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(1aR,1bS,4aR,7aS,7bR,8R,9aS)-4a,7b-
dihydroxy-3-(hydroxymethyl)-1,1,6,8-

prostratin tetramethyl-5-oxo-1,1a,1b,4,4a,5,7a,7b,8,9-

decahydro-9aH-cyclopropal3,4]benzo[1,2-
elazulen-9a-yl acetate

bryostatin-1

(18,38,5Z,7R,8E,118,128,13E,155,17R,20R,23R,2
585)-25-Acetoxy-1,11,20-trihydroxy-17-[(1R)-1-
hydroxyethyl]-5,13-bis(2-methoxy-2-
oxoethylidene)-10,10,26,26-tetramethyl-19-oxo-
18,27,28,29-
tetraoxatetracyclo[21.3.1.137.1115]nonacos-8-en-
12-yl (2E,4E)-2,4-octadienoate

H
o ,““Gi«{; (1?JQ,ZS,SR,SaS,GS,8aS,9R,10aR)-5,5a-
. $ Dihydroxy-4-(hydroxymethyl)-1,1,7,9-
. S Sl SO tetramethyl-11-oxo0-1a,2,5,52,6,9,10,10a-
ingenol o N }5 \\, octahydro-1H-2,8a-
\}w C{ HO }«--%{f methanocyclopentala]cyclpropale][10]annulen-6-
AN ‘m,.(: HO  SOH yl (2Z)-2-methylbut-2-enoate
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REGN2810 Anti-PD-1 Antibody -
MEDI0680 Anti-PD-1 Antibody -
atezolizumab Anti-PD-L1 Antibody --
durvalumab Anti-PD-L1 Antibody --
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BMS-936559 Anti-PD-L1 Antibody --
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FIGURE 1 (cont.)
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. (2E)-N-hydroxy-3-[4-({[2-(2-methyl-1H-indol-3-
panobinostat yl)ethylJamino } methyl)phenyl]acrylamide
.»"\‘\\{’:’/G
Ny i
o A3 HHN_ S
Ry E NS (18.,48.7Z,108,16E,21R)-T-ethylidene-4,21-
. . i i diisopropyl-2-oxa-12,13-dithia-5,8,20,23-
. s propy , 8,20,
romidepsin \(\WE O NM tetrazabicyclo[8.7.6]tricos-16-ene-3,6,9,19,22-
A $~‘-‘§‘°S\ pentone
Gr‘ \\E\gx’ﬁ o
P
Q
valproic acid HO T- - 2-propylpentanoic acid

(1aR,1bS,4aR,7aS,7bS,8R IR 9aS)-9a-

phorbol 12- (acetyloxy)-4a,7b-dihydroxy-3-(hydroxymethyl)-
myristate-13- 1,1,6,8-tetramethyl-5-0x0-
acetate la,1b,4,4a,5,7a,7b,8,9,9a-decahydro-H-
cyclopropa[3,4]benzo[1,2-e]azulen-9-yl myristate
(S)-tert-butyl-2-(4-(4-chlorophenyl)-2,3,9-
JQ1 trimethyl-6H-thieno[3,2-f][1,2,4]triazolo[4,3-

a][1,4]diazepin-6-yl)acetate)
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FIGURE 1 (cont.)
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N (45)-6-(4-chlorophenyl)-N-ethyl-8-methoxy-1-
I-BET762 b methyl-4H-[1,2,4]triazolo[4,3-
a][1,4]benzodiazepine-4-acetamide
- (6S)-4-(4-chlorophenyl)-N-(4-hydroxyphenyl)-
OTX015 i 2,3 ,9-trimethyl-6H-thieno[3,2-
i{ Xy A o f][1,2,4]triazolo[4,3-a][1,4]diazepine-6-acetamide
7-(3,5-dimethylisoxazol-4-yl)-8-methoxy-1-((R)-
I-BET151 1-(pyridin-2-yl)ethyl)- 1 H-imidazo[4,5-
c]quinolin-2(3H)-one
CPI203 (6S)-4-(4-chlorophenyl)-2,3,9-trimethyl-6H-
Thieno[3,2-f][1,2,4]triazolo[4,3-a][1,4]diazepine-
(TEN-010) 6-acetic amide
- s} o N 1
PFI-1 P e 2-methoxy-N-(1,2,3,4-tetrahydro-3-methyl-2-

0x0-6-quinazolinyl)- benzenesulfonamide,
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FIGURE 1 (cont.)
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fe3 £ =

RV

by - Nom (E)-4-[2-(2-Amino-4-hydroxy-5-
MS436 M, methylphenyl)diazenyl]-N-2-

pyridinylbenzenesulfonamide

(4S)-6-(4-chlorophenyl)-1-methyl-4H-
isoxazolo[5,4-d][2]benzazepine-4-acetamide

CPI-0610

2-(4-(2-(isopropylamino)ethoxy)-3,5-
dimethylphenyl)-5,7-dimethoxyquinazolin-
4(3H)-one

RVX2135

(S)-7,8-dimethoxy-N,4-dimethyl-1-(4-(4-
methylpiperazin-1-yl)phenyl)-4,5-dihydro-3H-
benzo[d][1,2]diazepine-3-carboxamide

BAY 1238097

6-(3-Hydroxypropyl)-2-(1,3,6-trimethyl-2-oxo-
2,3-dihydro-1H-benzimidazol-5-yl)-1H-
benzo[de]isoquinoline-1,3(2H)-dione

BAY-299
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FIGURE 1 (cont.)
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(8)-2-(3-(1,4-dimethyl-1H-1,2,3-triazol-5-y)-5-
BMS-986158 (phenyl(tetrahydro-2H-pyran-4-yl)methyl)-5H-
pyrido[3,2-b]indol-7-yl)propan-2-ol
N-[4-(2,4-difluorophenoxy)-3-(6,7-dihydro-6-
ABBV-075 methyl-7-oxo-1H-pyrrolo[2,3-c]pyridin-4-
yl)phenyl]-ethanesulfonamide
FT-1101
INCB054329
GSK2820151
ZEN003694

GS-5829
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RO,
w
O Sg
7%
ep® 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4'-
N chloro-5,5-dimethyl-3,4,5,6-tetrahydro-[1,1'-
venetoclax 8 biphenyl]-2-yl)methyl)piperazin-1-yl)-N-((3-nitro-4-
(((tetrahydro-2H-pyran-4-
yl)methyl)amino)phenyl)sulfonyl)benzamide
4-(4-{[2-(4-Chlorophenyl)-5,5-dimethyl-1-
cyclohexen-1-yl]methyl}-1-piperazinyl)-N-[(4-{[(2R)-
navitoclax 4-(4-morpholinyl)-1-(phenylsulfanyl)-2-
butanyl]amino }-3-
[(trifluoromethyl)sulfonyl]phenyl)sulfonyl]benzamide
i
Ny "§ Sy o
hNCoa \,\ﬂ\i\ X 2-(2-((3,5-Dimethyl-1H: 1-2-yl)methylene)-3
TN S -(2-((3,5-Dimethyl-1H-pyrrol-2-yl)methylene)-3-
obatoclax e ™

methoxy-2H-pyrrol-5-yl)-1H-indole
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FIGURE 2 (cont.)
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NO;
ety
] S
Sy N,
.«,s;,\ g\
kel i
h (S)-4-(4-((4'-chloro-5,5-dimethyl-3,4,5,6-tetrahydro-
ABT-737 [1,1'-biphenyl]-2-yl)methyl)piperazin-1-yl)-N-((4-((4-
) N (dimethylamino)-1-(phenylthio)butan-2-yl)amino)-3-
[“:' nitrophenyl)sulfonyl)benzamide
O
N-(4-hydroxyphenyl)-3-{6-[((35)-3-(4-
morpholinylmethyl)-3,4-dihydro-2(1H)-
555746 isoquinolinyl)carbonyl]-1,3-benzodioxol-5-
yl}-N-phenyl-5,6,7,8-tetrahydro-l-indolizine
carboxamide
AT-101 R-(-)-gossypol acetic acid
APG-1252

APG-2575
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FIGURE 2 (cont.)
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(o
(Z)-15-chloro-1',2!,2% 6!-tetramethyl-
S 1'H,2'H,6'H-10-0xa-4,8-dithia-1(7,3)-
AZD5991 N AN CO.H indola-2(4,3),6(3,5)-dipyrazola-9(3,1)-
N7 cl N 2 naphthalenacyclotridecaphane- 12-carboxylic
Ny \ acid
ST Y
N-N
\
¢ o, o~
HsC
CH,
AMG176 N -
S=0
0 N D
H
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FIGURE 3
Example
P Structure Name
No.
LT
F3COS. N
(ﬁ @
O=8S=0
g NH (R)-4-(4-((2-(3-chlorobicyclo[1.1.1]pentan-1-yl)-5,5-dimethylcyclohex-
45 1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-
(phenylthio)butan-2-yl)amino)-3-
I ((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
()
Cl
S.
HNLD@
F3CO,S. "
.,
0o=s=0
0, IIIH
46

(R)-4-(4-((2-(3-chlorobicyclo[1.1.1]pentan-1-yl)-5,5-dimethylcyclohex-

1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-hydroxypiperidin-1-yl)-1-
(phenylthio)butan-2-yl)amino)-3-

((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

47

HyC

(R)-4-(4-((5,5-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-

1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-
(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

48

(R)-4-(4-((5,5-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-hydroxypiperidin-1-yl)-1-

(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
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FIGURE 3 (cont.)
Example
P Structure Name
No.
S
HNLD@
F4CO,S. N
N
o=s|>=0
oy NH (R)-4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
49 1-en-1-yD)methyl)piperazin-1-yl)-N-((4-((4-((2-
hydroxyethyl)(methyl)amino)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
()
We'
S.
HNLL\©
F4C0,S v
N
o=s=0
os N (R)-4-(4-((2-(3-ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-
50 en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-((2-
hydroxyethyl)(methyl)amino)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
@
S.
F4CO,S v
k/"“
0:?:0
o -\H (R)-4-(4-((4,4-dimethyl-2-(3-(trifluoromethyl)bicyclo[1.1.1]pentan-1-
51 yl)cyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-((2-
hydroxyethyl)(methyl)amino)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
)
F5C” :
S.
HNLD@
F3CO,S N
Eﬁ Q
0=?=O
Oy M (R)-4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
52 1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-

Me'

(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
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No.
0 Q
53

(R)-4-(4-((2-(3-ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-
en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-

(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

54

(R)-4-(4-((4,4-dimethyl-2-(3-(trifluoromethyl)bicyclo[1.1.1]pentan-1-
yl)cyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-

(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

55

(R)-4-(4-((2-(3-(difluoromethyl)bicyclo[ 1.1.1]pentan-1-yl)-4,4-

dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-
morpholino-1-(phenylthio)butan-2-yl)amino)-3-

((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

56

(R)-4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-
(phenylthio)butan-2-yl)amino)-3-nitrophenyl)sulfonyl)benzamide
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FIGURE 3 (cont.)
Example
P Structure Name
No.
S
HNLD@
ROR®!
0o=s=0
5™ (R)-4-(4-((2-(3-ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-
57 en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-
(phenylthio)butan-2-yl)amino)-3-nitrophenyl)sulfonyl)benzamide
@
N
S.
L0
ONGAN N
2 Q
0=8=0
O (R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4.,4-
58 dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-
morpholino-1-(phenylthio)butan-2-yl)amino)-3-
I nitrophenyl)sulfonyl)benzamide
()
F,HC
S
(O
F4CO,S. N N
L
0=S=0
oMM (R)-4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(dimethylamino)-1-
(phenylthio)butan-2-yl)amino)-3-
I ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
()
Me:
S,
HNL[@
F4CO,S. X "
| P k/ou
o=s$=0
oM (R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-((2-
hydroxyethyl)(methyl)amino)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
()
FHC” :
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FIGURE 3 (cont.)
Example
P Structure Name
No.
S
F,co,sfj N
Q0 Q
"OH
0=s=0
oM (R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
61 dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-
hydroxypiperidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
)
F,HC
S
F3C0,S.
N
QL.
0=S=0 I
O, l!lH
62

(R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-

dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((4-(4-

(dimethylamino)piperidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

63

F,HC

(R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
dimethylcyclohex-1-en-1-ylymethyl)piperazin-1-yl)-N-((4-((4-

(dimethylamino)-1-(phenylthio)butan-2-yl)amino)-3-
((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

64

FHC

AR
\/

(R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-

dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((1-
(phenylthio)-4-(piperazin-1-yl)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
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FIGURE 3 (cont.)
Example
P Structure Name
No.
S
HN%\\©
F3CO,S.
S
'OH
=SI=0
O NH (R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-5,5-
65 dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-
hydroxypiperidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
CJ
F,HC
S,
HNL[@
F3C0,S N N
joh:-N
o=S=0
o\ (R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
66 dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(3-
hydroxyazetidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
CJ

o=S=0
oM (R)-4-(4-((6-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-
yl)spiro[3.5]non-6-en-7-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-
hydroxypiperidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
¢J

F,HC’

0=S=0
oxNH (R)-4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-hydroxypiperidin-1-yl)-1-
(phenylthio)butan-2-yl)amino)-3-
@

((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
N
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FIGURE 3 (cont.)
Example
P Structure Name
No.
S.
L0
F1CO,S " ,\
\© k/”\/\oﬂ
0=?=0
o (R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
69 dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-(2-
hydroxyethyl)piperazin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
! ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
CJ
F,HC
S
F3CO,S. NN
k/OH
0=8=0
O H (R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
70 dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(ethyl(2-
hydroxyethyl)amino)-1-(phenylthio)butan-2-yl)amino)-3-
I ((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
@
F,HC
S.
HNI{@
F4CO,S X

71

FHC!

4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((4-(((2R)-4-(3-

hydroxypyrrolidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

74

HyC'

(R)-4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-

1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-(4-hydroxy-4-
methylpiperidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
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FIGURE 3 (cont.)
Example
P Structure Name
No.
S,
A
F3CO,S.
L
\© 'OH
0=s8=0
oM (R)-N-((4-((4-(4-hydroxypiperidin-1-y1)-1-(phenylthio)butan-2-
75 yl)amino)-3-((trifluoromethyl)sulfonyl)phenyl)sulfonyl)-4-(4-((6-(3-
methylbicyclo[1.1.1]pentan-1-yl)spiro[3.5]non-6-en-7-

ENJ ylmethyl)piperazin-1-yl)benzamide

N
H;C
S,
AL
F3CO,S.
Eﬁ L
OH
0=S=0
1
76

O; ENH

@

(R)-4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-
dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((4-(4-
hydroxy-4-methylpiperidin-1-yl)-1-(phenylthio)butan-2-yl)amino)-3-
((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide

77

F,HC

=4

(R)-1-(3-((4-(N-(4-(4-((2-(3-(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-
4,4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-

ylbenzoyl)sulfamoyl)-2-((trifluoromethyl)sulfonyl)phenyl)amino)-4-
(phenylthio)butyl)piperidine-4-carboxylic acid
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FIGURE 3 (cont.)
Example
P Structure Name
No.
CF,
H
7 S
H |
o, N\SQ
A
N
E j R)-4-(4-((5,5-dimethyl-2-(3-(trifluoromethyl)bicyclo[1.1.1 ]pentan-1-
78 o yl)cyclohex-1-en-1 -yl)meth}‘fl)piperazin- 1 -yl)jN-((4-((4-morpholin0- 1-
N (phenylthio)butan-2-yl)amino)-3-
[ ] ((trifluoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
N
F3C
H
N S
N¥<ae
715\\ A
[oj (R)-4-(4-((5,5-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
79 A 1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((4-morpholino-1-
[ ] (phenylthio)butan-2-yl)amino)-3-nitrophenyl)sulfonyl)benzamide
N
CF, [ j
H
o
H
Oau N«
I\ \QN\
[ ] (R)-4-(4-((5,5-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
80 0 1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((4-morpholino-1-
N (phenylthio)butan-2-yl)amino)-3-
[ ] (trifluoromethyl)phenyl)sulfonyl)benzamide
N
CH;
CF,
0=s=0 /@
H
N
z | S
NS<ae
I/\}) A
7N (R)-4-(4-((5,5-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
81 1-en-1 -yl)meﬂlyl)pipera;in- 1-yD)-N-((4-( (ft-(dimethylamino)- 1-
N (phenylthio)butan-2-yl)amino)-3-
[ j ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
N
CH;
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FIGURE 3 (cont.)
Example
P Structure Name
No.
CF,
0=S=0 O
N
z
H |
o, N\SQ \C
Ol/\}, a
(R)-4-(4-((5,5-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-
82 1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((1-(phenylthio)-4-(2-oxa-6-
N o azaspiro[3.3]heptan-6-yl)butan-2-yl)amino)-3-
[ j ((trifluvoromethyl)sulfonyl)phenyl)sulfonyl)benzamide
N
CHy
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FIGURE 4A
Example
Nop Structure Name
N
o N
o &
7 = 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
1 NP chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yDmethyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
ENJ yl)methyl)amino)phenyl)sulfonyl)benzamide
Cl
NO, ?
R
os A\,
&
m © 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-(((2-oxaspiro[3.3]heptan-
2 N N 6-yl)methyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((2-(3-
N chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
ENJ yl)methyl)piperazin-1-yl)benzamide
Cl
NO,
H
N\/\’\%
H
[N
DL g
(/I\j/ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-((2-(2-oxa-8-
3 NP azaspiro[4.5]decan-8-yl)ethyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((2-
EN j (3-chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yl)methyl)piperazin-1-yl)benzamide
Cl
NO,
H
N~y
o R °
m 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-((2-(7-oxa-2-
4 N2 azaspiro[3.5]nonan-2-yl)ethyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((2-
EN ] (3-chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yl)methyl)piperazin-1-yl)benzamide
[+]]
\/DO
NO,
-4
m" °° 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-(((7-oxaspiro[3.5]nonan-
5 y I N 2-yl)methyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((2-(3-

chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
yl)methyl)piperazin-1-yl)benzamide




WO 2019/139899

20/33 PCT/US2019/012695
FIGURE 4A (cont.)
Example
No P Structure Name
i
oM. ,@r
o J &
77 = 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
9 N methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
N 1-y1)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
ENJ yl)methyl)amino)phenyl)sulfonyl)benzamide
H,C” 1
NO, (o}
R
oM
o J P
qj’ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
10 NP fluorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yDmethyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
[Nj yl)methyl)amino)phenyl)sulfonyl)benzamide
F/Q
\/DOO
NO,
N
os . ,©/
A
m" °° 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-(((7-oxaspiro[3.5]nonan-
11 y 7 2-yl)methyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((4,4-dimethyl-2-(3-
N methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
E j 1-yl)benzamide
N
H,C'
R
o M, ,@
o %
m’ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
N N/
12 .

methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
1-yD)-N-((4-(((1-methylpiperidin-4-yl)methyl)amino)-3-
nitrophenyl)sulfonyl)benzamide

13

2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
1-y1)-N-((4-(((4-fluoro-1-methylpiperidin-4-yl)methyl)amino)-3-
nitrophenyl)sulfonyl)benzamide
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FIGURE 4A (cont.)
Example
No P Structure Name
- NO,
R
O,
,,s% N(CHa),
0. [}
(Ij/ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
14 N methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
EN j 1-y1)-N-((4-(((1r,41)-4-(dimethylamino)cyclohexyl)amino)-3-
N nitrophenyl)sulfonyl)benzamide
HsC
N
ox KL Ji)’ -
A
ab 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
15 N2 methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
N 1-yD)-N-((4-(((4-fluorotetrahydro-2H-pyran-4-yl)methyl)amino)-3-
[Nj nitrophenyl)sulfonyl)benzamide
H;C
NO, o/ﬁ
/@/H\)\/N\
O NN,
-
0. oo
m 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
17 NP methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
N 1-y1)-N-((4-(((4-methylmorpholin-2-yl)methyl)amino)-3-
[Nj nitrophenyl)sulfonyl)benzamide
HyC” ﬂ
NO, o/\l
@/H\/'\/N\
H
OaN,
o olzs\}) (R)-2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
ak methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
18 N 1-y1)-N-((4-(((4-methylmorpholin-2-yl)methyl)amino)-3-
E”j nitrophenyl)sulfonyl)benzamide
1 *(stereochemistry arbitrarily assigned)
HyC'
NN
o, H\S
e 0. &% (S)-2-(( 1H-pyrr010[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(?>-
‘ I 7 methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
19 " 1-y1)-N-((4-(((4-methylmorpholin-2-yl)methyl)amino)-3-

nitrophenyl)sulfonyl)benzamide
*(stereochemistry arbitrarily assigned)
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FIGURE 4A (cont.)
Example
No P Structure Name
. -
NO, d
e g
o Mo
&
m © 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
20 N WP methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
N 1-yD)-N-((4-((((11,4r)-4-hydroxy-4-methylcyclohexyl)methyl)amino)-3-
ENJ nitrophenyl)sulfonyl)benzamide
NO, "
\/\N/\
oA, \,@ L)
0. A
(/Ij 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
21 N methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
E”j 1-y)-N-((4-((2-morpholinoethyl)amino)-3-
N nitrophenyl)sulfonyl)benzamide
H3C
NO, 0
/@“\/O
ox N,
S\
0. OlI\O L
7 N 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
23 NH™Z ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yDmethyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
E ] yl)methyl)amino)phenyl)sulfonyl)benzamide
N’
NO, N
y
og N F
o
m g 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
24 NP ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yl)methyl)piperazin-1-yl)-N-((4-(((4-fluoro-1-methylpiperidin-4-
[Nj yDmethyl)amino)-3-nitrophenyl)sulfonyl)benzamide
NO, 0
K
o Mo F
o
Al = 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
25 NP ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-

yl)methyl)piperazin-1-yl)-N-((4-(((4-fluorotetrahydro-2H-pyran-4-
yDmethyl)amino)-3-nitrophenyl)sulfonyl)benzamide
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FIGURE 4A (cont.)
Example
No P Structure Name
. -
NO, d
SO
ox Mo
S
7 X’ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
27 NP ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yl)methyl)piperazin-1-y1)-N-((4-((((1r,4r)-4-hydroxy-4-
E j methylcyclohexyl)methyl)amino)-3-nitrophenyl)sulfonyl)benzamide
N
NO, 0
1O
o H\s
O L4
m 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
39 L ! isopropylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
E j yl)methyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
\(DN&@ yl)methyl)amino)phenyl)sulfonyl)benzamide
NO, 0
N
LN
P
v °
(’Ij 2-((1H-pyrrolo|[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-(1,1-
40 NN difluoroethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
ENJ yl)methyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
N yl)methyl)amino)phenyl)sulfonyl)benzamide
F F
NO, 0
N
o N F
DL
(/Ij/ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-(((4-fluorotetrahydro-2H-
43 N7 pyran-4-yl)methyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((6-(3-
E”j methylbicyclo[1.1.1]pentan-1-yl)spiro[3.5]non-6-en-7-
N yl)methyl)piperazin-1-yl)benzamide
HaC”
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FIGURE 4A (cont.)
Example
No P Structure Name
N
oM. /@
DL
(/ﬁ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
72 NP chlorobicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-1-
N y1)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
E j yl)methyl)amino)phenyl)sulfonyl)benzamide
Cl
NO,
N
SR
N
am © 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(bicyclo[1.1.1]pentan-
83 NP 1-yl)-4,4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((3-
N nitro-4-(((tetrahydro-2H-pyran-4-
[ ] yl)methyl)amino)phenyl)sulfonyl)benzamide
N
NO,
N
o, H\s
TS N
84 e

cl

2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-(((4-oxaspiro[ 2.4 ]heptan-
6-yl)methyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((2-(3-

chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
yl)methyl)piperazin-1-yl)benzamide

2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-

85 N chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
EN] yl)methyl)piperazin-1-yl)-N-((4-((2-methyl-2-azaspiro[3.3]heptan-6-
I ylamino)-3-nitrophenyl)sulfonyl)benzamide
Cl
NO, N
H\/DC’
0O, H\S
72N
o (]
Ly

86 W

2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-

chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-

yDmethyl)piperazin-1-yl)-N-((4-(((2-methyl-2-azaspiro[3.3]heptan-6-
yDmethyl)amino)-3-nitrophenyl)sulfonyl)benzamide
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FIGURE 4A (cont.)
Example
No P Structure Name
O
N
O N /©/
~N Ss
;‘ A i) LA
HNT N e 4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-
87 = en-1-yl)methyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
N yDmethyl)amino)phenyl)sulfonyl)-2-(pyrazolo[4,3-b]pyrrolo[3,2-
E j e]pyridin-1(5H)-yl)benzamide
N
CHy
OH
NO, E j’
e
H
O MNng
o P
ﬁ P 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
88 N methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-
[Nj 1-y)-N-((4-(((4-hydroxycyclohexyl)methyl)amino)-3-
N nitrophenyl)sulfonyl)benzamide
CH3’
H
N
H F
=N O, N\S/@
M\ e
HNT N — 4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-
89 = en-1-yl)methyl)piperazin-1-yl)-N-((4-(((4-fluorotetrahydro-2H-pyran-4-
N yDmethyl)amino)-3-nitrophenyl)sulfonyl)-2-(pyrazolo[4,3-
E j blpyrrolo[3,2-e]pyridin-1(5H)-yl)benzamide
N
NO;
H
N
og N /©/ D
~N Sg N
1.0
7 N\ -N 0"% O,,S/<
AT N 4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-
90 = en-1-yl)methyl)piperazin-1-yl)-N-((4-((1-(methylsulfonyl)pyrrolidin-3-
N

yl)amino)-3-nitrophenyl)sulfonyl)-2-(pyrazolo[4,3-b]pyrrolo[3,2-
e]pyridin-1(5SH)-yl)benzamide
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FIGURE 4A (cont.)
Example
P Structure Name
No.
NO, o
ﬂ\)\/)q\
N © H‘s
2P
HN"N = 4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-
91 = en-1-yl)methyl)piperazin-1-yl)-N-((4-(((4-methylmorpholin-2-
N yDmethyl)amino)-3-nitrophenyl)sulfonyl)-2-(pyrazolo[4,3-
E ] blpyrrolo[3,2-e]pyridin-1(5H)-yl)benzamide
N
F
r O
N
ot /@
~
=P L
HN / _ N-((4-(((4,4-difluorocyclohexyl)methyl)amino)-3-nitrophenyl)sulfonyl)-
9 =~ 4-(4-((4,4-dimethyl-2-(3-methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-
N en-1-yl)methyl)piperazin-1-yl)-2-(pyrazolo[4,3-b]pyrrolo[3,2-e]pyridin-
[ j 1(5H)-yl)benzamide
N
CHj
50
H
N
oy N /©/
P
N 0. o o
m 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
93 N7 SN methoxybicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yDmethyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
E j yl)methyl)amino)phenyl)sulfonyl)benzamide
N
I \/O
H
N
Og N /©/
s
N 0. o 0
m 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
94 NN (methylamino)bicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-
N

N

\N
H

yDmethyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
yl)methyl)amino)phenyl)sulfonyl)benzamide
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FIGURE 4A (cont.)
Example
P Structure Name
No.
g \/O)
H
N
O N /©/
P
0. [ e}
4 | =
NP 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
95 H (dimethylamino)bicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-
N 1-yDmethyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
[Nj yl)methyl)amino)phenyl)sulfonyl)benzamide
Sn
I
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FIGURE 4B
Example
No P Structure Name
- NO,
0.
st
PN Ea)
\ I 7 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-((4-oxaspiro[ 2.4 |heptan-6-
6 " N yl)oxy)-3-nitrophenyl)sulfonyl)-4-(4-((2-(3-chlorobicyclo[1.1.1]pentan-1-
[ ] yl)-4,4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)benzamide
N
Cl
NO;
Joas
H
Y S0
m” 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-(2-(2-oxa-6-
7 WP azaspiro[3.3]heptan-6-yl)ethoxy)-3-nitrophenyl)sulfonyl)-4-(4-((2-(3-
E”j chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
N yl)methyl)piperazin-1-yl)benzamide
Cl
NO, ?
(o}
oM
o
m 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-((2-oxaspiro[3.3 |heptan-6-
8 N N yl)methoxy)-3-nitrophenyl)sulfonyl)-4-(4-((2-(3-
N chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
Nj ylymethyl)piperazin-1-yl)benzamide
Cl
NO, 0
0.
" P
ab 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
16 v methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-1-
N yD)-N-((4-((4-fluorotetrahydro-2H-pyran-4-yl)methoxy)-3-
[N] nitrophenyl)sulfonyl)benzamide
HsC” 1
NO, (]
0.
o A
n P
m/ 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
2 N W2 methylbicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-yl)methyl)piperazin-1-

y1)-N-((3-nitro-4-((tetrahydro-2H-pyran-4-
yl)methoxy)phenyl)sulfonyl)benzamide
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FIGURE 4B (cont.)
Example
P Structure Name
No.
NO, 0
0.
osNe F
s
A x° 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
26 N ethylbicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-

ylmethyl)piperazin-1-yl)-N-((4-((4-fluorotetrahydro-2H-pyran-4-
yDmethoxy)-3-nitrophenyl)sulfonyl)benzamide

O, N.
//S\\
ab Ojarjo ° 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
31 e (trifluoromethyl)bicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-
[Nj yl)methyl)piperazin-1-yl)-N-((4-((4-fluorotetrahydro-2H-pyran-4-
N yDmethoxy)-3-nitrophenyl)sulfonyl)benzamide

2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
(difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
ylmethyl)piperazin-1-yl)-N-((4-((4-fluorotetrahydro-2H-pyran-4-
ylhmethoxy)-3-nitrophenyl)sulfonyl)benzamide

0, N,
"N
0. oo
3 S
ulw’ 5
36 .

2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
yl)methyl)piperazin-1-yl)-N-((4-((2-methyl-2-azaspiro[3.3]heptan-6-
yDoxy)-3-nitrophenyl)sulfonyl)benzamide

O, N,
N
0. o 0
S
oy
N7 W
96 N

[«]]

2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
chlorobicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-1-
yDmethyl)piperazin-1-yl)-N-((4-((2-methyl-2-azaspiro[3.3]heptan-6-
ylmethoxy)-3-nitrophenyl)sulfonyl)benzamide

97
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FIGURE 4C
Example
p Structure Name
No.
NO, 0
N
D!
7 = 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((4,4-dimethyl-2-(3-
28 N (trifluoromethyl)bicyclo[1.1.1]pentan-1-yl)cyclohex-1-en-1-
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m 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
33 LI ! (difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-
E j 1-yl)methyl)piperazin-1-yl)-N-((3-nitro-4-(((tetrahydro-2H-pyran-4-
N yDmethyl)amino)phenyl)sulfonyl)benzamide
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FIGURE 4C (cont.)
Example
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ak 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
34 i (difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-
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m0 e° 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-N-((4-(((7-oxaspiro[3.5]nonan-
37 NP 2-yl)methyl)amino)-3-nitrophenyl)sulfonyl)-4-(4-((2-(3-
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N
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7 = 2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
38 NP (difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-

HF,C

1-yl)methyl)piperazin-1-yl)-N-((4-(((4-fluoro-1-methylpiperidin-4-
yl)methyl)amino)-3-nitrophenyl)sulfonyl)benzamide
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FIGURE 4C (cont.)
Example
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HF,C’
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Oa N
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m (R)-2-((1H-pyrrolo[2,3-b]pyridin-5-yl)oxy)-4-(4-((2-(3-
73 NP (difluoromethyl)bicyclo[1.1.1]pentan-1-yl)-4,4-dimethylcyclohex-1-en-
N
()
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ylhmethyl)amino)-3-nitrophenyl)sulfonyl)benzamide
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FIGURE 5
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