
Claims 

1. A compound of formula (ill): 

R4 

(III) 

or a pharmaceutical^ acceptable salt, solvate, a tautomer, a stereoisomer or a deuterated analog 

thereof, 

R1 is optionally substituted Chalky!, optionally substituted deuterated Ci.6alkyl, optionally 

substituted C2^ alkenyl, optionally substituted C2.& alkynyi, optionally substituted aryl, optionally 
substituted heteroaryl, optionally substituted C3.6-cycloalkyl, optionally substituted cycloalkenyl, optionally 
substituted heterocycloalkyl, optionally substituted heterocycloalkylalkyl, optionally substituted C3^-
cycloalkylalkyl, optionally substituted aryl-Ci.4alkyl, optionally substituted heteroarylalkyl, or optionally 
substituted heterocycloalkylalkyl; 

R3 is H, halogen, -CN, optionally substituted C^alkyl, optionally substituted deuterated Chalky!, 

optionally substituted aryl, optionally substituted aryl-C1.4alkyl, optionally substituted heteroaryl, optionally 
substituted heteroaryl-C^alkyl, optionally substituted C3.8 cycloalkyl, optionally substituted C3.8 

cycloalkenyl, optionally substituted C3.8 cycloalkyl-Ci.4alkyl, optionally substituted C2.6 alkynyi, optionally 
substituted heterocycloalkyl, optionally substituted heterocycloalkyl-C^alkyl, or Rj; 

Y1 isN; 

R2 is H; 

R4 is H; 

R5 is: 

S, 
/N=l ^ ,N5=, /t* ^NH 

\^. Vf v-V- vV v-/- or 

N 

* , each of which is optionally substituted with from 1-2 R11; 

wherein the wavy line indicates the point of attachment to the rest of molecule and 
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each R11 is independently D, halogen, C^alkyl, deuterated C^alkyl, C^haloalkyl, Ci. 

4haloalkoxy, or CN; 
L is -C(R6)(R7)-, -C(O)-, -S(O)-, -S- -P(0)(R3)-, -CH=C(Rb)-. or-Si(Rc)(Rc); 

R6 is H or D; 

R7 is H, D, halogen, -OH, Chalky!, deuterated Ci.6alkyl, C2.6alkenyl, C2.6alkynyl, aryl, aryl-C^ 

alkyl, C^alkoxy, C3.6cycloalkyl, C3.6cycloalkyl-Ci^alkyl, heterocycloalkyl, heterocycloalkyl-C-Malkyl, 

heteroaryl, heteroarylalkyl, C^haloalkyl, C^haloalkoxy, -ORd, -NRdRd, -C(0)0Rd, -0C(0)Rd, -

0C(0)0Rd, -C(0)Rd, 
-NHC(0)Rd, -C(0)NRdRd, -S02Rd, -NHS02Rd, or -S02NRdRd, 

wherein R7 is further optionally substituted with from 1-3 Rh groups; 
Ra is optionally substituted C1.6alkyl, optionally substituted aryl, or optionally substituted 

heteroaryl; 
Rfa is H or C^alkyl; 

each Rc is independently C^alkyl or C^alkoxy; 
each Rd is independently H, C1.6alkyl, C3.6cycloalkyl, Cs-ecycloalkyl-C^alkyl, or aryl; 

each Rh is independently halogen, -CN, -OH, -NH2, -N02, -CH=C(Rk)(Rk), -C(0)0H, 

C{S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, -NHC(0)NH2, -NHC(S)NH2, -NHS(0)2NH2I -C(NH)NH2, -OR1, -

SR', 
-0C(0)R', -OC(S)R', -^OJHR1, -P(=0)RiRi, -PH(=0)OR', -P(=0)(0R')2, -0P{=0)(0R')2, -C(0)H, -O(CO) 

OR', 

-CfOJR1, -C(S)R', -C(0)0R', -C(S)OR', -SfOJR1, -S(0)2R', -C(0)NHR', -C(S)NHR', -C(0)NRiR1, -CtSJNR'R', 
-S(0)2NHR', -StOfcNR'R1, -C(NH)NHR', -C(NH)NR'R', -NHC(0)R', -NHC(S)R', -NR'CfOJR1, -NR'CtSJR1, -N 

HS(0)2R', -NR'SfO^R1, -NHC(0)NHR', -NHC(S)NHR', -NR'C(0)NH2, -NR'CfSJNHz, -NR'C(0)NHR', -NR'C( 

S)NHR', 

-NHCfOJNR'R1, -NHC(S)NR'R', -NR^OJNRK -NR'CfSJNR'R', -NHS(0)2NHR', -NR'StO^NHz, -NR'S(0)2 

NHR1, 

-NHSfO^NR'R', -NR'SCO^NR'R', R1, -NHR', or-NR'R', and 
each R' is independently C^alkyl, aryl, aryl-C^alkyl, C3.6cycloalkyl, Cs-ecycloalkyl-C^alkyl, 

heteroaryl, heteroaryl-C^alkyl, heterocycloalkyl, or heterocycloalkyl-CMalkyl; 

Rj is halogen, -CN, -OH, -NH2, -N02, -C(0)0H, -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, -OC(S)Rk, 

-P(=0)HRk, -P{=0)RkRk, -PH(=0)0Rk, -P(=0)(0Rk)2, -0P(=0)(0Rk)2, -C(0)H, -

0(C0)0Rk, -C(0)Rk, -C(S)Rk, 
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-C(0)0Rk, -C(S)ORk, -S(0)Rk, -S(0)2Rk, -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)2R 
k 

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

Rk, 

-NHC(0)NRkRk, -NHC(S)NRkRk, -NRkC(0)NRkRk, -NRkC(S)NRkRk, -NHS(0)2NHRk, -NRkS(0)2NH2, 
-NRkS(0)2NHRk, -NHS(0)2NRkRk, -NRkS(0)2NRkRk, -NHRk, or-NRkRk; and 

each Rk is independently H, C1.6alkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, heterocycloalkyl, 
heterocycloalkylalkyl, cycloalkyl, or cycloalkylalkyl; 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 independently selected from O, N, and S, 

wherein the nitrogen or sulfur ring atoms are optionally oxidized, and wherein Rk is optionally substituted 

with from 1-3 Rh. 

2. The compound of claim 1, having formula (V): 
R6 R7 

R1 

(V). 

3. The compound of claim 1, wherein R7 is D, halogen, -OH, Chalky!, deuterated C^alkyl, 

aryl, aryl-C^alkyl, C^alkoxy, C3.6cycloalkyl, C^cycloalkyl-C^alkyl, heterocycloalkyl, 

heterocycloalkyl-C^alkyl, heteroaryl, heteroarylalkyl, C^haloalkyl, C^haloalkoxy, -0Rd, -NRdRd, 
-C(0)0Rd, -0C(0)Rd, -0C(0)0Rd, -C(0)Rd, -NHC(0)Rd, -C{0)NRdRd, -S02Rd, -NHS02Rd, or -S02NRdRd. 

4. The compound of claim 1, wherein L is a -C(O)-, -S-, -P(0)(Ci.6alkyl)-, -P(0)(aryl)-, 

-CH(OH)-, -CHF-, -CH(C-|.6alkyl)-T -CH(C3^cycloalkyl)-, or -CH(haloalkyl)-. 

5. The compound of claim 1, wherein L is-C(R6)(R7)-; R6 is H; and R7 is -OH, C^alkyl, aryl, 

C3.6cycloalkyl, heterocycloalkyl, heteroaryl, C^haloalkyl, -ORd,-C(0)NRdRd, or-S02Rd. 

6. The compound of claim 1, wherein R5 is 4-isoxazolyl, and R11 is C^alkyl. 

7. The compound of claim 1, wherein R5 is 4-isoxazolyl, and R11 is D, CH3, or CD3. 
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8. The compound of claim 1, wherein R1 is deuterated C^alkyl, Ci.6alkyl, aryl, aryl-Ci.4alkyl, 

C3.6-cycloalkyl, C3.6-cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocycloalkyl, heterocycloalkylalkyl, 

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

9. The compound of claim 1, wherein R1 is deuterated C^alkyl, C^alkyl, aryl, aryl-C^alkyl, 

C3.6-cycloalkyl, C3.6-cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocycloalkyl, heterocycloalkylalkyl, 

C2.6alkenyl, or C2_6alkynyl. 

10. The compound of claim 1, wherein R3 is deuterated C1.6alkyl, C1.6alkyl, aryl, aryl-C^alkyl, 

heteroaryl, heteroaryl-C^alkyl, C3.8 cycloalkyl, C3.8 cycloalkenyl, C3.s cycloalkyl-C1.4alkyl, C2^ alkynyi, 

heterocycloalkyl, or heterocycloalkyl-Ci.4alkyl wherein each R3 is optionally substituted with 1-3 

substituents independently selected from CN, -OH, -NH2, -N02, -C(0)0H, -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(Rn)(Rn), -ORn, -SR", -0C(0)Rn, 
-OC(S)Rn, -P(=0)HRn, -P(=0)RnRn, -PH(=0)ORn, -P(=0)(0Rn)2, -0P(=0)(0Rn)2, -C(0)H, -

0(C0)0Rn, -C(0)Rn, 

-C(S)Rn, -C(0)0Rn, -C(S)ORn, -S(0)Rn, -S(0)2Rn, -C(0)NHRn, -C(S)NHRn, -C(0)NRnRn, -C(S)NRnRn, -S( 
0)2NHRn, -S(0)2NRnRn, -C(NH)NHRn, -C(NH)NRnRn, -NHC(0)Rn, -NHC(S)Rn, -NRnC(0)Rn, -NRnC(S)Rn, 
-NHS(0)2Rn, 

-NRnS(0)2R", -NHC(0)NHRn, -NHC(S)NHRn, -NRnC(0)NH2, -NRnC(S)NH2, -NRnC(0)NHRn, -NRnC(S)NH 

Rn, 
-NHC{0)NRnRn, -NHC(S)NRnRn, -NRnC(0)NRnRn, -NRnC(S)NRnRn, -NHS(0)2NHRn, -NRnS(0)2NH2, 

-NRnS(0)2NHRn, -NHS(0)2NRnRn, -NRnS(0)2NRnRn, -NHRn, Rn, or -NRnRn, wherein each Rn is 

independently H, C^alkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, heterocycloalkyl, 
heterocycloalkylalkyl, cycloalkyl, or cyclaoalkylalkyl; or two Rn 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 O, N, and S, wherein the 

nitrogen or sulfur ring atoms are optionally oxidized, wherein the aliphatic or aromatic portion of Rnis 

further optionally substituted with from 1-3 Rh. 

11. The compound of claim 10, wherein R3 is C^alkyl, aryl, aryl-C^alkyl, heteroaryl, 

heteroaryl-C^alkyl, C3.8 cycloalkyl, C3.8 cycloalkyl-C^alkyl,-heterocycloalkyl, or heterocycloalkyl-C^alkyl, 

wherein each R3 is optionally substituted with 1-3 substituents independently selected from CN, -

OH, -NH2, -N02I -C(0)0H, -C(S)OH, -C(0)NH2, -C(S)NH2, -S(0)2NH2, -NHC(0)NH2, -NHC(S)NH2, 

-NHS(0)2NH2, -C(NH)NH2I -CH=C(Rn)(Rn), -OR", -SRn, -0C(0)Rn, -OC(S)Rn, -P(=0)HRn, -P(=0)RnRn, 
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-PH(=0)0Rn, -P(=0)(0Rn)2l -0P(=0)(0Rn)2, -C(0)H, -

0(C0)0Rn, -C(0)Rn, -C(S)Rn, -C(0)0Rn, -C(S)ORn, 
-S(0)Rn, -S(0)2Rn, -C(0)NHRn, -C{S)NHRn, -C(0)NRnRn, -C(S)NRnRn, -S(0)2NHRn, -S(0)2NRnRn, -C(NH) 

NHRn, 

-C(NH)NRnRn, -NHC(0)Rn, -NHC(S)Rn, -NRnC{0)Rnt -NRnC(S)Rn, -NHS(0)2Rn, -NRnS(0)2Rn, -NHC(0)N 

HR", 

-NHC{S)NHRn, -NRnC(0)NH2, -NRnC(S)NH2, -NRnC(0)NHRn, -NRnC(S)NHRn, -NHC(0)NRnRnt -NHC(S)N 

RnRn, 
-NRnC(0)NRnRn, -NRnC{S)NRnRn, -NHS(0)2NHRn, -NRnS(0)2NH2, -NRnS(0)2NHRn, -NHS(0)2NRnRn, 

-NRnS(0)2NRnRn, -NHRn, Rn, and -NRnRn. 

12. A compound of formula: 

p 
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N-Ny,p 
F I 

f nfrt 
Ou^ 

Br Br 

to 
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"-o Su 
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or a pharmaceutical^ acceptable salt thereof. 

13. A compound of formula: 

or a pharmaceutical^ acceptable salt thereof. 

14. A compound of formula: 

306 



or a pharmaceutical^ acceptable salt thereof. 

15. A compound of formula: 

or a pharmaceutical^ acceptable salt thereof. 

16. A compound of formula: 

or a pharmaceutical^ acceptable salt thereof. 

17. A compound of formula: 
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or a pharmaceutical acceptable salt thereof. 

18. A compound of formula: 

or a pharmaceutical^ acceptable salt thereof. 

19. A compound of formula: 

or a pharmaceutical^ acceptable salt thereof. 

20. A compound of formula: 
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or a pharmaceutical^ acceptable salt thereof. 

21. A pharmaceutical composition comprising a compound of any of the preceding claims 

and a pharmaceutical acceptable excipient or carrier. 

22. A pharmaceutical composition comprising a compound of any of the preceding claims 

and another therapeutic agent. 

23. A method for modulating bromodomain, said method comprising: contacting a cell in vitro 
with a compound of any of claims 1-20, or a composition of claim 21 or 22. 

24. A compound of any of claims 1-20, or a composition of claim 21 or 22 for use in treating a 

subject suffering from or at risk of acute myeloid leukemia. 

25. A compound of any of claims 1-20, or a composition of claim 21 or 22 for use in treating a 

subject suffering from or at risk of a disease or condition selected from hematological cancer, midline 

carcinomas, Burkitt's lymphoma, lung cancer, acute myelogenous leukemia, chronic lymphocytic 

leukemia, multiple myeloma, neuroblastoma, and uveal melanoma. 

26. Use of a compound of a compound any of claims 1-20, or a composition of claim 21 or 22 

in the manufacture of a medicament for the treatment of acute myeloid leukemia. 
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