[001360] In any aspect or embodiment described herein, R'** and R'*" together with the

/R23
éf "’//N

carbon atom to which they are attached form ket , wherein R?? is selected from H, Ci.

salkyl, -C(O)Ci.salkyl.In any of the aspects or embodiments described herein, the ULM is of

the formula:
R14a
N (@) / \X
(0]
Ri Ris

\
N
N

\

or a pharmaceutically acceptable salt thereof, wherein R, R3, Ri4a, R14p, and Ris of ULM-
q and ULM-r are as described herein; and X is CH or N.

or

[001361] In any of the aspects or embodiments described herein, R is Ci.¢ alkyl.

[001362] In any of the aspects or embodiments described herein, one of Ri4, and R4y is H, Ci.6
alkyl, Ci¢ haloalkyl, optionally substitute Ci4 alkylamine, Cis alkoxy, (CH2)qCi- alkoxy,
(CH2)4C1-6 alkoxy-C3-C7 heterocycloalkyl, (CH2)qOH, (CH2)qNR27.R27, (CH2)qNHCOC 6 alkyl,
Cs.6 cycloalkyl, or NR27aR27b; each Rog is independently H, Ci.¢ alkyl or NR27.R27v; each R»7. and
Ro7p 1s independently H or Cisalkyl; and qis 1, 2, 3 or 4.

[001363] In any of the aspects or embodiments described herein, one of R4, and R4y is H, Ci-4
alkyl, Ci4 haloalkyl, Ci4 alkoxy, optionally substituted Ci.4 alkylamine, (CH2)Ci6 alkoxy,
(CH2)4C1-6 alkoxy-C3-C7 heterocycloalkyl, (CH2)qOH, (CH2)qNR27.R27, (CH2)(NHCOC .6 alkyl,
Cs.6 cycloalkyl, or NR27aR27b; each Rog is independently H, Ci.4 alkyl or NR27.R27v; each R»7. and
Ro7b 1s independently H or Ci4alkyl; and q is 1 or 2.

[001364] Inany ofthe aspects or embodiments described herein, Rog is Ci.¢ alkyl, Cs.6 cycloalkyl,
Ci-6 haloalkyl, (CH2)qOCi.salkyl, (CH2)qOH, (CH2)¢NR27.R275, (CH2){NHCOC;.¢ alkyl, or

Rag .

Ra9 1s H, Ci6 alkyl, NR27.R27, or (CH2){NHCOC 6 alkyl; and

wherein q 1s 1 or 2.
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CLAIMS

What Is Claimed Is:

1.

A bifunetional-compound having the chemical structure:
PTM—L—ULM,

or a pharmaceutically acceptable salt thereof,

wherein:

(@) the-L is @

formula—-(Ab)g- , wherein:
(AL)q is a group which is connected to the ULM and the PTM;

q efthechemicaHinking-meiety-is an integer greaterthan-oregqual-te-1from 1 to 100;
each A" is independently CR-RY2, O, S, SO, SO, NRE, SO.NR, SONRY, CONR®,

NRSCONRY, NRFSO,NRM, CO, CRM=CR"? C=C, SiR"'R"?, P(O)R'!, P(O)OR',
NRSC(=NCN)NR“*,  NRLC(=NCN), NRLC(=CNO2)NR“,  Csaicycloalkyl
optionally substituted with 1-6 groups independently selected from Rt and R%2, Cs.
1zheterocyclyl 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, NHCy.galkyl, N(Ci-galkyl)., Cz-11cycloalkyl, aryl, heteroaryl, Cs.11heterocyclyl,
OCas.scycloalkyl, SCzsgcycloalkyl, NHCszgcycloalkyl, N(Csscycloalkyl)2, N(Cs.
scycloalkyl)(Cyi-salkyl), OH, NH2, SH, SO.C1salkyl, CC-Ci-galkyl, CCH, CH=CH(C1-
salkyl), C(Cui-salkyl)=CH(C1-salkyl), C(C1-salkyl)=C(Ci-salkyl)2, COC1-salkyl, CO2H,
CN, CF3, CHF;, CH2F, NO», SFs, SO,NHC1.galkyl, SO2N(C1-salkyl)2, SONHC1-salkyl,
SON(Ci-galkyl)2, CONHC1salkyl, CON(Ci-galkyl)2, N(Cigalkyl) CONH(C1-galkyl),
N(C1-salkyl) CON(C1-salkyl)2, NHCONH(C1-salkyl), NHCON(C1-salkyl)2, NHCONH_,
N(Ci-salkyl)SO2NH(C1-salkyl), N(C1-salkyl) SO2N(Ci-salkyl)2, NH SO2NH(C1-salkyl),
NH SO2N(Ci-salkyl)2, or NH SO2NH;
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(b) the ULM is an

wherein:

W? is optionally substituted aryl, optionally substituted heteroaryl, or ;

Ro and Rio are independently hydrogen, optionally substituted alkyl, optionally
substituted cycloalkyl, optionally substituted hydroxyalkyl, optionally substituted
heteroaryl, or haloalkyl, or Re, R1o, 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 :
o
¢ N\»:Ej s (Righ e
— 7 (Rig)p % | (e J Ry
= , \ o} 1 \/N or
0]
N 1 R
N

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;

one of Rua and Ruay are-each-independenthyis H, amireamino, haloalkyl, optionally
substituted alkyl, optionally substituted alkoxy, optionally substituted hydroxyl
alkyl, optionally substituted aledaminealkylamino, optionally substituted
heteroalkyl, optionally substituted alkyl-heterocycloalkyl, optionally substituted
alkoxy-heterocycloalkyl, COR2s, CONR27aR270, NHCOR26, or NHCH3COR2s; and
the other of Ris4a and Ruap IS H; or Rusa and Ruap 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 epexide-epoxy or aziridineaziridinyl;

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, CONR27aR27n, 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;

0is0,1,2,3,0r4;

each Rug 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 R27a and R27p is independently H, optionally substituted alkyl, or R27a and Raz

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
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(i) @ (1),

wherein:

" _is the attachment point to L:

Wpermi is a phenyl substituted with a hydroxy substituent and optionally substituted

with 1 or 2 substituents independently selected from hydroxy, halogen, alkoxy,

alkvl, haloalkyl, amino, phosphate, alkylamino, and cyano;

Wpermz 1s pyridazinyl optionally substituted with an amino group:;

WprMm3 is an optionally substituted 5—6-membered heteroaryl, an optionally

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

heterocyclyl, an optionally substituted bridged bicycloalkyl, or an optionally

substituted bridged biheterocyclyl, preferably an optionally substituted

pyrazole, pyrrole, imidazole, oxazole, oxadiazole, or triazole:

Wperwms 1S an optionally substituted 5—6-membered aryl or an optionally substituted 5—

6-membered heteroaryl; or

@ x
o
(ii) @ (1),

wherein:

" is the attachment pointto L;

WperMmi 1s a phenyl substituted with a hydroxy substituent and optionally substituted

with 1 or 2 substituents independently selected from hydroxy, halogen, alkoxy,

alkvl, haloalkyl, amino, phosphate, alkylamino, and cyano:

Wperm2 1s a pyridazinyl substituted with an amino group: and
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Wperme and Wprm7 are a spirocyclic ring system with a structure selected from:
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2. The compound according to claim 1, wherein the PTM is-represented-by-Formula

3. The compound according to claim 2, wherein Wprm3_ is an optionally substituted

pyrazolvl, pyrrolyl, imidazolyl, oxazolyl, oxadiazolyl, or triazolyl.
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3-4.  The compound according to claim 2, wherein the PTM is+epresented-by-the

formula:
N~ NQ
1]
N__—

HO

4.5.  The compound according to claim 34, wherein the PTM is+epresented-by-the

~wherein: Wprwms is phenyl, pyridinepyridinyl,
pysimidinepyrimidinyl, or pyraginepyrazinyl.

5.6.  The compound according to claim 1, wherein the PTM is+epresented-by-the

formula;
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or 5

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

*

@ 1y,
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8.  The compound according to any-ene-efclaims-1-6claim 1, wherein the PTM is

H & NH
N NH,
N *
NH, NZ
o] | |
N
N/ N\

NH, HO

NH
‘ NH

§ @ g | NH,
N N
N/ N/ N/

HO HO HO

pd

NH,

pd

HO
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HO

HO

HO
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)NH\ZIN/\N
Vi
|

N A

HO

-ahd-

89.  The compound according to claim 1, wherein the ULM-has-a-chemical-structure
selected-from is:

859



wherein:
R1 is H, optionally substituted alkyl, optionally substituted cycloalkyl, optionally substituted
hydroxyalkyl, optionally substituted heteroaryl, or haloalkyl;
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Ru4a is H, haloalkyl, optionally substituted alkyl, methyl, fluoromethyl, hydroxymethyl, ethyl,
‘ or isopropyl;-and-Rup-is-hydrogen-orRus-and-Rup together with-the-carben-atom-te
shleh-heyare-alached-ltorm-o-eyslopronyh,

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 €-CHy; or C=0;

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

P

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

‘ 910. The compound ef-according to claim 1, wherein the ULM is-ef-the formula:

HO S E—

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;

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 abasaminealkylamino,
optionally substituted heteroalkyl, optionally substituted alkyl-heterocycloalkyl, optionally
substituted alkoxy-heterocycloalkyl, COR26, CONR27aR270, NHCOR26, or NHCH3COR2s;
and the other of Ri4a 0r Riap 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,
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heterocycloalkyl, spirocycloalkyl or spiroheterocyclyl, wherein the spiroheterocyclyl is not

epoxide-epoxy or azirdineaziridinyl,

N AN & Rog Y Rog
I 3 I 3 JN j{
Rae™ & Res™ @ Ryg™ NN Rag™ N

Ris is CN, fluoroalkyl,

pp{"il
A

o~

N™ | or optionally substituted b;

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

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

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 ataminealkylamino, optionally substituted
hydroxyalkyl, amireamino, optionally substituted alkynyl, or optionally substituted
cycloalkyl;

0is0,1,0r2;and

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

X Roga % Rasa
11.  The compound according to claim 10, wherein Ris is Rasa or & ,

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

1012. The compound according toef claim 1, wherein the ULM is of the-formula:

14a 14a
\R14b \R14b
m X m ) <
6
R1 (0] R16X _<R15 >( 1 R16 X _<

@ |
N\ Or @
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wherein:

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

each of X* X°, and X8 is independently-selected-from-CH and-or N, wherein no more than 2
are N;

R is C1.6 alkyl;

one of R¥ or R is H, optionally substituted alkyl, optionally substituted haloalkyl,
optionally substituted alkoxy, optionally substituted hydroxyl alkyl, optionally substituted
abodaminealkylamino, 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-epoxy or aziridineaziridinyl;
each R27a and Roz is independently H or Cig alkyl;

s o Ty

/ Voo Y %N

RiSis, R N/), RZSJ\\Nj, Nj RN or CN;

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

'§%\ '32—\

N(C1_4a|ky|)2 ’ or NHC(O)C1_4a|ky| ’

R8¢ is H, methyl, fluoro, or chloro;
R is H, Ci-salkyl, fluoro, chloro, CN, or Ci-salkoxy; and

7N

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

1113. The compound according toef claim 1812, wherein:

one of R or RMP are selected from:is H, Ci.4alkyl, C1.4 haloalkyl, C1.4 hydroxyalkyl, Ci.
salkyloxyalkyl, C1.4 alkyl-NR27aR27 and CONR27aR276; and the other of R or R is H; or

R4 and R, together with the carbon atom to which they are attached form a €2Cs.4

cycloalkyl.
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1214. The compound according toef claim 10-er1112 or 13, wherein R and R4

;é N’R23
ay/
together with the carbon atom to which they are attached, form ks , wherein R? is
selected from H, Ci.salkyl, and -C(O)Cy-salkyl.

1315. The compound according toef claim 1812, wherein the ULM is-ef-the fermula:

R14a

Ri4a

\""R14p HO,,
N
Ris Ry

—wherein:

X*is CH or N, and

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

1416. The compound according toef claim 10-er131, erapharmaceuticallyacceptable
salt-thereof-wherein Ry is Cis alkyl.

1517. The compound according toef any one of claims 16,-13-6+21412, 15, or 16, 0ra
pharmaceutically-aceeptable salt thereof. wherein:

one of Rwua Or Ruw is H, Cis alkyl, Cis haloalkyl, optionally substitute Ci4
allkeplaminealkylamino, Cie alkoxy, (CH2)¢Cie alkoxy, (CH2)qCies alkoxy-Cs-7
heterocycloalkyl, (CH2)qOH, (CH2)qNR27aR27, 0r (CH2)qNHCOC 16 alkyl;-er-NR27:Ra7;
and the other of R or R™ is H; or R and R, together with the carbon atom to which
they are attached form Cz.5 cycloalkyl;

each Ros is independently H, Cisalkyl, or NR27aR27b;

each R27a and Ra7p is independently H or Cy.6 alkyl; and
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q of the VEM-ULM is 1, 2, 3, or 4.

1618. The compound according toef any one of claims 40,-13-6+1412, 15, or 16, era
pharmaserteathaceeptablasali-thercol—wherein:

one of Rusa Or Rup is H, Ci4 alkyl, Ci.4 haloalkyl, Ci.4 alkoxy, optionally substituted Ci.4
allkerlaminealkylamino, (CH2)qCis alkoxy, (CH2)qCis alkoxy-Cs-7 heterocycloalkyl,
(CH2)qOH, (CH2)qNR27aR27b, 0r (CH2)qNHCOC 1.6 alkyl-0+-NR27:R27; and the other of R4
or R¥ is H; R and R, together with the carbon atom to which they are attached form
Cs.s cycloalkyl;

each Ry is independently H, Ci.salkyl or NR27aR27p;

each R27a and Ra7p is independently H or C1.4 alkyl; and

q of the VEM-ULM is 1 or 2.

1719. The compound according toef any-ene-ofclabms-9claim 10, era-pharmaceutically
aceeptable-saltthereof-wherein:
Rog is Cisalkyl, Cascycloalkyl, Ci¢haloalkyl, (CH2)qOC1-salkyl, (CH2)qOH, (CH2)qNR27aR27b,
=
(CH2)qNHCOC1.s alkyl, or Rag
R2g is H, Ci.salkyl, NR27aR275 or (CH2)qNHCOC 1.6 alkyl; and
q of the VEM-ULM is 1 or 2.

1820. The compound according toef claim 1012, erapharmaceutically-acceptable-salt

thereof-wherein R? is isoxazolyl, 4-chloroisoxazolyl, 4-fluoroisoxazolyl, or pyrazolyl.

1921. The compound according toef claim 1820, er-apharmaceuticallyacceptable-salt
thereof-wherein X* is CH.

2022. The compound according toef claim 48-6+191, wherein the ULM has-the-formulais:

865



wherein:

R is C16 alkyl;
X*is CHor N;
Rsois H, F, or Cl;
R is H, Ci.4alkyl, fluoro, chloro, CN, or Ci.4alkoxy;-and
Ros is H, methyl, CHoN(Me)2, CH2OH, CH2O(Cialkyl), CH.NHC(O)Cialkyl, NHy,
= =
N(Craalky)z o NHC(O)Cr.4alkyl - and

\

'\ indicates the site of attachment of L.

2123. The compound according toef claim 2022, wherein the ULM has-the-formulais:
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\

_wherein Ry is H, F, or Cl, and

indicates the site of attachment of L.

2224. The compound according toef any-ene-ofelaims1,-10,-13-and-21claim 1, wherein
the ULM is a ULM as provided in a compound selected from:
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wherein indicates the site of attachment of L.
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(R%o.6

(v " W

L

wherin:

W and W2 are each independently aryl, heteroaryl, cyclic, heterocyclyl, C1.6 alkyl,

bicyclic, biaryl, biheteroaryl,or -biheterocyclyl, each optionally substituted with R®, each
R? is independently a H, halo, OH, CN, CFs, hydroxyl, nitro, C=CH, C..¢ alkenyl, Co.g

alkynyl, optionally substituted linear or branched C:-Cg alkyl, optionally substituted

linear or branched C1-Cs alkoxy, optionally substituted linear or branched OC;.zalkyl,
OH, NHz, NRY'RY?, CN;

or 2 R° groups taken together with the atom they are attached to, form a 4-8 membered ring

system containing 0-4 heteroatoms;
Y1 is each independently a bond, NRY"', O, S, NRY-2 CRY"RY2 C=0, C=S, SO, SO»,

optionally substituted linear or branched C1-Cs alkyl and optionally one or more C atoms

are replaced with O, or optionally substituted linear or branched C;-Cg alkoxy;

O is a 3-6 membered alicyclic or aromatic ring with 0-4 heteroatoms, optionally bridged,

optionally substituted with 1-6 R?, each R® is independently H, optionally substituted

linear or branched Ci. alkyl optionally substituted by 1 or more halo or C1.¢ alkoxyl:

or 2 R° groups taken together with the atom they are attached to, form a 3-8 membered ring

system containing 0-2 heteroatoms;

RYL RYL2 are each independently H, OH, optionally substituted linear or branched C1.¢ alkyl

optionally substituted by 1 or more halogen or Ci.¢ alkoxyl;

or R!, R? together with the atom they are attached to, form a 3-8 membered ring system

containing 0-2 heteroatoms;
nis0,1,2,3,4,5,6,7,8,9,0r10; and

%”‘" indicates the attachment point to the PTM or ULM moieties.
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1 1 1 H

RERY_RS_RY and-RE>-are—each-independenthy,—H —halogen—Cisalkod—OC salkyl;
NHC _gatkyl, N(Cisalkyl):, Cs.icycloalkyl, aryl, heteroaryl, Cs.i:heterocyelyl, OH, NH:, SH,
CCH, COC galkyl, COH, CN, CF3, CHF, CHoF or NO».

2426. The compound according to any one of claims 1 to 24, wherein the chemical-Hnking
motety-has-a-structure-selected-fromL is selected from:
-0-(CH2)m-O(CH2)n-O(CH2)0o-O(CH2)p-O(CH2)q-O(CH2)-O(CH2)s-O(CH2):-;

-0-( CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)q-O(CH2)-O(CH2)s-O-;
-(CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)¢-O(CH2)r-O(CH2)s-O(CH2)t-;
-CH=CH(CH2)m-O(CH2)a-O(CH>)o-O(CH2)p-O(CH2)¢-O(CH2)-O(CH2)s-O(CH2)t-;
—O(CH;),NCH3C(=0)(CHz)n— -

/7 \ /N
~(CH2)mO(CH2),—N N—(CH2)oO— -(CH2)mO(CH2), =N N—(CH3),—

CH5),O(CH5),O(CH5),—N N—CI-,| O— -(CH5),,O(CH,),O(CH —N, N—(CHy),—
'( 2)m ( 2)n ( 2)0 ( 2)p . '( 2)m ( 2)n ( 2)0 ( 2)p .

~(CH2)mO(CH),—N % N—(CH2)oO— ~(CH2)mO(CHz),—N g N—(CHz)o—

~(CH2)mO(CH),—N g N—(CH2)oO— ~(CH2)mO(CH,),—N % N—(CHz)o—

-(CH2)mO(CHy),—N ] N—(CH2)o0O— -(CH2)mO(CHz),—N ] N—(CHz)o—

-(CH2)mO(CHz)h—N | N—(CH2)oO— -(CH2)O(CH,),—N | N—(CHz)o—
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«(CH2)mO(CHz)s =N N—(CH2)o0— -(CH2),O(CHz)p =N N—(CHp)o—

CHs,

H,;C .
_(CHz)m%OACN—(CHz)nO_

—(CH2)m {} @N (CHz)nO- -(CHy)y—=—(CHy),— N—(CH2),0—
-(CHp)y——=—=—(CHy),— N (CH2)o— ’
_ /N
~(CH2)m—=—=""(CH,),0(CH;),—N N—(CH;),0—
_ /N
~(CH2)m—==""(CH,),0(CH),—N N_(CHZ)p_; —(CH2)mO(CH2)nO(CH2)oO*<>N—

/N /N
«(CH,)mO(CHz),—N N—(CH%O{N— «(CH )N N—(CH»@&N—(CHQO—

O(CH )N, N—(CHz),0—< N—(CHa)o— —N:}o—«:Hz)m

—Nyo—m(HZC) N—(CHz),0 —Ni}o—(CHz)m—N N—(CH,),—

/N
ACHIROCHI N N—(CHoN )—

-(CH )N N—(CH2>n—Ni>—;—<CHz>mO(CH2)n—N N—(CHy),-N >—0—
«(CH)pN N—(C%»—N&O—;-(CHZM—N N—(CHy),N, >—0(CHy)o—

—O(CH2)m —N

Y

(CH) N >—(CH2),0-

«(CH2)mO(CHa),—

-(CHy);O(CHy),—N —(CH,) @—CHZ
—<CH2)0—§\}<CH2>F,O—
—o{}o—m(HZC)AO—(CHZ)no—_ —o

o
i?

-(CH2)mO(CH2)n—

E]E

—0—>—0—(eHu—~ N-eH0— —0—>—o- (CH2)m42:>
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—o{}o—(CHz)m4<:/\N—C(CHs)z(CHz)nO
—o{}o—(CHZ)m—CN—(CHz)nCFz(CHz)po—
~0—>—0—eHan—_ N—(CHh—

/ \ , / \
—O{}O—(CHz)m—N N—(CHz)nO—; —O<>~O—(CH2)m—N N—(CH,),—

—0— >0 (N )—(CHN |
/N
—o{}o—(CHz)m—N N—(CHZ)n—CN—_

—O&O—(CHz)m@(CHz)n—N/_\N—(CHZ)o—
N —/ :
-(CHz)m—O<>O— (CHz)n—NCN—(CHZ)n—1
—(CHz)m—O<}O— (CHz)n—NCN—(CHz)nO—;
12010~ >0 (10— N—(CH—=—
—(CH2)n—0— >—(CHah— C}(CHz)no—_

—<CHz>m{}<CHz>n/ C}(CHQ»O—_
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_O<>04<\i:/>%(CH2)mO {} { )——=——(CHg)m—

—0{}0@%@%% 0&0@7 (CHy)O—
—O{}O—(CHZ)mACN—(CHZ)nO—CN—_
_o&o—m(HZC)@N—(CHZ)n{}(CHz)nO__
-(CHZ)mo<>CN—(CH2)no—_ —(CHz)mO<><:>N—(CH2)n—

CHj;

)\CT;(CHz)nO_
N ; —o{}OACN—CFO)(CHz)no—;

—o—(CHz)nQN—(CHz)mW(CHZ) 0—
—O—(CH n JR—
(CH,) {}N(CHz)m%(CHz)OO— _O$C(=o)—N/\:>*(CH2)nO_

_ = (CHp0— —0—< >0 N—(CH,),0—
o{}o@—( |

~ —0{}0 N—(CHp),0—
—O{>O{}<CHz>m—N—<CH2>no— ! _
—o—<CH2>m{}(CH2)n

(CH2)p— o—.
—O0— (CHz)m<:N (CHy)n

H
(CHz)—0— /\ <\/ C ©
HsC
_ / N\
)—==—CFy(CHp)s—N  N—(CH,),,O-
-/
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CHs
_(CHz)mACN{}(CHZ)p— /\:>—(CH2)no__ -(CHz)mO(CHz)nO@—< _
e N CH,

)—CN{}(CHZ);)— C}(CHQ»O- {(CH2)mO(CH)O @—( |
_(CH,),O(CH,) @—< -(CH,),O(CH,) @—<
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, and

3029. A pharmaceutical composition comprising an-effective-ameunt-of-a-bifunctional-a
compound according toef any-ef-claims 1, and a pharmaceutically acceptable carrier.

3130. The pharmaceutical composition according toef claim 3629, wherein the
composition further comprises at-least-ene-efan additional bioactive agent-er-another-compound
of claim 1.

3231. The pharmaceutical composition according to efclaim 3230, wherein the additional

bioactive agent is anti-cancer agent.

3432. A pharmaceutical composition comprising a pharmaceutically acceptable carrier

and an-effective-amount-ef-at-least-enea compound according to ef claim 1 for use in treating a

ataldala n-=n a 'nann alaBEa ea alala Viaalalvalaala alalla _aSe-0 .n;- Cancer.
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3733. The pharmaceutical composition according toef claim 3632, wherein the cancer is

a SWI/SNF associated cancer or a cancer with a SMARCA4 mutation.

3834. The pharmaceutical composition according to efclaim 3733, wherein the SWI/SNF

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

cancer.

3935. The pharmaceutical composition according to ef-claim 3632, wherein the cancer is

a SMARCAA4-deficient cancer or a cancer with decreased expression of SMARCA4 relative to
normal SMARCA4 expression.

4036. The pharmaceutical composition according to ef—claim 3935, 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.

X Roga
.c-has the_chemical structure szaaﬂc
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