qis 1,2, or3;
ris0,1,2,3,4,5,6,7, or 8;
sis 0,1, 2, 3, or 4;
tis0,1,2,3,0r4;
uis0,1,2,3,40r5; and
vis 0,1, 2,3, or4.

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

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

nt of a compound

stereoisomer, or isomer thereof:

% )m
3 4
@ CR R f , (CR1 RZ)n__

)
()
©

R (go

Formulia (I)

wherein:
A' and A” are independently selected fromyaryl or heteroaryl;

each R® is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, hydroxy,
nitrile, a#ido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR*R "%,
-alkylene(cycloalkyl), —alkylene(heterocyclyl), aryl, heteroaryl, -SR", -SOR", -SO,R", -
SZNRBRM, _NRBRM’ ‘NR13802R14, _NRBC(O)RM’
'NRP*C(O)ORY, -NREC(O)NRPRY™, -C(O)R", -C(O)OR'™, and -C(O)NR"R'*; or two adjacent
R® form a heterocyclyl ring;

each R" and R" is independently selected from H, alkyl, cycloalkyl, heterocyclylalkyl,
haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl,




and heteroaryl; or R" and R'*taken together form a heterocycle with the atoms to which they are

attached;
Y! and Y? are independently selected from O, CH,, NH, and NR";
nis 1,2, or3;
mislor2;
pis1,2, 3, 0r4;
qisl,2,or3;
ris0,1,2,3,4,5,6,7, or 8;
s1s 0,1, 2, 3, or4;
tis0,1,2,3, 0or4;
uis0,1,2,3,40r5; and
vis 0, 1, 2, 3, or 4, in the manufacture of a medicament forAreating fibrosis, a disorder
characterized by fibrosis, or a disease characterized by fibrosig.
[0005] In some embodiments described above or below of a gobmpound of Formula (I), X; and X,
are N
[0006] In some embodiments described above or below/of a compound of Formula (I), X; is CR®
and X, is N.
[0007] In some embodiments described above o

and X, is CR®.

elow of a compound of Formula (I), X; is N
[0008] In some embodiments described abgve or below of a compound of Formula (I), g is 1 and
ris 0.
[0009] In some embodiments describéd above or below of a compound of Formula (1), A’ is aryl.

[0010] In some embodiments desgfibed above or below of a compound of Formula (I), A' is
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[0014] In some embodiments described above or below of a compound of Formula (1), A is

(T8)t

a Wl

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

[0016] In some embodiments described above or below of a compound of Fgfmula (1), A% is

heteroaryl.




qis 1,2, or3;
ris0,1,2,3,4,5,6,7, or §;
sis0,1,2,3,or4;
tis0,1,2,3, 0r4;
uis0,1,2,3,40r5; and
vis (0,1, 2,3, or4,

[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:

(R®)s

L) (R®y,
CR3R* m
(O " orm-o—(R) @ ()@

(RS)V (RS)U

Formula (I)

wherein:

A' and A? are independently selected from aryl or heteroaryl;

Dt A
Dis TN or

E is aryl, heteroaryl, carbocyclyl, or heterocyclyl;

each R', R?, R’, and R* is H;

R’ is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NRR'), cycloalkyl,
heterocyclyl, -alkylene(cycloalkyl), or -alkylene(heterocyclyl);

each R® is independently selected from alkyl, cycloalkyl, heterocyclyl, halo,
hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, -
alkylene(NRnRM), -alkylene(cycloalkyl), —alkylene(heterocyclyl), aryl, heteroaryl, SR,
-SOR", -SO,R", -SO,NR"R™, -NRPR"™, -NRPSO,R", -NR"C(O)R", -
NRPC(0)ORM, -NRP®C(O)NRRY, -C(O)R, -C(O)OR', and -C(O)NRR'; or two

adjacent R® form a heterocyclyl ring;



each R"? and R" is independently selected from H, alkyl, cycloalkyl,
heterocyclylalkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl,
and heteroaryl; or R"? and R'* taken together form a heterocycle with the atoms to which
they are attached;

Y! and Y? are O,

nis 1,2, or3;

mis 1;

pis1,2,3,or4;

sis 0,1, 2,3, or4;

tis 0, 1,2, 3, or4;

uis0,1,2,3,40r5; and

vis 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:

(R®)s

1)
B [ oo (110 (5)-@

(R8>V (RS)U

Formula (1I)
wherein:

A' and A? are independently selected from aryl or heteroaryl;

Dis ™N or ;
E is aryl, heteroaryl, carbocyclyl, heterocyclyl, or alkyl;
each Rl, Rz, R3, and R is H;
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R’ is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, alkylene(NR R, cycloalkyl,
heterocyclyl, -alkylene(cycloalkyl), or —alkylene(heterocyclyl);
each R® is independently selected from alkyl, cycloalkyl, heterocyclyl, halo,
hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, -
alkylene(NR'"? R, -alkylene(cycloalkyl), —alkylene(heterocyclyl), aryl, heteroaryl, -SR",
SOR'3, -SO,R", -SO,NR"R™, -NR"’R", -NR"SO,R"™, -NRPC(O)R",
NR"C(0)0R", -NRPC(O)NRPR, -C(O)R ™, -C(O)OR™, and -C(O)NR’R™; or two
adjacent R® form a heterocyclyl ring; ’
each R'® and R™ is independently selected from H, alkyl, cycloalkyl,
heterocyclylalkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl,
and heteroaryl; or R'® and R'* taken together form a heterocycle with the atoms to which
they are attached;
Y! and Y? are 0K
nis 1, 2, or 3;
mistor2;
pis 1, 2,3,or4;
sis 0,1, 2,3, or4;
tis 0,1, 2,3, or4;
uis0,1,2,3,40r5; and
vis0,1,2,3, or4.
[0005] In some embodiments described above or below of a compound of Formula (I), X; and X,
are N
[0006] In some embodiments described above or below of a compound of Formula (I), X 1s CR’
and X, 1s N,
[0007] In some embodiments described above or below of a compound of Formula (1), X; is N
and X, is CR’.
[0008] In some embodiments described above or below of a compound of Formula (I), q is 1 and
ris 0.
[0009] In some embodiments described above or below of a compound of Formula (1), Alis aryl.

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

(R%)
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[0011] In some embodiments described above or below of a compound of Formula (I), A’ is

[0012] In some embodiments described above or below of a compound of Formula (1), Alis
heteroaryl.
[0013] In some embodiments described above or below of a compound of Formula (I), A” is aryl.

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

(R®),

=)

[0015] In some embodiments described above or below of a compound of Formula (1), A” is

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

heteroaryl.
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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 isome

thereof:

(R%)s (R®)

Dreoes [ Emo B (-G

(Rs)v (RS)U

Formula (1)

wherein:

C is optionally substituted 5- or 6-membered heterocyclyl or optionally substituted 5- or
6-membered heteroaryl, wherein the heterocycyl or the heteroaryl contains 1 to 4 nitrogen
atoms;

D is aryl or heteroaryl;

E is aryl, heteroaryl, carbocyelyl, hetercyclyl, or alkyl;
each R', R%, R®, and R* is indépendently selected from H, alkyl, haloalkyl, or alkoxy;
X, and X, are independently selected from N and CR’;

R’ is H, OH, alkyl, or

OXy;

each R® is independgntly alkyl, haloalkyl, halo, alkoxy, -alkylene(NR"R'*), or aryl;
each R® is indepefidently selected from alkyl, cycloalkyl, heterooyclyl, halo, hydroxy,

nitrile, azido, nitro,

alkylene(NR"R'J

koxy, haloalkoxy, haloalkyl, hydroxyalkyl, alkoxyalkyl, -
, -alkylene(cycloalkyl), —alkylene(heterocyclyl), aryl, heteroaryl, -SR", -

each R and R™ is independently selected from H, alkyl, cycloalkyl, heterocyclylalkyl,
hafoalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl,

and heteroaryl; or R" and R'* taken together form a heterocycle with the atoms to which the
Y

are attached;
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AN

10.
11.
12.

13.

14.

Y' and Y? are independently selected from O, CH,, NH, and NR':

nis 1,2, or3;

mis 1 or2;

pis 1,2, 3, or4;

qis 1,2, or3;

ris0,1,2,3,4,5,6,7,0r8;

si1s0,1, 2,3, or4;

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

uis0,1,2,3,4 or5; and

vis 0,1, 2, 3, or 4, in the manufacture of a medicament for treatidg fibrosis, a disorder
characterized by fibrosis, or a disease characterized by fibrosis.
The use of claim 1, wherein X, and X, are N.
The use of claim 1, wherein X; is CR’ and X, is N.
The use of claim 1, wherein X, is Nand X, is CR’.
The use of any one of claims 2-4, wherein ¢ is 1 and r i5/0.

The use of any of one of claims 1-5, wherein A’ is aggl.

et
The use of claim 6 wherein A’ is /

The use of any of one of claims 1-5, whereid A’ is heteroaryl.

The use of any of one of claims 1-8, whefein A® is aryl.

The use of claim 9, wherein A” is

The use of any of one of claimy/1-8, wherein A is heteroaryl.

The use of claim 11, whereig A” is pyridine, pyrazine, pyrimidine, pyridazine, or triazine.
Low
éf N ,N -R’
=N and R is alkyl, haloalkyl,
hydroxyalkyl, alkoxyalkyl, -alkylene(NR"R'), cycloalkyl, heterocyclyl, -

The use of any one ¢f claims 1-12, wherein C is

alkylene(cyclgalkyl), or —alkylene(heterocyclyl).

j\N)kN’R.]

The y6se of any one of claims 1-12, wherein C is \N:-‘/ ;and R is alkyl, haloalkyl,
hydroxyalkyl, alkoxyalkyl, -alkylene(NR"*R'), cycloalkyl, heterocyclyl, -

alkylene(cycloalkyl), or —alkylene(heterocyclyl).

. 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.

20. The use of claim 19, wherein E is \ / anduis 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

W2
W3
[l
. wé,
E is selected from: wo
R9
74 & z
9 9
R —< R ~<\
rd R? N
Rg
*
RY RO
RQ
A\
2Rz
kY N T
RQ 12 Zz\
R, and N

7' is NR™, S, or O;
Z?is N or CR;

RSO, (heterocycloalkyl), -NR'SO,(aryl), -NR'’SO,(heteroaryl), -SO,NR'°R",

-SO,NR“(cycloalkyl), -SO,NR“(heterocycloalkyl), -SO,NR(aryl),
-SO,NR"(heteroaryl), haloalkyl, aryl, and heteroaryl;
each R'” and R"" is independently selected from H and alkyl; or R'® and R taken

together form a heterocycle with the nitrogen to which they are attached; and
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23

R™ is H, alkyl or haloalkyl.

. 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

26
27
28
29
30
31

. The use of claim 24, wherein

Rg
R9 1 )
3 W2 S
W N
I "~ /W —E RQ W3 RQ
. \W5 9
D is selected from , R ,
.
WZ/W\\WG/E
i |
W3, 43W5
w N

W, W2 W, W* and W* are independently selected from )W and CR’;
W°is N or C; and
each R’ is independently selected from H, halogen, , NO,,
alkyl, —SRIO, —ORIO, _NRloRll’
NR"C(O)(alkyl), - NR*C(O)(cycloalkyl), -NR'’C(Q¥(heterocycloalkyl), -NR'°C(O)(aryl), -N
R C(O)(heteroaryl), -C(O)NR'R"!, -C(O)NR"*(c¥cloalkyl), -C(O)NR"“(heterocycloalkyl), -
C(O)NR*(aryl), -C(O)NR(heteroaryl), -NR'’Z(O)NR'’R"", -NR'’C(O)NR" (cycloalkyl), -N
R'C(O)NR (heterocycloalkyl), -NR™C(OR " (aryl), -NR'’C(O)NR" (heteroaryl), -NR'°C(
0)O(alkyl), -NR'°C(0)O(cycloalkyl), -NK'°C(0)O(heterocycloalkyl), -NR'°C(O)O(aryl), -N
R'°C(0)O(heteroaryl), -NR'*SO,(alkyt), -NR'°SO.(cycloalkyl), -NR'°SO,(heterocycloalkyl),
-NR'’S0O,(aryl), -NR'’SO,(heteroagyl), -SO.NR''R", -SO,NR(cycloalkyl), -SO,NR '*(hetero
cycloalkyl), -SO,NR*(aryl), -S@Z,NR °(heteroaryl), haloalkyl, aryl, and heteroaryl.
. The use of any one of claimy’1-25 wherein Y' and Y* are O.
. The use of claim 26 whergin m is 1.
. The use of any one of ¢laims 1-27 wherein p is 1, 2, or 3.
. The use of claim 28Avherein p is 1.
. The use of any odde of claims 1-29 wherein R R?, R and R*are hydrogen.

. The use of clgim 1 wherein the compound is selected from:
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32.

33.

34.
35.

36.

37.
38.

39,
40.

Cl

The use of any one of claims 1-31 wherein the fibrosis is liver fibrosis, ididpathic pulmonary
fibrosis, kidney fibrosis, or cardiac fibrosis.
The use of claim 32 wherein the liver fibrosis is associated with the fater stages of alcoholic
or nonalcoholic liver cirrhosis.

The use of claim 32 wherein the fibrosis is idiopathic pulmongfy fibrosis.

The use of any one of claims 1-31 wherein the disease or diforder characterized by fibrosis is
a chronic autoimmune disease.
The use of claim 35 wherein the chronic autoimmune/disease is rheumatoid arthritis,
scleroderma, Crohn’s disease or systemic lupus e
The use of claim 36 wherein the chronic autoitgmune disease is scleroderma.
The use of any one of claims 1-31 wherein the fibrosis is keloid formation resulting from
abnormal wound healing.
The use of any one of claims 1-31 wherein the fibrosis occurs after organ transplantation.
A compound of Formula (1), a phafmaceutically acceptable salt, solvate, polymorph,

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

(R%)s (R®)

w1l )
Y '"T™\/m

P l(CR1R2)n~O
Y2

Formula (II)

and A? are independently selected from aryl or heteroaryl;

(RO,

Bis g
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 R', R% R’, and R* is independently selected from H, alkyl, haloalkyl, or alkoxy;

X; and X; are independently selected from N and CRS;

R’ is H, OH, alkyl, or alkoxy;

each R® is independently alkyl, haloalkyl, halo, alkoxy, -alkylene(NR"“R'), of aryl;

R’ is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR"’R'*), cycloalkyl,
heterocyclyl, -alkylene(cycloalkyl), or —alkylene(heterocyclyl);

each RS is independently selected from alkyl, cycloalkyl, heterocycll, halo, hydroxy,
nitrile, azido, nitro, alkoxy, haloalkoxy, haloatkyl, hydroxyalkyl, alkoxyalkyl, -
alkylene(NR'"*R'*), -alkylene(cycloalkyl), —alkylene(heterocyclyl), #yl, heteroaryl, -SR", -
SOR"Y, -SO,R", -SO,NR"”R™ -NR"*R", -NR"*SO,R", -NR"®*C(Z)R",
-NR"*C(0)OR™, -NRPC(O)NRR™, -C(O)RY, -C(O)OR™, afd -C(O)NR"R'; or two
adjacent R® form a heterocyclyl ring;

each R™ and R™ is independently selected from BY alkyl, cycloalkyl, heterocyclylalkyl,
haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, hete arylalkyl, aryl, and heteroaryl; or R
and R taken together form a heterocycle with theZatoms to which they are attached;

Y' and Y? are independently selected froms O, CH,, NH, and NR";

nisl, 2, or3;

mis 1 or2;

pis1,2, 3, or4;

qis1,2,or3;

ris0,1,2,3,4,5,6,7, or/8;

sis 0,1, 2,3, or4;

tis 0,1, 2,3, or4;

uis0,1,2,3,49f5; and

vis0,1,2,3,0r4;

provided tifat:

if Xyand X, are N; ris 0; g is 1; Al and A? are phenyl; Y! and Y? are O; m and n are 1;

X
7
R% R®, and R are hydrogen; and C is Nﬁ , thenDisnot ~ or

; and
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41.
42,
43.
44,
45.

46.
47.
48.

49.
50.
51.

52.

53.
54.
55.
56.
57.
58.

59.
60.

the compound is not 4-(4-(4-(4-((2-((1H-pyrazol-1-ylymethyl)-2-(2,4-difluorophenyl)-1,3-
dioxolan-4-yl)methoxy)phenyl)piperazin-1-yl)phenyl)-1-isopropyl-1H-1,2,4-triazol-5(4H)-
one.

The compound of claim 40, wherein X, and X, are N.

The compound of claim 40, wherein X is CR’and X, is N.

The compound of claim 40, wherein X, is Nand X, is CR.

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

The compound of any of one of claims 40-44, wherein A’ is aryl.

e
The compound of claim 45 wherein A' is .

The compound of any of one of claims 40-44, wherein A’ is hetero

The compound of any of one of claims 40-47, wherein A is ary

<O
The compound of claim 48, wherein A” is .

The compound of any of one of claims 40-47, wherein A* is heteroaryl.

The compound of claim 50, wherein A?is pyridine, gyrazine, pyrimidine, pyridazine, or

triazine.
X
7
£~ N" N -R
The compound of any one of claims 40-%1, wherein C is \=y
X
S~ N~ NT R
The compound of any one of clgdms 40-51, wherein C is Nﬂ

The compound of any one of£laims 40-53, wherein E is alkyl.
The compound of any ong/0f claims 40-53, wherein E is cycloalkyl.

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

The compound of ag¥ one of claims 40-53, wherein E is heterocyclyl.

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

% _/(RS)U
Theompound of claim 58, wherein E is \ / anduis0,1,2,3,4,or5.

e compound of any one of claims 40-53, wherein E is heteroaryl.

/ The compound of claim 60, wherein
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WZoow

e

wé 2
WG

E is selected from: wh

RQ
v K z
R9—< R9~<\
z! = N
RQ
R RS
R9
\22 Rg Z1
/
N
E o\ I />‘ %
R R", and N

WL W2 W2, W W, WS and W are independently selécted from N and CR’;

Z'isNR"™, S, or O;

Z*is N or CR%;

each R’ is independently selected from H, halggen, CN, NO,,
alkyl, -SR™, -OR'®, -NR'°R"",
NR'C(O)(alkyl), - NR'*C(O)(cycloalkyl), -NR'°C(O)(heterocycloalkyl), -NR°C(O)(aryl), -N
R'°C(O)(heteroaryl), -C(O)NR'R", -C(O)XR"“(cycloalkyl), -C(O)NR“(heterocycloalkyl), -
C(O)NR"(aryl), -C(O)NR°(heteroaryl),/-NR*C(O)NR'’R" | -NR °C(O)NR(cycloalkyl), -N
R'’C(O)NR ' (heterocycloalkyl), -NR¥C(O)NR (aryl), -NR*C(O)NR" (heteroaryl), -NRC(
0)O(alkyl), -NR"C(0)O(cycloalkgl), -NR*C(0)O(heterocycloalkyl), -NR'’C(0)O(aryl), -N
R'°C(0)O(heteroaryl), -NR'’S@,(alkyl), -NR'’SO,(cycloalkyl), -NR'*SO,(heterocycloalkyl),
-NR'’SO,(aryl), -NR'’SO,(léteroaryl), -SO,NR''R", -SO,NR*(cycloalkyl), -SO,NR (hetero
cycloalkyl), -SO,NR "(argl), -SO.NR(heteroaryl), haloalkyl, aryl, and heteroaryl;

each R' and R}
together form a hetérocycle with the nitrogen to which they are attached; and

R"Zis H,

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

is independently selected from H and alkyl; or R'® and R taken
yl or haloalkyl.

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

64/ The compound of claim 63, wherein
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65

66

67

68

69
70.

71

73

R W' 9 1
3/W2 N\ 2 R V\(\ 5
VIV Y 1_§ Ny /W _§ /W
L VTR we R w®
. W\WS 9 9 e
D is selected from , R , R
1
WZ/W\\ G/L&LL
[l |
w3, 4¢W5
w ;

W w2 W2, W and W are independently selected from N and CR’;

W¢is N or C; and

each R’ is independently selected from H, halogen, CN, NO,,
alkyl, -SR'®, -OR'®, -NR'°R",
NR'°C(0)(alkyl), - NR'’C(O)(cycloalkyl), -NR'°C(O)(heterocycjbalkyl), -NR'’C(O)(aryl), -N
R'C(0O)(heteroaryl), -C(O)NR'R"", -C(O)NR'*(cycloalkyl), £(O)NR°(heterocycloalkyl), -
C(O)NR(aryl), -C(O)NR “(heteroaryl), -NR'°C(O)NR'’R Y, -NR'°C(O)NR " (cycloalkyl), -N
RC(O)NR " (heterocycloalkyl), -NR'’C(O)NR " (aryl), AR '®C(O)NR " (heteroaryl), -NR'°C(
0)O(alkyl), -NR'’C(0)O(cycloalkyl), -NR'C(0)O(béterocycloalkyl), -NR'’C(0)O(aryl), -N
R'°C(0)O(heteroaryl), -NR'°SO,(alkyl), -NR'°SOg(cycloalkyl), -NR SO, (heterocycloalkyl),
-NR'’SO,(aryl), -NR'’SO,(heteroaryl), S0, "R, -SO,NR"(cycloalkyl), -SO,NR "“(hetero
cycloalkyl), -SO,NR'*(aryl), -SO,NR "’(heteroaryl), haloalkyl, aryl, and heteroaryl.

. The compgtind of claim 70 wherein p is 1.

. The copfpound of any one of claims 40-71 wherein R', R?, R?, and R* are hydrogen.

. 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 acgeptable salt, solvate, polymorph, prodrug, metabolite, N-oxide,

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

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

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

(R®)s (R®)

34 Y )m
@“RR% ;\ﬁww)n—O@

(Rs)v (Rg)u

Formula (I)
wherein:

A' and A? are independently selected from aryl or heteroaryl;

Dis N or ;

E is aryl, heteroaryl, carbocyclyl, or heterocyclyl;

each Rl, Rz, Ri and R* is H;

R’ is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR*R'*),
cycloalkyl, heterocyclyl, -alkylene(cycloalkyl), or -alkylene(heterocyclyl);

each R® is independently selected from alkyl, cycloalkyl, heterocyclyl, halo,
hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl,
alkoxyalkyl, -alkylene(NR*R'%), -alkylene(cycloalkyl), —alkylene(heterocyclyl), aryl,
heteroaryl, -SR", -SOR", -SO,R ", -SO,NR"*R", -NR"*R", -NRSO,R", -
NRPC(O)R™, -NRPC(0)OR", -NRPC(O)NRPR, -C(O)R, -C(O)OR™, and -
C(O)NRPR'™; or two adjacent R® form a heterocyclyl ring;

each R'? and R' is independently selected from H, alkyl, cycloalkyl,
heterocyclylalkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl,
aryl, and heteroaryl; or R'® and R'* taken together form a heterocycle with the atoms
to which they are attached;

Y! and Y? are O;

nis 1,2, or3;

mis 1;

pis1,2,3,or4;
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A S

10.

11

si1s 0,1, 2,3, or4;

tis 0,1,2,3, or4;

uis0,1,2,3,4or5; and

vis 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.

<O

The use of claim 1 wherein A’ is .
e

The use of claim 1 or 2, wherein A~ is .

The use of claim 1 or 2, wherein A” is pyridine, pyrazine, pyrimidine, pyridazine, or
triazine.
O
& \N/U\N’R7

The use of any one of claims 1-4, wherein C is \=y ; and R is alkyl.

The use of any one of claims 1-4, wherein C is N ;and R7 is alkyl.
The use of any one of claims 1-6, wherein E is cycloalkyl.
The use of claim 7, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl.

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

§ —_/(Rs)u

\ 7/

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

. The use of any one of claims 1-6, wherein E is heteroaryl.
12.
13.
14.

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

The use of claim 1, wherein the compound is selected from:

113



114




115






117




118




119




120




121







123



15.

16.

17.
18.

19.

20.
21.

22.

23.

"N N
S j - §
and

5

The use of any one of claims 1-14, wherein the fibrosis is liver fibrosis, idiopathic
pulmonary fibrosis, kidney fibrosis, or cardiac fibrosis.

The use of claim 15, wherein the liver fibrosis is associated with the later stages of
alcoholic or nonalcoholic liver cirrhosis.

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

The use of any one of claims 1-14, wherein the disease or disorder characterized by
fibrosis is a chronic autoimmune disease.

The use of claim 18, wherein the chronic autoimmune disease is theumatoid arthritis,
scleroderma, Crohn’s disease or systemic lupus erythematosus.

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

The use of any one of claims 1-14, wherein the fibrosis is keloid formation resulting
from abnormal wound healing.

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

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

stereoisomer, or isomer thereof:
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(R%)s (R®)

i
CR3R4
(et | 3 ommao—(BH@(3)-@

(Rs)v (Ra)u

Formula (II)
wherein:

A' and A? are independently selected from aryl or heteroaryl;

N N
Bis = N/ = ;
O
;\NJ\/N’R7 ;\NJ\N’RY
Cis =N or N=/ ;
E NN
Dis N/ or == % ;

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

each R, R?, R?, and R* is H;

R’ is alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, alkylene(NR'’R'*), cycloalkyl,
heterocyclyl, -alkylene(cycloalkyl), or —alkylene(heterocyclyl);

each R® is independently selected from alkyl, cycloalkyl, heterocyclyl, halo,
hydroxy, nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl,
alkoxyalkyl, -alkylene(NR "R'"), -alkylene(cycloalkyl), —alkylene(heterocyclyl), aryl,
heteroaryl, -SR**, -SOR", -SO,R", -SO,NR”R" -NR"R" -NR"SO,R", -
NRYc(O)R",
NR"*C(0)OR™, -NR"®C(O)NR"R', -C(O)R", -C(O)OR'™, and -C(O)NR"R"; or
two adjacent R? form a heterocyclyl ring;

each R" and R' is independently selected from H, alkyl, cycloalkyl,
heterocyclylalkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl,
aryl, and heteroaryl; or R'* and R taken together form a heterocycle with the atoms
to which they are attached;

Y! and Y? are O;

nis 1, 2, or 3;

mis 1 or2;

pis1,2,3,0r4;

si1s0,1,2, 3, 0r4;

tis 0, 1,2, 3, or 4;
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24.

25.
26.

27

28.
29.
30.

31.

32.
33.

34.

35.
36.
37.
38.

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

uis0,1,2,3,4or5;and
vis0,1,2,3,or4.

O
The compound of claim 23 wherein Alis .

. O
The compound of claim 23 or 24, wherein A” is :

The compound of claim 23 or 24, wherein A? is pyridine, pyrazine, pyrimidine,
pyridazine, or triazine.

0
éf\N/lkN’R7

=N

;\N/K _R7
The compound of any one of claims 24-26, wherein C is
The compound of any one of claims 23-28, wherein E is cycloalkyl.
The compound of claim 29, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, or
cyclohexyl.

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

The compound of any one of claims 23-28, wherein E is \_/ .

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

Ve

The compound of any one of claims 23-33, wherein Dis —N

N
-
The compound of any one of claims 23-33, wherein D is = .
The compound of any one of claims 23-35, wherein p is 1, 2, or 3.
The compound of claim 36, wherein p is 1.

The compound of claim 23, wherein the compound is selected from:
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L\N,Nj
and .

39. A pharmaceutical composition comprising a compound of any one of claims 23-38, or
a pharmaceutically acceptable salt, solvate, stereoisomer, or isomer thereof, and a

pharmaceutically acceptable excipient.
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