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WHA 	S CLAIMED IS: 

1. 	A compound of Formula I: 

R4  

R3„........„..-C.....y3-- 
 L-R1  

A / 	R 

Hyl ----1Y2  
I 
R3 	 (I) 

or a pharmaceuticall 	acceptable salt, a prodrug, solvate, a tautomer, an isomer or a deuterated 

analog thereof, 

wherein: 

(i) Y2  is N and Y3  is C; or 

(ii) Y2  is C and Y3  is N; 

Y' is CH or N; 

L is a bond, optionally substituted Cl-6• lkylene, optionally substituted deuterated Ci_6alkylene, - 

C(R6R7)-, -C(0)NR9-, -CH2N(R9)-, -S02N(R9)-, N(R9)C(0)N(R9)-, -N(R9)S02-, -N(R9)CH2-, -007- 

4alkylene-, -C14alkylene-0-, -NR9C(0)-, -N(R9)S0_ , -C(0)-, -S(0)-, -SO2-, -0-, -5-, -P(0)(R3)-, 

optionally substituted C246alkenylene, optionally substi 	ted -CH=C(Rb)- or optionally substituted - 

Si(124)(12`); or R6  and R7  taken together with the carbon at 	to which they attach form an optionally 

substituted 3- to 6-membered ring having from 0-2 heteroato 	s selected from 0, N or S or an oxo; Ra  is 

optionally substituted C1.6allcyl, optionally substituted aryl or o 	Tonally substituted heteroaryl; Rb  is H or 

C7.6alkyl; or Rb  and RI  taken together with the carbon atom to whi. -: they attach form an optionally 

substituted 3- to 6-membered carbocyclic ring or an optionally substi 	ted 4- to 8-membered heterocyclic 

ring having from 1-2 heteroatoms as ring members selected from 0, N . S, wherein the nitrogen or sulfur 

ring atoms can be optionally oxidized; each 12.4  is independently C1.6alkyl o Ci_6alkoxy; R9  is H, CiAalkyl 

or C14haloalkyl; 

R1, R2, R4, R6  and R1  are each independently H, D, optionally substitute 	C7 -6alkyl, optionally 

substituted C1  6 alkenyl, optionally substituted C1-6  alkynyl, optionally substituted a \ 1, optionally 

substituted heteroaryl, optionally substituted cycloalkyl, optionally substituted cycloa 	enyl, optionally 

substituted heterocycloalkyl, optionally substituted heterocycloalkylalkyl, optionally sub 	itutcd 

cycloalkylalkyl, optionally substituted arylalkyl, optionally substituted heteroarylalkyl, opt; nally 

substituted heterocycloalkylalkyl, optionally substituted -Si(R4)(12.4) or R13  selected from halo. -n, -CN, -

OH, -NH2, -NO2, -C(0)OH, -C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, -NHC(0)NH2, -NHC( NH2, 

-NHS(0)2NH2, -C(NH)NH2, -CH=C(Rg)(Rg), --ORg, -SRg, -0C(0)Rg, -0C(S)Rg, -13(=0)HRg, -P(=0 	gRg, 

-PH(=0)0Rg, -P(=0)(0R92, -0P(=0)(0R92, -C(0)H, -0(CO)ORg, -C(0)Rg, -C(S)Rg, -C(0)0Rg, 
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-C(S)OR‘ -S(0)Rg, -S(0)2Rg, -C(0)NHRg, -C(S)NHRg, -C(0)NRgRg, -C(S)NRsitg, -S(0)2NHRg, 

-S(0)2NR8  g, -C(NH)NHR8, -C(NH)NRgRg, -NHC(0)Rg, -NHC(S)Rg, -NR8C(0)Rg, -NRgC(S)Rg, 

-NHS(0)2Rg, - RsS(0)2Rg, -NHC(0)NHRg, -NHC(S)NHRg, -NR8C(0)NH2, -NR8C(S)NH2, 

-NRgC(0)NHRg, NRgC(S)NHRg, -NHC(0)NR9Rg, -NHC(S)NRgRg, -NR8C(0)NRgRg, -NRgC(S)NRgRg, 

-NHS(0)2NHRg, - 	gS(0)2NH2, -NRgS(0)2NHRg, -NHS(0)2Nag, -NRgS(0)2NRgRg, -NHRg or 

-NRgRg, wherein each ' g is independently H, optionally substituted C1-6alkyl, optionally substituted C1  

alkenyl, optionally substi 	ted C1_6  alkynyl, optionally substituted aryl, optionally substituted heteroaryl, 

optionally substituted cyclo lkyl, optionally substituted heterocycloalkyl, optionally substituted 

heterocycloalkylalkyl, optiona y substituted cycloalkylalkyl, optionally substituted arylalkyl, optionally 

substituted heteroarylalkyl or op 'onally substituted heterocycloallcylallcyl; or two Rg groups when 

attached to the same carbon or nitro en atom are taken together to form a 3- to 6-membered carbocyclic 

ring or 3- to 8-membered heterocycli ring having from 1-2 heteroatoms as ring members selected from 

0, N or S, wherein the nitrogen or sulfur 't g atoms are optionally oxidized; wherein the aliphatic or 

aromatic portion of Rs is optionally substi 	ed with from 1-3 Rh  substituents independently selected from 

halogen, -CN, -OH, -NH2, -NO2, -CH=C(Ri)( I), -C(0)OH, -C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, 

-NHC(0)NH2, -NHC(S)NH2, -NHS(0)2NH2, -C' H)NH2, -OR', -SR', -0C(0)12.', -0C(S)121, -P(=O)HR', 

-P(=0)Rilti, -PH(=O)OR', -P(=0)(0102, -0P(=0) MR52, -C(0)H, -O(CO)OR', -C(0)R', -C(S)R', 

-C(0)012.i, -C(S)OR', -S(0)12.', -S(0)2R', -C(0)NHR', 	(S)NHR', -C(0)NRIRi, -C(S)NR'R', -S(0)2NHRI, 

-S(0)2NRIRI, -C(NH)NHR', -C(NH)NR'R', -NHC(0)Ri, 	HC(S)R', -NR'C(0)R', -NR'C(S)R', 

-NHS(0)2R', -NRiS(0)2Ri, -NHC(0)NHR', -NHC(S)NHR', -NR'C(0)NH2, -NR'C(S)NH2, 

-NR'C(0)NHR', -NRiC(S)NHRi, -NHC(0)NR'Ri, -NHC(S)N 'R', -NR'C(0)NR'R', -NR'C(S)NR'R', 

-NHS(0)2NHIti, -NRIS(0)2NH2, -NRIS(0)2NHRi, -NHS(0)2NR 	i  -NRiS(0)2NRIR', R', -NHR' or -NRIR', 

wherein each R' is independently Ci.6alkyl, aryl, aryl-Ci zialkyl, C3 	ycloalkyl, C3_6cycloallcyl-C14alkyl, 

heteroaryl, heteroaryl-C,Aallcyl, heterocycloalkyl or heterocycloalkyl-Ci4alkyl, wherein each 12.' is further 

optionally substituted with from 1-3 Rg groups independently selected 	m halogen, CN, -OH, -NH 2, - 

N(Rg)(Rg), -NO2, -C(0)OH, - C(0)NH2, -S(0)2NH2, -NHC(0)NH2, -C(N 	NH2, -P(=0)HRg, - 

P(=0)RgRg, -PH(=0)0Rg, -P(=0)(ORg)2, -0P(=0)(ORg)2, -0C(0)RS, -0C(S) g, -C(0)RS, -C(S)RS, 

-C(0)ORS, -S(0)2Rg, -C(0)NHRg, Ci4alkyl, Ci4alkoxy, halogen, C1 _6  haloalkyl or Ci _6  haloalkoxy, 

wherein RS is Ci4alkyl; 

R3  is H, halogen, -CN, optionally substituted Ci _6allcyl, optionally substituted ieuterated Ci_ 

6alkyl,optionally substituted aryl, optionally substituted aryl-Cholkyl, optionally substi 	ed heteroaryl, 

optionally substituted heteroaryl-C14alkyl, optionally substituted C34  cycloalkyl, optionall 	substituted 

C3_g cycloalkenyl, optionally substituted C3_8 cycloallcyl-Ci _olkyl, optionally substituted C2_6 • 	ynyl, 

optionally substituted heterocycloalkyl, optionally substituted heterocycloalkyl-C14alkyl or Ri  s 	ected 

from halogen, -CN, -OH, -NH2, -NO2, -C(0)OH, -C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, 
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-NHC(O 	H2, -NHC(S)NH2, -NHS(0)2NH2, -C(NH)NH2, -CH=C(Rk)(Rk), -OR", -SR", -0C(0)R", 

-0C(S)R 	(=0)HRk, -P(=0)RkRk, -PH(=0)ORk, -P(=0)(ORk)2, -0P(=0)(01-e)2, -C(0)H, -O(CO)OR", 

-C(0)R', -C( 	., -C(0)0121', -C(S)OR", -S(0)R", -S(0)212.1, -C(0)NHRk, -C(S)NHRk, -C(0)NRIRk, 

-C(S)Nreak, -S(0 ,NHR", -S(0)2NRkRk, -C(NH)NHRk, -C(NH)NRkRk, -NHC(0)Rk, -NHC(S)Rk, 

-NRIC(0)Rk, -NR" (S)Rk, -NHS(0)212.1, -NRkS(0)2I2k, -NHC(0)NHRI, -NHC(S)NHRk, -NRkC(0)NH2, 

-NR1C(S)NH2, -NR 	I )NHR1', -NRkC(S)NHRk, -NHC(0)NRkRk, -NHC(S)NRIRk, -NR.kC(0)NRkRk, 

-NR1C(S)NRkRk, -NHS(0)2NHRk, -NRkS(0)2NH2, -NRkS(0)2NHRk, -NHS(0)2NR1Rk, -NRkS(0)2NRkRk, 

-NHR" or -NRkRk; or two R groups when attached to the same carbon or nitrogen atom are taken together 

to form a 3- to 6-membered ca bocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 

heteroatoms as ring members se • cted from 0, N or S, wherein the nitrogen or sulfur ring atoms are 

optionally oxidized; wherein each \ is independently H, Ci_6allcyl or aryl, arylalkyl, heteroaryl, 

heteroarylalkyl, heterocycloalkyl, het 	ocycloalkylalkyl, cycloalkyl or cycloalkylalkyl, wherein Rk  is 

optionally substituted with from 1-3 Rh; 

Rh  is an optionally substituted 5- o • membered heteroaryl having from 1 to 4 heteroatoms as 

ring members selected from 0, N or S; or an . tionally substituted heterocycloalkyl; and 

	is 	bond 	double bond t • maintain ring A being aromatic, with the proviso that a single 	or a 

the compound is other than 3,5-dimethy1-4-(1H-py olo[2,3-b]pyridin-5-ypisoxazole; or R3  and -L-12.' are 

not simultaneously hydrogen. 

2. The compound of claim 1, wherein -L-R 1 td R3  are other than hydrogen. 

3. The compound of claim 1, having formula (II)..  

R4  
L-R1  

H".....y1./. N 

R3 	 (II) 

4. The compound of claim 1, having formula (III): 

R4  
/

L--...„
R; 

 
R3.....„....),...„,...,,%  81 

Fir -",y(*.  

(III) 

5. The compound of claim 1, having formula (IV): 
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R4 	Rs R7  

>i  R1  
R5.,,,.%....„- y

,
3  

A 

1-1/% 7 12  

R3 	 (W) 

6. 	The .ompound of claim 1, having formula V: 

R6 	R7  
R4 	\ / 

C—R1  
R5-...,......."---...\„..... -Ni  

H •—•., ..--- yi 
(V) 

7. The compound of dab 	1, having fonnula Va: 

R6 	R7  
\ / 
C-121  

%-....„, N 

1E
R2  

R3 	(Va) 

8. The compound of any of claims 1-6, wh. eM Y1  is N. 

9. The compound of any of claims 1-6 wherein 	is CH. 

10. The compound of any of claims 1, 5 or 8-9, whcr n Y2  is C and Y3  is N. 

11. The compound of any of claims 1, 5 or 8-9, wherein 	2  is N and Y3  is C. 

12. The compound of any of claims 1-11, wherein R3  is haloge i -CN, optionally substituted 

Ci_6alkyl, optionally substituted aryl, optionally substituted aryl-Cmalkyl,opti. ally substituted 

heteroaryl, optionally substituted heteroaryl-Ci_ialkyl, optionally substituted C3 	cloalkyl, optionally 

substituted C3.8 cycloalkenyl, optionally substituted C34  cycloalkyl-Cmalkyl, optio illy substituted GL6 

alkynyl, optionally substituted heterocycloalkyl, optionally substituted heterocycloalk 	-Ci_aalicyl or R. 

13. The compound of any of claims 1-12, wherein R3  is halogen, -CN, -CD3, di terated Ci_ 

6alkyl, C1 _6alkyl, aryl, aryl-Cmalkyl, heteroaryl, heteroaryl-C1.4alkyl, C3.8 cycloalkyl, C3.8 cycliilkenyl, 

C3.8 cycloalkyl-Cmalkyl, Ct6 alkynyl, heterocycloalkyl, heterocycloalkyl-Cmalkyl or 11.j, whe ei 	each R3  

is optionally substituted with from 1-3 Rm  groups independently selected from CN, -OH, -NH,, -N 

284 



WO 2014/145051 
	

PCT/US2014/029701 

37JF-192434-WO/039363-8053 

-C(0 •H, -C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, -NHC(0)NH2, -NHC(S)NH2, -NHS(0)2NH2, 

-C(NH) H2, -B(OH)2, -Si(Rn)3, -CH=C(Rn)(Rn), -Or, -Sr, -0C(0)R", -0C(S)R", -P(=0)HRn, - 

P(=0)RnR 	-PH(=0)0Rn, -P(=0)(0R-n)2, -0P(=0)(ORn)2, -C(0)H, -O(CO)OR", -C(0)R", -C(S)R", 

-C(0)OR", 	S)ORn, -S(0)R", -S(0)2R", -C(0)NHRn, -C(S)NHRn, -C(0)NRnRn, -C(S)NRnRn, 

-S(0)2NHRn, -S 0 )2Nan, -C(NH)NHRn, -C(NH)NRnRn, -NHC(0)R", -NHC(S)R", -NRnC(0)Rn, 

-NRnC(S)Rn, -NH 	0)2R", -NRnS(0)2Rn, -NHC(0)NHR", -NHC(S)NHRB, -NRnC(0)NH2, -NRnC(S)NH2, 

-NRnC(0)NHRn, -N 	C(S)NHRn, -NHC(0)NRnRn, -NHC(S)NR"R", -NRnC(0)NRnRn, -NRnC(S)NRnRn, 

-NHS(0)2NHR", -NRnS •)2NH2, -NRBS(0)2NHRn, -NHS(0)2NRnRn, -NR"S(0)2NR"R", -NHRn, R" or 

Independently -NRnRn, wherein each Rd i 	 selected from H, C1_6allcyl or aryl, arylalkyl, heteroaryl, 

heteroarylalkyl, heterocycloa 	yl, heterocycloalkylalkyl, cycloallcyl or cycloalkylalkyl; or two W groups 

when attached to the same carbo , or nitrogen atom are taken together to fonn a 3- to 6-membered 

carbocyclic ring or 3- to 8-membe • d heterocyclic ring having from 1-2 heteroatoms as ring members 

selected from 0, N or S, wherein the 	ogen or sulfur ring atoms are optionally oxidized, wherein the 

aliphatic or aromatic portion of Rd is fu 	er optionally substituted with from 1-3 Rh. 

14. The compound of any of cla ss 1-13, wherein R3  is halogen, -CN, -CD3, deuterated C1 _ 

011cyl, Ci.6alkyl, aryl, aryl-C14alkyl, heteroaryl, 	eteroaryl-Ch4alkyl, C3,8 cycloalkyl, Cm cycloalkenyl, 

C3,8  cycloalkyl-C14alkyl, C2.6  alkynyl, heterocycloalkyl, heterocycloalkyl-Ct4alkyl or R3, wherein each R3  

is optionally substituted with from 1-3 R° members 	dependently selected from halogen, vinyl, Ci.6a1cy1, 

-OH, C1.6alkoxy, Ci _6haloallcyl, Ci _6haloalkoxy, -CN, - 	2, -NH(C1.6a1kyl), -N(C1.6alky1)2, Cmcycloallcyl, 

heterocycloalkyl, aryl, heteroaryl, wherein each R° is fun 	r independently optionally substituted with 

from 1-3 Rh. 

15. The compound of any of claims 1-14, wherein R is aryl, heteroaryl or C2_6  alkynyl, each 

of whcih is optionally substituted with from 1-3 independently sele 	ed R.m; or 1-3 independently selected 

R°. 

16. The compound of any of claims 1-4 and 8-15, wherein L i a bond, -CDs-, C14allrylene, - 

C(R6127)-, -C(0)-, -S(0)-, -50r, -0-, -5-, -P(0)(W)-, Cmalkenylene, -CH=C D )- or -Si(W)(W), 

wherein: 

Rd  and R7  are each independently H, halogen, -OH, Ci_6allcyl, deut- ated Ci.6alkyl, aryl, 

aryl-C14  alkyl, Ch6alkoxy, Cmcycloallcyl, C34cycloalkyl-C14allcyl, heterocycloalkyl, 	eterocycloalkyl-C1. 

4a1kyl, heteroaryl, heteroarylalkyl, Ci4haloalkyl, Ci.6haloalkoxy, -01e, -NWRd, -C(0)O' d, -OC(0)Rd, - 

0C(0)0Rd, -C(0)Rd, -NHC(0)Rd, -C(0)NRdRd, -SO2Rd, -NHSO2Rd  or -SO2NRdRd; or R6 	d R7  taken 

together with the carbon atom to which they attach form a 3- to 6-membered ring having from 0-2 
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heter 	oms selected from 0, N or S; each Rd  is independently selected from H, Ct _6alkyl, Cmcycloallcyl, 

C3_6cycl. .1kyl-C1 _4alkyl or aryl, each of which is optionally substituted; and 

Rb  and R' taken together with the carbon atom to which they attach form a 3- to 6-

membered ca .ocyclic ring or 4- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring 

members selec e 	from 0, N or S, wherein the nitrogen or sulfur ring atoms can be optionally oxidized. 

17. The 	ompound of claim 16, wherein L is -CD2-, Ch6alkylene, -C(12.8127)-, -C(0)-, -S(0)-, 

-502-, -0-, -5-, -P(0)( a) - ) C2-6alkenylene, -CH=C(I1b)- or -Si(Re)(Re). 

18. The compo nd of any of claims 1-4 and 8-15, wherein Lisa bond, -CD2-, Ch6alicylene, - 

C(0)-, -S(0)-, -502-, -0-, -5-, -P(0)(C1-6allcy1)-, -P(0)(aryI)-, -CH(OH)-, -CHF-, -CF2-, -CH(C1.6allcy1)-, 

-C(0C1_6alkyl)-, -C(C1,6alky1)2-, CH(Cmcycloalky0-, -CH(haloalkyl)-, -C(C3_6cycloalky02-, C2- 

6aLkenylene, -CH(R8)-, -C(Ct _6allcy (R8)-, -CHCH=C(Rb)- or -Si(r(111, wherein: 

Rb  and R' taken together with the carbon atom to which they attach form an optionally 

substituted 3 to 6-membered cycloalkan 	or cycloalkene ring or an optionally substituted 4- to 8- 

membered heterocyclic ring having from I 	heteroatoms as ring members selected from 0, N or S, 

wherein the nitrogen or sulfur ring atoms can 'e optionally oxidized; 

each R8  is independently selected from t 	alkyl, haloalkyl, haloalkoxy, Rd, -011d, -NRdRd, - 

C(0)0Rd, -0C(0)Rd, -0C(0)OR d, -C(0)Rd, -NH 	0)Rd, -C(0)NRdRd, -S02Rd, -NHSO2Rd  or - 

SO2NRdltd; wherein the aliphatic or aromatic portion o f L is optionally further substituted with from 1-3 

Re substituents independently selected from Ct _6alkyl, 	alkoxy, halogen, -OH, -CN, -NH2, C3_ 

6cycloalkyl, aryl, Ch6haloalkyl or C1.6haloalkoxy. 

19. The compound of claim 1-18, wherein L is -C Dr, Ct _6alkylene, -C(0)-, -5(0)-, -502-, - 

0-, -5-, -P(0)(C1-6alkyl)-,  -P(0)(aryl)-, -CH(OH)-, -CHF-, -CF2-, CH(C1,6alkyl)-, -C(0C1,6alkyl)-, - 

C(C1,6alky1)2-, -CH(Cmcycloalkyl)-, -CH(haloallcy1)-, -C(C3,6cycloa 	y02-, C2_6allcenylene, -CH(R8)-, - 

C(C1,6alkyl)(R8)-, -CHCH=C(Rb)- or -Si(11`)(Rd); and each R8  is indep 	dently selected from Cholkyl, 

haloalkyl, haloalkoxy, Rd, -ORd, - NRdRd, -C(0)0Rd, -0C(0)Rd, -0C(0) 	d, -C(0)Rd, -NHC(0)1e, - 

C(0)NRdRd, -SO2Rd, -NHSO2R8  or -SO2NRdRd. 

20. The compound of any of claims 1-4 and 8-15, wherein Lisa bo d, -CH2-, -CD2-, -C(0)-, 

-C(0C1_6alkyl)-, -CH(C1 _6alkyl)-, -C(C1 _6alky02-, -CH(OH)-, -CHF-, -S(0)-, -SO2-, 0-, -5-, -P(0)(C1- 

6alkyl)-, -P(0)(C6H5)-, -CH(C3,6cycloallcyl)-, -C(C3_6cycloallcy1)2-, -C(OH)(C1_6alkyl)- -CH(COOH)-, - 

CH(CONRb)-, -Si(C1_6alky02- or -CH(CD2OH)-, each of which is optionally substituted 	ith from 1-3 Re 

groups independently selected from Ci _6alkyl, Ci _6alkoxy, halogen, -OH, -0\1, -NH2, C3,6c 	loalkyl, aryl, 

Ci _6haloalkyl or Ch6haloalkoxy. 
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21. 	The compound of claim 1-20, L is -CH2-, -CD2-, -C(0)-, -C(0C1 _6allcy1)-, -CH(C1 _6alkyl)- 

, -C(Ci„,alkyl),-, -CH(OH)-, -CHF-, -S(0)-, -SO2-, -0-, -5-, -P(0)(C1_441)-, -P(0)(C6H5)-, -CH(C3_ 

6cYcicalk 	-C(C3,6cycloalky1)2-, -C(OH)(CI-6alkyl)-, -CH(COOH)-, -CH(CONW)-, -Si(C14alky1)2- or - 

CH(CD2OH) 	each of which is optionally substituted with from 1-3 W groups independently selected 

from Ci_6alkyl, L t4alkuxy,  halogen, -OH, -CN, -NH2, C3.6cycloalkyl, aryl, C14haloalkyl or C1 _ 

6haloalkoxy. 

`.22. 	The co • pound of any of claims 1-16, wherein R6  and le are each independently H, D, 

halogen, -OH, Ci _6alkyl, d- 	terated Ci _6alkyl, C2_6alkenyl, C2_6allcynyl, aryl, aryl-CIA  alkyl, C1_6alkoxy, C3_ 

6cycloalkyl, C3.6cycloalkyl-C, .alkyl, heterocycloalkyl, heterocycloalkyl-Ci4alkyl, heteroaryl, 

heteroarylalkyl, Ciaaloalkyl, 	haloalkoxy, Ri, -ORd, -NWW, -C(0)0W, -0C(0)Rd, -0C(0)0W, - 

C(0)Rd, -NHC(0)Rd, -C(0)NRdRI, -SO2Rd, -NHSO2Rd  or -SO2NRdW, wherein at each occurrence, R6  or 

R' is further optionally substituted wi 	from 1-3 independently selected Rh  members; wherein the 

aliphatic or aromatic portion of L is opti 	ally substituted with from 1-3 Re substituents independently 

selected from C1 _6allcyl, Ch6alkoxy, halogen, -OH, -CN, -NH2, vinyl, ethynyl, C3_6cycloalkyl, aryl, Ci. 

6haloalkyl, C,-6haloalkoxy, -C(0)0Rf, -0C(0) 	, -0C(0)0121, -C(0)Rf, -NHC(0)Rf, -C(0)NRfRf, - 

SO2Rf, -NHSO2Ri  or -SO2NWItf; R9  is H, CiAalk 	or Ci4haloalkyl; each Rd  is independently selected 

from H, Ci4alkyl, C3.6cycloalkyl, C3.6cycloalkyl-C 4 lkyl or aryl, each of which is optionally substituted; 

each Rf  is independently H or Ci4alkyl. 

23. The compound of any of claims 1-22, wher 'n R' is an optionally substituted 5- or 6-

membered heteroaryl having from 2 to 4 heteroatoms as ring m mbers selected from 0, N or S; or an 

optionally substituted heterocycloalkyl. 

24. The compound of any of claims 1-23, wherein R5  is se cted from: 

Si 
	 N---  NH / --- 	/ 	/ --:-.1 	 0 S 	0 	0 	0 	; 	N ,‘ 	 N 

\\;...5.14
, 

 ---- 	IL" 	\ If 1- 	\ el- 	\ N NI- 

N---  NH 	N / 0 	
HN N \ c......

1„.k. 	---- A N 	E 	 / or 	HN 	 , each of which is optionally substituted w 	from I to 2 R" , 

groups independently selected from D, halogen, Ci_6alkyl, ClAhaloalkyl, ClAhaloalkoxy or 	• or 1-2 W2  

members independently selected from D, halogen, CH3, CD3, -CF3, -CHF2, CH2F, CH2CI or 	, wherein 

the wavy line indicates the point of attachment to the rest of molecule. 

25. The compound of any of claims 1-24, wherein Rs  is optionally substituted 4-isoxazo  
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6. 	The compound of any of claims 1-23, wherein R' is an optionally substituted 6-

membered eteroaryl having from 1 to 2 nitrogen atoms as ring members. 

27. he compound of any of claims 1-26, wherein 12.' is H, halogen, deuterated C1.6allcyl, Cl _ 

6alkyl, aryl, aryl- 	.alkyl, Cm-cycloalkyl, C3_6-cycloalkylallcyl, heteroaryl, heteroarylalkyl, 

heterocycloalkyl, het: ocycloalkylalkyl, Ct6alkenyl or C".6alkynyl, each of which is optionally 

substituted with from 1-' RI  groups, wherein two Ri substituents when attached to adjacent atoms of aryl, 

heteroaryl, cycloalkyl or h- erocycloalkyl ring are optionally taken together to form a 5- or 6-membered 

ring having from 0-2 heteroat. is selected from 0, N or S, wherein the 5- or 6-membered ring is 

optionally substituted with from 	-3 Rh  groups; or two Ri  groups when attached to the same carbon or 

nitrogen atom are optionally taken 	gether to form a 3- to 6-membered carbocyclic ring or 3- to 8-

membered heterocyclic ring having fr. n 1-2 heteroatoms as ring members selected from 0, N or S, 

wherein the nitrogen or sulfur ring atoms ire optionally oxidized. 

28. The compound of any of clai 	s 1-27, R' is halogen, deuterated Ci _6alkyl, Ci.6alkyl, aryl, 

aryl-Ciaalkyl, C3 _8-cycloalkyl, C3.6-cycloalkyla 	, heteroaryl, heteroarylalkyl, heterocycloalkyl, 

heterocycloalkylalkyl, Ct6alkenyl or C2.6alkynyl, c• li of which is optionally substituted with from 1-3 R 

groups, wherein two R substituents when attached to . jacent atoms of aryl, heteroaryl, cycloalkyl or 

heterocycloalkyl ring are optionally taken together to fort, a 5- or 6-membered ring having from 0-2 

heteroatoms selected from 0, N or S, wherein the 5- or 6-m nbered ring is optionally substituted with 

from 1-3 Rh  groups; or two RI groups when attached to the sam- carbon or nitrogen atom are optionally 

taken together to form a 3- to 6-membered carbocyclic ring or 3- o 8-membered heterocyclic ring having 

from 1-2 heteroatoms as ring members selected from 0, N or S, whe 	in the nitrogen or sulfur ring atoms 

arc optionally oxidized. 

29. The compound of any of claims 1-27, wherein R' is H, ha 	gen, deuterated C1_6allcyl, 

Ci.6alkyl, aryl, aryl-Ci4alkyl, C3_8-cycloalkyl, C3.6-cycloalkylalkyl, heteroaryl,laeteroarylalkyl, 

heterocycloalkyl, heterocycloalkylalkyl, Ct6alkenyl or C,.6allcynyl, each of which 's optionally 

substituted with from 1-3 Rh  groups, wherein two Rh  substituents when attached to a -acent atoms of aryl, 

heteroaryl, cycloalkyl or heterocycloalkyl ring are optionally taken together to form a 	or 6-membered 

ring having from 0-2 heteroatoms selected from 0, N or S, wherein the 5- or 6-membered 'rig is 

optionally substituted with from 1-3 members independently selected from halogen, Cholky , -OH, C1. 

6alkoxy, Ci_6haloallcyl, Ci.6haloalkoxy, -CN, -NH2, -NH(Ci_6alkyl) or -N(C1.6allcyl),; or two Rh 	oups 

when attached to the same carbon or nitrogen atom are optionally taken together to form a 3- to 6-

membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as rh a 

members selected from 0, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized. 	\ 
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0. 	The compound of any of claims 1-29, wherein R1  is aryl, heteroaryl, cycloalkyl or 

heterocycl 	lkyl, each of which is optionally substituted with from 1-3 independently selected Rh  groups, 

wherein two 	n substituents when attached to adjacent atoms of aryl, heteroaryl, cycloalkyl or 

heterocycloalky ring arc optionally taken together with tch atoms to which they attach form a 5- or 6-

membered ring ha 'ng from 0-2 heteroatoms selected from 0, N or S, wherein the 5- or 6-membered ring 

is optionally substitu 	d with from 1-3 members independently selected from halogen, Ch6alkyl, -OH, C1_ 

oalkoxy, Ci4haloalkyl, 	1,6haloalkoxy, -CN, -NW, -NH(Ci _6a1kyl) or -N(Ch6alky02; or two Rh  groups 

when attached to the sam carbon or nitrogen atom are optionally taken together to form a 3- to 6- 

membered carbocyclic ring 	3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring 

members selected from 0, N o S, wherein the nitrogen or sulfur ring atoms are optionally oxidized. 

31. The compound of 	y of claims 1-30, wherein R2  is H, halogen, C,4alkyl, Ch4alkoxy, C1- 

4haloalkyl, Ci4haloalkoxy, -OH or 

32. The compound of any of c laims 1-31, wherein R4  is H, halogen, Ct _6alkyl, C1-6 alkoxy, 

CN, Ci _4haloalkyl, Ci4haloalkoxy, OH, CN,' inyl or ethynyl. 

33. The compound of any claims 1-' 	wherein R2  and R4  arc H. 

34. A pharmaceutical composition comi 	sing a compound of any of claims 1-33 and a 

pharmaceutical acceptable excipient or carrier. 

35. A pharmaceutical composition comprising 	compound of any of claims 1-33 and another 

therapeutic agent. 

36. A method for modulating bromodomain, said me rod comprising: administering to a 

subject a compound of any of claims 1-33 or a composition of claim 4 or 35. 

37. A method for modulating bromodomain, said method c uprising: contacting a cell with a 

compound of any of claims 1-33 or a composition of claim 34 or 35. 

38. A method for treating a subject suffering or at risk of a disease 	r condition mediated by 

a bromodomain, said method comprising: 

administering to the subject in need thereof an effective amount of a compo nd of any of claims 

1-33 or a composition of claim 34 or 35. 

39. The method of claim 38, wherein the disease or condition is selected from 	cancer, an 

autoimmune, an inflammatory condition or a combination thereof. 
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40. The method of any claims 36-39, wherein the bromodomain is a member in the BET 

family. 
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CLAIMS 

1. 	A compound of Formula I: 

R4  
,..L—R1  

R3 	-..,,.._„....---- ._____y3  
A \ 

/-....., --- ; 
H 	y1 

I 
R3 	(I) 

or a pharmaceutically acceptable salt, a prodrug, solvate, a tautomer, an isomer or a deuterated 

analog thereof, 

wherein: 

(i) Y2  is N and Y3  is C; or 

(ii) Y2  is C and Y3  is N; 

Y' is CH or N; 

L is a bond, optionally substituted C1.6alkylene, optionally substituted deuterated Ci _6alkylene, - 

C(12612.7)-, —C(0)NR9-, -CH2N(R9)-, -SO2N(R9)-, -N(R9)C(0)N(R9)-, -N(R9)502-, -N(R9)CH2-, -0C1. 

4alkylene-, -C malkylene-O-, -NR9C(0)-, -N(R9)S02-, -C(0)-, -S(0)-, -SO2-, -0-, -5-, -F(0)(Ra)-, 

optionally substituted C2 _6alkenylene, optionally substituted -CH=C(12.1)- or optionally substituted — 

Si(12.`)(R`); or R6  and R7  taken together with the carbon atom to which they attach form an optionally 

substituted 3- to 6-membered ring having from 0-2 heteroatoms selected from 0, N or S or an oxo; 12.4  is 

optionally substituted Ci _6alkyl, optionally substituted aryl or optionally substituted heteroaryl; le is H or 

Ci _aalkyl; or RI' and R' taken together with the carbon atom to which they attach form an optionally 

substituted 3- to 6-membered carbocyclic ring or an optionally substituted 4- to 8-membered heterocyclic 

ring having from 1-2 heteroatoms as ring members selected from 0, N or S, wherein the nitrogen or sulfur 

ring atoms can be optionally oxidized; each Re is independently C1 _6alkyl or C3.6alkoxy; R9  is H, C malkyl 

or Cmhaloalkyl; 

RI, R2, R4, R6  and R7  are each independently H, D, optionally substituted Ci _aalkyl, optionally 

substituted C1.5  alkenyl, optionally substituted C1 	alkynyl, optionally substituted aryl, optionally 

substituted heteroaryl, optionally substituted cycloalkyl, optionally substituted cycloalkenyl, optionally 

substituted heterocycloalkyl, optionally substituted heterocycloalkylalkyl, optionally substituted 

cycloalkylalkyl, optionally substituted arylalkyl, optionally substituted heteroarylalkyl, optionally 

substituted heterocycloalkylalkyl, optionally substituted —5i(121(12`) or 12.'3  selected from halogen, -CN, - 

OH, -NH2, -NO2, -C(0)0H, - 

C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2N142, -NHC(0)NH2, -NHC(S)NH2, -NHS(0)2NH2, -C(NH)NH2, - 
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CH=C(Rg)(R9, -OR', -SRg, -0C(0)R6, -0C(S)Rs, -P(=0)HRg, -P(=0)RgRg, -PH(=0)0Rg, -13(=-0)(ORg)2, 

-0P(=0)(ORg)2, -C(0)H, - 

0(CO)ORg, -C(0)R", -C(S)Re, -C(0)0Rg, -C(S)ORg, -S(0)RE, -S(0)2R6, -C(0)NHR6, -C(S)NHRg, -C(0) 

NRgRg, -C(S)Nag, -S(0)2NHRg, -S(0)2NRgRg, -C(NH)NHRg, -C(NH)NRgRg, -NHC(0)Rg, -NHC(S)Rg, 

-NRgC(0)Rg, -NRgC(S)Rg, -NHS(0)2Rg, -NRgS(0)2R6, -NHC(0)NHRg, -NHC(S)NHRg, -NRgC(0)NH2, 

-NRgC(S)NH2, -NRgC(0)NHRg, -NRgC(S)NHRg, -NEIC(0)Nag, -NHC(S)NRgRg, -NRgC(0)NRgRg, -N 

RgC(S)NRgRg, -NHS(0)2NHRg, -NRgS(0)2NH2, -NRgS(0)2NHRg, -NHS(0)2NRgRg, -NRgS(0)2Nag, - 

NHR8  or -NRgRg, wherein each Re is independently H, optionally substituted Ci _6alkyl, optionally 

substituted C1 _6  alkenyl, optionally substituted C1 	alkynyl, optionally substituted aryl, optionally 

substituted heteroaryl, optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, 

optionally substituted heterocycloalkylalkyl, optionally substituted cycloalkylalkyl, optionally substituted 

arylalkyl, optionally substituted heteroarylalkyl or optionally substituted heterocycloalkylalkyl; or two Rg 

groups when attached to the same carbon or nitrogen atom are taken together to form a 3- to 6-membered 

carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring members 

selected from 0, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized; wherein the 

aliphatic or aromatic portion of Re is optionally substituted with from 1-3 R" substituents independently 

selected from halogen, -CN, -OH, -NH2, -NO2, -CH=C(R')(R'), -C(0)OH, - 

C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, -NHC(0)NH2, -NHC(S)NH2, -NHS(0)2NH2, -C(NH)NH2, - 

OR', -SRI, -0C(0)R1, -0C(S)121, -P(=0)HRI, -P(=0)12.1121, -PH(=0)0R1, -P(=0)(0R1)2, -OP(=O)(OR')2, - 

C(0)H, - 

0(C0)01V, -C(0)RI, -C(S)R', -C(0)0R1, -C(S)OR', -S(0)R', -S(0)21V, -C(0)NHR', -C(S)NHR', -C(0)NR 

IR', -C(S)NR'R', -S(0)2NHR1, -S(0)2NR1R1, -C(NH)NHR1, -C(NH)NR1 R1, -NHC(0)R1, -NHC(S)RI, -NR1C 

(0)R', -NRIC(S)R1, -NHS(0)2121, -NR'S(0)2R', -NHC(0)NHR1, -NHC(S)NHR', -NR'C(0)NH2, -NR1C(S) 

NH2, -NR'C(0)NHR', -NRIC(S)NEIR1, -NHC(0)NRIR1, -NFIC(S)NR1RI, -NRiC(0)NRIRI, -NRIC(S)NRIR1, 

-NHS(O)2NHR', -NR1S(0)2NH2, -NRIS(0)2NHR1, -NHS(0)2NR'R', -NR'S(0)2NR'R', RI, -NHR' or -NR'R', 

wherein each R' is independently Ci _6alkyl, aryl, aryl-C1 _2alkyl, Cmcycloalkyl, C3 _6cycloalkyl-Cmalkyl, 

heteroaryl, heteroaryl-Ci4alkyl, heterocycloalkyl or heterocycloalkyl-C14alkyl, wherein each R' is further 

optionally substituted with from 1-3 Rg groups independently selected from halogen, CN, -OH, -NH 2, - 

N(12q)(Rq), -NO2, -C(0)OH, - C(0)NH2, -S(0)2NH2, -NHC(0)NH2, -C(NH)NH2, -P(=0)HRq, - 

P(=0)aq, -PH(=0)012q, -P(=0)(ORq)2, - 

OP(=0)(ORq)2, -0C(0)RS, -0C(S)RS, -C(0)12q, -C(S)RS, -C(0)ORS, -S(0)2Rq, -C(0)NHIC C1 _6alkyl, C1 _ 

6alkoxy, halogen, C 1_6 haloalkyl or C1,6  haloalkoxy, wherein Rq is Ci _6alkyl; 

R3  is H, halogen, -CN, optionally substituted Ci _oalkyl, optionally substituted deuterated C i _ 

6alkyl,optionally substituted aryl, optionally substituted aryl-C14alkyl, optionally substituted heteroaryl, 
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optionally substituted heteroaryl-C14alkyl, optionally substituted C34  cycloalkyl, optionally substituted 

C34 cycloalkenyl, optionally substituted C3.3 cycloalkyl-C14alkyl, optionally substituted C2.6 alkynyl, 

optionally substituted heterocycloalkyl, optionally substituted heterocycloalkyl-C14alkyl or Ri selected 

from halogen, -CN, -OH, -NH2, -NO2, -C(0)OH, - 

C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, -NHC(0)NH2, -NHC(S)NH2, -NHS(0)2NH2, -C(NH)NH2, - 

CH=C(Rk)(Rk), -ORk, -SRk, -0C(0)Rk, -0C(S)Rk, -P(=0)HRk, -P(=0)RkRk, -PH(---0)ORk, -P(=0)(ORk)2, 

-0P(=0)(ORk)2, -C(0)H, - 

O(CO)OR", -C(0)Rk, -C(S)Rk, -C(0)ORk, -C(S)ORk, -S(0)Rk, -S(0)2R", -C(0)NHRk, -C(S)NHRk, -C(0) 

NRkRk, -C(S)NRkRk, -S(0)2NHRk, -S(0)2NRkRk, -C(NH)NHRk, -C(NH)NRkRk, -NHC(0)Rk, -NHC(S)Rk, 

-NRkC(0)Rk, -NRkC(S)Rk, -NHS(0)2Rk, -NRkS(0)2Rk, -NHC(0)NHRk, -NHC(S)NHRk, -NRkC(0)NH2, 

-NR"C(S)NH2, -NRkC(0)NHRk, -NRkC(S)NHRk, -NHC(0)NRkRk, -NHC(S)NRkRk, -NRÌ C(0)NRkRk, -N 

RkC(S)NRkRk, -NHS(0)2NHRk, -NRkS(0)2NH2, -NRkS(0)2NHRk, -NHS(0)2NRkRk, -NRkS(0)2NRkRk, - 

NHRk  or -NRkRk; or two Rk  groups when attached to the same carbon or nitrogen atom are taken together 

to form a 3- to 6-membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 

heteroatoms as ring members selected from 0, N or S, wherein the nitrogen or sulfur ring atoms are 

optionally oxidized; wherein each R" is independently H, Ci.6alkyl or aryl, arylalkyl, heteroaryl, 

heteroarylalkyl, heterocycloalkyl, heterocycloalkylalkyl, cycloalkyl or cycloalkylalkyl, wherein Rk  is 

optionally substituted with from 1-3 Rh; 

R5  is an optionally substituted 5- or 6-membered heteroaryl having from 1 to 4 heteroatoms as 

ring members selected from 0, N or S; or an optionally substituted heterocycloalkyl; and 

	is a 	bond 	double - 	single 	or a bond to maintain ring A being aromatic, with the proviso that 

the compound is other than 3,5-dimethyl-4-(1H-pyrrolo[2,3-b]pyridin-5-yl)isoxazole; or R3  and -L-11.1  are 

not simultaneously hydrogen. 

2. The compound of claim 1, wherein -L-R1  and R3  are other than hydrogen. 

3. The compound of claim 1, having formula (ID: 

R4  
L-R1  

H r-,..... yi ..-.7•---, N 
R3 	(II) 

4. The compound of claim 1, having formula (III): 
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R4  
/L---......

R1 
 

R5,,,...„---"---„ .  .N 

R2  
/....„ H 	y1 

R3 	 (III) 

5. The compound of claim 1, having formula (IV): 

R4 	Rs R7  

R1  
y3  R5....„..„) .  

A '') 	R2  

H,r,,, 	----* yi y 12 

I 
R3 	(IV) 

6. The compound of claim 1, having formula V: 

R6 	R7  
R4 	\ / 

c—Rl 
R5 	..„.„..------... 11/  

Hr --,,y1 

(V) 

7. The compound of claim 1, having formula Va: 

R6 	R7  
R4 	\ / 

C-R1  
/ R5  ---,,,, N 

1-1/ N 
R 	 (Va) 

8. The compound of any of claims 1-6, wherein Y' is N. 

9. The compound of any of claims 1-6 wherein Y' is CH. 

10. The compound of any of claims 1, 5 or 8-9, wherein Y2  is C and Y3  is N. 

11. The compound of any of claims 1, 5 or 8-9, wherein Y2  is N and Y3  is C. 

12. The compound of any of claims 1-11, wherein R3  is halogen, -CN, optionally substituted 

C1.6alkyl, optionally substituted aryl, optionally substituted aryl-Cmalkyl, optionally substituted 

heteroaryl, optionally substituted heteroaryl-C14alkyl, optionally substituted C34 cycloalkyl, optionally 
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substituted C3.8  cycloalkenyl, optionally substituted C34  cycloalkyl-C malkyl, optionally substituted C2.6 

alkynyl, optionally substituted heterocycloalkyl, optionally substituted heterocycloalkyl-C1 alkyl or R. 

13. The compound of any of claims 1-12, wherein R3  is halogen, -CN, -CD3, deuterated Ch  

6alkyl, C1.6a1ky1, aryl, aryl-C halkyl,heteroaryl, heteroaryl-C14alkyl, C34 cycloalkyl, C34  cycloalkenyl, 

C34  cycloalkyl-Cmalkyl, C2.6  alkynyl, heterocycloalkyl, heterocycloalkyl-Cmalkyl or RI, wherein each R3  

is optionally substituted with from 1-3 le" groups independently selected from CN, -OH, -NH2, - 

NO2, -C(0)OH, - 

C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, -NHC(0)NH2, -NHC(S)NH2, -NHS(0)2NH2, -C(NH)NH2, - 

B(OH)2, -SKI:213, -CH=C(R")(R"), -OR", -SR", -0C(0)R", -0C(S)R", -P(=0)HR", -P(=0)R"R", - 

PH(=0)0R", -P(=O)(OR")2, -0P(=0)(012")2, -C(0)H, - 

O(CO)OR", -C(0)R", -C(S)R", -C(0)0R", -C(S)OR", -S(0)R", -S(0)2R", -C(0)NHR", -C(S)NHR", -C(0) 

NR"R", -C(S)NR"R", -S(0)2NHR", -S(0)2NR"R", -C(NH)NHR", -C(NH)NR"R", -NHC(0)R", -NHC(S)R", 

-NR"C(0)R", -NR"C(S)R", -NHS(0)2R", -NR"S(0)2R", -NHC(0)NHR", -NHC(S)NHR", -NR"C(0)NH2, 

-NR"C(S)NH2, -NR"C(0)NHR", -NR"C(S)NHR", -NHC(0)NR"R", -NHC(S)NR"R", -NR"C(0)NR"R", -N 

Rt(S)NR"R", -NHS(0)2NHR", -NR"S(0)2NH2, -NR"S(0)2NHR", -NHS(0)2NR"R", -NR"S(0)2NR"R", - 

NHR", R" or -NR"R", wherein each 12" is independently selected from H, Ch6alkyl or aryl, arylalkyl, 

heteroaryl, heteroarylalkyl, heterocycloalkyl, heterocycloalkylalkyl, cycloalkyl or cycloalkylalkyl; or two 

R" groups when attached to the same carbon or nitrogen atom are taken together to form a 3- to 6-

membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring 

members selected from 0, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized, 

wherein the aliphatic or aromatic portion of R" is further optionally substituted with from 1-3 R". 

14. The compound of any of claims 1-13, wherein R3  is halogen, -CN, -CD3, deuterated C1. 

6alkyl, Ch6alkyl, aryl, aryl-C halk)* heteroaryl, heteroaryl-C1 alkyl, C34 cycloalkyl, C3.8 cycloalkenyl, 

C34 cycloalkyl-Chalkyl, C2.6  alkynyl, heterocycloalkyl, heterocycloalkyl-Challcyl or RI, wherein each R3  

is optionally substituted with from 1-3 R° members independently selected from halogen, vinyl, C h 6alkyl, 

-OH, Ci.6alkoxy, C1.6haloalkyl, C h6haloalkoxy, -CN, -NH2, -NH(C1.6alkyl), -N(C1.6alky1)2, C3.6cycloallcyl, 

heterocycloalkyl, aryl, heteroaryl, wherein each R° is further independently optionally substituted with 

from 1-3 R". 

15. The compound of any of claims 1-14, wherein R3  is aryl, heteroaryl or C2.6 alkynyl, each 

of whcih is optionally substituted with from 1-3 independently selected RI"; or 1-3 independently selected 

R°. 
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16. The compound of any of claims 1-4 and 8-15, wherein L is a bond, -CD2-, C1.6alkylene, - 

C(R612.7)-, -C(0)-, -S(0)-, -SO2-, -0-, -5-, -P(0)(R')-, C2.6alkenylene, -CH=C(12.6)- or -S412.6)(126), 

wherein: 

R6  and le are each independently H, halogen, -OH, C1.6alkyl, deuterated C1.6alkyl, aryl, 

aryl-C14  alkyl, Ci_olkoxy, C3.6cycloalkyl, C3.6cycloalkyl-C malkyl, heterocycloalkyl, heterocycloalkyl-C1. 

4alkyl, heteroaryl, heteroarylalkyl, C1 _6haloalkyl, C1.6haloalkoxy, -ORd, -NRdRd, -C(0)0Rd, -0C(0)Rd, - 

0C(0)0Rd, -C(0)Rd, -NHC(0)Rd, -C(0)NRdRd, -502Rd, -NHSO2Rd  or -SO2NRdRd; or R6  and R.' taken 

together with the carbon atom to which they attach form a 3- to 6-membered ring having from 0-2 

heteroatoms selected from 0, N or S; each Rd  is independently selected from H, Chealkyl, C3.6cycloalkyl, 

C3.6cycloalkyl-C14alkyl or aryl, each of which is optionally substituted; and 

116  and R1  taken together with the carbon atom to which they attach form a 3- to 6-

membered carbocyclic ring or 4- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring 

members selected from 0, N or S, wherein the nitrogen or sulfur ring atoms can be optionally oxidized. 

17. The compound of claim 16, wherein L is -CD2-, C14alkylene, -C(R6R7)-, -C(0)-, -S(0)-, 

-502-, -0-, -5-, -P(0)(R')-, C2.6alkenylene, -CH=C(12.6)- or -Si(126)(126). 

18. The compound of any of claims 1-4 and 8-15, wherein L is a bond, -CD2-, Ci.6alkylene, - 

C(0)-, -S(0)-, -502-, -0-, -5-, -P(0)(Ci4alkyl)-, -P(0)(aryl)-, -CH(OH)-, -CHF-, -CF2-, -CH(C1.6alkyl)-, 

-C(OCi.6alkyl)-, -C(C1.6alky1)2-, -CH(C3.6cycloalkyl)-, -CH(haloalkyl)-, -C(C3.6cycloalkyl)2-, C2. 

ealkenylene, -CH(R8)-, -C(C1.6alkyl)(R8)-, -CEICH=C(Rb)- or -Si(116)(R6), wherein: 

le and RI  taken together with the carbon atom to which they attach form an optionally 

substituted 3 to 6-membered cycloalkane or cycloalkene ring or an optionally substituted 4- to 8-

membered heterocyclic ring having from 1-2 heteroatoms as ring members selected from 0, N or S, 

wherein the nitrogen or sulfur ring atoms can be optionally oxidized; 

each R8  is independently selected from Cholkyl, haloalkyl, haloalkoxy, Rd, -ORd, -NRdRd, - 

C(0)0Rd, -0C(0)Rd, -0C(0)0Rd, -C(0)Rd, -NHC(0)Rd, -C(0)NRdRd, -SO2Rd, -NHSO2Rd  or - 

SO2NRdRd; wherein the aliphatic or aromatic portion of L is optionally further substituted with from 1-3 

Re substituents independently selected from C ].6alkyl, C i _6alkoxy, halogen, -OH, -CN, -NH2, C3_ 

6CYCIOalkyl, aryl, C14haloalkyl or Ch6haloalkoxy. 

19. The compound of claim 1-18, wherein L is -CD2-, C1.6alkylene, -C(0)-, -S(0)-, -502-, - 

0-, -5-, -F(0)(C1-6alkyI)-,  -P(0)(aryl)-, -CH(OH)-, -CHF-, -CF2-, -CH(C1.6alkyl)-, -C(OCI.6alkyl)-, - 

C(C1.6alky1)2-, -CH(C3.6cycloalkyl)-, -CH(haloalkyl)-, -C(C3_6cycloalky02-, Cmalkenylene, -CH(R8)-, - 

C(Ci _olkyl)(R8)-, -CHCH=C(Rb)- or -Si(116)(R6); and each R8  is independently selected from C14alkyl, 
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haloalkyl, haloalkoxy, Rd, -OR", -NRdRd, -C(0)0Rd, -0C(0)Rd, -0C(0)0Rd, -C(0)Rd, -NHC(0)Rd, - 

C(0)NRdRd, -SO2Rd, -NHSO2Rd  or -SO2NRdRd. 

20. The compound of any of claims 1-4 and 8-15, wherein L is a bond, -CH2-, -CD2-, -C(0)-, 

-C(0Cmalkyl)-, -CH(Cmalkyl)-, -C(Cmalkyl)2-, -CH(OH)-, -CHF-, -S(0)-, -SO2-, -0-, -S-, -P(0)(C1- 

6alkY1)-, -P(0)(C6ll5)-, -CH(C3.6cycloalky1)-, -C(C3.6cycloalkyl)2-, -C(OH)(C malkyl)-, -CH(COOH)-, - 

CH(CONRh)-, -Si(Cmalkyl)2- or -CH(CD2OH)-, each of which is optionally substituted with from 1-3 Re 

groups independently selected from C16alkyl, Cmalkoxy, halogen, -OH, -CN, -NH2, C3.6cycloalkyl, aryl, 

Cmhaloalkyl or Cmhaloalkoxy. 

21. The compound of claim 1-20, L is -CH2-, -CD2-, -C(0)-, -C(0Cmalkyl)-, -CH(Cmalkyl)- 

, -C(C malkyl)2-, -CH(OH)-, -CHF-, -S(0)-, -SO2-, -0-, -5-, -P(0)(C16alkyl)-, -P(0)(C6H5)-, -CH(C3. 

6cycloalkyl)-, -C(C3.6cycloalkyl)2-, -C(OH)(C malkyl)-, -CH(COOH)-, -CH(CONR")-, -Si(C1 _5alky1)2- or - 

CH(CD2OH)-, each of which is optionally substituted with from 1-3 Re groups independently selected 

from C malkyl, C malkoxy, halogen, -OH, -CN, -NH2, C3.6cycloalkyl, aryl, C1.6haloalkyl or CI _ 

6haloalkoxy. 

22. The compound of any of claims 1-16, wherein R6  and le are each independently H, D, 

halogen, -OH, Ci _6alkyl, deuterated Cmalkyl, C2.6alkenyl, C2.6alkynyl, aryl, aryl-Cm  alkyl, C1.6alkoxy, C3_ 

ocycloalkyl, C3.6cycloalkyl-C1.4alkyl, heterocycloalkyl, heterocycloalkyl-Cmalkyl, heteroaryl, 

heteroarylalkyl, C1.6haloalkyl, C1.5haloalkoxy, R, -ORd, -NRdRd, -C(0)0Rd, -0C(0)Rd, -0C(0)0Rd, -

C(0)Rd, -NHC(0)Rd, -C(0)NRdRd, -SO2Rd, -NHSO2Rd  or -SO2NRdRd, wherein at each occurrence, R6  or 

R7  is further optionally substituted with from 1-3 independently selected Rh  members; wherein the 

aliphatic or aromatic portion of L is optionally substituted with from 1-3 12` substituents independently 

selected from Cmalkyl, Cmalkoxy, halogen, -OH, -CN, -NH2, vinyl, ethynyl, C3.6cycloalkyl, aryl, C1. 

5haloalkyl, Cmhaloalkoxy, -C(0)0Rf, -0C(0)Rf, -0C(0)01C -C(0)Rf, -NHC(0)Rf, -C(0)Naf, - 

SO2Rf, -NHSO2Rf  or -SO2NRfRf; R9  is H, Cmalkyl or C14haloalkyl; each Rd  is independently selected 

from H, Cmalkyl, C3.5cycloalkyl, Cmcycloallcyl-Cmalkyl or aryl, each of which is optionally substituted; 

each Rf  is independently H or Cmalkyl. 

23. The compound of any of claims 1-22, wherein R5  is an optionally substituted 5- or 6- 

membered heteroaryl having from 2 to 4 heteroatoms as ring members selected from 0, N or S; or an 

optionally substituted heterocycloalkyl. 

24. The compound of any of claims 1-23, wherein R5  is selected from: 
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, 	 or 	MN 	, each of which is optionally substituted with from 1 to 2 R'' 

groups independently selected from D, halogen, C1.6allcyl, C mhaloalkyl, C14haloalkoxy or CN; or 1-2 12'2  

members independently selected from D, halogen, CH3, CD3, -CF3, -CHF2, CH2F, CH2C1 or CN, wherein 

the wavy line indicates the point of attachment to the rest of molecule. 

25. The compound of any of claims 1-24, wherein R5  is optionally substituted 4-isoxazolyl. 

26. The compound of any of claims 1-23, wherein R5  is an optionally substituted 6-

membered heteroaryl having from 1 to 2 nitrogen atoms as ring members. 

27. The compound of any of claims 1-26, wherein R' is H, halogen, deuterated Ci.6alkyl, C1. 

6alkyl, aryl, aryl-C14allcyl, C3.8-cycloalkyl, C3.6-cycloalkylalkyl, heteroaryl, heteroarylalkyl, 

heterocycloalkyl, heterocycloalkylalkyl, C2.6alkenyl or C2.6alkynyl, each of which is optionally 

substituted with from 1-3 R3  groups, wherein two W substituents when attached to adjacent atoms of aryl, 

heteroaryl, cycloalkyl or heterocycloalkyl ring are optionally taken together to form a 5- or 6-membered 

ring having from 0-2 heteroatoms selected from 0, N or S, wherein the 5- or 6-membered ring is 

optionally substituted with from 1-3 Rh  groups; or two W groups when attached to the same carbon or 

nitrogen atom are optionally taken together to form a 3- to 6-membered carbocyclic ring or 3- to 8- 

membered heterocyclic ring having from 1-2 heteroatoms as ring members selected from 0, N or S, 

wherein the nitrogen or sulfur ring atoms are optionally oxidized. 

28. The compound of any of claims 1-27, R' is halogen, deuterated Ci.6alkyl, C i _6alkyl, aryl, 

aryl-Cmalkyl, C3_5-cycloalkyl, C3.6-cycloallcylalkyl, heteroaryl, heteroarylalkyl, heterocycloalkyl, 

heterocycloalkylalkyl, C2.6alkenyl or C2.6alkynyl, each of which is optionally substituted with from 1-3 W 

groups, wherein two Ri substituents when attached to adjacent atoms of aryl, heteroaryl, cycloalkyl or 

heterocycloalkyl ring are optionally taken together to form a 5- or 6-membered ring having from 0-2 

heteroatoms selected from 0, N or S, wherein the 5- or 6-membered ring is optionally substituted with 

from 1-3 Rh  groups; or two 12? groups when attached to the same carbon or nitrogen atom are optionally 

taken together to form a 3- to 6-membered carbocyclic ring or 3- to 8-membered heterocyclic ring having 

from 1-2 heteroatoms as ring members selected from 0, N or S, wherein the nitrogen or sulfur ring atoms 

are optionally oxidized. 
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29. The compound of any of claims 1-27, wherein R' is H, halogen, deuterated Cmalkyl, 

Cmalkyl, aryl, aryl-C malkyl, Cm-cycloalkyl, Cm-cycloalkylalkyl, heteroaryl, heteroarylalkyl, 

heterocycloalkyl, heterocycloalkylalkyl, C2,6alkenyl or Cmalkynyl, each of which is optionally 

substituted with from 1-3 Rh  groups, wherein two Rh  substituents when attached to adjacent atoms of aryl, 

heteroaryl, cycloalkyl or heterocycloalkyl ring are optionally taken together to form a 5- or 6-membered 

ring having from 0-2 heteroatoms selected from 0, N or S, wherein the 5- or 6-membered ring is 

optionally substituted with from 1-3 members independently selected from halogen, Cmalkyl, -OH, C1, 

6alkoxy, Ci _ohaloalkyl, Cmhaloalkoxy, -CN, -NH2, -NH(Cmalkyl) or -N(C1 _6alky1)2; or two R" groups 

when attached to the same carbon or nitrogen atom are optionally taken together to form a 3- to 6-

membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring 

members selected from 0, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized. 

30. The compound of any of claims 1-29, wherein 12! is aryl, heteroaryl, cycloalkyl or 

heterocycloalkyl, each of which is optionally substituted with from 1-3 independently selected Rh  groups, 

wherein two Rh  substituents when attached to adjacent atoms of aryl, heteroaryl, cycloalkyl or 

heterocycloalkyl ring are optionally taken together with the atoms to which they attach form a 5- or 6-

membered ring having from 0-2 heteroatoms selected from 0, N or S, wherein the 5- or 6-membered ring 

is optionally substituted with from 1-3 members independently selected from halogen, Cmalkyl, -OH, C1- 

6a1koxY, C mhaloalkyl, C1.6haloalkoxy, -CN, -NH2, -NH(Cmalkyl) or -N(Cmalky1)2; or two R" groups 

when attached to the same carbon or nitrogen atom are optionally taken together to form a 3- to 6-

membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring 

members selected from 0, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized. 

31. The compound of any of claims 1-30, wherein R2  is H, halogen, C malkyl, Ci.4alkoxy, C1- 

4haloalkyl, C1.4haloalkoxy, -OH or CN. 

32. The compound of any of claims 1-31, wherein R4  is H, halogen, C malkyl, Cm  alkoxy, 

CN, C mhaloalkyl, Cmhaloalkoxy, OH, CN, vinyl or ethynyl. 

33. The compound of any claims 1-32, wherein R2  and R4  are H. 

34. A pharmaceutical composition comprising a compound of any of claims 1-33 and a 

pharmaceutical acceptable excipient or carrier. 

35. A pharmaceutical composition comprising a compound of any of claims 1-33 and another 

therapeutic agent. 

289 



36. A compound of any of claims 1-33 or a composition of claim 34 or 35 for modulating 

bromodomain. 

37. A method for modulating bromodomain, said method comprising: contacting a cell in 

vitro with a compound of any of claims 1-33 or a composition of claim 34 or 35. 

38. A compound of any of claims 1-33 or a composition of claim 34 or 35 for use in the 

treatment of a disease or condition mediated by a bromodomain. 

39. The compound or composition of claim 38, wherein the disease or condition is selected 

from a cancer, an autoimmune condition, an inflammatory condition or a combination thereof. 

40. The method of any claims 36-37, wherein the bromodomain is a member in the BET 

family. 

41. The compound or composition of claim 38 or 39, wherein the bromodomain is a member 

in the BET family. 

42. Use of a compound of any of claims 1-33 in the manufacture of a medicament for the 

treatment of a cancer, an autoimmune condition, an inflammatory condition or a combination thereof. 

43. The use of claim 42, wherein the bromodomain is a member in the BET family. 
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