
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. 

j0004a1 In another aspect, there is provided the use of a therapeutically effective amount of a compound 

of Formula (1), a pharmaceutically acceptable salt, solvate, polymorph, prodruit, metabolite N-oxide 

stercoisomer, or isomer thereof: 

(Re)s 	(R8)1 
4 D 	 11* 

(CR3 124). 
y2 	(CR1 R2)„-0 0 0 0 co 

(R8)
v 	(R8)o 

0 

Formula (I) 

wherein: 

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

(Re), 

rk 
1-Xi 	)(2-/ 

`Hi B is 	14 	; 

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

membered heteroarvl, wherein the heterocyclyl or the heteroaryl contains I to 4 nitrogen atoms: 

D is aryl or heteroaryl; 

E is aryl, heteroarvl, carbocyclvl, hetercyclyl. or alkyl; 

each R'. R2, R3, and R°  is independently selected from H allcvl, haloalkyl, or alkoxy, 

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

R5  is H. OH, alkyl, or alkoxy; 

each R6  is independently alkyl, haloalk-yl, halo, alkoxy, -alkylene(NeRk), or aryl; 

each Rs  is independently selected from alkyl, cycloallcyl, heterocyclyl, halo, hydroxv, 

nitrile, azido, nitro, alkoxy, haloalkoxy, haloalkyl, hydroxyalkyl. alkoxyalkyl. -alkylene(NR'3R4), 

-alkylene(cycloalkyl). -alkylene(heterocycly1), aryl. heteroarvl, -Se. -SORB, -S0,1213  - 

SOzNR13R14. -NR13R14, -NR'3S021214, -NR'3C(0)1214. 

-NR13C(0)01214, -NR13C(0)NR'312'4, -C(0)R14. -C(0)0R'9, and -C(0)NeRm; or two adjacent 

Rs  form a heterocyclyl ring; 

each R" and Rm  is independently selected from 11. alkyl, cycloalkyl, hetemcyclylalkyl, 

haloalkvl, hydroxyalkyl, alkoxyalkyl. arylalkvh heteroarylalkvl. aryl 
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and heteroaryl: or R.'3 	RI ' taken toszethe 	1o 	_ 	Meter cv_cie w' 	 i  which they  

attached; 

Y r  and Y2  arc independently selected f - 	 id NI 2_ t 1 

n is L 2_or 3: 

m is I or 2: 

4; 

r is 	 . 7, or 8: 

s is 0, 1, 2, 3. or 4: 

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

disorder 

u is 0.1. 2.3,4 

v is 0, 1, 2, 3, or 4, in the mi 	of treating tihr,,,osis, a 

ch iracterized by fibrosis, or a disease characterized by fibrosis.  

[0005] In some embodiments described above or below of a compound of Formula 

are N 

(I), X1  and X2  

[0006] In some embodiments described above or below of a compound of Formula 

and X2  is N.. 

(I), X]  is CR5  

[0007] hi some embodiments described above or below of a compound of Formula 

and X2  is CR5. 

(I), XI  is N 

[0008] In some embodiments described above or below of a compound of Formula 

r is 0. 

(I), q is 1 and 

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

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

(R8), 

\ / . 

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

.  

[0012] In some embodiments described above or below of a compound of Formula 

heteroaryl. 

(I), Al  is 

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



[0014] In some 

(R8)t  

\ / 

embodiments described above or below of a compound of 	 Foimula (I), A2  is 

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

1111 

[0016] In some 

heteroaryl. 

embodiments described above or below of a compound of Formula (I), A2  is 
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CLAIMS 

Lse  nisi rg 	 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: 

(Rs), 	(Rah 
Y1•(- )m D 	(CH31:24) (CR1 R2),-0 4:0 0 (A2) ® 

2 

(R8) v 	(Rah, 0 
Formula (I) 

wherein: 

A' and A2  are independently selected from aryl or heteroaryl; 

(R6), 

/464\ F-X1 	X2-1 
3 	/ B is 	( 	) q 	• 

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; 

D is aryl or heteroaryl; 

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

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

X, 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); or aryl;  

each R6 is independently selected from alkyl, cycloalkyl, heterocyclyl, halo, hydroxy, 

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

alkylene(NRI3R14), -alkylene(cycloalkyl), -allcylene(heterocycly1), aryl, heteroaryl, -SR13, - 

SOR13, -SO2R13, -SO2NR13R14, _NRI3R14, _
NeS02W4, -NRI3C(0)R14, 

-NW:IC(0)0e, -NeC(0)NeR14, -C(0)R14, _C(0)0R74, and -C(0)NRI3R14; or 	o 

adjacent le form a heterocyclyl ring; 

each 12.13  and R'4  is independently selected from H, alkyl, cycloalkyl, heterocyclylalkyl, 

haloalkyl, hydroxyalkyl, alkoxyalkyl, arylalkyl, heteroarylalkyl, aryl, 
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and heteroaryl; or R'3  and RI4 taken together form a heterocycle with the atoms to which they 

are attached; 

Y' and Y2  are independently selected from 0, CH,, 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 	d 	for 	edit 2 fibrosis a disorder  

characterize 	fibrosis, or a disease characterized by fibrosis.  

2. The m 	se of claim 1, wherein X, and X2 are N. 

3. The method-use of claim 1, wherein X, is CRs and X2 is N. 

4. The method  use of claim 1, wherein X, is N and X2 is CR5. 

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

6. The the4seethitie of any of one of claims 1-5, wherein A' is aryl. 

7. The methe4 use of claim 6 wherein A' is 	ID . 

8. The 	 1-5, 	A' is heteroaryl. method use of any of one of claims 	wherein 

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

10. The Hied-kept-use of claim 9, wherein A2  is 	111 	
I 

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

12. The haerthetd-use of claim 11, wherein A2  is pyridine, pyrazine, pyrimidine, pyridazine, or 

triazine. 

O 

"--N 	N-R7  
=_ 13.The fliethexi-LISC of any one of claims 1-12, wherein C is 	N 	; and R7  is alkyl, 

haloalkyl, hydroxyalkyl, alkoxyalkyl, -alkylene(NRI3R14), cycloalkyl, heterocyclyl, - 

alkylene(cycloalkyl), or -alkylene(heterocycly1). 

0 
A 

ILN 	N-R7  
14.The 	 1-12, 	C is 	N=/ 	R7  is method use of any one of claims 	wherein 	 ; and 	alkyl, 

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

alkylene(cycloalky1), or -alkylene(heterocycly1). 
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15.  The 	 1-14, 	E is method use of any one of claims 	wherein 	alkyl. 

16.  The method-useof any one of claims 1-14, wherein B is cycloalkyl. 

17.  The meth-ad-use of claim 16, wherein E is cyclopropyl, cyclobutyl, cyclopentyl, or 

cyclohexyl. 

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

19.  The ;Fro.luse of any one of claims 1-14, wherein E is aryl. 

20.  

,yR8), 

The met 	

( 

hed-use of claim 19, wherein E is 	\ 	/ 	and u is 0, 1, 2, 3, 4, or 5. 

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

22.  The met-484-use of claim 21, wherein 

R9  
R9  . 

w2 	wl 	\ 	wW_ 	,,,,,H 
w3 	Ck---"-.-  '--N>'' 	w3 	'-.-- -- wl 	 / -1 

H 	 H 	 1
7 	

R9  
VK 	-)/V9 	1/V9, 	cm 

E is selected from: 	le 	we 	, 	w5 	w6 	, 	R9  

R9 	 R9 	 R9 	ww 	R9 	R9 
 Z

R9

c555  ‘ 	 -m„,1/4L.,,,-,‘ „--"' 

/ 	
\ 	

1  9 
 

Si

N 

R9 	 R 	 z2  1 

N
i 	 -,,,, 	 ,. 	•-,,

,r,_ 
99-k-9'1------''R9 	R9 	 N / 

	
R9 N 

\ 	 \ , 
R9 	 R9 	 R9 	R12 	R' 	R12  

R9 	R9 
R9  ---"- 	\ 

2 	
R9 	z1  `,..----- 

‘aa,99- 9N
\ 
	 II 

	

, 	Z2  R9 	R12 , am 	-N 
WI, w72, N1/4[3

, 
 vv,i

, 
 W5, w xr,6, and W' are independently selected from N and CR9; 

Z1  is NR12, S, or 0; 

Z2  is N or CR9; 

each R9  is independently selected from H, halogen, CN, NO2, alkyl, -Sle, -OR10, 

-NR10R11, NRI0C(0)(alkyl), - NRI0C(0)(cycloalkyl), -NRI°C(0)(heterocycloalkyl), 

-NeC(0)(ary1), -NeC(0)(heteroary1), -C(0)NeRE, -C(0)Nle(cycloalkyl), 

-C(0)Ne(heterocycloalkyl), -C(0)NR10(aryl), -C(0)NRI°(heteroary1), 

-NeC(0)NeR11, -Nle0C(0)NRII(cycloalkyl), -NRI°C(0)NR11(heterocycloalkyl), 

-NeC(0)NR11 (ary1), -N121°C(0)NRII(heteroary1), -NRI°C(0)0(alltyl), 

-NR10C(0)0(cycloalkyl), -NeC(0)0(heterocycloalkyl), -NRI0C(0)0(ary1), 
_,.,,-. 10 
INK C(0)0(heteroary1), -NeS02(alkyl), -NRI°S02(cycloalkyl), 

-NRI°S02(heterocycloalkyl), -NRI°S02(ary1), -NRI°S02(heteroary1), -SO2NRI0RIl, 
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-802NR1°(cycloalkyl), -802NR10(heterocycloalkyl), -802NRI°(arY1), 

-802NR10(heteroary1), haloalkyl, aryl, and heteroaryl; 

each RI°  and R" is independently selected from H and alkyl; or 124°  and Rn  taken 

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

R'2  is H, alkyl or haloalkyl. 

23.  The 

	

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

24.  The 	#ecl pse of any one of claims 1-22, wherein D is heteroaryl. 

25.  The me 	of claim 24, wherein 

R9 	 R9  

,,,w2 	
R 	---\ 	R9 	„,-.„„,--!-L wl  

\\,\N2 W 3 - \ 	 w  9 	 11 

----W 
VV--. --. 	W1_''''''' 	 R9--S"--%I 	\2L-W3  ,,,, 

D is selected from 	W 
5 	

R9 	 R9 	9- 	, and 

ad  w2 	'- w6 
II 	1 

W 	--W5  ',
w4 

 

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

W' is N or C; and 

each R9  is independently selected from H, halogen, CN, NO2, 

alkyl, -Sle, -OW°, -NRI°Rn, 

NeC(0)(alkyl), - NeC(0)(cycloalkyl), -NW °C(0)(heterocycloalkyl), -NRI°C(0)(ary1), -N 

124 0C(0)(heteroary1), -C(0)NRIoR11, -C(0)Ne(cycloalkyl), -C(0)NR10(heterocycloalkyl), - 

C(0)Ne(ary1), -C(0)NRI°(heteroary1), -NR4°C(0)NR1°Rn, -NRI°C(0)Ne(cycloalkyl), -N 

RI00(0)NRII(heterocycloalkyl), -1NR1°C(0)NRI '(ary1), -NRI°C(0)NR11 (heteroary1), -NRit( 

O)O(alkyl), -NRI°C(0)0(cycloalkyl), -NRI°C(0)0(heterocycloalkyl), -NRI°C(0)0(ary1), -N 

R10C(0)0(heteroary1), -NRI°802(alkyl), -NeS02(cycloalkyl), -NRI°802(heterocycloalkyl), 

-NeS02(ary1), -NeS02(heteroaryl), -802NRI°Rn, -802NRAcycloalkyl), -802Ne(hetero 

cycloalkyl), -802Ne(ary1), -802Ne(heteroary1), haloalkyl, aryl, and heteroaryl. 

26.  The me-thed-u  se  _of any one of claims 1-25 wherein Y' and Y2  are 0. 

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

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

29.  The illethiS4-use of claim 28 wherein p is 1. 

30.  The mothiddosepf any one of claims 1-29 wherein R', R2, R3, and R4  arehydrogen. 

31.  The 'aetlInci 	 I 	the compound is selected from: use of claim 	wherein 
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F-41 CI * 
NON C I 

N, 

IS 	 0 
1110 	 ao 	)0

( 

 

N 	N 
L- -- 

, and 	 Ni  

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

pulmonary fibrosis, kidney fibrosis, or cardiac fibrosis. 

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

alcoholic or nonalcoholic liver cirrhosis. 

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

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

fibrosis is a chronic autoimmune disease. 

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

scleroderma, Crohn's disease or systemic lupus erythematosus. 

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

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

from abnormal wound healing. 

39.  The 	d 1-31 	fibrosis m€th -use  of any one of claims 	wherein the 	occurs after organ 

transplantation. 

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

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

(R8), 	(R8)t  

D 	(DR3R4)p 	
yi.c.)rn 

(CR1R2),-0 0 0 0 0 
Y2  

(Rs)0 (R8) 

Formula (II) 

wherein: 

Al  and A2  are independently selected from aryl or heteroaryl; 

(R6), 

/— -A 
—Xi 	X21 

' 	/ B is 	( 	) q 	. 
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