bromo-N-(3,4 p-trimethoxyphenyl)pyritnidin-2-amine trihydrochloride;

(R)-2-(4-(5-flfioro-4-(3-((3-hydroxypyrrolidin- 1-yl)methyl)-4-methyl-7 H-
pyrrol-1-y)byrimidin-2-ylamino)-2,6-dimethylphenoxy)-1-

morpholigoethanone;

2-(4-(4£(3-(2,5-diazabicyclo[2.2.1 Theptan-2-ylmethyl)-4-methyl- H-
pyrrof-1-yD)-5-methylpyrimidin-2-ylamine)-2,6-dimethylphenoxy)ethanol

tribfrdrochloride;

-(3-((1 ,4»diazepzuf] -yDmethyl)-4-methyl- 1 H-pyrrol-1-yl)-5-chloro-N-
(2,3-dihydrobenzo[b)[1,4]dioxin-6-y])pyrimidin-2-amine:

1-((1-(5-chloro-2-(2,3-dihydrobenzo[b][1.4]dioxin-6-ylamino)pyrimidin-4-
yh-4-methvi-/ H-pyrrol-3-yl)methyDazetidin-3-ol; or
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(R)-1-((1-(2-(4,6-dimethylpyrimidin-2-ylamino } 5-fluoropyrimidin-4-yl)-
4-methyl-7I1-pyrrol-3-yl)methyl)pyrrolidin-3,

A isomeric compound of Claim 1.

A pharmaceutical formulation comprising/a compound of Claim 1 in

combination with a pharmaceutically acdeptable carrier, diluent or excipient,

A method of treating a protein kinasefmediated discase in a subject in need
thereof, comprising administering tp said subject a therapcutically effective
amount of a compound of Claim } or a pharmaceutically acceptable salt
thereof, wherein said protein kiffase-mediated disease is selected from the
grbup of consisting of asthma/chronic obstructive pulmonary disease -
(COPD), adult respiratory djstress syndrome (ARDS), ulcerative colitis,
Crohn’s disease, bronc}ﬁtib, dermatitis, allergic rhinitis, psoriasis,
scleroderma, urticaria, bjillous disorders, collagenoses, contact dermatitis
eczema, Kawasaki Di_ ase, rosacea, Sjogren-Laﬁ‘sso Syndrome, rheumatoid
arthritis, rriultiple sc Arosis, inflammatory bowel syndrome, HIV associated
diseases, lupus, lypiphoma, osteosarcoma, melanoma, breast cancer, renal
cancer, prostate ¢ancer, colorectal cancer, thyroid cancer, ovarian cancer,
pancreatic candgr, neuronal cancer, lung cancer, uterine cancer,

gastrointestingl cancer, Alzheimer’s disease, Parkinson’s disease,

“osteoporosid, osteopenia, osteomalacia, osteofibrosis, Paget’s disease,

diabetes, Wlood vessel proliferative disorders, ocular diseases, cardiovascular

- disease, festenosis, fibrosis, atherosclerosis, arrhythmia, angina, myocardial

1a, myocardial infarction, cardiac or vascular aneurysm, vasculitis,
, peripheral obstructive arteriopathy, reperfusion injury following
ischemia of an organ or a tissue, endotoxic, surgical or iraumatic shock,

'pertension, valvular heart disease, heart failure, abnormal blood pressure,

J/vasoconstriction, vascular abnormality, transplant rejection and infectious

disecascs including viral and fungal infections.
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The method of Claim 43, wherein said compound of Claim 1 is administered

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

The method of Claim 43, wherein said compogund of Claim 1 is administered
via intravenous administration, subcutaneoys administration, inhalation, oral
administration, rectal administration, parefiteral, intravitreal administration,
intramuscular administration, intranasal Administration, dermal
administration, topical administration fotic administration, ophthalmic
administration, buccal administratioy, tracheal administration, bronchial

administration, or sublingual admipistration.

A method of inhibiting SYK, P¥K2, FAK, ZAP70, PIM1, FLT3, RET,
JAK2, JAK3, LRRK2, L. (G20198), ABLI(T315]I), AURKB, AXL,
FLT3, KIT, KIT(D816V), KIT(V559D,16701), MKNK?2, MLKl, PDGFRB,
PLK3, RET, SNARK, SRPK3, TAK1, or TYK2 signaling in a subject in
need thereof, comprisingadministering to said subject an effective amount of

a compound of Claim /.

A method of inhibijing growth of cancer cells, comprising con*teicting the
cancer cells with £ compound of Claim 1 or a pharmaceutically acceptable

salt thereof.

A method offreating cancer in a subject in need thereof, comprising

administerifig 1o the subject an effective amount of a compound of Claim 1 -

or a pharghaccutically acceptable salt thereof.
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CLAIMS

1. A compound of Formula ({):

1
U
|
r M A :
NN s
H. —
R4
Formula

wherein:
Xis CHorN;

R1is selected from H, halo, CN, C4-C1o alkyl or halo(C1-Ca)alkyl, wherein C+-Cqg alkyl, or
halo(C1-C4)alkyl is optionally substituted:;

R?is aryl, cycloa!kyl, arylalkyl, or heterbcyciyl, wherein the aryl, cycloalkyl, arylalkyl, or
heterocyclyl is optionally and independently substituted at one or more carbon atoms with

~ 1-4 RS or R% groups; and wherein aryl and heterocyclyl having one or'more nitrogen atoms
| is optionally and independently substituted at one or more nitrogen atoms with 1-4 RS or

RS2 groups;

R3is independently halo, CN, or R7; and

R“ is selected from (CH2)nOH, (CH2)}.NR"'R", C(OINHR7, C(O)NR"R'2 C(O)R7,
C(O)NRR?, C(OINR7R8, (CH2)aNR7R7, (CH2)aNR’R8, (CH2)aCN, (CH2)aSR?,

(CH2)aS(OR?, or (CH2)eS(O)NRTR?, wherein each n is independently 1 or 2;

wherein:
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Each R% is independently selected from halo, CF3, SR7, OR7, OC(O)R?,
O(CH2)aNR7R7, O(CH2)aNR'R™2, O(CH2)aR7, O(CH2)aC(OINRTTR2,
O(CH2)2C(O)NR'R7?, NR7R7, NR7R8, NHC(O)NH,, C(O)OR7, NOy, CN, C(O)R?,
0S02CH3, S(O)R7, S(O)NRR?, NR’C(O)NR'R?, NR’C(O)R?, NR’C(O)OR?,
NR7S(O)R7, or NRV'R¥2, wherein each n is independently 1 or 2;

Each R%2 is independently selected from amino, halo, hydroxy, C1-Cio alkyl, Ca-
Cioalkenyl, C3-C1o alkynyl, C3-Cizcycloalkyl, Cs-Ciocycloalkenyl, alkoxy, haloalkyl,
aryl, heteroaryl, or heterocyclyl, wherein the Cq-C1g alkyl, C2-Cipalkenyl, C3-Cqg
alkynyt, C3-Ciacycloalkyl, Cs—Cmcycloélkenyl, élkoxy, haloalkyl, aryl, heteroaryl, or
heterocyclyl is optionally and independently substituted with 1 to 3 groups selected

from halo, hydroxy, alkyl, R, or R10;.

Each RE is independently R7, C(O)CHzCN, C(O)R?, C(O)OR?, COy(C1-Cgalkyl),
C(O)NR'R?, SO2NR7R7,0r SO2R;

Each R% is independently hydroxy, C1-Cqp alkyl, C2-C1o alkenyl, C3-Cip alkynyl, Cs~
C12 cycloalkyl, Cs-Cqo cycloalkenyl, haloalkyl, wherein each R group is optionally
and independently substituted with 1-3 groups selected from hydroxy, aryl, alkyl,

halo, R9, or R'0;

Each R7 is independently H, Ci-Cqoalkyl, Ca-Cipalkenyl, Ca-Cqoalkynyl, C3-Ci2
cycloalkyl, Cs-Cracycloatkenyl, aryt, aryl(C+-Ca)alkyl, haloalkyl, heteroaryl, or
heterocyclyl, wherein the Cy-Cioalkyl, Co-Cipalkenyl, Cg-C1oaIkyn37I, C3-Ci2
cycloalkyl, Cs-Ciacycloalkenyl, aryl, aryl(C1—C4)alkyl, haloalkyl, heteroaryl, or
heterocyclyl is opticnally and independently substituted with 1-4 groups selected

from aryl, cycloalkyl, heteroaryl, heterocyclyl, alkyl, halo, amino, hydroxy, R¢, or R19;
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Each R8s independently C{O)R?, C(O)OR?, C(O)NR'R7, or S(O)nR7, wherein n is 1

Each R?is independently CF3, SR?, OR7, NR7R7, NR"'R"2, C(O)NR'RY,
C(O)NR'R™2, §(0).NR'R7, or S(O)aR7, wherein each n is independently 1 or 2;

Each R0 is C(O)O(C1-Cs)alkyl, or halo(C+-Ca)alkyl; and

R and R2, taken together with the nitrogen atom to which they are bonded form:

i) a 3-8 membered saturated or partially saturated ring having no heteroatom other

than the nitrogen atom to which R and R*2 are bonded, wherein said 3-8
membered saturated or partially saturated ring is optionally and independently
substituted with 1-4 groups selected from R® or R52 at one or more

substitutable carbon atoms; -

ii) a 5-8 membered saturated or patrtially saturated ring having 1-3 heteroatoms, in

additioh to the nitrogen atom to which R and R'2 are bonded, wherein said 1-
3 heteroatoms aré independently selected from nitrogen, oxygen, sulfur,
sulfone or sulfoxide, and wherein said 5-8 membered saturated or partially V
saturated ring having 1-3 hetercatoms is optionally and independently
substituted with 1-4 groups selected from R5 or R%? at one or more
substitutable carbon atoms and at one or rﬁore substitutable nitrogen atoms
with R® or R82;

iii) a 9-10 membered saturated or partially saturated bicyclic ring having no

heteroatom other than the nitrogén atom to which R and R'? are bonded,
wherein said 9-10 membered saturated or partially saturated bicyclic ring
having no heteroatom is optionally substituted with 1-4 groups independently

selected from RS or R%2 at one or more substitutable carbon atoms;

iv) a 9-10 membered saturated or partially saturated bicyclic ring having 1-5

heteroatoms, in addition to the nitrogen atom to which R and R are bonded,
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wherein said heteroatoms are independently selected from nitrogen, oxygen,
sulfur, sulfoxide, sulfone, carboxamide or sulfoxamide; or

v) a 6-14 membered saturated or partially saturated bridged ring having 1—3
heteroatoms in addition to the nitrogen atom to which R and R12 are bonded,
wherein said 1-3 heteroatoms are independently selected from nitrogen,
oxygen, sulfur, sulfone, or sulfoxide, and wherein said 6-14 membered
saturated or partially saturated bridged ring having 1-3 heteroatoms is
optionally and independently substituted with 1-4 groups selected from RS or
R%a at one or more substitutable carbon atoms and at one or more

substitutable nitrogen atoms with R® or RS?;
or a pharmacedutically acceptable salt thereof.

2. The compound of Claim 1, wherein R? is an aryl selected from: a 5-6 membered
monocyclic aryl group having 0-3 heteroatoms independently selected from
nitrogen, oxygen, or sulfur; an 8-10 membered bicyclic aryl group having 0-5
heteroatoms independently selected from nitrogen, oxygen, sulfur, sulfoxide, or
sulfone; an 8-10 membered partially saturated bicyclic aryl group having 0-5
heteroatoms independently selected from nitrogen, oxygen, sulfur, sulfoxide, or
sulfone; or an 8-10 membered partially saturated bicyclic aryl group having a

carboxamide or sulfoxamide.

3. The compound of Claim 2, wherein R? is a 5-6 membered monocyclic aryl having 0-
3 heteroatoms independently selected from nitrogen, oxygen, or sulfur optionally

and independently substituted with 1-4 RS or R grodps_

4, The compound of Claim 3, wherein the 5-6 membered monocyc'iic' aryi is phenyl or
pyrimidiny! optionally and independently substituted with 1, 2, or 3 groups selected

from methyl, ethyl, phenyl, isoprophyl, methoxy, hydroxyethoxy, CF3, OCsHs,
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OCH,CH2NR'R2, OCH2CHaNRR?, OCH2CsHs, OCH2C(O)NRTIR2,
OCH2C(O)NRR7, OSO2CHa, SO2CH3, SO2NHCH3, or NRVR™2,

The compound of Claim 1, wherein R4 is (CH2)JNR"R*2, and R'! and R'?, taken
together with the nitrogen atom to which they are bonded form:

i) a 3-8 membered saturated or partially saturated ring having no heteroatom
other than the nitrogen atom to which R and R are bonded, wherein
said 3-8 membered saturated of partially saturated ring is optionally and
independently substituted with 1-4 groups selected from R® or R% at one
or more substitutable carbon atoms; V

ii) a 5-8 membered saturated or partially saturated ring having 1-3
heteroatoms, in addition to the nitrogen atom to which R and R'2 are
bonded, wherein said 1-3-heteroatoms are independently selected from
nitrogen, oxygen, sulfur, sulfone or sulfoxide, and wherein said 5-8
membered saturated or partially saturated ring having 1-3 heteroatoms is

- optionally and independently substituted with 1-4 groups selected from R®
or R% at one or more substitutable carbon atoms and at one or more
subsﬁtutab!e nitrogen atoms with R8 or R®2;

iii) a 9-10 membered saturated or partially saturated bicyclic ring having no
heteroatom other than the nitrogen atom to which R and R'2 are
bonded, wherein said 9-10 membered saturated or partially saturated
bicyclic ring having no heteroatom is optionally substituted with 1-4
groups independently selected from R or R52 at one or more
substitutable carbon atoms;

iv) a 9-10 membered saturated or partially saturated bicycfic' ring having 1-5
heteroatoms, in addition to the nitrogen atom to which R and R*2 are
bonded, wherein said heteroatoms are independently selected from
nitrogen, oxygen, sulfur, sulfoxide, sulfone, carboxamide or sulfoxamide;

or
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v) a 6-14 membered saturated or partially saturated bridged ring having 1-3
heteroatoms in addition to the nitrogen atom to which R'" and R are
bonded, wherein said 1-3 heteroatoms are independently selected from
nitrogen, oxygen, sulfur, sulfone, or sulfoxide, and wherein said 6-14
membered saturated or partially saturated bridged ring having 1-3
heteroatoms is optionally and independeh@ly substituted with 1-4 groups
selected from R% or R%2 at one or more substitutable carbon atoms and at

one or more substitutable nitrogen atoms with R or R,

The compound of Claim 5, wherein R” and R'2, taken together with the nitrogen
atom to which they are bonded form a 3-8 membered saturated or partially
saturated ring having no heteroatom other than the nitrogen atom to which R“ and
R'2 are bonded, Wherein said 3-8 membered ring is optionally and independently
substituted with 1-4 groups selected from RS or R%2 at one or more substitutable

carbon atoms.

The compound of Claim 6, wherein the 3-8 membered saturated or paﬁially
saturated fing is a 4-6 membered ring selected from azetidinyl, pyrrolidinyl, or
piperidinyl optionally and independently substituted with 1-2 groups selected from
hydroxy, halo, OC(O)R7, CH,OH, CHzCH'zOH,'NHz, NR7R?, NHC(O)NHR?,
NHSO2R?, C(O)ORY, or C(O)NHR? at one or m_bre substitutable carbon atoms.

A compound selected from:

methyl 1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)-1H-pyrrole-3-

. carboxylate;

ethyl 1 ~(2-(3,5—di;nethylphenylamino)pyrimidin—4-yl)—3~methyl—1H—pyrazole-4~

carboxylate;
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1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-3-methyl- 1H-pyrazole-4-carboxylic
acid,

(1-(2-(3,5-dimethylphenylamino}-5-fluoropyrimidin-4-yl}-3-methyl- 1 H-pyrazol-4-

ylYmethanol;

(1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl}-3-methyl-1H-pyrazol-4-

yl)methanol;
(1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl}- 1 H-pyrazol-4-ylYmethanot;

(1-(2+(3,5-dimethoxyphenylamino)-5-fluoro pyrimidin-4-yt)-1H-pyrazol-4-

yhymethanol;

{1-( 2-(3,.5'-di methoxyphenylamino);S—fluoropyrimidin—’4-yl)—3—methyl— 1H-pyrazol-4-

yhymethanol;
(1-(2+(3,5-dimethyl pheny(amino)pyrimidin-4—yl)—1H—pyrrot~3~y!)methahol;
(1-(2-(2,3-dihydro-7H-inden-5-ylamino )pyrimidin-4-yl)- 1 H-pyrrol-3-yl)methanol;

(1-(2-(3,5-dimethyl-4-(2-(pyrrolidin-1-yl)ethoxy)phenylamino)pyrimidin-4-yt)-4-
methyl-7 H—pyrroi—B—yl)metha nol;

(1-(2-(3,5-dimethyl-4-phenoxyphenylamino)pyrimidin-4-yl)-4-methyl- TH-pyrrol-3-

yhmethanol;
(1-{2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)- 1 H-pyrrol-3-yl)methanol;

(1-(2-(3,5-dimethyiphenylamino)-5-fluoropyrimidin-4-yl)-4-methyl-1H-pyrrol-3-

ylYmethanol,
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2-(4-(5-fluoro-4-(3-(hydroxymethyl)-d-methyl-1H-pyrrol-1-yl)pyrimidin-2-ylamino)-
2.6-dimethylphenoxy)ethanol,

(1-(2-(3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-yl)-4-methyl- 1 H-pyrrol-3-

yl)methanol;

(1-(2~(3,5-bis(trifluoromethyl)phenylamino)-5-fluoropyrimidin-4-yl)-4-methyl-7H-
pyrrol-3-yl)methanol;

(1 —(5—ﬂuoro»2—(naphthalene~2~ylamino)pyrimfd in-4-yt)-4-methyl-1H-pyrrol-3-

yl)methanol;

(1-(5-chloro-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)-4-methyl- 7 H-pyrrol-3-

yl)methanol;

(4-cyclopropyl-1-(5- methyi-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)-1H-
pyrrol-3-yhmethanol;

(4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yi)-7 H~pyrrol-3~

yl)methanol‘;

2-(4-(4-(3-(hydroxyl methyl)-4-methyl-7H-pyrrol-1-yl}-5-methyl pyrimidin-2-

ylamino)-2,6-dimethoxyphenoxy)ethanaol;

2-(4-(4-(4~(3-(hydroxylmethyl)-4-methyl-1H-pyrrol-1-yi)-5-methyl pyrimidin-2-
ylamino)-2-methylphenyl)piperazin-1-yl)ethanol;

(S)-1-(4-(4-(3-(hydroxylmethyl)-4-methyl- 7H-pyrrol-1-yl)-5-methyl pyrimidin-2-
“ylamino)-2-methylphenyl)pyrrolidin-3-ol;

(1-(5-fluoro-2-(4-(methylsulfonyl)phenylamino)pyrimidin-4-yl)-4-methyl-71H-pyrrol-3-

yl)methanol;
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(1-(2-(3,5-dimethylphenylamino)-5-(trifluoromethyl)pyrimidin-4-yi)-4-methyl-1H-
pyrrol-3-ylymethanol;

_(1-{2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-y1)-4-phenyl- 1 H-pyrrol-3-

ylymethanol;

( 1—(5-ﬂuoro~2~(3,4,5-'trimelhoxyphenylamino)pyrimidin-4—yl }-4-(furan-3-yl)-1H-
pyrrol-3-ylymethanol;

1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-N-(2-hydroxyethyl)-N, 3-dimethyl-

1H-pyrazole-4-carboxamide;

1-(2+3,5-dimethylphenylamino)pyrimidin-4-y!)-N, N-bis(2-hydroxyethyl)-3-methyl- .

1H-pyrazole-4-carboxamide;

(S)-(1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-3-methyl- 1 H-pyrazol-4-yl)(3-
hydroxypyrrolidin-1-yl)methanone;

(R)-(1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-3-methyi- 1TH-pyrazol-4-yl)(3-
hydroxypyrrolidin-1-yl)methanone;

: N—(2—aminoethyl)—1—(2~(3,5-dimethylphenylamino)pyrimidin-4~yl)—3~(triﬂuoromethyl)—

1H-pyrazole-4-carboxamide;

1-(2-(3,5-dimethoxyphenylamino}-5-fluoropyrimidin-4-yl)-N-(3,5-dimethyl phenyl)-

1H-pyrazole-4-carboxamide;

(1-(2-(3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-yl)- 1H-pyrazol-4-
yh(piperidin-i-yl)methanone; '

(S)-1-(2-(3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-yh)-N-{1-hydroxy propan-
2-y1)-3-methyl-1H-pyrazole-4-carboxamide;
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N-benzyl-1-(2-(3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-yi)- 1H-pyrazole-4-
carboxamide;

(R)-{(1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl}-3-methyl-1H-pyrazol-4-
yh)(3-hydroxypyrrolidin-1-yl)methanone;

2-((1-(2-(3,5-dimethyiphenylamino)-5-fluoropyrimidin-4-yl)-3-methyl-1H-pyrazol-4-

yh)methylamino)ethanol,

2~(4—((4-methyl—1 -(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)- 1H-
pyrrol-3-yl)methyl)piperazin-1-yl)ethanol;

(R)-1-((1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-4-methyl- 1H-pyrrol-3-
-yl)methyl)pyrrolidin—3—ol;

1-((4-cyclopropyl-1-(2-(3,5-dimethylphenylamino )pyrimidin-4-yt)-1H-pyrrol-3-
yl)methyl)azetidin-3-of;

4-(4-((benzylamino)methyl)-3-methyl-1H-pyrazol-1-yl }-N-(3,5-
dimethylphenyl)pyrimidin-2-amine;

4-(4-(3-({3-hydroxyazetidin-1 ~yl)methyl)-4¥methyl—1 H-pyrrol-1-yl)pyrimidin-2-

“ylamino)}-2,6-dimethylpheny!l methanesulfonate;

(R)-4-(4-(3-((3-hydroxypyrrolidin-1-ylmethyl)-4-methyl- 1 H-pyrrol-1-yl)pyrimidin-2- -

ylamino)-N,2-dimethylbenzenesulfonamide;

(R)-1-((1-(2-(3,5-dimethyl-4-(2-(pyrrolidin-1-yl)ethoxy)phenyl amino)pyrimidin-4-y)-
3-methyl-1H-pyrazol-4-yl)methyl)pyrrolidin-3-of;

(S)-1-((1-+(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-4-methyi- 1H-pyrrol-3-
yhmethyl)pyrrolidine-3-carboxylic acid;
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(R)-1-((1 -(2—(3,5—dimethyl—4—phenoxyphenylamino)pyrimidin—4~yl y-4-methyl-1H-
pyrrol-3-ylymethyl)pyrrolidin-3-ol;

(R)-1-(1-((1-(2-(3,5-dimethylphenylamino)pyrimidin-4-yl)-4-methyl- 1 H-pyrrol-3-
yhmethyl)pyrrolidin-3-ylhurea;

1-((4-methyl-1-(2-(2-methylbiphenyl-4-ylamino)pyrimidin-4-yl)- 1 H-pyrrol-3-
yhimethyl)azetidin-3-ol; ‘

1-((1-(2~(2,3-dihydro- 1H—ihden—S—ylamino)pyrimidin—4—yl)~44m ethyl-1H-pyrrol-3-
yhmethyl)azetidin-3-ol 1-((4-methyi-1-(2-(1-methyl-7H-indol-5-ylamino)pyrimidin-4-
yh)-1H-pyrrol-3-ylYmethyl)azetidin-3-of;

(R)-1-({(4-methyl-1-(2-(1-methyl-1H-indol-5-ylamino)pyrimidin-4-yl)- 1 H-pyrrol-3-
yhmethyl) pyrrolidin-3-ol; '

4-(3-((4,4-difluoropiperidin-1-yl)methyl)-4-methyl-1H-pyrrot-1-yl}-N~(3,5-
dimethylphenyt)pyrimidin-2-amine;

(R)-2-(4-(4-(4-((3-hydroxypyrrolidin-1-yl)methyl}-3-methyl-1H-pyrazol-1-
yhpyrimidin-2-yl amino)-2,6—dimelhy(phenoxy)~1 -morpholinoethanone;

2-(4-(4-(4-((3-hydroxyazetidin-1-yl)methyl)-3-methyl-1H-pyrazol-1-yl)pyrimidin-2-

ylamino)-2,6-dimethylphenoxy)-1-morpholinoethanone;

N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-(pyrrolidin-1-yimelhyl)- 7H-pyrazol-1-
yl)pyrimidin-2-amine; ' '

N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-(pyrrolidin-1-yimethyl)-1H-pyrazol-1-

yhpyrimidin-2-amine;
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(S)-2-((1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-3-methyl- 1 H-
pyrazol-4-yl)methyl amino)propan-1-of;

4-(4-((cyclopropylamino)methyl)-3-methyi- 71 H-pyrazol-1-yl}-N-(3,5-dimethylphenyl)-

5-fluoropyrimidin-2-amine;

4-(4-((cyclohexylamino)methyl)-3-methyl- 1H-pyrazol-1-yl)-N-( 3,5-dimethylphenyl)-

5-fluoropyrimidin-2-amine;

N-(3,5-dimethylphenyt)-5-fluoroc-4-(3-methyt-4-(piperidin-1-ylmethyl)- 7H-pyrazol-1-

yDpyrimidin-2-amine;

N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-(morpholinomethyl)-1H-pyrazoi-1-

yl)pyrimidin-2-amine;

N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-((phenylamino)methyl)- 1H-pyrazol-

1-yhpyrimidin-2-amine;

4-(4-((3,4-dihydroisoquinolin-2(1H)-yl)methyl)-3-methyl-1H-pyrazol-1-yl)-N-(3,5-
dimethyl phenyl)-5-fluoropyrimidin-2-amine;

4-{4~({benzyl{methyl)amino)methyl)}-3-methyl- 1H-pyrazol-1-y)-N-{3,5-
dimethylphenyl)-5-fluoro pyrimidin-2-amine;

N-((1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-y1)-3-methyi- 1H-pyrazol-
4-ymethyl)ethane-1,2-diamine;

N~(3,5-dimethylphenyl)-5-fluoro-4-(4-((4-fluorophenethylamino)methyl)-3-methyi-
1H-pyrazol-1-y)pyrimidin-2-amine;

N-(3,5-dimethyiphenyl)-5-fluoro-4-(3-methyl-4-((pyridin-4-yimethylamino)methyl)-
1H-pyrazol-1-yl)pyrimidin-2-amine;



(S)-1-((1-(2-(3,5-dimethylphenylamine)-5-fluoropyrimidin-4-yl)-3-methyl- 1 -
pyrazol-4-yl)methyl)pyrrolidin-3-ol;

(R)-1-((1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-3-methy!- 1 H-
pyrazol-4-yl)methyl)pyrrolidin-3-ol;

1-((1-(2-(3,5-dimethylphenylamino}-5-fluoropyrimidin-4-yl}-3-methyl- 1H-pyrazol-4-
yhmethyl)piperidin-4-of;

N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-(piperidin-1-ylmethyl)- 1 H-pyrrol-1-

, yl)pyrimidin—Z—aminé;

1-((3-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)- 1 H-
pyrazol-4-yl)methyhazetidin-3-ol; .

2-((1-(2~(3,5-dimethylphenylamino)-5-flucropyrimidin-4-yl)-3-methyl- 1 H-pyrazol-4-

yl)methyl amino)ethanol;

4-(4-((benzylamino)methyl)-3-methyl-1H-pyrazol-1-yl}-N-(3,5-dimethylphenyl)-5-

fluoropyrimidin-2-amine;

N-(3,5-dimethylphenyl)-5-fluoro-4-(3-methyl-4-((4-methylpiperazin-1-yl)methyl)-
1H-pyrazol-1-yl)pyrimidin-2-amine; ’ '

4-(4-((dimethylamino)melhyl)-3-methyl-1H-pyrazol-1 ~yl)~N—(3,5-dimethylphenyl)—5‘~

flucropyrimidin-2-amine;

N~(3,5-dimethy|phenyl)—5-ﬂuoro-4—(3—methyl—4—((piperidin-4—ylamino) methyl)-1H-

pyrazol-1-yl)pyrimidin-2-amine trinydrochloride;

N-(3,5-dimethylphenyt)-5-fluoro-4-(3-(3-sulfonyipyrrolidin-1-yimethyl)- 1 H-pyrrol-1-

yhpyrimidin-2-amine;
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4-(3-((dimethylamino)methyl)-4-methyl- 1H-pyrrol-1-yl)-N-(3,5-dimethylphenyl}-5-

fluoropyrimidin-2-amine;

N-(3,5-dimethylphenyt)-5-fluoro-4-(3-methyl-4-(morpholinomethyl)- 1 H-pyrrol-1-

yhpyrimidin-2-amine;

(R)-1-((1-(2-(3,5-dimethyiphenylamino)-5-fluoropyrimidin-4-yl}-4-methyl- 1 H-pyrrol-
3-yl)methyl} pyrrolidin-3-of;

1-((1-(2-(3,4-dimethylphenylamino)-5-fluoropyrimidin-4-yt)-4-methyl- 1H-pyrrol-3-
yl)methyl)azetidin-3-ol;

(R)-2~(4-(5-fluoro-4-(3-((3-hydroxypyrrolidin-1-yl)methyl)-4-methyl- 1 H-pyrrol-1-

yhpyrimidin-2-ylamino)-2,6-dimethylphenoxy)-1-morpholinoethanone;

3-(4-((4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl )Q TH-

pyrrol-3-yl)methyl)piperazin-1-yl)-3-oxopropanenitrile;

(R)-4-(3-((3-aminopyrrolidin-1-yl)methyl)-4-methyl- 1H-pyrrol-1-yl}-N-(3,5-

dimethylphenyl)-5-flucropyrimidin-2-amine;

1-((1-(5-fluoro-2-(naphthalen-2-ylamino)pyrimidin-4-yl)-4-methyl- 1H-pyrrol-3-
yhmethyl)azetidin-3-ol; '

1-((1-{2-{4-(benzyloxy)-3,5-dimethoxyphenylamino)-5-methylpyrimidin-4-y!)- 1 H-
pyrrol-3-yl)methyl)azetidin-3-ol;

(R)-4-(5-fluoro-4-(3-((3-hydroxypyrrolidin-1-yl)methyl)-4-methyl- 1H-pyrrol-1-

yhpyrimidin-2-ylamino)-2,6-dimethylphenyl methanesulfonate;

(R)-1-((1-(5-fluoro-2-(4-(2-hydroxyethoxy)-3,5-dimethyiphenylamino)pyrimidin-4-
yh-4-methyl-1H-pyrrol-3-y)methyl)pyrrolidin-3-ol;
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1-((4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl}- 1 H-
pyrrol-3-ylmethyl)azetidin-3-ol;

1-({4-methyl-1-(5-methyl-2-(3,4,5-Irimethoxyphenylamino)pyrimidin-4-y1)- 1 H-
pyrrol-3-yl)methyl)azetidin-3-yl acelate;

1-((4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)- 1 H-
pyrrol~3—yl)methyl)azetidin—B—yl pivalate;

1-({4-cyclopropyl-1-(5-methyi-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yi)- 1H-
pyrrol-3-yl)methyl)azetidin-3-ol;

1-({4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)- TH-
pyrrol-3-yl)methyljurea;

4-(3~((1,4-diazepan-1-yl)methyl)-4-methyl- 1 H-pyrrol-1-y1)-5-methyl-N-(3,4,5-
trimethoxyphenyt)pyrimidin-2-amine trihydrochloride;

v (S)-1-((1-(2-(3;5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-4-methyl- 1H-pyrrol-
3-yl)methvl) pyrrolidin-3-ol; ’

2, 2-dimethyl-1-(4-((4-methyl-1-(5-methyl-2-(3,4,5-
trimethoxyphenylamino)pyrimidin-4-yl)- 7H-pyrrol-3-yl)methyl)- 1,4-diazepan-1-

yhpropan-1-one;

(S)-1-({1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-4-methyl- 1 H-pyrrol-
3-yhmethyl)pyrrolidin-3-ol;

1-((1-(2-(3,5-dimethytphenylamino)-5-flucropyrimidin-4-yl)-4-methyl-1H-pyrrol-3-
yhmethyl)piperidin-4-ol; '



-114- o
(S)-2-((1-(2-(3,5-dimethylphenylamino)}-5-fluoropyrimidin-4-yl}-4-methyl- 1 H-pyrrol-
3-yhimethylamino)propan-1-of;

4-(3-((benzylamino)methyl)-4-methyl- 7H-pyrrol-1-yl}-N-(3,5-dimethoxyphenyl )-5-

fluoro pyrimidin-2-amine;

(R)-1-((1-(2-(3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-yl)-4-methyl-1H-
pyrrol-3-yhmethyl)pyrrolidin-3-ol;

4-(3~((dimethylamino)methyl)-4-(furan-3-yl}- 1H-pyrrol-1-yl )'-5—fluoro-N—(3,4,5—

trimethoxyphenyl)pyrimidin-2-amine;

1-((1-(2-(3,5-dimethoxyphenylamino)-5-fluoropyrimidin-4-yt)-4-methyl- 1H-pyrrol-3-
yhmethyl) piperidin-4-ol; ‘ :

N-(3,5-dimethoxyphenyl)-4-(3-((dimethylamino)methyl)-4-methyl-1H-pyrrol-1-yl})-5-

fluoropyrimidin-2-amine;

(R)-1-((1-(5-fluoro-2-(3-(triflucromethyl)phenylamino)pyrimidin-4-yl)-4-methyl- 1 H-
pyrrol-3-ylimethyl)pyrrolidin-3-ol; | '

1-((1-(5-fluoro-2-(3-(trifluoromethyl)phenylamino)pyrimidin-4-yl)-4-methyl- 1H-
pyrrol-3-yl) methyl)piperidin-4-ol; '

. 2-(4-((1-(5-chloro-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yl)}-4-methyl- 1H-
pyrrol-3-yfmethyl )piperazin—T—yl)ethahol;

1-((1 —(5—chloro-2-(3,4,5-trimethoxyphenylamino)pyrimidin-él-yl)—4—methyl~ 1H-pyrrol-
3-yh)methyl)azetidin-3-ol;

1-({1-(5-chioro-2-(4-(2-hydroxyethoxy)-3,5-dimethylphenylamino)pyrimidin-4-yl)-4-
methyl-7H-pyrrol-3-yl)methyl)azetidin-3-ol,



4-(3-((dimethylamino)methyl)-4-methyl- 1H-pyrrol-1-yl}-N-(3,5-dimethylphenyl)-5-

methylpyrimidin-2-amine;

4-(3-((dimethylamino)methyl)-4-methy!- 1H-pyrrol-1-yl)-N-(3,5-dimethylphenyl)-5-

rmethylpyrimidin-2-amine;

1-((1-(2-(3,5-dimethylphenylamino)-5-methylpyrimidin-4-yl)-4-methyi- TH-pyrroi-3-
yhmethyt)piperidin-4-ol;

2-(4-((1-(2-(4-(4-(2-hydroxyethyh)piperazin-1-yl)-3-methylphenylamino)-5-

methylpyrimidin-4-yl)-4-methyl- 1H-pyrrol-3-ylymethyl)piperazin-1-yl)ethanol;

4-((1-(2-(4-(2-hydroxyethoxy)-3,5-dimethylphenylamino)-5-methylpyrimidin-4-y})-4-
methyl-1H-pyrrol-3-yl)methyl}-N-methyl-1,4-diazepane-1-carboxamide;

4-((1-(2-(4-(2-hydroxyethoxy)-3,5-dimethylphenylamino)-5-m ethylpyrimidin—4—yl)—4-
methyl-1H-pyrrol-3-yl)methyl)-1,4-diazepane-1-carboxamide;

1-{(4-methyl-1-(5-methyl-2-(3,4, 5-frimethoxyphenylamino)pyrimidin-4-yl)—7 H-
‘pyrrol-3-yl)methyl)piperidin-4-ol;

(1-((4-methyl-1-(5-methyl-2-(3,4,5-trimethoxyphenylamino)pyrimidin-4-yi)- 1H-
pyrrol-3-ylymethyhpiperidin-4-yl)methanoi; A

1—((1—(2-(3,5~dimethyl~4~(2(pyrrolidin—1—yl)e(hoxy)phenylAamino)—S—methylpyrimidin§
4-yl}-d-methyl-1H-pyrrol-3-yl)methyl) azetidin-3-ol;

2-(4-(4-(3-((dimeth ylamino)methyl)-4~methyl~.7 H-pyrrol-1-yi)-5-methylpyrimidin-2-
ylamino)-2,6-dimethylphenoxy)ethanol;

(R)-1-((1-(5-fluoro-2-(4-(2-hydroxyethoxy)-3,5-dimethylphenylamino)pyrimidin-4-
yh-4-methyl-1H-pyrrol-3-ylymethyl)pyrrolidin-3-ol;
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4-(3-((dimethylamino)methyl)-4-methyl-1H-pyrrol-1-y1)-5-fluoro-N-(3-
(trifluoromethyl)phenyl) pyrimidin-2-amine;

2-(4~(5-fluoro-4-(3-((3-hydroxyazetidin-1-yl)methyl)-4-methyi- 1 H-pyrrol-1-
yl)pyrimidin-2-ylamino)-2,6-dimethylphenoxy)-1-(pyrrolidin-1-yl)ethanone;

(R)-1-((1-(2-(3,5-dimethylphenyl amino)-5-(trifluoromethyl) pyrimidin-4-yl)-4-
methyl-7H-pyrrol-3-ymethyl)pyrrolidin-3-ol;

1-{(1-(5-fluoro-2-(3,4,5-trimethoxyphenylamino)pyri midin»4~yl)~4—(furan-3-yl)—1H—
pyrrol-3-yi )methyl)aZetidin-(B—ol;

4-(3-((dimethylamino)methyl)-4-phenyl-1H-pyrrol-1-yl)-N-(3,5-dimethylphenyl)-5-

fluoropyrimidin-2-amine;

(R}-1-((1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yl)-4-phenyl- 1 H-pyrrol-
3-ylymethyl)pyrrolidin-3-ol; '

N-(3,5-bis(trifluoromethyl)phenyl)-4-(3-((dimethylamino)methyl)-4-methyl-1H-

pyrrol-1-y)-5-fluoropyrimidin-2-amine;

(R)-1-((1~(2-(3,5-bis(trifluoromethyl)phenylamino)-5-fluoropyrimidin-4-yl)-4-methyi-
1H-pyrrol-3-yl)ymethyl)pyrrolidin-3-ol, V

: 1—((1~(2~(3,5-bis(triﬂuofomethyl)phenylamino)—5—ﬂuoropyrimidin—4~yl)-4—methyl—1H-
pyrrol-3-ylymethyl)piperidin-4-ol;

4-(3-((dimethylamino)methyl)-1H-pyrrol-1 —yl);N—(3,5—dimelhylphenyl)~5~

fluoropyrimidin-2-amine;

(R)-1-((1-(2-(3,5-dimethylphenylamino)-5-fluoropyrimidin-4-yt)- 1H-pyrrol-3-
yl)methyl)pyrrolidin-3-ol;



9.

10.
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4-(3-(2,5-diazabicyclo[2.2. 1]heptan-2-yimethyl)-4-methyl- TH-pyrrol-1-y1)-5-bromo-
N-(3,4,5-trimethoxyphenyl)pyrimidin-2-amine trihydrochloride;

(R)-2-(4-(5-fluoro-4-(3-((3-hydroxypyrrolidin-1-ylymethyl)-4-methyl-1H-pyrrol-1-
yhpyrimidin-2-ylamino)-2,6-dimethylphenoxy)-1-morpholinoethanone;

2-(4-(4-(3-(2,5-diazabicyclo[2.2. 1]heptan-2-ylmethyi)-4-methyl-7H-pyrrol-1-yl)-5-
methylpyrimidin-2-ylamino)-2,6-dimethylphenoxy)ethanol trihydrochloride;

4-(3-((1,4-diazepan-1-yl)methyl)-4-methyl- 1 H-pyrrol-1-yi)-5-chioro-N-(2,3-
dihydrobenzo[b}{1,4]dioxin-6-yl)pyrimidin-2-amine;

1-((1-(5-chloro-2-(2,3-dihydrobenzo[b][1,4]dioxin-6-ylamino)pyrimidin-4-yi)-4-
methyl-1H-pyrrol-3-yi)methyi)azetidin-3-ol; or

{R)-1-((1-(2-(4,6-dimethylpyrimidin-2-ylamino)-5-fluoropyrimidin-4-yl)-4-methyl-1H-
pyrrol-3-yhmethy!)pyrrolidin-3-ol.

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

with a pharmaceutically acceptable carrier, diluent or excipient.

The compound of claim 1, wherein X is CH.



