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CLAIMS  

  

What Is Claimed Is:  

 

1. A bifunctional compound having the chemical structure: 

 PTM―L―ULM,  

 or a pharmaceutically acceptable salt thereof, 

wherein: 

(a) the L is a chemical linking moiety comprises a chemical structural unit represented by the 

formula: -(AL)q- , wherein: 

(AL)q is a group which is connected to the ULM and the PTM;  

q of the chemical linking moiety is an integer greater than or equal to 1; 

each AL is independently CRL1RL2, O, S, SO, SO2, NRL3, SO2NRL3, SONRL3, CONRL3, 

NRL3CONRL4, NRL3SO2NRL4, CO, CRL1=CRL2, C≡C, SiRL1RL2, P(O)RL1, P(O)ORL1, 

NRL3C(=NCN)NRL4, NRL3C(=NCN), NRL3C(=CNO2)NRL4, C3-11cycloalkyl 

optionally substituted with 1-6 groups independently selected from RL1 and RL2, C3-

11heteocyclyl optionally substituted with 1-6 groups independently selected from RL1 

and RL2, aryl optionally substituted with 1-6 groups independently selected from RL1 

and RL2, or heteroaryl optionally substituted with 1-6 groups independently selected 

from RL1 and RL2, where RL1 or RL2, each independently are optionally linked to other 

groups to form cycloalkyl or heterocyclyl moiety, optionally substituted with 1-4 RL5 

groups; and 

RL1, RL2, RL3, RL4 and RL5 are, each independently, H, halogen, C1-8alkyl, OC1-8alkyl, SC1-

8alkyl, NHC1-8alkyl, N(C1-8alkyl)2, C3-11cycloalkyl, aryl, heteroaryl, C3-11heterocyclyl, 

OC3-8cycloalkyl, SC3-8cycloalkyl, NHC3-8cycloalkyl, N(C3-8cycloalkyl)2, N(C3-

8cycloalkyl)(C1-8alkyl), OH, NH2, SH, SO2C1-8alkyl, CC-C1-8alkyl, CCH, CH=CH(C1-

8alkyl), C(C1-8alkyl)=CH(C1-8alkyl), C(C1-8alkyl)=C(C1-8alkyl)2, COC1-8alkyl, CO2H, 

CN, CF3, CHF2, CH2F, NO2, SF5, SO2NHC1-8alkyl, SO2N(C1-8alkyl)2, SONHC1-8alkyl, 

SON(C1-8alkyl)2, CONHC1-8alkyl, CON(C1-8alkyl)2, N(C1-8alkyl)CONH(C1-8alkyl), 

N(C1-8alkyl)CON(C1-8alkyl)2, NHCONH(C1-8alkyl), NHCON(C1-8alkyl)2, NHCONH2,  

N(C1-8alkyl)SO2NH(C1-8alkyl), N(C1-8alkyl) SO2N(C1-8alkyl)2, NH SO2NH(C1-8alkyl), 

NH SO2N(C1-8alkyl)2, or NH SO2NH2; 
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(b) the ULM is an E3 ubiquitin ligase binding moiety that binds a Von Hippel-Lindau E3 ubiquitin 

ligase and that is represented by the chemical structure: 

, 

wherein: 

W3 is optionally substituted aryl, optionally substituted heteroaryl, or ; 

R9 and R10 are independently hydrogen, optionally substituted alkyl, optionally 

substituted cycloalkyl, optionally substituted hydroxyalkyl, optionally substituted 

heteroaryl, or haloalkyl, or R9, R10, and the carbon atom to which they are attached 

form an optionally substituted cycloalkyl; 

R11 is optionally substituted heterocyclyl, optionally substituted alkoxy, optionally 

substituted heteroaryl, optionally substituted aryl, , 

, 

N

O

(R18)p

 ,  or 

; 

R12 is H or optionally substituted alkyl; 

R13 is H, optionally substituted alkyl, optionally substituted alkylcarbonyl, optionally 

substituted (cycloalkyl)alkylcarbonyl, optionally substituted aralkylcarbonyl, 
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optionally substituted arylcarbonyl, optionally substituted (heterocyclyl)carbonyl, 

or optionally substituted aralkyl; 

R14a and R14b are each independently H, amine, haloalkyl, optionally substituted alkyl, 

optionally substituted alkoxy, optionally substituted hydroxyl alkyl, optionally 

substituted alkylamine, optionally substituted heteroalkyl, optionally substituted 

alkyl-heterocycloalkyl, optionally substituted alkoxy-heterocycloalkyl, COR26, 

CONR27aR27b, NHCOR26, or NHCH3COR26; and the other of R14a and R14b is H; or 

R14a and R14b together with the carbon atom to which they are attached form an 

optionally substituted 3 to 5 membered cycloalkyl, heterocycloalkyl, 

spirocycloalkyl, or spiroheterocyclyl, wherein the spiroheterocyclyl is not epoxide 

or aziridine; 

W5 is optionally substituted phenyl, optionally substituted napthyl, or an optionally 

substituted 5-10 membered heteroaryl;  

R15 is H, halogen, CN, OH, NO2, NR27aR27b, OR27a, CONR27aR27b, NR27aCOR27b, 

SO2NR27aR27b, NR27aSO2R27b, optionally substituted alkyl, optionally substituted 

haloalkyl, optionally substituted haloalkoxy, optionally substituted aryl, optionally 

substituted heteroaryl, optionally substituted cycloalkyl, or optionally substituted 

heterocyclyl; 

each R16 is independently halogen, CN, optionally substituted alkyl, optionally 

substituted haloalkyl, hydroxy, or optionally substituted haloalkoxy;  

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

each R18 is independently H, halogen, optionally substituted alkoxy, cyano, optionally 

substituted alkyl, haloalkyl, or haloalkoxy; 

each R26 is independently H, optionally substituted alkyl, or NR27aR27b;  

each R27a and R27b is independently H, optionally substituted alkyl, or R27a and R27b 

together with the nitrogen atom to which they are attached form a 4-6 membered 

heterocyclyl; 

p is 0, 1, 2, 3, or 4; and 

 indicates the site of attachment of the L; and 

(c) the PTM is a SMARCA2 protein targeting moiety having a chemical structure represented by 

Formula I or III: 
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 (I) or (III), 

wherein: 

WPTM1 is an optionally substituted 5- or 6-membered aryl or an optionally substituted 5- or 6-

membered heteroaryl, wherein the optional substitutions of WPTM1 are 1, 2, or 3 

substituents independently selected from hydroxy, halogen, alkoxy, alkyl, haloalkyl, 

amino, phosphate, alkylamino, and cyano; 

WPTM2 is an optionally substituted 5- or 6-membered aryl or an optionally substituted 5- or 6-

membered heteroaryl, wherein the optional substitutions of WPTM2 are 1, 2, or 3 

substituents independently selected from hydroxy, halogen, alkoxy, alkyl, haloalkyl, 

amino, alkylamino, and cyano; 

WPTM3 is absent, an optionally substituted 5- or 6-membered aryl, a n optionally substituted 

5- or 6-membered heteroaryl, an optionally substituted 4‒9 membered cycloalkyl, an 

optionally substituted 4-9 membered heterocyclyl, an optionally substituted bridged 

bicycloalkyl, or an optionally substituted bridged biheterocyclyl, wherein the optional 

substitutions of WPTM3 are 1 or 2 substituents independently selected from hydroxy, 

halogen, alkoxy, alkyl, haloalkyl, amino, alkylamino, and cyano; 

WPTM5 is absent, an optionally substituted 5- or 6-membered aryl, an optionally substituted 5- 

or 6-membered cycloalkyl, or an optionally substituted 5- or 6-membered heterocycle, 

wherein the optional substitutions of WPTM5 are 1 or 2 substituents independently selected 

from hydroxy, halogen, alkoxy, alkyl, haloalkyl, amino, alkylamino, and cyano;  

WPTM6 and WPTM7 are independently an optionally substituted 4‒7 membered cycloalkyl or 

an optionally substituted 4-7 membered heterocyclyl, wherein the optional substitutions 

of WPTM6 and WPTM7 are 1 or 2 substituents independently selected from hydroxy, 

halogen, alkoxy, alkyl, haloalkyl, amino, alkylamino, and cyano, wherein the rings of 

WPTM6 and WPTM7 are fused or linked via a spiro connection; and 

 is the attachment point to the chemical linking moiety.  
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2. The compound according to claim 1, wherein the PTM is represented by Formula 

I: 

 (I), 

or a pharmaceutically acceptable salt thereof, wherein: 

WPTM1 is an optionally substituted phenyl or a pyridyl; 

WPTM2 is an optionally substituted 6-membered heteroaryl; 

WPTM3 is absent, an optionally substituted 5- or 6-membered heteroaryl, an optionally 

substituted 4‒9 membered cycloalkyl, an optionally substituted 4-9 membered 

heterocyclyl, an optionally substituted bridged bicycloalkyl, or an optionally substituted 

bridged biheterocyclyl; 

WPTM5 is absent, an optionally substituted 5- or 6-membered aryl, or an optionally substituted 

5- or 6-membered heteroaryl. 

 

3. The compound according to claim 2, wherein the PTM is represented by the 

formula: 

 or , 

or a pharmaceutically acceptable salt thereof, wherein: 

WPTM3 is absent, an optionally substituted 5- or 6-membered heteroaryl, an optionally 

substituted 4‒9 membered cycloalkyl, an optionally substituted 4-9 membered 

heterocyclyl, an optionally substituted bridged bicycloalkyl, or an optionally substituted 

bridged biheterocyclyl; and  
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WPTM5 is an optionally substituted 5- or 6-membered aryl or an optionally substituted 5- or 6-

membered heteroaryl. 

 

4. The compound according to claim 3, wherein the PTM is represented by the 

formula: 

, 

or a pharmaceutically acceptable salt thereof, wherein: 

WPTM5 is phenyl, pyridine, pyrimidine, or pyrazine. 

 

5. The compound according to claim 1, wherein the PTM is represented by the 

formula: 

 or , 

or a pharmaceutically acceptable salt thereof. 

 

6. The compound according to claim 1, wherein the PTM is represented by Formula 

III: 
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(III), 

or a pharmaceutically acceptable salt thereof, wherein: 

WPTM1 is a phenyl substituted with a hydroxy substituent and optionally substituted with 1 or 

2 substituents independently selected from hydroxy, halogen, alkoxy, alkyl, haloalkyl, 

amino, phosphate, alkylamino, and cyano; 

WPTM2 is a pyridazine substituted with amino group; and 

WPTM6 and WPTM7 are a spirocyclic ring system with a structure selected from: 

   

 and . 

 

7. The compound according to any one of claims 1-6, wherein the PTM is selected 

from the group consisting of: 
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. 

 

8. The compound according to claim 1, wherein the ULM has a chemical structure 

selected from: 
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, 

wherein: 

R1 is H, optionally substituted alkyl, optionally substituted cycloalkyl, optionally substituted 

hydroxyalkyl, optionally substituted heteroaryl, or haloalkyl; 

R14a is H, haloalkyl, optionally substituted alkyl, methyl, fluoromethyl, hydroxymethyl, ethyl, 

or isopropyl; and R14b is hydrogen; or R14a and R14b, together with the carbon atom to 

which they are attached form a cyclopropyl; 

R15 is H, halogen, CN, OH, NO2, optionally substituted heteroaryl, optionally substituted aryl; 

optionally substituted alkyl, optionally substituted haloalkyl, optionally substituted 

haloalkoxy, optionally substituted cycloalkyl, or optionally substituted heterocyclyl; 

X is C, CH2, or C=O; 

R3 is absent or an optionally substituted  5- or 6-membered heteroaryl; and 
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 indicates the site of attachment of the chemical linker group. 

 

9. The compound of claim 1, wherein the ULM is of the formula: 

 or , 

or a pharmaceutically acceptable salt thereof, wherein: 

R1 is H, optionally substituted alkyl or optionally substituted cycloalkyl; 

R3 is an optionally substituted 5- or 6-membered heteroaryl; 

R3 is absent or an optionally substituted 5- or 6-memberedheteroaryl; 

W5 is optionally substituted phenyl, optionally substituted napthyl or optionally substituted 

pyridinyl; 

one of R14a or R14b is H, optionally substituted alkyl, haloalkyl, optionally substituted alkoxy, 

optionally substituted hydroxyl alkyl, optionally substituted alkylamine, optionally 

substituted heteroalkyl, optionally substituted alkyl-heterocycloalkyl, optionally 

substituted alkoxy-heterocycloalkyl, COR26, CONR27aR27b, NHCOR26, or NHCH3COR26; 

and the other of R14a or R14b is H; or R14a and R14b, together with the carbon atom to which 

they are attached, form an optionally substituted 3 to 5 membered cycloalkyl, 

heterocycloalkyl, spirocycloalkyl or spiroheterocyclyl, wherein the spiroheterocyclyl is not 

epoxide or aziridine; 

R15 is CN, fluoroalkyl, , , 
N

N

R28

R28

, N
NR28

R28

, 

, or optionally substituted ; 

each R16 is independently halogen, CN, optionally substituted alkyl, optionally substituted 

haloalkyl, hydroxy, or haloalkoxy;  
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each R26 is independently H, optionally substituted alkyl, or NR27aR27b;  

each R27a and R27b is independently H, optionally substituted alkyl, or R27a and R27b together 

with the nitrogen atom to which they are attached form a 4-6 membered heterocyclyl; 

R28 is H, optionally substituted alkyl, optionally substituted alkoxy, optionally substituted 

heteroalkyl, optionally substituted alkylamine, optionally substituted hydroxyalkyl, amine, 

optionally substituted alkynyl, or optionally substituted cycloalkyl; 

o is 0, 1 or 2; and 

 and  indicates the site of attachment of the chemical linker group. 

 

10. The compound of claim 1, wherein the ULM is of the formula: 

 or , 

wherein: 

R3 is absent or an optionally substituted 5- or 6-memberedheteroaryl; 

each of X4, X5, and X6 is independently selected from CH and N, wherein no more than 2 are 

N; 

R1 is C1-6 alkyl; 

one of R14a or R14b is H, optionally substituted alkyl, optionally substituted haloalkyl, 

optionally substituted alkoxy, optionally substituted hydroxyl alkyl, optionally substituted 

alkylamine, optionally substituted heteroalkyl, optionally substituted alkyl-

heterocycloalkyl, optionally substituted alkoxy-heterocycloalkyl, COR26, CONR27aR27b, 

NHCOR26, or NHCH3COR26; and the other of R14a or R14b is H; or R14a and R14b, together 

with the carbon atom to which they are attached, form an optionally substituted 3 to 5 

membered cycloalkyl, heterocycloalkyl, spirocycloalkyl or spiroheterocyclyl, wherein the 

spiroheterocyclyl is not epoxide or aziridine; 

each R27a and R27b is independently H or C1-6 alkyl; 
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R15 is, , , 

N

N
N , , or CN; 

R28 is H, methyl, CH2N(Me)2, CH2OH, CH2O(C1-4alkyl), CH2NHC(O)C1-4alkyl, NH2, 

N(C1-4alkyl)2 , or NHC(O)C1-4alkyl ; 

R28C is H, methyl, fluoro, or chloro; 

R16 is H, C1-4 alkyl, fluoro, chloro, CN, or C1-4alkoxy; and 

 indicates the site of attachment of the chemical linker group. 

 

11. The compound of claim 10, wherein:  

one of R14a or R14b are selected from: H, C1-4 alkyl, C1-4 haloalkyl, C1-4 hydroxyalkyl, C1-4 

alkyloxyalkyl, C1-4 alkyl-NR27aR27b and CONR27aR27b; and the other of R14a or R14b is H; or 

R14a and R14b, together with the carbon atom to which they are attached form a C2-4 

cycloalkyl. 

 

12. The compound of claim 10 or 11, wherein R14a and R14b together with the carbon 

atom to which they are attached, form 

N
R23

, wherein R23 is selected from H, C1-4alkyl, -

C(O)C1-4alkyl. 

 

13. The compound of claim 10, wherein the ULM is of the formula: 

N

HO

O

HN

O

R14a

X4

R15

R14b

R1

R3

 or 

N

HO

O

HN

O

R14a

X4

R15

R14b

R1

R3

, 

or a pharmaceutically acceptable salt thereof, wherein:  
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X4 is CH or N, 

 indicates the site of attachment of the chemical linker group. 

 

14. The compound of claim 10 or 13, or a pharmaceutically acceptable salt thereof, 

wherein R1 is C1-6 alkyl. 

 

15. The compound of any one of claims 10, 13, or 14, or a pharmaceutically acceptable 

salt thereof, wherein: 

one of R14a or R14b is H, C1-6 alkyl, C1-6 haloalkyl, optionally substitute C1-4 alkylamine, C1-6 

alkoxy, (CH2)qC1-6 alkoxy, (CH2)qC1-6 alkoxy-C3-7 heterocycloalkyl, (CH2)qOH, 

(CH2)qNR27aR27b, (CH2)qNHCOC1-6 alkyl, or NR27aR27b; and the other of R14a or R14b is H; 

or R14a and R14b, together with the carbon atom to which they are attached form C3-6 

cycloalkyl; 

each R26 is independently H, C1-6 alkyl, or NR27aR27b;  

each R27a and R27b is independently H or C1-6 alkyl; and 

q of the VLM is 1, 2, 3 or 4. 

 

16. The compound of any one of claims 10, 13, or 14, or a pharmaceutically acceptable 

salt thereof, wherein: 

one of R14a or R14b is H, C1-4 alkyl, C1-4 haloalkyl, C1-4 alkoxy, optionally substituted C1-4 

alkylamine, (CH2)qC1-6 alkoxy, (CH2)qC1-6 alkoxy-C3-7 heterocycloalkyl, (CH2)qOH, 

(CH2)qNR27aR27b, (CH2)qNHCOC1-6 alkyl, or NR27aR27b; and the other of R14a or R14b is H; 

R14a and R14b, together with the carbon atom to which they are attached form C3-6 cycloalkyl; 

each R26 is independently H, C1-4 alkyl or NR27aR27b;  

each R27a and R27b is independently H or C1-4 alkyl; and 

q of the VLM is 1 or 2. 

 

17. The compound of any one of claims 9, or a pharmaceutically acceptable salt thereof, 

wherein: 
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R28 is C1-6 alkyl, C3-6 cycloalkyl, C1-6 haloalkyl, (CH2)qOC1-6alkyl, (CH2)qOH, (CH2)qNR27aR27b, 

(CH2)qNHCOC1-6 alkyl, or ; 

R29 is H, C1-6 alkyl, NR27aR27b or qNHCOC1-6 alkyl; and  

q of the VLM is 1 or 2.  

 

18. The compound of claim 10, or a pharmaceutically acceptable salt thereof, wherein 

R3 is isoxazolyl, 4-chloroisoxazolyl, 4-fluoroisoxazolyl, or pyrazolyl. 

 

19. The compound of claim 18, or a pharmaceutically acceptable salt thereof, wherein 

X4 is CH. 

 
20. The compound of claim 18 or 19, wherein the ULM has the formula: 

, , , 

, 

R16

N

OH

O
NHO

R14a

X4

R14b

R1

N O

N
S

R28

R30

, or a pharmaceutically acceptable 

salt thereof, 

wherein: 

R1 is C1-6 alkyl; 

X4 is CH or N; 
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R30 is H, F, or Cl; 

R16 is H, C1-4alkyl, fluoro, chloro, CN, or C1-4alkoxy; and 

R28 is H, methyl, CH2N(Me)2, CH2OH, CH2O(C1-4alkyl), CH2NHC(O)C1-4alkyl, NH2, 

N(C1-4alkyl)2 , or NHC(O)C1-4alkyl . 

 

21. The compound of claim 20, wherein the ULM has the formula: 

, , , 

, 

or a pharmaceutically acceptable salt thereof, wherein R30 is H, F, or Cl. 

 

22. The compound of any one of claims 1, 10, 13, and 21, wherein the ULM is a ULM 

as provided in a compound selected from: 
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 (1),  (2), 

 (3), 

 (4), 

 (5), 

 (6), 

 (7), 



867 
 

 (8), 

 (9), 

 (10), 

 (11), 

 (12), 

 (13), 
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 (14), 

 (15), 

 (16), 

 (17), 

 (18), 

 (19), 
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 (20), 

 (21), 

 (22), 

 (23), 

 (24), 

 (25), 
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 (26), 

 (27), 

 (28), 

 (29), 

 (30), 

 (31), 



871 
 

 (32), 

 (33), 

 (34), 

 (35), 

 (36), 

 (37), 



872 
 

 (38), 

 (39), 

 (40), 

 (41), 

 (42), 

 (43), 
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 (44), 

 (45), 

 (46), 

 (47), 

 (48), 
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 (49), 

 (50), 

 (51), 

 (52), 

 (53), 



875 
 

 (54), 

 (55), 

 (56), 

 (57), 

 (58), 

 (59), 
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 (60), 

 (61), 

 (62), 

 (63), 

 (64), 
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 (65), 

 (66), 

 (67), 

 (68), 

 (69), 

 (70), 
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 (72), 

 (73), 

 (74), 

 (75), 

 (76), 
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 (78), 

 (79), 

 (80), 

 (81), 
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 (82), 

 (83), 

 (84), 

 (85), 

 (86), 

 (87), 



881 
 

 (88), 

 (89), 

 (90), 

 (91), 

 (92), 

 (93), 



882 
 

 (94), 

 (95), 

 (96), 

 (97), 

 (98), 

 (99), 



883 
 

 (100), 

 (101), 

 (102), 

 (103), 

 (104), 

 (105), 



884 
 

 (106), 

 (107), 

 (108), 

 (109), 

 (110), 
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 (111), 

 (112), 

 (113), 

 (114), 

 (115), 

 (116), 



886 
 

 (117), 

 (118), 

 (119), 

 (120), 

 (121), 



887 
 

 (122), 

 (123), 

 (124), 

 (125), 

 (126), 

 (127), 
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 (128), 

 (129), 

 (130), 

 (131), 

 (132), 

 (133), 
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 (137), 

 (138), 

 (139), 
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(157),  (158), 

 (159), 

 (160), 

 (161), 
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 (166), 
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 (171), 
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 (174), 

 (175), 

 (176), 
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 (180), 

 (181), 

 (182), 
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 (185), 

 (186), 

 (187), 

 (188), 
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 (189), 

 (190), 

 (191), 

 (192), 

 (193), 

 (194), 



900 
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 (196), 

 (197), 

 (198), 

 (199), 

 (200), 
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 (203), 

 (204), 

 (205), 

 (206), 
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 (209), 

 (210), 
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 (222), 
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 (308), 

 (309), 
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 (311), 

 (312), 
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 (315), 

 (316), 
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 (320), 

 (321), 

 (322), 

 (323), 



923 
 

 (324), 

 (325), 
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 (330), 

 (331), 

 (332), 

 (333), 
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 (335), 

 (336), 

 (337), 

 (338), 

 (339), 
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 (340), 

 (341), 

 (342), 

 (343), 

 (344), 
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 (347), 

 (348), 

 (349), 
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 (354), 
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 (358), 
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 (363), 

 (364), 
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 (367), 

 (368), 

 (369), 

 (370), 
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 (371), 

 (372), 

 (373), 

 (374), 
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 (375), 

 (376), 

 (377), 

 (378), 
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 (379), 

 (380), 

 (381), 

 (382), 
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 (383), 

 (384),  

(385),  (386),  

(387),  (388), 

 (389), 
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 (391), 

 (392), 

 (393), 
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 (397), 
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 (399), 

 (400), 

 (401), 
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 (409), 
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 (419), 

 (420), 

 (421), 

 (422), 



945 
 

 (423), 

 (424), 

 (425), 

 (426), 



946 
 

 (427), 

 (428), 

 (429), 

 (430), 



947 
 

 (431), 

 (432), 

 (433), 

 (434), 
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 (435), 

 (436), 

 (437), 

 (438), 
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 (439), 

 (440), 

 (441), 

 (442), 
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 (443), 

 (444), 

 (445), 

 (446), 



951 
 

 (447), 

 (448), 

 (449), 

 (450), 



952 
 

 (451), 

 (452), 

 (453), 

 (454), 

 (455), 



953 
 

 (456), 

 (457), 

 (458), 

 (459), 
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 (460), 

 (461), 

 (462), 

 (463), 

 (464), 
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 (465), 

 (466), 

 (467), 

 (468), 



956 
 

 (469), 

 (470), 

 (471), 

 (472), 



957 
 

 (473), 

 (474), 

 (475), 

 (476), 



958 
 

 (477), 

 (478), 

 (479), 

 (480), 



959 
 

 (481), 

 (482), 

 (483), 

 (484), 



960 
 

 (485), 

 (486), 

 (487), 

 (488), 



961 
 

 (489), 

 (490), 

 (491), 

 (492), 

 (493), 



962 
 

 (494), 

 (495), 

 (496), 

 (497), 



963 
 

 (498), 

 (499), 

 (500), 

 (501), 



964 
 

 (502), 

 (503), 

 (504), 

 (505), 



965 
 

 (506), 

 (507), 

 (508), 

 (509), 



966 
 

 (510), 

 (511), 

 (512), 

 (513), 



967 
 

 (514), 

 (515), 

 (516), 

 (517), 



968 
 

 (518), 

 (519), 

 (520), 

 (521), 



969 
 

 (522), 

 (523), 

 (524), 

 (525), 



970 
 

 (526), 

 (527), 

 (528), 



971 
 

 (529), 

 (530), 

 (531), 

 (532), 



972 
 

 (533), 

 (534), and 

 (535). 

 

23. The compound of any of claims 1, 10, 13, and 21, wherein:  

each AL is independently CRL1RL2, O, NRL3, CONRL3, NRL3CONRL4, CO, CRL1=CRL2, C≡C, 

C3-11cycloalkyl optionally substituted with 1-6 groups independently selected from RL1 and 

RL2, C3-11heteocyclyl optionally substituted with 1-6 groups independently selected from 

RL1 and RL2, aryl optionally substituted with 1-6 groups independently selected from RL1 

and RL2, or heteroaryl optionally substituted with 1-6 groups independently selected from 

RL1 and RL2, where RL1 or RL2, each independently are optionally linked to other groups to 

form cycloalkyl and/or heterocyclyl moiety, optionally substituted with 1-4 RL5 groups; 

and 
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RL1, RL2, RL3, RL4 and RL5 are, each independently, H, halogen, C1-8alkyl, OC1-8alkyl, 

NHC1-8alkyl, N(C1-8alkyl)2, C3-11cycloalkyl, aryl, heteroaryl, C3-11heterocyclyl, OH, NH2, SH, 

CCH, COC1-8alkyl, CO2H, CN, CF3, CHF2, CH2F, or NO2.  

 

24. The compound according to claim 1, wherein the chemical linking moiety has a 

structure selected from: 

-O-(CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)q-O(CH2)r-O(CH2)s-O(CH2)t-;  

-O-( CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)q-O(CH2)r-O(CH2)s-O-;  

-(CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)q-O(CH2)r-O(CH2)s-O(CH2)t-;  

-CH=CH(CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)q-O(CH2)r-O(CH2)s-O(CH2)t-;  

; 

; ; 

; ; 

; ; 

; ; 

; ; 

; ; 

; ; 

; 

; ; 

; 
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; 

; ; 

; ; 

; ; 

; ; 

; 

; ; 

; ; 

;  

; 

; 

; 

; 

; ; 

; ; 

; 

; 

; 

; ; 
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; 

; 

; 

; 

; 

; 

; 

; 

; 

; ;

; ;

; 

; ;

; ; 

; 

; 
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; ; 

; ; 

; 

; ; 

; ; 

; 

; 

; ; 

; 

; ; 

; ; 

; ; 

; 
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;  

;  

O

N

N

; 

N

O

O ; and  

N

N

O

O , wherein each m, n, o, p, q, r, s and t of the chemical 

linking moiety is independently selected from 0, 1, 2, 3 and 4. 

 

25. The compound according to claim 1, wherein the chemical linking moiety is 

selected from: 

; 

;  
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; 

; 

; 

;  

; 

; 

; and 

. 

 

26. The compound of claim 2, wherein WPTM3 is an optionally substituted pyrazole, 

pyrrole, imidazole, oxazole, oxadiazole, or triazole.  

27. The compound of claim 3, wherein WPTM5 is an optionally substituted pyridine, 

pyrimidine, or pyrazine. 

28. The compound of claim 1, wherein the compound is a member selected from 

compounds 1-151, 156-176, 178-427, 429-488, 490-514, and 517-535. 
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29.  The compound of claim 28, wherein the compound has a Dmax for SMARCA2 that 

is greater than or equal to 80%. 

30.  A composition comprising an effective amount of a bifunctional compound of any 

of claims 1, and a pharmaceutically acceptable carrier. 

31.  The composition of claim 30, wherein the composition further comprises at least 

one of additional bioactive agent or another compound of claim 1. 

32.  The composition of claim 31, wherein the additional bioactive agent is anti-cancer 

agent. 

33.  A therapeutically effective amount of at least one compound of claim 1 for use in a 

treatment of a disease or disorder or ameliorating at least one symptom of the disease or disorder. 

34.  A composition comprising a pharmaceutically acceptable carrier and an effective 

amount of at least one compound of claim 1 for use in treating a disease or disorder or ameliorating 

at least one symptom of the disease or disorder. 

35.  The composition of claim 33 or 34, wherein the disease or disorder is associated 

with SMARCA1, BRAHMA or BRM accumulation and aggregation. 

36.  The composition of claim 35, wherein the disease or disorder is cancer. 

37.  The composition of claim 36, wherein the cancer is a SWI/SNF associated cancer 

or a cancer with a SMARCA4 mutation. 

38.  The composition of claim 37, wherein the SWI/SNF associated cancer or the cancer 

with a SMARCA4 mutation is lung cancer or non-small cell lung cancer. 

39.  The composition of claim 36, wherein the cancer is a SMARCA4-deficient cancer 

or a cancer with decreased expression of SMARCA4 relative to normal SMARCA4 expression.  
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40. The composition of claim 39, wherein the SMARCA4-deficient cancer or the 

cancer with decreased expression of SMARCA4 relative to normal SMARCA4 expression is lung 

cancer or non-small cell lung cancer. 

41. The compound of claim 9, wherein R15 has the chemical structure 
R28a

R28a

 or 

R28a

, wherein R28a is halogen, optionally substituted alkyl, or fluoroalkyl. 

 


