qis 1,2, or 3;
ris0,1,2,3,4,5,6,7,0r8;
sis0,1,2,3,0r4;
tis0, 1,2, 3, 0r4;
uis0,1,2, 3,4 or 5; and
visG, 1, 2,3, or 4.

1000421 In another aspect, there is provided the use of a ther apeutically effective amount of a compound

of Formuls (1), a pharmaceutically acceptable salt, solvate, polymorph, prodrus. metabolite, N-oxide

© stereolsomer, or womer thereof:

(RP)s

Do L oo S0 G0

(RB)V (RB)U

wherein,

A and A are mdependently selected from arvl or heteroaryh:

(RO,

/_1_\
E_X'i X:z"%
B is 'q .

& 13 optionally substituted 5- or é-membered hetercovelyl or optionally substituzed 5 or 6-

membered heteroaryvi, wherein the heterocvelyl or the heteroarvl contains 1 fo 4 nitroven atoms:

D iy arvi or heteroarvl

H s arvl, heteroaryl, carbocvelyl, hetercvelvl or allovi

each R R R and R is independently selected from H. alkyl haloalkvl, or alkoxy:

X and X, are independentlv selected from N and CR’;

B is B, OH. alkvl, or alkoxys

cach R° is independently alkvi, hadoaikvl, hato, alkoxv, -alkvienst NEPR'™ or arvl:

cach B is independently selecied from allvi, cveloallovl, heterocvelvl halo, hvdroxy,

nitrile, azido, nitro, alkoxy, haloalkoxy. haloalloyl, hydroxvalkyl, alkoxvallevl, -alkviens/NRPR!

-alkylene(cvcloalkyl), —alkvienetheteroovelvl), arvl, hetercaryl, -8R, -SORY, .SO,R" -
SONRURY NRVRY NRPESORY, NRPCIOR, ,
SNRPCOOR" - NRPCIOINRPR" CrORM, COI0RM. and -CIOWRPR™: or two adiacent

i . .
K form a heterocovelyl ring:

cach RY and R™ is independently selecied from 1L alleyl, cveloalkyl, heteroovelvialkyl,

haioalbvl, bvdroxvalkvl, alkoxvallovl arvialiovl heteroarvialkyl, arvi,




and heteroarvi or R' and R taken together form & heterocvele with the atoms 1o which they are

attached;

Y and V* are independently selected from O, CH.. NIL and NR:

Iy
I

nisl, 2. or

mislord;

pis 12 3 ord:

ris b 2.3 45 6.7, or &

sis0 2. 3 ord:

ti1s 0. 1,2, 3, ord:

nisU,. 1, 2. 3 4dor S5 and

vis 0, 1.2, 3 or 4, in the manufacture of amedicament Tor reating Bbrosis, a disorder

characterized by [ibrosis, or a disease characterized by fibrosis.

[0005] In some embodiments described above or below of a compound of Formula (1), X; and X;
are N

[0006] In some embodiments described above or below of a compound of Formula (1), X; is CR’
and X515 N..

[6007} In some embodiments described above or below of a compound of Formula (I), X; is N
and X is CR’

[6008] In some embodiments described above or below of a compound of Formula (I), q is I and
ris 0.

[0009] In some embodiments described above or below of a compound of Formula (1), Alis aryl.

[6010] In some embodiments described above or below of a compound of Formula (1), A' is

(3?8)5

[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.



[6014] In some embodiments described above or below of a compound of Formula (I}, Alis

(R%),

s

[0615] In some embodiments described above or below of a compound of Formula (I), A% is

AW

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

heteroaryl.
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therapeutically effective amount of a compound of Formula (I), a pharmaceutically acceptable

salt, solvate, polymorph, prodrug, metabolite, N-oxide, stereoisomer, or isomer thereof:

(R8)s (R®),

Formuta (I)

wherein:

Al and A® are independently selected from aryl or heteroaryl;

(R,
an
X, X -

Bis — Jq .

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

D is aryl or heteroaryl;

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

each R', R*, R?, and R” is independently selected from H, alkyl, haloalkyl, or alkoxy;

X, and X are independently selected from N and CR;

R’is H, OH, alkyl, or alkoxy;

each R® is independently alkyl, haloalkyl, halo, alkoxy, -alkylene(NRR'), or aryl;

cach R® is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, hydroxy,
nitrile, azido, nitro, alkoxy, haloalkoxy, haloalky!, hydroxyalkyl, alkoxyalkyl, -
alkylene(NR”R'), -alkylene(cycloalky!), —alkylene(heterocyclyl), aryl, heteroaryl, -SRY, -
SOR", -SO,R", -SO,NRP”RY NR"”R™, -NRFPSO,R, -NREC(OIRY,
NRPC(O)OR™, NRPEC(ONRPRY, -C(O)R™, -C(O)OR™, and -C(O)NRVR™: or two
adjacent R® form a heterocyelyl ring;

each R™ and R' is independently selected from H, alkyl, cycloalkyl, heterocyclylalkyl,
haloalkyl, hydroxyalkyl, alkoxyalkyl, aryialkyl, heteroarylalkyl, aryl,
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oLk N

10.
11.
12,

i3

14.

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;

mis 1 or2;

pisl,2,3, 0or4;

gis 1,2, or 3;

rig0,1,2,3,4,5,6,7, or8;

sis0,1,2,3, or 4,

tis 0, 1,2,3, 0or4;

wis0,1,2,3,40r5; and

vis 0,1, 2, 3, or 4. in the manutacture of a medicament for treating fibrosis, a disorder

characterized by Sbhrosis, or a dissase characterized by fbrosis.

The method-use of claim 1, wherein X is CR®and X, is N.
The method-use of claim 1, wherein X is Nand X; is CR’.

The method-use of any one of claims 2-4, wherein g is 1 and ris 0.

The methed-uze of claim 11, wherein A” is pyridine, pyrazine, pyrimidine, pyridazine, or

triazine.

éjj ™N ).L N - RT :
The mewsad-use of any one of claims 1-12, wherein C is \:I\i ;and R’ is alkyl,
haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR'*R"), cycloalkyl, heterocyclyl, -
alkylene(cycioalkyl), or —alkylene{heterocycivl).

f‘\ N )L N~ R7
............ N=" . andRisalkyl,
haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NR""R'), cycloalkyl, heterocyelyl, -

alkylene(cycloalkyl), or —alkylene(heterocyclyl).
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15,
16.
17.

18.
19,

20.
21.
22.

The saetheduse of any one of claims 1-14, wherein E is cycloalkyl.
The methad-use of claim 16, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, or
cyclohexyl.

The methed-use of any one of claims 1-14, wherein E is aryl.
T X (R,
N
The rretheduge of clatm 19, wherem E is anduis0, 1,2, 3,4, or5.
The methad-use of any one of claims 1-14, wherein E is heteroaryl.

The methedyge of claim 21, wherein

W, W5 WP, W4 WP, W and W are independently selected from N and CR®;

Z'isNRY, S, or O;

Z?is N or CR”;

each R is independently selected from H, halogen, CN, NO,, alkyl, -SR' -OR',
NR'R', NR*’C(O)alkyl), - NR'’C(O)(cycloalkyl), -NR"*C(O)(heterocycloalkyl),
-NR*C(O)(aryl), -NR*°C(Q)(heteroaryl), -C(O)NR'’R", -C(O)NR*(cycloalkyl),
-C(OYNR"(heterocycloalkyl), -C(OYNR"(aryl), -C{OIYNR(heteroaryl),
-NRC(OINR'RY, NR"C(O)NR(cycloalkyl), -NR*C(O)NR (heterocycioalkyl),
-NR''C(OINR ' (aryl), -NRC(O)NR " (heteroaryl), -NR°C(0)O(alkyl),
-NR*C(0)O(cycloalkyl), NRC(0)O(heterocycloalkyl), -NR'°C(0)O(aryl),
-NR'’C(0)Otheteroaryl), -NR°SO,(alkyl), -NR '°SO,(cycloalkyl),
-NR "*SO,(heterocycloalkyl), -NR'’SO,(ary1), -NR SO, (heteroaryl), -SO.NR'R",
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23,
24.
25.

26.
27.
28.
29.
30.
31.

-S0,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 heterocyele with the nitrogen to which they are attached; and
R is H, alkyi or haloalkyl,
The methed-use of any one of claims 1-22, wherein D is aryl.
The mathad-use of any one of claims 1-22, wherein D is heteroaryl.
The method-use of claim 24, wherein

9 1 g
52?2 RTZ\&W\ @ X
W N ) E w?
1__ \ y : s
Lt A el
. . \WS Rg Rg P
D is selected from , , , and
1
v‘v;z’w‘}vyﬁ)&
wi o oowE

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

Wois N or C; and

each R’ is independently selected from H, halogen, CN, NO,,
alkyl, -SR™, -OR™, .NR"R",
NR*C(O)(atkyl), - NR'°C(O)(cycloalkyl), -NR'*C(O)(heterocycloalkyl), -NR'*C(O)(aryl), -N
R°C(O)(heteroaryl), ~<C(OINR¥R", -C(O)NR"(cycloalkyl), -C(OINR “(heterocycloalkyl), -
C(O)NR(aryl), -C(O)NR*(heteroaryl), NRC(O)NRR", -NR'’C(O)NR'(cycloalkyl), -N
RI°C(O)NR (heterocycloatkyl), -NR'’C(O)NR  (aryl), -NR¥C(OYNR " (neteroaryl), -NR'C(
0)O(alkyl), -NRC(0)O(eycloalkyl), -NR'°C(0)YO(heterocycioalkyl), -NRC(0)O(aryl), -N
RC(0)O(heteroaryl), -NR*SO,(alkyl), -NR SO, (cycloalkyl), -NR''SO,(heterocycloaliyl),
NR''SO,(aryl), -NR'*SO,(heteroaryl), -SO,NR'R", -SO,NR(cycloalkyl), -SO,NR *(hetero
cycloalkyl), ~SO,NR(ary}), -SO,NR ""(heteroaryl), haloalky!, aryl, and heteroaryl.

The methed-use of claim 28 wherein pis 1.

The sethad-use of any one of claims 1-29 wherein R’, R%, RY, and R* are hydrogen.
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33.

34,
35.

36.

37
38.

35.

40,

Ci

, and

pulmonary fibrosis, kidney fibrosis, or cardiac fibrosis.

The method-use of claim 32 wherein the liver fibrosis is associated with the later stages of

alcoholic or nonalcoholic liver cirrhosis.

The method-use of any one of claims 1-31 wherein the disease or disorder characterized by

fibrosis is a chronic autoimmune disease.

scleroderma, Crohn’s disease or systemic lupus erythematosus.

. The methed-use of any one of claims 1-31 wherein the fibrosis is liver fibrosis, idiopathic

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

from abnormal wound healing.

The ﬂ%{ﬁ‘—h&é—% of any one of claims 1-31 wherein the fibrosis occurs after organ

transplantation.

A compound of Formula (I}, a pharmaceutically acceptable salt, solvate, polymorph,

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

wherein;

(9

8
(R }v (Rs)u

E

Y

(R®)s (R®),
vt )m
CR3R?*
x| V" oo (W@

Formuta (II)

Al and A are mmdependently selected from aryt or heteroaryl;

Bis

%

(R®,
an
Xy 2'§

X
E)q

»
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