changes involving nuclear function. Recently, a link betweeﬁ neuronal activity, essential
for the formation and refinement of neuronal connections, and Wnt signaling has been
uncovered. Indeed, neuronal activity regulates the release of various Wnt proteins and the
localization of their receptors. Wnt pathway mediates synaptic structural changes induced
by neufonal activity or experience. Evidence suggests that dysfunction in Wnt signaling
contributes to neurological disorders [Brain Research Reviews (2000), 33(1;, 1-12;
Oncogene (2006) 25(37), 7545-7553; Molecular Neurodegeneration (2008), 3, 9;
Neurobiology of Disease (2018), 38(2), 148-153; Journal of Neurodevelopmental
Disorders (2011), 3(2), 162-174 and Cold Spring Huarbor Perspectives in Biology
February (2012), 4¢2)].

SUMMARY

[6009] The present disclosure makes available methods and reagents,
involving contacting a cell with an agent, such as an aromatic compound, in a sufficient
amount to antagonize a Wnt activity, e. g., to reverse or control an aberrant growth state
or correct a genetic disorder due to mutations in Wnt signaling components.

[001(3] Some embodiments disclosed herein include Wnt inhibitors containing
an indazole core. Other embodiments disclosed herein include pharmaceutical
compositions and methods of treatment using these compounds.
pharmaceutically acceptable salt thereof having the stracture of Formula I:

RZ2__# ?(l

=y

N
W _-NH

N

/

N
H

wherein:

R!is _heteroaryIRSR4;



[0010b] In one sspestembodiment, there 1s provided a compound, or pharmaceutically
acceptable salt thereof, having the structure of Formula I
R%_ /7 h\l

T,

N
% -NH

R1

s
L
H

wherein:

Rlis ——heteroaryiR3R4;

R? is —aryIR’;

R? is a-NHC(=0)R’;

R*is H;

each R’ is independently 1-2 substituents éach selected from the group consisting
of halide, -CF3, —~CN, —(C14 alky)NHSO,R ", «(C ¢ alkyDNR''R", and -NR'*(C\.¢
alkyh)NR''R™;

R’ is selected from the group consisting of —(Cy. alkyl), —aryl, —carbocyelyl, and
~CH,carbocyelyi;

each R'' is independently selected from —{C ¢ alkyl);

each R" is independently selected from the group consisting of H and «(Cj.s
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 aspestembodiment, there is provided a compound, or pharmaceutically

acceptable salt thereof, having the structure of Formula I:
R/ IKI

T

N
N -NH

\N

/
N
H

wherein:

R is —pyridin-3-yIR’RY,;

R? is -phenylR’;

R’ is a -NHC(=0)R";

R*is H;

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

R’ is selected from the group consisting of —(C».5 alkyl), —phenyl, —carbocyclyl,
and ~CHpcarbocyclyl;

each R is independently selected from -(Cy.; 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

heterocyelyl ring.
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[0010d] In one aspestembodiment, there is provided a compound having a structure

selected from the group consisting of:

4d



[06i0e]  In one aspect, there is provided a compound of formula:

or a pharmaceutically acceptable salt thereol,

(0011} One embodiment disclosed herein includes a compound having the

structure of Formula I:

as well as prodrugs and pharmaceutically acceptable salts thereof,
i0012] In some embodiments of Formula (I):

R! is —heteroarylR’R*;
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[0015] Some embodiments of the present disclosure include pharmaceutical
compositions comprising a compound of general Formula (I) and a pharmaceutically
acceptable carrier. '

[0015a] In another aspeetemmbodiment, there is provided a compound as defined
herein, or a pharmaceutically acceptable salt thereof, for use in freating a disorder or
disease for preventing or reducing angiogenesis in a patient.

[0015b] In one aspect, there is provided a compound as defined herein, or a

pharmaceutically acceptable salt thereof, for use in treating a disorder or disease &

satient-wherein-the-disorder-or-disease-is-selected from-the-sroup-consisting-of. diabetic
retinopathy, pulmonary fibrosis, rheumatoid arthritis, scleroderma, a mycotic or viral
infection, a bone or cartilage disease, Alzheimer's - disease, ostecarthritis, and lung

disease-gnd-cancer,

0015¢] In one aspect, there is provided use of a compound as defined berein, or a
pharmaceutically acceptable salt thereof, in the manufacture of a medicament for treating
a disorder or disease selected from diabetic retingpathy, pulmonary fibrosis, theumaloid
arthritis. scleroderma. a mveotic or viral infection, a bone or cartilage disease.
Alrheimer's disease, ostecarthritis, and lung disease,

[6016] Other embodiments disclosed herein include methods of inhibiting one

or more members of the Wnt pathway, including one or more Wnt proteins by

administering to a subject affected by a disorder or disease in which aberrant Wnt

ba



signaling is implicated, such as cancer and other diseases associated with abnormal
angiogenesis, cellular proliferation, cell cycling and mutations in Wnat signaling
components, a compound according to any of the above formulas. Accordingly, the
compounds and compositions provided herein can be used to treat cancer, to reduce or
inhibit angiogenesis, to reduce or inhibit cellular proliferation and correct an genetic
disorder due to mutations in Wnt signaling components. Non-limiting examples of
diseases which can be treated with the compounds and compositions provided herein
include a variety of cancers, diabetic retinopathy, pulmonary fibrosis, rheumatoid
arthritis, scleroderma, mycotic and viral infections, osteochondrodysplasia, Alzheimer's
disease, lung discase, osteoarthritis, polyposis coli, osteoporosis-pseudoglioma syndrome,
familial exudative vitreoretinopathy, retinal angiogenesis, early coronary discase, tetra-
amelia syndrome, Millerian-duct regression and virilization, SERKAL syndrome,
diabetes mellitus type 2, Fuhrmann syndrome, Al-Awadi/Raas-Rothschild/Schinzel
phocomelia syndrome, odonto-onycho-dermal dysplasia, obesity, split-hand/foot
malformation, caudal duplication syndrome, tooth agenesis, Wilms tumor, skeletal
dysplasia, focal dermal hypoplasia, autosomal recessive anonychia, neural tube defects,
alpha-thalassemia (ATRX) syndrome, fragile X syndrome, ICF syndrome, Angelman
syndrome, Prader-Willi syndrome, Beckwith-Wiedemann Syndrome and Rett syndrome.

f0016a] In one aspect. there is provided a compeund as defined herein, or a
sharmaceutically acceptable salt thereof, for yse in freating a vepetic disease coused by
mutations in Wnt sienaline commponents, wherein the genetic disease is gelected from;
nolyposis coli osteoporosis-nseudoslioms syndrome, fammilial exudative
vitregretinonathy, retinal anglocenesis, earlv coronary disease, fetra-amelia syvndrome,
Midlerian-duet regression and viriization, SERKAL svndrome, diabetes mellitus tvpe 2
Fuhrmann  syndrome,  Al-Awadi/Raas-Rothschild/Schinzel  vhocomelia  syndrome,
odonto-onveho-dermal  dysplasia,  obegity,  split-hand/foot  malformation,  caudal
duplication syndrome, footh sgenesis, Wilms fumor, skeletal dvsplasia, focal dermal
byoonlasia,  autosomal recessive aponvehiz, nevral tube defects, alpha-thalassemia
(ATRIY syndrome, Dagile X svpdrome, ICE syndrome, Angelman svndrome, Prader-
Willt syndrome, Beckwith-Wiedemann Svondrome. and Bett syndiome,




(00161 In one aspect, there is provided use of a compound as defined herein, or a
pharmaceuticallv accentable sall thereof, in the manufacture of » medicament for ireating
& genetic disease caused by mutations 1 Wit signaline components. whersin the genetic
disease is selected from: polvposis coli, osteoporosis-pseudoglioma syndrome, familial
exudative vitreoretinopathy, retinal angiovenesis, early coronary disease, {ewra-amelia
svndrome, Millerian-duct regression and virlization, SERKAL syndrome, diabetes
metlitus tvee 2, Fuhomann svndrome, Al-Awadi/Taas-Rothsehild/Schinzel phocomelia
syndrome, odonto-onveho-dermal  dvsplasia,  obesitv,  split-hand/foot malformation,
caudal duplication syndrome. tooth agencsis, Wilms tumor, skeletal dysplasia, focal
dermal hyponlagia, autosomal vecessive anonyvehia, neural tube defects. alpha-thalassemia
{ATRX) syndrome. fragile X syndrome. ICF svndrome, Angelman svndrome, Prader-
Willi syndrome. Beckwith-Wisdemann Svndrome, and Rett gyndrome.

[6017] Another embodiment disclosed herein includes a pharmaceutical

composition that has a compound according to any of the above formulas and a
pharmaceutically acceptable carrier, diluent, or excipient.

[6018] Some embodiments of the present disclosure include methods to
prepare a compound of general Formula (I).

[0019] It is to be understood that both the foregoing general description and
the following detailed description are exemplary and explanatory only and are not

restrictive of the mvention, as claimed.

DETAILED DESCRIPTION OF THE INVENTION
[0020] Compositions and methods for inhibiting one or more members of the
Wnt pathway, including one or more Wnt proteins would be of tremendous benefit.

Certain embodiments provide such compositions and methods. Certain related



WHAT IS CLAIMED IS:

1.

A compound of formula:

or a pharmaceutically acceptable salt thereof.

A pharmaceutical composition comprising a compound according to claim 1, ora
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable

excipient.

A compound according to claim 1, or a pharmaceutically acceptable salt thereof,
for use in treating a disorder or disease selected from: diabetic retinopathy,
pulmonary fibrosis, rheumatoid arthritis, scleroderma, a mycotic or viral
mfection, a bone or cartilage disease, Alzheimer's disease, osteoarthritis, and lung

disease.

A compound according to claim 1, or a pharmaceutically acceptable salt thereof,
for use in treating a genetic disease caused by mutations in Wnt signaling
components, wherein the genetic disease is selected from: polyposis coli,
osteoporosis-pseudoglioma syndrome, familial exudative vitreoretinopathy,
retinal angiogenesis, early coronary disease, tetra-amelia syndrome, Miiilerian-~
duct regression and virilization, SERKATL syndrome, diabetes mellitus type 2,
Fuhrmann syndrome, Al-Awadi/Raas-Rothschild/Schinzel phocomelia syndrome,
odonto-onycho-dermal dysplasia, obesity, split-hand/foot malformation, caudal
duplication syndrome, tooth agenesis, Wilms tumor, skeletal dysplasia, focal

dermal hypoplasia, autosomal recessive anonychia, neural tube defects, alpha-
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thalassemia (ATRX) syndrome, fragile X syndrome, ICF syndrome, Angelman
syndrome, Prader-Willi syndrome, Beckwith-Wiedemann Syndrome, and Rett
syndrome.

5. The compound for use of claim 3, wherein the disorder or disease is osteoarthritis.

6. Use of a2 compound according to claim 1, or a pharmaceutically acceptable salt
thereof, in the manufacture of a medicament for treating a disorder or disease
selected from: diabetic retinopathy, pulmonary fibrosis, rheumatoid arthritis,
scleroderma, a mycotic or viral infection, a bone or cartilage disease, Alzheimer's

disease, osteoarthritis, and lung disease.

7. Use of a compound according to claim 1, or a pharmaceutically acceptable salt
thereof, in the manufacture of a medicament for treating a genetic disease caused
by mutations in Wnt signaling components, wherein the genetic disease is
selected from: polyposis coli, osteoporosis-psendoglioma syndrome, familial
exudative vitreoretinopathy, retinal angiogenesis, early coronary disease, tetra-
amelia syndrome, Miillerian-duct regression and virilization, SERKAL syndrome,
diabetes mellitus type 2, Fuhrmann syndrome, Al-Awadi/Raas-
Rothschild/Schinzel phocomelia syndrome, odonto-onycho-dermal dysplasia,
obesity, split-hand/foot malformation, caudal duplication syndrome, tooth
agenesis, Wilms tumor, skeletal dysplasia, focal dermal hypoplasia, autosomal
recessive anonychia, neural tube defects, alpha-thalassemia (ATRX) syndrome,
fragile X syndrome, ICF syndrome, Angelman syndrome, Prader-Willi syndrome,
Beckwith-Wiedemann Syndrome, and Rett syndrome.

8. The use of claim 6, wherein the disorder or disease is osteoarthritis.
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‘ | )
WHAT IS CLAIMED IS: /,
yd
. A compound or pharmaceutically acceptable salt thereof having the /
structure of Formula E: , ,«”’f
R._/ N
\{\ \ | ;(,f
e
N ] ?;"g
1 J
NS 7
| | N Ve
P ﬁ j‘fﬁ
wherein: ,
! {s —heteroaryiR°R*;

R* is selected from the group consisting of H, »wpyndm- ~le5 —pyridin-4-yl1R®, -
thiopheneR’, ~furanR’, —imidaroleR’, -hetemcyclle and ~arylR’:

R® is selected from the group consisting of H heterocycile ~NHC(=0)R®, -
NHSO,R'’, NR''R™and (Cr. alky)NR'RY;

with the proviso that R* and R® are nob both H;

R?is 1-3 substituents each selcctec}ﬁxfrom the group consisting of H, halide, -CF4, -
CN, OR™ and amino;

each R is independently 1-4 ,sérbstituents each selected from the group consisting
of H, Cy. alkyl, halide, <CF3, —CN OR” -C=0)R", amino and «(C;.¢ alkyhNR'R'%;

each R® is mdependently 1.5 substituents each selected from the group consisting
of H, Cyalkyl, halide, -CF3{ ".CN, OR™ and amino;

each R is indepcﬂéfenﬂy 1-5 substituents each selected from the group conéisting
of Cy alkyl, halide, -CF3, -CN, OR®, amino, C1.¢ alky)NHSO:R ', NR™*(C,.¢
auqyz)NR‘ IR and v(c] s alkyDNRUR'%

$is1- §/substztuents each selected from the group consisting of H, C,.¢ alkyl,

halide, -CFs, N, OR™ and amino;

Rgﬁfsf selected from the group consisting of Cre alkyl, ~heteroarylR®, -
heterogyféiyiRé, —aryiR’, —carbocyelyl, and ~CHjcarbocyelyl;
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R is selected from the group consisting of Cy.o alkyl, ~heteroarylR®, - S
heterocyelylR®, —aryIR’, and —carbocyclyiR; f@fﬁ
cach R is independently selected from Cy.q alkyl; f

cachR" is independently selected from the group consisting of H and Cp.4 alféyl

cach RM and R are optionally linked to form a five or six membcre:d /
heterocyelyl ring :

each R”’ is independently selected from the group consisting of H aﬁd ’Cl ¢ alkyl;

R is 1-5 substituents each selected from the group consmtmg of H Cioalkyl,
halide, -CF;, -CN, OR* and amino.

2. The compound of claim 1, wherein Rlis pyridineR?

3. The compound according to any one of claims 1~2, wherein R’ is pyridin-3-
VIR'RY.

4,  The compound according to any one of ciaum 1-3, wherein R’ is {Cis
allcy INR V'R, / |

5.  The compound according to any one of claims 1-4, wherein R® is {Cra
alkyINRMR™, R is -(Cyoalkyl), R is - {C;galky]) and R* is H.

6, The compound according to any dne of claims 1- 4, wherein R'' and R' are
optionally Jinked 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 heterocyvelvl ring is subStituted with 1-2 fluorines.

8. The compound acchcﬂng to any one of claims 1-3, wherein R is —
NHC(=O)R’. 7

9. The oompound accouimg to any one of claims 1-3 and 8, wherein R* is H
and R’ is selected from the group consisting of -(Ca.s alkyl), phenvl, —carbocyelyl and -
CHzearbocyelyl. /

16. The {:(iﬁgi)eund_ according to any ome of claims 1-3, wherein R® is —
NHSOR®.,  /

ii. Thfé ’compeund according to any one of claims 1-3 and 10, wherein R® is H
and R' is sglfééted from the group consisting of —(C;_4 alkyl) and phenyl.

1}’ The compound according io any one of claims 1-3, wherein R® is —

heterqgﬁff\c}yiRS.
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13, The compound according 1o any one of claims 1-3 and 12, wherein R* is H
and heterocyclvl is selected from the group consisting of morpholine, piperazine and /

piperiding, f
i4. The compound according to any one of claims 1-3, wherein RPisH am{ R*
1S amino. , - ,f
15. The compound according to any one of claims 3-14, in which R? },s/»pyrz din-

&

' ZwyiRS. Y
16. The compound according to any one of claims 3-14, iﬁ wh§hR2 is -pyridin-
4-yIR. s/

17. The compound according to any one of claims {3»‘5:4;4, in which R? i
thiopheneRs. ff

18. The compound according to any one of clapﬁ/; 3-14, in Which R is —
heterocyelylR®. 4 _

19. The compound according fo any one Gf clmms 3-14, in which R? is -
heterocyciyIR®, in which R® is selected from thc group consisting of H, F and —(Cy4
aikyl), and heterocyclyl is selected from the ygup 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 accordmgz to any one of claims 3-14, in which R?
phenylR” and R is 1-2 fluorine atornfs

22. The compound acc@rdmg to any one of claims 3-14, in which R is —
pheny1R7 and R is 2 substimf:nts consisting of 1 fluorine atom and either NR(Ch.
alky)NRM' R or ~(C s azziyi)NHsoga“_

23, The comppii}ld of claim 1, having a structure selected from the group

f.,:'
&

consisting of

— ~
O] e O
o7 NH /\,@) Ty ;‘m%

5 o
\//Kﬁ & ﬁ/
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486

, or a pharmaceutically acceptable salt thereof.

d from the group

The compound of claim I, having a structure selecte

24.

conststing of:
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,ors pharmaceutigﬁily acceptable salt thereof.
26. Aﬂ_,‘-“éompound, or pharmaceutically acceptable salt thereof, having the

structure of {Fflrmuia I




sz,//\\f‘\:l /
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PN "
N
4
I
whereiln:
R} is —heteroaryiR'RY;
R? is —aryIR’;
R® is a -NHC(=O)RY;
R*is H;

each R’ is independently 1-2 substituents each seiegt‘éd from the group consisting
of halide, -CF;, ~CN, —{Cy.¢alkyhDNHSOR ', «(Cyg alk;a)'NR“R”, and NR™(C ¢
alkyhNRR;

R’ is selected from the group consisting of »{C; - alkyl), ~aryl, —carbocyclyl, and
—CHycarbocyelyl; /

each R' is independently selected fmm —~(C 1.¢ alkyl);

each R is independently selected‘;from the group consisting of H and -(Cr.¢
alkyD; and ’

cach R" apd R' are optiom‘;lﬁl-? linked to form a four to six membered
heterocycelyl ring. ;

37, The compound of t:iaim 26, wherein R is pyridinylR*R.

28. The cempoxmd/accmdmcr to any one of claims 26-27, wherein R! is pyridin-
3-yIRRY. /”’ _

29, The compgund of claim 26, wherein RY is ~{C1.6 alkyl).

30, The compomld of claim 26, wherein R’ is —{Ca.s alkyl).

31 ThafcompOund of claim 26, wherein R” is carbocyclyl.

32. ’I’he compound of claim 26, wherein R? is ~CHacarbocyelyl.

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
fuorine atom and ~{Cy.s alkyhNR MR,
37. The compound of claim 36, wherein R'" and R™ are both «(Craalkyl). /7

’ e

A

i

38, The compound of claim 36, wherein R' and R" are linked 1o fonjpf’/an

azetdine ring.

P
i

#

39, The compound of claira 36, wherein R' and R" are linked }g form a

pyrrolidine ring.

4

46. The compound of claim 36, wheren R and R¥ are li;;ﬂ/cad to form a

piperidine ring.

Vi

41, The compound of claim 33, wherein R7 is 2 substiiaffénts consisting of a
finorine atom and -NR(C).¢alkyDNRR™, "'

42, The compound of claim 41, wheremn R’ is 25‘s’£bstituents consisting of a
fluorine atom and -NHCHCHNR'R',

43. The compound according to any one of g}ﬁims 41-42, wherein R'" and R"

are both -(Cy2 alloyl).

44, The compound of claim 33, wherg:iﬁ R” is 2 substituents consisting of a
fluorine atom and (1.6 aikyl}NHSOzR] L

45, The compound of claim 44,¢A3§’herain R’ is 2 substituents consisting of a

fluorine atom and MCHzNHSOZR”.

" 46. The compound accordig;g'?to any one of claims 44-45, wherein R is «(Cia

alleyl}.

47. The compound olf"'ciaim 26, having a structure selected from the group

consisting of:
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, or a pharmaceutically acceptable salt thereof.
48, A compound, or pharmaceutically acceptapfé salt thereof, having the

structure of Formula §:

wherein: .

R’ is ~pyridin-3-yIR'RY;

R? is —phenyIR’; .

R i a—NHC(wO)Rg

fis H; A

each R is i_géiepandenﬂy 1-2 substituents each selected from the group consisting
of fluorine, -CH2’§€HSO;R“, {(Cy4alkyDNRM R, and -NHCH,CH,NRR™;

R’ is:_s’é%iected from the group consisting of ~(Cy.s alkyl), ~phenyl, —carbocyelyl,
and MCHggé;:bocyclyi;

éach RY is independently selected from -(Cs.p alkyl);
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each R is independently selected from the group consisting of H and «{Cy

alkyl); and y
cach R'" and R'? are optionally linked to form a four to six membered /
heterocycly! ring. / |
49. The compound of claim 48, wherein R’ is —(Ca.s alkyl). /
50. The compound of claim 48, wherein R is carbocyelyl. ) /
51. The compound according to eny one of claims 48-50, whez;&*;é; R’ is one
fluorine.
52. The compound according to any one of claims 48—5{9‘,’; wherein R’ is 2
substituents consisting of a fluorine atom and ~CH,NHSO,RY, angj,ffi” is ~(C1. alkyl).
53. The compound of claim 48, having a stmcture_f.séiectad from the group
consisting of:
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, or a pharmaceutically accepiable salt theréof,

54. The compound of claim/,.éf& having a structure selected from the group

consisting of:

31 !a/l\

and

94

,ore phannace‘a;ti&al}y acceptable salt thereof.

85, t}?’he compound of claim 48, having a structure selected from the group

consisting of:
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, 0r a pharmaceutically acceptable salt thereof.

56. The compound of claim 48, having a structure of:
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57. A compound having a structure selected frofn the group consisting of:
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, or a pharmaceutically acceptable salt thereof, ‘

58. A compound according to any one of claimsﬁ;;{’{ﬁ’f, or a pharmaceutically
acceptable salt thereof, for use in treating a disorder or dzsease in a patient, wherein the
disorder or disease is selected from the group cgyféisting of. diabetic retinopathy.
pulmonary fibrosis, rheumatoid arthritis, sc}emdem}sz?a mycotic or viral infection, a bone
or cartilage disease, Alzhelmer's disease, hung difyﬁgse, and cancer,

59. The compound of claim 58, wherein the bone or cartilage discase is
Fi
ostecarthritis. fz

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

retinopathy. .
61. The compound of clgi’%h 58, wherein the disorder or disease is pulmonary

. r
{ibrosis.

62. The compound;_é’% claim 58, wherein the disorder oy disease is rheumatoid
arthritis.

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

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

disease. / '
65. I’éfh‘é compound of claim 58, wherein the disorder or disease is lung disease.
66. _f"'é?he compound of claim 58, wherein the cancer is selected from the group

i _
consisting” of: hepatocellular carcinoma, colorectal cancer, colon cancer, cancers of the
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stomach, liver cancers, breast cancer, pancreatic cancer, leukemis, lymphoma, sarcoma, Vi
and ovarian cancer. | ) ej
67. The compound of claim 66, wherein the cancer is hepatocellular carcinoma. f
68. The compound of claim 66, whersin the cancer is colorectal cancer. bf’f
y
69.  The compound of claim 66, wherein the cancer is colon cancer. 9

76. The compound of claim 66, wherein the cancer is a cancer of the stqg:x{;ch.

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

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

73. The compound of claim 66, wherein the cancer is pancreatig;é!ancer.

74. 'The compound of claim 66, wherein the cancer is leukemi‘éi

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

76. The compound of claim 66, wherein the cancer is s@féoma.

77. The compound of claim 66, whearein the cancer %_s‘“’éwarian cancer.

78. The compound of claim 38, wherein the cgﬁiﬁound. inhibits one or more
proteins in the Wat pathway.

7¢, The compound of claim 38, whelem Lhe ccmpound inhibits signaling
induced by one or more Wnt proteins.

80. The compound of either claim 78 or 79, wherein the Wnat profems are
selected from the group consisting oft WNTL WNT2, WNT2R, WNT3, WNT3A,
WNT4, WNT5A, WNTSB, WNTS, WNT’7A, WNT7R, WNTSA, WNTEB, WNT9A,
WNT9B, WNT10A, WNTI0B, WNT11, and WNTIS.

8i. The compound of cia:tm 38 wherein the compound inhibits a kinase activity.

82. A compound of anyf" one of claims 1-37, or a pharmaceutically acceptabie
salt thereof, for use in tre@‘emg & disorder or disease for preventing or reducing
angiogenesis in a patient.

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

84. A phannaceumcal composition comprising a compound according to any
one of the cia1ms 1-57, or a pharmaceutically acceptable selt thereof, and a

pha;maceutwally auceptable excipient.
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