
q is 1, 2, or 3; 

r is 0, 1,2, 3, 4, 5, 6, 7, or 8; 

s is 0, 1, 2, 3, or 4; 

t is 0, 1, 2, 3, or 4; 

u is 0, 1, 2, 3, 4 or 5; and 

v is 0, 1, 2, 3, or 4. 

[0004a] In another aspect, there is provided the use of a therapeutically effective amount of a compound 

of Formula (I), a pharmaceutically acceptable salt, solvate, polymorph, prodrug, metabolite, N-oxide, 

stereoisomer, or isomer thereof: 

N tL) 
C?^(CR3R4)p-^^\-(CRi R2)n—o—^ 

( lu ^ 

Formula (I) 

wherein: 
, 2 A and A are independently selected fronj/aryl or heteroaryl; 

(R6)r 

> HA ? x1 x2-| 
Bis ; 

C is optionally substituted 5yor 6-membered heterocyclyl or optionally substituted 5- or 6-

membered heteroaryl, wherein t^e heterocyclyl or the heteroaryl contains 1 to 4 nitrogen atoms; 

D is aryl or heteroaryl:/ 

E is aryl, heteroaryl/carbocyclyl, hetercyclyl, or alkyl; 

each R1, R2, R3, and R4 is independently selected from II, alkyl, haloalkyl, or alkoxy; 

X, and X2 areyfndependently selected from N and CR5; 

R5 is H, OIL alkyl, or alkoxy; 

each Ryfs independently alkyl, haloalkyl, halo, alkoxy, -alkylene(NR13R14), or aryl; 

each/K8 is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, hydroxy, 

nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR!3R14), 

-alkylene(cycloalkyl), -alkylene(heterocyclyl), aryl, heteroaryl, -SR13, -SOR13, -S02R13, -

SO^NR13R14, -NR!?Ri4, -NR13S02R14, -NR13C(0)R14, 

4R13C(0)0R14, -NR13C(0)NR13R14, -C(0)R14, -C(0)0R14, and -C(0)NR13R14; or two adjacent 

R8 form a heterocyclyl ring; 

each R13 and R14 is independently selected from H, alkyl, cycloalkyl, heterocyclylalkyl, 

haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl, 



and heteroaryl; or R13 and R14 taken together form a heterocycle with the atoms to which they are/ 

attached; 
Y1 and Y2 are independently selected from O, CH2, NH, and NR13; 
n is 1, 2, or 3; 
m is 1 or 2; 
p is 1, 2, 3, or 4; 
q is 1, 2, or 3; 
r is 0, 1, 2, 3, 4, 5, 6, 7, or 8; 
s is 0, 1,2, 3, or 4; 
t is 0, 1,2, 3, or 4; 
u is 0, 1, 2, 3, 4 or 5; and 
v is 0, 1, 2, 3, or 4, in the manufacture of a medicament fopfeating fibrosis, a disorder 

characterized by fibrosis, or a disease characterized by fibrosis: 

[0005] In some embodiments described above or below of a j*om pound of Formula (I), Xj and X2 

are N 

[0006] In some embodiments described above or beloyof a compound of Formula (I), X\ is CR5 

and X2 is N. 

[0007] In some embodiments described above oj/below of a compound of Formula (I), X\ is N 

and X2 is CR5. 

[0008] In some embodiments described abyve or below of a compound of Formula (I), q is 1 and 

r is 0. 

[0009] In some embodiments described above or below of a compound of Formula (I), A1 is aryl. 

[0010] In some embodiments described above or below of a compound of Formula (I), A1 is 

(R8)s 

[0011] In some embodiments described above or below of a compound of Formula (I), A1 is 

[0012] In soxpte embodiments described above or below of a compound of Formula (I), A is 

heteroaryL 

[0013] In some embodiments described above or below of a compound of Formula (I), A2 is aryl. 
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2 [0014] In some embodiments described above or below of a compound of Formula (I), A is 

(R8)t 

[0015] In some embodiments described above or below of a compound of Formula (Df, A is 

[0016[ In some embodiments described above or below of a compound of Formula (I), A2 is 

heteroaryl. 
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q is 1,2, or 3; 

r is 0,1, 2, 3, 4, 5, 6, 7, or 8; 

s is 0,1, 2, 3, or 4; 

t is 0, 1, 2, 3, or 4; 

u is 0, 1, 2, 3, 4 or 5; and 

v is 0, 1, 2, 3, or 4. 

[0004a] In another aspect, there is provided the use of a therapeutically effective amount of a 

compound of Formula (I), a pharmaceutically acceptable salt, solvate, stereoisomer, or isomer 

thereof: 

, ) (R8)S (R8)t 

Q^(CR3R4)p___ / ^Y^(CR1 

(R8)V 

Formula (I) 

wherein: 

A1 and A2 are independently selected from aryl or heteroaryl; 

B is \—/ ; 
o o 

A- p7 / ,X. ^ N N K ^ N N K 
\_ ' v _/ 

C is —N or N— ; 

-M . . 

L /NH N X 
D is N or 

E is aryl, heteroaryl, carbocyclyl, or heterocyclyl; 

each R1, R2, R3, and R4 is H; 

R7 is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alky 1 en e(NR13 R14). cycloalkyl, 

heterocyclyl, -alkylene(cycloalkyl), or -alkylene(heterocyclyl); 

each R8 is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, 

hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, 

allcylene(NR13R14), -alkylene(cycloalkyl), -alkylene(heterocyclyl), aryl, heteroaryl, -SR 

-SOR13, -S02R13. -S02NR13R14, -NR13R14, -NR13S02R14, -NR13C(0)R14, -

NR13C(0)0R14, -NR13C(0)NR13R14, -C(0)R14, -C(0)0R14, and -C(0)NR13R14; or two 
o 

adjacent R form a heterocyclyl ring; 
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each R° and R14 is independently selected from H, alkyl, cycloalkyl, 

heterocyclylalkvl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl, 

and heteroaryl; or R13 and R14 taken together form a heterocycle with the atoms to which 

they are attached; 

Y1 and Y2 are O; 

n is 1, 2, or 3; 

m is 1; 

p is 1, 2, 3, or 4; 

s is 0, 1, 2, 3, or 4; 

t is 0, 1,2, 3, or 4; 

u is 0, 1, 2, 3, 4 or 5; and 

v is 0, 1, 2, 3, or 4, in the manufacture of a medicament for treating fibrosis, a 

disorder characterized by fibrosis, or a disease characterized by fibrosis. 

[0004b] In another aspect, there is provided a compound of Formula (II), a 

pharmaceutically acceptable salt, solvate, stereoisomer, or isomer thereof: 

(VU(CR3R4)p; H^(CR1 

(R8)* (R8)UH0 

(R8)S (R8)t 

Formula (II) 

wherein: 

A1 and A2 are independently selected from aryl or heteroaryl; 

B ^ 
O O 

Cis N or N 

E is aryl, heteroaryl, carbocyclyl, heterocyclyl, or alkyl; 

each R1, R2, R3, and R4 is H; 
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R7 is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, alkylene(NR13R14), cycloalkyl, 

heterocyclyl, -alkylene(cycloalkyl), or -alkylene(heterocyclyl); 

each R8 is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, 

hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, -

alkylene(NR13R14), -alkylene(cycloalkyl), -alkylene(heterocyclyl), aryl, heteroaryl, -SR13, 

-SOR13, -S02R13, -S02NRI3R14, -NR13R14, -NR13S02R14, -NR13C(0)R14, 

-NR13C(0)0R14, -NR13C(0)NR13R14, -C(0)R14, -C(0)0R14, and -C(0)NR13R14; or two 

adjacent R8 form a heterocyclyl ring; 

each R13 and R14 is independently selected from H, alkyl, cycloalkyl, 

heterocyclylalkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylallcyl, aryl, 

and heteroaryl; or R13 and R14 taken together form a heterocycle with the atoms to which 

they are attached; 

Y1 and Y2 are O; 

n is 1, 2, or 3; 

m is 1 or 2; 

p is 1, 2, 3, or 4; 

s is 0, 1, 2, 3, or 4; 

t is 0, 1,2, 3, or 4; 

u is 0, 1, 2, 3, 4 or 5; and 

v is 0, 1, 2, 3, or 4. 

[0005] In some embodiments described above or below of a compound of Formula (I), Xi and X2 

are N 

[0006] In some embodiments described above or below of a compound of Formula (I), Xi is CR5 

and X2 is N. 

[0007] In some embodiments described above or below of a compound of Formula (I), X| is N 

and X2 is CR5. 

[0008] In some embodiments described above or below of a compound of Formula (I), q is 1 and 

r is 0. 

[0009] In some embodiments described above or below of a compound of Formula (I), A1 is aryl. 

[0010] In some embodiments described above or below of a compound of Formula (I), A1 is 

(R8); 
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[0011] In some embodiments described above or below of a compound of Formula (I), A1 is 

[0012] In some embodiments described above or below of a compound of Formula (I), A1 is 

heteroaryl. 

[0013] In some embodiments described above or below of a compound of Formula (I), A2 is 

[0014] In some embodiments described above or below of a compound of Formula (I), A2 is 

(R8)t 

[0015] In some embodiments described above or below of a compound of Formula (I), A2 is 

[0016] In some embodiments described above or below of a compound of Formula (I), A2 is 

heteroaryl. 

3c 



CLAIMS 

1. Use of a therapeutically effective amount of a compound of Formula (I), a pharmaceutically/ 

acceptable salt, solvate, polymorph, prodrug, metabolite, N-oxide, stereoisomer, or isomej; 

thereof: 

(^(CR3R4)P / V(CRlR2)n^0 

(R8)v (RX-CE) 

(R8)S (R8)t 

BH A 

Formula (I) 

wherein: 

A1 and A2 are independently selected from aryl or hetero^yl; 

(R6)r 

"X, 
Bis 

X2" 
q 

C is optionally substituted 5- or 6-membere<z heterocyclyl or optionally substituted 5- or 

6-membered heteroaryl, wherein the heterocycjyl or the heteroaryl contains 1 to 4 nitrogen 

atoms; 

D is aryl or heteroaryl; 

E is aryl, heteroaryl, carbocyclyX hetercyclyl, or alkyl; 

each R1, R2, R3, and R4 is independently selected from H, alkyl, haloalkyl, or alkoxy; 

Xi and X2 are independently selected from N and CR5; 

R5 is H, OH, alkyl, or aikoxy; 

each R is independently alkyl, haloalkyl, halo, alkoxy, -alkylene{TNIR R ), or aryl; 

each R8 is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, hydroxy, 

nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, -

alkyleneCNR^R1/), -alkylene(cycloalkyl), -alkylene(heterocyclyl), aryl, heteroaryl, -SR13, -

SOR13, -S02RK -S02NR13R14, -NR13R14, -NR13S02R14, -NR13C(0)R14, 

-NR13C(0¥)RI4, -NR!3C(0)NR13R14, -C(0)R14, -C(0)0R14, and -C(0)NRI3R14; or two 

adjacent/R8 form a heterocyclyl ring; 

•xach R13 and R14 is independently selected from H, alkyl, cycloalkyl, heterocyclylalkyl, 

haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl, 

and heteroaryl; or R13 and R14 taken together form a heterocycle with the atoms to which they 

are attached; 
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Y1 and Y2 are independently selected from O, CH2, NH, and NR13; 

n is 1, 2, or 3; 

m is 1 or 2; / 

p is 1, 2, 3, or 4; / 

q is 1, 2, or 3; / 

r is 0,1, 2, 3, 4, 5, 6, 7, or 8; / 

s is 0, 1, 2, 3, or 4; / 

t is 0, 1,2, 3, or 4; / 

u is 0, 1, 2, 3, 4 or 5; and / 

v is 0, 1, 2, 3, or 4, in the manufacture of a medicament for treating fibrosis, a disorder 

characterized by fibrosis, or a disease characterized by fibrosis. / 

2. The use of claim 1, wherein Xi and X2 are N. / 

3. The use of claim 1, wherein Xi is CR5 and X2 is N. / 

4. The use of claim 1, wherein Xj is N and X2 is CR5. / 

5. The use of any one of claims 2-4, wherein q is 1 and r is/0. 

6. The use of any of one of claims 1-5, wherein A1 is awl. 

7. The use of claim 6 wherein 

8. The use of any of one of claims 1 -5, wherein A1 is heteroaryl. 

9. The use of any of one of claims 1-8, wherein A2 is aryl. 

2 b\\ ^ 10. The use of claim 9, wherein A is / v—u 

11. The use of any of one of claims/1 -8, wherein A2 is heteroaryl. 

12. The use of claim 11, whereii/A2 is pyridine, pyrazine, pyrimidine, pyridazine, or triazine. 

13. The use of any one/f claims 1-12, wherein C is i\ ; and R7 is alkyl, haloalkyl, 

hydroxyalkyl, alkoxyalkyl, -alkylene(NR13R14), cycloalkyl, heterocyclyl, -

alkylene(cycl0allcyl), or -alkylene(heterocyclyl). 

14. The use of any one of claims 1-12, wherein C is IN ; and R7 is alkyl, haloalkyl, 

hydroxyalkyl, alkoxyalkyl, -alkylene(NR13R14), cycloalkyl, heterocyclyl, -

alkylene(cycloalkyl), or -alkylene(heteroeyclyl). 

15. The use of any one of claims 1-14, wherein E is alkyl. 
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16. The use of any one of claims 1-14, wherein E is cycloalkyl. 

17. The use of claim 16, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl. 

18. The use of any one of claims 1-14, wherein E is heterocyclyl. 

19. The use of any one of claims 1-14, wherein E is aryl. 

l_/=\(R8)u 
20. The use of claim 19, wherein E is —y and u is 0, 1, 2, 3, 4, or 5. 

21. The use of any one of claims 1-14, wherein E is heteroaryl. 

22. The use of claim 21, wherein 

E is selected from: 

,-wL 
W3 

w'l \ c-W7 

w5 w6 

R9 

are independently selected from N and CR9; 

R R12, and " 

W1, W2, W3, W4, W5, W6, and 

Z1 is NR12, S, or O; 

Z2 is N or CR9; 

each R9 is independemly selected from H, halogen, CN, N02, alkyl, -SR10, -OR10, 

-NR10Rn, NR10C(O)(alk?p), - NR10C(O)(cycloalkyl), -NR10C(O)(heterocycloalkyl), 

-NR10C(O)(aryl), -N^0C(O)(heteroaryl), -C(O)NR10Rn, -C(O)NR10(cycloalkyl), 

-C(O)NR10(heter^ycloalkyl), -C(O)NR10(aryl), -C(O)NR10(heteroaryl), 

-NR10C(O)NR^Rn, -NR10C(O)NRu(cycloalkyl), -NR10C(O)NR11(heterocycloalkyl), 

-NR1 °C(0)NK1 1 (aryl), -NR10C(O)NRn (heteroaryl), -NR10C(O)O(alkyl), 

-NR10C(p0O(cycloalkyl),-NR10C(O)O(heterocycloalkyl), -NR10C(O)O(aryl), 

•NR10/(O)O(heteroaryl), -NRluS02(alkyl), -NRluS02(cycloalkyl) >10 10c 

S02(heterocycloalkyl), -NR10SO2(aryl), -NRJUS02(heteroaryl), -S02NR1UR 10r i 1 0T> 11 

-S02NR (cycloalkyl), -S02NRlu(heterocycloalkyl), -S02NRlu(aryl), 

-SO2NR10(heteroaryl), haloalkyl, aryl, and heteroaryl; 

each R10 and R11 is independently selected from H and alkyl; or R10 and R11 taken 

together form a heterocycle with the nitrogen to which they are attached; and 
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R12 is H, alkyl or haloalkyl. 

23. The use of any one of claims 1-22, wherein D is aryl. 

24. The use of any one of claims 1-22, wherein D is heteroaryl. 

25. The use of claim 24, wherein 

w? -„w5 

w4 

W1, W2, W3, W4, and W5 are independently selected from and CR9; 

W6 is N or C; and / 

each R9 is independently selected from H, halogen, GN, N02, 

alkyl, -SR10, -OR10, -NR10Rn, / 

NR10C(O)(alkyl), - NR10C(O)(cycloalkyl), -NR10C(o/heterocycloalkyl), -NR10C(O)(aryl), -N 

R10C(O)(heteroaryl), -C(O)NR10Rn, -C(O)NR10(c^cloalkyl), -C(O)NR10(heterocycloalkyl), -

C(O)NRI0(aryl), -C(O)NR10(heteroaryl), -NR1¥(O)NR10R11, -NRI0C(O)NRu(cycloalkyl), -N 

R1 °C(O)NR11 (heterocycloalkyl), -NR^CCO^MR.11 (aryl), -NR10C(O)NRn(heteroaryl), -NR10C( 

O)O(alkyl), -NR10C(O)O(cycloalkyl), -Nj{10C(O)O(heterocycloalkyl), -NR10C(O)O(aryl), -N 

R10C(O)O(heteroaryl), -NR108O2(alk$), -NR10SO2(cycloalkyl), -NR10SO2(heterocycloalkyl), 

-NR10SO2(aryl), -NR10SO2(heteroa?yi), -SO2NR10Rn, -SO2NR10(cycloalkyl), -SO2NR10(hetero 

cycloalkyl), -SO2NR10(aryl), -SG»2NR10(heteroaryl), haloalkyl, aryl, and heteroaryl. 

26. The use of any one of claim/l-25 wherein Y1 and Y2 are O. 

27. The use of claim 26 wherein m is 1. 

28. The use of any one of claims 1-27 wherein p is 1, 2, or 3. 

29. The use of claim 28/wherein p is 1. 

30. The use of any ovte of claims 1 -29 wherein R1, R2, R3, and R4 are hydrogen. 

31. The use of cMm 1 wherein the compound is selected from: 
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120 







123 





125 



N'-N. 

V^N 

"W 
tiTXs° 
V>N ^ 

N-A / V~v 
H,N 

<*V cH N °vV» 

A k, .N-
N 

"N / "9 
N °X>^0 

A 
^ /N~ 

N 

//N^N' ^O 
\=N 0, ^ 0. tx oJL/°^ 

o 
U-\ 
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A-i w, 
* / and 

32. The use of any one of claims 1-31 wherein the fibrosis is liver fibrosis, idjepathic pulmonary 

fibrosis, kidney fibrosis, or cardiac fibrosis. 

33. The use of claim 32 wherein the liver fibrosis is associated with theater stages of alcoholic 

or nonalcoholic liver cirrhosis. 

34. The use of claim 32 wherein the fibrosis is idiopathic pulmonary fibrosis. 

35. The use of any one of claims 1-31 wherein the disease or disorder characterized by fibrosis is 

a chronic autoimmune disease. 

36. The use of claim 35 wherein the chronic autoimmune/disease is rheumatoid arthritis, 

scleroderma, Crohn's disease or systemic lupus erythematosus. 

37. The use of claim 36 wherein the chronic autoimmune disease is scleroderma. 

38. The use of any one of claims 1-31 wherein pie fibrosis is keloid formation resulting from 

abnormal wound healing. 

39. The use of any one of claims 1-31 wherein the fibrosis occurs after organ transplantation. 

40. A compound of Formula (II), a phannaceutically acceptable salt, solvate, polymorph, 

prodrug, metabolite, N-oxide, sjereoisomer, or isomer thereof: 

(R8)S 

(R8)v /su-^Y2 

Formula (II) 

wherein: 

P}/ ind A2 are independently selected from aryl or heteroaryl; 

(R6) 

C is optionally substituted 5- or 6-membered heterocyclyl or optionally substituted 5- or 

6-membered heteroaryl, wherein the heterocyclyl or the heteroaryl contains 1 to 4 nitrogen 

atoms; 
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D is aryl or heteroaryl; 

E is aryl, heteroaryl, carbocyclyl, hetercyclyl, or alkyl; 

each R1, R2, R3, and R4 is independently selected from H, alkyl, haloalkyl, or alkoxy; y 

Xi and X2 are independently selected from N and CR5; 

R5 is H, OH, alkyl, or alkoxy; 

each R6 is independently alkyl, haloalkyl, halo, alkoxy, -alkylene(NR13R14), of aryl; 

R7 is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR13R14), cycjioalkyl, 

heterocyclyl, -alkylene(cycloalkyl), or -alkylene(heterocyclyl); 

each R8 is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, hydroxy, 

nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, 

alkylene(NR13R14), -alkylene(cycloalkyl), -alkylene(heterocyclyl), ar/1, heteroaryl, -SR13, 

SOR13, -S02R13, -S02NR13R14, -NR13R14, -NR13S02R14, -NR^Cf^R1 

-NR C(0)0R , -NR C(0)NR R , -C(0)R14, -C(0)0R14, atfd -C(0)NR13R14; or two 

adjacent R8 form a heterocyclyl ring; 

each R13 and R14 is independently selected from Hf alkyl, cycloalkyl, heterocyclylalkyl, 

haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, hetepoarylalkyl, aryl, and heteroaryl; or R13 

and R14 taken together form a heterocycle with the^atoms to which they are attached; 

Y1 and Y2 are independently selected frgm O, CH2, NH, and NR13; 

n is 1, 2, or 3; 

m is 1 or 2; 

p is 1, 2, 3, or 4; 

q is 1, 2, or 3; 

ris 0, 1,2,3,4, 5, 6, 7, 

s is 0, 1, 2, 3, or 4; 

t is 0, 1,2, 3, or 4; 

u is 0, 1, 2, 3, 4 or 5; and 

v is 0, 1, 2, 3yor 4; 

provided that: 

if Xyand X2 are N; r is 0; q is 1; A1 and A2 are phenyl; Y1 and Y2 are O; m and n are 1; 

A 
o 
A _D7 

N N -R' 
R/ R , R~, and R are hydrogen; and C is N= 

-N. 

then D is not or 

\ 
N-

; and 
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the compound is not 4-(4-(4-(4-((2-((lH-pyrazol-l-yi)methyl)-2-(2,4-difluorophenyl)-l,3-

dioxolan-4-yl)methoxy)phenyl)piperazin-l -yl)phenyl)-l -isopropyl-lH-1,2,4-triazol-5(4H)-

one. 

41. The compound of claim 40, wherein Xi and X2 are N. 

42. The compound of claim 40, wherein X] is CR5 and X2 is N. 

43. The compound of claim 40, wherein Xi is N and X2 is CR5. 

44. The compound of any one of claims 40-43, wherein q is 1 and r is 0. 

45. The compound of any of one of claims 40-44, wherein A1 is aryl. 

46. The compound of claim 45 wherein A1 is 

47. The compound of any of one of claims 40-44, wherein A1 is hetero^yl. 

48. The compound of any of one of claims 40-47, wherein A2 is aryl 

49. The compound of claim 48, wherein A2 is 

50. The compound of any of one of claims 40-47, wherein X2 is heteroaryl. 

51. The compound of claim 50, wherein A2 is pyridine, j^yrazine, pyrimidine, pyridazine, or 

triazine. 

O 
A A ^ N N' 

\— ' 52. The compound of any one of claims 40-54, wherein C is —N 

A 
o 
A 

N N 

•R 

-R 

53. The compound of any one of claims 40-51, wherein C is N 

54. The compound of any one of/claims 40-53, wherein E is alkyl. 

55. The compound of any one/6f claims 40-53, wherein E is cycloalkyl. 

56. The compound of clainaf 55, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl. 

57. The compound of any one of claims 40-53, wherein E is heterocyclyl. 

58. The compound of any one of claims 40-53, wherein E is aryl. 

59. The^compound of claim 58, wherein E is v—y and u is 0, 1, 2, 3, 4, or 5. 

60. 'I/fie compound of any one of claims 40-53, wherein E is heteroaryl. 

The compound of claim 60, wherein 
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E is selected from: 

R9 

R9_ -A z'- R9 

R9 

RS 
R9 

5 

R9 

\\ 

X v1 
N 

R12, and R9 

N 

R12, and 

R9 
R9 

A 2 AT 
R9 

z2 z y / \ JJ 
N R9 N/ \ R9 

R12 R9 /R12 

W1, W2, W3, W4, W5, W6, and W7 are independently se^cted from N and CR9, 

Z1 is NR12, S, or O; 

Z2 is N or CR9; 

each R9 is independently selected from H, halogen, CN, N02, 

alkyl, -SR10, -OR10, -NR10Rn, 

NR C(0)(alkyl), - NR10C(O)(cycloalkyl), ->«?,uC(0)(heterocycloalkyl), -NR10C(O)(aryl), -N 

R10C(O)(heteroaryl), -C(O)NR10Rn, -C(O)?410(cycloalkyl), -C(O)NR10(heterocycloalkyl), -

C(O)NR10(aryl), -C(O)NR10(heteroaryl)/NR10C(O)NR1()Rn, -NRI0C(O)NRn(cycloalkyl), -N 

R10C(O)NRn(heterocycloalkyl), -NR^C(0)NRn(aryl), -NRI0C(O)NRu (heteroaryl), -NR10C( 

O)O(alkyl), -NRI0C(O)O(cycloalW), -NR10C(O)O(heterocycloalkyl), -NRI0C(O)O(aryl), -N 

R10C(O)O(heteroaryl), -NR10SG((alkyl), -NR10SO2(cycloalkyl), -NR.10SO2(heterocycloalkyl), 

-NR10SO2(aryl), -NRluS02(h6teroaryl), -S02NR1UR", -S02NRlu(cycloalkyl), -S02NRlu(hetero 

cycloalkyl), -SO2NR10(ar^l), -SO2NR10(heteroaryl), haloalkyl, aryl, and heteroaryl; 

each R10 and Ryis independently selected from H and alkyl; or R10 and R11 taken 

together form a hetdrocycle with the nitrogen to which they are attached; and 

R12 is H, alkyl or haloalkyl. 

62. The compound of any one of claims 40-61, wherein D is aryl. 

63. The compound of any one of claims 40-62, wherein D is heteroaryl. 

»io 

by. The compound of claim 63, wherein 
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D is selected from 

W" 

, and 

'.W5 

W1, W2, W3, W4, and W5 are independently selected from N and CR9; / 

W6 is N or C; and / 

each R9 is independently selected from H, halogen, CN, N02, / 

alkyl, -SR10, -OR10, -NR10Rn, / 

NR10C(O)(alkyl), - NR10C(O)(cycloalkyl), -NR10C(O)(heterocyc^alkyl), ~NR10C(O)(aryl), -N 

R10C(O)(heteroaryl), -C(O)NR10Rn, -C(O)NR10(cycloalkyl),^(O)NR10(heterocycloalkyl), -

C(O)NR10(aryl), -C(O)NR10(heteroaryl), -NR10C(O)NR10R^-NR10C(O)NR11(cycloalkyl), -N 

R10C(O)NR11(heterocycloalkyl), -NR10C(O)NR11(aryl)y^NR10C(O)NRil(heteroaryl), -NR10C( 

O)O(alkyl), -NR10C(O)O(cycloalkyl), -NR10C(O)O(h&erocycloalkyl), -NR10C(O)O(aryl), -N 

R10C(O)O(heteroaryl), -NR10SO2(alkyl), -NR10So/cycloalkyl), -NR10SO2(heterocycloalkyl), 

-NR10SO2(aryl), -NR10SO2(heteroaryl), -SOjNETR11, -SO2NR10(cycloalkyl), -SO2NR10(hetero 

cycloalkyl), -SO2NR10(aryl), -SO2NRl0(heteroaryl), haloalkyl, aryl, and heteroaryl. 

67. The compound of claim 64, wherein D is 

68. The compound of any one of claims 40-67 wherein Y1 and Y2 are O. 

69. The compound of claim 68 wherein m is 1. 

70. The compound of any one of claims 40-69 wherein p is 1, 2, or 3. 

71. The compound of claim 70 wherein p is 1. 

72. The compound of any one of claims 40-71 wherein R1, R2, R3, and R4 are hydrogen. 

65. The compound of claim 64, wherein!) is N 

66. The compound of claim 64, wherein D is 

73. The compound of claim 40 wherein the compound is selected from: 
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74. A pharmaceutical composition comprising a compound of any one of claims 40-73, or a 

pharmaceutically acceptable salt, solvate, polymorph, prodrug, metabolite, N-oxide, 

stereoisomer, or isomer thereof, and a pharmaceutically acceptable excipient. 
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CLAIMS 

Use of a therapeutically effective amount of a compound of Formula (I), a 

pharmaceutically acceptable salt, solvate, stereoisomer, or isomer thereof: 

1-U (R8)s (R8)t 

(Vl-fCRW), , 

(R\ (R»)u_0 

Formula (I) 

wherein: 

A1 and A2 are independently selected from aryl or heteroaryl; 

|-N/_XN—f 
B is \—/ ; 

O O 
A. R7 A ^ R7 
^ N N R ^ N N R 

\ ' » / 
C is N or N— ; 

OH D is N or \=/ ; 

E is aryl, heteroaryl, carbocyclyl, or heterocyclyl; 

each R1, R2, R3. and R4 is H; 

R7 is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR13R14), 

cycloalkyl, heterocyclyl, -alkylene(cycloalkyl), or -alkylene(heterocyclyl); 
o 

each R is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, 

hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, 

alkoxyalkyl, - alkyl ene(NRI3R14), -alkylene(cycloalkyl), -alkylene(heterocyclyl), aryl, 

heteroaryl, -SR13, -SOR13, -S02R13, -S02NRI3R14, -NR13R14, -NR13S02R14. -

NRI3C(0)R14, -NR13C(0)0R14, -NR13C(0)NR13R14, -C(0)R14, -C(0)0R14, and -

C(0)NR13R14; or two adjacent R8 form a heterocyclyl ring; 

each R13 and R14 is independently selected from H, alkyl, cycloalkyl, 

heterocyclyl alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylallcyl, 

aryl, and heteroaryl; or R13 and R14 taken together form a heterocycle with the atoms 

to which they are attached; 

Y1 and Y2 are O; 

n is 1, 2, or 3; 

m is 1; 

p is 1. 2, 3, or 4; 
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s is 0, 1, 2, 3, or 4; 

tis 0, 1,2, 3, or 4; 

u is 0, 1, 2, 3, 4 or 5; and 

v is 0, 1, 2, 3, or 4, in the manufacture of a medicament for treating fibrosis, a 

disorder characterized by fibrosis, or a disease characterized by fibrosis. 

4. The use of claim 1 or 2, wherein A is pyridine, pyrazine, pyrimidine, pyridazine, or 

triazine. 

O 
A A ,R7 ^ N N R 

\ —— 7 5. The use of any one of claims 1-4, wherein C is —N ; and R is alkyl. 
O 

A ^ R7 
^ N N R 

^ _ f n 6. The use of any one of claims 1-4, wherein C is N— ; and R is alkyl. 

7. The use of any one of claims 1-6, wherein E is cycloalkyl. 

8. The use of claim 7, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl. 

9. The use of any one of claims 1 -6, wherein E is heterocyclyl. 

|_/=><(R8)u 

10. The use of any one of claims 1-6, wherein E is —y 

11. The use of any one of claims 1-6, wherein E is heteroaryl. 

12. The use of any one of claims 1-11, wherein p is 1, 2, or 3. 

13. The use of claim 12. wherein p is 1. 

14. The use of claim 1. wherein the compound is selected from: 
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~N J* 
$ " 0. V^N 

w; 
N 

wT WN 5 

N^/^s 0 

w 
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15. The use of any one of claims 1-14, wherein the fibrosis is liver fibrosis, idiopathic 

pulmonary fibrosis, kidney fibrosis, or cardiac fibrosis. 

16. The use of claim 15, wherein the liver fibrosis is associated with the later stages of 

alcoholic or nonalcoholic liver cirrhosis. 

17. The use of claim 15, wherein the fibrosis is idiopathic pulmonary fibrosis. 

18. The use of any one of claims 1-14, wherein the disease or disorder characterized by 

fibrosis is a chronic autoimmune disease. 

19. The use of claim 18, wherein the chronic autoimmune disease is rheumatoid arthritis, 

scleroderma, Crohn's disease or systemic lupus erythematosus. 

20. The use of claim 19, wherein the chronic autoimmune disease is scleroderma. 

21. The use of any one of claims 1-14, wherein the fibrosis is keloid formation resulting 

from abnormal wound healing. 

22. The use of any one of claims 1-14, wherein the fibrosis occurs after organ 

transplantation. 

23. A compound of Formula (II), a pharmaceutically acceptable salt, solvate, 

stereoisomer, or isomer thereof: 

124 



<R\ (RV0 

Formula (II) 

wherein: 

A1 and A2 are independently selected from aryl or heteroaryl; 

B ^ 

C is IN or IN 

D is IN v/x 

E is aryl, heteroaryl, carbocyclyl, heterocyclyl, or alkyl; 

each R1, R2, R3, and R4 is H; 

R7 is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, alkylene(NR13R14), cycloalkyl, 

heterocyclyl, -alkylene(cycloalkyl), or -alkylene(heterocyclvl): 

each R8 is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, 

hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, 

alkoxyalkyl, -alkylene(NR°R14), -alkylene(cycloalkyl), -alkylene(heterocyclyl), aryl, 

heteroaryl. -SR13, -SOR13, -S02R13, -S02NR13R14, -NR13R14, -NR13S02R14, -

NR13C(0)R14, 

-NR13C(0)0R14, -NR13C(0)NR13R14, -C(0)R14, -C(0)0R14, and -C(0)NR13R14; or 

each R13 and R14 is independently selected from H, alkyl, cycloalkyl, 

heterocyclylalkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, 

aryl, and heteroaryl; or R13 and R14 taken together form a heterocycle with the atoms 

to which they are attached; 

Y1 and Y2 are O; 

n is 1, 2, or 3; 

m is 1 or 2; 

p is 1, 2, 3, or 4; 

s is 0, 1, 2, 3, or 4; 

t is 0, 1, 2, 3, or 4; 

two adjacent R form a heterocyclyl ring; 
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u is 0, 1, 2, 3, 4 or 5; and 

v is 0, 1, 2, 3, or 4. 

24. 

•j 25. The compound of claim 23 or 24, wherein A is 

26. The compound of claim 23 or 24, wherein A2 is pyridine, pyrazine, pyrimidine, 

pyridazine, or triazine. 
O 

A A R' ^ N N R 
v ' 

27. The compound of any one of claims 23-26, wherein C is N 
O 

£ J-L „R7 
^ N N R 

28. The compound of any one of claims 24-26, wherein C is N 

29. The compound of any one of claims 23-28, wherein E is cycloalkyl. 

30. The compound of claim 29, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, c 

cyclohexyl. 

31. The compound of any one of claims 23-28, wherein E is heterocyclyl. 

32. The compound of any one of claims 23-28, wherein E is —I 

33. The compound of any one of claims 23-28, wherein E is heteroaryl. 

L/H 
34. The compound of any one of claims 23-33, wherein D is N 

N x 

35. The compound of any one of claims 23-33, wherein D is 

36. The compound of any one of claims 23-35, wherein p is 1, 2, or 3. 

37. The compound of claim 36, wherein p is 1. 

38. The compound of claim 23, wherein the compound is selected from: 

126 



127 



128 



129 



130 



131 





133 



134 



135 



136 



39. A pharmaceutical composition comprising a compound of any one of claims 23-38, 

a pharmaceutically acceptable salt, solvate, stereoisomer, or isomer thereof, and a 

pharmaceutically acceptable excipient. 
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