
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 Bc1-2 inhibitor, is to be administered to the patient, wherein the selective 

Bc1-2 inhibitor is a compound of Formula (I), 
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wherein 

Al  is N or CH; 

B1  is OR1  or NHR1; 

Y1  is CN, NO2, CF3, F or Cl; 

RI  is (CH2)nR2; 

R2  is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally 

substituted with one or more independently selected R4, OR4, OH, CN, or F; 

R3  is heteroaryl; wherein the heteroaryl is optionally substituted with one 

independently selected NH2, Cl, or F; 

or more 
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R4  is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally 

substituted with one or more F; 

R5  is deuterium; 

each R6  is independently selected from CH3, spirocyclopropyl and OH; 

m is 0, 1, 2, 3, 4, 5, or 6; 

n is 0 or 1; and 

p is 0, 1, or 2, 

or a pharmaceutically acceptable salt thereof. 

In another aspect, the present invention provides use of a compound comprising a selective Bc1-2 

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 Bc1-2 inhibitor 

is to be administered to the patient, wherein the selective Bcl-2 inhibitor is a compound of 

Formula (I), 
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Al  is N or CH; 

B' is OR' or NHR'; 

Y' is CN, NO2, CF3, F or Cl; 

R' is (CH2)„R2; 

R2  is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally 

substituted with one or more independently selected R4, OR4, OH, CN, or F; 

R3  is heteroaryl; wherein the heteroaryl is optionally substituted with one or more 

independently selected NH2, Cl, or F; 

R4  is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally 

substituted with one or more; 

R5  is deuterium; 

each R6  is independently selected from CH3, spirocyclopropyl and OH; 

m is 0, 1, 2, 3, 4, 5, or 6; 

n is 0 or 1; and 

p is 0, 1, or 2, 

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 Bc1-2 inhibitors generally have 

the following Formula (I): 
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wherein 

AI  is N or CH; 

BI  is ORI  or NHRI; 

YI  is CN, NO2, CF3, F or Cl; 

RI  is (CH2)nR2; 

R2  is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally 

substituted with one or more independently selected R4, OR4, OH, CN, or F; 

R3  is heteroaryl; wherein the heteroaryl is optionally substituted with one 

independently selected NH2, Cl, or F; 

or more 
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R4  is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally 

substituted with one or more F; 

R5  is deuterium; 

each R6  is independently selected from CH3, spirocyclopropyl and OH; 

m is 0, 1, 2, 3, 4, 5, or 6; 

n is 0 or 1; and 

pis 0, 1, or 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 Bcl-2 inhibitor has a binding 

affinity (KJ) 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 BcI-2 

inhibitor may also have a binding affinity (K,) for Bcl-2 that is approximately 500 times less than 

the binding affinity for Bcl-xL. In this example, the selective Bcl-2 inhibitor may include N-({5-

chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yOmethoxy]pyridin-3-yll sulfonyl)-4-(4-{ [2-(4-

chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyllpiperazin-1-y1)-2-[(6-fluoro-1H-indazol- 

4-yl)oxy]benzamide; 4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-

yl]methyllpiperazin-l-y1)-N-{[4-({[(2S)-4-cyclopropylmorpholin-2-yl]methyl}amino)-3-

nitrophenyl]sulfony11-2-(1H-pyrrolo[2,3-13]pyridin-5-yloxy)benzamide; N-({5-chloro-6-[(4-

fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yllsulfony1)-4-(4-{ [2-(4-chloropheny1)-4,4-

dimethylcyclohex-1-en-l-yl]methyl }piperazin-l-y1)-2-(1H-indazol-4-yloxy)benzamide; 4-(4- 

{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyl}piperazin-l-y1)-2-[(6-fluoro-1H-

indo1-5-yl)oxy]-N-(14-[(4-fluorotetrahydro-2H-pyran-4-yOmethoxy]-3- 

nitrophenyll sulfonyl)benzamide; 4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-

yl]methyllpiperazin- 1 -y1)-N-[(4-{ [(4,4-difluorocyclohexyl)methyl]amino } -3-

nitrophenyl)sulfony1]-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 2-(1H-benzimidazol-4-

yloxy)-4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyllpiperazin-l-y1)-N- 

({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-Amethoxy]pyridin-3-yll sul fony 1)b enzam ide; 4- 

(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyl Ipiperazin-l-y1)-N-(13-nitro-4- 

[(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyl } sulfony1)-2-(1H-pyrrolo [2,3-b]pyri d in-5- 

yloxy)benzamide; N-({3-chloro-4-[(4-fluorotetrahydro-2H-pyran-4- 

yl)methoxy]phenyll sulfony1)-4-(4-{ [2-(4- 
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methylcyclohexyl)methoxy]pyridin-3-ylIsulfony1)-4-(4-1[2-(4-chloropheny1)-4,4- 

dimethylcyclohex-1-en-1 -yl]methyllpiperazin- 1 -y0-2-(1H-pyrrolo [2,3 -13]pyridin-5- 

yl oxy)benzamide; 4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyl Ipiperazin- 

l-y1)-N-[(6-{ [(cis-4-hydroxy-4-methylcyclohexyl)methyl]amino1-5-nitropyridin-3-yl)sulfonylk 

2-(1 H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 4-(44[2-(4-chloropheny1)-4,4- 

dimethylcyclohex-1 -en- 1 -yl]methyllpiperazin- 1 -y1)-N-( {5-nitro-6-[(tetrahydro-2H-pyran-4- 

ylmethyDamino]pyridin-3-yllsulfony1)-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 4-(4- 

{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyl 1 p iperazin- 1 -y1)-N-({ 6-[(trans-4- 

hydroxy-4-methylcyclohexypmethoxy]-5-(trifluoromethyppyridin-3-ylIsulfony1)-2-(1H- 

indazol-4-yloxy)benzamide; 4-(4- { [2-(4-chloropheny1)-4,4-d imethylcyclohex- 1 -en- 1 - 

yl]methyl}piperazin-l-y1)-N-[(4-{[(cis-4-ethyl-4-hydroxycyclohexyl)methyl]amino1-3- 

nitrophenyOsulfonyl]-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; and 4444[244- 

chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyllpiperazin- 1 -y1)-2-( 1H-indo1-5-yloxy)-N- 

({3-nitro-4-Rtetrahydro-2H-pyran-4-ylmethyl)aminolphenylIsulfonyl)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 Bcl-2 proteins. The selective Bcl-2 inhibitors generally have the following Formula (I): 
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wherein 

Al  is N or CH; 

B' is OR' or NHR1 ; 

Y' is CN, NO2, CF3, F or Cl; 

R' is (CH2)„R2; 

R2  is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally 

substituted with one or more independently selected R4, OR4, OH, CN, or F; 

R3  is heteroaryl; wherein the heteroaryl is optionally substituted with one or more 

independently selected NH2, Cl, or F; 

R4  is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally 

substituted with one or more F; 

R5  is deuterium; 

each R6  is independently selected from CH3, spirocyclopropyl and OH; 

m is 0, 1, 2, 3, 4, 5, or 6; 

n is 0 or 1; and 

p is 0, 1, or 2. 

The method of treating Sjogren's Syndrome may also comprise administering a pharmaceutically 

acceptable salt of a selective BcI-2 inhibitor. Generally, a selective Bcl-2 inhibitor has a Bc1-2 

binding affinity (K,) of less than about 1 nanomolar. In another example, a selective Bc1-2 

inhibitor has a Bcl-2 binding affinity (K,) of less than about 100 picomolar. The selective Bc1-2 

inhibitor may also have a binding affinity (K,) for Bcl-2 that is approximately 500 times less than 

the binding affinity (K,) for Bcl- xL. In this example, the selective Bc1-2 inhibitor may include 

N-({ 5-chloro-6-{(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl } sulfonyl)-4-(4- { [2-(4-

chloropheny1)-4,4-dimethylcyclohex-1-en-1-yl]methylIpiperazin-1-y1)-2-[(6-fluoro-1H-indazol- 

4-ypoxy]benzamide; 4-(44[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-

yl]methyllpiperazin-1-y1)-N-{[4-({[(2S)-4-cyclopropylmorpholin-2-yl]methyllamino)-3-

nitrophenyllsulfony11-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; N-({5-chloro-6-[(4-

fluorotetrahydro-2H-pyran-4-yOmethoxy]pyridin-3-yll sulfony1)-4-(4-1[2-(4-chloropheny1)-4,4-

dimethylcyclohex-1-en-1-yl]methyl }piperazin-l-y1)-2-(1H-indazol-4-yloxy)benzamide; 4-(4- 

{[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyllpiperazin- 1 -y1)-2-[(6-fluoro-1H- 
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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), 
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wherein 

A l  is N or CH; 

B1  is OR' or NHR1; 

Y1  is CN, NO2, CF3, F or Cl; 

R' is (CH2)nR2; 

R2  is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally 

substituted with one or more independently selected R4, OR4, OH, CN, or F; 

R3  is heteroaryl; wherein the heteroaryl is optionally substituted with one or more 

independently selected NH2, Cl, or F; 
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R4  is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally 

substituted with one or more F; 

R5  is deuterium; 

each R6  is independently selected from CH3, spirocyclopropyl and OH; 

m is 0, 1, 2, 3, 4, 5, or 6; 

n is 0 or 1; and 

pis 0, 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 BcI-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 (KO 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 Bcl-xL. 

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

N-(15-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-ye methoxy]pyridin-3-y1 1 sulfony1)-4- 

(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-yl]methyllpiperazin-1-y1)-2-[(6-fluoro- 

1H-indazol-4-y1)oxy]benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-yl]methyl Ipiperazin-l-y1)-N- 

{[4-({ R2S)-4-cyclopropylmorpholin-2-ylimethyl}amino)-3-nitrophenyl]sulfonyl}-2-(1H-

pyrrolo[2,3-13]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyc lohex- 1-en-l-yflmethyl }piperazin-l-yI)-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-chloropheny1)-4,4-dimethylcyclohex-1-en-1-

yl]methyllpiperazin-l-y1)-N-({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-yOmethoxy]pyridin- 

3-y1 } sulfonyl)benzamide; 
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N-(13-chloro-4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]phenyllsulfony1)-4-(4-{ [2- 

(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyllpiperazin- 1 -y1)-2-(1H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzamide; 

2-(1H-benzimidazol-4-yloxy)-4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 - 

yl]methyllpiperazin- 1 -y1)-N-[(4- { [(4-cyanocyclohexyl)methyl]aminol -3-

nitrophenyl)sulfonyl]benzamide; 

N-({5-chloro-6-[(cis-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yll sulfony1)-4- 

(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyllpiperazin-1 -y1)-2-( 1H-indazol- 

4-yloxy)benzamide; 

N-[(3-chloro-4-1[4-fluoro- 1 -(oxetan-3 -yppiperidin-4-yl]methoxylphenyOsulfonyll-4-(4- 

{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyl} piperazin- 1-y1)-2-( 1H-

pyrrolo[2,3 -b]pyridin-5 -yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyllpiperazin- 1-y1)-N- 

({ 5-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yOmethoxy]pyridin-3 -yll sulfony1)-2-(1H-indol-4-

yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyl Ipiperazin-1-y1)-N- 

[(4- { [(4-fluorotetrahydro-2H-pyran-4-yl)methyl]amino}-3-nitrophenyOsulfonyll-24 1H-

pyrrolo [2,3-b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyl } piperazin- 1-y1)-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-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl] methyl }piperazin- 1 -y1)-N- 

[(4- { [(trans-4-cyanocyclohexyl)methyl]aminol -3 -nitrophenyl)sulfony1]-2-(1H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzami de; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyllpiperazin- 1 -y1)-N- 

{[4-(1(3R)- 1-[2-fluoro- 1-(fluoromethypethyl]pyrrolidin-3-yll amino)-3 -nitrophenyl] sulfonyl} -2- 

(1H-pyrrolo [2,3-b]pyridin-5-yloxy)benzamide; 
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N4{3-chloro-4-[(trans-4-hydroxycyclohexyl)methoxy]phenyllsulfony1)-4-(4-{ [2-(4-

chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyllpiperazin-1 -y1)-241H-pyrrolo [2,3 - 

b]pyridin-5-yloxy)benzamide; 

N4{5-chloro-6-[(trans-4-hydroxycyclohexypmethoxy]pyridin-3-y1} sulfony1)-4-(4- { [2- 

(4-ch loropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyllpiperazin- 1 -y1)-2- [(6-fluoro- 1H-

indazol-4-yl)oxy]benzamide; 

2-[(6-amino-5-chloropyridin-3-yDoxy]-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 

1-en- 1-yl]methyl Ipiperazin- 1-y1)-N- [(4- {[trans-44morpholin-4-y1)cyclohexyl]aminol-3-

nitrophenyl)sulfonyl]benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyllpiperazin- 1 -y1)-N- 

[(4-{ [(cis-4-hydroxy-4-methylcyclohexyl)methyl] amino} -3-nitrophenyOsulfonyl]-24 1H-

pyrrolo [2,3-b]pyridin-5-yloxy)benzamide; 

N-[(5 -chloro-6-1[4-fluoro- 1 -(oxetan-3 -yppiperidin-4-yl]methoxylpyridin-3-y1)sulfonyl]- 

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyllpiperazin-1 -y1)-2-( 1H-

pyrrolo [2,3-b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyllpiperazin- 1 -y1)-N- 

( {4-[(4-methylpiperazin- 1 -yDamino]-3-nitrophenyllsulfony1)-2-(1H-pyrrolo[2,3-b]pyridin-5 - 

yloxy)benzamide; 

Trans-444-1[2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyl }piperazin- 1 - 

y1)-N-[(4-1[(4-methoxycyclohexypmethyl]aminol -3-nitrophenyl)sulfony1]-2(1H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzamide; 

Trans-444-1[2-(4-chloropheny1)-4,4-dimethylcyclohex-1 -en- 1 -yl] methyllpiperazin- 1 - 

y1)-N-(14-[(4-morpholin-4-ylcyclohexyDamino]-3 -nitrophenyl} sulfony1)-2-(1H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyllpiperazin- 1 -y1)-N- 

(14-[(4-fluorotetrahydro-2H-pyran-4-yOmethoxy] -3-nitrophenyl} sulfony1)-2(1H-pyrrolo [2,3-

b]pyridin-5 -yloxy)benzamide; 
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N-( { 5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-y1} sulfonyl)- 

4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyl } piperazin- 1-y1)-2-(1H-

indazol-4-yloxy)benzamide; 

N-(15-chloro-6-[(cis- 1 -fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3 - 

y1 } sulfonyl)-4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyllpiperazin- 1 -yI)- 

2-(1H-indazol-4-yloxy)benzamide; 

2-[(6-amino-5-chloropyridin-3-y0oxy]-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 

1-en-1 -yl]rnethyl } piperazin- 1 -y1)-N-[(4- { [(4-methoxycyclohexypmethyl] amino} -3 - 

nitrophenyl)sulfonyllbenzamide; 

N-({ 5-chloro-6-[(trans- 1 -fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-

yl } sulfony1)-4-(4- {[2-(4-chloropheny1)-4,4-dimethylcyclohex-1 -en-1 -yl]methyl Ipiperazin-l-y1)- 

2-(1H-indazol-4-yloxy)benzamide; 

2-[(3-amino-1H-indazol-4-ypoxy]-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-

en-l-Amethyl Ipiperazin-1-y1)-N-[(4- { [(trans-4-methoxycyclohexyl)methyl]amino } -3-

nitrophenyl)sulfonyllbenzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-yl]methyl Ipiperazin- 1-y1)-N- 

(13-nitro-4-[(2-oxaspiro [3 ;5]non-7-ylmethyDamino]phenyll sulfony1)-2-(1H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzamide; 

4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en- 1-yl]methyllpiperazin- 1 -y1)-N-

a 5-cyano-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-y1 } sulfony1)-24 1H-

indazol-4-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-l-Amethyllpiperazin- 1 -y1)-2-[(6-

fluoro-1H-indo1-5-yl)oxy]-N-{ [3-nitro-4-({[4-(oxetan-3-yl)morpholin-2-

yl]methyllamino)phenyl]sulfonyllbenzamide; 

N-({ 5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yllsulfony1)- 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclo hex- 1-en- 1-yl]methyllpiperazin- 1-yI)-2- [(6-fluoro- 

1H-indazol-4-yl)oxy]benzamide; 
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4444 [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-y l]methyl Ipiperazin- 1-y1)-N- 

[(5-cyano-6-1 [4-fluoro- 1-(oxetan-3-yl)piperidin-4-yl]methoxyl pyridin-3-yOsulfony11-2-(1H-

pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 

N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexypmethoxy]pyridin-3-y1} sulfony1)- 

2-[(3-chloro-1H-indazol-4-y0oxy]-4-(4-1 [2-(4-chloropheny1)-4,4-dimethyl cyclohex- 1 -en- 1 - 

yl]methyllpiperazin- 1 -yl)benzamide; 

444- 42-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyl } (2H8)piperazin- 1 -y1]- 

N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyDamino]phenyl} sulfony1)-24 1H-pyrrolo [2,3-

b]pyridin-5 -yloxy)benzamide; 

N-({ 5-chloro-6-[(trans-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-

yll sulfony1)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyc lohex- 1-en- 1-yl]methylIpiperazin-1 -y1)- 

2-(1H-pyrrolo [2,3-b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyl } p iperazin- 1-y1)-N- 

[(6- { [(cis-4-hydroxy-4-methylcyclohexyl)methyl] amino } -5-nitropyridin-3-ypsulfonyl]-24 1 H-

pyrrolo [2,3 -b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1-en- 1-yl]methyllpiperazin- 1-y1)-N- 

( {5-nitro-6-[(tetrahydro-2H-pyran-4-ylmethypamino]pyridin-3-yll sulfony1)-2-(1H-pyrrolo[2,3-

b]pyridin-5 -yloxy)benzamide; 

4-(4- { [2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1-en- 1-yl]methyll piperazin- 1 -y1)-N- 

({ 6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]-5-(tri fluoromethy Opyridin-3-yll sulfony1)- 

2-(1H-indazol-4-yloxy)benzamide; 

4-(4-{ [2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1-en- 1-yl]methyl } piperazin- 1-y1)-N- 

[(4- { [(cis-4-ethy1-4-hydroxycyclohexyl)methyl] amino }-3-nitrophenyl)sulfonyl]-24 1H-

pyrrolo[2,3 -b]pyridin-5-yloxy)benzamide; and 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyll piperazin-1 -y1)-2- 

(1H-indo1-5-y loxy)-N-({ 3-nitro-4-[(tetrahydro-2H-pyran-4- 

ylmethypamino]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 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 (I), 

Yl 
 

0,11 
----S 131  

O NH 	Al 

N. 

C

>(R5)m 

/ j  

/ (R6)
P 

1'1 	11101 

wherein 
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A1  is N or CH; 

B' is OR' or NHR1; 

Y' is CN, NO2, CF3, F or Cl; 

R' is (CH2),,R2; 

R2  is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are optionally 

substituted with one or more independently selected R4, OR4, OH, CN, or F; 

R3  is heteroaryl; wherein the heteroaryl is optionally substituted with one or more 

independently selected NH2, Cl, or F; 

R4  is alkyl, cycloalkyl, heterocyclyl, or spiroheterocyclyl; wherein the alkyl is optionally 

substituted with one or more; 

R5  is deuterium; 

each R6  is independently selected from CH3, spirocyclopropyl and OH; 

m is 0, 1, 2, 3, 4, 5, or 6; 

n is 0 or 1; and 

p is 0, 1, or 2, 

or a pharmaceutically acceptable salt thereof 

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

a Bcl-2 protein has a Bcl-2 binding affinity (K1) value of less than about 1 nanomolar. 

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

a Bc1-2 protein has a Bcl-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 (IQ for Bcl-xL. 

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-chloropheny1)-4,4-dimethylcyclohex-1-en-1-yl]methyllpiperazin-1-y1)-2-[(6-fluoro- 

1H-indazol-4-y1)oxy]benzamide; 
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4-(4- { [2-(4-chlorophenyl)-4,4-d imethylcycl ohex- 1 -en-1 -Amethyl Ipiperazin-l-y1)-N- 

{ [4-({ [(2S)-4-cyclopropylmorpholin-2-yl] methyl} amino)-3-nitrophenyl]sulfony11-2-(1H-

pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 

4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyl Ipiperazin-l-y1)-N- 

[(4-{ [(4,4-difluorocyclohexyl)methyl]amino1-3-nitrophenyesulfony1]-2-(1H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzami de; 

2-(1 H-benzimidazol-4-yloxy)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1 -en-1-

yl]methyll piperazin-1 -y1)-N-(15-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-yOmethoxy]pyridin- 

3-ylIsulfonyl)benzamide; 

N-(13 -chloro-4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]phenyl } sulfony1)-4-(4-{ [2- 

(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyllpiperazin-l-y1)-2-(1H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzamide; 

2-(1H-benzimidazol-4-yloxy)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1 -en-1-

yl]methyl Ipiperazin- 1 -y1)-N-[(4-{ [(4-cyanocyclohexyl)methyl]amino1-3-

nitrophenyOsulfonyl]benzamide; 

N-({ 5-chloro-6-[(cis-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-ylIsulfony1)-4- 

(4- { [2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyl Ipiperazin-1 -y1)-2-(1H-indazol- 

4-yloxy)benzamide; 

N-[(3-chloro-44[4-fluoro-1-(oxetan-3-yppiperidin-4-yl]methoxylphenyl)sulfonyl]-4-(4- 

{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1 -en- 1 -yl]methyllpiperazin-1 -y1)-2-(1H-

pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1-en- 1 -yl] methyl Ipiperazin-l-y1)-N- 

({5-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-ylIsulfony1)-2-(1H-indol-4-

yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-Amethyl }piperazin- 1 -y1)-N- 

[(4- { [(4-fluorotetrahydro-2H-pyran-4-yl)methyl] amino 1-3-nitrophenyl)sulfony1]-2-(1H-

pyrrolo[2,3 -b]pyridin-5-yloxy)benzamide; 
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4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyl }pi perazin- 1 -y1)-N- 

{ [4-({ [(2R)-4-cyclopropylmorpholin-2-yl]methyl lamino)-3-nitrophenylisulfony11-2-(1H-

pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en-l-yl]methyl Ipiperazin- 1-y1)-N- 

[(4-{ [(trans-4-cyanocyclohexyl)methyl] amino} -3 -nitrophenyl)sulfony1]-2-(1H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzamide; 

4-(4-1[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1 -yl]methyl }piperazin- 1 -y1)-N- 

{ [4-({ (3R)-1-[2-fluoro-1-(fluoromethypethyl]pyrrolidin-3-yll amino)-3 -nitrophenyl] sulfonyl } -2- 

( 1H-pyrrolo [2,3 -b]pyridin-5-yloxy)benzami de; 

N-({3-chloro-4-[(trans-4-hydroxycyclohexyl)methoxy]phenyl } sulfonyl)-4-(4-{ [2-(4-

chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyllpiperazin-1 -y1)-2-( 1H-pyrrolo [2,3 - 

b]pyridin-5-yloxy)benzamide; 

N-({5-chloro-6-[(trans-4-hydroxycyclohexyl)methoxy]pyridin-3 -y1 } sulfonyl)-4-(4-{ [2- 

(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyl Ipiperazin-1 -y1)-2-[(6-fluoro-1H-

indazol-4-ypoxy]benzamide; 

2-[(6-amino-5-chloropyri din-3-yDoxy]-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 

1 -en-1 -yl]methyl }piperazin-1-y1)-N-[(4-{ [trans-4-(morpholin-4-yl)cyclohexyl]amino } -3-

nitrophenyl)sulfonylibenzamide; 

4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyl Ipiperazin-1-y1)-N- 

[(4-{ [(cis-4-hydroxy-4-methylcyclohexyl)methyl] amino} -3-nitrophenyOsulfonyl]-2-(1H-

pyrrolo[2,3-b]pyridin-5 -yloxy)benzamide; 

N-[(5-chloro-6-{ [4-fluoro-1 -(oxetan-3 -yl)piperidin-4-yl]methoxylpyridin-3-yl)sulfonyl]- 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en-l-yl]methyl }piperazin- 1 -y1)-2-(1H-

pyrrolo [2,3 -b]pyridin-5 -yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyl }piperazin- 1-y1)-N- 

({4-[(4-methylpiperazin-1-yDamino]-3-nitrophenyl } sulfony1)-2-(1H-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide; 
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Trans-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1 -en-1 -yl]rnethyllp iperazin-1-

y1)-N-[(4-{ [(4-methoxycyclohexyl)methyl]amino1-3-nitrophenypsulfonyl]-2-(1H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzamide; 

Trans-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1 -yl]methyl Ipiperazin-1-

y1)-N-(14-[(4-morpholin-4-ylcyclohexyDamino]-3 -nitrophenyl} sulfony1)-2-(1 H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzamide; 

4444 [2-(4-chloropheny1)-4,4-d imethylcyclohex- 1 -en-1 -yl]methyl }piperazin- 1 -y1)-N- 

( {4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-nitrophenylIsulfony1)-2-(1 H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzamide; 

N-(15-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-ylIsulfony1)- 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en-1 -yl]methyllp iperazin- 1 -y1)-2-(1H-

indazol-4-yloxy)benzamide; 

N-({5-chloro-6-[(cis-1 -fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-

ylIsulfony1)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethyl cyclohex-1-en-1 -yl]methyllpiperazin-1 -y1)- 

2-(1H-indazol-4-yloxy)benzamide; 

2-[(6-amino-5 -chloropyri din-3 -yl)oxy]-4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 

1-en-1 -yl]methyllpiperazin-1 -y1)-N-[(4- { [(4-methoxycyclohexyl)methyl]amino} -3 - 

nitrophenyl)sulfonyl]benzamide; 

N-({ 5-chloro-6-[(trans-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-

ylIsulfonyl)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethyl cyclohex- 1 -en-1 -yl]methyllpiperazin-1 -y1)- 

2-( 1H-indazol-4-yloxy)benzamide; 

2-[(3-amino-1H-indazol-4-yl)oxy]-4-(4-{ [2-(4-chloropheny1)-4,4-dimethyl cyclohex-1 - 

en-1 -yl]methyl }piperazin- 1-y1)-N-[(4- { [(trans-4-methoxycyclohexypmethyl]amino1-3-

nitrophenyl)sulfonyl]benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en-1 -yl]methyllpiperazin- 1 -y1)-N- 

({ 3-nitro-4-[(2-oxaspiro[3 ;5]non-7-ylmethyl)amino]phenyl } sulfony1)-24 1H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzami de; 
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4-(4-{ [2-(4-chl oropheny1)-4 ,4-d imethyl cycl ohex- 1 -en- 1 -yl]methyl }piperazin- 1 -y1)-N- 

({5-cyano-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yllsulfony1)-2-(1H-

indazol-4-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1 -en-1 -yl]methyllpiperazin-1 -y1)-2-[(6- 

fluoro-1H-indo1-5-y0oxy]-N-1[3-nitro-4-(1[4-(oxetan-3-yl)morpholin-2- 

yl]methyll amino)phenyl]sulfonyl 1 benzamide; 

N-(15-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3 -y1} sulfony1)- 

4-(4-1[2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyl Ipiperazin-1-y1)-2-[(6-fluoro- 

1H-indazol-4-ypoxy]benzamide; 

4-(4- { [2-(4-chloropheny1)-4,4-dimethyl cyclohex-1 -en-1 -yl]m ethyl Ipiperazin-1 -y1)-N- 

[(5-cyano-6-{ [4-fluoro-1 -(oxetan-3-yepiperidin-4-yl]methoxylpyridin-3-yOsulfonyl]-2-(1 H-

pyrrolo[2,3 -1)] pyridin-5-yloxy)benzamide; 

N-({5-chloro-6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3-yllsulfony1)- 

2-[(3-chloro-1H-indazol-4-yl)oxy]-4-(4-{ [2-(4-chloropheny1)-4,4-d imethyl cyclohex- 1-en- 1 - 

yl]methyllpiperazin-1 -yl)benzamide; 

4-[4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yl]methyl } (2H8)piperazin- 1 -y1]- 

N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyl } sulfony1)-2-(1H-pyrrolo[2,3 - 

b]pyridin-5-yloxy)benzamide; 

N-(15-chloro-6-[(trans-1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxy]pyridin-3 - 

ylIsulfony1)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethyl cycl ohex-1 -en-1 -yl]methyllpiperazin-1 -y1)- 

2-(1 H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en- 1 -yl]methyllpiperazin-1 -y1)-N- 

[(6-{ [(cis-4-hydroxy-4-methylcyclohexyl)methyl]amino1-5-nitropyridin-3-yOsulfonyl]-2-(1H-

pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; 

4-(44[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyl}piperazin-1-y1)-N- 

(15-nitro-6-[(tetrahydro-2H-pyran-4-ylmethypamino]pyridin-3-yllsulfony1)-2-(1H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzamide; 
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4-(4-{ [2-(4-chl oroph eny1)-4,4-d im ethyl cycl oh ex-1-en-l-yl]meth yl }piperazin-l-y1)-N- 

( { 6-[(trans-4-hydroxy-4-meth yl cycl oh exypmeth o xy] -5 -(tri fl uoromethyppyrid in-3 -yllsul fony1)- 

2-(1H-indazol-4-yloxy)benzamide; 

4-(4- {[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyllpiperazin-1-y1)-N- 

[(4-{[(cis-4-ethyl-4-hydroxycyclohexyl)methyl]amino1-3-nitrophenypsulfonyl]-2-(1H-

pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; and 

4-(4-{[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyl Ipiperazin-1-y1)-2- 

(1H-indol-5-yloxy)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4- 

ylmethypamino]phenyllsulfonyObenzamide; 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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