
What is claimed is: 

1. Use of a therapeutically effective amount of a compound selected from: 

4-(4- { [2-(4-chloropheny1)-4,4 -dimethylcycl ohex-1 -en-1 -yl] methyl I piperazin-l-y1)-N- 

(13-nitro-4-[(tetrahydro-2H-pyran-4-ylmethypamino]phenyl } sulfony1)-2-(1H-pyrrol o[2,3-b]pyridin-5-

yloxy)benzamide or a pharmaceutically acceptable salt thereof; and, 

4-(4- { [2-(4-chloropheny1)-4,4-di m et hyl cyclohex-1 -en-1 -yl] methyl I piperazin-l-y1)-N-[(4- { [(trans-4-

hydroxy-4-methylcyclohex yl )methyl] amino } -3 -nitroph eny1) sulfonyl] -2-(11-Ipyrrolo [2,3 -b] pyri din-5 - 

yloxy)benzamide or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for 

treating systemic lupus erythematosus or lupus nephritis. 

2. The use of claim 1 wherein the therapeutically effective amount of the compound is between 0.01 mg/kg 

and 500 mg/kg. 

3. The use of claim 1 wherein the therapeutically effective amount of the compound is between 0.1 mg/kg 

and 300 mg/kg. 

4. The use of claim 1 wherein the therapeutically effective amount of the compound is between 1 mg/kg 

and 100 mg/kg. 

5. The use of claim 1 wherein the compound is 4-(4-1[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-

yl]methyl 1 piperazin-1 -yl)-N-( {3 -nitro-4- [(t etrahydro-2H-pyran-4-ylmethyl)am ino]phenyl { sulfon y1)-2- 

(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide or a pharmaceutically acceptable salt thereof 

6. The use of claim 1 wherein the compound is 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-l-en-1-

yl]methyl } piperaz in-1 -y1)-N-[(4- { [(trans-4-h ydroxy-4-methylcyclohexyl)methyl] amino1-3 - 

nitrophenyl)sulfony1]-2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide or a pharmaceutically acceptable 

salt thereof 

7. Use of a therapeutically effective amount of a compound selected from: 

4-(4- { [2-(4 -chl oropheny1)-4,4-dimeth yl cyc lohex -1 -en-1 -yl] methyl { piperazin-1-y1)-N- 
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( { 3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)am ino] phenyllsulfony1)-2-(1H-pyrrolo [2,3 -b]pyridin-5 - 

yloxy)beiazamide or a pharmaceutically acceptable salt thereof; and, 

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

[(4- { [(trans-4-hydroxy-4-methylcyc lohexyl)methyl] amino}-3 -nitrophenyl) sulfony1]-2-(1Hp yrrolo [2,3-

b]pyridin-5-yloxy)benzamide or a pharmaceutically acceptable salt thereof, in the manufacture of a 

medicament for treating Sjogren's Syndrome. 

8. The use of claim 7 wherein the therapeutically effective amount of the compound is between 0.01 mg/kg 

and 500 mg/kg. 

9. The use of claim 7 wherein the therapeutically effective amount of the compound is between 0.1 mg/kg 

and 300 mg/kg. 

10. The use of claim 7 wherein the therapeutically effective amount of the compound is between 1 mg/kg 

and 100 mg/kg. 

11. The use of claim 7 wherein the compound is 4-(4-1[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-

yl] methyl} piperazin-l-y1)-N-(13-nitro-4-[(tetrahydro-2H-pyran-4-ylmethypamino]phenyll sulfony1)-2- 

(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide or a pharmaceutically acceptable salt thereof. 

12. The use of claim 7 wherein the compound is 4-(4- {[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-

yl]methyl}piperazin-l-y1)-N-[(4- { Rtrans-4-hydroxy- 

4-methylcyclohexyl)methyliamino}-3-nitrophenypsulfonyl]-2-(1H-pyrrolo[2,3-b]pyridin-5- 

yloxy)benzamide or a pharmaceutically acceptable salt thereof. 
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What is claimed is: 

1. Use of a therapeutically effective amount of a compound comprising a 

selective Bcl-2 inhibitor, in the manufacture of a medicament for treating systemic Jupus 

erythematosus or lupus nephritis in a patient. 

2. The use of claim 1 wherein the selective Bcl-2 inhibitor is a compound of 

Formula (I), 

0 
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CI 

(I), 

wherein 

Al  is N or CH; 

B1  is OR1  or NHR1'; 

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

R1  is (CH2b112; 

R2  is cycloalky1 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 

p is 0, 1, or 2,  
..- 

or a pharmaceutically acceptable salt thereof. 

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

activity of a Bcl-2 protein has a Bcl-2 binding affinity (K) valup/Of less than about 1 

nanomolar. 	 /,' 

4. The use of claim 3, wherein the compound thatselectively inhibits the 

activity of a Bcl-2 protein has a Bcl-2 binding affinit(Ki) value of less than about 100 

picomolar. 	 ./ 

/ 
5. The use of claim 2, wherein lie compound that selectively inhibits the 

activity of a Bcl-2 protein has a binding affinity (K) for Bc1-2 that is at least 500 times 

less than the binding affinity (K) for BcVXL. 

6. The use of claim 2, wherein the compound is selected from: 

N-(15-chloro-6-[(4-fluoroletrahydro-2H-pyran-4-yOmethoxy]pyridin-3-

yllsulfony1)-4-(4- 1[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-

yl]methylipiperazin-1-y1):2-[(6-fluoro-1H-indazol-4-yl)oxy]benzamide; 

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

y1)-N- {[4-(1[(2S)-4-cyclopropylmorpholin-2-yl]methyl) amino)-3-nitrophenyl]sulfony1}-

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

N-(15thloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-

yllsulfony1)-4-(4-1[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-

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

,s- 

/ 
/ 
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4-(4- { [2- (4-chlorophen_y1)-4,4-dimethylc yclohex - 1. -en- 1-y1Imethyl } piperazin- 1-y1)-2- [(6- 

fluoro-1H-indo1-57-ypoxy]-N-({ 4-[(4-fluorotetrah ydro-2H-pyrau-4-yl)meth oxy] -3- 

nitrophenyl } sulfonyl)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex71-en-1-yl]methyllpiperazin-1-y1)-N- 

[(4- { [(4,4-difluorocyclohexyl)methyl] amino } -3-nitrophenyl)sulfony1]-24 1H-p yrrolo [2,3-

b]pyridin-5-yloxy)benzarnide; 

2-(1H-benzimidazo1-4-yloxy)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-

yl]methyl } piperazin- 1 -y1)-N-({ 5-fluoro-6- [(441uorotetrahydro-2H-pyran-4-yl)meth oxy] pyridin- 

3-y1} sulfonyl)benzamide; 

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

({ 3-nitro-4-[(tetrahydro-2H-pyran-47Ylmethyl)amino] phenyl } sulfony1)-2-(1H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzarnide;  

N-({ 3-chloro-4-[(4-fluOrotetrahydro-2H-pyran-4-yl)methoxy}phenyl } sulfony1)-4-(4-{ [2- 

(4-chloropheny1)-4,4-dimethYlcyclohex- 1-en - 1. - Arnethyl } piperazin- 1- y1)-2-(1H-pyrrolo[2,3-

b]pyridin-5-yloxy)benzaMide; 

2-(1H-benzinildazol-4-yloxy)-4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1- 
7 

yl]methyllpiperazyt- 1-y1)-N- [(4- { [(4-c yanoc yclohexyl)methyl] amino } -3- 

nitrophenypsu 10Uyllbenzamide; 

N-( (7-chloro-6-[(cis-4-hydroxy-4-methylcyclobexyl)methoxy]pyridin-3-y11 su1fonyl)-4-
, 

(4- { [2-(47ehloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyl }piperazin- 1-y1)-2-( 1H-indazol- 

4-yloxy)beniamide; 

N-[(3-chloro-4-{ [4-fluoro- 1-(oxetan-3-yl)piperidin-4-yl]methoxylphenyl)sulfony1]-4-(4- 

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

({ 5-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yll sulfony1)-2-(1H-indo1-4-

y1oxy)benzamide; 
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/ 

444-1 [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyl }piperazin- 1 -y1)-1'-f 

[(4- { [(4-fluorotetrahydro-2H-p yran-4-yl)methyl] amino I -3-nitrophenyl)sulf onyl] -2-( 1H- 	. ' 

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

N-({ 3-chloro-4-[(4-fluorotetrahydro-2H-p yran-4-yl)methox y]phenyl } sulfo 41)-444- 1 [2- 

(4-chloropheny1)-4,4-dimethylcycloh ex- 1-en- 1-yl] methyl } pi perazin- 1-y1)-2-(1H4ndazol-4-

yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dirneth ylcyclohex- 1-en- 1-yl]methyjcpiperazin- 1-y1)-N- 

(1 5-fluoro-6-[(4-fluorotetrahydro-2H-p yran-4-yl)methoxy] pyridin-3 -ylIsulfony1)-2-(1H-indazol- 
/ 4-yloxy)b en zamide ; 

444-1 [2- (4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1;:yi] methyl } piperazin- 1-y1)-N- 

{ [4-( { [(2R)-4-cyclopropylmorpholin-2-yl] methyl } amino)-3-0.rophenyl]sulfonyll-2-(1H-

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

4-(4-{ [2-(4-chl oropheny1)-4,4-dimethylcyclohei- 1-en- 1-yl]methyll piperazin- 1-y1)-N- 

[(4- { [(trans-4-cyanocyclohexyl)methyl] amino }-3-nitrophenypsulfonyll -2-(1H-prTolo [2,3-

b]pyridin-5-yloxy)benzainide;  

Trans-2-[(6-amino-5-chloropyridin-37,0)oxy] -444-1 [2- (4-chl orophen y1)-4,4- 
/ 

dimethylcycl ohex- 1-en- 1 -yllmethyllpiperalzin-1-y1)-N-(14-[(4-morpholin-4- 

ylcyclohexypatnino]-3-nitrophenyl } sult'6nyl)benzamide; 
i 

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

{ [4-(1(3R)-142-fluoro-1-(fluoromethyl)ethyl]pyrrolidin-3-y1} amino)-3-nitrophenyl} sulfonyl} -2- 

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

Trans-N-({ 5-chloro -6-[(4-hydrox ycyclohexyl)methoxy]pyridin-3-yll sulfony1)-4-(4-{ [2- 

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

yloxy)benzamide; 

N-({ 3-chlciio-4-[(trans-4-hydroxyc yclohexypmethoxy]phenyl I sulfonyl)-4-(4-{ [2-(4-

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

b] pyridin-5- Yloxy)benzamide ; 
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N-( { 5-chloro-6-[(trans-4-hydroxycyclohexyl)methoxy]pyridin-3-yl} sulfony1)-444- { [2- 

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

indazol-4-yboxy]benzamide; 

2-[(6-arni no-5 -chlorop yridin-3-y1) oxy] -4- (4- { [2- (4-chl oropheny1)-4,4-di methylc ycl ohex- 

1-en- 1-yl] meth yl I piperazin- 1-y1)-N-[(4-{ [trans-4-(morpholin-4-yl)cyclohex yl] amino }-3-

nitrophenyl)sulfonyl]benzamide; 

4-(4- { [244-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl] methyl}piperazin-l-y1)-N- 

[(4-{ [(cis -4-hydrox y-4-methylcycl ohexyl)methyl] amino } -3-nitrophenyl)sulfonyl] -24 1H-

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

4-(4-{ [2(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 17y1] methyl Ipiperazin- 1-y1)-N- 
/ 

({ 5-c yano-6-[(4-fluorotetrahydro-2H-p yran-4-yl)methoxy] pyridin-3-y1} sulfony1)-241H-indazol- 
, 

4-yloxy)benzamide; 

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

444- { [2(4-chloropheny1)-4,4-dimethylcyclohex- 1-frii- 1-yl] methyl I piperazin-l-y1)-241H- 
/ 

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

2-[(6-amino-5-chloropyridin-3-yl)oxy]`f4-(4-{ [244-chloropheny1)-4,4-dimethylcyclohex- 

1-en- 1-yl]methyl }piperazin-1-y1)-N4 { 3-Mtro-4-[(tetrahydro-2H-pyran-4- 

ylmethybamino]phenyl} sulfonyl)benzarnide; 
/ 

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

({ 4-[(4-methylpiperazin-l-yDamiho]-3-nitrophenyl} sulfony1)-241H-pyrrolo [2,3-b] pyridin-5-

yloxybenzamide; 

Trans-4-(4- { [244-chloropheny1)-4,4-dimethylcyclohex- 1-en-l-yl] methyl }piperazin- 1-

y1)-N-{(4- { [(4-methoxycYclohexyl)methyl] amino } -3-nitrophenyl)sulfonyl] -241H-p yrrolo [2,3-

b] pyridin-5-yloxy)benzamide; 

Trans-44411 [2(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1-yl] methyl }piperazin-l- 

y1)-N4 { 4-[(4-morpholin-4-ylcyclohexypamino}-3-nitrophenyl } sulfony1)-2-(1H-p yrrolo [2,3-

b] pyridin-5-,,Ylox y)benzamide; 
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444-1 [2-(4-chloropheny1)-4,4-dimethylc yclohex- 1-en- 1-Amethyl jpiperazin- 1 -y1)-N/ 

({ 4- [(4-fluorotetrahydro-2H-pyran-4-yl)methoxy] -3-n itrophenyl 1 sulfony1)-24 1H-pyrrolo12,3-

b] pyridin-5-y1oxy)benzarnide; 

2- [(6-amino-5-chloropyridin-3-yl)ox y] -4- (4-1 [2-(4-chloropheny1)-4,4-dimethylc ycloh ex- 

1-en- 1-yl] methyl } piperazin-1-y1)-N-[(4-1 [(3R)- 1 -(2,2-difluoroethyl)pyrrolidin-37y1] amino 1-3-

nitrophen yl)sulfon yli ben zamid e ; 

N-(1 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 } pipetazin- 1 -y1)-2-(l H-

indazol-4-yloxy)benzamide; 

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

yl } sulfony1)-4-(4- 1 [2-(4-chloropheny1)-4,4-dimethylcyclohex4 -en- 1-yl]methyl ) piperazi n-1-y1)- 

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

2- [(6-amino-5-chloropyridin-3-yl)ox y] -4- (4- { [2-(4-chloropheny1)-4,4-dimethylc yc lohex- 

1-en- 1-yl]methyllpiperazin-1-y1)-N-[(4-{ [(4-metho7S;cyclohexyl)methyl] amino 1-3- 

nitrophenyl)sulfonyl]benzamide; 	 / 

N-({ 5-chloro-6-[(trans- 1-fluoro-4-hydroxy-4-methylcyclohexypmethoxy]pyridin-3-
i 

yl 1 sulfon y1)-4-(4- 1 [2- (4-chl oropheny1)-4,4/imethylc yclohex-1-en- 1-yl] methyl } piperazin-l-y1)- 

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

444-1 [2-(4-chloropheny1)-4,/4/-dimethylc yclohex- 1-en- 1-yl]methyl } piperazin- 1-y1)-N- 

[(4- 1 [(trans-4-hydroxy-4-rnethyleiclohexyern ethyl] amino } -3-nitrophenyl)sulfony1]-2-(1H-

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

2-[(3 -amino- 111-indazol-4-yl)oxy] -4- (4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 - 

en-1- yllmethy1) piperazin-1-y1)-N- [(4- { [(trans-4-methoxycyclohexyl)methyll amino } -3-

nitrophenyl)sulfo n yl]ben zamide ; 

4-(4-{ [2- (4`-chloropheny1)-4,4-dimethyleyclohex- 1-en- 1-Amethyl jpiperazin- 1-y1)-N- 

({ 3-nitro-4-[(2-oxaspiro [3 ;5] non-7-ylmethypamino]phenyl } sulfony1)-2- (1H-p yrrolo [2,3-

b]pyridin-57yloxy)benzamide; 
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4-(4- { [2-(4-chloropheny1)-4,4-dimethylc yclohex- 1 -en- 1 -yl]rneth yl } piperazin- 1 -y1)-N,! 
i' 

5-cyano-64(trans-4-hydroxy-4-methylcyclohexyl)methoxylpyridin-3-yll ({ sulfon y1)-2-(1H-

indazol-4-yloxy)benz amide; 

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

fluoro- 1H- indo1-5-y1)oxy]-N-{ [3-nitro-44 { [4-(oxetan-3-yl)morph olin-2- 

yl] meth yl } arnino)phenyl] sulfonyl }benz amide; 

N-({5-chloro-64(trans-4-hydroxy-4-methylcyclohexypmethoxy]pyridin-3-yll sulfonyl)- 

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

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

4-(4- { [2- (4-chloropheny1)-4,4-dimethylc yclohex- 1-en- 1.7yl]methyl }piperazin- 1-y1)-N- 

[(5-eyano-6- { [4-fluoro- 1 -(oxetan-3-yl)piperidin-4-yl]methoxyip yridin-3-yl)sulfony1]-2-(1H-

pyrrolo[2,3-b]pridin-5-yloxy)benzarnide; 

24(6-amino-5-chlorop yridin-3-yl)oxy]-4-(4- { [? '=(4-chloropheny1)-4,4-dimethylc yclohex- 

1 -en- 1-yl]methyl } piperazin- 1-y1)-N- [(4- { [(4-h ydroxYcyclohexyl)methyl] amino } -3- 

nitrophen yl)sulfon yl]benzamide; 	 // 

N-({ 5-chloro-64(trans-4-hydroxy-4-Tethylcyclohexyl)methoxylpyridin-3-yll sulfony1)- 

24(3-chloro- 1H-indazol-4-yl)oxy] -4- (4- { [744-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1- 

yl] methyl }piperazin- 1 -yl)benzamide; 	/ 

444- { [2-(4-chloropheny1)-44-dimethylcyclohex- 1-en- 1-yi]methyl} (2H8)piperazin-1-yl]- 

N-({ 3-nitro-44(tetrahydro-2H-pyran-4-ylrnethyparaino]phenyll sulfony1)-24 1H-p yrrolo [2,3-

b]p yridin-5- yloxy)benzamide; ' 

N-({ 5-chloro-64(trans- 1-fluoro-4-hydroxy-4-methylcyclohexyl)methoxylp yridin-3-

yl } silifony1)-4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyllpiperazin-l-y1)- 

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

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1 -yilmeth yl jpiperazin- 1-y1)-N- 

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

pyrrolo [2,37b]pyridin-5-yloxy)benzamide; 
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4-(4- {[2-(4-chloropheny1)-4,4-dimethylcyclohex- 1 -en- 1 -yl]methyllpiperazin- 1 - 

yl)-N-( {6-[(trans-4-hydroxy-4-methylcyclohexyl)methoxy]-5-(trifluoromethyppyridin-3 7  

y11 sulfony1)-2-(1H-i nd azol-4-yloxy)benzamide; 

4-(4- { [2-(4-chloropheny1)-4,4-dimethyleyclohex- 1 -en- 1 -yl]methyllpiperazin- I 

y1)-N-[(4- { [(cis-4-ethyl-4-hydroxycyclollexyl)methyljaminol -3 -nitrophenyl)sulfony11-2- 

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

4-(4- l [2-(4-chlorop heny1)-4,4-dimethylcycloh ex- 1-en- 1-yl]methyllpiperazin- I - 

y1)-2-(1H-indo1-5-yloxy)-N-( {3 -nitro-4-[(tetrahydro-211-p yran-4- 

ylmeth yl)amino]phenyl 1 sulfonyl)benzamide. 

7. Use of a compound comprising a selective Bc1-2inhibitor, in the 

manufacture of a medicament for treating Sjogren's Syndrome in a patient. 

8. The use of claim 7, wherein the selective/Bel-2 inhibitor is a compound of 

Formula (1), 
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wherein 

Al  is N or CH; 

B1  is OR1  or NHR1 ; 

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

R1  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 

independently selected NH2, Cl, or F; 

or more 

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

substituted with one or more; 

is optionally 

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. 
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9. The use of claim 8, wherein the compound that selectively inhibits the 

activity of a Bc1-2 protein has a Bc1-2 binding affinity (Ki) of less than about 1 

nanomolar. 

10. The use of claim 9, wherein the compound that selectively inhibitS the 

activity of a Bcl-2 protein has a Bc1-2 binding affinity (Ks) of less than about 100 

picomolar. 

11. The use of claim 8, wherein the compound that selectively inhibits the 

activity of a Bcl-2 protein has a binding affinity (Ki) for Bc1-2 that is at least 500 times 

less than the binding affinity (KO for Bcl-xL. 

12. The use of claim 8, wherein the compound is/Selected from: 

N-( {5-chloro-6-[(4-fluorotetrahydro-2H-pyran-44i)methoxy]pyridin-3-

y1}sulfony1)-4-(4- {[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-

yl]methyll p ip erazin-1 -y1)-2-[(6-fluo ro-1H-indazo124-yl)oxy]benz ami de ; 

4-(4- 1[2-(4-chloropheny1)-4,4-dimethylOclohex-1-en-1-yl]methyllpiperazin-l-

y1)-N- { [4-( {[(2S)-4-cyclopropylinoipholin-2-Yl]methyllamino)-3-nitrophenyl]sulfonyll - 

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

N-( {5-chloro-6-[(4-fluorotetrahYdro-2H-pyran-4-ypinethoxy]pyridin-3-
/ 

yl}sulfony1)-4-(4-{[2-(4-chlorophe 	1)-4,4-dirnethylcyclohex-1-en-1- 

yl]methyllpiperazin-1-y1)-2-(1FITindazol-4-yloxy)benzamide; 

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

y1)-2-[(6-fluoro-111-indol-51-yl)oxy]-N-({4-[(4-fluorotetrahydro-2H-pyran-4-yOmethoxy]- 

3-nitrophenyllsulfonyl)benzamide; 

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

y1)-N-[(4- { [(4,4-slitu orocyclohexyl)methyl]amino) -3-nitrophenyl)sulfonyli-2-(1H-

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

2-(1111-benzimidazol-4-yloxy)-4-(4- 1[2-(4-chloropheny1)-4,4-dimethylcyclohex-1-

en-1-y1 rtiethyllpiperazin-l-y1)-N4 {5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-

yl)methoxy]pyrid in-3 -y1 } sulfonyl)benzamide; 
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4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-l-yl]methyllpiperazin-1-y1)7N- 

(13-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyllsulfonyl)-2-(1H-pyrrolo[21-

b]pyridin-5-yloxy)benzamide; 

N-(13-chloro-4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]phenyl} sulfny1)-4-(4-{ [2- 

(4-ehloropheny1)-4,4-dimethylc yclohex- 1-en-1- yl] methyl } piperazin-1-y1)-2-(111-pyrrolo [2,3-

b]pyridin-5-yloxy)benzamide; 

2-(111-benzimidazol-4-yloxy)-4-(4-{ [2-(4-chloroph eny1)-4,4-dimethylcyclohex-1-en-1- 

yl] m ethyl I piperazin-1-y1)-N-[(4- { [(4-cyan ocyclohexyl)methyl] aminof -3- 

n i troph.enyl)sulfonylibenzamide; 

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

(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-yl]methyllpiperazin- 1 -y1)-2-(1H-ind  a 701- 

4-yloxy)benzamide; 

N-[(3-chl ore-4- { [4-flu oro- 1 -(oxetan-3 -yl)piperfdin-4-yl]methox ylphenypsulfonyli-4-(4- 

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

pyrrol o [2,3 -b] pyridin-5-ylox y)benzamide ; 	7  

4-(4-{ [2-(4-chloropheny1)-4,4-ciim tOlcyclohex-1-en-l-yl]methyl}piPerazin-1-y1)-N- 

({ 5-cyano-6-[(4-fluorotetrahydro-2H-pyr 	-4-y1)methoxy]pyridin-3-y1IsuLfonyl)-2-(1H-indol-4-

y1oxy)benzamide; 

4-(4-1 [2-(4-chlorophen y1)-4,4-dimethylc ycl ohex -1-en- 1-yl]methyl } piperazin-l-y1)-N- 

[(4- { [(4-f1uorotetrahydro-2H-p yran-4-yl)meth yl] amino } -3-nitrophenyl)sulfony11-2-(1H-

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

N-({ 3-ch1oro-4-[(441uorotetrahydro-2H-p yran-4-yl)methoxy] phenyl } sulfonyl)-4-(4-{ [2- 

(4-chloropheny1)-4,4-dimethy1cyclohex- 1-en-1-Arnethyl I piperazin-1 -y1)-2-(1H-indazol-4-

yloxy)benz amide; 

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

({ 5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl}sulfony1)-2-(1H-indazol- 

4-yloxy)benzamide; 
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4-(4-{ [2-(4-chlorophenyl)-4,4-dimethylcyclohex- 1. -en- 1 -yl]meth yllpiperazi n- 1-y1)-N-L 

{ [4-( { [(2R)-4-cyclopropylmorpholin-2-yl]methyl 1 amino)-3-nitrophenyl] sulfonyl } -24 111/ 

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

444-1 [2-(4-chlorophen y1)-4,4-dimethylc yclohex- 1-en- 1-yl] methyl } piperazin- 1-y1)-N- 

[(4- { [(trans-4-cyanocyclohexyl)methyl] arnino1-3-nitrophenyl)sulfony1]-2-(1H-pYrrolo [2,3-

b]pyridin-5-yloxy)benzamide;  

Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4- { [2-(4-chloropheny1)-4,4-

dimethylcyclohex- 1-en- 1 -yl]meth yl } piperazin- 1 -y1)-N-( { 4- [(4-morpholin-4-

ylcyclohexyl)amino]-3-nitrophenyl } sulfonyi)benzamide;  

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-,Ylimethyl }piperazin-1-y1)-N- / 
1 [4-({ (3R)- 142-fluoro-1-(fluoromethyl)ethylipyrrolidin-3-yll amino)-3-nitrophenyl] sulfon yl 1 -2- 

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

Trans-N-(15-chloro-6-[(4-hydroxycyclohexyl)h ethoxy]pyridin-3-y1 } sulfony1)-4-(4-1 [2- 

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

yl oxy)b enz amide ; i 

N-({ 3-chloro-4-[(trans-4-hydroxycyclAexyl)methoxy]phenyllsulfony1)-4-(4-1 [244-

chloropheny1)-4,4-dimethylcyclohex- 1-en/-yl]methyl }piperazin- 1-y1)-2-( 1H-pyrrolo [2,3- 

b]pyridin-5-yloxy)benzamide; 	/ 
/ 

N-({ 5-chloro-6- [(trans-4-hydroxycyclohexypmethoxy]pyridin- 3-yi } sulfonyl)-4-(4-{ [2- 

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

indazol-4-ypoxy]benzamide; 	' 

2-[(6-amino-5-chloropyridin-3-ypoxy]-4- (4- f [2- (4-chloropheny1)-4,4-dimethylcyclohex- 

1-en- 1 -yl] methyllpiperazin- 1-y1)-N-[(4- { [trans-4-(morpholin-4- yl)c yclohexyl] amino } -3-

nitrophenyl)sulfonyllbenzamide; 

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

[(4- { [(cis-4-hydroxy-4-methylcyclohexyl)methyl] amino } -3-nitrophenyl)sulfonyll-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-y]] methyl ) piperazin- 1 -y1)-
,
N- 

({ 5-cyano-6-{(4-fluorotetrahydro-2H-pyran-4-yOmethoxy]pyridin-3 -y1) sulfony1)-2-(1H7i1;dazol- 

4-yloxy)benzamide; 

N-[(5-chloro-6- { [4-fluoro- 1-(oxetan-3-yl)piperidin-4-yl] methoxy } pyridin-,3-yl)sulfonyl]- 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl]methyllpiperazin-1:4)-24 I El-

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

2-[(6-amino-5-chl orop yri din-3-yl)ox y] -4- (4- { [2- (4-chloropheny1)44-dim eth ylcyclohex- 

1-en- 1-yl]methyl Ipiperazin-1-y1)-N-({ 3-nitro-4-[(tetrahydro-211-pyran-4- 

ylmethypamino]phenyl } sulfo nyl)benz amide; 

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

({ 4- [(4-methylpiperazin-l-yl)amino]-3-nitrophenyl } sulfonyl):-2-(1H-pyrrolo[2,3-b]pyridin-5- 
/ 

yloxy)benzamide; 

Trans-4-(4- { [2-(4-chloro pheny1)-4,4-dimethyl cYclohex- 1-en-l-yl]methyl } piperazin-l-

y1)-N-[(4- { [(4-methoxycyclohexyl)methyl] amino } 23-nitrophenyl)sulfony1]-2-(1H-pyrrolo[2,3-

b] pyridin-5-ylox y)benz amide; 

Trans-4-(4-{ [2-(4-chloropheny1)-4,4:dmethylcyclohex- 1-en- 1-yl]methyl }piperazin-1-

y1)-N-({ 4-[(4-morpholin-4-ylcyclohexyl)ino]-3-nitrophenyl I sulfony1)-2-(1H-p ynolo[2,3-

b]pyridin-5-ylox y)benz amide; 

4-(4-{ [2-(4-chloropheny1)-4i4-dimethylcyclohex- 1-en- 1-yl]methyl } piperazin-l-y1)-N- 

({ 4- [(4-fluorotetrahydro-2H-pyran-4-yl)methoxy] -3-nitrophenyl } sulfony1)-2-(1H-pyrrolo [2,3-

b] pyridin-5-yloxy)benzamide; ' 

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

1 -en- 1-yl]methyl } piperazin- 1-y1)-N-[(4- { [(3R)-1-(2,2-difluoroethyl)pyrrolidin-3-yl] amino } -3-

nitrophenypsulfonyllbenzami de; 

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

4-(4- { [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-yl] methyl }piperazin-l-y1)-2-(11i-

indazol-4-xy)benzamide; 
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1 

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

yl } sulfon y1)-4-(4- 1 [2- (4-chloropheny1)-4,4-dimethylc yclohex - 1-en- 1-y1] methyl )piperazin=j1-y1)- 

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

2-[(6-amino-5-chloropyridin-3-ypo xy} -4- (4-1 [2- (4-chlorophenyl) -4,4-dirnethylcyclohex- 

1 -en- 1-yllmethyl } piperazin- 1-y1)-N-[(4- { [(4-methox ycyclohex yl)methyl] amino } -3- 
,-' 

nitrophenyl)sulfonyl]benzamide; 

N-(1 5-chloro-6- [(trans- 1-fluoro-4-hydroxy-4-methylcyclohexy1)meihoxylp yridin-3-

yl } s ulfon y1)-4- (4- { [2-(4-chl orophen y1)-4,4-dimeth ylc yclohex- 1-en- 1-y1] methyl } piperazi n- 1-y1)- 

2-( 1H-indazol-4-ylox y)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclonex- 1-en- 1;54] methyl }piperazin-1-y1)-N- 

[(4- { [(trans-4-hydroxy-4-methylc yclohexyl)methyl] amino }-3-nitrophenyl)sulfony1]-2-(1H-

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

2-[(3-amino-1H-indazol-4-ypoxy]-4-(4-{ [2-(4-chlorophen y1)-4,4-dirnethylcyclohex- 1- 

en- 1-Amethyl I piperazin- 1-y1)-N-[(4- { [(trans-4-rnedioxycyclohexyl)meth yl] amino } -3- 
, 

nitrophenyl)sulfonyl]benzamide; 
/ 

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

(1 3-nitro-4-[(2-ox aspiro[3;5} non-7-ylmeth/f) aminoiphenyl } sulfony1)-2-(1H-pyrrolo [2,3-

b]pyridin-5-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4/-dimetnylcyclohex- 1-en- 1-yijmethyl }piperazin-l-y1)-N- 

(1 5-cyano-6-[(trans-4-hydroxy-47rnethylcyclohexyl)methoxy]pyridin-3-yll sulfony1)-2-(1H-

indazol-4-yloxy)benzamide; 

4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex- 1-en- 1-y1} methyl }piperazin- 1-y1)-2-[(6- 

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

yl]methyl } amino)phenyl]sulfonyl}benzamide; 

N-(1 5-chl9to-6-[(trans-4-hydroxy-4-methylcyclohexypmethoxy]pyridin-3-y1} sulfony1)- 

444-1 [2-(4-ch1oropheny1)-4,4-dimethylcyclohex- 1-en- 1-Amethyl }piperazin- 1 -y1)-2-[(6-fluoro- 

111-indazol-4-yl)oxy]benzamide; 
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4-(4-{ [2-(4-chloropheny1)-4,4-dimethylcyclohex-1-en-1-yl]methyllpiperazin-l-y1)-Ni 

[(5-cyano-6- { [4-fluoro-1-(oxetan-3-yl)piperidin-4-Amethoxy I pyri din-3-y1) sulfonyll -2-( lii- 
f

. 

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

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

1-en-1-Arnethyllpiperazin-1-y1)-N-[(4-{ [(4-hydroxycyclohexyl)methyl]amino173-

nitrophenyl)sulfonyl]benzamide; 

N-({ 5-chloro-6-[(trans-4-hydroxy-4-meth ylcyclohexyl)methoxy]pyridin-3-yll sulfony1)- 

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

yl]m ethyl }piperazin-1-yl)benzamide; 	 / 

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

N-(13-nitro-4-[(tetrahydro-2H-pyran-4-ylmethypamino]phenyl I sulfon y1)-2-(1H-pyrrolo [2,3- 

1)] pyridin-5-yloxy)benzamide; 

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

yl} sulfon y1)-4-(4-{ [2-(4-chloroph en y1)-4,4-dimeth ylCyclohex-1-en-l-yll methyl ) piperaz in-l-y1)- 

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

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

[(6- { [(cis-4-hydrox y-4-methylcyclohexyl)Methyl] amino I -5-n itropyridin-3-yl)sulfonyl] -2-(1H- 

pyrrol o[2,3-b] pyridin-5-yloxy)benzamidi; 
i 

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

({ 5-nitro-6-[(tetrahydro-2H-pyranr4-ylmethyl)arnino]pyridin-3-yllsulfony1)-2-(1H-pyrrolo [2,3-

b] pyridin-5-yloxy)benzamide;,,  

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

({ 6- Rtrans-4-hydroxy-4-methylcyclohexyl)methoxy1-5-(trifluoromethyppyridin-3-y1) sulfon y1)- 

2-(1H-indaz ol-4-yloxy)b enzamide; 

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

[(4- { Rcis-4-ethy1-4-hydroxycyclohexyl)methyllarnino}-3-nitrophenypsulfonyl]-2-(1H-

pyrrolo[2,3-b]pyridin-5-yloxy)benzarnide; and 
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4-(4-{ {2- (4-chloropheny1)-4,4-dimethylcyclohex- 1 -en-1.-yli meth yl I piperazin- I -y1)-2- 

(1H-indo1-5-yloxy)-N-({ 3-nitro-4-1(tetrahydro-211-p yran-4-

ylmethypaminol phenyl} sulfonyl)benzamide. 

tJ 
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