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Claims

The use of a compound of formula Ia:

o (Z6)
Al /”\ /X2\ 1/)(3\/\/@1

N N E | Ia
F'?3 GIQS K(222J

wherein Q1 ad Q2 are each individually and independently selected from the group consisting

of N and C-Z6, Xovided that both Q1 and Q2 are not simultaneously C-Z6;

wherein El is selectdd from the group consisting of cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, pyrrolidinyl Nperidinyl, phenyl, thienyl, oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
pyrrolyl, pyrazolyl, oxadidolyl, thiadiazolyl, furyl, imidazolyl, pyridyl, pyrimidinyl and
naphthyl, and wherein the E1 is substituted with one or more R16 moieties and wherein the

E1 ring is substituted with one or tépre R18 moieties;

wherein A is selected from the group Nonsisting of phenyl, C3-C8carbocyclyl, pyrrolyl, furyl,
thienyl, oxazolyl, thiazolyl, isoxazolyl\ isothiazolyl, imidazolyl, pyrazolyl, oxadiazolyl,
thiadiazolyl, triazolyl, tetrazolyl, pyrazinyl, idazinyl, triazinyl, pyridinyl, pyrimidinyl, and
G4;

G1 is a heteroaryl taken from the group consisting of pyrrolyl, furyl, thienyl, oxazolyl, thiazolyl,
isoxazolyl, isothiazolyl, imidazolyl, pyrazolyl, oxadiazdyl, thiadiazolyl, triazolyl, tetrazolyl,

pyrazinyl, pyridazinyl, triazinyl, pyridinyl, and pyrimidinyl;

G2 is a fused bicyclic heteroaryl taken from the group consisting ofNndolyl, indolinyl, isoindolyl,
isoindolinyl, indazolyl, benzofuranyl, benzothienyl, benzothidolyl, benzothiazolonyl,
benzoxazolyl, benzoxazolonyl, benzisoxazolyl, benzisothiazo¥yl, benzimidazolyl,
benzimidazolonyl, benztriazolyl, imidazopyridinyl, pyrazolopyridinyl, i?Ndazolonopyridinyl,
thiazolopyridinyl, thiazolonopyridinyl, oxazolopyridinyl, ox¥\zolonopyridinyl,
isoxazolopyridinyl, isothiazolopyridinyl, triazolopyridinyl, imida¥ppyrimidinyl,
pyrazolopyrimidinyl, imidazolonopyrimidinyl, thiazolopyridiminyl, thiazolonopyrimidinyl,

oxazolopyridiminyl, oxazolonopyrimidinyl, isoxazolopyrimidinyl, isothiazolop
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triazolopyrimidinyl, dihydropurinonyl, pyrrolopyrimidinyl, purinyl, pyrazolopyrimidinyl,
hthalimidyl, phthalimidinyl, pyrazinylpyridinyl, pyridinopyrimidinyl, pyrimidinopyrimidinyl,
anolinyl, quinoxalinyl, quinazolinyl, quinolinyl, isoquinolinyl, phthalazinyl, benzodioxyl,

\sothiazoline-1,1,3-trionyl, dihydroquinolinyl, tetrahydroquinolinyl, dihydroisoquinolyl,

pyrimidinylpyritNdinyl, oxazolylpyrimidinyl, thiazolylpyrimidinyl, imidazolylpyrimidinyl,
isoxazolylpyrimidingl, isothiazolylpyrimidinyl, pyrazolylpyrimidinyl, triazolylpyrimidinyl,
oxadiazoylpyrimidinyl) thiadiazoylpyrimidinyl, morpholinylpyrimidinyl,

dioxothiomorpholinylpyrigidinyl, and thiomorpholinylpyrimidinyl;

G4 is a heterocyclyl taken from\the group consisting of oxetanyl, azetadinyl, tetrahydrofuranyl,
pyrrolidinyl, oxazolinyl, oxazolidyl, imidazolonyl, pyranyl, thiopyranyl, tetrahydropyranyl,
dioxalinyl, piperidinyl, morpholinyl, tNomorpholinyl, thiomorpholinyl S-oxide, thiomorpholinyl

S-dioxide, piperazinyl, azepinyl, oxepinyN\diazepinyl, tropanyl, and homotropanyl;

The A ring is substituted at any substitutabld position with one Al moiety, wherein Al is

selected from the group consisting of A2, A3 and

A2 is selected from the group consisting of:
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A3 is selected from the group consisting of:
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A4 is selected from the group consisting 0§



(Z3), (Z23), (Z3),
N0 & |
' > 7 N
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and wherein the symbol (**) is the point of attachment¥p the A ring of formula Ia;
and wherein ---- indicates either a saturated or unsaturated boxd;

the A ring is optionally substituted with one or more R2 moieties;

X2 is selected from the group consisting of C1-C6 alkyl, C2-C6 brandged alkyl, and a direct

bond wherein E1 is directly linked to the NR3 group of formula Ia;

X3 is selected from the group consisting of -C(O)-, -O-, -O-(CHy)y-, -S-(CHy)y-,

R3-(CHy)y-,

-O(CH,),0-, :O(CH);NR3)-,  -NR3)(CH)NR3)-,  -(CH).NRHXQ)-, -
(CH,)oN(R4)C(O)(CH)a-, -(CH,),C(O)N(R4)-, -(CH,),-, -C2-C5alkenyl, -C2-C5alkyn¥, and -
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C3-Cécycloalkyl and wherein the carbon atoms of -(CHy)y-, -(CHs)q-, -(CHy)p-, C2-C5alkenyl,
nd C2-C5alkynyl moieties of X3 may be further substituted by one or more C1-Cé6alkyl;

Cl-Coalkyl, C3X8carbocyclyl, hydroxyl, hydroxyCl-Cé6alkyl-, cyano, (R3),N-, (R4),N-,
(R4),NC1-Coéalkyl-, (R4);NC2-C6alkyIN(R4)(CH,),-, (R4),NC2-C6alkylO(CH,),-,
(R3),NC(0)-, (R4),NNO)-, (R4),NC(0O)C1-Cé6alkyl-, carboxyl, carboxyC1-Cé6alkyl, ClI-
Cé6alkoxycarbonyl-, C1-CRalkoxycarbonylC1-Cé6alkyl-, (R3),NSO,-, (R4),NSO,-, -SO,R5,
SO,R8, -(CH2).N(R4)C(O)RY, -C(O)R8, =0, =NOH, =N(OR6), -(CH),G1, -(CH;),G4,
(CH2)sO(CH2)nG1, -(CH2)nO(CNp)nG4, -(CH2)uN(R3)(CHy)naryl, -(CHz)uN(R3)(CH2):G1,
(CH,),N(R3)(CH,),G4, -(CH2)NHC(O)NHS(O),RS, -(CH,),NHS(O),NHC(O)RS,
C(O)NHS(O).R8, -(CH)NHC(O)(CHNaRS, -(CH3).NHS(O),RS, -(CH),C(O)NH(CH,)4RS5,
(CH2),C(O)RS, -(CH,),OC(O)RS, and -(CY2)sRS;

in the event that Z2 contains an alkyl or aylene moiety, such moieties may be further

substituted with one or more C1-C6alkyls;
each Z3 is independently and individually selected from¥he group consisting of H, C1-C6alkyl,
branched C3-C7alkyl, C3-C8carbocyclyl, halogen, fluoroC\-C6alkyl wherein the alkyl moiety
can be partially or fully fluorinated, cyano, hydroxyl, methoxy,\Qxo, (R3),NC(O)-, (R4),NC(O)-,
-N(R4)C(O)RS8, (R3),NSO;-, (R4);NSO,-, -N(R4)SO,R5, -NR4)SO,R8, -(CH,)N(R3),, -
(CH2)uN(R4);, -O(CHy){N(R4);, -O(CHz)qO-Cl-Céalkyl, -N(RR)(CH,)O-C1-Céalkyl, -

N(R3)(CH,)qN(R4),, -O(CH,)R5, -N(R3)(CH,){RS5, -C(O)RS5, -C(O)RS

R5, and nitro;

in the event that Z3 contains an alkyl or alkylene moiety, such moietie\ may be further

substituted with one or more C1-C6alkyls;
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each Z4 is independently and individually selected from the group consisting of H, C1-C6alkyl,
ydroxyC2-Cé6alkyl, C1-CéalkoxyC2-Cé6alkyl, (R4),N-C2-Cé6alkyl, (R4),N-C2-C6alkyIN(R4)-
Cé6alkyl, (R4),N-C2-C6alkyl-O-C2-Céalkyl, (R4);NC(0)-C1-Céalkyl, carboxyC1-Céalkyl-,
C1-CRalkoxycarbonylC1-Cé6alkyl-, -C2-C6alkyIN(R4)C(O)R8, R8-C(=NR3)-, -SO,RS8, -
C(O)RS -(CH»),G1, -(CH2)nG4, -(CH2)4O(CH,),G1, -(CH2)qO(CH2),G4, -
(CH)N(R\(CH,),Gl, -(CH;)(N(R3)(CH,),G4, -(CH2)(NHC(O)(CH)nRS, -

in the event that Z4 Wontains an alkyl or alkylene moiety, such moieties may be further

substituted with one or mo¥ C1-Cé6alkyls;

each Z6 is independently and indvidually selected from the group consisting of H, C1-C6alkyl,
branched C3-C7alkyl, hydroxyl, \yydroxyC1-C6alkyl, hydroxyC2-C6 branched alkyl, CI-
Cé6alkoxy, Cl1-Cé6alkoxyC1-Céalkyl-,\C1-C6alkoxyC2-C6 branched alkyl-, C2-C6 branched
alkoxy-, C1-Céalkylthio-, (R3),N-, (R3)C(O)R8, (R4);N-, -R5, -N(R4)C(O)RS, -
N(R3)SO2R6, -C(O)N(R3);, -C(O)N(R4)\ -C(O)R5, -SO,N(R4),, -SO,N(R5),, halogen,
fluoroC1-Céalkyl wherein the alkyl is fully or'Rartially fluorinated, cyano, fluoroC1-C6alkoxy
wherein the alkyl is fully or partially fluorinatey, -O(CH){N(R4),, -N(R3)(CH;)qN(R4),,
O(CHy)40-C1-C6Alkyl, -O(CH2)(N(R4),, -N(R3)(CEy)40-C1-C6Alkyl, -N(R3)(CH2)qN(R4),, -
O(CHy)¢R5, and -N(R3)(CHz)¢RS, -(NR3).R17, -(O)XR17, -(S)R17, -(CH,),R17, -R17,
(CH2),G1, -(CH2)sG4, -(CH2),O(CH2),G1, -(CH,),O(CH,NG4, -(CH,),N(R3)(CH,),G1, and
(CH2)aN(R3)(CH2)aG4;

each R2 is selected from the group consisting of Z3-substituted ary8l, Z3-substituted G1-, Z3-
substituted G4-, C1-C6 alkyl, branched C3-C8alkyl, R19 substith\ed C3-C8carbocyclyl,
hydroxylC1-Cé6alkyl-, hydroxyl branched C3-C6alkyl-, hydroxyl substituteN C3-C8carbocyclyl-,
cyanoC1-Céalkyl-, cyano substituted branched C3-C6alkyl, cyano substituted §3-C8carbocyclyl,
(R4),NC(O)C1-Coalkyl-, (R4),NC(O) substituted branched C3-C6alkyl-\ (R4),NC(O)
substituted C3-C8carbocyclyl-, fluoroC1-Cé6alkyl wherein the alkyl is fully
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fluorinated, halogen, cyano, C1-C6alkoxy, and fluoroC1-C6alkoxy wherein the alkyl group is

lly or partially fluorinated;

wherdn each R3 is independently and individually selected from the group consisting of H, C1-
CéalkylNgranched C3-C7alkyl, C3-C8carbocyclyl, and Z3-substituted phenyl;

each R4 is inNgpendently and individually selected from the group consisting of H, C1-C6alkyl,
hydroxyC1-Cé6alxyl-, dihydroxyC1-Cé6alkyl-, C1-C6alkoxyC1-C6alkyl-, branched C3-C7alkyl-,
branched hydroxy(-Cé6alkyl-, branched C1-C6alkoxyC1-Cé6alkyl-, branched dihydroxyC2-
Cé6alkyl-, -(CH),N(RN),, -(CH;)sR5, -(CH2),C(O)N(R7),, -(CH,),C(O)RS5, -(CH,),C(O)OR3,
C3-C8carbocyclyl, hydNxyl substituted C3-C8carbocyclyl-, alkoxy substituted C3-
C8carbocyclyl-, dihydroxyl s\bstituted C3-C8carbocyclyl-, and -(CH,),R17; M}

each R5 is independently and indi ually selected from the group consisting of

ShdAD SISANE o @ i BT

//\

Ra—y

\
R4

and wherein the symbol (##) is the point of attacN\ment of the R5 moiety;

each R6 is independently and individually selected tdom the group consisting of C1-Cé6alkyl,
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fluorinated, C3-C8carbocyclyl, Z3-substituted phenyl-, Z3-substituted phenylC1-Cé6alkyl-, Z3-
ubstituted G1, Z3-substituted G1-C1-C6alkyl-, Z2-substituted G4, Z2-substituted G4-Cl1-
ONalkyl-, OH, C1-Céalkoxy, N(R3),, N(R4),, and R5; o

each R\is independently and individually selected from the group consisting of H, F, C1-
Co6alkyl, bryached C3-C7alkyl, C3-C7carbocyclyl, phenyl, phenyl-C1-C6alkyl-, -(CH,),G1, and
-(CH2)nG4;

each R10 is independ¢ntly and individually selected from the group consisting of CO,H, CO,C1-
Céalkyl, -C(O)N(R4),, QH, C1-C6alkoxy, and -N(R4),;

each R13 is independently anNindividually selected from the group consisting of H, C1-Cé6alkyl,
branched C3-C7alkyl, C3-C¥arbocyclyl, hydroxyC2-C7alkyl, C1-C6alkoxyC2-C7alkyl,
(R4),NC(0)-, (R4),NC(0O)-C1-CNlkyl, carboxyC1-Cé6alkyl, C1-Cé6alkoxycarbonyl-, C1-
CéalkoxycarbonylC1-C6alkyl-, (R4),N\C2-C6alkyl-, (R4),N-C2-C6alkyIN(R4)(CH,)q-, R5-C2-
C6alkyIN(R4)(CH2)q-, (R4);N-C2-CRalkylO(CHy)q-, R5-C2-Céalkyl-O(CH,),, -
(CH2)N(R4)C(O)RS, aryl, arylC1-Céalkyl-\ aryloxyC2-C6alkyl-, arylaminoC2-C6alkyl-, C1-
Cé6alkoxycarbonylC1-Céalkyl-, -C2-C6alkyIN(R4)C(O)R8, R8-C(=NR3)-, -SO,R8, -C(O)RS, -
(CH2)sG1, -(CH»),G4, -(CH2),O(CH,),G1, -(CH\O(CH;),G4, -(CH;),N(R3)(CH,),G1, and -
(CH2)u:N(R3)(CH2)2G4;

each R14 is independently and respectively selected from th\group consisting of H, C1-Cé6alkyl,
branched C3-C6alkyl, and C3-C8carbocyclyl;

R16 is independently and individually selected from the group \onsisting of C1-Cé6alkyl,

each R17 is taken from the group comprising phenyl, naphthyl, pyrrolyl, furyl, thien\, oxazolyl,
thiazolyl, isoxazolyl, isothiazolyl, imidazolyl, pyrazolyl, oxadiazolyl, thiadiazolyl, \giazolyl,
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tetrazolyl, pyrazinyl, pyridazinyl, triazinyl, oxetanyl, azetadinyl, tetrahydrofuranyl, oxazolinyl,
xazolidinyl, pyranyl, thiopyranyl, tetrahydropyranyl, dioxalinyl, azepinyl, oxepinyl, diazepinyl,
olidinyl, and piperidinyl; | - -

wherein R 17 can be further substituted with one or more Z2, Z3 or Z4 moieties;

R18 is indepeNdently and individually selected from the group consisting of hydrogen, Cl-
Céalkyl, branched\C3-C7alkyl, C3-C8carbocyclyl, halogen, fluoroC1-C6alkyl wherein the alkyl
or fully fluorinated, cyano, hydroxyl, C1-Céalkoxy, fluoroC1-C6alkoxy
can be partially or fully fluorinated, -N(R3),, -N(R4),, C2-C3alkynyl,

moiety can be partia
wherein the alkyl moie

and nitro;
R19 is H or C1-C6 alkyi;
wherein two R3 or R4 moieties are\jndependently and individually taken from the group

consisting of C1-C6alkyl and branched X¢3-C6alkyl, hydroxyalkyl, and alkoxyalkyl and are
attached to the same nitrogen atom, said moieNes may cyclize to form a C3-C7 heterocyclyl ring;

andnis 0-6; pis 1-4; qis 2-6;risOor 1;tis 1-3, v

with the proviso that compounds of formula Ia cannot be

¢ ®
\I

No N
N NN b i
EN: EN:
A N :

gastrointestinal stromal tumors, hypereosinophilic syndrome, glioblastomas, ovarian caycer,

pancreatic cancer, prostate cancer, lung cancers, breast cancers, kidney cancers, cervical
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carcinomas, metastasis of primary solid tumor secondary sites, ocular diseases characterized by
yperproliferation leading to blindness including retinopathies, diabetic retinopathy and age-
reNted maculaf degeheration, rheumatoid arthritis, melanomas, colon cancér, thyroid cancer, a
caused by a mutation in the RAS-RAF-MEK-ERK-MAP kinase pathway, human
inflamm\tion, rheumatoid spondylitis, ostero-arthritis, asthma, gouty arthritis, sepsis, septic
shock, endXpxic shock, Gram-negative sepsis, toxic shock syndrome, adult respiratory distress
syndrome, stroKe, reperfusion injury, neural trauma, neural ischemia, psoriasis, restenosis,
chronic obstructi®g pulmonary disease, bone resorptive diseases, graft-versus-host reaction,

Chron’s disease, ulcdative colitis, inflammatory bowel disease, pyresis, and combinations

thereof.
2. The use of claim 1, wiRrein the compound has the formula Ib
Ib
wherein A is pyrazolyl.
3 The use of claim 2, wherein the compodd has the formula Ic
Ic
4. The use of claim 2, wherein the compound has the Yormula Id
G 6)( <ze>t
R2 o
/A\ i L/ IN 1d
R1 8)(
5. The use of claim 2, wherein the compound has the formula Ie:
(R16 (Z6),
C &
f (R‘i 8)(
6. The use of claim 2, wherein the compound has the formula If:
\ (ze
’\
/A\Nj\nj\/\ KJ It
Mo e
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10.

wherein A is thienyl.

11.

12.

13.

14.

wherein A is isoxazolyl.

The use of claim 6, wherein the compound has the formula Ig:

(R186), Z6),
\x Ly
/A\ i Ig
(R18)(
The usy of claim 6, wherein the compound has the formula Th:
(26)1

N :
C %

O~
/A\

6 (m 8)‘

The use of claim &\ wherein the compound has the formula Ii:

The use of claim 10, wherein the compound ha§ the formula Ik:

(Rt 6)‘

(R18)‘

The use of claim 10, wherein the compound has the formNa I1:

iﬁ /zs)l
A{A‘NJ\ NC / 1

I | R18
A ( )l

The use of claim 10, wherein the compound has the formula Im:

(R} 6} (25)(

T3

) R18
LA ( h

The use of claim 1, wherein the compound has the formula In:

142



(R1

=3

) (26}

oS

R2 XN \/
(i\Nj\ AN ° \j In

A
R & R18
N (R18)

X

g;\

whedein A is furyl.

15.  TBXuse of claim 14, wherein the compound has the formula Io:

(R16) (26);
& S
T 1 \\/\+o\/\ .
~AN \\) \) Io
A2 N N
I!i ‘1' (R18)

16.  The use of clayn 14, wherein the compound has the formula Ip:

(RyB) (25)1

N A
. //l\\ i /K/\ \) Ip
Y Az (R18),
LA HooH
17.  The use of claim 14, wheRin the compound has the formula Iq:
(RI6) (zs»
X2 j\ \/\ / N
s Iq

(R1 :3)t

18. The use of claim 1, wherein the com®Mound has the formula Ir:

wherein A is pyrrolyl.

19.  Theuse of claim 18, wherein the compound has the {0

} (Ri)c /zs)‘
AZ/J\\WJJ\ NJ/\’\) \) Is
H H .

I (R18),

20. The use of claim 18, wherein the compound has the the formula

(R16)¢

RS /(
i

Z6),

/O\

It
| ( R1 8)t

21. The use of claim 18, wherein the compound has the formula Iu:
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(R16), (z6)

e Ay
A4/L\NiN/k/\ \) Tu

|
! }l_] (R18),

22. '\ The use of claim 1, wherein the compound has the formula Iv:

(R16), /(ZS)(
R2 XN \/\
/J\\NJ\NJ\,\J ° \j
AT (R18),
H H

wherein A is imNdazolyl.
23.  The use of cladg 22, wherein the compound has the formula Iw:

(R16), (ze)‘

S A
AZ/L‘NJ\NL’\/G\\)V Iw o
bk . J

in the compound has the formula Ix:

(Pi)n /ZG)(
3N
It .

| R1
4 (R18)

24. The use of claim 22, whe

25. The use of claim 22, wherein the comyound has the formula Iy:

26.  The use of claim 1, wherein the compound has t

(R16) (Z6)

wherein A is thiazolyl.

27.  The use of claim 26, wherein the compound has the formula Iaa:

(R18), Z8);

XN // g
AZ/L\NJ\N/k’\ X\) laa

| | R18
H H (R18)

28.  The use of claim 26, wherein the compound has the formula Ibb:
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16) (26}

JL 3 -}
/A\ Ibb
(R18)(

29.\, The use of claim 26, wherein the compound has the formula Icc:

(R} 6) 7—6 Xk

R o \
S UL

l | R18
W (R18),

30.  The useRf claim 1, wherein the compound has the formula Idd:

(R16)¢ (Z6),
& A
2 1 K27y
AAQ \\) \ Idd

wherein A is oxazolyl.

31.

Tee
32. i , i ound has the formula Iff:

Iff
33. e formula Igg

K
/A\ i Igg
<R1 8»

34.  The use of claim 1, wherein the compound has the formula

<R{s\ (ze)t
N /
i L o
R18
wherein A is isothiazolyl.
35.  The use of claim 34, wherein the compound has the formula Iii:
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F"\/\ (ZG)e

Yo
) |L (R18)‘

36. \| The use of claim 34, wherein the compound has the formula Ijj:

(Rmx (ze).
/A\ j\ /L//O\
(R18),
37.  The use N claim 34, wherein the compound has the formula Ikk:

16), /zs)t
/\

T
A4/A\N N/L’ U

| | R18
" 4 (R18),

38.  The use of claim 1, Xherein the compound has the formula I11:

N
2
()
S

wherein A is phenyl.

39. The use of claim 38, wherein the comdQound has the formula Imm:

40.  The use of claim 38, wherein the compound has

K/\ /\ /ze
AB/A\NJ\NL’

EL FI{ (R18)‘ { §
41.  The use of claim 38, wherein the compound has the formulaNpo:
(R16)‘ zs)|
JL > .
<R1s>,
42.  The use of claim 1, wherein the compound has the formula Ipp:

R16), ze %

R o \
P JKNL

| (R18
b )z

wherein A is pyrimidinyl.
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The use of claim 42, wherein the compound has the formula Iqq:

I~ 5')“ - ;(2,6 {,

)

R g \4\ //N
L
as N7 N X a9

IS .

44, se of claim 42, wherein the compound has the formula Irr:

(R18) (Z6);

R o SN \/KN
A3//I\\N)]\N/k/\J © \)I Irr

| |
D (R18),

45. The use of claixy 42, wherein the compound has the formula Iss:

(R186)¢ (26);
g )
/k/\J \) Iss

| i R18
Y (R18);

AAN

46. The use of claim 1, wherely the compound has the formula Itt:

wherein A is pyridinyl.

47.  The use of claim 46, wherein the compoundhas the formula Iuu:

(R16),

re N, &
| TOT |
Az/A\h,lj\'f Y% NG
H H

(R18),

48.  The use of claim 46, wherein the compound has the fo

(R16) (26)
N
(-t Aol
AB,A\T)J\NJ\\J J
H .

Ill (R18),

49, The use of claim 46, wherein the compound has the formula Iww:
(R{6): (2z6)

R2 XN \/‘/N
A4/L\N/lk /K,\J O\/I' Iww

I 1
o (R18);

-z
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50. The use of claim 1, wherein the disease is selected from the group consisting of cancer,
Qyperproliferative diseases, secondary cancer growth arising from metastasis, diseases
ch\acterized by hyper;vaééulaﬁzation, inflammation, osteoarthritis, respiratory diseaées; étrbke,
systetNic shock, immunological diseases, cardiovascular disease and diseases characterized by

angiogemsis.

51.  The usdpf claim 1, wherein the compound is selected from the group consisting of 1-(3-
tert-butyl-1-(1,2,3\¥-tetrahydroisoquinolin-6-yl)-1H-pyrazol-5-yl)-3-(3-fluoro-4-(2-
(methylcarbamoyl)pidin-4-yloxy)phenyl)urea, 1-(3-tert-butyl-1-(1,2,3,4-tetrahydroisoquinolin-
6-yl)-1H-pyrazol-5-yl1)-3(2-fluoro-4-(2-(methylcarbamoyl)pyridin-4-yloxy)phenyl)urea, 1-(3-
tert-butyl-1-(quinolin-6-yl)N H-pyrazo1-5-yl)-3-(3-fluoro-4-(2-(methylcarbamoyl)pyridin-4-
yloxy)phenyl)urea, 1-(3-tert-bNyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-5-(pyridin-3-
yloxy)phenyl)urea, 1-(3-tert-butyNI-(1H-indazol-5-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-
(methylcarbamoyl)pyridin-4-yloxy)phenyl)urea, 1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-
yl)-3-(2-fluoro-4-(2-(methylcarbamoyl)Ryridin-4-yloxy)phenyl)urea, 1-(3-tertbutyl-1-(quinolin-
6-yl)-1H-pyrazol-5-yl)-3-(3-methyl-4-(2-(ethylcarbamoyl)pyridin-4-yloxy)phenyl)urea, 1-(3-
tert-butyl-1-(1,2,3,4-tetrahydroisoquinolin-6-W)- 1 H-pyrazol-5-y1)-3-(3-fluoro-4-(2-
(methylcarbamoyl)pyridin-4-yloxy)phenyl)urea, \-(3-tert-butyl-1-(quinolin-6-y1)-1H-pyrazol-5-
y1)-3-(4-(2-carbamoylpyridin-4-yloxy)-2-fluorophdyyl)urea, 1-(3-tert-butyl-1-(quinolin-6-yl)-
1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-(methylamino)pyriddg-4-yloxy)phenyl)urea, 1-(2-fluoro-4-(2-
(methylcarbamoyl)pyridin-4-yloxy)phenyl)-3-(3-isopropy&1-(quinolin-6-yl)-1H-pyrazol-5-
ylurea, 1-(3-ethyl-1-(quinolin-6-yl)-1H-pyrazol-5-y1)-3-(2-Ngoro-4-(2-
(methylcarbamoyl)pyridin-4-yloxy)phenyl)urea, 1-(3-cyclopentW-1-(quinolin-6-yl)-1H-pyrazol- '":E
5-yl)-3-(2-fluoro-4-(2-(methylcarbamoyl)pyridin-4-yloxy)phenyl)iea, 1-(3-tert-butyl-1-
(quinolin-6-y1)-1H-pyrazol-5-yl)-3-(2-fluoro-5-(6-(hydroxymethyl)py\idin-3-yloxy)phenyl)urea,
1-(4-(2-carbamoylpyridin-4-yloxy)-2-fluorophenyl)-3-(3-isopropyl-l1-(quNolin-6-y1)-1H-pyrazol-
5-yl)urea, 1-(3-isopropyl-l-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(3-methyl-4-R-
(methylcarbamoyl)pyridin-4-yloxy)phenyl)urea, 1-( 4-(2-carbamoylpyridin-4-y8xy)-2-
fluorophenyl)-3-(3-ethyl-1-(quinolin-6-yl)- 1H-pyrazol-5-yl)urea, 1-(3-tert-butyl-1¥guinolin-6-

yl)-1H -pyrazol-5-yl)-3-(2-fluoro-5-(6-(methylcarbamoyl)pyridin-3-yloxy)phenylyurey, 1-(1-(1
H-indazol-5-yl)-3-isopropyl-1H-pyrazol-5-yl)-3-(4-(2-carbamoylpyridin-4-yloxy)-2-
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fluorophenyl)urea, 1-( 4-(2-carbamimidoylpyridin-4-yloxy)-2-fluorophenyl)-3-(3-isopropyl-1-
qulnohn 6-yl)-1H-pyrazol-5- yl)urea 1- (4 (2- carbamoylpyr1d1n-4 yloxy) 3- methylphenyl) 3- (3-
is ropyl 1- (qumohn—6 yl) lH—pyrazol 5—y1)urea 1-(2-fluoro-4- (2 (l-methyl lH-pyrazol 4-
yDpyNdin-4-yloxy)phenyl)-3-(3-isopropyl-1-(quinolin-6-yl)- 1H-pyrazol-5-yl)urea, 1-(3-ethyl-1-
(quinolil\6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-(1-methyl-IH-pyrazol-4-yl)pyridin-4-
yloxy)phen¥)urea, 1-(4-(2-(1H-pyrazol-4-yl)pyridin-4-yloxy)-3-methylphenyl)-3-(3-isopropyl-
1-(quinolin-6-yW-1H-pyrazol-5-yl)urea, 1-(3-tert-butyl-1-(1,2,3,4-tetrahydroisoquinolin-6-yl)-1H-

fluorophenyl)-3-(3-tert-but¥-1-(1-0x0-1,2,3,4-tetrahydroisoquinolin-7-yl)-1H-pyrazol-5-yl)urea,
1-(4-(2-(1H-pyrazol-4-yl)pyri§n-4-yloxy)-2-fluorophenyl)-3-(3-tertbutyl-1-(1,2,3,4-
tetrahydroisoquinolin-7-yl)-IH-p¥Xazol-5-yl)urea, 1-(3-fluoro-4-(2-(isopropylamino)pyridin-4-
yloxy)phenyl)-3-(3-isopropyl-1-(quiRolin-6-yl)-1H -pyrazol-5-yl)urea, 1-(3-isopropyl-1-
(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(4-(R-(isopropylamino)pyridin-4-yloxy)-3-ethylphenyl)urea,
1-(3-ethyl-1-(quinolin-6-yl)- 1H-pyrazol-5-W))-3-(2-fluoro-3-methyl-4-(2-(1-methyl-IH-pyrazol-4-
yDpyridin-4-yloxy)phenyl)urea, and 1-(2,3-dMuoro-4-(2-(1-methyl-1H-pyrazol-4-yl)pyridin-4-
yloxy)phenyl)-3-(3-ethyl-1-(quinolin-6-yl)-1H-p¥Xazol-5-yl)urea.

52. The use of claim 51, which is 1-(4-(2-carbamoNpyridin-4-yloxy)-2-fluorophenyl)-3-(3-
isopropyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)urea and pha\mnaceutically acceptable salts,

and tautomers thereof.

53.  Theuse of claim 51, which is 1-(3-tert-butyl-1-(quinolin-6-)-1H-pyrazol-5-yl)-3-(3-
methyl-4-(2-(methylcarbamoyl)pyridin-4-yloxy)phenyl)urea and pha

acceptable salts, and tautomers thereof.
54.  The use of claim 51, which is 1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyradl-5-y1)-3-(2-

fluoro-4-(2-(methylcarbamoyl)pyridin-4-yloxy)phenyl)urea and pharmaceutically

acceptable salts, and tautomers thereof.
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55. The use of claim 51, which is 1-(3-tert-butyl-1-(quinolin-6-y1)-1H-pyrazol-5-yl)-3-(4-(2-
arbamoylpyridin-4-yloxy)-2-fluorophenyl)urea and pharmaceutically acceptable salts,

anN tautomers thereof.

56. e compound of claim 51, which is 1-(2-fluoro-4-(2-(methylcarbamoyl)pyridin-4-
yloxy)phen¥)-3-(3-isopropyl-l-(quinolin-6-yl)-1H-pyrazol-5-yl)urea and pharmaceutically

acceptable salth and tautomers thereof.




Claims

1. A compound of formula {-1h:
R*{ 28
RZ o ¢ o /\]/
L ;\/?/' ~k J-1h

wherein,

A 1s pyrazolyl, wherein the A ring is optionally substituied with one or more R2 moieties,

Al 1s selected from the group consisting of

wherein the symbol (**) is the point of attachment to the A ring of formula I-1h;

G1 is a hetercary! taken from the group consisting of pyrrolyl, furyl, thienyl, oxazolyl, thiazolyl,

isoxazolyl, isothiazolyl, imidazolyl, pyrazolyl, oxadiazolyl, thiadiazolyl, triazolyl, terrazolyl,

pyrazinyl, pyridazinyl, triazinyl, pyridinyl, and pyrimidinyl,

G4 is a heterocycelyl taken from the group consisting of oxetanyl, azetadinyl, tetrahydrofuranyl,

pyerolidiny!, oxazolinyl, oxazolidinyl, imidazolonyl, pyranyl, thiopyranyl, tetrahydropyranyl,
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dioxalinyl, piperidinyl, morpholinyl, thiomorpholinyl, thiomorpholinyl S-oxide, thiomorpholinyl

S-dioxide, piperazinyl, azepinyl, oxepinyl, diazepinyl, tropanyl, and homotropanyl,

V, V1, and V2 are each independently and respectively selected from the group consisting of O
and Hx,

each Z2 15 independently and individually selected from the group consisting of hydrogen, aryl,
C1-Coalkyl, C3-C8carbocyelyl, hydroxyl, hydroxyCl-Céalkyl-, cvano, (R3)N-, (R4)N-,

(R4 NC1-Coalkyl-, (R41NC2-CoalkyNRA(CHa)y, (R4RNC2-CoalkylO{CH )y,
{R3RNC(Q)-, (R4RNC{O)-, (RARNCIOIC1-Coalkyl-, carboxyl, carboxyC1-Coalkyl-, Cl-
Cealkoxyearbonyl-, C1-CoalkoxycarbonyiC1-Coalkyl-, (R3NSO;-, {(R4):NSO;-, -BORS, -
SO3R8, (CHy) NRHC{OMS, -CLOIRR, =0 =MOH, =N(OR6), -{CH,}),G1, -{CH), G4, -
(CH2)O(CH:) G, «(CH)WO(CH 1G4, «(CH2 ) NRI(CHy)p-ary], -(CHy ) NRIHCH,), G, -
{CH2)aNR3(CH),G4, -(CH ) NHC(OINHS(O1:RS, «(CH) NHS(O)NHC(O)RS, -
COINHS(O)RE, ~(CH) NHC{ONCH)R S, {CH) NHE(O)RS, (CHy ) C(OINH{CH) RS, -
{CHR)CIOIRS, ~(CH ) OC(OIRS, and -(CH,) RS,

in the event that Z2 contains an alkyl or alkylene moiety, such moieties may be further
substituted with one or more C1-Chalkyls;

gach Z3 i$ independently and individually selected from the group consisting of H, C1-Céalkyl,
branched C3-C7alkyl, C3-C8carbocyelyl, halogen, fluoroC1-Céalkyl wherein the alkyl motety
can be partially or fully fluorinated, cyano, bydroxyl, methoxy, oxo, (R3)NC(O)-, (R4):NC{0)-,
-NRNHC(OIRS, (RIRNSOy-, (RARNST-, ~N{RAISO:RS, -NRAISORS, -(CH)N{R3 ), -
(CHa)uN(RAY, ~O{CH}gN(R4)z, ~O{CHy),0-C1-Coalkyl, -NR3INCHz)O-C1-Chalkyl, «
N{R3NCH;)N(R4Y, -O(CH: 3RS, -NR3(CH:) RS, -CIOIRS, -C(O)RE, -RS, and nitro,

in the event that Z3 contains an alkyl or alkylene moiety, such moieties may be further
substituted with one or more C1-Coalkyls;
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each Z4 13 independently and individually selected from the group consisting of H, C1-Céalkyl,
hydroxyC2-Calkyl, C1-Coalkoxy(C2-Chalkyl-, (R4);N-C2-Chalkyl-, (R4)N-C2-CoatkyN{R4)-
C2-Céalkyl-, (R4);N-C2-C6alkyl-0-C2-Clalkyl- (R4);NC(0)-C1-Coalkyl-, carboxyC1-
Céalkyl-, C1-CéalkoxycarbonylCl1-Céalkyl-, -C2-C6alkyIN(RAIC(OIRS, R8-C(=NR3}-, -
SO:RS8, -CORS, -(CH2)uG1, «(CH2)uG4, -(CHa)y-O(CH:).GL, -(CHy ) O(CHR)u(4, -
{CHz)gNR3(CHa),G1, -(CHz)}yNR3(CHy)uG4, -(CH3)NHC(OHCH; )RS, -
{CH2)qC{OINH(CH:)qR3, (CH:2)C(O)RS, -(CH,)qOC(OIRS, -(CHa)RS, -(CH2)NRA(CH;y )RS,
and ~(CHo),;O(CH;)R S,

in the event that Z4 contains an alkyl or alkylene moiety, such moietics may be further
substituted with one or more C1-Céalkyls;

each Z6 1s independently and individually selected from the group consisting of ~C(O)N(R3)z, -
COINR4);, ~(CH2)GL, -NRACO)RS, (R4}N-, -N(R3)CORS, (R3):N-, H, C1-Céalkyl,
branched C3-C7alkyl, hydroxyl, hydroxyC1-Céalkyl, hydroxyC2-C6 branched alkyl-, Cl-
Céalkoxy, Cl-CéalkoxyC1-Céalkyl-, C1-CoalkoxyC2-C6 branched alkyl-, branched C2-
Céalkoxy-, C1-Céalkylthio, -RS5, -N{R3)SO;R6, -C(O)RS, -SO,NHR4, halogen, fluoroCl-
Céalkyl wherein the alloyl is fully or partially fluorinated, cyano, fluoroC1-Céalkoxy wherein the
alkyl is fully or partially fluorinated, “O{C}”Iz)qN(R4)z, -N{R3HCH3)N(R4),, ~O(CHz)},O-C1-
Coalkyl, -O{CHYN(R4);, -N(RI)CHy),0-C1-Céalkyl, -NRINCH)N(RA);, -O(CHyJRS, -
N{R3}CHy)RS, -(NR3)R17, «(O}R17, «(S)R17, -{CH3)R17, «(CH3)uG4, -(CHy)O(CH)GH, -
{CHz)O(CH,), G4, -(C‘:}Ig}q}‘?f{m)((lﬂg)n(i 1, and {(CHy)gNR3(CHy):G4,

each R2 1s selected from the group cousisting of branched C3-C8alkyl, C1-Céalkyl, fluoroC1-
Cohalkyt wherein the alkyl is fully or partially fluorinated, R19 substituted C3-CBcarbocyelyl, Z3~
substituted aryl, Z3-substituted G1, Z3-substituted G4, hvdroxylC1:-Céalky, hydroxy! branched
C3-Coalkyl-, hydroxyl substituted C3-C8carbocyclyl-, cyanoC1-Céalkyl-, cyano substituted
branched C3-Céalkyl-, cyano substituted C3-C8earbocyclyl-, (R4)NC(0)C1-Céalkyl-,

(R4 NC(O) substituted branched C3-C8alkyl-, (R4),NC(O) substituted C3-C8carbooyelyl-,
halogen, cyano, C1-Coalkoxy, and fluoroC1-C6alkoxy wherein the alkyl group is fully or
partialty fluorinated,
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each R3 is independently and individually selected from the group censisting of H, C1-Céalkyl,
branched C3-C7alkyl. C3-CTeyeloatkyl, and Z3-substinuted phenyl-,

each R4 1s independently and individually selected from the group consisting of H, C1-Céalkyl,
hydroxyC1-Coalkyil-, dihydroxyC1-Céalkvi, C1-ChalkoxyC1-Céalkyl-, branched C3-C7alkyl-,
branched hydroxyC1-Céalkyl-, branched C1-CéulkoxyC1-Céalkyl-, branched dihydroxyC2-
Coatkyl-, (CHy)N(R 7}, -(CH2)RS, (CH2),CIOMN(RT)s, (CH)CIOIRS, -(CHLT(OIORS,
C3-C8carhoeyclyl, hvdroxyl substitited C3-C8carbocyelyls, alkoxy substituted C3-
CBearbocyelyl; dibydroxyt substituted C3-CScarbooyelyl-, and (CH:WR17;

each RS 15 independently and individually selected from the group consisting of

SO00n 00 & o & &1

Jz‘ W'»pi:jwh” W'MNA&

and wherein the symbol (##) is the point of atachment of the R3S maiety;

each R is independently and individually selected from the group consisting of C1-Céulkyl,
branched CU3-CTalkyl, C3-C8carboceyely], phenyl, (31, and G4;

each R7 is independently and individually selected from the group consisting of H, €1-Céalkyl,
hydroxyC2-Céalkyl-, dihydroxyC2-Céalkyl-, C2-ChalkoxyC2-Coalkyl-, branched C3-C7alkyl-,
branched hydroxyC2-C6 alkyl-, beanched C2-Coalkoxy(2-Céalkyl-, branched dihydroxyC2-
Coalkyl-, {CH) RS, (CH)CIORS, -(CHL)LC{OYORS, C3-C8earbocyelyl, hydroxyl
substituted C3-CBearbocyelyl, alkoxy subsvtuted (3-C8carbooyclyle, diiydroxy substituted C3-
CBearbocyelyt, and {CH,1R17;

each R8 is independently and individually selected from the group consisting of C1-Céalkyl,

branched C3-CTalkyl, fluoroC1-Coalky! wherein the alkvl molety is partially or fully
fluorinated, C3-C8earboceyclyl, Z3-substituted phenyl-, Z3-substituted phenviC1-Coalkyl-, Z3-
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substituted G1+, Z3-substituted G1-C1-Céalkyl-, Z2-substituted G4-, Z2-substituted G4-C1-
Coalkyl-, OH, C1-Chalkoxy, N(R3), N{R4);, and RS:

each R10 15 independently and mdividually selected from the group consisting of COH, CO.CH-
Coalkyl, -C{OW{R4Y:, OH, C1-Céalkoxy, and -N{R4) 5;

each R17 is taken from the group comprising phenyl, naphthyl, pyrrolyl, furyl, thienyl, oxazolyl,
thiazolyl, 1soxazolyl, isothiazolyl, imidazolyl, pyrazolyl, oxadiazolyl, thiadiazolyl, triazolyl,
tetrazolyl, pyraziyl, pyridazinyl, triazinyl, oxetanyl, azetadiny, tetrahydrofuranyl, oxazolinyl,
oxazolidinyt, pyrany], thiopyranyl, tetrahydropyranyl, dioxalinyl, azepinyl, oxepinyl, diazepinyl,
pyrrolichnyl, and pperidinyd;

wherein K17 can be further substituted with one or more 22, Z3 or Z4 moieties;

R18 is independently and individually selected from the group consisting of hydrogen, halogen,
Cl-Céalkyl, fluoroC1-Coalkyl wherein the alkyl moiety can be partially or fully flucrinated,
branched C3-C7alkyl, C3-C8carbocyclyl, cyano, hydroxyl, C1-Céalkoxy, fluoroCl-Céalkoxy
wherein the alkyl moiety can be partially or [uily fluorinated, -N{R3}, -M(R4}y, C2-Clalkynyl,

and nitro;

R19is H or C1-Coalkyl,

wherein two R3 or R4 moieties are independently and indtvidually taken from the group
consisting of C1-Coalky! and branched C3-Coalkyl, hydroxyalkyl, and alkoxyalkyl and are
attached to the same nitrogen atom, sald moieties may cyclize to form a €3-C7 heterocycivi ring;

andnis 0-6;, pis 1-4; g is 2-6tis 13,

2. The compound of claim 1, wherein the compound of Formula [«1h is a compound of
formula 1-14
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wherein Z6 is -C(O)NHR4, -NHR4 or R19 substituted pyrazole.

3. The compound of claim 1, wherein Al is

4. The compound of claim 1 selected from the group consisting of:

1-(3-tert-butyl-1-(1,2,3 4-tetrahydroisoquinolin-6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-
(methylcarbamoyl)pyridin-4-yloxy)phenyljurea,
1-(3-tert-butyl-1-(quinolin-6-y1)-1H-pyrazo1-5-yl)-3-(2-fluoro-5-(pyridin-3-yloxy)phenyl)urea,
1-(3-tert-butyl-1-(1H-indazol-5-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-methylcarbamoyl) pytidin-4-
yloxy)phenyl)urea,
1-(3-tetrt-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-(methylcarbamoyl) pyridin-4-
yloxy)phenyljurea,
1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(4-(2-catbamoylpyridin-4-yloxy)-2-

fluorophenyljurea,
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1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-(methylamino) pyridin-4-
yloxy)phenyl)urea,
1-(2-fluoro-4-(2-(methylcarbamoyl)pyridin-4-yloxy)phenyl)-3-(3-isopropyl-1-(quinolin-6-yl)-1H-
pyrazol-5-yljurea,
1-(3-ethyl-1-(quinolin-6-yl)-1H-pyrazol-5-y1)-3-(2-fluoro-4-(2-(methylcarbamoyl)pyridin-4-yloxy)
phenyljurea,
1-(3-cyclopentyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-(methylcarbamoyl) pyridin-4-
yloxy)phenyl)urea,
1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-5-(6-(hydroxymethyl) pyridin-3-yloxy)
phenyljurea,

1-(4-(2-carbamoylpyridin-4-yloxy)-2-fluorophenyl)-3-(3 -isopropyl-1-(quinolin-6-yl)-1H-pyrazol-5-
yDurea,

1-(4-(2-carbamoylpyridin-4-yloxy)-2-fluorophenyl)-3-(3-ethyl-1-(quinolin-6-yl)- 1H-pyrazol-5-yl)
urea,

1-(3-tert-butyl-1-(quinolin-6-y)-1H -pyrazol-5-y1)-3-(2-fluoro-5-(6-(methylcarbamoyl) pyridin-3yloxy)
phenyljurea,
1-(1-(1H-indazol-5-yl)-3-isopropyl-1H-pyrazol-5-yl)-3-(4-(2-carbamoylpyridin-4-yloxy)-2-
fluorophenyljurea,
1-(4-(2-carbamimidoylpyridin-4-yloxy)-2-fluorophenyl)-3-(3-isopropyl-1-(quinolin-6-yl)- 1 H-pyrazol-
5-ylurea,

1-(2-fluoro-4-(2-(1-methyl-1H-pyrazol-4-yl) pytidin-4-yloxy) phenyl)-3-(3-isopropyl-1-(quinolin-6-
yD-1H-pyrazol-5-yl)urea,
1-(3-ethyl-1-(quinolin-6-yl)-1H-pytrazol-5-yl)-3-(2-fluoto-4-(2-(1-methyl-1H-pyrazol-4yl)
pytidin-4-yloxy)phenyljurea,
1-(3-tett-butyl-1-(1,2,3,4-tetrahydroisoquinolin-6-yl)-1H-pyrazol-5-yl)-3-(2-fluoro-4-(2-(1-methyl-
1H-pyrazol-4-yl)pyridin-4-yloxy)phenyljurea,

1-(4-(2-(1H-pyrazol-4-yl) pytidin-4-yloxy)-2-fluorophenyl)-3-(3-tert-butyl-1-(1,2,3,4-
tetrahydroisoquinolin-6-yl)-1H-pyrazol-5-yl)urea,

1-(4-(2-(1H-pyrazol-4-yl) pyridin-4-yloxy)-2-fluorophenyl)-3-(3-tert-butyl--(1-oxo-1,2,3,4-
tetrahydroisoquinolin-7-yl)-1H-pyrazol-5-yljurea,

1-(4-(2-(1H-pyrazol-4-yl) pyridin-4-yloxy)-2-fluorophenyl)-3-(3-tertbutyl-1-(1,2,3,4-
tetrahydroisoquinolin-7-yl)-1H-pyrazol-5-yl)urea,
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1-(3-ethyl-1-(quinolin-6-y1)- 1H-pyrazol-5-yl)-3-(2-fluoro-3-methyl-4-(2-(1-methyl-1H-pyrazol-4-yl)
pyridin-4-yloxy)phenyljutea, and

1-(2,3-difluoro-4-(2-(1-methyl-1H-pyrazol-4-yl)pyridin-4-yloxy) phenyl)-3-(3-ethyl-1-(quinolin-6-
y1)-1H-pyrazol-5-yl)urea.

5. The compound of claim 4, which is 1-(4-(2-carbamoylpyridin-4-yloxy)-2-fluorophenyl)-
3-(3-isopropyl-1-(quinolin-6-yl)-1H-pyrazol-5-ylurea, and pharmaceutically acceptable salts thereof.

6. The compound of claim 4, which is 1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-
(2-fluoro-4-(2-(methylcarbamoyl) pyridin-4-yloxy) phenyl)urea, and pharmaceutically acceptable salts

thereof.

7. The compound of claim 4, which is 1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-
(4-(2-carbamoylpyridin-4-yloxy)-2-fluorophenyljurea, and pharmaceutically acceptable salts thereof.

8. The compound of claim 4, which is 1-(2-fluoro-4-(2-(methylcarbamoyl) pyridin-4-
yloxy)phenyl)-3-(3-isopropyl-1-(quinolin-6-yl)-1H-pyrazol-5-yljurea, and pharmaceutically acceptable

salts thereof.
9. A pharmaceutical composition comprising a compound of any one of claims 1-3 or a salt thereof,
together with a pharmaceutically acceptable catrier, said carrier including an additive selected from

the group including adjuvants, excipients, diluents, and stablilizers.

10. A pharmaceutical composition comprising a compound of claim 4 or claim 20, or a

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

11. A pharmaceutical composition comprising the compound of claim 5, or a pharmaceutically

acceptable salt thereof, and a pharmaceutically acceptable carrier.

12. A pharmaceutical composition comprising the compound of claim 21, or a pharmaceutically

acceptable salt thereof, and a pharmaceutically acceptable cartier.
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13. A pharmaceutical composition comprising the compound of claim 6, or a pharmaceutically

acceptable salt thereof, and a pharmaceutically acceptable carrier.

14. A pharmaceutical composition comprising the compound of claim 7, ot a pharmaceutically

acceptable salt thereof, and a pharmaceutically acceptable carrier.

15. A pharmaceutical composition comprising the compound of claim 8, or a pharmaceutically

acceptable salt thereof, and a pharmaceutically acceptable carrier.

16. A compound of any one of claims 1-3 for use in modulating a kinase activity of a wildtype kinase
species, oncogenic forms thereof, aberrant fusion proteins thereof and polymorphs of any of the

foregoing,.

17. A compound of any one of claims 1-3 for use in the treatment of a condition selected from the
group consisting of cancer, hyperproliferative diseases, secondaty cancer growth arising from
metastasis, diseases characterized by hyper-vascularization, inflammation, osteoarthritis, respiratory
diseases, stroke, systemic shock, immunological diseases, cardiovascular disease and diseases
characterized by angiogenesis, a disease caused by c-Abl kinase, oncogenic forms thereof, aberrant
fusion proteins thereof and polymorphs thereof, chronic myelogenous leukemia, acute lymphocytic
leukemia, other myeloproliferative disorders, gastrointestinal stromal tumors, hypereosinophilic
syndrome, glioblastomas, ovarian cancer, pancreatic cancer, prostate cancer, lung cancers, breast
cancers, kidney cancers, cervical carcinomas, metastasis of primary solid tumor secondary sites,
ocular diseases charactetized by hyperproliferation leading to blindness including various
retinopathies i.e. diabetic retinopathy and age-related maculat degeneration, rheumatoid arthritis,
melanomas, colon cancer, thyroid cancer, a disease caused by a mutation in the RAS-RAF-MEK-
ERK-MAP kinase pathway, human inflammation, rheumatoid spondylitis, ostero-arthritis, asthma,
gouty arthritis, sepsis, septic shock, endotoxic shock, Gram-negative sepsis, toxic shock syndrome,
adult respiratory distress syndrome, stroke, reperfusion injury, neural trauma, neural ischemia,
psoriasis, restenosis, chronic obstructive pulmonaty disease, bone resorptive diseases, graft-versus-
host reaction, Chron's disease, ulcerative colitis, inflammatory bowel disease, pyresis, and

combinations thereof.
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18. The use of a compound of any one of claims 1-3 in the manufacture of a medicament for
treating cancet, hyperproliferative diseases, secondary cancer growth arising from metastasis,
diseases characterized by hyper-vascularization, inflammation, osteoarthritis, respiratory diseases,
stroke, systemic shock, immunological diseases, cardiovascular disease and diseases characterized by
angiogenesis, a disease caused by c-Abl kinase, oncogenic forms thereof, aberrant fusion proteins
thereof and polymorphs thereof, chronic myelogenous leukemia, acute lymphocytic leukemia, other
myeloproliferative disorders, gastrointestinal stromal tumors, hypereosinophilic syndrome,
glioblastomas, ovarian cancer, pancreatic cancet, prostate cancer, lung cancers, breast cancers,
kidney cancers, cervical carcinomas, metastasis of ptimary solid tumor secondary sites, ocular
diseases characterized by hyperproliferation leading to blindness including various retinopathies i.e.
diabetic retinopathy and age-related macular degeneration, theumatoid arthritis, melanomas, colon
cancer, thyroid cancer, a disease caused by a mutation in the RAS-RAF-MEK-ERK-MAP kinase
pathway, human inflammation, rheumatoid spondylitis, ostero-arthritis, asthma, gouty arthritis,
sepsis, septic shock, endotoxic shock, Gram-negative sepsis, toxic shock syndrome, adult respiratory
distress syndrome, stroke, reperfusion injury, neural trauma, neural ischemia, psoriasis, restenosis,
chronic obstructive pulmonary disease, bone resorptive diseases, graft-versus-host reaction, Chron's

disease, ulcerative colitis, inflammatory bowel disease, pytesis, or combinations thereof.

19. A compound selected from the group consisting of:

1-(3-tert-butyl-1-(1,2,3 4-tetrahydroisoquinolin-6-yl)-1H-pyrazol-5-yl)-3-(3-fluoro-4-(2-(
methylcarbamoyl) pyridin-4-yloxy)phenyljurea,
1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(3-fluoro-4-(2- (methylcarbamoyl) pyridin-4-
yloxy)phenyl)urea,
1-(3-tertbutyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(3-methyl-4-(2-(methylcarbamoyl)pyridin-4-yloxy)
phenyljurea,

1-(3-isopropyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(3-methyl-4-(2-(methylcarbamoyl) pyridin-4-
yloxy)phenyl)urea,
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1-(4-(2-carbamoylpyridin-4-yloxy)-3-methylphenyl)-3-(3-isoptopyl-1-(quinolin-6-yl)-1H-pyrazol-
5-yDurea,

1-(4-(2-(1H-pyrazol-4-yl) pyridin-4-yloxy)-3-methylphenyl)-3-(3-isopropyl-1-(quinolin-6-yl)-1H-
pyrazol-5-yljurea,

1-(3-fluoro-4-(2-(isopropylamino) pyridin-4-yloxy) phenyl)-3-(3-isopropyl-1-(quinolin-6-yl)-1H
pyrazol-5-ylurea,

1-(3-1sopropyl-1-(quinolin-6-yl)-1H-pyrazol-5-yl)-3-(4-(2-(isopropylamino) pyridin-4-yloxy)-3-

methylphenyljurea.

20. The compound of claim |9, which is 1-(3-tert-butyl-1-(quinolin-6-yl)-1H-pyrazol-5-y1)-3-(3-
methyl-4-(2-(methylcarbamoyl)pytidin-4-yloxy)phenyl)urea, and pharmaceutically acceptable salts

thereof.
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