WHAT IS CLAIMED IS:

1. A compound having formula (I):
E"
1
P\ oo
= NH;
Yl /I\KD)L
N N
H
2
3 @

4 oratautomer thereof or a pharmaceutically acceptable salt thereof, ,

5  wherein:

6 ¥ is selected from the group consisutving of:

o
R2
7 and HaN :
8 Z1sOorS;
9 D' is selected from the group copisting of:
10 ~ (a) phenyl substituted £ ith a group, R®, wherein the phenyl is further

11 optionally substituted with from 2 substituents, R”, independently selected from the

12 group consisting of C;-galkyl,-galkoxy, halo, Cj_galkylsulfonyl and heterocyclyl;

13 R’ is 0 from the group consisting of:
14 eteroaryl;

15 / ii) heterocyclyl;

16 (iii) Ci.salkyleneheterocyclyl;

17
18
19
20
21

(iv) phenyleneheteroaryl

(v) phenyleneheterocyclyl

(vi) —L-phenyl;

(vii) =L-heterocyclyl; and

(viii) acetoxy;

L is selected from the group consisting of ~CO-, -O-, -SO;-, -CONH- and —
CONHCH,-;
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each R’ is optionally further substituted with from 1 to 2 substituents
independently selected from the group consisting of C,.salkyl, hydroxyC,.salkyl-,
aminoCy.galkyl, Cy.salkylamino, C;.salkylcarbonyl, aminocarbonyl, cyano, hydroxy, oxo,
halo, haloC, galkyl, aminosulfonyl, Cs.gcycloalkyl and aryl;

(b) naphthyl substituted a subsfituent , R, selected from the group copfsisting
of halogen, C,.galkylcarbonyl, C;.salkylisulfonyl, aminosulfonyl, hetérocyclyicarb l and
aminocarbonyl; 7 |

{c) Cgugcycloalkji, optionally substituted with from 1 to 2 sy tituents, R7°,
independently selected from the group consisting of Cy.galkyl, C,.galkox; A halo,
Cy.salkylsuifonyl and heterocyclyl; /

(d) heteroaryl; optionally substituted with from 1 ) o2 substituents, R79,
independently selected from the group consisting of: C,.¢ no, ‘hydroxyl, oxo, hale,
C 13 alkoxy, hydroxyC,.salkyl-, aminoC;salkyl, C, .galkylc b onyl, hatoC, galkyl,
Cs.geycloalkyl, Ci.gaminocycloalkyl, aminoC;,galkyle arbonyl, aminocarbonyl,
C‘I .salkyleneaminoC,.salkylenecarbonyl, C; -8a}kox /1 salkylenecarbonyl,
hydroxyC,.salkylenecarbonyl, hydroxyC, salkoxy bonyl, C,.g alkoxycarbonylamino, aryl,i '
arylC,.g alkoxycarbonylamino, Cysalkylsulfo r aminoC, galkylenesulfonyl, aminosulfonyl,
C,.galkyleneaminoC, galkylenesulfonyl, Clkox yCi.galkylenesulfonyl,
hydroxyC;.salkylenesulfonyl, hydroxygalkoxysulfonyl, aminosulfonyl,»and
C.galkylheterocyclyl; and / J

(e) heterocyclyl; *n from 1 to 2 substituents, R, independently selected
from the group consisting of-galkyl, C,.salkoxy, halo, Cysalkylsulfonyl and heterocyclyl;

~each E! is indepe selected from the group consisting of C,.5 alkyl, Cy.g alkenyl,
Casalkynyl, C;.salkoxy 1.3alkylthio, aminocarbonyl‘, C,salkoxycarbonylC;.galkylene,
Ci.galkox ycarbonyl4 -gCl.galkoxy, Cigalkoxycarbonylamino, oxo, halo, cyano, haloCy.salkyl,

; inosulfonyl, heteroarylsulfinyl; amino, hydroxyl, C, garylalkylene, phenvl,
I 1, aminoCs.gcycloalkyl, heterocyclyl, heteroaryl and hcterocytly}C;-gaﬂiylcne;
a¢h R R and R'* is independently selected from the group consisting of: H,

hydroxyC,.salkyl, C, ghaloalkyl, amino, C;_galkylamino, Cig

€, salkylthioC,.s alkyl, Ci.salkylsulfonylC, s alkylene, aminocarbonyl, C; salkoxyC,.salkyl,

haloCi.salkyl, aryl and heterocyclyl; wherein the aryl 1s optionally substituted by hydroxyl,

C,.galkoxy, halo or haloC, galky!; or taken together with R® and the atoms to which they are
attached to form a Cs.g cycloalkyl or hetercycloalky! ring;
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R? is selected from the group consisting of H, amino, C;.salkylamino,
hydroxycarbonylamino C,_galkoxycarbonylamino ,arylC, galkox ycarbonylamino and
hydroxyl,

R? is selected from the group consisting of H, C,.salkyl, C, salkylamino, amin
aminoC,.galkyl, carboxy, C;salkylaminoC salkyl, C,salkoxyC, . galkyl, hydroxyC\
carboxy(l;,galkyl, Cs.geycloalkylC galkyl, aryloxyCsalkyl, arylC,.salkyl, |
hetefoarylcg.galkyl, and hydroxyC, salkoxy and hydroxyC) salkoxy; or may be ombined
withAR1C or Ii‘* and the atoms to which they are attached to form a Cs.¢ cycle lkyl or
heterocyelyl ring; | :

R* s H or alkyl or may be combined with R? and the atoms 4 they are attached
to form a Cs.g cycloalky! or hetcrdcyclyl nng;

the subscript nis 0, 1,2, 3 or 4; énd

attachment to the rest of the molecule.

2. The compound of claim 1 whgftei

-4, compound of any of the preceding claims wheréin Zis S,
compound of any of the preceding claims wherein Z is Q.

The compound of any of claims 1 to 3 wherein Z is S.

The compound of any of the preceding claims wherein D' is phenyl.
The compound of claim 7, wherein R® is heteroaryl.

The compound of claim 7, wherein R’ is heterocyclyl.

The compound of claim 7, wherein R is C,salkyleneheterocyclyl.
The compound of claim 7, wherein R is phenylencheteroaryl.

The compound of claim 7, wherein R is phenyleneheterocyclyl.
The compound of claim 7, wherein R’ is ~L-phen yl.

The compound of claim 7, wherein R 1s—-L-heterocyclyl.
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15. The compound of claim 13 or 14, wherein L is ~CO-.
16.  The compound of claim 13 or 14, wherein L is -O-.

17. The compound of claim 13 or 14, wherein L is -SO»-.
18.  The compound of claim 13 or 14, wherein L is -<CONH-. '
19.  The compound of claim 13 or 14, wherein L is ~CONHCHz,
20.  The compound of claim 7, wherein R® is acetoxy

21. The compound of any of claims 1 to 3 wherein D! is nghhthyl.

22. A compound f any of claims I to 3, wherein D'~ jfselected from the

group consisting of:

X is halogen.
23. The co - of any of claims 1 to 3 wherein D' is C3 scycloalkyl.
24, The pound of claim 1 to 3, wherein D' is selected from the group
consisting of cycloprop
25,

cyclobutyl, cyclopenty! and cyclohexyl.
/ The compound of any of claims 1to 3 wherein D' is hetercaryl.
The compound of any of claims 1 to 3 wherein D' is heterocyclyl.
The compound of any of the preceding claims wherein the heteroaryl
group, along or when part of a group coﬁtaining a heteroaryl moiety is selected from the

group cefisisting of:

(fN:-"i 5 o 5
(\ /~ - _N/\ﬁ =N ) Ny
\ —— T

N N
- N N = 5 5 N5
N-NH OOy e H NN NENH R NJ’
N N T (3 /o /o r~y<
TN T ST N TN T"(\“:” \><>
)O/J’N/jQN 10 b H 73/}30)§N




O o~ O

10
11
12
13

14

15

10
1l
12

a

and Nr’/\; each of which is optionally substituted with from 1 to 2 substituents ,
independently selected from the group consisting of: Cy.g alkyl, amino, hydroxyl, oxo; halg/
C.s alkoxy, hydroxyC,.galkyl-, aminoC,_galkyl, C,.galkylcarbonyl, haloC, galkyl, ‘
Cageycloalkyl, Cygaminocycloalkyl, aminoC, salkylenecarbonyl, aminocarbonyl,
C,.salkyleneaminoC, .galkylenecarbonyl, C, salkoxyC, .galkyleneéarbonyl, |
hydroxyC,_galkylenecarbonyl, hydroxyC.gsalkoxycarbonyl, C.g alkoxycarbo #amino, aryl,
arylC, galkoxycarbonylammo C; 8alkyisulfony} amnoc;“gaikyipnesulfo . aminosulfonyl,
C galkylencammocl 3alkylenesulfonyl Cy.salkoxyC, galkylenesulfony¥
hydroxyC, salkylenesulfonyl, hydroxyC salkoxysulfonyl, aminosu onyl, and
Cigalkylheterocyclyl. \ , |

28.  The compound o% any of the precedin c;aims wherein the heteroaryl
group, alone or when part of 2 group containing a heterogil moiety is selected from the

group consisting of:

HN—r/ ‘/;L‘ Hr:;jz/}ii
N - AN /0 e o N

e QN“‘\/E Ve NW//\}‘ L@“‘% E@"‘% L%
A N u R / N — , e S ]

% (_ /‘L (. /> b %fﬁ (—J'“/’H go/ S
”"‘ and ==/,

optionally - stituted with from 1 to 3 R’ substituents independently selected from the group

" consisti _ Ci.galkyl, Cgalkylcarbonyl, Cgaminocycloalkyl, aminoC,.salkylenecarbonyl,

ami farbon vl, Cl‘galkylen‘eaminocl-_8alkylenecarbonyl, Cy.galkoxyC,.salkylenecarbonyl,
h xyCl.galkylenecarbonyl, hydroxyC,.galkox ycarbonyl, aminocarbonyl, amino, Ci.g
koxycarbonylamino, aryl, arylC, g alkoxycarbonylamino, hydroxyl, C,.5 alkoxy,
C,.salkylsulfonyl, aminoC, galkylenesulfonyl, aminosulfonyl,

Ci.galkyleneaminoC, salkylenesulfonyl, C, galkoxyC,.salkylenesulfonyl,
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15
16
17

[T B« )

group consisting of

‘aminocarbonyl, hydroxy, oxo, halo, haloC, galky)

hydroxyCj.salkylenesulfonyl, hydroxyC,.salkoxysulfonyl, aminosulfonyl, oxo, halo, phenyl
and C,.qalkylheterocyclyl; and the wavy line indicates tbe point of attachment to the rest of

the molecule.

29. A compound of any of claims 1 to 3, wherein R” is selected from (#

N~
N
= </““."”' ~ /= S~ O~
S S < N N R ( N 4
2\ . n a ¥
L W A VR L VRl ¥
o L N
: s Y 4
<\,J e g” S5 NS i

each of which is optionally substituted with from 1 to bstituents independently selected
from the group consisting of Cy.galkyl, hydroxyC, sgt yl-, aminoCgalkyl, 'C;.galkylcm‘bonyl,
mi‘nosulfonyl and Cy geycloalkyl.

30. A compound of claim 2 { wherein R® is selected from the group

consisting of

0 N
T HN(j\ HN‘/j/ N N | N A
N’-N\’ N ¥ N b H 3 H b H k]
H
N

’ /\\”N ,N:N N S*N O~

Nl N AN N“NJ\ <\N/’K < N

<\]\<\T(\i<\f<\l (1

O O O O O O

/" optionally substituted with from 1 to 2 substituents independently selected from the group

consisting of Cysalkyl, hydroxyC,.galkyl-, aminoC, galkyl, C, galkylcarbonyl, aminocarbonyl,
hydroxy, oxo, halo, haloC, galkyl, aminosulfonyl and Cs.gcycloalkyl.
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1 31. A compound of claim 29 wherein R’ is selected from the group
2 consisting of

HaC cl

@ H o—m Fcﬁ h ﬁ HN/j\ HaC N/j
3 \N’N\ 3 3 \N’N\, \N’N\, \N’N\, N 3 N
-
. SRS URS
HN\/j ch‘N\/j/ N NS N

4 N N \/N\ H3C H3 , HB , HBC

/ﬁ TR j\] \N /%;-N 'N\ IN;-N
S N\\N’N\, N“NwN\ N\kN N NN’N\ - \\ N\\/!:l\ o N\/&\,

SN ~ O~ S s N~

N w N N ‘ ‘ 4 y N

HaC

. HSC%SLNK, Qil Hee= ] ]\ <\]/ ]/ 3 A {,i |
‘ U 8 Y

8 —
Vasl®]
L0 -0
9 N ¥ b N‘-— k4
10
1 The compound of any of claims 1 to 3, wherein: D’ is bicyclic

2 heteroaryl.

33.  The compound of claim 32, wherein D' is selected from the group

consighing of:
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12

13
14

S N’;N ‘ S/N ey ’
NW 7 é«@h“ &:zj/}% Q:}X% %ﬁ N%m
—/ — ~/ /. =y __

— O '}

hydroxyCi.salkylenecarbonyl, hydroxyCi.galkoxycarbonyl, aocarbonyl, amino, Ci.g

H
N
= N= N

alkoxycarbonylamino, arylC,.g alkoxycarbonylamino, hyd - Ci.galkoxy,

C.salkylsulfonyl, aminoC, galkylenesulfonyl, aminos
C.palkyleneaminoC, galkylenesulfonyl, C;.salkoxy#
hydroxyC, _galkyl‘cnesulfonyl, hydroxyC,.galko : ¥

|-salkylenesulfonyl,

ulfonyl, aminosuifonyl, oxo, halo, phenyl

and Cj.galkylheterocyclyl; and the wavy ling fdicates the point of attachment to the rest of

the molecule,
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(9,97

h B

o

N (. ’(;bkg-, (c:){;? , gb? and g@;and

line indicates the point of attachment to the rest of the molecule.

35.  The compound of claim 34, wherein D' is selectedy rom the group

consisting of:

0 A0 O S0

N

= | ,”N\
g\@é ‘i*@% Q-—} (_ (:G  and the wavy

line indicates the point of attachment to the rest off he molecule

36. A compound of clann 7. whercm D' is selected from the group

consisting of:




R S e

Joet

H4C '
HaC 0 o]

o .
' /N /N /N

HaC ‘ p HsC - " HiC r,.r*

"\ and \ ; and the wavy line indicates the poj '
attachment to the rest of the molecule.

37. A compound of claim 36, selected from the group consisting’s

HeG o
@] f‘\l NH O NN NH O
CHs j}\}]/kNHg N)E)LNHQ
: \H
Lo (e
H H\‘ H

NH, NH,_

3

38 The compound of any of claims 1 to,

39.  The compound of claj 38 wherein each E' is independently selected

o
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1. 40.  The compound of claim 38 wherein each E' is independently selected

2 from the group consisting of

N3

o =N
N, N { —
3 I and TN | _
1 41.  The compound of any of the preceding claims, wherein R i€ amino. -
1 : 42.  The compound of claim 2, wherein: the moiety:
\{/i\ ¢
2
5 R
3 is

e group consisting of:

R&a RBa RBa
RBb RY2 R8b HN REb R Rab

# N ¥ Re ¥ fr"

RS R% NH;
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8 each R* and R is independently H, hydroxyl, halo or, if on adjacent carbon atoms,
9 may be combined with the atoms to which they are attached to form a fused benzene ring;

10 and the wavy line indicates the point of attachment to the rest of the molecule.

1 44. - The compound of claim 2, wherein: the moiety:
R4 RS R‘ c
2
2 R
3 18
4
5 wherein each R* and R™ is independently H or
6  which they are attached to form a fused benzene ring
7  attachment to the rest of the molecule. "

1 45.  The compound of clagh

[

herein each X and Y is independently selected from the group consisting of:

CH,, NH, J€OCH; and S.

46.  The compound of claim 2 wherein the compound has the formula:
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SN

47.

wherein each X and Y-is indepent}y selected from the group consisting of:
CH,, NH, NCOCH3 and S. '

48.  The compound of #laim 2 wherein the compound has the formula:

The compound of claim 2 wherein the compound has the formula:

5 ; @%
Tl oLt

R NHZ and NH2
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h

[

.50 The compound of claim 2 wherein the compound has the formula

“selected from the group consisting of:

5
XSNH 0
)])LNHZ
s
NN
NH,

=

51.  The compound of claim 2 wherein the compopfid has the formula

selected from the group consisting of:

N/[%N

H

NH,

53.  The compound of claim 2 wherein the compound has the formula:
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1 _ 55.  The compound of claim 46, selected from the group consisting of:

(N O N
Vi _ N\N




Y O
NH NHy

== N
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11 NH, NH

12 N+,

56.

58. A compound of claim 54, having the formula:
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N
=N
O

5 NH,

1 59, The compound of claim 3, wherein the moiety:
R‘Ia R1 g

/m B

2 HQN

3 18

4

5

|38

./ The compound of claim 59 wherein the compound has the formula:

NP

XSnH 0

Ria )N\/ ! NH2
Oﬁ/LN \N

NH, T

62.  The compound of claim 59 wherein the compound has a formula

2 selected from the group consisting of:
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M08 =3 o th B W

10
11
12

S
NH,  \=N N, NFz
O
i 5
~
HO/U\K\ S a NH H
H 2
NH; NH; , , AN
HoN /\“/\5‘5‘ HZN\/\\/" 5‘3\
65. A compound having the structure selected from e group consisting of
formula Ila-c: :
7 =
NH O SN o
N7 T NH, NN TNH
Qi i
NT N NN
H R“’(— H
NH; , and; NHp
Iia IIc

or a tautomer thereof or ap aceutically acceptable salt thereof, wherein:

E* is selected from the o consisting of C,_g alkoxy,
C; galkyl C3.gcycloalkyicarbonyiami ; galkoxyC, -wlkyienecarbonylamin&,
C,.galkoxycarbonylamino and Ci-kyicarbonylamino;

R® is selected fj a”’ the group consisting of H, halo, C, salkyl and C,.galkoxy;
and |

R*is se]ed from the group consisting of H, C;_salkyl and C, galkoxy

Ci.galkylene.

A compound having formula (I1d):

RS
Y
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(1)
or a tautomer thereof or a pharmaceutically acceptable salt thereof,

wherein R® is H or Calkyl.

67. A compound having formula:

68.

wherein: D? is a bicyclic aryl groug.

69, The cor r- of claim 68, wherein: D? is naphthyl, optionally

substituted with from 1 to Ysubstituents, E, independently selected from the group

consisting of halo, C,.3a/ oxy and C;.galkylaminocarbonyl.

A compound of claim 68, wherein D?is

y

and the wavy line indicates the point of attachment to the rest of the molecule.

71. A compound of claim 68, wherein D? is
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and the wavy line indicates the point of attachment to the rest of the mojécule..

72, A compound of cl_aim 6%, wherein D? is selected from the group

o ﬁ ﬁ £y
N UV S 0 W @O  aY

and the wavy line indicates the point of attachm t 1o the rest of the molecule,

consisting of:

73. A compound of claim 68, hagvthe formula

g o
NN
H

Y
AH, '
74. A compoy (d having a structure found in the Examples.
75.  Acomp bund having a structure found in the Tables.

76. A ' pound having a structure found in the Figures.
77. omposition comprising a compound of any of the preceding claims
in combination wit pharmaceutical}y acceptable carrier or diluent.
' A method for inhibiting syk or JAK kinase or a signal transduction
pathway at least in part by syk kinase activity comprising the step of contacting a
cell with g4 ’mpound of any one of the preceding claims.
’ 79. A method for treating a condition or disorder mediated at least in part

by s¥k kinase activity in a subject comprising the step of administering to a subject in need of

Ach treatment a therapeutically effective amount of a composition of claim 77.
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“such as Non Hodgkin’s Lymphofna, anti phospholipid syndromg

- S T S o N

80. The method of claim 79, wherein the condition or disorder is selected

from the group consisting of cardiovascular disease, inflammatory disease and autoimmune

disease and cell proliferative disorder.

81. The method of claim 79, wherein said cardiovascular disease 1s /

82. The method of claim 79, wherein said inflammag

from the group consisting of allergy, asthma, rheumatoid arthritis, B/

sclerosis and end stage renal disease.

83. The method of claim 79, wherein £aid cardiovascular disease is

selected from the group consisting of thrombosis, inyhune thrombocytopenic purpura, and

heparin induced thrombdcytopenia'

84. The method of claim J‘ wherein said inflammatory disease is
rheumatoid arthritis or Non Hodgkin’s Lyfnphoma. |

85. The method of o 79, wherein said sickle cell disease is selected
from the group consisting of sickle, anemia, sickle-hemoglobin C disease, sickle beta-plus
thalassemia, and sickle beta~ze thalassemia.

86. The

selected from-the group ¢

g dthod of claim 79, wherein said immune-related disease is
Sisting of a T-cell mediated disease, an autoimmune disease, host
versus graft rejection, graft versus host rejection, & Type IV hypersensitivity reaction and
allograft rejection. / |
'87.  The method of claim 79, wherein said autoimmune disease is selected
from the grop 3 consisting of hemolytic anemia, immune thrombocytopenic purpura, multiple
sclerosis, ogren's syndrome. diabetes, rheumatoid arthritis, lupus and psoriasis.
| 88, The method of claim 79, wherein said wherein said cell proliferative

disgfder is leukemia, a lymphoma, myeloproliferative disorders, hematological malignancies,

aid chronic idiopathic myelofibrosis.

89. The method of claim 79, wherein said disorder is acute myeloid

leukemia, chronic lymphocytic leukemia, or non-Hodgkin’s lymphoma.
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1 90. A kit comprising a composition of claim 77, packaging and

2 instructions for use.




CLAIMS

1. A compound having formula (I):
(ED
-yt
D\NH O 7
R'™ N7y TNH
RS | 2
R4
\}/J\N/k NG
re M
@
or a tautomer thereof or a pharmaceutically acceptable salt thereof,

wherein:
D! is phenyl substituted with heteroaryl;

cach E! is independently selected from the group consisting of Ci.g alkyl, Cog
alkenyl, Cygalkynyl, C).salkoxy, Cigalkylthio, aminocarbonyl, Cj.galkoxycarbonylCi.galkylene,
CygalkoxycarbonylC,.3Cgalkoxy, Ci.salkoxycarbonylamino, oxo, halo, cyano, haloCj.galkyl,
haloC.salkoxy, aminosulfonyl, heteroarylsulfinyl; amino, hydroxyl, Cisarylalkylene, phenyl,
aminoCy.galkyl, aminoCj.gcycloalkyl, heterocyelyl, heteroaryl, Cjgacyl, Cjgalkylsulfonyl,

acylamino and heterocyclylC,.salkylene;

the moiety:

remoR
\yk;

2 N N
R® s either:
(a)
Y
a
NHy ¢ and

wherein X and Y is each independently selected from the group consisting of:
CHa, NH, NCOCH; and S,
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(b)  selected from the group consisting of:

Roa Rea Roe RBe
REb R5b R R8® HoN j/K/Reb o2 R0
R » HQN: i‘ :rf‘* R# \/Lﬁ" ¥
Nty R e Ni-s
. , and ; and

wherein each R and R® is independently H, hydroxyl, halo or if on adjacent
carbon atoms, may be combined with the atoms to which they are attached to form a fused

benzene ring; and

each R°® and R® is independently H, hydroxyl, -halo or, if on adjacent carbon
atoms, may be combined with the atoms to which they are attached to form a fused benzene ring; ’

and the wavy line indicates the point of attachment to the rest of the molecule; or

(c)
=3 RBa o
e
\f? R8b 5,?
NH,
N
or

Hz

wherein each R* and R® is independently H or may be combined with the atoms
to . which they are attached to form a fused benzene ring; and the wavy line indicates the point of

attachment to the rest of the molecule; and

the subscript nis 0, 1,2, 3 or 4.

2. The compound of claim 1, or a tautomer thereof or a pharmaceutically

acceptable salt thereof;

wherein the moiety:

3R1c

2 R
R™ s
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i

NH, - and

wherein X and Y is each independently selected from the group consisting of:
CH,, NH, NCOCH; and S.

3. The compound of claim 1 or a tautomer thereof or a pharmaceutically
acceptable salt thereof, wherein the moiety:

RAR? R'e
y

RZ

is selected from the group consisting of:

Raa R8s R8a R
Rgb Rub Rsa RBb HzN RBb Ro8 Reb
Ro *HN ¥ Res e Pl
NH, Rea Reb Nt
\ \ and ;

each R® and R® is independently H, hydroxyl, halo or if on adjacent carbon
atoms, may be combined with the atoms to which they are attached to form a fused benzene ring;

and

each R*" and R is independently H, hydroxyl, halo or, if on adjacent carbon
atoms, may be combined with the atoms to which they are attached to form a fused benzene ring;

and the wavy line indicates the point of attachment to the rest of the molecule.

4. The compound of claim 1 or a tautomer thereof or a pharmaceutically
acceptable salt thereof, wherein the moiety:
R R i
\{)\g

2 .
R 18!
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NH;

or ;

wherein each R* and R® is independently H or may be combined with the atoms
to which they are attached to form a fused benzene ring; and the wavy line indicates the point of

attachment 1o the rest of the.molecule.

5. The compound of claim 1 wherein the compound has the formula:
(E"

or a tautomer thereof or a pharmaceutically acceptable salt thereof, wherein each

X and Y is independently selected from the group consisting oft CH,, NH, NCOCH; and S.

6. The compound of claim 1 wherein the compound has the formula:

EN
1
D\NH 0]

or a tautomer thereof or a pharmaceutically acceptable salt thereof.

7. The compound of claim 1 wherein the compound has the formula:
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NHy A

or a tautomer thereof or a pharmaceutically acceptable salt thereof, wherein each

X and Y is independently selected from the group consisting of: CH,, NH, NCOCH; and S; and

R’ is selected from the group consisting of:

N~
N
r N
\\_— /\\\‘ </U N/\\'"'"’ NA‘L\]““ <\S~N <\O\N N/S..L..
\ N h— » ‘ > ! i T » J
N/NH} \/NHS H ¥ N/ H? N»‘NH’ N) bl N/ 3 N/' b
N NN s 0 7 a: N N-N
</-—<'-=—-<—‘—-<1N—'—— a2 e Ny N
73 3N 0 N\ T o4 N A ! ) ™~ 2
S s O » N > N > 0 5 H S 1y 0 = =N s =
N
(X
and N=7 ;

each of which is optionally substituted with from 1 to 2 substituents

independently selected from the group consisting of:

Ci.¢ -alkyl, amino, hydroxyl, oxo, halo, C;g alkoxy, hydroxyCi.salkyl-,
aminoCgalkyl, C.galkylcarbonyl, haloCpsalkyl, Csgeycloalkyl, Cjsaminocycloalkyl,
aminoC.galkylenecarbonyl, aminocarbonyl, Ci.galkyleneaminoC;.gatkylenecarbonyl,
Ci.palkoxyCi.galkylenecarbonyl, hydroxyCi.galkylenecarbonyl, hydroxyCi.salkoxycarbonyl, Ci.g
alkoxycarbonylamino, aryl, arylC g alkoxycarbonylamino, C\.galkylsulfonyl,
aminoC.galkylenesulfonyl, aminosulfonyl, C.salkyleneaminoC, galkylenesulfonyl,
C,.galkoxyC).galkylenesulfonyl,  hydroxyCisalkylenesulfonyl,  hydroxyCi.salkoxysulfonyl,
aminosulfonyl, and C;.galkylheterocyclyl

8. The compound of claim 1 wherein the compound has the formula:
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NF |
SN0
N N)E/U\NHQ
PN
NN

NH

or a tautomer thereof or a pharmaceutically acceptable salt thereof, wherein each

X and Y is independently selected from the group consisting of: CH,, NH, NCOCH; and S;

R’ is selected from the group consisting of;

optionally substituted with from 1 to 3 R substituents independently selected

from the group consisting of:

Ci.g alkyl, Cisalkylcarbonyl, Cisaminocycloalkyl, aminoCi.galkylenecarbonyl,
aminocarbonyl,  C,.salkyleneaminoC,.galkylenecarbonyl, Ci.galkoxyCi.salkylenecarbonyl,
hydroxyC, salkylenecarbonyl, hydroxyC,.salkoxycarbonyl, aminocarbonyl, amino, Cig
alkoxycarbonylamino, aryl, arylCps alkoxycarbonylamino, hydroxyl, Cis alkoxy,
Ci.galkylsulfonyl, aminoCi.galkylenesulfonyl, aminosulfonyl,

Cy.galkyleneaminoC, .galkyleﬁesulfonyi, Cy.salkoxyCi.galkylenesulfonyl,
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hydroxyC,.salkylenesulfonyl, hydroxyCi.salkoxysulfonyl, aminosulfonyl, oxo, halo, pheny! and
Ci.alkylheterocyclyl; and the wavy line indicates the point of attachment to the rest of the

molecule.

9. The compound of claim 1, wherein the compound has the formula:

RS

.

SSNH OO
NN
SN

NN

N

or a tautomer thereof or a pharmaceutically acceptable-salt thereof,

wherein R® is selected from the group consisting of:

N«
N
</ RO -
CL ™ T IR <\ N <\/’f }
NNF NN H NN LN

Ny Ney 8 o {\_L N -
7o ¢ l l //'\-l!— A /.L_ A - (\ NN
(ol CF oy s (oj N -N<, X

b b 2 s » * 3 H

each of which is optionally substituted with from 1 to 2 substituents
independently selected from the group consisting of:

Cigalkyl, amino, hydroxyl, oxo, halo, Cy.galkoxy, hydroxyCi.galkyl-,
aminoCi.galkyl, C,galkylcarbonyl, haloC;.salkyl, Csgcycloalkyl, C,.gaminocycloalkyl,
aminoCy.galkylenecarbonyl, aminocarbonyl, Cy.salkyleneaminoC . salkylenecarbonyl,
Cy.galkoxyC.galkylenecarbonyl, hydroxyCi_salkylenecarbonyl, hydroxyCi.galkoxycarbonyl, Ci.g
alkoxycarbonylamine, aryl, arylC;.g alkoxycarbonylamino, Cy.galkylsulfonyl,
aminoCi.galkylenesulfonyl, aminesulfonyl, C, salkyleneaminoC, galkylenesulfonyl,

Ci.galkoxyCi_galkylenesulfonyl, hydroxyC;. galkylenesulfonyl hydroxyCi.galkoxysulfonyl,

aminosulfonyl, and C,galkylheterocyclyl.
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10. The compound of claim 1, wherein the compound has the formula:
R5
X

or a tautomer thereof or a pharmaceutically acceptable salt thereof,

R is selected from the group consisting of:
/:»\\/HYZ HN\/“Xsz C\N// /”'“\/ﬂ H@\}L Hl\t\il?:/\/\%
Lo 2o @ o o O o
“@ o O O
N
%‘a (\:%3‘% (,:O/ B %‘a (O—O/ 3 V T3
-/, =/ == =/, =/ and =/,

optionally substituted with from 1 fo 3 R substituents independently selected

from the group consisting of:

Cig alkyl, C,galkylcarbonyl, C;saminocycloalkyl, aminoC,.salkylenecarbonyl,
aminocarbonyl, Cy.galkylencaminoCy.galkylenecarbonyl, Ci.galkoxyCi.salkylenecarbonyl,
hydroxyCi.galkylenecarbonyl, hydroxyCi.galkoxycarbonyl, aminocarbonyl, amino, Cig
alkoxycarbonylamino, aryl, arylCys alkoxycarbonylamino, hydroxyl, Cis alkoxy,
C1.galkylsulfonyl, aminoC.galkylenesulfonyl, aminosulfonyl,
Ci.galkyleneaminoCy galkylenesulfonyl, Ci.galkoxyC,.galkylenesulfonyl,

hydroxyC_galkylenesulfonyl, hydroxyCi_galkoxysulfonyl, aminosulfonyl, oxo, halo, phenyl and
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C.galkylheterocyclyl; and the wavy line indicates the point of attachment to the rest of the
y

molecule.
11. The compound of claim 9 or 10 wherein the compound has the formula:
Rs R5 R5
: N @ | : :NH 0
NH,
( l Aﬁ/k LY LK

, NHz and Nk "

or a tautomer thereof or a pharmaceutically acceptable salt thereof.

12. The compound of claim 7 or 8 wherein the compound has the formula:

or a tautomer thereof or a pharmaceutically acceptable salt thereof.

13, The compound of claim 11 wherein the compound has the formula

selected from the group consisting oft
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14, The compound of claim 1, selected from the group consisting oft 4-(4-
(1H-pyrazol-1-yl)phenylamino)-2-((1R,28)-2-aminocyclohexylamino)pyrimidine-5-
carboxamide; 4-(4-(1,2,3-thiadiazol-4-yl)phenylamino)-2-((1R,25)-2-
aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4~
(pyridin.-4—yl)phenylamino)pyrimidine—5-carboxamideQ—((}R,ZS)~2~aminocyciohexylamino)—4~
(4~(pyridin-3-yl)phenylamino)pyrimidine-5S-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-
4-(4-(pyridin~2-y1)pheny}amiho)pyrimidine-5—carboxamide; 2-({1R,25)-2-
aminocyclohexylamino)-4-(4-(pyrimidin-5-yl)phenylamino)pyrimidine-5-carboxamide; 2~
((1R,28)-2-aminocyclohexylamino}-4-(4-(thiazol-4-yl)phenylamino)pyrimidine-5-carboxamide;
4-(4-(1,2,3-thiadiazol-4-yl)phenylamino)-2-((1R,2S)-2-aminocyclohexylamino)pyrimidine-5-
carboxamide; 2-((1R,25)-2~-aminocyclohexylamino)-4-(4-(pyridin-3-yDphenylamino)pyrimidine-
S-carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-(pyrimidin-5-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-(pyridin-
4-yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-
(thiazol-5-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamine)-4-
(4~(thiazol-2-yl)phenylamino)pyrimidine-5-carboxamide; 4-(4-(1H-pyrazol-1-y)phenylamino)-
2-((1R,28)-2-aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-(pyridin-3-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)~
2-aminocyclohexylamino)-4-(4-(pyrimidin-5-y!phenylamino)pyrimidine-5-carboxamide; 2-
((1R,28)-2-aminocyclohexylamino)-4-(4-(pyridazin-4-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-(pyrazin-2-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(4-(pyridin-
4-yDphenylamino)pyrimidine-5-carboxamide; 4-(4-(1H-1,2,3-triazol-1-yl)phenylamino)-2-
((1R,28)-2-aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(4-(1-methyl-1H~imidazol-2-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-(2-oxopyridin-1(2H)-
yhphenylamino)pyrimidine-5-carboxamide; 4-(4-(1H-imidazol-1-yl)phenylamino)-2-((1R,2S)-2-
aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-

(3-(trifluoromethyl)-1H-pyrazol-1-yl)phenylamino)pyrimidine-5-carboxamide; 4-(3-(1H-
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pyrazoi-1-yliphenylamino)-2-((1 R,ZS)-2-aminocyclohexylamino)pyrimidine-S-carbokamide; 2-
((1R,28)-2-aminocyclohexylamino)-4-(3-fluoro-4-(1H-pyrazol-1 -yl )phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-fluoro-4-(thiazol-4-
yI)phenylamino)pyrimidine—S-carbokamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-fluoro-
4-(1H-imidazol-1-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-
aminocyclohexylamino)-4-(3-fluoro-4-(4-methyl-1H-pyrazol-1-ylyphenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(2-fluoro-4-(1H-pyrazol-1-
yl)phenylamino)pyrimidine-S-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-(thiazol-
4~y1)phenylamino)pyrimidine~5~carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(2-
fluoro-4-(thiazol-4-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-(thiazol-2-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)}-
2-aminocyclohexylamino)-4-(3-(thiazol-5-yl)phenylamino)pyrimidine-5-carboxamide; 2-
((1R,28)-2-aminocyclohexylamino)-4-(3-(pyridin-2-yl)phenylamino)pyrimidine-5-carboxamide;
2-((1R,28)-2-aminocyclohexylamino)-4-(3-(pyrazin-2-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2~aminocyclohexylamino)-4-(3-(pyridazin-4-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(3-{1-
methyl-1H-imidazol-2-yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-(6-methoxypyridin-3-yDphenylamino)pyrimidine-5-carboxamide;
2-((1R,28)-2-aminocyclohexylamino)-4-(4-(6-methoxypyridin-3-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,2S)-2~aminocyclohexylamino)-4-(4-(2-aminopyridin-4-
yDphenylamino)pyrimidine-5-carboxamide; 4-(4-(1H-1,2,4-triazol-1-yl)phenylamino)-2-
((1R,28)-2-aminocyclohexyl-amino)pyrimidine-S-carboxamide; 2-((1R,25)-2-
aminocyclohexylamino)-4-(4-(isoxazol-3-yhphenylamino)pyrimidine-5-carboxamide; 4~(4-(1H-
tetrazol-1-yl)phenylamino)-2-((1R,28)-2-aminocyclohexylamino)pyrimidine-5-carboxamide; 2-
((1R,28)-2-aminocyclohexylamino)-4-(4-(oxazol-5-yl)phenylamino) pyrimidine-5-carboxamide;
2-((1R,28)-2-aminocyclohexylamino)-4-(3-(oxazol-4-yl)phenylamino) pyrimidine-5-
carboxamide; 4-(3-(1H-1,2,4-triazol- 1 -y)phenylamino)-2-((I1R,2S)-2-aminocyclohexylamino)
pyrimidine 5-carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-(5-methyl-1,2,4-

oxadiazol-3-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-
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4-(3-(2-methylthiazol-4-yl)phenylamino) pyrimidine-5-carboxamide; 2-((1R,25)-2-
aminocyclohexylamino)-4-(4-(5-methyl-1,2,4-0xadiazol-3-yl)phenylamino) pyrimidine-5-
carboxamide; 4-(3-(1H-pyrazol-5-yl)phenylamino)}-2-((1R,28)-2~aminocyclohexyl amino)
pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-(thiophen-2-
yDphenylamino) pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-

" methoxy-4-(oxazol-5-yDphenylamino) pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(4-(3-methyl-1H-pyrazol-1-yl)phenylamino) pyrimidine-5-
carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(4-(3,5-dimethyl-1H-pyrazol-1-
yi)phenylamino)pyrimidi-ne-5~carboXamide; 2-((1R,28)-2-aminocyclohexylamino)-4~(3-
methoxy-5-(1 H-tetrazol-1 -yDphenylamino)pyrimidine-5-carboxamide; 4-(3-(1H-tetrazol-1-
yDphenylamino)-2-((1R,2S)-2-aminocyclohexyl amino)pyrimidine-5-carboxamide; 2-((1R,2S)-
2-aminocyclohexylamino)-4-(3-(5-methyl-1 H-tetrazol-1-y)phenylamino) pyrimidine-5-
carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-(1-methyl-1H-tetrazol-5-y1)
phenylamino) pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-(5-methyl-
1,2,4-oxadiazol-3-yl)phenylamino) pyrimidine-5-carboxamide; 4-(3-(1H-pyrrol-1-
yl)phenylamino)-2-((1R,28)-2-aminocyclohexylamino) pyrimidine-5-carboxamide; 4-(4-(1H-
pyrrol-1-yl)phenylamino)-2-((1R,28)-2-aminocyclohexylamino) pyrimidine-5-carboxamide; 2-
((1R,28)-2-aminocyclohexyl amino)-4—(3~(5~methy1fﬁran—2—yi)pheny}amino) pyrimidine-5-
carboxamide; 4-(4-(1,3,4-oxadiazol-2-yhphenylamino)-2-((1R,28)-2-aminocyclohexyl
amino)pyrimidine-5-carboxamide; 4-(3-(2H-tetrazol-5-yl)phenylamino)-2-((1R,2S)-2-
aminocyclohexyl amino) pyrimidine-3-carboxamide; 4-(4-(2H-tetrazol-5-y)phenylamine)-2-
((1R,28)-2-aminocyclohexyl amino)pyrimidine-5-carboxamide; 2-((1R,25)-2-
aminocyclohexylamino)-4-(3-fluoro-4-(3-(trifluoromethyl)-1H-pyrazol-1-
yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(3,4-bis(3-
(trifluoromethyl)-1H-pyrazol-1 -yl)phenylamino)pyrimidine—S~carbo$;amide; 2-((1R,28)-2~
aminocyclohexylamino)-4-(3-morpholino-4-(1H-pyrazol-1-yl)phenylamino)pyrimidine-5-
carboxamide; 4-(3-(1H-imidazol-1-yl)phenylamino)-2-((1R,2S}-2-
aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino y-4-{4-

{5-methyl-1,3 4-thiadiazol-2-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2~
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aminocyclohexylamino)-4-(4-(2-methyl-1 H-imidazol- 1 -yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-(2-methyl- 1H-imidazol-1-
yhphenylamino)pyrimidine-5-carboxamide; 4-(3-(1H-1,2,3-triazol-1-yl)phenylamino)-2-
((1R,28)-2~aminocyclohexylamino)pyrimidine-5-carboxamide; 4-(3-(2H-1,2,3-triazol-2-
yDphenylamino)-2-((1R,28)-2~aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-
aminocyclohexylamino)-4-(4-(4-(hydroxymethyl)-1H-1,2,3-triazol-1-
ylphenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-aminocyclohexylamino )-4-(4-(4-
(aminomethyl)-1H-1,2,3-triazol-1-yl)phenylamino)pyrimidine-5 -carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(4-(4-carbamoyl-1H-1,2,3-triazol-1-yphenylamino)pyrimidine-5-
carboxamide; 2-((1 R,ZS)-2-aminocyclohexylamino)—4»(4—ﬂuoré— 3-(2H-1,2,3-{riazol-2-
y)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino}-4-(4-cyano-3-
(2H-1,2,3-triazol-2-y)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-cyano-5-(2H-1,2,3-triazol-2-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-cyano-5-(1H-1,2,3-triazol-1-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(3-(6-
methoxypyridin-2-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-(4-methoxypyrimidin-2-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2~aminocyclohexylamino)-4-(3-(5-fluoropyrimidin-2-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(3-(4-
methyl-1H-1,2,3-triazol-1-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2~
aminocyclohexylamino)-4-(3-(4-methyl-2H-1,2,3-triazol-2-yl)phenylamino)pyrimidine-5-
carboxamide; 4-(3-(2H-tetrazol-2-yl)phenylamino)-2-((1R,2S)-2-
aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)~4-(3-
methyl-5-(2H-tetrazol-2-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(4-(4-methyl-4H-1,2,4-triazol-3-yl)phenylamino)pyrimidine-5-
carboxamide; 4-(3-(1H-benzo[d]imidazol-1-yphenylamino)-2~((1R,28)-2-
aminocyclohexylamino)pyrimidine-5-carboxamide; 4-(3-(1H-indazol-1-yl)phenylamino)-2-
((1R,28)-2-aminocyclohexylamino)pyrimidine-5-carboxamide (242.A) and 4-(3-(2H-indazol-2-
yl)phenylamino}i%—((lR,2S)~2—aminocyclohexy1amino)pyrimidine-S-carboxamide (242.B); 4-(3-
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(1H-benzo[d][1,2,3]triazol-1-yl)phenylamino)-2-((1R,2S)-2-aminocyclohexylamino)pyrimidine-
S-carboxamide (243.A) and 4-(3-(2H-benzo[d][1,2,3]triazol-2-y1)phenylamino)-2-((1R,28)-2-
aminocyclohexylamino)pyrimidine-5-carboxamide (243.B); 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-(imidazo[1,2-a]pyridin-2-yl)phenylamino)pyrimidine-5-
carboxamide; 4-(3-(2H-benzo[b][1,4Joxazin-4(3H)-y)phenylamino)-2-((1R,28)-2-
aminocyclohexylamino)pyrimidine-5-carboxamide; 2~((1R,28)-2-aminocyclohexylamino)-4-(3-
(quinolin-6-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-
4-(3-(quinolin-3-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4~(4-(1-methyl-1H-pyrazol-3-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(4-(1-methyl-1 H-pyrazol-4-
yDphenylamino)pyrimidine-5-carboxamide; 4-(4-(2H-1,2,3-triazol-2-yphenylamino)-2-
((1R,25)-2-aminocyclohexylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-fluoro-5-(2H-1,2,3-triazol-2-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(4-methoxy-3-(2H-1,2,3-triazol-2-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-
methoxy-5-(2H-1,2,3-triazol-2-yl)phenylamino)pyrimidine-S-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(4-methyl-3-(2H-1,2,3-triazol-2-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4~(3-methyl-5-(2H-1,2,3-triazol-2-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino )-4-(3-
(pyrimidin-2-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-
4-(4~(pyrimidin-2-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-(1-methyl-1H-pyrazol-3-yDphenylamino)pyrimidine-5-
carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-(1-methyl-1H-pyrazol-4-
yhphenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-
(imidazo[1,2-a]pyridin-6-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(4-(imidazo(1,2-a]pyridin-6-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,23)-2-aminocyclohexylamino}-4-(4-(6-(dimethylamino)pyridine-3-
ylphenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-aminocyclohexylamino)-4-(3-

 (isoxazol-3-yl)phenylamino)pyrimidine-5-carboxamide; 4-(4-(4H-1,2,4-triazol-4-
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yiphenylamino)-2-({ IR,2S)-2-aminocyclohexylamino)pyrimidine~5—oarboxamide; 4n(3-(4H-
1,2,4-triazol-4-ylphenylamino)-2-((1R,28)-2-aminocyclohexylamino)pyrimidine-5-carboxamide;
2-((1R,28)-2~-aminocyclohexylamino)~-4-(4-(isoxazol-3-yl)phenylamino)pyrimidine-~5-
carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(3-(5-methylisoxazol-3-
yDphenylamino)pyrimidine-5-carboxamide; 2-({1R,28)-2-aminocyclohexylaming}-4-(3-(2,3-
dihydrobenzofuran-5-yl)phenylamino)pyrimidine-S-carboxamide; 2-((1R,2S)-2-
aminocyclohexylamino)-4-(3-(benzo[d][1,3]dioxol-4-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3~(2,3-dihydrobenzo{b][1,4]dioxin-6-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-(2,3-
dihydrobenzo[b][1,4)dioxin-6-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,2S)-2-
aminocyclohexylamino}-4-(3-(4-methyl-3,4-dihydro-2H-benzo[b][1,4] oxaz_in—%
ylphenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(3-
(benzo[d][1,3]dioxol-5-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,2S5)-2-
aminooyolollexylamin())—4-(3~(quinolin-4~yl)phcnylamino)pyrimidin;z-S—carboxamidc; 2=
((1R,28)-2-aminocyclohexylamino)-4-(3-(quinolin-8-yhphenylamino)pyrimidine-5-
carboxamide; 2-((1R,2S)-2-aminocyclohexylamino »4-(3-(quinolin-5-
ylphenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-(2H-
1,2,3-triazol-2-y1)-5~(trifluoromethyl)phenylamino)pyrimidine-5 -carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)%—(3 ~methyl-4-(2H-1,2,3-triazol-2-y)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-methyl-4-(1H-pyrazol-1-
yDphenylamino)pyrimidine-5-carboxamide; 2-((1R,25)-2-aminocyclohexylamino)-4-(3-(2H-
1,2,3-triazol-2-y1}-4~(trifluoromethyl)phenylamino))pyrimidine-5-carboxamide; 2-((1R,28)-2-
aminocyclohexylamino)-4-(3-(1H-1,2,3-triazol-1-y1)-4-trifluoromethyl)phenylamino)pyrimidine-
5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(3-fluoro-4-(2H-1,2,3-triazol-2-
yDphenylamino)pyrimidine-5-carboxamide; 4-(3-(2H-1,2,3-triazol-2-yl)phenylamino)-2-
((3R,4R)-3-aminotetrahydro-2H-pyran-4-ylamino)pyrimidine-5-carboxamide; 4-(3-(2H-1,2,3-
triazol-2-yl)phenylamino)-2-((38,48)-4-aminotetrahydro-2H-pyran-3-ylamino)pyrimidine-5-
carboxamide; 4-(3-(1H-pyrazol-1-yDphenylamino}-2-((3R,4R)-3-aminotetrahydro-2H-pyran-4-
ylamino)pyrimidine-5-carboxamide; 2-((3R,4R)-3-aminotetrahydro-2H-pyran-4-ylamino)-4-(3-
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(pyrimidin-2-yl)phenylamino)pyrimidine-5-carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-
4-(4-bromo-3~(2H-1,2,3-triazol-2-y)phenylamino)pyrimidine-5-carboxamide; 2;(( IR,28)-2-
aminocyclohexylamino)-4-(3-bromo-5-(2H-1,2,3-triazol-2-yl)phenylamino)pyrimidine-5-
carboxamide; 2-((1R,28)-2-aminocyclohexylamino)-4-(4-chloro-3-(2H-1,2,3-triazol-2~
yDphenylamino)pyrimidine-5-carboxamide and 2-({1R,28)-2-aminocyclohexylamino)-4-(3-
chloro-5-(2H-1,2,3-triazol-2-y)phenylamino )pyrimidine-5-carboxamide, and a pharmaceutically

acceptable salt thereof,

15. A compound according to claim 1 having the formula:

<:‘“/N

hats
NH NH,

=N
NH

NH,

or a pharmaceutically acceptable salt thereof.

16. A compound according to claim 1 having the formula:

N
N
0,
NH NHy
N/ \
==
NH

NH,

or a pharmaceutically acceptable salt thereof.

17. A composition comprising a compound of any one of claims 1 to 16 ora
pharmaceutically acceptable salt thereof in combination with a pharmaceutically acceptable

carrier or diluent,
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18.  An in vitro method for inhibiting syk or JAK kinase or a signal

transduction  pathway mediated at least in part by syk kinase activity
19, A composition according to claim 17 for treating a condition or disorder

mediated at least in part by syk kinase activity in a subject,

20. A composition according to claim 19, wherein the condition or disorder is
selected from the group comsisting of cardiovascular disease, inflammatory disease and

autoimmune disease and cell proliferative disorder.

21. A composition according to claim 20, wherein said cardiovascular disease
is selected from the group consisting of restenosis, thrombosis, immune thrombocytopenic
purpura, heparin induced thrombocytopenia, dilated cardiomyopathy, sickle cell disease,
atherosclerosis, myocardial infarction, vascular inflammation, unstable angina and acute

coronary syndromes.

22. A composition according to claim 20, wherein said inflammatory disease
is selected from the group consisting of allergy, asthma, rheumatoid arthritis, B Cell mediated
diseases such as Non Hodgkin’s Lymphoma, anti phospholipid syndrome, lupus, psoriasis,

multiple sclerosis and end stage renal disease.
23. A composition according to claim 20, wherein said cardiovascular disease
is selected from the group comsisting of thrombosis, immune thrombocytopenic purpura, and

heparin induced thrombocytopenia.

24, A composition according to claim 20, wherein said inflammatory disease

is rheumatoid arthritis or Non Hodgkin’s Lymphoma.
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25, A composition according to claim 20, wherein said sickle cell disease is
selected from the group consisting of sickle cell anemia, sickle-hemoglobin C disease, sickle

beta-plus thalassemia, and sickle beta-zero thalassemia.

26. A composition according fo claim 20, wherein sald immune-related
disease is selected from the group consisting of a T-cell mediated disease, an autoimmune
disease, host versus graft rejection, graft versus host rejection, a Type IV hypersensitivity

reaction and allograft rejection.

27, A composition according to claim 20, wherein said autoimmune disease is
selected from the group consisting of hemolytic anemia, immune thrombocytopenic purpura,

multiple sclerosis, Sjogren's syndrome. diabetes, theumatoid arthritis, lupus and psoriasis.
28. A composition according to claim 20, wherein said wherein said cell
proliferative disorder is leukemia, a lymphoma, myeloproliferative disorders, hematological

malignancies, and chroni¢ idiopathic myelofibrosis.

29, A composition according to claim 20, wherein said disorder is acute

myeloid leukemia, chronic lymphocytic leukemia, or non-Hodgkin’s lymphoma.

30, A composition according to claim 20, wherein said condition or disorder is

asthma.

31, A composition according to claim 20, wherein said condition or disorder ig

non-Hodgkin’s Lymphoma.

32, A composition according to claim 20, wherein said condition or disorder is

arthritis.

447



33. A composition according to claim 20, wherein said condition or disorder is

lupus.

34. A composition according to claim 20 for use in combination with another

agent useful for treating said condition or disorder.

35, A kit comprising a composition of claim 17, packaging and instructions

for use.
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