
[0011] Some embodiments disclosed herein include Wnt inhibitors containing a 1H-
pyrazolo[3,4-6]pyridine core. Other embodiments disclosed herein include pharmaceutical 
compositions and methods of treatment using these compounds. 

[0011a] In ens aspect, thege-4s' providedDisclosed is a compound or pharmaceutically 

acceptable salt thereof having the structure of Formula I: 

Rs 

wherein: 

R1 is H; 

R is selected from the group consisting of -C1.3 alkyl, halide, -(C1.9 

alkyl)„aryl(R6)q, -(C]~9 alkyl)nheteroaryl(R7)q, -(C1.9 alkyl)nheterocyclyl(R8)q, -(C1.9 

alkyl)nN(R9)2, -OR10, and -NHC(-0)Ru; 

R3 is H; 

R4 is selected from the group consisting of -aryl(RI3)q, -heterocyclyl(R14)q, and -

heteroaryl(R15)q; 

R5 is H; 

each R6 is a substituent attached to the aryl ring and independently selected from 

the group consisting of H, -C1-9 alkyl, halide, CF3 and CN; 

each R is a substituent attached to the heteroaryl ring and independently selected 

from the group consisting of H, -C1.9 alkyl, halide, CF3 and CN; 
o 

each R is a substituent attached to the heterocyclyl ring and independently 

selected from the group consisting of H, halide, -(C1-3 alkyl)naryl(R6)q, and -CMalkyl; 

each R9 is independently selected from the group consisting of H, -C1.9 alkyl, -

(Ci-3 alkyl)naryl(R6)q, -(Ci_3 alkyl)ncarbocyclyl and -(Ci_9alkyl)N(R16)2; 

alternatively, two adjacent R9 may be taken together with the atoms to which they 
1 7 are attached to form a heterocyclyl(R )q; 
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[0013a] In one—aspeefe—4tee—k providedPisclosed is a compound or 

pharmaceutically acceptable salt thereof having the structure of Formula II: 

Rs 

II 
wherein: 
R1 is II; 
R2 is selected from the group consisting of -Ci.3 alkyl, halide, -(Ci_9 alkyl)naryl(R6)q, -(Cj. 

9 alkyl)nheteroaryl(R7)q, -(C1.9 alkyl)nheterocyclyl(R8)q, ~(C^9 alkyl)nN(R9)25 -OR!0 and -
NHC(=0)Rn; 

R3 is H; 
R4 is selected from the group consisting of H, -aryl(R13)q, -heterocyclyl(Ru)q, and -

heteroaryl(R15)q; 
R5 is H; 
each R6 is a substituent attached to the aryl ring and independently selected from the 

group consisting of H, -Q.9 alkyl, halide, CF3 and CN; 
each R7 is a substituent attached to the heteroaryl ring and independently selected from 

the group consisting of H, -C1.9 alkyl, halide, CF3 and CN; 
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[0015a] fa-eBe-aspeekr there is providedPisclosed is a compound having a structure 
selected from the group consisting of: 
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4s-&re¥t4< 
selected from the group consisting of: 

js a compound having a structure 
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WHAT IS CLAIMED IS: 

1. A compound, or pharmaceutically acceptable salt thereof, having the 

structure of Formula I: 

R1 is H; 

R2 is independently selected from the group consisting of H and -(C1.9 

alkyl )0N(R9)2; 

R3 is H; 

R4 is independently selected from the group consisting of-aryl(R13)q, -furyl(RI5)q, 

and -thiophenyl(RI5)q; 

R5 is H; 
Q 

each R is a substituent attached to the heterocyclyl ring and independently 

selected from the group consisting of H, halide, and -CM alkyl; 

each R9 is independently selected from the group consisting of H, -C1.9 alkyl, -(Ci. 

3 alkyl)ncarbocyclyl and -(C1-9 alkyl)N(R16)2; 
13 each R is 1-2 substituents each attached to the aryl ring and independently 

selected from the group consisting of H, halide, -(C1.3 alkyl)nheterocyclyl(R8)q, -(C1.9 

alkyl)nN(R9)2 and -(C,-9alkyl),,NHS02R18; 

each R15 is a substituent attached to the heteroaryl ring and independently selected 

from the group consisting of H, lower alkyl, halide, -CF3, CN, and -C(=0)(Ci.3 alkyl); 

each R16 is independently selected from the group consisting of H and lower 

I 

wherein: 

alkyl; 
18 each R is a lower alkyl; 
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AisC; 

each q is independently an integer of 1 or 2; and 

each n is independently an integer of 0 or 1. 

2. The compound of claim 1, wherein the R13 heterocyclyl is selected from the 
8 8 8 8 group consisting of azetidinyl(R )q, pyrrolidinyl(R )q, piperidinyl(R )q, piperazinyl(R )q, 

and morpholinyl(R8)q. 

3. The compound of claim 1, wherein R" is H. 
2 9 4. The compound of claim 1, wherein R is -(C1.9 aikyl)nN(R )2. 

5. The compound of claim 4, wherein R2 is ~-CH2N(R9)2 or -N(R9)2. 

6. The compound according to any of the claims 1-5, wherein R9 is 

independently selected from the group consisting of H, Me, Et, n-propyl, isopropyl, and -

CH2carbocyclyl. 

7. The compound according to any of the claims 1-6, wherein R4 is 

phenyl(Ri3)q. 

8. The compound according to any of the claims 1 and 3-6, wherein R4 is -

furyi(R15)q. 

9. The compound according to any of the claims 1 and 3-6, wherein R4 is -

thiophenyl(R15)q. 

10. The compound according to any of the claims 1 and 3-7, wherein R13 is one 

substituent attached to the phenyl ring and the substituent is a fluorine atom. 
13 11. The compound according to any of the claims 1 and 3-7, wherein R is two 

substituents each attached to the phenyl ring and the substituents are a fluorine atom and 

-N(R9)2, wherein R9 is independently selected from the group consisting of H and -

CH2CH2N(R16)2, and wherein Ri6 is is independently selected from the group consisting 

of H, Me, and Et. 
12. The compound according to any of the claims 1 and 3-7, wherein R13 is two 

substituents each attached to the phenyl ring and the substituents are a fluorine atom and -

(CH2)nNHS02Ri8, wherein R9 is independently selected from the group consisting of Me 

and Et. 
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13. The compound according to any of the claims 1, 3-6, and 8, wherein R15 is 

one substituent attached to the thiophenyl ring and the substituents are selected from the 

group consisting of H, F, Me, and -C(=0)Me. 

14. The compound of claim 1, wherein the compound of Formula (I) has a 

structure selected from the group consisting of: 

V-NH 
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\ N 
HN^ 
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N' N H , and 

or a pharmaceutical^ acceptable salt thereof. 

15. The compound of either claim 1 or 14, wherein the compound of Formula 

(I) has a structure selected from the group consisting of: 
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, or a pharmaceutically acceptable salt thereof. 

16. The compound according to any of the claims 1 and 14-15, wherein the 

compound has a structure of: 

~N H , or a pharmaceutically acceptable salt thereof. 

17. The compound according to any of the claims 1 and 14-15, wherein the 

compound has a structure of: 

NH 

V-NH 

H , or a pharmaceutically acceptable salt thereof. 
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18. The compound according to any of the claims 1 and 14-15, wherein the 

compound has a structure of: 

19. The compound according to any of the claims 1 and 14-15, wherein the 

compound has a structure of: 

20. A pharmaceutical composition comprising a compound according to any 

one of the claims 1-19, or a pharmaceutically acceptable salt thereof, and a 

pharmaceutically acceptable excipient. 

21. A compound according to any one of claims 1-19, 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, idiopathic pulmonary fibrosis (IPF), rheumatoid arthritis, 

scleroderma, a mycotic or viral infection, a bone or cartilage disease, Alzheimer's disease, 

dementia, Parkinson's disease, lung disease, and cancer. 

22. The compound for use of claim 21, wherein the disorder or disease is 

cancer. 
23. The compound for use of claim 21, wherein the disorder or disease is 

diabetic retinopathy. 

24. The compound for use of claim 21, wherein the disorder or disease is 

pulmonary fibrosis. 

25. The compound for use of claim 21, wherein the disorder or disease is 

idiopathic pulmonary fibrosis (IPF). 

, or a pharmaceutically acceptable salt thereof. 

, or a pharmaceutically acceptable salt thereof. 
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26. The compound for use of claim 21, wherein the disorder or disease is 

rheumatoid arthritis. 

27. The compound for use of claim 21, wherein the disorder or disease is 

scleroderma. 

28. The compound for use of claim 21, wherein the disorder or disease is a 

mycotic or viral infection. 

29. The compound for use of claim 21, wherein the disorder or disease is a bone 

or cartilage disease. 

30. The compound for use of claim 21, wherein the disorder or disease is 

Alzheimer's disease. 

31. The compound for use of claim 21, wherein the disorder or disease is 

dementia. 

32. The compound for use of claim 21, wherein the disorder or disease is 

Parkinson's disease. 

33. The compound for use of claim 21, wherein the disorder or disease is lung 

disease. 

34. The compound for use of either claim 21 or 29, wherein the bone or 

cartilage disease is osteoarthritis. 

35. A compound according to any one of claims 1-19, 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: polyposis coli, osteoporosis-

pseudoglioma syndrome, familial exudative vitreoretinopathy, retinal angiogenesis, early 

coronary disease, tetra-amelia syndrome, Mullerian-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, Nome 

disease, and Rett syndrome. 
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36. The compound for use of either claim 21 or 35, wherein the patient is a 

human. 

37. The compound for use of claim 22, wherein the cancer is chosen from: 

hepatocellular carcinoma, colon cancer, breast cancer, pancreatic cancer leukemia, 

lymphoma, sarcoma, and ovarian cancer. 

38. The compound for use of claim 21, wherein the compound inhibits one or 

more proteins in the Wnt pathway. 

39. The compound for use of claim 21, wherein the compound inhibits signaling 

induced by one or more Wnt proteins. 

40. The compound for use of claim 21, wherein the compound inhibits a kinase 

activity. 

41. Use of a compound, or a pharmaceutically acceptable salt thereof, in the 

manufacture of a medicament for treating idiopathic pulmonary fibrosis (IPF), the 

compound having the structure of Formula I: 

R1 is H; 

R2 is independently selected from the group consisting of H and -(C1.9 

alkyl)nN(R9)2; 

R3isH; 

R4 is independently selected from the group consisting of -aryl(RI3)q, -furyl(R15)q, 

and -thiophenyl(R!5)q; 

R5 is H; 

I 
wherein: 
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Q 

each R is a substituent attached to the heterocyclyl ring and independently 

selected from the group consisting of H, halide, and -CM alkyl; 

each R9 is independently selected from the group consisting of H, -C1.9 alkyl, -(Cj. 

3 alkyl)ncarbocyclyl and -(C1.9 alkyl)N(R16)2; 
13 each R is 1-2 substituents each attached to the aryl ring and independently 

selected from the group consisting of H, halide, -(C1.3 alkyl)nheterocyclyl(R8)q, -(C1.9 

alkyl)nN(R9)2 and -(C1-9alkyl)nNHS02R!8; 

each R15 is a substituent attached to the heteroaryl ring and independently selected 

from the group consisting of H, lower alkyl, halide, -CF3, CN, and -C(=0)(C].3 alkyl); 

each R16 is independently selected from the group consisting of H and lower 

alkyl; 

each R18 is a lower alkyl; 

A is C; 

each q is independently an integer of 1 or 2; and 

each n is independently an integer of 0 or 1. 

42. The use of claim 41, wherein the compound of Formula (I) has a structure 

selected from the group consisting of: 
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N—N H , and 

or a pharmaceutically acceptable salt thereof. 

43. The use of either claim 41 or 42, wherein the compound has a structure of: 

H , or a pharmaceutically acceptable salt thereof. 

44. The use of either claim 41 or 42, wherein the compound has a structure of: 
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H , or a pharmaceutically acceptable salt thereof. 

The use of either claim 41 or 42, wherein the compound has a structure of: 

H , or a pharmaceutically acceptable salt thereof. 

The use of either claim 41 or 42, wherein the compound has a structure of: 

H , or a pharmaceutically acceptable salt thereof. 
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WHAT IS CLAIMED IS: 
1. A compound or pharmaceutically acceptable salt thereof having ths 

structure of Formula I: 

wherein: 
R! is H; 
R2 is selected from the group consisting /of -Cj_3 alkyl, haiide., -(Cj.9 

alkyl^aryKR6)^ -(C^ alkyl)nheteroaryl(R7)q, -(C/i aIkyl)0heterocyclyl(R8)q, -(C^ 
aikyl^NCR9),, -OR10, and -NHC(-0)RS 

R3 is H; 
R4 is selected from the group consisting of-aryl(R!3)q, -heterocyclyl(R3 4)q, and 

heteroaryl(R15)q; 

R5isH; 
each R6 is a substituent attached to the aryl ring and independently selected from 

the group consisting of H, -C\-g alkyl, haiide, CF3 and CN; 
each R7 is a substitusm attached to the heteroaryl ring and independently selected 

from the group consisting/of H, -Cj.9 alkyL haiide, CF3 and CN; 
8 / each R is a stibstituent attached to the heterocyclyl ring and independently 

selected from the gxmtp consisting of H, haiide, -(O,.3 alkyl)aaryi(R6)q!i and -Ci_4 alkyl; 
each R^ is independently selected from the group consisting of H, ~C\A alkyl, ~(C\. 

3 alkyl)!5aryl(Enq, -(C1-3 alkyl)ncarbocyclyI and ~(Ci.9 alkyI)N(R36)2; 
alternatively, two adjacent R9 may be taken together with the atoms to which they 

are attained to form aheterocyclyl(RI/)q; 
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R10 is selected from the group consisting of H, -CF3, -(C1.3 aIkyl)naryl(R6)q, and -

C1.9 alkyl; 

Rnis -(CM aikyl)naryl(R6)q; 

each. R53 is a substituent attached, to the aryl ring and independently selectea from 

the group consisting of H, haiide, -CF3, CN, -(C1-3 alky3)Bheterocyclyl(R,f^, -(C1.9 

a!kyl)nN(R9)2 and -(CU9 aIkyl)nNHS02R18; / 
/ 

each R is a substituent attached to the heterocyclyl ring an^ independently 

selected from the group consisting of H, lower alkyl, haiide, -CF3 and 

each R1? is a substituent attached to the heteroaryl ring and independently selected 
J from the group consisting of H, -C^ alkyl, haiide, -CF3, CN, -^£(-0)(CI_3 alkyl), -(C1.9 

alkyl)nN(K9}2 and -(CM alky^^HSOiR18; / 

each Ri6 is independently selected from the group coiisisting of H and -C1.3 alkyl; 

each R17 is a substituent attached to the hetej^cyclyl ring and independently 

selected from the group consisting of H, -(C1-9 alkyl)a^yl(R6)q, and ~Ci„$ alkyl; 

each RE8 is a -C1.3 alkyl; / 

A is N or C; / 

with the proviso that if A is N then R^is nil; 
/ 

each q is independently an integer of 1 to 5; and 

each n is independently an integer of 0 or 1. 

2. The compound of ciaim/f wherein aiyl is phenyl. 

3. The compound of cl^mi 1 wherein heteroaryl is pyridinyi. 

4. The compound of/claim 1 wherein heterocyclyl is selected from the group 

consisting of azetidinyl, pynj&idinyl, morpholinyl, piperazinyl and piperidinyl 

5. The compound of claim I wherein R2 is selected from the group consisting 

of-(C 1.9 alkyl)nheteroc/lyl(R8)qj -NHC(=0)R!1 and -(C^alkyl)nN(R9)2. 

6. The compound of claim 5 wherein R2 is -CH2N(R9)2 or -N(R9)2. 

7. The/compound of claim 6 wherein R9 is independently selected from the 

group consisting of H, Me, Et, -CFbphenyl and -CI42carbocyclyl. 

8. /The compound of claim 5 wherein R2 is -NHCf^COR11. 

w The compound of claim 8 wherein R11 is selected'from the group consisting 

of phpnyl(R6)Q; and -CH2phenyl(R6)Q. 
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10. The compound according to any one of claims 1-9, in which R is 

phenyl(R!3)q. 
11. The compound according to any one of claims 1-9, in which R4 y 

heterocycl yl (R14)q. 
12. The compound according to any one of claims 1-9, in whici/R* is 

heteroaryl(R1;>)q. / 
n • 13. The compound of claim 10, wherein R 0 is one substituentattached to the 

/ 
phenyl comprising a fluorine atom, / 

14. The compound of claim 10, wherein R13 is two suhstitpnts each attached to 

the phenyl comprising a' fluorine atom and either a -NHGfeCH2N(Rl6)2 or a -

CH2NHSO2R18. / 
15. The compound of claim 11, wherein the heterocyclyl is selected from the 

group consisting of piperazinyl and piperidinyl; and the B^4 is H or Me. / 
f' 

16. The compound of claim 12, wherein the heteroaryl is selected from the 

group consisting of pyridinyl, furyl, thiophenyl m,£imidazolyl; and R15 is -C2-3 alkyl or 
/ 

haiide. / 
/ 17. The compound of claim 1 ha,#mg a structure selected from the group 

consisting of: 

VUNH 

NH» 

\ 
-N 

V-WH 
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N K ; or a pharmaceatica|ly acceptable salt thereof. 

18. A compound or pharmaceimcally acceptable salt thereof having the 

structure of Formula II: 

whereii 
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2 R is selected from the group consisting of -C1.3 alkyl, halide, -(C1.9 

alikylJnaryKR^q, -(C1 -9 alkyl)11heteroaryl(R7)q, -(C1.9 alkyl)11heterocyclyl(Rs)qj -(C1-9, 

alkyOnNfR9)!, -OR10 and-NHC(0)Rn; 

R3 is H; 

R4 is selected from the group consisting of H, -aryl(R13)q, -heterocyclyl(I^)q, and 

-heteroaryl(R15)q; 

R5 is H; 

each R6 is a substituent attached to the aryl ring and independently selected from 
/ 

the group consisting of H, -C1.9 alkyl, halide, CF3 and CN; ^ 

each R7 is a substituent attached to the heteroaryl ring and Jndependentlv selected 

from the group consisting of H, -C 1.9 alkyl, halide, CF3 and CN;/ 
o / 

each R is a substituent attached to the heterocwfyl ring and independently 

selected from the group consisting of H, halide, -(Cw allq^inarylCR6)^, and -CM alkyl; 

each R9 is independently selected from, the group'' consisting of H, -C;.9 alkyl -(Cj_ 

3 alkyl)naryl(R% -(C5.3 alkyl^carbocyclyl and -(Ci^lkyl)N(R]6)2; 

alternatively, two adjacent R9, may be tgf.en together with the atoms to which 

they are attached to form a heterocyclyl(R17)q;/ / 
R10 is selected from the group consisting of H, ~CP3, -(C1.3 alkyl )naryl(R6)qj and -

Q-o alkyl; / 

Rnis -(Ci^alkyl^aryKR6),; J 

each R13 is a substituent attached to the aryl ring and independently selected from 

the group consisting of H, fyfiid.e, -CF3, CN, ~(Ci-3 alkyl)nheterocyclyl(R8)q, -(Cl-9 

alkyI)nN(R9)2 and -(CM alkv$,NHS02R16; 

each Ri4 is a substituent attached to the heterocyclyl ring and independently 

selected from the groupfconsisting of H, -C1.3 alkyl, halide, -CF3 and CN; 

each Ri5 is a^ubstituent attached to the heteroaryl ring and independently selected 

from the group 9insisting of H, -C1.3 alkyl, halide, -CF3, CN, -C(=0)(Ci_3 alkyl), -(C]_9 

alkyl)nN(R9)2/id -(C alkyi)nNHS02R15; 

eacj/R16 is independently selected from the group consisting of H and -C1.3 alkyl; 

eh R17 is a substituent attached to the heterocyclyl ring and independently 

selecl/d from the group consisting of H, -(C1-9 alkyi)„aryl(R6)q, and -C1.9 alkyl; 
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each RiS is a -C1.3 alkyl; 
A is N or C; 
with the proviso that if A is N then R2 is nil; 
each q is independently an integer of 1 to 5; and 
each n is independently an integer of 0 or 1. 
19. The compound of claim 18 wherein aryl is phenyl. 
20. The compound of claim 18 wherein heteroaryl is pyridinyl. 
21. The compound of claim 18 wherein heterocyclyl is select/d from the group 

/ 
consisting of azetidinyl, pyrrolidinyl, morpholinyl, piperazinyl and pj/peridinyL. 

i ^ 22. The compound of claim 18 wherein R is selected from the group consisting 
of H, -(Cw alkyl)Iiheterocyclyl(Rs)q, -NHC(=0)RJ 1 and -(C ,_9 ^yl)nN(R9)3. 

23. The compound of claim 22 wherein R2 is ~CH^rf(R9)2 or ~N(R9)2. 

24. The compound of claim 23 wherein R9 is independently selected from the 
group consisting of H, Me, Et, -CH2phenyl and -CHjcp^Cocyclyi. 

25. The compound of claim 22 wherein R2/s -NHC(=0)Rn'. 
/ ,, 

26. The compound of claim 25 wh^ein R is selected from the group 
consisting of phenyl(R6)q and -CH2phenyl(R^)|. 

27. The compound according to/any one of claims 18-26, in which R4 is 
/ phenyl(R13)q. / 

28. The compound according to any one of claims 18-26, in which R4 is -
heterocyclyl(Ri4)q. / 

29. The compound according to any one of claims 18-26, in which R4 is -
heteroaryl(R15)q. / 

30. The cornpom&l of claim 27 wherein R13 is one substituent attached to the 
phenyl comprising a fluorine atom. 

31. The coppound of claim 27 wherein R13 is two substituents each attached to 
the phenyl comprising a fluorine atom and either -NHCH2CH2N(R1 \ or -
CH2NHSO2R^T 

32. /The compound of claim 28 wherein the heterocyclyl is selected from the 
group consisting of piperazinyl and piperidinyl; and the Ri4 is H or Me. 
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33. The compound of claim 29 wherein the heteroaryl is selected from the group 

consisting of pyridinyl, furyl, thiophenyl and imidazolyl; and R15 is -C}.3 alkyl or halide. / 
34. The compound of claim 18 having a structure selected from the grcmp 

consisting of: / 
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N H ; or a. pharmaceutical]}'- acceptable salt thereof, 

35. A compound, or pharmaceutical!}/ acceptable salt thereof. 

from the group consisting of H and -(Cj-s 
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RJ is H; 
R4 is independently selected from the group consisting of -aryl(R!3)q, -faryl(R55) 

and ~thiophenyl(RI5)q; 
R5 is H; 

8 J each R is a substituent attached to the heterocyclyl ring and independently 
/ 

selected from the group consisting of H, halide, and -CM alkyl; ^ 
each R9 is independently selected from the group consisting of H, alkyl. -(Ci„ 

3 alkyl)ncarbocyclyl and -(C3.9 alkyl)M(R!6)2; / 
each R is 1-2 substituents each attached to the aryl rin^and independently 

selected from the group consisting of H, halide, -(C3.3 alkyl)nh^'terocyclyl(R8)q, -(C1.9 
aIkyl)nN(R9)2 and -(C1.9 a3kyl)nNHS02R18; ^ 

each R15 is a substituent attached to the heteroaryl ringf and independently selected 
from the group consisting of H, lower alkyl. halide, -CF3^0N; and -C(=0)(Cs.3 alkyl); 

each R16 is independently selected from the group consisting of H and lower 

alkyl; / 
18 $ each RJ is a lower alkyl; • ? 

AisC; / 
each q is independently an integer o| l or 2; and 
each n is independently an intege/*af 0 or 1. 
36. The compound of claim/;) 5, wherein the R13 heterocyclyl is selected from 

the group consisting of Metidinyl(R8)«,, pyrrolidinyl(R8)q, pjperidinyl(R8)q, 
8 jt 8 piperazmyl(R )q, and morpholimtf(R )q. 

37. The compound ofclaim 35, wherein R2 is H. 
38. The compoun/of claim 35, wherein R2 is -(C1-9 alkyI)r,N(R<})2. 
39. The compound of claim 39, wherein R2 is -CH2N(R9)2 or -N(R9)2. 
40. The compound according to any of the claims 35 and 39, wherein R9 is 

independently selected from the group consisting of H, Me, El, n-propyl, isopropyl, and -
CH2cafbocycly}/ 

lie compound according to any of the claims 35-40, wherein R4 is 

phenyl(R^ 
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42. The compound according to any of the claims 35 and 37-40. wherein IT is 

furyi(R15)q, 
43. The compound according to any of the claims 35 and 3 7-40. wherein R4is 

thiop1isnyl{R15)q. / 
44. The compound according to any of the claims 35 and 37-41, wher/to RiJ is 

one substituent attached to the phenyl ring and the substituent is a fluorine atc^. 
45. The compound according to any of the claims 35 and 37-41ywherem RL! is 

/ 
two substituents each attached to the phenyl ring arid the substituents a fluorine atom 

and -N(R\ wherein R9 is independently selected from the group consisting of H and -
CH^CH2N(R!6K and wherein R10 is is independently selected fro&. the aroup consisting 

/ of H, Me, and Et. / 
46. The compound according to any of the claimsjfe and 37-41, wherein R" is 

two substituents each attached to the phenyl ring and ihe^ubstituents are a fluorine atom 
and -(CH2)nNHSOjR18, wherein R9 is independently fleeted from the group consisting 
of Me and Et. / 

47. The compound according to any ojfthe claims 35, 37-40, and. 42. wherein 
/ R is one substituent attached to the thiop^enyl ring and die substituents are selected 

from the group consisting of H, F, Me, and/6(~Q)Me. 
/ 48. The compound of claim 16, wherein the compound of Formula (I) has a 

structure selected from the group consisting of: 

.16 
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. or a 

h Hie compound according tj/any of the claims 35 and 48-49, wherein the 

compound has a structure of: 

/ s 

H , a plwmaceuticaliy acceptable salt thereof. 

51. The mpound according to any of the claims 35 and 48-49, wherein the 

compound has a .cture of: 

or a pharmaceutical^ acceptable salt thereof. 
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52. The compound according, to any of the claims 35 and 48-49, wherein the 

compound has a structure of: 

, or a pharmaceutically acceptable salt thereof. 

53. The compound according to any of the claims 35 and 48-49, wherein the 

compound has a structure of: / 

H , or a pharmaceutically acceptable salt thereof. 

54. A pharmaceutical composition composing a compound according to any 

one of the claims 1-53 and 81-82, or a pharm^eutically acceptable salt thereof, and a 
/ 

pharmaceutically acceptable excipient / 
/ 

55. A compound according to^any one of claims 1-53 and 81-82, or a 

pharmaceutically acceptable salt therejrl 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, idiopathic pulmonary fibrosis (EPF), rheumatoid arthritis, 

scleroderma, a mycotic or viral infection, a bone or cartilage disease, Alzheimer's disease, 

dementia, Parkinson's diseas^f lung disease, and cancer. 

56. The compound for use of claim 55, wherein the disorder or disease is 

cancer. / 

57. The compound for use of claim 55, wherein the disorder or disease is 

diabetic retinopajtfy. 

58. Tfte compound for use of claim 55, wherein the disorder or disease is 

pulmonaryfibrosis. 

5#. The compound for use of claim 55, wherein the disorder or disease is 

idiopafiiic pulmonary fibrosis (IPF). 
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60. The compound for use of claim 55, wherein the disorder or disease is 

rheumatoid arthritis. 

61. The compound for use of claim 55, wherein the disorder or diseases 

scleroderma. 

62. The compound for use of claim 55. wherein the disorder or disease is a 

mycotic or viral infection. ^ 

63. The compound for use of claim 55, wherein the disorder or disease is a bone 

or cartilage disease. ,/ 
/ 

64. The compound for use of claim 55, wherein the disorder or disease is 

Alzheimer's disease. / 
/ 

65. The compound for use of claim 55, wherein the disorder or disease is 

dementia. 

66. The compound for use of claim 55, whej^in the disorder or disease is 

Parkinson's disease. y 
/ 67. The compound for use of claim 55, wherein the disorder or disease is lung 

/ 
disease. / 

/ 
68. The compound for use of either claim 55 or 63, wherein the bone or 

cartilage disease is osteoarthritis. / 

69. A compound according to/any one of claims 1-53, or a pharmaceutically 

acceptable salt thereof, for use in tregfting a disorder or disease in a patient, wherein the 

disorder or disease is selected from the group consisting of: polyposis coii, osteoporosis-

pseudoglioma syndrome, familial exudative vitreoretinopathy, retinal angiogenesis, early 

coronary disease, tetra-amsna syndrome, Mullen an-duct regression and virilization, 

SERKAL syndrome, dia&etes mellitus type 2, Fuhrmanii syndrome, Al-Awadi/Raas-

Rothschild/Schinzel pjjbcomelia 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/malassemia (ATRX) syndrome, fragile X syndrome, ICF syndrome, 

Angelmanjtyndrome, Prader-Willi syndrome, Beckwith-Wiedemann Syndrome, Norrie 

disease, md Rett syndrome. 
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70. The compound for use. of either claim 55 or 69, wherein the patient is a 
human. 

71. The compound for use of claim 56, wherein the cancer is chosen frojfi: 
hepatocellular carcinoma, colon cancer, breast cancer, pancreatic cancer leukemia, 
lymphoma,- sarcoma, and ovarian cancer. / 

/ 
72. The compound for use of claim 55, wherein the compound inhibits one or 

more proteins in the Wnt pathway. / 
/ p 

73. The compound for use of claim 55, wherein the compound inhibits signaling 
/ 

induced by one or more Wnt proteins. / 
/ 

74. The compound for use of claim 55, wherein the compound inhibits a kinase 
/ activity, / 

/ 
75. Use of a compound, or a pharmaceutically acceptable salt thereof, in the 

manufacture of a medicament for treating idiopathic pulmonary fibrosis (IFF), the 
compound having the structure of Formula I: 

wherein: 

R1 is H; 
R2 is independently selected from the group consisting of Ii and ~(C].s 

alkyl)nN(R9)2; 
R3 is H; 
R4 is i 

and -thiopb6nyl(R15)q; 
y selected from the group consisting of -aryl(Ri3)q, -fiiryi(R15) 



each R8 is a substituent attached to the heterocyclyl ring and independently 
selected from the group consisting of H, haiide, and -CM alkyl; 

each. R9 is independently selected from the group consisting of H, -C1.9 alkyl, 

3alkyl)j,carbocycIyl and-(Ci.9alkyl)N(R,6}2; . / 
each R is 1-2 substituents each attached to the aryl ring and independently 

/ 
selected from the group consisting of H, haiide, -(C1.3 alky.l)nh.eterocycly^8)q, -(C] -9 
alkyl)„N(R9)2 and -(Cj.9 alkyl^NHSChR38; / 

each Ri5 is a substituent attached to the heteroaryl ring and independently selected 
from the group consisting of H, lower alkyl, haiide, -CF3, CN, and »C$~0)(Ci_3 alkyl); 

each R16 is independently selected from the. group consisting of H and lower 
alkyl; / 

each R38 is a lower alkyl; / 
/ 

A is C; / 
/ 

each q is independently an integer of 1 or 2; an# 
each n is independently an integer of 0 or 1./ 

/ 76. The use of claim 75, wherein the compound of Formula (I) has a structure 
selected from the group consisting of: 
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or a pharmaceutical^ acceptable salt thereof, 
77. The use of eitfier claim 75 or 76, wherein the compound has a structure of: 

/ g 

^ y , or a pharmaceutically acceptable salt thereof. 
78/ The use of either claim 75 or 76, wherein the compound has a structure of: 
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H , or a pharmaceuticaliy acceptable salt thereof. 
79. The use of either claim 75 or 76, wherein, the compound has a sta/cture of: 

/ 

H , or a pharmaceutical!}' acceptable salt thereof. 
. The use of either claim 75 or 76, wherein the expound has a structure of: 

H , or a pharmaceutical^ acceptable salt thereof. 
81. A compound having a stmctiy/ selected from the group consisting of: 
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or a 
pharmaceutically acceptable salt thereof. 

/ 
82. A compound having a structure selected from the group consisting of: 

«- * 
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