R? is selected from the group consisting of H, —pyridin-2-vIR®, —pvridin-4-vIR>,
thiopheneR”, —furanR’® —imiﬁfazoie?is—he%%ai%é, -heterocyclylR® and -aryIR7;

R® is selected from the group consisting of H, -heterocyclylR®, -—NHC(=O)R9, -
NHSO,RY, -NR'R" and -(Cy.¢ alky)NR''R'%;

with the proviso that R? and R? are not both H;

R? is 1-3 substituents each selected from the group consisting of H, halide, -CFs, -
CN, OR" and amino;

each R’ is independently 1-4 substituents each selected from the group consisting
of H, C;galkyl, halide, -CF3, -CN, OR", -C(=0)R", amino and ~(C;.s alkyhDNR''R'%;

each R® is independently 1-5 substituents each selected from the group consisting
of H, C.5alkyl, halide, -CFs, -CN, OR"* and amino;

" each R is independently 1-5 substituents each selected from the group consisting
of H-Cy alkyl, halide, -CF;, -CN, OR"®, amino, ~(C ¢ alky)NHSO,R"!, -NR'}(C;¢
alkyDNR''R™ and (C ¢ alky)NR!'R'%;

R® is 1-5 substituents each selected from the group consisting of H, C; alkyl,
halide, -CF;, -CN, OR® and amino;

" R’is selected from the group consisting of C;9 alkyl, -he’ser0aryIR5, -
heterocyclleﬁ, ~arle7L:§j¢_§b_Q_§x<m and —CHjcarbocycelyl;

R' is selected from the group consisting of Cy.o alkyl, ~heteroarylR?, -
heterocyclylR®, —aryIR’, and —carbocyclyIR'*;

each R''is independently selected from C;.alkyl;

each R'? is independently selected from the group consisting of H and Cy alkyl;

each R'' and R'? are optionally linked to form a five or six membered
heterocyclyl ring; .

each R" is independently selected from the group consisting of H and C,4 alkyl;

R' is 1-5 substituents each selected from the group consisting of H, C .o alkyl,
halide, -CF3, -CN, OR" and aminos.
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[0010b] In one aspect, there is provided a compound, or pharmaceutically acceptable salt

thereof, having the structure of Formula I:

RZ_/ ?‘f
e
N
\_~NH
R‘t
N
/
N
H
I
wherein:
R'is —heteroaryIR3R4;
R%is —a1‘y1R7;
R? is a -NHC(=O)R%;
R*is H;

each R’ is independently 1-2 substituents each selected from the group consisting
of halide, -CF3, <CN, ~(Cy.6 alkyh)NHSO:R "', -(C 5 alky)NR''R"*, and -NR'*(Cy.6
alkyDNR''R'%;

R’ is selected from the group consisting of ~(C 1.6 alkyl), —aryl, —carbocyclyl, and
—CH,carbocyclyl;

each R'" is independently selected from —(C . alkyl);

each R' is independently selected from the group consisting of H and —(C .
alkyl); and

each R'! and R" are optionally linked to form a four to six membered

heterocyclyl ring.
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[0010c] In one aspect, there is provided a compound, or pharmaceutically acceptable

salt thereof, having the structure of Formula I:
RZ_/ fil
T

N
\_-NH

R1

\N
/

N

H

wherein:

R! is —pyridin-3-yIR*R*;

R? is —phenylR’;

R’ is a -NHC(=O)R’;

R*is H;

each R’ is independently 1-2 substituents each selected from the group consisting
of fluorine, ~CH,NHSO,R", -(C 4 alky)NR''R", and -NHCH,CH,NR"R'%;

R is selected from the group consisting of ~(Ca.s alkyl), —phenyl, —carbocyclyl,
and —CHacarbocyclyl;

each R' is independently selected from ~(C 1. alkyl);

each R'? is independently selected from the group consisting of H and -(Ci.
alkyl); and "

each R'" and R' are optionally linked to form a four to six membered

heterocyelyl ring.
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.[0010d] In one aspect, there is provided a compound having a structure selected from
the group consisting of:

ir e e i~

N
)

N

)
NH
N
)}
N

)

~,

A &

7
S
,
A
N/
H
-ora-phermaceutically-sceoptable-salt-thereoft

g\










oy

TOSIGUT 165 9[qEIURaTE Ajjponnooeuue]d € 30




[0011] One embodiment disclosed herein includes a compound having the
structure of Formula I:
RZ_/ N
- \
N\ NH
R!
N

|

AN
P

IZ_ 7

I
as well as prodrugs and pharmaceutically acceptable salts thereof.
10012] In some embodiments of Formula (I):

R'is ~heteroaryiR3R4;

4f4h
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WHAT IS CLAIMED IS:

1. A compound or pharmaceutically acceptable salt thereof having the

structure of Formula I;
R&_ 7 fif
e

N
\_-NH

R1
\N

/
N
H

wherein:

R is ~heteroarylR*R*;

R? is selected from the group consisting of H, —pyridin-2-yIR®, ~pyridin-4-yIR®, —
thiopheneR’, ~furanR’, —imidazoleR’, -heterocyclylR® and —aryIR’;

R® is selected from the group consisting of H, -heterocyclylR®, -NHC(=O)R’, —
NHSO,R!®, -NR'"R" and -(Cy¢ alky)NR!'R'%;

with the proviso that R* and R® are not both H;

R? is 1-3 substituents each selected from the group consisting of H, halide, -CF;, -
CN, OR" and amino;

each R is independently 1-4 substituents each selected from the group consisting
of H, C ¢ alkyl, halide, -CF3, -CN, OR"?, -C(=0)R"", amino and -(C;.¢ alky)NR''R?;

each R° is independently 1-5 substituents each selected from the group consisting
of H, Cyalkyl, halide, -CF3, -CN, OR™ and amino;

each R is independently 1-5 substituents each selected from the group consisting
of Cyalkyl, halide, -CFs, ~CN, OR'®, amino, «(C;. alky)NHSO,R'!, -NR**(C, ¢
alkyhNR''R™ and ~(C;.¢ alkyl)NR''R*%;

R is 1-5 substituents each selected from the group consisting of H, C;.¢ alkyl,
halide, -CFs, -CN, OR" and amino;

R’ is selected from the group consisting of Cy alkyl, —heteroarylR’, -

heterocyclylR®, —aryIR’, —carbocyelyl, and ~CHjcarbocyclyl;
yely.
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R is selected from the group consisting of Cy alkyl, -h.eteroaryIR5 ) -
heterocyclylR®, —aryIR’, and —carbocyclylR*;

each R'' is independently selected from C;4alkyl;

each R is independently selected from the group consisting of H and C,.4 alkyl;

cach R" and R" are optionally linked to form a five or six membered
heterocyclyl ring;

each R" is independently selected from the group consisting of H and C.¢ alkyl;

R is 1-5 substituents each selected from the group consisting of H, C;.¢ alkyl,
halide, -CF3, -CN, OR" and amino.

2. The compound of claim 1, wherein R’ is pyﬁdineR3R4.

3. The compound according to any one of claims 1-2, wherein R' is pyridin-3-
yIR*R?.

4. The compound according to any one of claims 1-3, wherein R® is (Cis
alky)NR''R'2.

5. The compound according to any one of claims 1-4, wherein R® is -(Ci2
alky)NR'R', R" is -(C 5 alkyl), R* is -(Cy, alkyl) and R? is H.

6. The compound according to any one of claims 1-4, wherein R and R*? are
optionally linked to form a five or six membered heterocyelyl ring and R* is H.

7.  The compound according to any one of claims 1-4 and 6, wherein the five or
six membered heterocyclyl ring is substituted with 1-2 fluorines.

8. The compound according to any one of claims 1-3, wherein R® is —
NHC(=0)R’.

9.  The compound according to any one of claims 1-3 and 8, wherein R* is H
and R’ is selected from the group consisting of -(Cy.5 alkyl), phenyl, —carbocyclyl and —
CH;carbocyclyl.

10. The compound according to any one of claims 1-3, wherein R® is —
NHSO:R'.

11. The compound according to any one of claims 1-3 and 10, wherein R* is H
and R' is selected from the group consisting of (C;.4 alkyl) and phenyl.

12. The compound according to any one of claims 1-3, wherein R® is —

heterocyclylR®.

148



13. The compound according to any one of claims 1-3 and 12, wherein R* is H
and heterocyclyl is selected from the group consisting of morpholine, piperazine and
piperidine.

14. The compound according to any one of claims 1-3, wherein R®is Hand R?
is amino.

15. The compound according to any one of claims 3-14, in which R? is -pyridin-
2-yIR®.

16. The compound according to any one of claims 3-14, in which R? is -pyridin-
4-yIR®,

17. The compound according to any one of claims 3-14, in which R? is
thiopheneR”.

18. The compound according fo any one of claims 3-14, in which R? is —
heterocyclylR®.

19. The compound according to any one of claims 3-14, in which R? is —
heterocyclyERG, in which R® is selected from the group consisting of H, F and —(Cj4
alkyl), and heterocyclyl is selected from the group consisting of morpholine, piperazine
and piperidine.

20. The compound according to any one of claims 3-14, in which R?is —aryIR’.

21. The compound according to any one of claims 3-14, in which R? is —
phenyIR” and R is 1-2 fluorine atoms. '

22. The compound according to any one of claims 3-14, in which R? is —
phenle7 and R” is 2 substituents consisting of 1 fluorine atom and either "NRIZ(C}.ﬁ
alky)NR''R"? or ~(C . alky)NHSO,R .

23. The compound of claim I, having a structure selected from the group

consisting of:

/5\ \N/\\ N
\

149




19

150

2 SN



151

31
3

RSP PRI Lk N AT 2T € By SIS LRSI P P R RNA L e T 58 50 0, PSSV s o 30 sl NS 250 . et et S o0 b os TS




46

152




52

55

58

61

64

67

153




154




- Z Z= z N L e .
_ ) oz
/\NM\ \N/NH /NN\ \N/NH AN N\v \N/NH X \ N\ \N/NH
7\ — - e 7\
i h L . / \ \ |/ // \ - O
. - /N
WIA ) WIA\H/ UV VI N WA\H A\
et B 2 g
XJA ° Dt Q >
I~
K o ° g
3 3 L3 L3 -
/\NN\ N N ~ P \ » P B P 2z
_ ~ /N L) O
wN\_S —y A" B ~
m ..... \ Il/ \ / W \ »/ xxN\i..s .
QA AHN |N\|IﬁN AV:A l.AMN el E
; ’ © \_/

155




104

109

112

115

156




121

124

133

157




155 156
157 158
160 161 162
163 164 165
166 167 168
169 170 171

158




172

184

159




196

160




208

217

220

161




229

235

§

162




- \W@ opge o u
ﬁw\hn Mhn OAM -
i % S

163




265

275

164

A !



PPN

165




307

DT SREENC L AR S WPLNG PR

A e seniRSE

166

D G AL I SOV




e
—Z
" 7 Czr /\V 5 \N/NH
| 2
I
z_/ \
- { -
Lo
-
&y
-z 2z
\Vl \N/NH N / 7 \N/NH
J % \ \;1%
NS B
z / \
O
o]
o0 [ oy & [~ &y
- @ “ & & o
= 7 3 D T3 e B
N \N\/ \N/NH / \N\ \N/NH N \N\ 7 N/NH S N\V/ 7 CzT /\ﬁN\ \N/NH /\\\ N\ \N/NH
\ \ 7\ \ /N D / 7\ \ /N
| o \/t ._/0 — | d S o d | g e
...... 7\ m@ . w;@ N z \zw z AL/V
/" — . - - . —
A O o L .,.A0$N O
I~ (=) (o} W [=o] oo
- e (o] (o] (o] [a2]
ey o o) 7 o %)

167




891

D6 ot 6T 7

Eve

LeE

pee




350

358

361

169




37¢

170




385

394

171




-3 Yy P =\ 3
N\ i g N ] p P N\ P . N p P . ] P .
= 7\ % 7N\ f\{ # / V % /N "N 4 Ix/w
- : z /3 .
a 24 z /7 oz
A / ...... N\. hN i X'AO 2 A“N m \pN
= N om H ,Ho

P o0 — < ~

=N & - — P

') <+ <+ -r -t

404

401

403

412

415

172

£t Dty ST



eL]

LS £on P o £ o b
2 (5 [ [N [N e ok
(=% (8] ==} ~3 n Yok =)
z ./ . OVIV\ \l/
S e — 7
s |
= T
\ ¢/ “ olle =~
=1 \_/ -~ 1N o _|
Z
TZ . Tz z. 2z
TN PN P
T =2 ES P I =2
Ha i &
[\e] |3 ok
(= N N~
Z= Ze— \U
\ /& \ /% o Z
- n o TN S
SEReI I oy
HN/ P \N HN/ 7 \N =z -
z TN b4 AN NP N
> t z 4 ~Z \ AN
X - T =2 N
B [N F2N s 2N
W N b
% % (A W Ll




ATyt 1 b« PRI I SR

a 20
\L 2
[ e] el
- <%
s T NJW N N“Nq =
—Z \ HN \ =
Y \N\ 7 zx Y z Azxl N \N\V/A\n/\wu T
== » o 2] O = 17,3 \ mv e g \(k.,/
i

-1 o
Ny 5 O
7 % 2 g
2N SN~ Z=\_ I N“Nm
/\N f,NN\ s ﬁ/w\\ NW Aozr yA z \NJNH
B B O HNS /N H B
Va S s B 2 ~

451

457

PRI R VN

174

e



SL1

e st & H 0N LN R ta S

oLy SL
pLY £L7
A, N, |
N/A 1LY o~ o 69%
( (
N/ ™ )
3
)
Ny
M~ MR LoV 99
| s hd
N s /
sop pop £9%
9% 19% 09%




490

176




8
P
24, The compound of claim 1, having a structure selected from the group

, or a pharmaceutically acceptable salt thereof.

consisting of:
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, or a pharmaceutically acceptable salt thereof.

25. The compound of claim 1, having a structure selected from the group

consisting of:

181
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319

Lo et

, or a pharmaceutically acceptable salt thereof.

26, A compound, or pharmaceutically acceptable salt thereof, having the

structure of Formula I:
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N\ NH
R'i
N
/
N
H
I
wherein:
R'is ~heter0ary1R3R4;
R? is —arylR’;
R? is a -NHC(=0)R’;
R*Yis H;

each R is independently 1-2 substituents each selected from the group consisting
of halide, -CF3, ~CN, ~(C;. alkyDNHSO,R ', «(C) ¢ alky)NR'R", and -NR(C
alkyDNR''R™;

R’ is selected from the group consisting of «(C,¢ alkyl), —aryl, —carbocyclyl, and

—CHscarbocyelyl;

each R" is independently selected from —(C;.¢ alkyl);

each R" is independently selected from the group consisting of H and —(C ¢

alkyl); and

each R' and R" are optionally linked to form a four to six membered
heterocyclyl ring,

27. The compound of claim 26, wherein R’ is pyridinylR’R*.

28. The compound according to any one of claims 26-27, wherein R' is pyridin-
3-yIR*RY.

29. The compound of claim 26, wherein R%is —(Cy.¢ alkyl).

30. The compound of claim 26, wherein R’ is —(C,.5 alkyl).

31. The compound of claim 26, wherein R’ is carbocyclyl.

32. The compound of claim 26, wherein R’ is ~CHa,carbocyclyl.

33. The compound of claim 26, wherein R’ is phenyIR’.

34. The compound of claim 33, wherein R is halide.

35, The compound according to any one of claims 33-34, wherein R’ is fluorine.
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36. The compound of claim 33, wherein R’ is 2 substituents consisting of a
fluorine atom and -(C ¢ alkyDhNR 'R,

37. The compound of claim 36, wherein R'' and R are both ~(Cy alkyl).

38. The compound of claim 36, wherein R'' and R are linked to form an
azetidine ring.

39. The compound of claim 36, wherein R"" and R' are linked to form a
pyrrolidine ring.

40. The compound of claim 36, wherein R!' and R" are linked to form a
piperidine ring.

41. The compound of claim 33, wherein R’ is 2 substituents consisting of a
fluorine atom and -NRIZ(Cl-G alkyI)NR1 R™,

42. The compound of claim 41, wherein R’ is 2 substituents consisting of a
fluorine atom and -NHCH,CH,NR''R".

43. The compound according to any one of claims 41-42, wherein R'! and R"
are both -(Cy, alkyl).

44. The compound of claim 33, wherein R’ is 2 substituents consisting of a
fluorine atom and —(C;¢ alkyi)NHSOzR] g

45, The compound of claim 44, wherein R’ is 2 substituents cpnsisting of a
fluorine atom and ~CH,NHSO,R'".

46. The compound according to any one of claims 44-45, wherein R is -(C1.
alkyl).

47. The compound of claim 26, having a structure selected from the group

consisting of:

K .
/‘\ ] / | . : F | N
<~ A)\ ~ () /j\ ~ ]
o7 NH )\) 07 N <~ 0" NH -
10 11 : Ne ok 12 NG
L Ol 0y
t i i
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, or a pharmaceutically acceptable salt thereof.
48. A compound, or pharmaceutically acceptable salt thereof, having the
) structure of Formula I:
RZ__/ !is
T
N i
j \_-NH
R’l
AN
[ T w
P N/
H
I
wherein:

R’ is ~pyridin-3-yIR’R*;

R? is ~phenylR’;

R? is a -NHC(=0)R’;

R*is H;

each R’ is independently 1-2 substituents each selected from the group consisting
of fluorine, ~CH,NHSO,R ", -(Cy alkyhDNR''R ', and -NHCH,CH,NR'R'%;

R’ is selected from the group consisting of «(C,.s alkyl), —phenyl, —carbocyclyl,
and —~CHjcarbocyclyl;

each R" is independently selected from -(Cy., alkyl);
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each R is independently selected from the group consisting of H and «(C 1

alkyl); and

each R'! and R'? are optionally linked to form a four to six membered

heterocyclyl ring.
49.
50.
51.

fluorine.

52.

The compound of claim 48, wherein R’ is carbocyclyl.

The compound of claim 48, wherein R® is —(Cy.5 alkyl).

substituents consisting of a fluorine atom and ~CH,NHSO,R", and R" is «(C;; alkyl).

The compound according to any one of claims 48-50, wherein R’ is one

The compound according to any one of claims 48-50, wherein R is 2

53. The compound of claim 48, having a structure selected from the group

consisting of:

|
i

(8] NH .
16 N
X N _-NH
i
N
e \Z N

§‘\/\r»x’

N
H

i1

and

12

, or a pharmaceutically acceptable salt thereof. |

54. The compound of claim 48, having a structure selected from the group

consisting of:

31

F
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N

==

)

\ N

x

91

F
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07 'NH .
P
i
N.__~#
N

H
and

94

Q

, or a pharmaceutically acceptable salt thereof.

55. The compound of claim 48, having a structure selected from the group

consisting of:

191




, or a pharmaceutically acceptable salt thereof.

The compound of claim 48, having a structure of:

56.

57. A compound having a structure selected from the group consisting of:
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, or a pharmaceutically acceptable salt thereof.

58. A compound according to any one of claims 1-57, or a pharmaceutically
acceptable salt thereof, for use in treating a disorder or disease in a patient, wherein the
disorder or disease is selected from the group consisting of: diabetic retinopathy,
pulmonary fibrosis, rheumatoid arthritis, scleroderma, a mycotic or viral infection, a bone
or cartilage disease, Alzheimer's disease, lung disease, and cancer.

59. The compound of claim 58, wherein the bone or cartilage disease is
osteoarthritis.

60. The compound of claim 58, wherein the disorder or disease is diabetic
retinopathy.

61. The compound of claim 58, wherein the disorder or disease is pulmonary

fibrosis.

62. The compound of claim 58, wherem the disorder or disease is rheumatoid
arthritis.

63. The compound of claim 58, wherein the disorder or disease is scleroderma.

64. The compound of claim 58, wherein the disorder or disease is Alzheimer's
disease.

65. The compound of claim 58, wherein the disorder or disease is lung disease.

66. The compound of claim 58, wherein the cancer is selected from the group

consisting of: hepatocellular carcinoma, colorectal cancer, colon cancer, cancers of the
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stomach, liver cancers, breast cancer, pancreatic cancer, leukemia, lymphoma, sarcoma,
and ovarian cancer. '

67. The compound of claim 66, wherein the cancer is hepatocellular carcinoma.

68. The compound of claim 66, wherein the cancer is colorectal cancer.

69. The compound of claim 66, wherein the cancer is colon cancer.

70. The compound of claim 66, wherein the cancer is a cancer of the stomach.

71. The compound of claim 66, wherein the cancer is a liver cancer.

72.  The compound of claim 66, wherein the cancer is breast cancer.

73. The compound of claim 66, wherein the cancer is pancreatic cancer.

74. The compound of claim 66, wherein the cancer is leukemia.

75. The compound of claim 66, wherein the cancer is lymphoma.

76. The compound of claim 66, wherein the cancer is sarcoma.

77. The compound of claim 66, wherein the cancer is ovarian cancer.

78. The compound of claim 58, wherein the compound inhibits one or more
proteins in the Wnt pathway.

79. The compound of claim 358, wherein the compound inhibits signaling
induced by one or more Wnt proteins.

80. The compound of either claim 78 or 79, wherein the Wnt proteins are
selected from the group consisting oft WNT1, WNT2, WNT2B, WNT3, WNT3A,
WNT4, WNTS5A, WNTSB, WNT6, WNT7A, WNT7B, WNT8A, WNT8B, WNTIA,
WNTIB, WNT10A, WNT10B, WNT11, and WNT16.

81. The compound of claim 58, wherein the compound inhibits a kinase activity.

82. A compound of any one of claims 1-57, or a pharmaceutically acceptable
salt thereof, for use in treating a disorder or disease for preventing or reducing
angiogenesis in a patient.

83. The compound of claim 58 or 82, wherein the patient is human.

84. A pharmaceutical composition comprising a compound according to any
one of the claims 1-57, or a pharmaceutically acceptable salt thereof, and a

pharmaceutically acceptable excipient.
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WHAT IS CLAiMEﬁ 1S

1L A compound or pharmaceutxcally acceptable salt thereof havmg the
‘structure of Formula I: ‘

wherein:

R'is —heteroaryiRsR4;

R? is selected from the group consisting of H, —hgferoaryIR®, -heterocyclyIR® and
—arylR’; |

R3is selected from the group 6onsisting 0

-heterocyclylR®, -NHC(=0)R’, —
NHSO;R, -NRUR™ and -(Cy ¢ alkyhNR 'R 2/ |

with the proviso that R* and R® are gt both H;
Rf is 1-3 substituents each seleci#d from the group consisting of H, halide, -CFs, -
CN, OR"? and amino;

each R” is 1ndependent1y 4 substituents each selected from the group consisting
of H, Cyoalkyl, halide, ,OR™, -C(=0)R", amino and -(Cy.¢alky)NR''R™?;
each R® is indepengé ntly 1-5 substituents each selected from the group consisting
of H, Cy.oalkyl, halide #CFs, -CN, OR™ and amino;
each R’ isi ~endenﬂy 1-5 substituents each selected from the group consisting
of H, Cy.oalkyl, J llide, ~CFs, -CN, OR™, amino, ~(C.¢ alkyhNHSO,R Y, NR'}(C1.4
alkyDNR R #and (C1sallyDNR V'R
‘ A5 1-5. subsutuents each selected from the group cons1st1ng of H C1 9 alkyl
efCFs, -CN, OR]3 and amino; , '
y R is selected from the group conmstmg of C; 9 alkyl —heteroaryIR®, -
P { tcrocyclle ~-~aryiR7 and —CHzcarbocyciyl
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R is selected from the group consisting of Cy¢ alkyl, ~heteroarylR®, -
heterocyclylR®, ~aryIR’, and —carbocyclylR™;
each R is independently selected from Cj. alkyl;
each R* is independently selected from the group consisting of H and Cj4 alky;
each R'' and R are optionally linked to form a five or six membered 4
heterocyclyl ring;
cach R is independently selected from the group consisting of H an alkyl;
R™ is 1-5 substituents each selected from the group consisting of (P alkyl,
halide, -CF, -CN, OR" and amino;
with the proviso that Formula I is not a structure selected frgfn the group

consisting of:

‘N ‘ p
»’N
H b
N
) }




The compound of claim 4, wherein R%is -( alkyl)NR”RIz, R is (Cia
alkyl), R™ is «(Ciaalkyl) and R is H. y, ‘
6. The compound of claim 4, wherein R’ d R are optionally linked to form

a ﬁvé or six membered heterocyclyl ring and R* igftL.

7. The compound of claim 6, whegfin the five or six membered heterocyclyl
ring is substituted with 1-2 fluorines. /
erein R® is -NHC(=0)R’.

8, wherein R* is H and R’ is selected from the

8.  The compound of claim 3
9.  The compound of claj
henyl, —carbocyclyl and —CHzcérbccycIyi.
10. The compound gfclaim 3, wherein R® is -NHSO,R™,

group consisting of ~(Cy.5 alkyl),

11. The . of claim 10; wherein R* is H and R!® is selected from the

group consisting of 0 alkyl) and phenyl.

f The compound of claim 3, wherein R’ is H and R* is amino.

f5. The compound as in any one of claims 3-14, in which R” is ~heteroarylR°.
The compound as in any one of claims 3-14, in which R? is -pyridin-3-yIR>.
The compound as in any one of claims 3-14, in which R? is -pyridin~3~y1R5

# and R® is 1-2 fluorine atoms.
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18. The compound as in any one of claims 3-14, in which R? is thiopheneR’.

19. The compound as in any one of claims 3-14, in which R? is ~heterocyclyIR®.
20. The compound as in any one of claims 3-14, in which R? is ~heterocyclylR’,

in which R® is selected from the group consisting of H, F and ~(Ci alkyD), ayf

heterocyclyl is selected from the group consisting of morpholine, d
piperidine. : “ A
21. The compound as in any one of claims 3-14, in which R? is —aryl

22. The compound as in any one of claims 3-14, in which R?is A

R’ is 1-2 fluorine atoms.

23, The compound as in any of claims 3-14, in which R*i
2 substituents consisting of 1 fluorine atom and either -NR'*(Cy #alkyl)NR''R™ or (Cy4
alky)NHSO,R .

24. The compound of claim 1, having a strugfiwe selected from the group

consisting of:

.
N
o 0
07 "NH S

RN \_-NH
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consisting of:
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P - O
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aving a structure selected from the group
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The compound of claim 1

26.

or a pharmaceutically acceptable salt thereof. 4
conststing oft




, or a pharmaceutically
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PA compound, or pharmaceutically acceptable salt thereof, having the
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I
wherein:
R! is ~heteroaryIR°RY;
R? is —arylR’;
R?is a -NHC(=0)R’;
RYis H;

each R’ is independently 1-2 substituents each selectgl from the group consisting
of halide, -CF3, <CN, ~(C1.5 alkyDNHSO;R ", ~(Cratky AR "R, and -NR'(C.5 |
ally)NR V'R, - .
l R’ is selected from the group consisting ofy alkyl), —aryl, —carbocyclyl, and
~CHycarbocyelyl;
each R is independently selected fim —(C, alkyl);
each R™ is independently selectgd from the group consisting of H and ~(Ci.6
alkyl); and
each R'" and R are optigifally linked to form a four to six membered
heterocyclyl ring. y
28.  The compoupf of claim 27, wherein R' is pyridinylR’R".
29. The compdnd of claim 28, wherein R' is pyridin-3-ylRR*.
36. The - pound of claim 28, wherein R® is —(Cy alkyl).
31. Thy ompound of claim 28, wherein R’ is ~{Cy.5 alkyl).
32. 4 '7 compound of claim 28, wherein R’ is carbocyclyl.
3% f The compound of claim 28, wherein R? is —CHycarboeyelyl.
84, The compound of claim 28, wherein R is phenyl.
The compound of claim 31, wherein R’ is halide.

The compound of claim 35, wherein R’ is fluorine.
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37. The compound of claim 31, wherein R’ is 2 substituents consisting of a
fluorine atom and -(C1.¢ chyI)NR1 R,

38. The compound of claim 37, wherein R'' and R'? are both -(C;, alkyl).

39. The compound of claim 37, wherein R'' and R™ are linked to form
azetidine ring. ‘

40. The compound of claim 37, wherein R'' and R™ are linked to ; a
pyrrolidine ring. y

41. The compound of claim 37, wherein R'' and R' are Ii to form a
piperidine ring. '

' 42. The compound of claim 31, wherein R’ is 2 substi

fluorine atom and -NR'*(Cj4 aIkyI)NR”Rm.

43. The compound of claim 42, wherein R’ is 2
fluorine atom and -NHCH,CH,NR''R "2, 4

44. The compound of claim 43, wherein R" ang R™ are both -(Cy.5 alkyl).

fits consisting of a

jbstituents consisting of a

. 45, The compound of claim 31, wherein Fis 2 substituents consisting of a
fluorine atom and —(Cj.4 alkyl)NHSOzR”.
46. The compound of claim 45, wh rein R is 2 substituents consisting of a
fluorine atom and ~CH,NHSO,R™.
47. The compound of claim 46fwherein R' is ~(Cy., alkyl).
48. The compound of ¢l 27, having a structure selected from the group

consisting oft
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or a pharmaceutically acceptable salt thereof,

F 49, A compound, or pharmaceutically acceptable salt thereof, having the

Fucture of Formula It

P
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wherein:

R! is —pyridin-3-yIR’R*;

R?is —;phenyiR7;

R? is a -NHC(=O)R?;

R*is H;

each R is independently 1-2 substituents each selec
of fluorine, ~CH,NHSO,RY, «(Cy alkyh)NR'R', and -

o om the group consisting
ACH, CHNR YR

R’ is selected from the group consisting of “(alkyl), ~phenyl, ~carbocyelyl,
and ~CH,carbocyelyl; 4

each R'! is independently selected from 4 ;.2 alkyl);

each R'? is independently selected £ 4 the group consisting of H and -(Cj2
alkyl); and

each R' and R* are optional linked to form a four to six membered
heterocyclyl ring.

50. The compound offlaim 49, wherein R? is ~(Ca.5 alkyl).

51. The compoung ; claim 49, wherein R® is carbocyclyl.

52. The compod of claim 50, wherein R’ is one fluorine,

53. The cogfpound of claim 50, wherein R” is 2 substituents consisting of a

182




acceptable salt thereof.

56. The compound of claim 49, having & structure selected from the group -

consisting of:

pharmaceutically acceptabjé salt thereof.

57. A compo having a structure selected from the group consisting of:
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, or a pharmaceutically acceptable salt thereof.

58. ‘
acceptable g
disord r ‘

ompound according to any one of claims 1-57, or a pharmaceutically
It thereof, for use in treating a disorder or disease in a patient, wherein the
for disease. is selected from the group consisting of diabetic retinopathy,
pulngfnary fibrosis, rheumatoid arthritis, scleroderma, a mycotic or viral infection, a bone
cartilage disease, Alzheimer's disease, lung disease, and cancer.

59. The compound of claim 58, wherein the disorder or disease is osteoarthritis.
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60.

retinopathy.

61.
fibrosis.

62.
arthritis.

63.

64.

disease.
65.
66.

- 67,
68.
69.
70.
71.
72.
73.
74.
75.
76.

The compound of claim 58, wherein the disorder or disease is diabetic

The compound of claim 58, wherein the disorder or disease is pulmonary

The compound of claim 58, wherein the disorder or disease is ‘ d

The compound of claim 58, wherein the disorder or disease is sclegfderma.

The compound of claim 58, wherein the disorder or disease j Alzheimer's

The compound of claim 58, wherein the disorder or disg#Se is ung disease.

dwnt pathway.

The compound of claim 58, wherein the compound inhibits signaling

A by one or more Wnt proteins.
§ 80.
felected from the group conmsisting of: WNT1, WNT2, WNT2B, WNT3, WNT3A,

The compound of either claim 78 or 79, wherein the Wnt pr&ceins are
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WNT4, WNTS5A, WNTS5B, WNT6, WNT7A, WNT7B, WNT8A, WNT8B, WNTIA,
WNTOB, WNT10A, WNT10B, WNT11, and WNTI6.
81. The compound of claim S8, wherein the compound inhibits a kinase activity.

82. A compound of any one of claims 1-57, or a pharmaceutically

angiogenesis in a patient.

83. The compound of claim 58 or 82, wherein the patient is human.

pharmaceutically acceptable excipient.




