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We claim: 

CLAIMS 

1. A compound of Formula (A) or a pharmaceutically acceptable salt, hydrate, 

solvate, prodrug, stereoisomer, or tautomer thereof,), wherein: 

 (A), 

the Targeting Ligand is a group that is capable of binding to a bromodomain-

containing protein, e.g.,  9 (BRD9;); 

the Linker is a group that covalently links the Targeting Ligand to the Targeting 

Ligase Binder; 

the Targeting Ligase Binder is a group that is capable of binding to a ligase (e.g., 

Cereblon E3 Ubiquitin ligase).  , 

2. The compound of claim 1, wherein the Targeting Ligand compound is a 

compound of Formula (TL-I): 

(TL-I), 

BF-III) or (BF-III’), or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, 

stereoisomer, or tautomer thereof, wherein: 

 or 
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Formula (BF-III)      Formula (BF-III’) 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form an aryl or heteroaryl; 

R3 are each independently selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, 

and halogen; 

R5 R3 is selected from the group consisting of hydrogen and C1-6 alkyl, C1-6 alkoxyl, 

and halogen; 

n is 0, 1, or 2. 

3. The compound of any one of the preceding claims or a pharmaceutically 

acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, wherein the 

Targeting Ligand is a compound of Formula (TL-II): 

(TL-II). 

4. The compound of claim 1, wherein the Targeting Ligand is a compound of 

Formula (TL-I’): 

(TL-I’), 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof, wherein: 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form an aryl or heteroaryl; 
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R3 are each independently selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, 

and halogen; 

R4’ is selected from the group consisting of hydrogen and C1-6 alkyl; and 

n is 0, 1, or 2. 

5. The compound of claim 1 or 4, or a pharmaceutically acceptable salt, hydrate, 

solvate, prodrug, stereoisomer, or tautomer thereof, wherein the Targeting Ligand is a compound 

of Formula (TL-II’): 

N
R4'

O

(R3)n

N

(TL-II’). 

6. The compound of any one of the preceding claims or a pharmaceutically 

acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, wherein the 

Targeting Ligand is selected from the group consisting of: 

, , , , 

, , 

N
CH3

O

N

, 

N
CH3

O

N

Cl
, 
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,  , , , 

, , , , 

, , , 

, , 

,  , , 
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, , , 

, 

N

O

N

OCH3

, , , 

, and , . 

7. The compound of any one of the preceding claims, wherein the Targeting Ligase 

Binder is a compound of Formula (TLB-I): 

 (TLB-I), or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, 

stereoisomer, or tautomer thereof, wherein: 

R4 is selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, and halogen; and 

m is 0, 1, or 2. 

8. The compound of any one of claims 1-6, wherein the Targeting Ligase Binder is a 

compound of Formula (TLB-I’): 
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 (TLB-I’), or a pharmaceutically acceptable salt, hydrate, solvate, 

prodrug, stereoisomer, or tautomer thereof, wherein Rd1 and Rd2 are each independently selected 

from the group consisting of H, C1-6 alkyl, C1-6 alkoxyl, C1-6 haloalkyl, and C1-6 heteroalkyl; Rd3

is H; Rd4 is selected from the group consisting of H, C1-6 alkyl, halo, C1-6 haloalkyl, and C1-6

heteroalkyl; and Rd5 is selected from the group consisting of H, C1-6 alkyl, halo, C1-6 haloalkyl, 

and C1-6 heteroalkyl. 

9. The compound of any one of the preceding claims, wherein the Linker is a 

compound of Formula (L-I): 

(L-I), 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof, wherein:  

L1 is selected from the group consisting of a bond, O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, C(O)-C1-6 alkenylene*, C1-6 alkenylene, and *C(O)-C1-6

heteroalkylene, wherein * denotes the point of attachment of L1 to the Targeting Ligand;phenyl 

ring in Formula (BF-III) or (BF-III’); 

X1 and X2 are each independently selected from the group consisting of a bond, 

carbocyclyl, and heterocyclyl, wherein the carbocyclyl and heterocyclyl are substituted with 0-4 

occurrences of Ra, wherein each Ra is independently selected from the group consisting of C1-6

alkyl, C1-6 alkoxyl, and halogen; 

L2 is selected from the group consisting of a bond, O, NR’, C1-6 alkylene, and C1-6

heteroalkylene; or  

X1-L2-X2 form a spiroheterocyclyl; and 

L3 is selected from the group consisting of a bond, O, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, *C(O)-C1-6 heteroalkylene, and *C(O)- C1-6 alkylene-O, 

wherein * denotes the point of attachment of L3 to X2 in Formula (L-I); wherein no more than 2 

of L1, X1, X2, L2, and L3 can simultaneously be a bond. 
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10. The compound of any one of the preceding claims, wherein X1-L2-X2 is selected 

from the group consisting of: 

, , , 

, , , 

, , , 

, , and , or a 

pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, 

wherein * denotes the point of attachment to L1. 

11. The compound of any one of the preceding claims, wherein the Linker is selected 

from the group consisting of: 

, , 

N

N

N

O
*

, 

, , , 

, , , 
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, , , 

, , 

, , , , 

, , 

N

O

N
O

*
O , , 

N

O

O
*

N

N

, , , 

, , , 

, , ,  

, , , 
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, , and 

, or a pharmaceutically acceptable salt, hydrate, solvate, 

prodrug, stereoisomer, or tautomer thereof, wherein * denotes the point of attachment to the 

Targeting Ligase Binder.  

12. The compound of any one of the preceding claims, wherein the compound is a 

compound of Formula (BF-I) or (BF-I’): 

(BF-I), or 

 (BF-I’), 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof, wherein: 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form an aryl or heteroaryl; 

R3 is selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, and halogen; 
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L1 is selected from the group consisting of a bond, O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, C(O)-C1-6 alkenylene*, C1-6 alkenylene, and *C(O)-C1-6

heteroalkylene, wherein * denotes the point of attachment of L1 to the phenyl ring in Formula 

(BF-I) or (BF-I’); 

X1 and X2 are each independently selected from the group consisting of a bond, 

carbocyclyl, and heterocyclyl, wherein the carbocyclyl and heterocyclyl are substituted with 0-4 

occurrences of Ra, wherein each Ra is independently selected from the group consisting of C1-6

alkyl, C1-6 alkoxyl, and halogen; 

L2 is selected from the group consisting of a bond, O, NR’, C1-6 alkylene, and C1-6

heteroalkylene; or  

X1-L2-X2 form a spiroheterocyclyl;  

L3 is selected from the group consisting of a bond, O, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, *C(O)-C1-6 heteroalkylene, and *C(O)- C1-6 alkylene-O, 

wherein * denotes the point of attachment of L3 to X2 in Formula (BF-I) or (BF-I’); wherein no 

more than 2 of L1, X1, X2, L2, and L3 can simultaneously be a bond;  

R5 is selected from the group consisting of hydrogen and C1-6 alkyl; 

R4’ is selected from the group consisting of hydrogen or C1-6 alkyl  

R’ is selected from the group consisting of hydrogen and C1-6 alkyl; and 

n is 0, 1, or 2; and 

the Targeting Ligase Binder is a group that is capable of binding to a Ubiquitin ligase, e.g., an E3 

Ubiquitin ligase, such as Cereblon. 

13. The compound of any one of claims 1-3, 6, 7, and 9-12, wherein the compound is 

a compound of Formula (BF-II): 

X1
L2

X2
L3L1

Targeting Ligand

H
N

N

(R4)m

OO

(BF-II), 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof, wherein: 
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L1 is selected from the group consisting of a bond, O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, C(O)-C1-6 alkenylene*, C1-6 alkenylene, and *C(O)-C1-6

heteroalkylene, wherein * denotes the point of attachment of L1 to the Targeting Ligand in 

Formula (BF-II); 

X1 and X2 are each independently selected from the group consisting of a bond, 

carbocyclyl, and heterocyclyl, wherein the carbocyclyl and heterocyclyl are substituted with 0-4 

occurrences of Ra, wherein each Ra is independently selected from the group consisting of C1-6

alkyl, C1-6 alkoxyl, and halogen; 

L2 is selected from the group consisting of a bond, O, NR’, C1-6 alkylene, and C1-6

heteroalkylene; or  

X1-L2-X2 form a spiroheterocyclyl;  

L3 is selected from the group consisting of a bond, O, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, *C(O)-C1-6 heteroalkylene, and *C(O)- C1-6 alkylene-O, 

wherein * denotes the point of attachment of L3 to X2 in Formula (BF-II); wherein no more than 

2 of L1, X1, X2, L2, and L3 can simultaneously be a bond; 

R4 is selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, and halogen;  

R’ is selected from the group consisting of hydrogen and C1-6 alkyl; and 

m is 0, 1, or 2; and 

the Targeting Ligand is a group that is capable of binding to a bromodomain-containing 

protein, e.g., BRD9. 

14. The compound of any one of claims 1-3, 6, 7, and 9-13, wherein the compound is 

a  compound of Formula (BF-III) or a pharmaceutically acceptable salt, hydrate, solvate, 

prodrug, stereoisomer, or tautomer thereof, wherein: 
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Formula (BF-III) 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form an aryl or heteroaryl; 

R3 is selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, and halogen; 

L1 is selected from the group consisting of a bond, O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, C(O)-C1-6 alkenylene*, C1-6 alkenylene, and *C(O)-C1-6

heteroalkylene, wherein * denotes the point of attachment of L1 to the phenyl ring in Formula 

(BF-III); 

X1 and X2 are each independently selected from the group consisting of a bond, 

carbocyclyl, and heterocyclyl, wherein the carbocyclyl and heterocyclyl are substituted with 0-4 

occurrences of Ra, wherein each Ra is independently selected from the group consisting of C1-6

alkyl, C1-6 alkoxyl, and halogen; 

L2 is selected from the group consisting of a bond, O, NR’, C1-6 alkylene, and C1-6

heteroalkylene; or  

X1-L2-X2 form a spiroheterocyclyl;  

L3 is selected from the group consisting of a bond, O, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, *C(O)-C1-6 heteroalkylene, and *C(O)- C1-6 alkylene-O, 

wherein * denotes the point of attachment of L3 to X2 in Formula (BF-III) or (BF-III’); wherein 

no more than 2 of L1, X1, X2, L2, and L3 can simultaneously be a bond; 

R4 is selected from the group consisting of OH, C1-6 alkyl, C1-6 alkoxyl, and halogen;  

R4’ is selected from the group consisting of hydrogen and C1-6 alkyl; 

R5 is selected from the group consisting of hydrogen and C1-6 alkyl; 

R’ is selected from the group consisting of hydrogen and C1-6 alkyl; and 
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m and n are each independently 0, 1, or 2. 

2. The compound of claim 1, wherein the Targeting Ligand is selected from the 

group consisting of: 

, , , , 

, , , , 

,  , , 

N
CH3

O

N

FH3CO
, 

, , , , 
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, , , 

, , 

,  , 

N

O

CH3

OCH3

CH3

CH3O

, 

, , , 
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, , , , 

, and , 

N

O

N

CH3O OCH3

. 

3. The compound of  

15claim 1 or 2, wherein X1-L2-X2 is selected from the group consisting of: 

L2

N*
, 

L2

N

*
, 

L2

N

N*
, 

N
L2

*
, 

N

L2

*
, 

N

N
L2

*
, 

L2

*
, , , 

, , and , wherein * 

denotes the point of attachment to L1. 
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4. The compound of any one of the preceding claims 1-3, 6, 7, and 9-14, wherein the 

Linker is selected from the group consisting of: 

, , , 

, , , 

, 

N

O
*

N

O

, , 

, , , 

, , 

, , , , 

, , 

, 

N

O

N

O
*

O , 

, , , 
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, , , 

, , ,  

, , , 

, 

N

O
*

N

O

F

, and 

, wherein * denotes the point of attachment to the Targeting 

Ligase Binder.  

5. The compound of any one of the preceding claims, wherein the compound is a  

compound of Formula (BF-III): 

 (BF-III), 
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or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof. 

6. The compound of any one of the preceding claims), wherein the compound is a 

compound of Formula (BF-III), or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, 

stereoisomer, or tautomer thereof,  

wherein: 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form a heteroaryl; 

R3 is selected from the group consisting of C1-6 alkoxyl and halogen; 

L1 is selected from the group consisting of O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, C(O)-C1-6 alkenylene*, C1-6 alkenylene, and *C(O)-C1-6

heteroalkylene, wherein * denotes the point of attachment of L1 to the phenyl ring in Formula 

(BF-III); 

X1-L2-X2 is selected from the group consisting of: 

L2

N*
, 

L2

N

*
, 

L2

N

N*
, 

N
L2

*
, 

N

L2

*
, 

N

N
L2

*
, 

L2

*
, , , 

, , and , wherein * 

denotes the point of attachment to L1, and wherein the carbocyclyl and heterocyclyl are 

substituted with 0-4 occurrences of Ra, wherein each Ra is halogen; 

L2 is selected from the group consisting of O, C1-6 alkylene, and C1-6 heteroalkylene;  
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L3 is selected from the group consisting of O, C(O), C1-6 alkylene, C1-6 heteroalkylene, 

and *C(O)- C1-6 alkylene-O, wherein * denotes the point of attachment of L3 to X2 in Formula 

(BF-III); wherein no more than 2 of L1, X1, X2, L2, and L3 can simultaneously be a bond; 

R4 is selected from the group consisting of OH, C1-6 alkyl, C1-6 alkoxyl, and halogen;  

R5 is C1-6 alkyl; and 

m and n are each independently 0, 1, or 2. 

167. The compound of any one of claimsclaim 1-3, 6, 7, and 9-15, or a 

pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, 

selected from the group consisting of: 

Compound 
Number 

Compound Structure 

A1 

A2 
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Compound 
Number 

Compound Structure 

A3 

N

NH

O

O

O

O

N

N

O

O

ON

N

A4 

N N

O

N

O

O

N

N

H
NO O

O

O
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Compound 
Number 

Compound Structure 

A5 

A6 

A7 
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Compound 
Number 

Compound Structure 

A8 

A9 
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Compound 
Number 

Compound Structure 

A10 

A11 
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Compound 
Number 

Compound Structure 

A12 

A13 

N

N

O

O

N

N

N

H
NO O

O

O
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Compound 
Number 

Compound Structure 

A14 

A15 

A16 
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Compound 
Number 

Compound Structure 

A17 

A18 
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Compound 
Number 

Compound Structure 

A19 

A20 

A21 
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Compound 
Number 

Compound Structure 

A22 

A23 

A24 

A25 
N

N

O

N
O

NHN

O

O

O

O

O

N

O



- 512 - 

Compound 
Number 

Compound Structure 

A26 

A27 

NHN

O

O

O

O

N

O

N

N

N

O

O

O

O

A28 

NHN

O

O

O

O

N

N

N

O

O

O

Cl

N

A29 
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Compound 
Number 

Compound Structure 

A30 

A31 

NHN

O

O

O

O

N

O

N

N

N

O

O

O

O

A32 

A33 
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Compound 
Number 

Compound Structure 

A34 

A35 

A36 

A37 

NHN

O

O

O

O

O

N

N

N

O

O

O

N
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Compound 
Number 

Compound Structure 

A38 

A39 

A40 

A41 

A42 
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Compound 
Number 

Compound Structure 

B1 

B2 

B3 

B4 

NHN

O

O

O N

O

N

N

N

O

O

O

Cl

B5 



- 517 - 

Compound 
Number 

Compound Structure 

B6 

B7 

N NH

O

O
O

ON

N

O

O O

N N

O
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Compound 
Number 

Compound Structure 

B8 

N NH

O

O
Cl

ON

N

O

O O

N N

O

B9 

B10 
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Compound 
Number 

Compound Structure 

E3 

E4 
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Compound 
Number 

Compound Structure 

E5 

E6 

N

N
H

O O

O

O

N

N N

O

N

O

F F

E12 
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Compound 
Number 

Compound Structure 

E13 

E14 

N

N
H

O O

O

O

N

N N

O

N

O

F

F

F
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Compound 
Number 

Compound Structure 

E15 

E16 
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Compound 
Number 

Compound Structure 

E22 

E25 

E29 
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Compound 
Number 

Compound Structure 

E31 

E32 

E33 
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Compound 
Number 

Compound Structure 

E34 

N

NH

O

O

O

O

N

N

N

O

N

O

F

E36 

O

N

N

O
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O
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O

N
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E40 
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Compound 
Number 

Compound Structure 

E42 

E43 

E45 

N N

O

N

O

N

F F

N O

H
N OO

O

E46 
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Compound 
Number 

Compound Structure 

E47 

E48 

E49 

E50 
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Compound 
Number 

Compound Structure 

E51 

E52 
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Compound 
Number 

Compound Structure 

E53 

N

N
H

O O
O

N

O

N

Cl

O

N N

O

F

E54 
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Compound 
Number 

Compound Structure 

E55 

E56 

17 

8. The compound of any one of claims 1-3, 6, 7, and 9-15, or a pharmaceutically 

acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, wherein the 

compound is a compound of Formula (BF-III) or a pharmaceutically acceptable salt, hydrate, 

solvate, prodrug, stereoisomer, or tautomer thereof,  

wherein 

R1 and R2 are methyl; or R1 and R2 together with the atoms to which they are attached 

form a pyridyl; 

R3 is selected from the group consisting of methoxy, chloro, and fluoro; 

L1 is selected from the group consisting of a O and C1-3 alkylene; 
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X1-L2-X2 is selected from the group consisting of: 

 and , wherein * denotes the point of attachment 

to L1, and wherein the heterocyclyl is substituted with 0 or 1 occurrences of Ra, wherein each Ra 

is fluoro; 

L2 is selected from the group consisting of C1-3 alkylene and O;  

L3 is selected from the group consisting of a C(O) and C1-3 heteroalkylene; 

R4 is selected from the group consisting of methyl, methoxy, chloro, and fluoro;  

R5 is C3-6 alkyl; and 

m and n are each independently 1 or 2. 

18. The compound of any one of claims 1-3, 6, 7, and 9-17, or a pharmaceutically 

acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, selected from the 

group consisting of: 

Compound 
Number 

Compound Structure

E22 
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E29 

N

NH

O

O

O

O

N

N

N

O

N

O

F

F

E48 

and
E56 

19. The compound of any one of claims 1, 4-6, and 8-12, wherein the compound is a 

compound of Formula (BF-II’): 

X1
L2

X2
L3L1

Targeting Ligand

N

N

OO

N

O Rd1 Rd2

Rd3

Rd5

Rd4

(BF-II’), 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof, wherein: 
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L1 is selected from the group consisting of a bond, O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, and *C(O)-C1-6 heteroalkylene, wherein * denotes the point 

of attachment of L1 to the Targeting Ligand in Formula (BF-II’); 

X1 and X2 are each independently selected from the group consisting of a bond, 

carbocyclyl, and heterocyclyl, wherein the carbocyclyl and heterocyclyl are substituted with 0-4 

occurrences of Ra, wherein each Ra is independently selected from the group consisting of C1-6

alkyl, C1-6 alkoxyl, and halogen; 

L2 is selected from the group consisting of a bond, O, NR’, C1-6 alkylene, and C1-6

heteroalkylene; or  

X1-L2-X2 form a spiroheterocyclyl;  

L3 is selected from the group consisting of a bond, C1-6 alkylene, C1-6 heteroalkylene, 

*C(O)-C1-6 alkylene, and *C(O)-C1-6 heteroalkylene, wherein * denotes the point of attachment 

of L3 to X2 in Formula (BF-II’); wherein no more than 2 of L1, X1, X2, L2, and L3 can 

simultaneously be a bond; 

R’ is selected from the group consisting of hydrogen and C1-6 alkyl; 

Rd1 and Rd2 are each independently selected from the group consisting of H, C1-6 alkyl, 

C1-6 alkoxyl, C1-6 haloalkyl, and C1-6 heteroalkyl;  

Rd3 is H;  

Rd4 is selected from the group consisting of H, C1-6 alkyl, halo, C1-6 haloalkyl, and C1-6

heteroalkyl;  

Rd5 is selected from the group consisting of H, C1-6 alkyl, halo, C1-6 haloalkyl, and C1-6

heteroalkyl; and  

the Targeting Ligand is a group that is capable of binding to a bromodomain-containing 

protein, e.g., BRD9. 

20. The compound of any one of claims 1, 4-6, 8-12 and 19, wherein the compound is 

a compound of Formula (BF-III’): 
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(BF-III’), 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof, wherein:. 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form an aryl or heteroaryl; 

R3 is selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, and halogen; 

R4’ is selected from the group consisting of hydrogen and C1-6 alkyl; 

L1 is selected from the group consisting of a bond, O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, and *C(O)-C1-6 heteroalkylene, wherein * denotes the point 

of attachment of L1 to the phenyl ring in Formula (BF-III’); 

X1 and X2 are each independently selected from the group consisting of a bond, 

carbocyclyl, and heterocyclyl, wherein the carbocyclyl and heterocyclyl are substituted with 0-4 

occurrences of Ra, wherein each Ra is independently selected from the group consisting of C1-6

alkyl, C1-6 alkoxyl, and halogen; 

L2 is selected from the group consisting of a bond, O, NR’, C1-6 alkylene, and C1-6

heteroalkylene; or  

X1-L2-X2 form a spiroheterocyclyl;  

L3 is selected from the group consisting of a bond, C1-6 alkylene, C1-6 heteroalkylene, 

*C(O)-C1-6 alkylene, and *C(O)-C1-6 heteroalkylene, wherein * denotes the point of attachment 

of L3 to X2 in Formula (BF-III’); wherein no more than 2 of L1, X1, X2, L2, and L3 can 

simultaneously be a bond; 

R’ is selected from the group consisting of hydrogen and C1-6 alkyl; 

n is 0, 1, or 2;  
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Rd1 and Rd2 are each independently selected from the group consisting of H, C1-6 alkyl, 

C1-6 alkoxyl, C1-6 haloalkyl, and C1-6 heteroalkyl;  

Rd3 is H;  

Rd4 is selected from the group consisting of H, C1-6 alkyl, halo, C1-6 haloalkyl, and C1-6

heteroalkyl; and 

Rd5 is selected from the group consisting of H, C1-6 alkyl, halo, C1-6 haloalkyl, and C1-6

heteroalkyl. 

21 

9. The compound of any one of claims 1, -4-6, and 8-12, 19 and 20, or a 

pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, 

wherein the compound is a compound of Formula (BF-III’) or a pharmaceutically acceptable 

salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof,  

wherein 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form a heteroaryl; 

R3 is selected from the group consisting of C1-6 alkoxyl and halogen; 

R4’ is C1-6 alkyl; 

L1 is selected from the group consisting of O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, C(O)-C1-6 alkenylene*, C1-6 alkenylene, and *C(O)-C1-6

heteroalkylene, wherein * denotes the point of attachment of L1 to the phenyl ring in Formula 

(BF-III’); 

X1-L2-X2 is selected from the group consisting of: 

L2

N*
, 

L2

N

*
, 

L2

N

N*
, 

N
L2

*
, 

N

L2

*
, 

N

N
L2

*
, 

L2

*
, , , 
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, , and , wherein * 

denotes the point of attachment to L1, and wherein the carbocyclyl and heterocyclyl are 

substituted with 0-4 occurrences of Ra, wherein each Ra is halogen; 

L2 is selected from the group consisting of O, C1-6 alkylene, and C1-6 heteroalkylene; or  

L3 is selected from the group consisting of C1-6 alkylene and C1-6 heteroalkylene, wherein 

* denotes the point of attachment of L3 to X2 in Formula (BF-III’);  

n is 0, 1, or 2;  

Rd1 and Rd2 are each independently selected from the group consisting of H and C1-6

alkyl;  

Rd3 is H;  

Rd4 is selected from the group consisting of H, C1-6 alkyl, and halogen; and 

Rd5 is selected from the group consisting of H and C1-6 alkyl. 

2210. The compound of any one of claims 1, -4-6, 8-12, and 19-218, the compound is a 

compound of Formula (BF-IV’): 

L1

N
R4'

O

R1

R2

(R3)n

X1
L2

X2
L3

N
H

N

OO

N

O

(BF-IV’), 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof, wherein: 

R1 and R2 are independently selected from the group consisting of hydrogen and C1-6

alkyl; or R1 and R2 together with the atoms to which they are attached form an aryl or heteroaryl; 

R3 is selected from the group consisting of C1-6 alkyl, C1-6 alkoxyl, and halogen;  

R4’ is selected from the group consisting of hydrogen or C1-6 alkyl; 
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L1 is selected from the group consisting of a bond, O, NR’, C(O), C1-6 alkylene, C1-6

heteroalkylene, *C(O)-C1-6 alkylene, and *C(O)-C1-6 heteroalkylene, wherein * denotes the point 

of attachment of L1 to the phenyl ring in Formula (BF-IV’); 

X1 and X2 are each independently selected from the group consisting of a bond, 

carbocyclyl, and heterocyclyl, wherein the carbocyclyl and heterocyclyl are substituted with 0-4 

occurrences of Ra, wherein each Ra is independently selected from the group consisting of C1-6

alkyl, C1-6 alkoxyl, and halogen; 

L2 is selected from the group consisting of a bond, O, NR’, C1-6 alkylene, and C1-6

heteroalkylene; or  

X1-L2-X2 form a spiroheterocyclyl;  

L3 is selected from the group consisting of a bond, C1-6 alkylene, C1-6 heteroalkylene, 

*C(O)-C1-6 alkylene, and *C(O)-C1-6 heteroalkylene, wherein * denotes the point of attachment 

of L3 to X2 in Formula (BF-IV’); wherein no more than 2 of L1, X1, X2, L2, and L3 can 

simultaneously be a bond; 

R’ is selected from the group consisting of hydrogen and C1-6 alkyl; and 

n is 0, 1, or 2. 

23. The compound of any one of claims 1, 4-6, 8-12, and 19-22, or a 

pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, 

wherein the compound is a compound of Formula (BF-IV’) or a pharmaceutically acceptable 

salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof,  

wherein 

R1 and R2 are C1-6 alkyl; or R1 and R2 together with the atoms to which they are attached 

form a heteroaryl; 

R3 is selected from the group consisting of C1-6 alkoxyl and halogen;  

R4’ is C1-6 alkyl; 

L1 is selected from the group consisting of O and C1-6 alkylene; 

X1-L2-X2 is selected from the group consisting of: 
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, , , and

, wherein * denotes the point of attachment to L1, and wherein the 

carbocyclyl and heterocyclyl are substituted with 0-4 occurrences of Ra, wherein each Ra is 

halogen; 

L2 is selected from the group consisting of O and C1-6 alkylene;  

L3 is C1-6 alkylene; and 

n is 0, 1, or 2. 

24. The compound of any one of claims 1, 4-6, 8-12, and 19-23, or a 

pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, 

wherein the compound is a compound of Formula (BF-IV’) or a pharmaceutically acceptable 

salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof,  

wherein 

R1 and R2 are methyl; or R1 and R2 together with the atoms to which they are attached 

form a pyridyl; 

R3 is selected from the group consisting of methoxy, chloro, and fluoro; 

R4’ is C1-6 alkyl; 

L1 is selected from the group consisting of O and C1-3 alkylene; 

X1-L2-X2 is selected from the group consisting of: 

, , and , wherein * 

denotes the point of attachment to L1, and wherein the carbocyclyl and heterocyclyl are 

substituted with 0-4 occurrences of Ra, wherein each Ra is fluoro; 

L2 is selected from the group consisting of O and C1-3 alkylene;  

L3 is C2-3 alkylene; 

n is 0, 1, or 2. 
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25. The compound of any one of claims 1, 4-6, 8-12, and 19-2411. The 

compound of claim 1, or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, 

stereoisomer, or tautomer thereof, selected from the group consisting of: 

Compound 
Number 

Compound Structure 
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Compound 
Number 

Compound Structure 

C4 

D1 

D2 



- 541 - 

Compound 
Number 

Compound Structure 
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Compound 
Number 

Compound Structure 
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Compound 
Number 

Compound Structure 
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Compound 
Number 

Compound Structure 

E24 

E27 

E28 

E30 
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Compound 
Number 

Compound Structure 

E35 

N

N

H
NO O

O

N N

O

N

O

O

E37 

and
E39 

.

2612. A pharmaceutical composition comprising the compound of any one of the 

preceding claims or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, 

or tautomer thereof, and a pharmaceutically acceptable carrier. 

27. A method of inhibiting or modulating a bromodomain-containing protein 
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9 (BRD9) in a subject in need thereof, the method comprising administering to the subject a 

therapeutically effective amount 13. Use of the compound of any one of claims 1-2511, 

or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer 

thereof. 

28. A method, in the manufacture of a medicament for the treatment of treating 

cancer in a subject in need thereof,a disorder mediated by bromodomain containing protein 9 

(BRD9), wherein the method comprising administering tomedicament is for inhibiting or 

modulating BRD9 and wherein the subject a therapeutically effective amount of the compound 

of any one of claims 1-25, or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, 

stereoisomer, or tautomer thereofdisorder selected is from an inflammatory, an autoimmune, a 

cardiovascular, a neurodegenerative, liver disorder, kidney disorder, viral or bacterial infection, 

and a bone disorder. 

29 14. Use of the compound of any one of claims 1-11, or a pharmaceutically 

acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, in the manufacture 

of a medicament for treating cancer. 

15. The methoduse of claim 2814, wherein the cancer is selected from colorectal 

cancer, ovarian cancer, pancreatic cancer, renal cell carcinoma, hepatocellular carcinoma, 

bladder cancer, gastric cancer, breast cancer, glioma, medulloblastoma, squamous cell 

carcinoma, melanoma, lung, acute myeloid leukemia, synovial sarcoma, chronic lymphocytic 

leukemia, diffuse large B-cell lymphoma, non-Hodgkin lymphoma, Burkitt lymphoma, multiple 

myeloma, T-lineage acute lymphoblastic leukemia, clear-cell ovarian cancer, adenoid cystic 

carcinoma and malignant rhabdoid tumor. 

3016. A compound of any one of claims 1-2511, or a pharmaceutically acceptable salt, 

hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, for use in the treatment of a disease 

or disorder responsive to inhibiting or modulating BRD9. 
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3117. A compound of any one of claims 1-2511, or a pharmaceutically acceptable salt, 

hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, for use in the treatment of cancer. 

3218. A compound of any one of claims 1-2511, or a pharmaceutically acceptable salt, 

hydrate, solvate, prodrug, stereoisomer, or tautomer thereof, for use in the treatment of cancer, 

wherein the cancer is selected from colorectal cancer, ovarian cancer, pancreatic cancer, renal 

cell carcinoma, hepatocellular carcinoma, bladder cancer, gastric cancer, breast cancer, glioma, 

medulloblastoma, squamous cell carcinoma, melanoma, lung, acute myeloid leukemia, synovial 

sarcoma, chronic lymphocytic leukemia, diffuse large B-cell lymphoma, non-Hodgkin 

lymphoma, Burkitt lymphoma, multiple myeloma, T-lineage acute lymphoblastic leukemia, 

clear-cell ovarian cancer, adenoid cystic carcinoma and malignant rhabdoid tumor. 


