CLAIMS

1. A compound of Formula (A), wherein:

(Targeting LigandH Linker HTargeting Ligase BinderJ
(A),

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

containing protein 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 Cereblon E3
Ubiquitin ligase,
wherein the compound is a compound of Formula (BF-111) or (BF-IIT"), or a pharmaceutically

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

O
R5\N R
|
N g2
(Rn H
OYN 0]
L] 2. L3 Nj
~N 1/ ~N -
4
(R%)m or
Formula (BF-111) Formula (BF-III")

R! and R? are independently selected from the group consisting of hydrogen and Ci.6
alkyl; or R! and R?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-s alkoxyl, and halogen;

L! is selected from the group consisting of a bond, O, NR’, C(0), C1-s alkylene, C1:6
heteroalkylene, *C(O)-C1-6 alkylene, C(O)-C1-6 alkenylene*, Ci. alkenylene, and *C(O)-Ci-6
heteroalkylene, wherein * denotes the point of attachment of L! to the phenyl ring in Formula
(BF-111) or (BF-IIT);

X! 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
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occurrences of R?, wherein each R?is independently selected from the group consisting of C1.6
alkyl, C1.¢ alkoxyl, and halogen;

L2 is selected from the group consisting of a bond, O, NR’, C1-s 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), C.s alkylene, Ci-6
heteroalkylene, *C(O)-C1 alkylene, *C(O)-C1.¢ heteroalkylene, and *C(O)- C1.¢ alkylene-O,
wherein * denotes the point of attachment of L3 to X2 in Formula (BF-111) or (BF-III’); wherein
no more than 2 of L, X!, X?, L?, and L® can simultaneously be a bond;

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

R* is selected from the group consisting of hydrogen and C16 alkyl;

R® is selected from the group consisting of hydrogen and C1.6 alkyl;

R’ is selected from the group consisting of hydrogen and Ci.6 alkyl; and

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:

CHy~ CHy  CHye, CHs CHy  CHye,, CH,
N NCH,
CH30
OCH3 OCH3 CH50 OCH, OCH,
CHg CH;  CHywy, CHy
CH30
OCH3 CH50 OCH3

485




CH, CHs,
CH3;0
F OCHj4 F F OCH;, H,CO OCH,4
(0] (0] (0]
CH CH CH
\/\N | 3 /\/\N | 3 /\/\N | 3
N NN N
H;CO
OCHj OCH3 CH30 OCHj,
(0] O (0]
CH CH
N N
N CH, CHj; CH3
CH50
OCHj3 OCH;4
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CH30 OCHg; Cl F
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OCH, OCH; CH30 OCH,4
P NN
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CH30 CH30
3. The compound of claim 1 or 2, wherein X!-L2-X2is selected from the group

consisting of:

L2 L2y LZ\N/\
N,L2 L2 ﬁN/LZ
L0, 0L, O,
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"oy C%Mf O\f afg Sy

denotes the point of attachment to L*.

, Wherein *

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

from the group consisting of:
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Ligase Binder.

, and

, Wherein * denotes the point of attachment to the Targeting

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

compound of Formula (BF-111):

489



4
(R%)m (BF-111),
or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, sterecisomer, or tautomer

thereof.

6. The compound of any one of the preceding claims, wherein the compound is a
compound of Formula (BF-I111), or a pharmaceutically acceptable salt, hydrate, solvate, prodrug,
stereoisomer, or tautomer thereof,

wherein:

R! and R? are independently selected from the group consisting of hydrogen and Ci-6
alkyl; or R! and R?together with the atoms to which they are attached form a heteroaryl;

R3 is selected from the group consisting of C1.¢ alkoxyl and halogen;

L! is selected from the group consisting of O, NR’, C(O), C1.6 alkylene, C1-6
heteroalkylene, *C(O)-C1.6 alkylene, C(0O)-C1.¢ alkenylene*, C1.¢ alkenylene, and *C(0)-C1-6
heteroalkylene, wherein * denotes the point of attachment of L! to the phenyl ring in Formula
(BF-111);

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

L0, 010, 10,
L Qﬁ %{C(Luf i Qf
L0, 10, 10,

490



L%N (\N,LZ LZ\N/\
A{U Q\gxw{"‘d \O\l?ﬁ,and%'@/ bNFA

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

, Wherein *

substituted with 0-4 occurrences of R?, wherein each R?is halogen;
L2 is selected from the group consisting of O, C1.6 alkylene, and Ci-¢ heteroalkylene;
L3 is selected from the group consisting of O, C(0), C1-s alkylene, C1.6 heteroalkylene,
and *C(O)- C1.6 alkylene-O, wherein * denotes the point of attachment of L2 to X? in Formula
(BF-I11); wherein no more than 2 of L, X!, X?, L?, and L® can simultaneously be a bond;
R* is selected from the group consisting of OH, C1.6 alkyl, C1-6 alkoxyl, and halogen;
R® is C1.6 alkyl; and
m and n are each independently 0, 1, or 2.

7. 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

Al

A2
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Compound 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
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Compound
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Compound Structure
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Compound Structure

Number
HN.__N O
g Ej | g
0 0 ~_N
2 0Ue: .
0 N
HN.__N O
T j? | ~
0 0 ~_N
° NCL I§ .
0 BN
HN_ _N
hig
(0] O/
L
=z N/\/\
0 AL o
»
N
B4 (0] N
Cl N
|
O o A N\/\/
0 BN
B5

Ny o

ow?@

I

505




Compound
Number

Compound Structure
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Compound
Number

Compound Structure

B8

B9

B10

507




Compound
Number

Compound Structure
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Compound Structure

Number
E5 O
e 0
N o)
o
NH
O
/ o)
F
E6
N
o)
1@
|
o)
N
N/l
o)
O)\N 0
H
E12
RN
A~ N F 0w _N

509




Compound

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
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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 Compound Structure
Number
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8. The compound of any one of claims 1-4, wherein the compound is a compound of

Formula (BF-11I"):
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L2 L3 Rd5

R"3 (BF-III’),
or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereocisomer, or tautomer
thereof.

9. The compound of any one of claims 1-4 and 8, 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

R! and R? are independently selected from the group consisting of hydrogen and Ci-
alkyl; or R! and R?together with the atoms to which they are attached form a heteroaryl;

R3 is selected from the group consisting of C1.¢ alkoxyl and halogen;

R* is Cy6 alkyl;

L! is selected from the group consisting of O, NR’, C(O), C1.6 alkylene, C1-6
heteroalkylene, *C(O)-C1 alkylene, C(0O)-C1.¢ alkenylene*, C1.¢ alkenylene, and *C(0)-C1-6
heteroalkylene, wherein * denotes the point of attachment of L! to the phenyl ring in Formula
(BF-1IT);

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

L2 L%N L%N/\
L0, 0, 0,
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L0, O, OO,
L%N ﬁN’LZ LZ\N/\
A(’O/ Q\f;z{'\‘d \Q\l}j,and %O @N}r

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

, Wherein *

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

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

L3 is selected from the group consisting of C1.¢ alkylene and C.¢ heteroalkylene, wherein
* denotes the point of attachment of L® to X? in Formula (BF-11I");

nisQ, 1, or2;

RY and R% are each independently selected from the group consisting of H and Ci.6
alkyl;

R® is H;

R% is selected from the group consisting of H, C1.6 alkyl, and halogen; and

R® is selected from the group consisting of H and C1.6 alkyl.

10.  The compound of any one of claims 1-4, and 8, the compound is a compound of
Formula (BF-IV’):

(BF-IV?),
or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, stereoisomer, or tautomer
thereof, wherein:

R! and R? are independently selected from the group consisting of hydrogen and Ci.s

alkyl; or R! and R? together with the atoms to which they are attached form an aryl or heteroaryl;
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R3 is selected from the group consisting of C1. alkyl, C1-6 alkoxyl, and halogen;

R* is selected from the group consisting of hydrogen or Ci- alky!;

L! is selected from the group consisting of a bond, O, NR’, C(0), C1-s alkylene, C1-6
heteroalkylene, *C(O)-C1.¢ alkylene, and *C(O)-C1.6 heteroalkylene, wherein * denotes the point
of attachment of L* to the phenyl ring in Formula (BF-IV’);

X! and X? 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 R?, wherein each R?is independently selected from the group consisting of C1.6
alkyl, C1.¢ alkoxyl, and halogen;

L2 is selected from the group consisting of a bond, O, NR’, C1.s alkylene, and C1.6
heteroalkylene; or

X1-L.2-X? form a spiroheterocyclyl;

L3 is selected from the group consisting of a bond, C1.s alkylene, Ci-s heteroalkylene,
*C(0)-C16 alkylene, and *C(0O)-C1-6 heteroalkylene, wherein * denotes the point of attachment
of L3 to X2 in Formula (BF-IV’); wherein no more than 2 of L, X%, X2, L2, and L3 can
simultaneously be a bond;

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

nis0,1, or2.

11.  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
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Compound Structure
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Compound Compound Structure
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12. 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.

13. Use of the compound of any one of claims 1-11, or a pharmaceutically acceptable
salt, hydrate, solvate, prodrug, sterecisomer, or tautomer thereof, in the manufacture of a
medicament for the treatment of a disorder mediated by bromodomain containing protein 9
(BRD?9), wherein the medicament is for inhibiting or modulating BRD9 and wherein the disorder
selected is from an inflammatory, an autoimmune, a cardiovascular, a neurodegenerative, liver

disorder, kidney disorder, viral or bacterial infection, and a bone disorder.

14. Use of the compound of any one of claims 1-11, or a pharmaceutically acceptable
salt, hydrate, solvate, prodrug, stereocisomer, or tautomer thereof, in the manufacture of a

medicament for treating cancer.
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15.  The use of claim 14, 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.

16. A compound of any one of claims 1-11, 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.

17. A compound of any one of claims 1-11, or a pharmaceutically acceptable salt,

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

18. A compound of any one of claims 1-11, or a pharmaceutically acceptable salt,
hydrate, solvate, prodrug, sterecisomer, 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.
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