SUMMARY OF INVENTION
In one aspect, the present invention provides use of compound comprising a selective
Bcl-2 inhibitor in the manufacture of a medicament for treating systemic lupus erythematosus
and lupus nephritis in a patient, wherein a therapeutically effective amount of a compound
comprising a selective Bcl-2 inhibitor, is to be administered to the patient, wherein the selective

Bcl-2 inhibitor is a compound of Formula (I),
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wherein
A'is N or CH;

Blis OR! or NHR';
Y!is CN, NO,, CF;3, F or Cl;
R!is (CHp)aR%

R? is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally
substituted with one or more independently selected R*, OR*, OH, CN, or F;

R? is heteroaryl; wherein the heteroaryl is optionally substituted with one or more
independently selected NH,, CI, or F;



R* is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alky! is optionally
substituted with one or more F;

R’ is deuterium;

each R® is independently selected from CH, spirocyclopropyl and OH;

mis0,1,2,3,4,5, or 6;

nis0or 1; and

pis0, 1, or 2,

or a pharmaceutically acceptable salt thereof.

In another aspect, the present invention provides use of a compound comprising a selective Bcl-2
inhibitor in the manufacture of a medicament for treating Sjogren’s Syndrome in a patient,
wherein a therapeutically effective amount of a compound comprising a selective Bcl-2 inhibitor
is to be administered to the patient, wherein the selective Bcl-2 inhibitor is a compound of

Formula (1),
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A'isNor CH;

B'is OR! or NHR';

Y'is CN, NO,, CF3, F or Cl;
R'is (CHy),R%;

R? is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally
substituted with one or more independently selected RY, OR*, OH, CN, or F ;

R’ is heteroaryl; wherein the heteroaryl is optionally substituted with one or more
independently selected NH,, Cl, or F;

R* is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally

substituted with one or more;
R is deuterium;
each R® is independently selected from CHs, spirocyclopropyl and OH;
mis0,1,2,3,4,5, or 6;
nisQor 1; and
pis0, 1,o0r2,
or a pharmaceutically acceptable salt thereof.

One example of the current disclosure pertains to a method for treating systemic lupus
erythematosus (SLE) or lupus nephritis by administering a therapeutically effective amount of a
compound that selectively inhibits Bcl-2 proteins. The selective Bcl-2 inhibitors generally have

the following Formula (I):
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wherein
Alis N or CH;

B'is OR' or NHR!;

Y'is CN, NO,, CF3, F or Cl;

R'is (CHy).R%;

R? is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally
substituted with one or more independently selected RY, OR4, OH, CN, or F;

R’ is heteroaryl; wherein the heteroaryl is optionally substituted with one or more

independently selected NH,, Cl, or F;
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R’ is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally
substituted with one or more F;

R’ is deuterium;

each R® is independently selected from CHs, spirocyclopropyl and OH;

mis0,1,2,3,4,5,or6;

nis0or 1; and

pis 0,1, 0r 2.
The method of treating SLE or lupus nephritis may also comprise administering a pharmaceutically
acceptable salt of a selective Bcl-2 inhibitor. Generally, a selective Bel-2 inhibitor has a binding
affinity (K;) of less than about 1 nanomolar for Bcl-2. In another example, a selective Bcl-2
inhibitor has a binding affinity (K;) of less than about 100 picomolar for Bcl-2. A selective Bel-2
inhibitor may also have a binding affinity (K;) for Bel-2 that is approximately 500 times less than
the binding affinity for Bel-xp. In this example, the selective Bcl-2 inhibitor may include N-({5-
chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy|pyridin-3-yl} sulfonyl)-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl } piperazin-1-yl)-2-[(6-fluoro-1H-indazol-
4-yl)oxylbenzamide; 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yl]methyl}piperazin-1-yl)-N-{[4-({[(2S)-4-cyclopropylmorpholin-2-yl|methyl} amino)-3-
nitrophenyl]sulfonyl}-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; N-({5-chloro-6-[(4-
fluorotetrahydro-2H-pyran-4-yl)methoxy|pyridin-3-yl} sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yllmethyl}piperazin-1-yl)-2-(1H-indazol-4-yloxy)benzamide; 4-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-
indol-5-yl)oxy]-N-({4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-
nitrophenyl}sulfonyl)benzamide; 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yllmethyl}piperazin-1-yl)-N-[(4-{[(4,4-difluorocyclohexyl)methylJamino}-3-
nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 2-(1H-benzimidazol-4-
yloxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-1-yl)-N-
({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl } sulfonyl)benzamide; 4-
(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-N-({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyl }sulfonyl)-2-(1H-pyrrolo[2,3-b]pyridin-5-
yloxy)benzamide; N-({3-chloro-4-[(4-fluorotetrahydro-2H-pyran-4-
yl)methoxy]phenyl}sulfonyl)-4-(4-{[2-(4-



methylcyclohexyl)methoxylpyridin-3-yl }sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-(1H-pyrrolo[2,3-b]pyridin-5-
yloxy)benzamide; 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-
1-yD)-N-[(6-{[(cis-4-hydroxy-4-methylcyclohexyl)methyl]amino}-5-nitropyridin-3-yl)sulfonyl]-
2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl|methyl }piperazin-1-yl)-N-({5-nitro-6-[ (tetrahydro-2H-pyran-4-
yimethyl)amino]pyridin-3-y1}sulfonyl)-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 4-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yllmethyl}piperazin-1-yl)-N-({6-[ (trans-4-
hydroxy-4-methylcyclohexyl)methoxy]-5-(trifluoromethyl)pyridin-3-yl} sulfonyl)-2-(1H-
indazol-4-yloxy)benzamide; 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
ylmethyl}piperazin-1-yl)-N-[(4-{[(cis-4-ethyl-4-hydroxycyclohexyl)methyl]Jamino}-3-
nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; and 4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl} piperazin-1-yl)-2-(1H-indol-5-yloxy)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino ]phenyl } sulfonyl)benzamide.

Another exampleof the current disclosure pertains to a method for treating Sjogren’s
Syndrome by administering a therapeutically effective amount of a compound that selectively

inhibits Bel-2 proteins. The selective Bcl-2 inhibitors generally have the following Formula (I):
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wherein

A'isNor CH;

B'is OR' or NHR';

Y'is CN, NO,, CFs, F or Cl;

R'is (CHp)nR%;

R? is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally
substituted with one or more independently selected RY, OR*, OH, CN, or F;

R? is heteroaryl; wherein the heteroaryl is optionally substituted with one or more
independently selected NH,, Cl, or F;

R* is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally
substituted with one or more F;

R’ is deuterium;

each R is independently selected from CHj, spirocyclopropyl and OH;

mis0,1,2,3,4,5, or6;

nis0or1; and

pis0, 1, or 2.
The method of treating Sjogren’s Syndrome may also comprise administering a pharmaceutically
acceptable salt of a selective Bcel-2 inhibitor. Generally, a selective Bel-2 inhibitor has a Bel-2
binding affinity (K;) of less than about 1 nanomolar. In another example, a selective Bcl-2
inhibitor has a Bel-2 binding affinity (K;) of less than about 100 picomolar. The selective Bel-2
inhibitor may also have a binding affinity (K;) for Bcl-2 that is approximately 500 times less than
the binding affinity (K;) for Bel- x;. In this example, the selective Bcl-2 inhibitor may include
N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl} sulfonyl)-4-(4- {[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-2-[(6-fluoro-1H-indazol-
4-yhoxy]benzamide; 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yllmethyl} piperazin-1-yl)-N-{[4-({[(2S)-4-cyclopropylmorpholin-2-ylJmethyl}amino)-3-
nitrophenyl]sulfonyl}-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; N-({5-chloro-6-[(4-
fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl} sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-2-(1H-indazol-4-yloxy)benzamide; 4-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-2-[(6-fluoro-1H-



What is claimed is:

1. Use of compound comprising a selective Bcl-2 inhibitor in the manufacture of a
medicament for treating systemic lupus erythematosus and lupus nephritis in a patient, wherein a
therapeutically effective amount of a compound comprising a selective Bcl-2 inhibitor, is to be

administered to the patient, wherein the selective Bcl-2 inhibitor is a compound of Formula (I),

Yl
O —
o=l ;
D N
o) NH Al
O\R3
N
5
[j/az)m
N
| (R,
Cl
O,
wherein
AlisNor CH:

B'is OR' or NHR';

Y'is CN, NO,, CFs, F or Cl;

R is (CHp).R?;

R? is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally
substituted with one or more independently selected R* OR* OH, CN, or F;

R? is heteroaryl; wherein the heteroaryl is optionally substituted with one or more

independently selected NH,, CI, or F;
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R* is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally
substituted with one or more F;

R’ is deuterium;

each R® is independently selected from CHs, spirocyclopropyl and OH;

mis0,1,2,3,4,5,0r6;

nis0or1; and

pis0, 1, or 2,

or a pharmaceutically acceptable salt thereof.

2. The use of claim 1, wherein the compound that selectively inhibits the activity of

a Bcl-2 protein has a Bcl-2 binding affinity (K;) value of less than about 1 nanomolar.

3. The use of claim 2, wherein the compound that selectively inhibits the activity of

a Bcl-2 protein has a Bcl-2 binding affinity (K;) value of less than about 100 picomolar.

4, The use of claim 1, wherein the compound that selectively inhibits the activity of
a Bcl-2 protein has a binding affinity (K;) for Bcl-2 that is at least 500 times less than the binding
affinity (K;) for Bel-x..

5. The use of claim 1, wherein the compound is selected from:

N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy|pyridin-3-yl} sulfonyl)-4-
(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl} pipérazin- 1-y1)-2-[(6-fluoro-
1H-indazol-4-yl)oxy]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1-yl)-N-
{[4-({[(2S)-4-cyclopropylmorpholin-2-ylJmethyl} amino)-3-nitrophenyl]sulfonyl }-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{{2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-N-
[(4-{[(4,4-difluorocyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

2-(1H-benzimidazol-4-yloxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yllmethyl}piperazin-1-yl)-N-({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-
3-yl}sulfonyl)benzamide;
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N-({3-chloro-4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]phenyl} sulfonyl)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-yl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

2-(1H-benzimidazol-4-yloxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
ylJmethy!}piperazin-1-yl)-N-[(4-{[(4-cyanocyclohexyl)methyl]amino}-3-

nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-[(cis-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yl }sulfonyl)-4-
(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1~ylJmethyl} piperazin-1-yl)-2-(1H-indazol-

4-yloxy)benzamide;

N-[(3-chloro-4-{[4-fluoro-1-(oxetan-3-yl)piperidin-4-ylJmethoxy } phenyl)sulfonyl]-4-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl[methyl } piperazin-1-yl)-N-
({5-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl} sulfonyl)-2-(1H-indol-4-
yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl } piperazin-1-yl)-N-
[(4-{[(4-fluorotetrahydro-2H-pyran-4-yl)methyl|amino }-3-nitrophenyl)sulfonyl}-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl} piperazin-1-yl)-N-
{[4-({[(2R)-4-cyclopropylmorpholin-2-ylJmethyl }amino)-3-nitrophenyl]sulfonyl}-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-N-
[(4-{[(trans-4-cyanocyclohexyl)methyllamino}-3-nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-N-
{[4-({(3R)-1-[2-fluoro-1-(fluoromethyl)ethyl|pyrrolidin-3-yl }amino)-3-nitrophenyljsulfonyl }-2-
(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;
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N-({3-chloro-4-[(trans-4-hydroxycyclohexyl)methoxy]phenyl}sulfonyl)-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-yl)-2-(1H-pyrrolo[2,3-
blpyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-4-hydroxycyclohexyl)methoxy]pyridin-3-yi} sulfonyl)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-2-[(6-fluoro-1H-

indazol-4-yl)oxy]benzamide;

2-[(6-amino-S-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
1-en-1-yljmethyl }piperazin-1-yl)-N-[(4-{[trans-4-(morpholin-4-yl)cyclohexyl]Jamino}-3-

nitrophenyl)sulfonyl]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylimethyl } piperazin-1-yl)-N-
[(4-{[(cis-4-hydroxy-4-methylcyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

N-[(5-chloro-6-{[4-fluoro-1-(oxetan-3-yl)piperidin-4-ylJmethoxy} pyridin-3-yl)sulfonyl]-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethyicyclohex-1-en-1-yl|methyl } piperazin-1-yl)-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl}piperazin-1-yl)-N-
({4-[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl} sulfonyl)-2-(1H-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide;

Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylimethyl}piperazin-1-
y)-N-[(4-{[(4-methoxycyclohexyl)methyl]amino } -3-nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-
y1)-N-({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-nitrophenyl}sulfonyl)-2-(1 H-pyrrolo[2,3-
blpyridin-5-yloxy)benzamide;

4-(4-{[2~(4-chlorophenyl)-4 4-dimethylcyclohex-1-en-1-yl]methyl } piperazin-1-yl)-N-
({4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-nitrophenyl } sulfonyl)-2-(1 H-pyrrolo[2,3-
blpyridin-5-yloxy)benzamide;
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N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy [pyridin-3-yl } sulfonyl)-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-1-yl)-2-(1 H-

indazol-4-yloxy)benzamide;

N-({5-chloro-6-[(cis-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-
yli}sulfonyl)-4-(4-{]2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yllmethyl }piperazin-1-yl)-
2-(1H-indazol-4-yloxy)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy|-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
l-en-1-yl]methyl}piperazin-1-yl)-N-[(4-{[(4-methoxycyclohexyl)methyl]Jamino}-3-

nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-[(trans-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-
2-(1H-indazol-4-yloxy)benzamide;

2-[(3-amino-1H-indazol-4-yl)oxy]-4-(4-{|2-(4~chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yljmethyl}piperazin-1-yl)-N-[(4-{[(trans-4-methoxycyclohexyl)methyl Jamino}-3-
nitrophenyl)sulfonyl]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl } piperazin-1-yl)-N-
({3-nitro-4-[(2-oxaspiro[3;5]non-7-ylmethyl)amino]phenyl}sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl}piperazin-1-yl)-N-
({5-cyano-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy|pyridin-3-yl }sulfonyl)-2-(1H-
indazol-4-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl }piperazin-1-y1)-2-[(6-
fluoro-1H-indol-5-yl)oxy]-N-{[3-nitro-4-({[4-(oxetan-3-yl)morpholin-2-
ylimethyl}amino)phenyl]sulfonyl}benzamide;

N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yl}sulfonyl)-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- [ -yl]methyl }piperazin-1-yl)-2-[(6-fluoro-
1H-indazol-4-yl)oxy]benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl }piperazin-1-yl)-N-
[(5-cyano-6-{[4-fluoro-1~(oxetan-3-yl)piperidin-4-ylJmethoxy} pyridin-3-y)sulfonyl}-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy|pyridin-3-yl}sulfonyl)-
2-[(3-chloro-1H-indazol-4-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yllmethyl}piperazin-1-yl)benzamide;

4-[4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } (*Hg)piperazin-1-yl]-
N-({3-nitro-4-{(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyl }sulfonyl)-2-(1 H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4~chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-yl)-
2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-N-
[(6-{[(cis-4-hydroxy-4-methylcyclohexyl)methyl]amino}-5-nitropyridin-3-yl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1-yl)-N-
({5-nitro-6-[(tetrahydro-2H-pyran-4-ylmethyl)amino]pyridin-3-yl } sulfonyl)-2-(1H-pyrrolof2,3-
b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1 -en-1-yllmethyl} piperazin-1-yl)-N-
({6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy}-5-(trifluoromethyl)pyridin-3-yl} sulfonyl)-
2-(1H-indazol-4-yloxy)benzamide;

4-(4-{[2~(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-~1-yl]methyl}piperazin-1-yl)-N-
[(4-{[(cis-4-ethyl-4-hydroxycyclohexyl)methyl]amino }-3-nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; and

4-(4-{]2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-y1)-2-
(1H-indol-5-yloxy)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-
ylmethyl)amino]phenyl}sulfonyl)benzamide; or

a pharmaceutically acceptable salt of any of the above.
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6. The use of claim 1, wherein the compound is used in a therapeutically

effective amount ranging from 0.001 mg/kg to 1000 mg/kg.

7. The use of claim 2, wherein the compound is used in a therapeutically

effective amount ranging from 0.01 mg/kg to 500 mg/kg.

8. The use of claim 3, wherein the compound is used in a therapeutically

effective amount ranging from 0.1 mg/kg to 300 mg/kg.

9. The use of claim 1, wherein the compound is used in combination with a

binding protein to further improve the compound to the desired site of action.

10.  Use of a compound comprising a selective Bel-2 inhibitor in the manufacture of a
medicament for treating Sjogren’s Syndrome in a patient, wherein a therapeutically effective
amount of a compound comprising a selective Bcl-2 inhibitor is to be administered to the patient,

wherein the selective Bcl-2 inhibitor is a compound of Formula (I),

Yl

cl
@,

wherein
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AlisN or CH;

B'is OR' or NHR';

Y'is CN, NO,, CF3, F or Cl;

R'is (CHy)R%;

R? is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally
substituted with one or more independently selected R* OR?, OH, CN, or F;

R’ is heteroaryl; wherein the heteroaryl is optionally substituted with one or more
independently selected NH,, Cl, or F;

R* is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally
substituted with one or more;

R’ is deuterium;

each R® is independently selected from CHj, spirocyclopropyl and OH;

mis0,1,2,3,4,5,0or6;

nis0or 1;and

pis0, 1, 0or 2,

or a pharmaceutically acceptable salt thereof.

I1.  The use of claim 10, wherein the compound that selectively inhibits the activity of

a Bcl-2 protein has a Bel-2 binding affinity (K;) value of less than about 1 nanomolar.

12. The use of claim 10, wherein the compound that selectively inhibits the activity of

a Bcl-2 protein has a Bel-2 binding affinity (K;) value of less than about 100 picomolar.

13.  The use of claim 10, wherein the compound that selectively inhibits the activity of
a Bcl-2 protein has a binding affinity (K;) for Bcl-2 that is at least 500 times less than the binding
affinity (K;) for Bel-xy.

14. The use of claim 10, wherein the compound is selected from:

N-({5-chloro-6-{(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl} sulfonyl)-4-
(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-yl)-2-[(6-fluoro-
1H-indazol-4-yl)oxy]benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-1-yl)-N-
{[4-({[(28)-4-cyclopropylmorpholin-2-ylJmethyl} amino)-3-nitrophenyl]sulfonyl }-2-(1H-~
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl } piperazin-1-yl)-N-
[(4-{[(4,4-difluorocyclohexyl)methylJamino}-3-nitrophenyl)sulfonyl]-2-(1 H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

2-(1H-benzimidazol-4-yloxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yl]methyl} piperazin-1-yl)-N-({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-
3-yl}sulfonyl)benzamide;

N-({3-chloro-4-[(4-fluorotetrahydro-2H-pyran-4-y[)methoxy]phenyl } sulfonyl)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl} piperazin-1-yl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

2-(1H-benzimidazol-4-yloxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
ylJmethyl} piperazin-1-yl)-N-[(4-{[(4-cyanocyclohexyl)methyl]amino}-3-

nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-[(cis-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yl }sulfonyl)-4-
(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex- [ -en-1-yl]methyl}piperazin-1-yl)-2-(1H-indazol-
4-yloxy)benzamide;

N-[(3-chloro-4-{[4-fluoro-1-(oxetan-3-yl)piperidin-4-ylmethoxy } phenyl)sulfonyl]-4-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yllmethyl} piperazin-1-yl)-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl } piperazin-1-yl)-N-
({5-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl } sulfonyl)-2-(1H-indol-4-
yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1-yl)-N-
[(4-{[(4-fluorotetrahydro-2H-pyran-4-yl)methyl]Jamino }-3-nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-N-
{[4-({{(2R)-4-cyclopropylmorpholin-2-yl|methyl }amino)-3-nitrophenyl}sulfonyl}-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethyicyclohex-1-en-1-ylJmethyl}piperazin-1-yl)-N-
[(4-{[(trans-4-cyanocyclohexyl)methyl]amino}-3-nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yllmethyl}piperazin-1-yl)-N-
{{4-({(3R)-1-[2-fluoro-1-(fluoromethyl)ethyl]pyrrolidin-3-yl }amino)-3-nitrophenyl]sulfonyl } -2-
(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

N-({3-chloro-4-[(trans-4-hydroxycyclohexyl)methoxy|phenyl } sulfonyl)-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yljmethyl}piperazin-1-yl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-4-hydroxycyclohexyl)methoxy]pyridin-3-yl} sulfonyl)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylimethyl} piperazin-1-yl)-2-[(6-fluoro-1H-
indazol-4-yl)oxy]benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
1-en-1-yl]methyl }piperazin-1-yl)-N-[(4-{[trans-4-(morpholin-4-yl)cyclohexyl]amino}-3-
nitrophenyl)sulfonyl]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl }piperazin-1-yI)-N-
[(4-{[(cis-4-hydroxy-4-methylcyclohexyl)methyl]amino }-3-nitrophenyl)sulfonyl}-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

N-[(5-chloro-6-{[4-fluoro-1-(oxetan-3-yl)piperidin-4-ylJmethoxy} pyridin-3-yl)sulfonyl]-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-N-
({4-[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl } sulfonyl)-2-(1H-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide;
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Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yllmethyl}piperazin-1-
yD-N-[(4-{[(4-methoxycyclohexyl)methyl]Jamino}-3-nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl} piperazin-1-
yl)-N-({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-nitrophenyl} sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl} piperazin-1-yl)-N-
({4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-nitrophenyl} sulfonyl)-2-(1H-pyrrolo[2,3-
blpyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yl } sulfonyl)-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl } piperazin-1-yl)-2-(1H-

indazol-4-yloxy)benzamide;

N-({5-chloro-6-[(cis-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-
2-(1H-indazol-4-yloxy)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
1-en-1-yl]methyl}piperazin-1-yl)-N-[(4-{[(4-methoxycyclohexyl)methyl]Jamino}-3-
nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-[(trans-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1-en-1-yl|methyl} piperazin-1-yl)-
2-(1H-indazol-4-yloxy)benzamide;

2-[(3-amino-1H-indazol-4-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-N-[(4-{[(trans-4-methoxycyclohexyl)methylJamino}-3-
nitrophenyl)sulfonyl]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylmethyl} piperazin-1-yl)-N-
({3-nitro-4-[(2-oxaspiro[3;5]non-7-ylmethyl)amino]phenyl } sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

77



4-(4-{[2-(4-chlorophenyl})-4,4-dimethylcyclohex-1-en-1-yl]Jmethyl } piperazin-1-yl)-N-
({5-cyano-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yl} sulfonyl)-2-(1H-

indazol-4-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-2-[ (6-
fluoro-1H-indol-5-yl)oxy]-N-{[3-nitro-4-({[4-(oxetan-3-yl)morpholin-2-
yllmethyl}amino)phenyljsulfonyl }benzamide;

N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yl}sulfonyl)-
4-(4-{[2~(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl }piperazin-1-yl)-2-[(6-fluoro-
1H-indazol-4-yl)oxy]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1-yI)-N-
[(5-cyano-6-{[4-fluoro-1-(oxetan-3-yl)piperidin-4-yllmethoxy} pyridin-3-yl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy|pyridin-3-yl }sulfonyl)-
2-[(3-chloro-1H-indazol-4-yl)oxy]-4-(4-{{2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yllmethyl}piperazin-1-yl)benzamide;

4-[4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1-en-1-yl]methyl } (*Hg)piperazin-1-yl]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyl } sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-1-yl)-
2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-N-
[(6-{[(cis-4-hydroxy-4-methylcyclohexyl)methyl]amino }-5-nitropyridin-3-yl)sulfonyl]-2-(1 H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylmethyl }piperazin-1-yl)-N-
({5-nitro-6-[(tetrahydro-2H-pyran-4-ylmethyl)amino]pyridin-3-yl}sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yljmethyl}piperazin-1-yl)-N-
({6-[(trans-4-hydroxy-4-methylcyclohexylmethoxy]-5-(trifluoromethyl)pyridin-3-yl}sulfonyl)-
2-(1H-indazol-4-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl } piperazin-1-yl)-N-
[(4-{[(cis-4-ethyl-4-hydroxycyclohexyl)methyl]amino }-3-nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; and

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)methyl } piperazin-1-yl)-2-
(1H-indol-5-yloxy)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-
ylmethyl)amino]phenyl}sulfonyl)benzamide; or

a pharmaceutically acceptable salt of any of the above.

15.  The use of claim 10, wherein the compound is used in a therapeutically

effective amount ranging from 0.001 mg/kg to 1000 mg/kg.

16.  The use of claim 10, wherein the compound is used in a therapeutically

effective amount ranging from 0.01 mg/kg to 500 mg/kg.

17.  The use of claim 10, wherein the compound is used in a therapeutically

effective amount ranging from 0.1 mg/kg to 300 mg/kg.

18.  The use of claim 10, wherein the compound is used in combination with a

binding protein to further improve the compound to the desired site of action.
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