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: -(AY)e- , 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 A" is independently CR-RY2, O, S, SO, SO, NRE, SO.NR, SONRY, CONRY,

NRSCONRY, NRESO,NRM, CO, CRM=CR"? C=C, SiR"'R"?, P(O)R'!, P(O)OR",
NRSC(=NCN)NR“*,  NRLC(=NCN), NRLSC(=CNO2)NR“,  Cs.aicycloalkyl
optionally substituted with 1-6 groups independently selected from Rt and R%?, Cs.
1zheteocyclyl optionally substituted with 1-6 groups independently selected from R:!
and R“?, aryl optionally substituted with 1-6 groups independently selected from R
and RY?, or heteroaryl optionally substituted with 1-6 groups independently selected
from R and R, where R or RY?, each independently are optionally linked to other
groups to form cycloalkyl or heterocyclyl moiety, optionally substituted with 1-4 R

groups; and

R, R, RS, RY and RY® are, each independently, H, halogen, Ci.salkyl, OC1.salkyl, SCi-

galkyl, NHC1.galkyl, N(Ci-galkyl)., Cz.11icycloalkyl, aryl, heteroaryl, Cs.11heterocyclyl,
OCazsgcycloalkyl, SCassgcycloalkyl, NHCz.scycloalkyl, N(Cs.scycloalkyl)2, N(Ca-
scycloalkyl)(Ci-salkyl), OH, NH2, SH, SO.Ci.galkyl, CC-Ci-salkyl, CCH, CH=CH(C:-
salkyl), C(Cui-salkyl)=CH(C1-salkyl), C(C1-salkyl)=C(Ci-salkyl)2, COC1-salkyl, CO2H,
CN, CF3, CHF;, CH2F, NO», SFs, SO2NHC1.galkyl, SO2N(C1-salkyl)2, SONHC1-salkyl,
SON(Ci-galkyl)2, CONHC:.salkyl, CON(Ci-galkyl)2, N(Ci-galkyl)CONH(C1-salkyl),
N(C1-salkyl) CON(C1-salkyl)2, NHCONH(C1-salkyl), NHCON(C1-salkyl)2, NHCONHz,
N(C1-salkyl)SO2NH(C1-salkyl), N(C1-galkyl) SO2N(C1-galkyl)2, NH SO2NH(C1-salkyl),
NH SO2N(C1-salkyl)2, or NH SO2NH?;
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(b) the ULM is an E3 ubiquitin ligase binding moiety that binds a VVon Hippel-Lindau E3 ubiquitin

ligase and that is represented by the chemical structure:

wherein:
Ro
g_éRm
W2 is optionally substituted aryl, optionally substituted heteroaryl, or Ris ;

Ro and Rio are independently hydrogen, optionally substituted alkyl, optionally
substituted cycloalkyl, optionally substituted hydroxyalkyl, optionally substituted
heteroaryl, or haloalkyl, or Re, R10, and the carbon atom to which they are attached
form an optionally substituted cycloalkyl;

R11 is optionally substituted heterocyclyl, optionally substituted alkoxy, optionally

R12
§—N
substituted  heteroaryl,  optionally  substituted  aryl, R1s :
@]
§ Nm i (Righ s
— _(R18)p -2 T (s e} [Rig)p
= ’ \ o} , \/N or
@]
N ]
N o Rag

N

R12 is H or optionally substituted alkyl;
Ris 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;

Ri4a and Ruap 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, CORzs,
CONR27aR27b, NHCOR26, or NHCH3CORs; and the other of Ri4a and Ruap is H; or
Ri4a and Rusp 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;

W?® is optionally substituted phenyl, optionally substituted napthyl, or an optionally
substituted 5-10 membered heteroaryl,

Ris is H, halogen, CN, OH, NO2, NR27aR27, OR27a, CONR27aR275, NR27aCOR27p,
SO2NR27aR276, NR27aSO2R27b, optionally substituted alkyl, optionally substituted
haloalkyl, optionally substituted haloalkoxy, optionally substituted aryl, optionally
substituted heteroaryl, optionally substituted cycloalkyl, or optionally substituted
heterocyclyl;

each Rie is independently halogen, CN, optionally substituted alkyl, optionally
substituted haloalkyl, hydroxy, or optionally substituted haloalkoxy;

0is0,1,2,3,or4

each Ryg is independently H, halogen, optionally substituted alkoxy, cyano, optionally
substituted alkyl, haloalkyl, or haloalkoxy;

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

each Ro7a and Ro7p is independently H, optionally substituted alkyl, or R27a and R27p
together with the nitrogen atom to which they are attached form a 4-6 membered
heterocyclyl;

pis0,1,2,3,or4;and

-~ indicates the site of attachment of the L; and
(c) the PTM is a SMARCAZ2 protein targeting moiety having a chemical structure represented by

Formula I or lII:
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*

* Gon)
S0 o
@ (1) or @ (mn,

wherein:

WermMmi is an optionally substituted 5- or 6-membered aryl or an optionally substituted 5- or 6-
membered heteroaryl, wherein the optional substitutions of Wprwmi are 1, 2, or 3
substituents independently selected from hydroxy, halogen, alkoxy, alkyl, haloalkyl,
amino, phosphate, alkylamino, and cyano;

WerMm2 is an optionally substituted 5- or 6-membered aryl or an optionally substituted 5- or 6-
membered heteroaryl, wherein the optional substitutions of Wprwm2 are 1, 2, or 3
substituents independently selected from hydroxy, halogen, alkoxy, alkyl, haloalkyl,
amino, alkylamino, and cyano;

Werm3 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 Wprwms are 1 or 2 substituents independently selected from hydroxy,
halogen, alkoxy, alkyl, haloalkyl, amino, alkylamino, and cyano;

Wprrwms 1s 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 Wprms are 1 or 2 substituents independently selected
from hydroxy, halogen, alkoxy, alkyl, haloalkyl, amino, alkylamino, and cyano;

Wprtms and Wprmy are independently an optionally substituted 4—7 membered cycloalkyl or
an optionally substituted 4-7 membered heterocyclyl, wherein the optional substitutions
of Wprms and Wprm7 are 1 or 2 substituents independently selected from hydroxy,
halogen, alkoxy, alkyl, haloalkyl, amino, alkylamino, and cyano, wherein the rings of

Wrrme and Wpermy 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

™ oy
(e

or a pharmaceutically acceptable salt thereof, wherein:

%

WermMmi is an optionally substituted phenyl or a pyridyl;

WperMm2 is an optionally substituted 6-membered heteroaryl;

WerrMms3 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;

Wprrwms 1s 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:
N™ NTX
I 1
N~ N~

HO O HO O
or

or a pharmaceutically acceptable salt thereof, wherein:

Wperms 1s 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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Wprrwms s 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

N~ N
1
N~

formula:

HO

or a pharmaceutically acceptable salt thereof, wherein:

Wprrms is phenyl, pyridine, pyrimidine, or pyrazine.

5. The compound according to claim 1, wherein the PTM is represented by the
formula:
2\
I
N
NH, =N NH, (N *
N\*
NS NS
N 1
N~ N~
HO HO
or ;

or a pharmaceutically acceptable salt thereof.

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

@ |\§

(1,

or a pharmaceutically acceptable salt thereof, wherein:
WermMmi 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;
WerrMm2 is a pyridazine substituted with amino group; and

Wperme and Wprm7 are a spirocyclic ring system with a structure selected from:

S
N >N
N N
o\) ~
N, N—"

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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and

8. The compound according to claim 1, wherein the ULM has a chemical structure
selected from:
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Ri4a

Riap

R14a b\‘(
H ‘I
N Ri4p RIS
N
(e}
R, R
f0) 15

, and
HO

Ri4a

l4b
N
Ry
o

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

wherein:

hydroxyalkyl, optionally substituted heteroaryl, or haloalkyl;

Ru4a is H, haloalkyl, optionally substituted alkyl, methyl, fluoromethyl, hydroxymethyl, ethyl,
or isopropyl; and Ruap is hydrogen; or Ri4a and Ru4pn, together with the carbon atom to
which they are attached form a cyclopropyl;

R1s is H, halogen, CN, OH, NO>, optionally substituted heteroaryl, optionally substituted aryl;
optionally substituted alkyl, optionally substituted haloalkyl, optionally substituted
haloalkoxy, optionally substituted cycloalkyl, or optionally substituted heterocyclyl,

Xis C, CHa, or C=0;

Rs is absent or an optionally substituted 5- or 6-membered heteroaryl; and
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\
K /
\

"™ indicates the site of attachment of the chemical linker group.

\

9. The compound of claim 1, wherein the ULM is of the formula:
HO,
b H  Risa HO,
Oj( 'R14b | H R14&1
N R
0 Qﬁ( 14b

or a pharmaceutically acceptable salt thereof, wherein:

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

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

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

WP is optionally substituted phenyl, optionally substituted napthyl or optionally substituted
pyridinyl,

one of Ri4a Or Ruap 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, COR2s, CONR27aR270, NHCOR26, or NHCH3COR2s;
and the other of Ri4a 0r Ruiap IS H; or Ri4a and Ru4p, 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

js AN o~ N,st o~

/) / /C\ /Z/‘(

R J R ~ R N
Ris is CN, fluoroalkyl, = 2° N) ;8 N) , Rem N T oy :

epoxide or aziridine;
Rog

Yy
N o
R2z3/<\3 1>
N” | or optionally substituted ;

each Rie Is independently halogen, CN, optionally substituted alkyl, optionally substituted
haloalkyl, hydroxy, or haloalkoxy;
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each Rys is independently H, optionally substituted alkyl, or NR27aR27p;

each Ro7a and Ra7p is independently H, optionally substituted alkyl, or R27a and Ra7, together
with the nitrogen atom to which they are attached form a 4-6 membered heterocyclyl;

Rog 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;

0is0,1or2;and

b ,

«and --°"" indicates the site of attachment of the chemical linker group.

\

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

14a 14a
R 14b

3 HN— HO,, HN—R
N o) // ‘}(4 N e // \><4

6= ///6—
(o) 16 X 16 X
R R _<R15 R OR _<R15
1||=i" |
AN Or @

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

wherein:

each of X* X®, and X® is independently selected from CH and N, wherein no more than 2 are
N;

R'is Ci6 alkyl;

one of R¥ or R 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, COR?, CONR?"2R?™®
NHCOR?, or NHCH3COR?®; and the other of R** or R is H; or R*** and R, 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 Roz is independently H or Cis alkyl;
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?o = N /
/ VN, ) %N\
R15 IS’ R28 N/), R28’<\l\lj, \\I\Ij, R28C _ N 1 Or CN,

R% is H, methyl, CH2N(Me);, CH,OH, CH,0(Ci.salkyl), CH,NHC(O)Ci-salkyl, NHo,

%: I S

N(C;_4alkyl), ,or NHC(O)C;_jalkyl :

R?C is H, methyl, fluoro, or chloro;
R is H, Ci.4alkyl, fluoro, chloro, CN, or Ci-salkoxy; and

.
\/
\

7N

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

11.  The compound of claim 10, wherein:

one of R or R are selected from: H, Cy.4 alkyl, C1.4 haloalkyl, C1.4 hydroxyalkyl, C1.4
alkyloxyalkyl, C1-4 alkyl-NR27aR27 and CONR27aR27b; and the other of R or R is H; or

R and R, together with the carbon atom to which they are attached form a Co4

cycloalkyl.

12.  The compound of claim 10 or 11, wherein R*2 and R*" together with the carbon

_ R23
& N

atom to which they are attached, form = I , wherein R? is selected from H, Ci.alkyl, -
C(O)Cu-salkyl.

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

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

7N

" 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 Ry is C1¢ alkyl.

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

one of Rua or Rup is H, Ci alkyl, Ci.6 haloalkyl, optionally substitute Ci1-4 alkylamine, Ci1.6
alkoxy, (CH2)qCie alkoxy, (CH2)qCie alkoxy-Cs-7 heterocycloalkyl, (CH2)qOH,
(CH2)qNR27aR276, (CH2)qNHCOC1.s alkyl, or NR27aR27; and the other of R or R is H;
or R and R, together with the carbon atom to which they are attached form Css
cycloalkyl;

each Ros is independently H, Cisalkyl, or NR27aR27b;

each R27a and Roz is independently H or C1¢ alkyl; and

gofthe 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 Ruisa Or Ruap is H, Ci4 alkyl, Ci.4 haloalkyl, Ci.4 alkoxy, optionally substituted Ci4
alkylamine, (CH2)qC16 alkoxy, (CH2)qCi-s alkoxy-Cs-7 heterocycloalkyl, (CH2)qOH,
(CH2)qNR27aR276, (CH2)qNHCOC 1.6 alkyl, or NR27aR27; and the other of R*2 or R is H;
R and R, together with the carbon atom to which they are attached form Cs.s cycloalkyl;

each Ros is independently H, Ci4alkyl or NR27aR27;

each R27a and Ro7p is independently H or C1.4 alkyl; and

g 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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R2s is C1salkyl, Cascycloalkyl, C1haloalkyl, (CH2)qOC1-6alkyl, (CH2)qOH, (CH2)qNR27aR 27,
'%%\
(CH2)qNHCOC s alkyl, or Rao -
R29 is H, C1salkyl, NR27aR27b or yNHCOC 16 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
X*is CH.

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

, or a pharmaceutically acceptable
salt thereof,
wherein:

R is C1.6 alkyl;

X*is CHor N;
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Rsois H, F, or Cl;
R is H, Ci-salkyl, fluoro, chloro, CN, or Ci-salkoxy; and
Rog is H, methyl, CH2N(Me)2, CH.OH, CH.O(Ci4alkyl), CH2NHC(O)Ci.salkyl, NH,

P S

N(C1.aalkyDz o NHC(0)Cy_salkyl

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

OH
O R! N o R
)\)J\H/KH/N T’\)J\H/KH/N
N (@] N (@]
o NH

or a pharmaceutically acceptable salt thereof, wherein Rz is H, F, or CI.

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

(533),

and

each At is independently CR“'R"?, O, NR"%, CONR":®, NR-*CONR", CO, CR"=CR"?, C=C,
Cs-11cycloalkyl optionally substituted with 1-6 groups independently selected from R and

RY2, Cs.11heteocyclyl optionally substituted with 1-6 groups independently selected from

R and RY?, aryl optionally substituted with 1-6 groups independently selected from R:*

and R“2, or heteroaryl optionally substituted with 1-6 groups independently selected from

R and R, where R or RY2, each independently are optionally linked to other groups to

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

and
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R, RY2, RE, RY and R™® are, each independently, H, halogen, Ci-salkyl, OCi.galkyl,
NHCi-salkyl, N(Ci-salkyl)2, Cs.11cycloalkyl, aryl, heteroaryl, Cs.i1heterocyclyl, OH, NH2, SH,
CCH, COC1.salkyl, CO2H, CN, CF3, CHF2, CHzF, or NOx.

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)-O(CHz2)s-O(CH2)t-;

-O-( CH2)m-O(CH2)a-O(CH2)o-O(CH2)p-O(CH2)-O(CH2)-O(CH2)s-O-;
-(CH2)m-O(CH2)n-O(CH2)o-O(CH?2)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)-O(CH2)s-O(CH2):-;
—O(CH,),NCH3C(=0)(CHy)m— -

CH,).O(CH,),—N  N—(CH,),0— -(CH,),O(CH,),—N  N—(CH,),—
'( 2)m ( 2)n ( 2)0 "( 2)m ( 2)n 2)o :

/N /N
-(CH2)MO(CH2)nO(CH2)o=N - N=(CH),0—  ~(CH3)O(CH2),O(CH2)o =N N—=(CHa),—

~(CH2)mO(CH2) —N g N—(CH2),0— '(CHZ)mO(CHZ)n_Ni N—(CHz)o—

-(CH2)mO(CH2) —N %N_(CHZ)OO_ -(CH2)mO(CHZ)n =N gN_(CHz)o_

-(CH2)mO(CH2),—N ] N—(CH2)oO— -(CH2)nO(CHz)n—N ) N—(CHz)o—
-(CH2)mO(CHz)—N | N—(CH2)oO— -(CH2)mO(CH,),—N | N—(CH2),—

/N /N
«(CH2)mO(CH2)s =N N—(CH2)o0— -(CH2),O(CH)r =N N—(CHg)o—

H,C :

—CHn—=— >0~ N-(cHp0-

—(CHp)p—= o{}OACN— CH ’o ——  (CHp—N  N—(CHy),0—
2Im—= (CH2)R0- (CHy)p—=—-(CHz)y =N N—(CH),0—

CHj3

«(CHp)y—=—"(CH2), =N N=(CHz)o—
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~(CHz)m—=—=""(CHy),0(CH,)o— N— (CHZ)pO_
\_/

«(CH2)—=—=""(CH),0(CH,),—N N—(CH2)o—  _(CH,),,O(CH,),O(CH,) o~<>N—
\_/ 1 2)m 2/n 2)o

/N /N
{(CH)mO(CHy)y—N N—<CH2>00@N— {(CHy)p~N N—<CH2)n0@N—<CH2>O—

-O(CHy)m—N N (CHz)nOKEN (CHz)o— _—N:}O (CH2)m N (CH ) 0—

—Ni}O—m(HZC)ACN—(CHz)nO _Ni}O_(CHz)m_N\_/N_(CHz)n_
{CHOCH N N-(CH N%

G N N=(CHN D (CHIOCH N N—(CHa N}O—
(CHo)nN  N—(CHy),- Ni}O— (CHa)nN (oH2>n-N}O<CHz>o—
—O(CH2)m — Q*(CHz)n—Ni}(CHz)oo__
_O(CHz)m{}(CHZ)nOACN—(CHZ)O/Ni}(CHz)pO—

{CHaIO(CH N N—(CHo)-N >—0(CH )~

-(CHa)mO(CHz)—N  N—(CHy) @—CHZ |

N_ b

~(CH)mO(CHz)n— —(CHz)o—@ﬂCHz)pO—
{}o—m(HZC)AOf CH2)nO— {} m(HZC)@— H(CH,)

_O&O_(CHZ)mACN_(CHZ)nO_ _ —o{}o—(CHZ)m—Z:/\N—(CHZ)no— .
—O<>O—(CHz)m@N_C(CHS)z(CHz)nO _
—o{}o—(CHz)m@N—(CHz)nCF2(CH2)po—
~0— >0 (et N—(CHi—

/ \ ’ / \
—o{}o—(CHz)m—N N—(CHz)nO—_—O<>O—(CH2)m—N N—(CHg)y—

]E]
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—O‘<>O—(CH2)m—N N—(CHy), ;

-
00— CHn—_)—(CHauN_ N-(CHo—
(CHgy~0— =0 (CHan—N_ N—(CHon—
(@0~ 0= (CHy =N N—(CHar0—
m(HZC)'_O{>O_ n(HZC)@N_(CH2)n+ _

N_

.

N (CHo)n—- N (CH2)mO—
o
\ N/ \ (CHa)mO—
—N —N
—o{}o{ )——=——(CHy)mO— —o{}o{ )——=——(CHg)n—
N

—o{}o—m(HzC)ACN—(CHz)n{}(CHz)no— _
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(oo~ X N-(eHp0— Cramo—< X N-CHn-

)\C[(CHz)no_
N ; —o{}oCN—C@O)(CHz)no—

_O_(CHz)n%N_(CHz)m %(CHZ)OO_
—O—(CHy), N(CH3)n, — —
{} 2 %(CH»OO _O{}C(=O)_N (CHZ)nO—

_ T (CHp),0— —O o) N—(CH,),0—
e 0o}

H
Y —O<>04<:13N—(CH2),10—
—O{}O{}(cm)m—N—(CHz)no— !
O~ (CHln—>—(OHa)—=—(GHa)y—0—.
HsC
_ I\
)="CFyCHI—N_ N—(CHy)O-
_/
CHj
—(CHZ)mACN{}(CHz)p—N/\:>—(CH2)no__ -(CHz)mO(CHz)nO@—< .
HsC N= CH
)—CN{}(CHz)p—NC}(CHz)nO-_ -<CH2)m0(CH2>nOQ—§

{(CH,)mO(CHy) ©—< -(CHz)mO(CHy) @—<
-(CH2),,O(CHy), N\_/ (CHz)@—<
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(CHa)nOCH )< >—(CH N )—(CHO(CHy)-
/_\
(CHIROCH~N_ N—(CH) W

Q ¥ ;
s : : ’ , \\O > and

s 0~

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

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

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

selected from:

N/\/Og‘\
}E\O/\/@

o oy
b O
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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 Wprwms 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 SMARCAZ 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.  Atherapeutically 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 SMARCAA4-deficient cancer

or a cancer with decreased expression of SMARCAA4 relative to normal SMARCA4 expression.
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40.  The composition of claim 39, wherein the SMARCAA4-deficient cancer or the
cancer with decreased expression of SMARCAA4 relative to normal SMARCA4 expression is lung

cancer or non-small cell lung cancer.

Roga

o
41.  The compound of claim 9, wherein Ris has the chemical structure Resa o
~F Roga
& , Wherein Rasa is halogen, optionally substituted alkyl, or fluoroalkyl.
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